KPATKA XAPAKTEPHCTHKA HA l'[POJ_[YKTA

8 2l Tl ARl Sl e o AT T | A T A 7 I W

M3ﬂbﬁHMTEﬂHA ATEHLINA 110 ﬂEKAPCTHATA I

1. UME HA JEKAPCTBEHUS ITPOAYKT | Kparmia xépaxmepucriina Ha npogya - TpuAcwante 7
F0/3 Q36
Apununpazon AypobuHao 15 mg TabneTku
Aripiprazole Aurobindo 15 mg tablets { Paspewenus Ne 3/ 3 J;Z [’3 -11- 205
: DQOBREHUIB Ne v.vvrrisnvrirscrivsrrarren, focnnossoss A
2. KAYECTBEH A KOJTHYECTBEH CbCTAB o B -

Bceska tabnerka ceabpxa 15 mg apununpason (aripiprazole).
[TomOLIHO BELIECTBO ¢ M3BECTHO AcicTBHE: 99.750 mg nakTo3a MOHOXKAPAT Ha TabneTKa

3a NbJIHKA CHHCHK Ha TOMOWUIHHTE BELECTBA BHXXTE TO4Ka 6.1.

3. JEKAPCTBEHA ®OPMA

Tabnerku

Benn, kpurian Tabnerku ¢ Anamersp 7 mm H peneduo obo3HaueHue ‘64° or enHaTa ctpada u “H’ ot
Apyrara cTpaHa.

4, KJIMHUYHHU JAHHHU

4.1 TepaneBTHUHH NOKA3AHHSA

ApHnunpazon AypoOGHH/O € TOKa3aH 3a edeHHe Ha IH30(peHHsa NPU Bb3PaCcTHU d IOHOIIK HA M HAZl
15 roauHH.

Apununpaszon AypoGKHJO € ToKa3aH 3a JeYeHHe Ha YMEPEHH A0 TEKKH MAHUHU eNU304H NpY
GHMONAPHO apEeKTHBHO PasCTPOHCTBO THN I ¥ 3a MPEAOTBPATABAHE HA HOBH MAHWHHK €NU30/H MPH
BL3PACTHH, KOMTO CTPAJAT NPEJMMHO OT MAHHMHH €NH304U K UYMMTO MAHUHHH EMTH30H €€ NOBJINABAT
OT JICUEHHE C APUNMUIIPA30J (BXK. TOHKE J.1).

Apununpaszon AypoOHHO € TOKa3aH 3a JiedeHHe A0 12 ceAMHIH Ha YMEPECHH 0 TEKKHU MAHWITHH
enu301 NPy GHNONAPHO adeKTHBHO pascTpoiicTeo THN | npu foHOIIM Ha M HaA 13 roauHy (BX.
Touka 5.1).

4.2 Ho3upoBKa H HAYHH HA NPHI0KEHHNE

Jo3upoBKa

Bvapacmuu
LTuzophpenusn: NPenopbYBAHATA HAYAIHA JHEBHA 1032 APUITHNPa3ol AypobHHNO € 10 mgihnn fSn
mg, ¢ MOAJbpIKALa JHEBHA J03a 15 mg, npueTa BeAHDBXK AHEBHO, HE3ABUCHMO OT xgwéﬂﬁo s

Apununpazon Aypobunso e edexTHBeH npu g03a Bapdpawma ot 10 mg g0 30 mg eﬁHfa He e
HabmoaaBaHa NoBHUIEHA €(hEKTHBHOCT NpH JO3H NO-BHCOKH OT APENOpbhYBaHATA &ama 11033 D‘P 15
mg BBMpPEKH, Y€ MPH OTASTHHU MALHEHTH MO-BHLCOKH K03M MOXKe Ja ca OT MOoJ3a. Ekkcﬂmaﬂﬂa’ra

AHeBHa A03a He TpAdBa Aa Haasuiuasa 30 mg. \\i’f ; _




Manuunu enusodu npu 6unoaspno paicmpoucmeo mun I: npenopbYBaHaTa HavYaJIlHa AHEBHA [03a
Apununpason AypobuHao e 15 mg, npujiokeHa BeIHbK JHEBHO HE3aBHCUMO OT XPaHEHETO, KATO
MOHOTEPANHUA HAH KOMOMHHMDPaHAa Tepanud (BX. Touka 3.1). [Ipu HAKOUW QALMEHTH NO-BUCOKW 03U
MOX€e J1a ¢4 OT noa3a. MakcuManHaTa AHeBHA J03a He TpadBa fa HaaBuiuasa 30 mg.

Ilpedomspamaeane Ha peyudusu Ha ManuiiH enU300U NP BUNOAAPHO pascmpolicmeo mun 1. 32
[IpeAOTBpATsABAHE HA2 HOBU MAHHHHM €TH304H NPHU NALUECHTH, TPHEMAIH apUNHUIpPa30J KaTo
MOHOTEPAINHA MM KoMOHEUPaHa Tepanus, JeYeHHETOo IPOoABbIKABA B chllaTa 103a. [IpoMeHH B
JHEBHATA JA03UPOBKA, BKIKYHTEIHO HAMAAABaHe Ha A103aTa, TpAbBa Ja ce OOMHUCIAT B 3aBUCHMOCT OT
KJIHHHYHOTO CbCTOSAHHE.

Heduampuuna nonyrayus

Hpyau papmayesemunnu aexapcmeena (opma ¢, CoObpHCAl APUNUNPA30R CO HARUYHY U MO2aM 0Q
bvoam no-nooxo0AWuU, 3a 0 UINDAHAGA NbPEOHAYATHONMO MUMPUDAHE 8 NEOUAMPUYHAMA
HORYAQUYUAL.

Hlusoghpenus npu wonowu na u nad 15 200unu; NpenopsYBaHaTa 103a Ha apunumpazon e 10
Mg/HEBHO, MPIIOKEHA BEAHbXK JHEBHO, HE3aBHCHMO OT XpaHEHETO. JIeYeHneTo 3ano4Ba ¢ 1032 OT 2
mg (¢ apuNMIpa3oi nepopaied pastsop 1 mg/ml) B npogb/oKeHUE Ha 2 IHA, TATPUpaHa 1o 5 mg 3a
olle 2 ZiHM 33 JOCTHraHe Ha MPenopHYMTENHATA qHEeBHA A03a oT 10 mg. l1px HeoOXoaMMOCT,
[oCJIeABAIII0 YBEIHUCHHE HA N03UTe, TpAGBA Aa ce HANpaBH ChC CTBHIKH OT 5 mg, 6€3 /13 ce
HaJBMILABA MaKCHMaJiHaTa JHeBHa j03a oT 30 mg (Bx. T 5.1).

Apununpason e eduxaced npu ao3u ot 10 mo 30 mg/nHeBHo. He € HabaiofaBaHa yBen4eHa
e(PMKaCHOCT NpHU AHEBHH A03H NO-BHCOKH OT 10 mg, BBIPEKH Ye HAKOH NaLUCHTH MOXE Aa CC
MOBAHAAT OJArONPHUATHO OT MO-BUCOKHTE JO3H. |

ApHnHIpa3o He ce Tpenophysa 3a NalHeHTH ¢ Wn3odgpeHns Ha Bb3pacT nof 15 roqnHyu, nopaiu
OTCBHCTBHE Ha JaHHH 3a epHKkacHocT H Oe3onmacHocT (BHxk cbmio 1. 4.8 1 5.1).

Manuiinu enusodu npu GunoaspHo agekmueno pascmpolicmeo mun I npu oxowy sa u nao 13
200uHu; MPEenopPbYHTENHATA JHEBHA 032 € 10 mg, npreTra BeAHBK AHEBHO, HE3aBHCHMO OT
xpaHeHeTo. JleueHnero Tpa6Ba Aa 3anoyHe ¢ 2 mg (Hanp. nepopajieH pasTBOp) 3a 2 IHU, TUTPHPA Ce
10 5 mg 3a olie 2 AHU, 34 14 c€ JOCTHIHE MPENOPBYATENHATA IHEBHA 1033 OT 10 mg.
[TpoABIKHATENHOCTTA HA I€YEeHHETO TPAOBa Aa € MaKCHMaJTHaTa HEOOX0AMMa 3a KOHTPOJI Ha
cuMnToMHTe Oe3 na Hageumaea 12 ceamuin. He ce Habnoaasa NOBHIHABAHE HA €(PUKACHOCTTA NIPU
7031 110-BHCOKH oT 10 mg nHeBHO, a A03a oT 30 mg ce cBbp3Ba ChC CHIUECCTBEHO [10-BHCOKE YECTOTA
HA HEXKENAHKTE JIEKAPCTBEHH PEaKLiMH, BKIIOUHTETHO eKCTpanupaMHIHK ChOUTHS, COMHONIEHTHOCT,
OTMaZHANOCT M MOBHIUABAaHE Ha TernoTo (BX. Touka 4.8). 1o Tasy npHUMHA AO3H, MO-BHCOKH OT 10
mg JHEeBHO TpA6Ba Aa Ce MPHUJIAraT B U3KIIOUHTENHH CIIy4ad H IPH CTPHKTHO KIHHUYHO HaOnioAeHue
(BX. ToukH 4.4, 4.8 1 5.1).

ChluecTBYBAa MOBUILEH PACK OT HEXKEIaHH JEKAPCTBEHH PEaKIIMY CBBP3aHH C ApHITHNPA30I 34 M0~
MJiaauTe naureHTH. [To TasH NpHYHHA apUITHNpa3on He TpA0Ba 14 €€ H3MOJI3Ba MPY NMALHCHTH 1101 13
roAWHH (BXK. TOYKH 4.8 1 3.1).
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Pazdpasnumennocm cevpsana ¢ aymuzom: 6€301aCHOCTTA H e(PHKACHOCTTA HA apunﬂnpazfm npﬂ Pt
Kerla ¥ IOHOLLH Ha BbapacT A0 18 roaMHu Bee OIIE HE ca yCTaHOBEHH. HanuunuTe 70, Momem‘a ,IlaHHHk

/ .f

ca OMHUCAHM B T. 5.1, HO IPEMOPBKH 34 AO3HPOBKATa He MoraT Ja Obiar JajieHH. /7. - '  _-; - '*,1
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Tuxoee, cévp3anu cve cunopoma va Typem: 6€30MaCHOCTTA H €(PHKACHOCTTA Ha appmnnpaaoﬂ npﬂ

/lella ¥ FOHOIIY HA BB3pacT oT 6 10 18 roguHH BCE OIE HE ¢a YCTAHOBCHH. Hanuunut ,u,o queHTa s

NAHHU ca OMHKCAHHM B T. 5.1, HO NpenopbKy 3a JO3HPOBKATA HE MOTAT Aa Obaar NafeHNN



Hayuenmu ¢ ueproOpeOHO VEpedcoane

He ce Hanara npoMsHa Ha ZO34aTa MPH NALMEHTH C JIEKO 10 YMEPEHO YepHOAPOOHO HapylueHHe. Hiama
AOCTATHYHO JAaHHH 33 MPENOPBKH OTHOCHO PeKMMa Ha AO3UPAHE MPH NMallMEHTH ¢ TEXKO YBPEKAaHE
Ha YepHUS Apo6. [Ipu Te3d nanueHTH e HeobX0MMO BHUMATENHO ONpeaeNaHe Ha f03aTa. Buupeku
TOBA, [IPH IMALHEHTHTE C TEXKKO UePHOAPOOHO YBpeXaaHe, MaKCHMANHaTa AHEBHa 1032 oT 30 mg
Tpa0OBa Ja ce nmpuiara ¢ NOBHIIEHO BHHMaHKe (BX. TOUKa 3.2).

[layuenmu ¢ 6v6peuno yspexcoare
He ce W3MckBa npoMsAHa Ha A03aTa MPH nagueHTy ¢ 60peuno HapyuIeH e,

Hayuenmu 6 cmapuecka 8pbapacm

He e ycTaHoBeHa epeKTHBHOCTTA HA apHITMIIPA30J1 32 JIeYeHHEe Ha IU30PPEHHs U NPH NMALKWEHTH Ha H
Haj 65 rojiuiiHa Bb3pacT. B pesyaraT Ha no-rojisaMara YyBCTBHTCNHOCT Ha Ta3H monyJjanus,
3aM04BAHETO Ha JICUEHHE ¢ MO-HUCKH A03U TpsadBa a ce UMa NMpeABHA, B CTy4aUTE KOT'aTo TOBA €
KNMHWYHO OnpaBaaHo (BxX. Touka 4.4).

o
He e seobxoaMMo npoMAHA Ha A03aTa MPH MAUHAESHTHTE OT XEHCKH 110/ B CPABHEHNE € TE3H OT MbXKKH
(Bk. TOYKA 5.2). |

Ilyuiene
Hmaiiky npeasns MeTabOJIMTHUA BT Ha Aprnunpa3on AypoOHHIO, HE Ce Hajlara NpoMfAHa Ha 103ata
pH Nymavu (Bx. Touka 4.5).

Aoanmupane na 0ozama nopacu 82auMo0eUcmeus

B ciyuait Ha eaHOBpeMeHHa YIoTpeba Ha apununpason ¢ MoutHH uHxubutropn Ha CYP3A4 uin
CYP2D6, no3ara ua apununpazoj TpAadBa aa ce peayuupa. Ilpu cnupaHe Ha JEUECHAETO €
nHxuGKTOpH Ha CYP3A4 nimu CYP2D6 (M3BaskJaHETO ¥M OT KOMOHHHMPAHOTO NeUeHHe), 103aTa Ha
apununpason TpadBa Ja ce NoBHIIH (BX. TOUKa 4.5).

TTpH eHOBPEMEHHOTO MPHIIKEHUE HA APUITUIIPA30J ¢ MoLLHK nHAykTopu Ha CYP3A4, no3ata Ha
apuIunpason TpA6Ba Aa ce nosHIIK, IIpy ciMpaHe Ha nedeHneTo ¢ HHAyKTopu Ha CYP3A4
(U3BAXIAAHETO UM OT KOMOHMHHMPAHOTO JICYEHRE), 103aTA HA APUNUNPa30 TPAOBA 1a Ce OHIIKHN 10

obuuaiiHaTa penopbyBana 1o3a (Bx. Touka 4.5).

Ha4yuH Ha npunoxenue
Apununpazon Aypobunao TabneTku ca 3a NepopalHo NPHIOKEHHE.

4.3 IlpoTHBONMOKa3aHNd

CBpBEXUYBCTBUTENHOCT KbM AKTHBHUTE BELISCTBA UIIH KbM HAKOE OT MOMOLTHUTE BCILECTRA,
H3dpoeHu B Touka 6.1.

4.4 CnenmwaJun npelynpexaeHns H peAnasHd MepPKH NpH ynorpeda

[1o BpeMe Ha AaHTUIICUXOTHYHOTO JIEUCHUE, noao6pABaHEeTO HA KIHHRYHOTO ChbCTOAHME HA MAaMCHTA
MOYKE J1d OTHEME OT HAKOJKO AHU [0 HAKOAKQ CeAMHIIH, KaTO [IPpe3 TO3H NEPHON NIallHCHTHTE TpaOBa
1a OBJAaT o NOCTOAHHO HADMIOAeHUe.
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aeKTHBHO PA3CTPONCTBO MPEATIONaraT, ue HaMa OBHIIEH PHCK OT CKIOHHOCT KbM CaMOyOHHCTBO
npy ynortpeda Ha apUNUNPa3ol B cpaBHeHHe ¢ Apyrd aHtTuncuxoruuy. Hugopmanuara npu
neaMaTpuyHATa IOy NalKus He € 40CTaThYHA, 34 [1a CE OI¢HH PHCKA NpH 10-MJ1aJH NALHCHTH (non 18
FOJMILHA BB3PACT), HO CHIIECTBYBAT JOKA3ATEICTRA, Y€ CYUUHIHUAT PUCK OCTABA U Clie] WbpBUTE 4
CEIMHUIINA HA JICYEHHE ¢ ATHIIHYHH AHTUIICHXOTHIH, BKIIFOYHTEIHO apUITHIIPA30JL

ChbpAaeyHO-ChAOBH HAPYIUEHKS

Apununpaszon Tpa0Ba ja ce npuiara npeana3jiuBo IPH NALKREHTH C J10Ka3aHO ChPACYHO-CBAOBO
zabonapaHe (MpekapaH WHPAPKT Ha MHOKAPJA MJTH HCXeMUYHA O0JIECT Ha ChPHETO, ChpeyHa
HeJOCTAThUHOCT HJIM HapylIEHH HAa NPOBOJHMOCTTA), MO3BEHHO-CBA0BO 3a00ABaHE, YCIOBHA, KOUTO
Ouxa AOBeNH A0 MPeApa3noNOKEHHE KbM XHNOTOHHA (00€3BOAHABAHE, XHITOBOJEMHS U JIEUEHHE C
AHTHXKHIEPTEH3UBHH JICKAPCTBEHH TPOAYKTH) HJIH KBM XHIIEPTOHHUSA, B TOBA YHCIIO YCKOPEHA HIIH
3/I0KAYECTBEHA.

CpobiieHs ca ciiyuyaM Ha BeHo3eH TpoMOembonu3sm (BTE) npH ManHeHTH, MpHEMaIIH
AHTHNCHXOTHYHH cpencTBa. Thit KATO MpH TE3H NALMEHTH YecTo ce HabnoaaBaT NpUAOOHTH PUCKOBH
daxtopu 3a BTE, BCHUKY BB3MOXKHU pHCKOBH (haxTOpH cneisa aa 0b1aT HACHTHQHUHPAHHU MPEaH H
10 BPEME Ha TEPANUATA C APUNHIIPA30N U A4 C& NpeAIpHEMAT NMPEBAaHTHBHA MEPKH.

HapyulieEns Ha NpoBOAHUMOCTTA

[Mpy KAMHUYHK M3TIHTBAHHA Ha ApUNKIPa30J, yecToTara Ha QT yabixasane € Oui0 CpaBHUMO C
nnanedo. KakTo ¥ Ipy ApyruTe AaHTHICHXOTHIN, APHIIMNTPA30J TpAOBA a ce H3MON3Ba NPEANa3IiBo
npy nauMeHTH ¢ pamuada ucropus Ha QT yannkasane.

TapauBHA AMCKUHE3IUSA

[Ipn KAMHUYHH IPOYYBAHHA B NPOALJKEHHE HA €IHa FOJAHHA HIIM [10-MAJIKO, CIYHanTe Ha
HeOOXOAUMOCT OT /ICUSHHUE HA TTOABKIIHN c€ JUCKMHE3HH MO BpEME Ha JICYEHHUETO ¢ apHITHIIPAa30J HE Ca
yecTH. [Ipu nosBaTa Ha NpU3HAIK 1 CHMIITOMH HA TapAMBHA JUCKHHEC3HA NPU MAUHCHTH Ha JICHCHUC
¢ apununpaso, Tpadsa aa ce oOMHCIM BB3MOKHOCTTA 32 HaMaJIABaHE Ha 103aTa WK NPeKpaTABALC
Ha Je4YeHHeTO. Te3n CHMITOMH MOXe BPpeMeHHO Aa Ce BJIOIIAT WK A2 €€ NOABAT, 10pH CJICA CIIHPAHC
HA JIEYEHHETO.

JIpyru excTpanupaMHIHH CHMTOTOMH

B k1MHHYHK MPOY4YBaHUA Ha apHITUIIPA30.1 NpH Jlena ca HabolaBaHH aKaTH3Us U NapKHHCOHH3BM,
[Ipy nosABaTa HA MPH3HALK ¥ CHMNTOMH Ha Apyru EPS npH nauyneHATH Npuemallly apununpasol,
TpabRa g2 ce 0OMHCIH B3MOKHOCTTA 33 HAMa/ABAHE HA 103aTa H BHUMATENHO KAHHHYHO
HabmoaeHue.

HesponenTtrueH MaJuTrHeH cuHapoM (NMS)

NMS e norennuanto $artaied KOMIUIEKC OT CUMNITOMU, CBBP3aH ¢ AHTUIICUXOTHYHHTE JICKAPCTBEHH
npoaykTH. IIpH KIMHMYHE IPOYyUYBaHHS ca AOKJIA/IBAHH PeIKH cIy4an Ha NMS 1o BpemMe Ha JICHeHHE
MEHTaJICH c*raT}'c 1 JaHHY 33 aBTOHOMHA HeCTaOUIMHOCT (H]JOME:HH B [Iyica H KPbBHOTO, Ha":iiﬂraﬂe -
Taxukapaus, Adadopesa u CepaevHa apuTMus). JOnbIHHTEIHO MOXE a €4 HATHIE }j,ﬂQEiilﬂﬁHEl v ;\
croiiHocTH Ha kpeaTuH PpochokuHasara, MuornoOurypHa (pabroMHoNU3a) u oc*rp?lﬁ'bﬁpeqﬂa
HegocTaTeyHoCT. CHo0IIaBa ce Chilo Taka, 0baye, 0 3a NOBUIIEHH CTOMHOCTH Ha ﬁpeaTHH

L
";"' !-l"i =

MK CUMIITOMM, XapaKTEPHH 34 NMS MJTH UMa HeOOsACHHMO BHCOKE Temnepa'rypaﬂﬁez ,uorrbﬂHHTeﬂHn;
KIMHHYHH Npu3Hany Ha NMS, npueMbT Ha BCHYKH AHTHIICHXOTHYHH EKAPCTBEHHY ,nyfc“m . *"T'-.-m

BKJIOYHTENHO apununpaso, tpadsa fa ce npeyCcTaloBH. ’:;._.______-j Pl /
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["bpuoBe

[Tpu KNHHUYHH MPOYYBAHHA Ca AOKNAaABaHHW HE HECTH CIIy4ad Ha IbPYOBE 10 BPEME Ha JICUEHUE C
apununpaszon. ETo 3amo, apuninpason TpadBa Aa ce npujiara ¢ NOBMLICHO BHHMaHUE [IPY NAYHEHTH
npekapany B MHHANIOTO €MH30H Ha ThPUYOBE HUJH CHCTOAHHA CBBP3aHH C I'bPYOBE.

B13pacTHH NAMEHTH ¢ TICHX03a CBbP3aHa ¢ JEMEHLINA

[losuttena cmvpmuocm

B TpH nnane6o-KOHTPONMPAHK POYYBAHKS HA aAPUITMNPA30N IPH BB3PACTHH NauueHTn (n = 938,
cpelHa Bb3pacT 82,4 r oT 56 10 99 I) ¢ IcHX03a, CBbP3aHa ¢ fonecTra Ha Anuxanmep, NaLKEHTHTE
NEKYBAHHU C apUNHUIPa30J1 ca OHIH H3N0XEHH HA MMO-TOJIIM PUCK OT CMBPTHOCT B CPABHEHHE C
rpynara ¢ nnaue6o. CMBPTHOCTTA NIPY JleKYBAHHTE C APHITHNPA30N NaluenTH e 6una 3,5 %o 8
cpaBHeHHe ¢ 1,7 % npu rpynata ¢ niauefo. Makap, ue npUYHHATE 32 CMBPTTA ¢a OMIK pa3IuHHM,
MOBEYETO €A GHJIM CBBP3aHH CHC ChPASYHO-ChAOBH HHUMAEHTH (HAMp. ChpAeyHa HEAOCTATHYHOCT,
BHE3aMHA CMBPT) UK HHPEKUXH (Hanp. MTHEBMOHNA).

Hepebpo-eackynrapuu Hescerantt peaKytii

B cummTe mpoyuBaHHs ce CHOGIMABa 3a LepeOpo-BacKyIapHH HEXEIAHH PeakunH (Halp. HHCYIIT,
MPEeXoAHA MCXEMHYHA aTaKka), B T.4. H GaTalHH HHUMACHTH (CpefHa Bb3pacT 84 r., o7 78 no 83 r.).
060 npu 1,3 % OT JeKyBaHUTE ¢ apHITHNPA30N NALKEHTH ce ChoO1aBa 3a epeOpo-BacKyapHH
HEXENaHH peakLMH B cpasHenne ¢ 0,6 % nnanebo-1eKyBaHd NAUMEHTH, PaznnkaTa HE €
CTaTHCTHYECKH 3HAYMMa. B eHO KIHHKYHO [poyyBane ¢ QHKcHpaHa fo3a obade, ce cbolllaBa 3a
3HaYUMa Bpb3Ka MEXIy A03aTa H OTrOBOpa H UepeOpo-BacKyapHUTE PEAKIHH IIPH MalNCHTH
NEKyBAHU C apHIIHNIPA3OI.

Apununpason AypoOMHIO HE € MOKA3aH 34 JICYCHHE Ha MICHX03a BCICACTBHE HA IEMCHIHA.

XUNepriukeMus 1 3axaped auader

Mma cbobineHns 3a XMNEPriuKeMHAs, B HAKOH CIyYaH NpeKOMEpHa H CBhP3aHa ¢ KETOALHAO3a HITH
XHIIEPOCMOJIaPHA KOMA MM CMBPT, [IPH NALUCHTH JEKYBAaHH C aTHIHYHH aHTHIICUXOTHIH,
BKMIOUUTENHO apHITHNPa30). PUCKOBHTE (pakTOpH, KOXTO MOraT Aa R0BeAAT MALUHCHTHTC N0 TCKKH
YCIOKHEHHS, BKIIOYBAT 3aTITECTABAHE M ITPEHILHHA 3a00NaBaHus oT auabet B ceMelcTBOTO. B
KTHHHYHY NPOYYBaHHUA C apUNUIpa3on He ca Hadmo aBaHu 3HaYMMU pa3snins 0 OTHOLICHHE
YECTOTATA HA HEXENAHHTE PEaKLHH, CBBP3AHU C XUIEPTIHKEMH (BKIIOUHTENHO AUabeT) UK no
OTHOLIEHKE HAa aGHOPMHH 1a6OPAaTOPHH CTOHHOCTH Ha MHKEMHA B cpaBHEeHHe ¢ Mane6o. Hama
TOYHH PHCKOBH JAHHH 33 CBBP3aHH ¢ XHUIIEPrIHKEMHATA HEXKENAHH PEAKIHH NPH TTIALHEHTHTC
NEKYBaHH C ApHIIHNPA30A H ¢ APYTrd aTHNHYHH AHTHIICHXOTHIIH, 33 1d MOXKE J1a C€ HAllpasy IHPCKTHO
cpasHeHue. [lallHeATHTE, NEKYBaHH C HAKAKBH aHTHIICHXOTHLH, BKJIIOYHTCIIHO H apHITHIIPA30I,
TpabBa fa 6B4aT HabnoAaBaHy 3a NPH3HALIH B CHMIITOMH Ha XHIIEPriMKeMH (Hamp. NOMHAMNCHA,
nonuyphs, noaudarua u cnaboct), KATo ChCTOAHUETO HA MALHEHTH ChC 3aXapeH AHA0ET HiIH ¢
PHCKOBH (pakTOpH 3a 3axapen Auaber TpAOBa peNOBHO 1a CE KOHTPOJINPA, MOPaJH OIMAaCHOCT OT
BNIOLLIABAHHE HA TNIOKO3HHUA KOHTPOI.

CBPBXUYYBCTBHTEAHOCT

KakTo npu ApyrHd JeKapcTBEHH NPOAYKTH, TaKa M NPH apUIHIIpa3ol MOraT Aa Bb3HUKHAT peaKUHH Ha
CBPBXUYBCTBUTENHOCT, XapakTEPH3HPAILH Ce ¢ AICPruvHA CHMIITOMH (BX, Touka 4.8).
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YBe/HUaBaHe Ha TErJoTo

VBenHYaBaHETO HA TeMIOTo ce HabmogaBa uecTo npd GOIHH OT WH30(QPEHHUS H 1
10paJH CEITBTCTBAIH 3a00NABAHUA, H3MON3BaHe HA AHTHIICHXOTHIIH, 38 KOHUTO sEu qe Bo,uﬂ'r ,no
yBEHYEHO TEr0, HE3APABOCIOBEH HAYMH Ha XKHBOT, KATO MOXXE Ja C€ CTHIHE NI z;remm ;3’ };f /;
yCNOKHeHHs. 3a YBSIIHYABAHE Ha TETNOTO ce Cho01aBa B NOCT-MaPKETHHIOBHUA 11 P(g,u npﬂ '_,_L_‘__‘-*f /
NALMEHTH, Ha KOMTO € MIPEANHCAH apPHITHIIPa30s. AKO HMa TaKiBa Clly4ad, Te ca 00 HOBW? q pu N/




NALHEHTH ChC 3HAYMTENHH PHCKOBH (DAKTOPH, HATIPUMED MPEAHIIHO 3ab0nsABane OT AUA0ET,
HapYIIEHHA HA INMTOBHIHATA XKJ€3a WK alcHOM Ha XUrlo(pu3aTa. B KTHHHYHA H3MHTBAHHA HAMA
JAHHH, Y€ APHTTHIIPA30/ NPEAH3BHKBA KIMHIYHO 3HAUMMO YBENMYaBaHe Ha TErJI0TO MPH Bh3paCTHA
(BX. TOuka 5.1). B KIIMHHYHYW NPOYYBaHKS IPH IOHOIIM ¢ OUNONAPpHA MaHUSA, ApUNUNPA30T CE
CBBP3B4A ¢ YBEIHYABAHE Ha Ter1o cnea 4-ceaMuyHo geyenne. KOHOUIN ¢ bunonsipHa MamHs TpadBa aa
ce NpOCEABaT 3a YBeHUaBaHe Ha TerioTo. AkO ce HaboAaBa KTHHHYHO 3HAMHUMO YBEINUCHHC Ha
TerJoTo, TpAOBa Aa ce 0OMHCIH HaMalsBaHe HA 103aTa (BXK. TOUKa 4.8).

Hucharus

Eodareanna HenOABHXHOCT U aCTIHpauus ce CBbP3BaT C JIEYEHHETO ¢ aHTATICHXOTHLH, BKIIOYHTETHO
H HA apPUIIHIPA30J. APHIUIPA30NI H JAPYrd aHTHNCHXOTHYHHU aKTHBHH BEIECTBA TpsabBa 1a ce
H3N0/A3BaT NPEeANasIiBO NPY NALHEHTH C PUCK OT aCHPAUHOBHA THEBMOHMA.

[TaTonorvuyHo BACYESHHE KbhM Xa3apTa

Noknansady ca ciy4ay Ha MaTOJNOTHYHO BICYSHUE KBM Xa3apTa Mo BpeME HA NOCTMAPKETHHTOBHA
MePHO/, MPH MALUEHTH MPHAEMALLH aPHNKITIPA30JL, HE3ABHCHMO OT TOBa JAJIH Ca HMA/H TaKaBa
aHamHesa. [JallHeHTH ¢ aHaAMHE34 3a aTOJIOTHYHO BJICYEHHE KBbM Xa3apTa MOTrar Aa ObAaT H3N0KEHH
Ha N0-TOJIsAM PHCK M TpaBBa 11a ce mpocieaBaT BHUMATENHO (BX. ToUKa 4.8).

JlakTo3a

Apununpason AypoGunao TabneTkH cbabpKaT nakTo3a. IlaluueHTuTe ¢ peakd BpOACHH npodnemy Ha
rajakTo3Ha HEMOHOCHMOCT, lapp flakTa3zHa HeLOCTATHhYHOCT HJIH DIKOKO30-TaJIakTO3Ha mManadcopius
He TpsOBa Ja mpueMaT TO3H JIEKAPCTBEH NPOAYKT.

[auuentd cbe ebabreTBam ADHD (cHnapoM Ha XHNEPaKTHBHOCT ¢ Ae(GUIHT Ha BHHMAHMETO)

Brrpeku uye SumoaapHOTO adeKTHBHO pascTpoiicTBo THN I 1 ADHD udecTo ca ChnbTCTBALLIM
CBbCTOSHUA ¢ HANMYHH OTPaHHYEHH AaHHH 33 €1HOBPEMEHHOTO PANIOKECHHNEC Ha apHITHIIPA30Jl H
cTuMynanTd. Ilopajfy Ta3u NpHYMHA TE3H AeKApCTBa TPAOBA Aa Ce MpHAArat ¢ 0ocoOEHO BHHMAHNC,
Koraro ca B KomOuHalHA.

4.5 BiaumopeiicTBHe ¢ APYTH JeKApCTBEHH MPOAYKTH U APYrH OpMHA Ha B3aHMOJECHCTBHE

Tlopaau cBos ol-aapeHepruyen peuenTOpeH aHTATOHH3bM, apUITUIIPA30Jl MOXKE Aid Y CHIIH edpekTa Ha
HAKOU aHTUXHNEPTEH3UBHH CPEACTBA.

[Topaau ocHoBHHA eeKT Ha apununpason BbpXy LUIHC, ¢ Heobxoanmo NOBUIICHO BHUMAHUE NIDH
yHoTpeSara Ha ApUITHINPA30J B KOMOHHALIHS € a7IKOXO0N UIIH APYTH JIE€KapCTsa Ne#CTBalllH BBPXY
LHHC, ¢ noTeHHHanAa BL3MOKHOCT 34 NOABA HA HEXKeJlaHH JICKapCTBEHH PCaKLH, KaTo ceHpaHe
(BX. TouKa 4.8).

Tpsabea na ce BHHMAaBa MHOT'O, aKO apUMUNPa30Ji €& NpHIara €AHOBPEMEHHO C JICKAPCTECHH
MPOAYKTH, MPUYHHABAILM YAb/kaBane Ha QT HITH eleKTPONUTeH fucbanaHe.

BB3MOXHOCT 32 Bb3AEHCTBUE HA APYTH JIEKAPCTBEHH NPOAYKTH BEPXY apHMHNpa3on
MHXHOHTOPHTE HA CTOMAWIHATA KHCennHHoCT, H2-auTaronncra gpaMOTHAKH, Hamanﬁﬂa;tmpocﬁ&“ﬂa
abcopOuus Ha apHNUNPa30i, HO TO3M €(DEeKT HAMa KITHHHYHA 3HAYHMOCT, *"' fwx r‘fa:“\\\ X
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Apununpason ce MeTafoH31pa Ypes MHOKECTBO METADONMTHH IBTHINA, BKITIO
cuctemn CYP2D6 u CYP3A4, Ho He u CYPIA. ETO 321110, IPH nyLIa4yy HE €€ H
n03aTa. i
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B KNMHHAYHO MPOYy4BaHE NpH 3ApaBH 106poBoiLM, MomH¥sA nuXUGHTOp Ha CYP2D6 (xuHKHH) BOIH
ao nosuinasade Ha AUC Ha apununpason csc 107 %, noxaro ¢ToRHOCTTa Ha Cmax oCTaBa
HenpoMmeHeHa. AUC m Cmax Ha ASXHAPO apHIKOPa30/l, KOHTO € aKTHBEH METabONHT Ha
APHITHIIPA30J/1, HAMAJIABAT ChOTBETHO ¢ 32 % v 47 %. IIpy eAHOBPEMCHHOTO NPHIOKCHUE Ha
APUIIMIIPA30N ¢ XHHHAKMH, N03aTa HAa apkinKnpason TpA0Ba Aa ce HaMalld IOYTH HAMOJIOBHHA CIIPAMO
obuyaiino npeanuceanata gosa. [logobuu edextyd Moxke Aa ¢e OMaKBaT U NPH APYrd MOLIHU
nnxu6uTopu Ha CYP2D6, kato ¢ayoKkceTHH H MapOKCETHH, NOPaLH KOETO € HEOOXOIHMO ChIIOTO
peAyUHpaHE Ha Jl03aTa.

Kemoxonazon u opyeu CYP3A4 unxubumopu

B kiHHHYHO NPOYYBaHE MPH 3ApaBu AO6POBOMIH, MOIHUAT HEXHOHTOP HA CYP3A4 (KETOKOHA30J)
nosuiuasa AUC n Cmax Ha apunanpa3zon cboteeTHO ¢ 63 % u 37 %. AUC u Cmax na aexuapo-
APHUIIANPA30N Ce MOBHILABAT ChOTBETHO CBC 77 % H 43 %. IIpu CYP2D6 6aBHu MeTaboIM3aTOPH
eJHOBPEMEHHOTO NpHIoKeHKe Ha MoIHA uHXubuToph Ha CYP3IA4 Moxe fa foBeAe 10 NO-BUCOKH
NAa3MCHH KOHIEHTPALMH Ha apUNMApa30J1, B cpaBHeHHe ¢ Te3H nph CYP2D6 6bp3u
MeTaBonuzatop. [Ipu eHOBPEMEHHO NPHIOKEHUE HA KETOKOHA30. UM APYTH MOLIHHA HRXHOUTODPH
Ha CYP3A4 u apununpaszon, Tpa0Ba Aa € HANPaBy OUEHKA HA CHOTHOLWIEHHETO MoA3a/pUcK 3a
maurenTa. [IpH egHoBpeMeHHa ynorpeda Ha KETOKQHA3O0N ¥ apununpasol, 103aTa Ha apAIuipasos
Tps6Ba 1a Ce HAMAIY HANONOBHHA, CNPAMO 00HYailHO mpHaaranara A03a. IlonobHy eekTn MOXe 1a
ce OYAKBaT W NPH APYTH MouiHK HHXxubuTopu Ha CYP3A4, kato urpakonason u HIV nporeasiu
MHXHOHUTODPH, NOPAAH KOETO € HeoOXOJUMO ChIMOTO PEAYLHPAHE Ha 1034Ta.

[Tpu npeycraHosssane npuema Ha CYP2D6 unu CYP3 A4 unxuburop, 103aTa Ha APRIUNIPA30N
Tps6Ba Ja ce MOBHIUM 10 Ta3H MpHIaraHa peiy 3ano4YBaHe Ha KOMOHHUPAHOTO NEUYEHHUE.
Korarto cnabu uxubutopu Ha CYP3A4 (ranp. anntHazeM unk escutanonpam) uii CYP2ZD6 ce
H3I0N3BAaT EAHOBPEMEHHO C ApHIMIIPA30J1, MOXeE Jla ce 04aKkBa ¢N1abo NOoBHIABaHE HA
KOHIIEHTPALMUTE HA aPHITUNPa3oll.

Kapbamazenuu u opyeu CYP3A4 undoykmopu

Cliea eZHOBPEMEHHO NPHIarane Ha kapbamasenuH, MolieH uuaykrop Ha CYP3A4, usmepenuTe
reoMeTpuyHA cpeatH Ha Cmax # AUC Ha apumMmpa3os ca GUIIM O-HHCKH ChC ChOTBETHO 68 % 1 73
%, CIPAMO TE3H MPH CAMOCTOATENHOTO NMPHUOKeHUe Ha apununpaszo (30 mg). [logo0HO HA TOBA,
reoMeTpH4HHTE cpefiHi Ha Cmax 1 AUC Ha nexuapo- apunKNpasolt, Clel eNHOBPEMEHHO
NpHIOKEHHE ¢ KapbaMasenun ca 6HIH mo-HUCKK CHOTBETHO ¢ 69 % u 71 %, cnipsAMo Te3n NpH
CaMOCTOSTEMHOTO NPUJIOKEHHE HA apUNIMTIPA3OIL.

ITpu ennoBpeMeHHAaTa yIoTpe6a Ha apuIHUIpPas3o) H kapbaMasenyH, 403aTa Ha apuiIHIIpasoll TpabBa
na 6nae yasoeda. [TonoOHu epexT MOKe [a ce O4aKBar ¥ NpH APYrH MOLUHHA HHAYKTOPH Ha
CYP3A4 (kato pudaMnuuuy, pudabyTus, peHUTOHH, herobapOuTaln, NIPUMHAOH, epaBUPEHL,
HEBUPATIHH H JXBJT KAHTAPHOH), KOETO Hasara nogo6HO nosuiuasaue Ha Ao3ara. [1pn
npeycraHoBABaHe Ha npuema Ha MomHuTe CYP3A4 HHAYKTOPH, A103aTa HA apHIUIPA30 TpadBa Aa
ce peAyudpa A0 00MYailHO mpunaraHa ao3sa.

Bannpoam u aumauti
TIpu enHoOBpeMEHHATA yroTpeba Ha Bannpoat HiaH JTUTHH ¢ ApUIUIIPA30Jl, HE € HaOnonapaHa
KNHHHYHO 3HAUMMA MPOMAHA B KOHLEHTPAIHUTE Ha ApHNNIIPA30l.

CepOomonHuHo8 CUHOPDOM
CphoOLIaBaHy ca CIy4Yar Ha CEPOTOHMHOB CHHIAPOM NMpPH MalUEHTH NpHEMalld apnnuﬂp%om ame
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B'b3MOXCHA MOSBA HA TIPH3HALY H CHMITTOMH CBBP3aHM C TOBA ChCTOAHHE, ocoﬁeﬂ/efnpx ;—--ﬁ;‘_: 5N
eNHOBPEMEHHO NPHEMaHe Ha CEPOTOHHHEPTUYHH JICKAPCTBEHU NPOAYKTH, KATO anpumep - “.} :
SSRI/SNRI unu Takusa, 3a KOUTO € H3BECTHO, Y€ NMOBKHIIABAT KOHUEHTPALUATA qu apﬂnnnpa:?.on (B)if
Touka 4.8). li 3%, SO

R,

e

]
A B
C )
o '. S s
k S R LT _.r _J'
’ LT A“L‘ Focma

ll‘:.. B s T -""-;‘ J

Wy S

[loTeHiHaIHa BE3MOXKHOCT Ha apununpa3os aa BL3AEHCTBA BHPXY JPYTH HﬁK&Dé@BﬂHH HDOJJ,}’]{TFI %
| -'if_ '--..J.'_“‘I"“L"‘"z S




L 4

B kAMHHYHK TpoyuBaHus, 1034 oT 10-30 mg AHeBHO apuNUIpPa3oll, He ca nokasajil 3Ha4HM eeKT
BBPXY MeTabonu3Ma Ha cybcrparute Ha CYP2D6 (ChbOTHOWERHETO nekcTpoMeTopdaH/3-
metokcumopbunan), CYP2C9 (sappapun), CYP2C19 (omenpaszon) H CYP3A4 (nexctpomeTopdaH).
O¢CBEH TOBA, APUNUIPA30I K AEXUAPO-APUIIHIIPA30J1 HE €A [10Ka3aJTH NOTCHIHAT 33 Bb3ACHCTBUE
Bepxy CYP1A2-Mennupanus MeTabonu3bM in vitro. ETO 32110, HE C€ 04aKBa apUMNNPA3on 1a 10BCAL
10 KJIMHHYHO 3HAYHMU NEKAPCTBEHH B3aHMOJEHCTBUS C JIEKApPCTBEHH NPOAYKTH, MEIUHPaHH OT TCSH
€H3UMHU CHCTEMH.

[ps eAHOBPEMEHHOTO MPHIOKEHHE Ha APUITHIPA30] C BAJIIIPOAT, IUTHH HIM TAMOTPHIHH, HE Ca
Ha6N10JaBaHY KIHHHYHO 3HAYMMHU IPOMEHH B KOHLIEHTPALMHTE HA BAAMPOAT, JIHTHH WA
JTAMOTPHIHH.

4.6 @epTHANTET, OPEMEHHOCT H KbPMEHE

bpeMeHHOCT

He ca nposexkaaHy ChOTBETHU KOHTPOMMPAHU 1POYUBAHUA C APHNIHIIPA30IL IIDH OpeMEHHH KEHH.
JlokaaBaHy ca KOHTEHHTAIHA aHOMAaNHH, 00ade, HE MOJKE 1a CE yCTaHOBH IPUYHHHO-CJICJICTBEHA
Bpb3ka ¢ apununpas3ol. [IpoyusanusTa NpH XHUBOTHH HE H3KIIOUBAT BE3MOKHOCTTA 34 NnosBa Ha
TokcU4HOCT (BX. To4Ka 5.3). [TauuenTnTe TpaOBa ia 6BHAAT CHBETBAHH A2 OCBEAOMAT JICKY Ball i1
fexap B ciydail Ha mosBa Ha OpeMEeHHOCT MJIM, aKO [IJIAHHPAT TaKasa o BPEME Ha JICYCHUETO ¢
apununpason. Ilopagn HeAOCTATHUHKUTE AAHHY 32 6€30MaCHOCT MPH XOpa H PE3YNITaTHTE ONYyUYeHH
OT PENPOAYKTHBHUTE NPOYUBAHUA NIPH XKUBOTHH, TO3H N€KAPCTBEH NPOAYKT HE TpsbBa Aa ce npuiara
no BpeMe Ha GpeMEHHOCT, OCBEH B CTy4aHTe, KOTaTO O4aKBaHATa 1032 SICHO ONpaBaba
NOTCHIUAIHHAA PUCK 34 [INOJA.

TTpH HOBOPOEHH, H3NOKEHH HA AaHTHIICHXOTHLIH (BKITIOYHTEIHO apUITUIIPA301) Bpe3 TPeTUs
TPUMECTHD Ha OPEMEHHOCTTa HMA PHCK OT HEXENIaHH NeKapCTBCHH PEaKLiMH, BRITKOYBALlM
CKCTpanMpamMyaHi CUMIITOMH W/HJIH CUMIITOMH Ha OTHEMAaHE /e PakJaHeTo, KOHTO MOraT 212
BapHpaT IO TEXKECT U MPOABLIKUTENHOCT. JIOKIaIBaHH Ca cayvai Ha Bb30yJa, XHIIEPTOHHS,
XHNOTOHHMS, TPEMOP, COMHONEHTHOCT, PECIHPATOPEH AUCTEPC HITH XPAHUTENHH pasTcpoOHCTBa.
3aToBa, HOBOpOACHUTe TPAOBa Aa ObaaT BHHMATENHO MOHUTOPHPAHHU.

KepMeune

ApPHNHIIPA30N ce OTAeNs B KbpMaTa. [launenTkute Tpadea aa O®OAT CHBETBAHH 114 HE KBPMAT NO
BPEME Ha JICYEHHUETO C apUIIUNIPa30lL.

4.7 EdexTu BEPXY cniocofHOCTTA 32 WopHpane H padoTa ¢ MALINHH

KakTo npH Apyrure aHTHINCHXOTHIM, NALMEHTHTE TpAO6Ba Ja ObAAT C NOBHUIEHO BHUMAHHE IIPH
paGoTa ¢ NOTEHUHUANHO ONACHM MALUWHY, BKIIOYKTENHO IPEBO3HHA CPEACTBA, I0KATO HE €A HANBIIHO
CHI'YPHH, Y€ cYEHHETO C apUMHIIPa30N HAMa OTPHIATENEH eEKT BbpXY H3IBIHEHHETO HA TE3H

neiinocty. [Tpy HAKOHW NEJHATPHYHN MALMEHTH ¢ GHIONAPHO aQeKTHBHO pazcTpolicTso THI 1 ce
HaGII01aBa NOBHIIEHA YECTOTA HA COMHOJIEHTHOCT M OTNaAHANOCT (BXK. Touka 4.8).

4.8 Hexenann neKapcTBeHH peakillHH

Pe3iome Ha npoduaa Ha 6e30MacHOCT
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[IpencrapeHuTe NO-AOAY HEXENAHH JIeKaPCTBEHH PEAKLHH Ca HAOMOAaBaHH IO-HECTO (= 1/100) B
CpaBHEHHE C W1auedo, UM ca ONpeAeICHH KaTo BEPOATHO CBBP3aHH C IEUEHHETO, SHAUUMH
HeXKeJlaHH JIEKapCTBEHW peakuuH (*).

YecroTaTta onucaHa mo-A0Ny € olpeaeneHa Ha 0a3aTa Ha clieHaTa KOHBEHLINA: HECTH (= 1/100 jo <
1/10) u Heuectu (= 1/1 000 g0 < 1/100).

IMeuxnunn Hapymenus
Hecmu: 6e3n0kolcTBO, 0€3CHHKE, TPEBOKHOCT
Heuecmu: nenpecus™

Hapyuwienns Ha HepBHATa CHCTEMA
Yecmu: eKcTpanypaMHAHH HAPY LIEHKA, AKATH3HA, TPEMOP, 3aMasHOCT, COMHOJICHTHOCT, CEIMPAHE,
ryapodonue

Hapymenusa Ha ouuTe
Yeemu! saMbrileH0 BHKIAHE
Hevecmu: nunnonus

Cobpaeunu napyumeHHs
Hevecmu: Taxvkapaus™®

CobaoBu HApYLICHNS
Hevecmu: oprocTaTivHa XMIOTOHUS™

CTomMamHO-1peBHH HApPYIIEHNs
Hecmu: DUCHIENCHA, TacHe, NOBPBIUIAHE, KOHCTHIAUWA, XHICPCATHBALHA

OO01H HApYLIEeHHA 4 e(eKTH Ha MACTOTO HA NPHI0KEHHE
Hecmu: yMopa

OnucaHye Ha W30PaHK HeXENAHH pPeakllui

Excmpanupamuony cumnmomu (EPS)

HIuzopperus - Tpy NPOABIDKHTENHO, 52-CeAMUYHO KOHTPOJIMPAHO MPOYUBaHe, MpU NALUCHTUTE Ha
neveHue ¢ apMITHNPa30] KaTo Walo e HabmoJaBaHa Mo-HKCKa vecToTa (25,8 %) Ha EPS,
BKJIIOYHTENHO MAPKMHCOHHIBM, aKaTH3WA M JUCKHHE3MA, B CPABHEHHE C MALIHCHTHTE JICKYBaHH ¢
xanonepnaoi (57,3 %). [Ipu npoabIKATENHO, 26-CEAMUYHO, MITaLe60-KOHTPOIMPAHO NPOYHBAHE,
yecrorarta Ha EPS npu mauuenTHTe Ha NEYeHHe C apHIHnpason € 6una 19 % 1 CbOTBETHO 13,1 % npu
nanMeHTUTE OT rpynara va nnauebo. B apyro 26-ceIMHYHO KOHTPONMPAHO NPOYHBAHE, 4ECTOTATA Ha
EPS npy nauseHTHTE Ha IeueHHUe ¢ apununpason e 6una 14,8 % u crorBeTHO 15,1 Y nipn
MALMEHTHTE HA JIEYEHHE C OJIaH3anuH. MaHuiHYN €NH3044 HA GUTIONAPHO aeKTHBHO PasCTPOHCTRO —
1py 12-ceAMHUYHO KOHTPOJHPAHO npoyuBane Yectotara Ha EPS e Guna 23,5% mpH MauueHTHTE Ha
NeYeHHe ¢ apHnHIpa3on u 33,3% npu nauUMEHTHTE HA JICYEHHE C XalonCpUao. B npyro 12-
cenMHMyHO npoyuBaHe uectoTata Ha EPS e 6una 26,6% npd MalHCHTUTE Ha JICHCHHUE C apH MUIpason
n 17,6% npH MalHeHTHTE Ha Jieuenue ¢ nuTHid, [Ipy aparocpoyHara 26-cenMUUHA MOALbPAKAILA (a3a
Ha Naalebo KOHTPONMpaHo NpoyyBane, yecToraTa Ha EPS npy ManueHTuTe Ha CHCHUE C
apununpason ¢ ouna 18,2 % u 15,7 % npu nauHEHTHTE OT rPynaTa Ha naanebo.

Axamusus

[Ipn nnauebo KOHTPONHPAHH NIPOYUYBAHHA, YECTOTATa HA AKAaTU3HA NpH MALIUCHTH ¢ OHIONAPHO
pascTpoiticTso € 6una 12,1 % npH nexyBaHHTE C apUIKHNPa3ON d 3,2 % npd rpynarta Ha nnaugﬁo._ﬂ pH
MaueHTHTe ¢ L3R pens YecTorata Ha akaTusua € 6una 6,2 % npu NeKyBaHUTE C aggﬂgpggsgn W
3,0 % npwu rpynara Ha nianedo. # A

LHucmonus : !---f-_:. IR
Peak1ins, CBbp3BaHa C JIEKAPCTBEHHA KIAC - CHMITOMHTE HA AHCTOHHA, Y ABJUKCHH A0HOpMHH -~ [
KOHTPAKL{H Ha MYCKYIHH TPYIH, MOTAT A2 CE TIOABAT IPU YyBCTBHTENHH HHAMBHJIH 110 BpEME Ha = /.

e
ILPBHTE HAKOJAKO AHU Ha JeueHne. CUMNTOMHTE Ha JUCTOHHA BK/IIOYBAT Cla3bM HAR] athure s o
MYCKYJiH, TIOHSKOra pOrpecHpai Ao CTAraHe B rbpioTo, 3aTPyAHEHO NPErNEbIIaHe, 3 TPYSHEHO ..
NWLIaHe W/UIK MPOTPY3MA Ha €3WKa. BbIpeky ye Te3n CHMOTOMH MOTaT A2 ¢ NOABAT 1 IIpH HUCKH~
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JI03H, T€ CE NOABABAT 0-YECTO H Ca MO-TEXKKH NPH NIO-MOLHUTE H IIPH NPUJIAraHUTE B NO-BHCOKH
JIO3H AHTHNCHXOTHIK OT MbPBO MoKoNeHue. [10BHiIlIeH PUCK OT OCTpa JHUCTOHHA ¢€ HaONoAaBa I1pH
MBXETE H NPH MO-MJIaJAHTe Bb3PAaCTOBH IPYIH.

[IpH cpaBHEHHETO Ha apHOUMpa3on U mianeto, no OTHOIIEHHE Ha Opod NAHEHTH MTPU KOHTO ca
Ha0JIIOMABAHHM KNHHHYHO 3HAUMMH NMPOMEHH B PYTHHHHTE NabopaTOPHH H TUNIKIHHTE NApaMETPH
(BX. To4Ka 5.1.), He ca HaGmOAaBaHH KIHHUYHO 3HauMMH pasnuuus. [losuinaBane Ha CPK (xpeatut
dpocdokrHazaTa), 06HKHOBEHO MPEXOJHO H aCHMITOMEO € HabaoAaBaHo MPH 3,5 Ye OT NALMEHTUTE
Ha JIEYEHHE C apununpason, B cpaBHeHne 2,0 % OT nauueHTHTE Ha naanedo.

[1pu nnauedo-KOHTPOIHPAHH KIHHHYHY NPOYUBAHHUSA, CJIy4YaHTe HA TPEBOXKHOCT KATO HEXEIaHa
JeKapcTBeHa peakuus ca HabnaroaaBHH mpH 7,3 % OT MalMEHTHTE Ha ICYCHUE ¢ apununpason B
cpaBHeHue ¢bC 7,6 Y% OT nanmueHTHTE HA Maauebdo.

Hpyeu pesyaimamu

HexenaHuTe neKapcTBEHU PEaKlHH, 3@ KOHTO € H3BECTHO, Y€ Ca CBBP3aHH C AaHTHIICHXOTHYHOTO
JICUCHHUCL, C'BOﬁIHaBaHH U IIpH NEHCHHETO € apHITHIIPA30JI, BKJKOYBAT HEBPOJNCIITUUCH ManHUTrHCH
CHHAPOM, TAPAUBHA THCKHHE3NA, I'BPUOBE, LIEpebpo-BacKyNapHH HEXKENAHM PEeaklMH H NOBHIICHA

CMBPTHOCT NPH BBE3PACTHH MALMEHTH ¢ JEMEHIM, XUNEPrIUKEMAA H 3aXapeH AuabeT (BX. TOYKa
4.4).

[leguaTpyyHa DonyJanus

Huzoghpenus npu ionowu na u Had 15 2o0unu

B KpaTKOCPOYHO KIMHHYHO Maue6o-KOHTponHpaHo npoyyuBate Ha 302 roHowu (13-17 roansn) ¢
1M30(peHna, 4eCTOTATa H BUA HA HEXEJaHUTe PEaKkiiiy ca NoA00HH Ha HabaraaBaHUTE NpH
BL3PACTHH NALHEHTH, C H3K/IIOUEHHe HA CIEAHHTE HEXENAHH ChOMTHA, KOUTO Ca HaOnOAaBaHH M0-
YeCTO NPH IOHOLUK, MPHEMAIIH TIEPOPaTHO APUMUIIPA30JI (M NTO-YECTO B CPABHEHHE C nnauedo):

COMHOIEHTHOCT/Celallis H eKCTPanupaMHAHHA HapylLUeHus ca JoKIaABaHHu MHoro Yecto (= 1/10),
KCEPOCTOMHS (CYXOTa B YCTATa) , HOBHILIEH aeTHT ¥ OPTOCTATHYHA XHTIOTOHHUS €A AOKJIaJBaHH HECTO
(> 1/100, < 1/10). IIpodunsT Ha Ge30MacHOCT B 26-CEAMHYHO, OTBOPEHO PAa3LIHPEHO MPOYYBAHEC €
nofobeH Ha npoduaa Ha 6e30NacHOCT HAa KPAaTKOCPOUHO, MALEO0-KOHTPONUPAHO NPOYYBAHE.

B u36paHa oHOMmecKa Tonynauns ¢ musodpenns (13-17 rofvHA) ¢ eKCRO3ULKA A0 2 TOAHHH,
cilyuaiiTe Ha HICKH CEPYMHH HHMBA Ha IPOAIAKTHH NPH OHOILIH OT XeHCKH noa (< 3 ng/ml) u ot
MBXKM noJ (< 2 ng/ml) ca 6unu chorBeTHO 29,5 % 1 48,3 %. B munanexkara (13-17 roaunu)
onynalHs ¢ Mu3oMpetns, ¢ eKCNO3UNHS HA apHOHOpa3oa oT S 2o 30 mg B npoAbJKEHUE HA [0 72
MEcena, CAyYanTe Ha HHCKH CePYMHY HHBA HA NPOJAKTHH NpH xeHUTe (< 3 ng/ml) H MBKETE (<2
ng/ml) 69xa cbOTBETHO 25.6 % n 45,0 %.

Manuiinu enuzoou npu bunoaapo adexmuero pascmpoiicmeo mun I npu jonowy Ha u #ao 1 3 c00unu
UYecTOTATA W THMA HA HEXENAHUTE NEKAPCTBEHH PEAKLMM NPH I0HOWH ¢ OHNONAPHO A(PEKTHBHO
pascTpoiicTBo THN | ca NogoOHH Ha TE3M NPH BB3PacTHH, C H3KJIOUCHHE HA CICAHHTE. MHOIO HCCTH
( 1/10) comHonenTHOCT (23,0 %), ekcTpanupamuaHo Hapyenue (18,4 %), akarusns (16,0 %) n
ornagzanoct (11,8 %); uectu (> 1/100, < 1/10) 6onka B ropHara abioMuHajIHa 00NacCT, yBEAHUCHNHE
HA ChPACYHATA YECTOTa, YBENHYABAHE HA TErJI0TO, NOBHIUEH aneTUT, MyCKYTHO MOTPBIBAHE H
JHCKHHE3HA. |

. a s .. .
o e
L. .

ClienHHTE HEXENaHY JIEKAPCTBEHH PEAKLIMH Ca HMANH BEPOATEH I0303aBHCHM XAPAKTEP. ™ 1. '~ "

- i

eKCTpanupaMHAHO HapylIeHHe (Che cleanaTa yecrota 10 mg, 9,1 %, 30 mg, 28,8 %,ynaueﬁ’o?l,’? \\
%); H akaTu3ni (cue cnennata yecrora 10 mg, 12,1 %, 30 mg, 20,3 %, nnanebo, 1,75%);— SRR S ’s'i
!

CpeHHTE IPOMEHH B TENIECHOTO TEIJIO NPH OHOIIM ¢ GHMONAPHO aQeKTHBHO PasCTROHCTBO THA Tha /.

12-1a u 30-Ta ceaAMHIA 3a apununpazon ca 2,4 kg n 5,8 kg 1 npy nnanebdo CEGTBETHO‘%Z%E?H 2,3kg . ; |
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[Ipu neauaTpU4HATA NONYAALKS, COMHONEHTHOCT H OTNAJHANOCT Ca HAbMOAaBaHH 10-4ECTO NpH
MALMEHTH C GHIONAPHO Pa3CTPOICTBO OTKONKOTO NPH MALHEHTH C IIH30(pPEHH.

[Tpu neauaTpHunarta Gunondpra nonynanus (10-17 roguHu) NpH eKCNO3ULMA 10 30 cemMHILH,
4eCTOTATA HA HUCKM HUBA HA NPONAKTHH B CEpPyMa NPH UHAUBHIM OT KEHCKH 1ol (< 3 ng/ml) v
MHIMBHIM OT MBXKH moX (< 2 ng/ml) e 6una cvoTBeTHO 28,0 % 1 53,3 %.

[locT-MapkeTUHIOBH JAHHH

CrneaHuTe HeKENaHH NeKaApCTBEHH peakLUy ce choO11aBaT no BpeMe Ha NoCT-MapKCTHHIOBUA
nepros. UecToTaTa Ha TE3H PEaKUHH & CMsITa 3a HEW3BECTHA (OT HATHYHATE JAHHU HE MOXE 1d Obae

HanpaBeHa OLICHKA).

HapyuieHns Ha KpbBTa H IEMQHATa CHCTEMA:

JICBKOTIEHH A, HEYTPONEHUS, TPOMOOLHTONEHHA

HapyuieHHs Ha HMyHHaTa CHCTEMAL.

anepriuyna peakuus (Hanp. aHaQuIakTH4YHa
peakius, aHrHOeAEM, BKIIKOYBALLL MoAYyBaHe Ha
e31Ka, OTOK Ha €3UKa, OTOK Ha JIMLETO, MPYPHTYC
MY YPTHKapHs)

HapyileHus Ha eHAOKPWHHATA CHCTEMA!

XATIEPrIHKEMHS, 3aXapen Auaber, nnabeTHa
KeTO3LMAO03a, AMadeTHa XUIIEPOCMOIapHa KoMa

HapyLieHna Ha meTabonn3Ma 0 XpaHEHETO:

yBENMYaABaHE Ha TEMIOTO, HAMAJISABAHE Ha
TErJa0TO, AaHOPEKCHA, XHIIOHATPHCMU A

[IcUXHYHU HAPYLUEHHS:

Bb30Y,1a, HEPBHOCT, NATOJIOTHYHO BICYCHHUE KbM
Xa3apTa; CYHIHACH OIUT, CYRUMAHHA HAMEPEHH
H M3BBpIIEHO caMoyOuiicTBO (Bk. TOUKA 4.4)

HapyiieHus va HepBHaATa

HapylleHHe Ha roBopa, HEBPONENTHYEH
MaJIMTHEH

CUCTEMA.

cuiapoM (NMS), repuose grand mal,
CEPOTOHHHOB CHHAPOM

Ceple4HH HApYLUCHHSA:

yaskaBane Ha QT, BEHTpHKYJIHA APUTMHUS,
BHE3alHa CMBPT, ChPAEUEH apecT, torsades de
pointes, OpaAuKapaus

Cba0OBH HApPYLLIEHHUA:

CHHKOTI, XMITEPTOHHSA, BEHO3EH TPOMEMOONKH3BM
(BRIIFOUMTENHO Oenoapoben eMOOAN3BM H
n1B100Ka BeHO3Ha Tpomb033)

PecnupaToOpHU, TPBIHHY H MEAHACTHHANHH
Hapy LUEHMS:

opotapHHIHANIEH CMa3bM, JIAPHHTOCMA3bM,
acIH{pallMOHHA [1THEBMOHHKA

CToMalllHO-YpEBHU HAPYLICHHA:

maHKpeaTT, Aucharis, KOpeMeH JTHCKOM(ODT,
cTOMAILIeH JHCKOMQOPT, 1ruapus

XenaroOunuapHy HapyleHH .

yepHOApoOHa HENOCTATHHHOCT, KBITCHHUA,
XENnaTuT, MOBHILECHHE HA aJaHKH
aMuHoTpaHcdepazata (ALT), moBHIIEHHE HA
acrmapTaT ammHoTpaHcgepasara (AST),
NnoBHIIEHKE HA FaMa rIyTaMua TpaHcdepasara
(GGT), nopHienne Ha ankanHata ¢gocdarasa

Hapyienua Ha KOXKaTa H IOJAKOXHATA ThKaH:

oOpuB, CBETOUYBCTBHTEIHA PEAKLM, ATONICHHA,
XUNepxXuaposa

Hapyimenus Ha MyCKyNHO-CKeJleTHaTa CHCTEMA H
CbeJMHHTEJHATA ThKaH:

pabIOMUOIH3a, MHAJITHS, CKOBAHOCT - "l

-
. A
Dokl

Hapymenus Ha O0pennTe H NMKOYHHTE
OBTULILA.

WHKOHTHHEHIIMSA Ha ypHHa, 3auh/p-ﬁ£aﬂﬁ’f&_a ypuHa |5 A

CECTOAHHA, CBLP3aHH ¢ OpeMEeHHOCTTa, POJOBUA
M TIOCJIEPOAOBHS IIEPHO:

CHHAPOM Ha OTHEMAHE NIpH HOBOpoZiennTe (BX. | |

TouKa 4.6) L

HapymeHnus Ha Bb3MPOM3BOJMTENHATA CUCTEMA U
rbpAATa:

NPpHAIHIBM N

L o
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OB HapylleHHs ¥ epeKTH HA MACTOTO Ha HapylIeHHe Ha TEMIEPATYPHATA perynanus

MPUIMKECHKE: (HanpuMep XUNOTepMHA, NUPEKCH ), OoNKka B
I'BPAUTE, NiepHEPEH OTOK
HM3cnensanus: IOBHIIEHHE HA KpeaTuH QochokuHasara,

yBeJUeHue Ha KPbBHATA 3aXap, QuyKTyalus Ha
KpbBHATa 3axap, yBETHUYCHHE HA
TIHKO3H/IMPaHUsl XeMOrNOOHH

Cro011aBade HA NOA03HPAHN HeXKeJIaHU peakuHy

Cr061aBaHeTO Ha TOA03UPAHH HEXENAHN PEAKLHH Ciell pa3pellaBaHe 3a ynorpeba Ha neKapCTBEHH
MPOAYKT € BaxHO. ToBa NO3BONABA Aa IPOABIDKH HaG 10 JEHHETO HA CHOTHOLICHHETO MOMI3a/PHCK 32
nexapeTseHud NpoaykT. OT MEIHIHHCKUTE CIELHANHCTH C€ H3UCKBA J1a ChoDILABAT BCAKA
[TOA03UPAHA HEXENIaHa PeaKI{Ha upes

MzanbaHuTENIHa areHUus o JISKapeTBaTa

yi. ,,JJamsas I'pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaiiT: www.bda.bg

4.9 Ilpeposupane

{IpH3HALIH H CHMIITOMH

[TpH KTHHHYHE [POYUBAHMS M OT NIOCT-MAPKETHHIOB OMUT € YCTAHOBEHO, Y€ CIy4aHHOTO HIIH
YMUILIEHO OCTPO NPEA03INPaHE CAMO ¢ apHITHIIPa30J IPH Bb3paCcTHH MALKCHTH, 34 KOHTO € ¢BOILIEHO,
ye ca NpHeNr npubnusuTenHo A03d A0 1 260 mg, He e noBeno A0 GaranHy NOCICAHLH.
HabnionaBaHHTE CUMITOMH H IMPH3HALUY, C TOTEHUHAIHO KIMHHYHO 3HA4YEHHE BKIIOYBAT NICTAprHi,
MOBHILEHO KPbBHO HaNAraHe, CHHIMBOCT, TAXHKApAHUS, rafeHe, OBPbILaHe U AnapHs. OCBEH TOBa,
UMa CHOGLLEHHS 33 MHIMIEHTHO NPEJ03KPaHe caMo ¢ apHIMnpa3on (ocTHramo Ao 195 mg) npu
aeua 6e3 daraniu nocaenruu. ITOTEHIHANHO CEPUO3HHTE MPU3HALM U CHMIITOMH OT MCIMLHHCKA
rneaHa TOUKa, BRHuBaT 0e3chHIe, npexoaHa 3aryda Ha ¢b3HaHKWe H eKCTpanipaMHIHN CHUMIITOMH.

JleyeHHe OPH Npeno3upaHe

JleyeHHeTO pH IIpeao3upane, Tpa0Ba Ja BKIIOYBA NOANBPKALLO JEHUEHHE, OCHIYPABaHC HA
NPOXOAHMH AMXATERHH ITbTHILA, OKCUT€HALIMA H BEHTH1AlHs, KAKTO H HA3HAYaBaHETO Ha
CUMIITOMATHYHO JleyeHHue. TpAOBa Ja ce uMa peABNA BEPOATHOCTTA OT yrnorpedara Ha HAKOIKO
nexapcTBeny cpeactsa. ETo 3amo, € Heobxoaum He3a0aBeH KOHTPOJI HA ChpACHHO-ChIOBATA cucTeMa
H BKJIIOYBAHETO HA HEMPEKbCHATO €NeKTpoKapAHOrpadcKo NpocieasBaHe 3a yIaBAHETO Ha BB3MOXKHA
apuTMus. [1pH BCAKO MOTBLPACHO HIIH NOJO3HPAHO NPEA03KPAHE € ApUNIUIPA30IL € HEOOXOHMO
MOCTOAHHO MpOCHeifiBaHe Ha NIALIHEHTA 10 HEMOBOTO MBJIHO BB3CTAHOBABAHC.

AkTHBeH BB (50 g), pHIokeH A0 1 yac Crieq IpHeMa Ha apHIIANpa3on, Hamansea Cmax Ha
apununpason ¢ okono 41 % u AUC ¢ okono 51 %, xoeTo npeanosiara Bb3MOXKHOCT 32 JICUEHHE Ha
Mpejo3UPaHeTO ¢ AKTHBEH BBITIEH.

Xemoayanusa T
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5.1 @apMakoAHHAMUYHH CBOHCTBA
dapMaKoTEpANEBTUUHA TPyNa: APYTH aHTHNCHXOTHIH, ATC kox: NOSAX12

MexaHu3bM HA JeHCTBUE

[Tpennciara ce, 4e ePEKTUBHOCTTA HA apUITHTIPA30Jl IPH uiH3o¢peHns U ce AbIDKY Ha KOMOWHANMATA
OT HACTHYEH ACOHH3BM COPAMO OONaMHHOBHTE D2 ¥ CEpOTOHHHOBHTE 5HT1a peuentopH H
AHTACOHHM3BM CIpAMO cepoToHunosure SHT2a perentopy. ApUnmHnpa3o ApoAsABa AHTATOHUCTHHHH
CBOMCTBA MPHU XHBOTHHCKM MOJICIIH C AOMaMWHEPTHYHA XHNEPKTUBHOCT U arOHUCTHHHH CBOMCTBA
NpPH KMBOTHHCKH MOJENH ¢ AONAMAHEPTHYHA XUIIOAKTHBHOCT. APUITMIPA30.] NPOABABA BUCOK
abMHATET HA CBBP3BAHE in vifro ¢ nonamuuosute D2 1 D3, ceporonuHosy SHTla u S5HT2a
PELENTOPH U YMEPEH apMHUTET CTIPSAMO JONaMHHOBHTE D4, cCepOTOHMROBHTE SHT2c u SHT7, andal-
anpeHeprunuruTe 4 H1 xMCTaMHHOBH PELIENTOPH. APHIIMITPA30J MPOABABA H YMEDCH a)MHHTET KbM
MecTaTa Ha 0OpaTHO MOSMaHE HAa CEPOTOHHH W HE3HAUMTENEH ¢PEeKT KbM MyCKapHHOBUTE PCLENTOPH.
BzaumMoneicTBHETO ¢ APYTH PELENTOPH, Pa3iIM4HY OT AOTIAMHHOBHTE U CCPOTOHHHOBH MOATHUITOBE,
06ACHABA HAKOH OT APYTHTE KIMHHYHM eeKTH Ha apununpasof. Jlo3n apununpason ot 0,5 no 30
mg, NPUEMaHH BEAHBK AHEBHO OT 34paBH A06GPOBO/IH 38 IEPHOJ OT 2 CEAMULK, BOMAT 0 A030-
3aBHCHMO HaMaJABaKe Ha CBBp3BaHeTo ¢ 11C-paknonpux, cnennguyen D2/D3 penenTopeH NHrani,
B 06M1aCTTa HA ONALLKATA H TyTaMeHa, YCTAHOBEHO ¢ MOMOLITA Ha MO3UTPOHHA EMHCHOHHA
TOMOTpapus. '

Knuanuna epuKacHOCT U 0€30macHOCT

Hlwzodhpenus

B 1pu kpaTkoTpaiinu (4 10 6 ceqMHLN) MIANe00-KOHTPOTHPAHH TPOYUBaHHA pKmovBami 1 228
Bb3PACTHH MalHeHTa ¢ MH30hpeHNs, IposBABalLIa CE ¢ IO3UTHBHK H HETATUBHH CHMIITOMM,
apUNKNPA30 € ToKa3ajl CTATUCTHYECKH 3HAYKMO TO-TOIAMO nofoOpeHre Ha NCHXHYHUTE CHMIITOMH,
B CpaBHeHHMe ¢ nnauedo.

Apununpazon € eQeKTHBEH N0 OTHOLICHHE HA 3aI1a3BaHe HA KITHHATHOTO nonodpeHue nNpH
MPOABIKUTEIHO JIEYEHHE IPH BH3PACTHH NALMEHTH, NOKA3aJH OTrOBOP NMpPH 3all04BaHC Ha
neyeHneTo. IIpH CpaBHUTENHO NPOYYBaAHE ¢ XaAoNepHaoa, Opos Ha NalMEeHTATE IPH KOHTO OTrOBOpa
CIIPAMO JIEKapPCTBEHHSA NPOAYKT C€ € 3aMa3ui B NPOAbJKEHHE HA 52-CeAMHIUH € CXOACH NPH ABETE
rpyny (apununpason 77 % u xanonepugon 73 %). Ilo oTHOWweHKe HA OPOA NALUCHTH 3aBbPLIAIH
MPOYYBAHETO, MPU TPYNAaTa KA APHIIUNPA30J TOH € 3HAYHTENHO NO-TONAM (43 %), B cpaBHEHHE C
xanonepuaon (30 %). Pesy rtaTHTE OT CKAJIUTE, H3N0A3BaHH 33 IPOCACAABAHE HA BTOPHYHNATE
kpuTepuH, BounTenHo PANSS u Montgomery-Asberg Depression Rating Scale nokassar
3HAYMTENIHO NMOACOpEeHHe CNPAMO XaIONEePHAOIL.

[pu 26-ceaMUYHO, NNAale60-KOHTPONMPAHO NPOYHBAHE TIPH BH3PACTHH CTAOHINIUPAHH NAUHEHTH C
XpOHH4Ha WHA30(PEHHA, APHNIKNPA30I € MOKA3aN 3HAYMTEHO TO-TONAMO peAyllHpale 4ecToTatTa Ha
npucTeNuTe, 34 % npu rpynara Ha apununpason 1 57 % npu niauedo.

Vaeauuaeane Ha me2iomo - B KIHHHYHH TIPOYUBAHHA, apMNINANPa30y HE € IToKasall, Y€ BOIH 10
KIMHHYHO 3HAYMMO NMOBHUIIABaHE Ha TerjioTo. B 26-ceAMAYHO, JBOMHO-C/IANO0, MYITH-HAOMOHANHO,
CPaBHHTENHO NPOYUBAHE ¢ OJIAH3ANHH NpH 314 BH3PaCTHH NALHCHTA C IWH30PPEHHUS
YBENHYEHHETO HA TErNOTO € MbPBHYHA KpaliHa TOUYKA, 3HAYUTENHO MO-MaJKO fall
Hali-Manko 7 % yBEeNHUEHHE Ha TETNOTO, CIPAMO H3XOARHTE CTONHOCTH (Hanpw
TerN0TO ¢ Hali-Manko 5.6 kg npu cpeano naxoano terno ~80,5 kg) npu rpynar
18, nad 13 % OT OLLeHEHHTE NALMEHTH ), B CpaBHEHKE C ONaH3anuH (1 =45, i
NALHEHTH).

7 P e Rl
a _ nf__.l‘

:F_HT;E&”HMEJI}; T
oy e T By
BYPOIRICHAC A, Ny
= ,H:ﬁfﬂﬂﬁaﬁ'ﬁﬂﬁz(ﬂ %1.\1

301

\3_‘ 9% 0T oueHeHHTS

i
L f.

AT =
. \. "
A

e

13



JTunuonu napamempu - Npu 060011EH aHANH3 HA TMNUIHUTE NapaMETPH OT nianedo KOHTPOJIHpPaHu
KIMHHYHY NPOYYBAaHUA NIPH BH3PACTHH, HAMAE JaHHH, Y€ apUIHIIPA30n NPUYHHABA KIHHHIHO
3HAYMM¥ IPOMEHH B HHBATA Ha o6wus xonecrepos, Tpurmauepuaute, HDL u LDL.

Q61 XONeCTEPOI: HECTOTATA HA IPOMEHUTE B HUBATA OT HOPMANHH (< 5,18 mmol/l) KbM BHCOKH (=
6,22 mmol/l) e 6una 2,5 % npu apununpasoi u 2,8 % npu nnauedo, a CpeHATA NPOMAHA OT H3XOAHO
HHBO € 6uaa -0,15 mmol/l (95 % CI: -0,182, -0,115) npu apununpason u -0,11 mmol/l (95% Cl: -
0,148, -0,066) npu nnauedo.

-TpUrIMUEPHAH Ha FIaJHO: YeCTOTaTa Ha IPOMEHHTE B HUBaTa OT HopMasiak (< 1,69 mmol/l) kM
ucokH (> 2,26 mmol/l) e 6una 7,4 % mpu apununpason 1 7,0 % npu nuanedo, a cpennara npoMaHa
OT MTXOJHO HKBO € 6una -0,11 mmol/l (95 % CI: -0,182, -0,046) npn apununpason u -0,07 mmol/}
(95 % CI: -0,148, 0,007) mpu nnauebdo.

_HDL: uecToTaTa Ha NPOMEHKTE B HUBaTa OT HopManuu (> 1,04 mmol/l) kbM HHCKH (< 1,04 mmol/l)
e Guna 11,4 % npu apununpason u 12,5 % npu nnauebo, a cpegHaTa IpOMAHa OT H3XOHO HHUBO €
6u1a -0,03 mmoV/1 (95 % CI: -0,046, -0,017) npu apununpason 4 -0,04 mmol/l (95 % CI: -0,056, -
0,022) npu nnanedo.

-LDL Ha riaaHo: 4ecTOTaTa Ha NPOMEHUTE B HHBATa OT HOpMaTHH (< 2,59 mmol/l) kbM BHCOKH (=
4,14 mmol/}) e 6una 0,6 % npu apununpason u 0,7 % npu nnauedo, a cpeaHaTa npoMsaHa OT HIXOAHO
HUBO € 6una -0.09 mmol/l (95 % CI: -0,139, -0,047) npy apununpasoln u -0,06 mmol/l1 (95% CI. -
0,116, -0,012) npu naauedo.

Mawnutinu enuzodu npu Gunoasgpro pazcmpoicmeo mun 1.

B nBe 3-ceAMUYHU Nanedo KOHTPONHPaHH H3NMHTBAHWA Ha MOHOTEpanks ¢ MPOMEHTUBH TO3H TIPH
MauMeHTH ¢ MAHHEH WM CMeceH enu3oj Ha GunonspHo aheKTHBHO pascTPOHCTBO apHIUNPa3ol €
[OKa3aN Mo-BHCOKA ehWKACHOCT CIIPAMO NIanedo NpH HaManABaHe Ha MAHUAHHTE CHMITOMH 33 3
ceamuiy. Te3n U3MHTBaHKMA Ca BKJIOYBAIH NAlMEHTH ChC UAH 0€3 NCHXOTHYHY CHMITOMH H CBC HIH
6e3 OBp30 UMKIHYHO MPOTHYAHE.

B exnO 3-cemMHHHO Mianefo KOHTPOIHMPAHO MPoyYBaHe Ha MOHOTEpaNus ¢ ukcHpara j03a npu
NALMEHTH C MAHHEH WIIM CMeCeH €NH307 Ha OMnoapHO aeKTHBHO Pa3CTPOHCTBO apHIMIIPA30I HE €
II0Ka3aj no-BUCOKA €eKTUBHOCT CIpsMO Nianedo. |

B nBe 12-ceAMHYHHU, KOHTPONUPAHY ¢ NNaefo 1 aKTHBHO BELIECTBO, U3NHTBAHWA HA MOHOTEPAIHS
pY TALMEHTH C MAHYEH MM CMECEH €MH30 Ha GUITONAPHO adeKTHBHO Pa3CTPOHCTBO, ChC HIIU Oea
NCUXOTHYHH CUMIITOMH, apHITANPA30J € TOKa3aJi MO-BHCOKa €(HKACHOCT CIIPAMO nnauebo Ha 3-Ta
ceqMHLA B TOAAbPKAHE HA edeKT CPABHUM C JINTHH W XaJoneprao, Ha 12-1a ceamuua.
ApPUNHNPA30A € N0Ka3ajd H MOCTHIaHE HA CHMIITOMATHYHA PEMHCHA Ha MAHKMATA Ha 12-Ta ceaMHLia
[1pH YacT OT NAIlHEHTHTE, CPABHMMA C Ta3M NPH JIHTHH W Xanonepuiol.

B eqHo 6-CeMUYHO Nnaiebo KOHTPOJIMPaHO IPOyYBaHE [IPU NALMERTH C MAHHEH HAK CMECCH CITH30A
Ha GuonApHo aeKTHBHO Pa3CcTPOHCTBO, ChC WK 63 TCHXOTHYHU CHMIITOMU, KOUTO YaCTHYHO HE CE
NOBJMABAT OT MOHOTEpAIKs ¢ THTHH HJIM BANnpoar MpH TepanesTH4HH CEPYMHU HUBA 34 2 CeAMHLH,
OGABAHETO HA APUITHIPAZ0] KATO aQIOBAHTHO JIeYEHHE € ROBENO 10 MO-BACOKa ePHKACHOCT NpH
HaManABaHE HA MAHMWHHUTE CHMIITOMHE B CpaBHEHHE ¢ MOHOTEPANNA C INTHH HJIH Banmpoar.
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B exno 26-ceqMu4HO nianefo KOHTPORKHPAHO MPOYUBAHE, ChC 74-CEAMHYHO NIPOALI
MAHMIHH MALUEHTH NOCTUTHANN PEMUCHS C APHIIMIIPA30]I [0 BpeME Ha cTabuiu3an
NpeaH PaHIOMU3ALMA, APHIMIPA30N € MoKasall IPeBb3XOACTBO Hal N1auedo 3a mp
GUIONSPHH PEUMAMBH, IPEJUMHO 34 IPEJOTBPATABAHE Ha MaHWA, HO HE € NoKa3all
Haj nnalebo 3a NpeAoTBpaTSBaHe HA PEIMANBHTE Ha JENPECHSL.
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[pu eano 52-ceaMUYHO MIanebo KOHTPOIHPAHO NPOYUBAHE INPH NALMEHTH C GUIONAPHY SPESKTHBHO: .-~
pascTpoHcTBO THD | ¢ HACTOALL MAHHEH HITH CMECEH ETH30/, KOWTO Ca JOCTHIHANY CTabHiANA . -
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pemucua (Y-MRS 1 MADRS o611 ckop <12) Ha apununpason (10 mg/nHeBHo 10 30 mg/AHEBHO),
noGaBeH KbM JTHTHI UK BAANPOAT 3a 12 n0cnefOBaTENHY CEAMHLUM, J100aBEHHUAT APUIIUNPA30] €
[oKa3al MpeBb3XOACTBO CNPAMO miaueto ¢ 46% MOHMKEH PHUCK [IPH MPEBEHLUA HA PELMANE HA
manua (koeduuuent Ha puck 0,35) ciipsimo AoGaBeHOTO Nianebo, HO He € MoKasajl IpeBb3X0ACTEO
Haa nuauebo NPy NpeBeHUMA Ha peliuuB Ha Jenpecus. J[00aBEeHUAT apUIHIIPA30Ji € ToKa3all
MPeRb3X0JCTBO CIPAMO M1aLed0 B H3MEpUTEJIA Ha BTOPHYHHA pe3yaTaT, CGI-BP ckop 3a TexecT Ha
3abosisgBaHeTo (MaHHu).

B Tosa npoy4Bane M30paHUTE OT H3CJICAOBATEINTE NALMEHTH Ca OMAM HA OTBOPEHA MOHOTEpaNHs C
NUTHAN WM € BANTMpoar, 3a Aa ¢¢ YCTaHOBH YaCcTHYHA JIUIICA Ha OTTOBOD. [TauMeHRTHTE Ca OMH
cTaGHIM3UPaHy 3a MOHe 12 NOCNeA0BaTelHU CEAMULN ¢ KOMOMHAUMATA OT aPHIIHIPA30A ¥ ChilliA
cTaOMIM3aTOp HA HACTPOCHHUETO.

CTabUNHM3MPAHNTE TIALMEHTH CleJ| TOBa ca OHIM PaHAOMH3HPaHH 1a NPOABIKAT ChILlHA
cTabHAN3aTOP HA HACTPOEHUETO ¢ ABOHHO3ACICNCHH apHIHNPA30i Wil miauebo. HeTupd NOArpyIiu
ChC CTAOMNIM3aTOPH HA HACTPOSHHETO ¢a OHMIIM OLICHEHH B paHIOMH3HpaHaTa dhaza: apunHIpason +
NMTH; apUNUIpa3on + Baunpoar; nnatebo + nUTHH; Miauedo + Baanpoar.

Crenennte no Kaplan-Meier 3a peuuauB Ha €30/ HA HACTPOCHHETO 3a paMOTO C AOT'BJIHUTENAH
Tepanns ca 6uny ¢hoTBETHO 16% 32 apununpason + aaTui u 18% 3a apununpasos + Bannpoar b
cpaBHeHHe ¢ 45% 3a mnanebo + muTwid 1 19% 32 mnanedo + Bannpoar.

[MeguaTpHuHa NOMNYJALIHA

Hluzohpenus npu ioHOWU

B 6-ceiMM4HO ManeGo KOHTPOIHPaHO KIMHUYHO NPOYYBaHe BKIIOYBALLO 302 FOHOLIY €
muzodperns (13-17 ronquHu), ¢ NO3UTHBHH WK HETaTHBHU CHMIITOMM, APHIHNIPA30N ¢e CBbp3Ba Chbl
CTAaTHUCTHUECKH 3HAYMMO NOA0OPEeHHE Ha MICHXOTHYHHTE CAMIITOMH , B CPABHCHHUEC ¢ mrauebo.

B cy6aHaiu3 Ha IONyJalHs Ha FOHOLIH Ha BL3PacT Mexay 15 W 17 roguuu, npeacrasissamy 74 %
OT LANATa M3CAEABaHa oMy Nalka, MOATbPKaHe Ha edekTa ce Habnio4aBa B NPOJbIKEHHE Ha 26
ceaMHYHO OTBOPEHO PA3LINPEHO NPOyUBaHE.

Haii-uecTrTe CEOMTHA CBBP3AHH C JeYEHHETo NPH NalHeHTH npuemaliy 30 mg ca eKCTpanupaMuHO
Hapyuwienue (28,3 %), comnonentroct (27,3 %), rnasobonne (23,2 %) u ragene (14,1 %). Cpeanoto
yBeNAMYEHNe Ha Ter10To 3a 30 cefMHIYEH NepHoJ Ha JeueHue € 2,9 kg cpapueto ¢ 0,98 kg npu
nauyeHTHTE TpueMani nianedo.

Manuiinu enuz00u npu deya 1 JoHowY ¢ GUNOIAPHO aheKmusHo pasCmpoicmeo mun [

Apununpason € nacneasad B 30-ceamMuyHo, Mialedo KOHTPOAHPAHO KIHHHYHO NPOYYBaHC,
srouBamo 296 aeua 4 ioHowH (ot 10 g0 17 rogMHun), XOUTO ca NOKPHBAJIH KPHTCPHUTE Ha DSM-1V
33 GUIIONAPHO a(eKTUBHO pascTpoiicTBO THN I ¢ MAHMHHY UIW CMECEHH €MU30AH ChC HITH be3
[ICHXOTHYHA KOMMOHEHTA H ca uManu Y-RMS pesyntar > 20 npu H3xoAHHTE HUBA. Cpel MALMEHTHTE
BKJIFOUEHM B ITBPBHS aHaNH3 33 eukacHOCT, 139 naunenTH ca HMalM ChIBTCTRALLA AHATHO3A ADHD
(CUHAPOM Ha XHNEPAKTHBHOCT € AcHHIMT HA BHUMAHUETO). ApUNunpason e noxKasan npepb3XoACcTBO
B cpaBHEHHME ¢ 111a1eGo 3a NPOMAHA Ha U3XOJHATE HHBA HA 4-Ta A 12-ta ceamuna no Y-RMS obu
pesynTar. B nocneasau aHanu3 noao6peHHeTo cnpaMo miauebo e no-u3paseHo MpH MalMeHTH Che
cBIbTCTBALIA Auario3a ADHD B cpasHenue ¢ rpynara 6e3 ADHD, xbneTo HAMa pasiiiKa CIpAMO
nnane6o. [IpeBeHIIHATa Ha pELIHAVBH HE € YCTAHOBCHA.
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ApUIHNpa3on 16,7 16,9 Apnnunpazon 30 | 15,9 16,7
30 mg (n=31) | mg (n=48)

[1nauebo 7,0 8,2 [Tnanedo 6,3 7,0
(n=52)2 (n=47)°

be3 4-ta ceaMuua | 12-ceamuua bes ADHD 4-1a 12-ceamuua
NCHXHATPUYHA CeAMHLA
KOMOpPOHIHOCT

Apununpason 12,8 15,9 Apununpason 10 | 12,7 15,7
10 mg (n=27) mg (n=37)

ApUnunpazon 15,3 14,7 Apununpazon 30 | 14,6 13,4
30 mg (n=23) mg (n=30)

[1nauebo (n=18) | 9,4 9,7 MMnauebo (n=25) | 9,9 10,0

n = 51 Ha 4-Ta ceAMHLA
%) = 46 Ha 4-Ta ceaMuUIa

Haii-uecTiTe cbGATHS CBBP3aHH C JIEYEHHETO NPH MAUKMEHTH, IpHeMaiu 30 mg ca eKCTpanupaMuiHO
napyuienue (28,3%), comHonenTHocT {27,3%), riapobonue (23,2%) u raneHe (14,1%). CpenHoto
yBeJMUEeHUe Ha TerjoTo 3a 30 ceaMuteH nepHoa Ha nevenue ¢ 2,9 kg CpaBHEHO ¢ 0,98 kg npu
nauHeHTUTe NpHeMain niauebo.

PazopazHumentocm, CeuP3AHA ¢ QYMUIbM NPU NeQUampPUyH RAYUEHMY (goic. mouka 4.2)
ApHMIMNPa30 € Mpoy4BaH MpU NaUMEHTH Ha BB3PAacT oT 6 Ao 17 rofnHK B 1BE 8-ceaMHuHH, naanedo-
KOHTPONMPaH¥ POYYBaKKA [€IHO C I'bBKaBa A03a (2-15 mg AHEBHO) U SIHO ¢ PUKCHpaHa 1033 (5,10
unu 15 mg aHeBHO)] U €O 52-CeAMUUHO OTBOPEHO NpoyuBaHe. J[03MpaHeTo B TE3H NpOYy4BaHUA €
3aMOYHAN0 ¢ 033 2 Mg AHEBHO, YBEIHYEHA L0 5 mg JHEBHO CJeA CHA CCAMHLUA M yBeIM4aBaHa C fO
5 mg AHEBHO BCAKA CEAMHUA 0 JOCTHTaHe Ha TapreTHaTa jo3a. [Toseye o1 75 % OT NauuEHTHTE ¢4
moA 13-rofHuIHa BB3pacT. ApHIUINPa3o) € NoKasaj CTaTUCTHYECKH 3HaYMMa NO-TOJIAMa epuKacHOCT
B CPaBHEHME C Nauefo No NojcKaaTa 3a pasapasHuTenHocT Aberrant Behaviour Checklist.
Brnpeku TOBa, KIHHHUHATA 3HAUHMOCT Ha TE3H OTKPUTHUSA BCE OIlE HE € YCTaHOBCHA. [IpoguasT Ha
6e30MacHOCT BKJIIOYBA YBE/THYABAHE HA TET/IOTO M MPOMEHH B HUBATa HA NPOJAKTHH.
TIpOABLIKHATENHOCTTA HA T€3H ABATOCPOIHH IPOYYBAHHA Ha 0€30MaCHOCTTA € OrpaHH4eHa 10 52
ceaMHIH. B u3zbpanu npoyuyBaHus, Cy4auTe Ha HUICKKM HMBA HA MPOAAKTHH [IPH MHAHBUIHU OT
KeHCKH noJl (< 3 ng/ml) U HHAMBHAM OT MBXKH non (< 2 ng/ml) B rpyna Ha NalHECHTH NEKYBaHHU C
apUNUIIPa30) € ChOoTBETHO 27/46 (58,7 %) n 258/298 (86,6 %). B maledo-KOHTpONHPpaHH
npoyuBaHHs, CPEAHOTO yBenuueHue Ha rernoto e 0,4 kg B rpynara Ha nnanebo n 1,6 kg npu
apHNUNpPasol.

APURKIIPA30J] CHILO € NPOYYBaH B ABITOCPOYHO TIOAXBPKALIO I1aled0 KOHTPOINPAHO NPOYYBAHC.
Cnen ctabGunusupaHe ¢ apumunpason 3a 13-26 ceamunm (2-15 Mg/AHEBHO), HaCT OT MALAEHTHTE CBC
cTaBM/THM MOKA3aTENH Ca OCTAHAJM Ha APUIIHIIPa30]l, 4 OCTAHANKTE Ca IPEMHHBANIM Ha Nnanedo 3a olle
16 ceamuun. YectoTarta Ha penuanBute no Kaplan-Meier Ha 16-TaTa ceiMuua ca 35 % 3a
apununpason u 52 % 3a nnaue6o, xaTo KoepHUHEHTA Ha pUcKa OT PELAIHMB 32 16 cegMuULH
(apununpason/nnaune6o) e 0,57 (craTHcTHYECKH HE3HAYATENHA Pa3NHKa). CPEAHOTO yBENHUEHHE HA
reryoto cnex dbasara Ha craGiH3UpaHe ¢ apuIHNpason (1o 26-Tata ceAMuUa) € 3,2 kg, a BbB

BropaTa aza Ha npoyusadeTo (16 ceaMuIH) ce HaONIOZaBa CPEAHO YBENHICHUS OT 2,2 kg 3a
apununpasosn B cpasHeHue ¢ 0,6 kg 3a mianebo. ExcrpanupaMHaHy CHMIITOMH ca cpoOwapady -~ -
rAaBHo No BpeMe Ha cTabuiusupaiuara ¢asa npH 17% OT nauMeHTUTE, KaTo ¢ TPEMOP A 6,5 %:
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1T 1 Ca oy
E$uKacHOCTTa Ha apHIIHAPA30J1 € PpOYUueHa NPH NeAMATPHYHY NAUHEHTH CbC CHHANOM HA ;Tquret'gej
(apununpazon: n = 99, naauedo: n = 44) B €AHO PaHAOMU3UPAHO, ABOHHOCIANO, NI hggg- R } j’
KOHTPONMPAHO, 8-CEAMUUHO ITPOYUYBAHE, N3MON3BALI0 MIAHOBA Ipymna 33 JICYEHHE € VY| ngpgna"31033;{;_;.--"__-r_'_:;.;' /
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Bb3 OCHOBA HA TELNIOTO K 0308 AMANa30H OT 5 mg/neH Ao 20 mg/eH NpH CTapToBa 4038 02 mg. " « "~
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[TauueHTHTE ca HA BH3PACT OT 7 A0 17 roquuy u MoKa3BaT cpelHa oneHka 3( mo noKasaTeJIMTe 32
00111a OLleHKA Ha TRKOBETE MO Meitnckara ckaia 3a o6ma Texxect Ha Tukosete (Total Tic Score on the
Yale Global Tic Severity Scale, TTS-YGTSS) npu HauyaTHOTO HHBO. ApHNNNPA30] NTOKA32
nopobpenue ot 13,35 Ha mokaszatenute no ckanara TTS-YGTSS cnpsamMo HavajlHOTO HUBO 10
ceaMuLa 8 3a rpynaTa Ha HUCKa o03a (5 mg unu 10 mg) u 16,94 3a rpynata Ha Bucoka f03a (10 mg
niu 20 mg), B cpaBHEHHE ¢ mogoGpenue ot 7,09 npu rpynata Ha riauebo.

FdukacHOCTTa Ha apMIHIPA30N NPH NeAHATPHYHU MallHEHTH CC CHHAPOM Ha Tourette
(apunumpazon: n = 32, naauebo: n = 29) e OlEHEHA CBHIIO IPY MbBKAB J030B AUANA30H OT 2 mg 10 20
Mg Ha AEH W CTApTOBa 1032 OT 2 mg B 10-ceIMHYHO, PAHAOMK3HPAHO, ABOHHOCIAINO, nnauedo-
KOHTPOJMPaHO Npoy4BaHe, nposeaeHo B I0xHa Kopes. IlauueHTHTE ca Ha Bb3pacT oT 6 Ao 18
FOAMHM ¥ NOKa3BaT cpeaHa oneHka 29 no TTS-YGTSS nipu HavanHoTo HUBO. ['pynara Ha
apununpason nokassa nogodpenue ot 14,97 no TTS-YGTSS cnpsamo HayanHoTO HUBO 0 CeAMULA
10 B cpaBuenue ¢ nofobpenue ot 9,62 B rpynara Ha nuanedo.

W1 B 1BETE KPAaTKOCPOYHH M3NMHUTBAHUA, KIMHHUYHATA 3HAYMMOCT Ha MOJyUEHHTE NaHHH 34
e(pUKACHOCTTA He € YCTAHOBEHA, B3¢MAalKy NPEABAN CTENEHTA Ha ieueOnns eeKT B CPaBHCHUC C
ronemus nnaueGo edexT u HesCHUTE e(eKTH OTHOCHO NCHXO-COLHANHOTO GyHKLUHOHHpaHe. Jlunceat
IBJATOCPOYHM NAHHYU 10 OTHOLIEHHE Ha €(UKACHOCTTA H 0e30MacHOCTTa Ha apuIinpa3ol MpH Toka
MPOMEHAKBO Pa3CTPOHCTBO.

EBponeiickara areHIIHs MO JIEKApCTBATa OT/IAra 3aXbKEHUETO 3a NPeA0oCTaBAHE Ha PE3YIITATHTE OT
MPOYYBAHHATA C APUIIUIIPA30JI B €1HA UJIH MOBEYE MOArPYNMK Ha MeAHATPHYHATE IOy Nallini npu
neveHueTo Ha mu3odpenus (Bx. Touka 4.2 3a HHGOpPMALM OTHOCHO ynoTpeda B exHATpUATa).

5.2 @apMaKOKHHETHYHH CBOHCTBA

Abcopbuns

Apununpa3son ce abcopbupa godpe, KkaTo MUKOBH NMIA3MEHH KOHLEHTPALHH CE MOCTHIAT B PAMKHTC
Ha 3-5 uaca cnel npueMa. APHITHIPA30] NPeThPNABA MUHEMAIIEH NPE-CHCTEMEH METAD0IH3BM.
A6comoTHaTa mepopania 6MOHATHYHOCT IpH TabneTHaTa ¢popma e 87 %. boratata Ha Ma3HHHH
XpaHa He TIOBITHABA (papMaKOKHHETHKATA HA apUIHIIpa30)l. |

Pa3znpenenenye

APHITUNPAa30J C€ pasnpeacsi B UEHs OpraHU3bM, KaTo 00eMa Ha pasnpelieNeHne © 4,9 l/kg,
MOKA3Ball] EKCTEH3HBHOTO EKCTPABACKYIapHOo pasnpeaeneHue. [lpu tepanesTuyHi KOHUCHTPALWY,
APUMHUIIPA30I U AEXHAPO-APUIIHIIPA30I CE CBBP3BAT ChC CEPYMHHTE NPOTEHHH, IPEAUMHO €
anbyMHuHa, noeeue o1 99 %.

buorpaucdhopmalvs

ApHnunpason ce MeTaGoIH3Uupa aKTHBHO B YepHHA Apo6, upe3 TpH OnoTpaHCPopMalHOHHN MBTA!
fieXuAporeHupase, Xuapokcunupane H N-geankunupane. B in vitro npoyuBaHus, CH3UMHTE CYP3A4
1 CYP2D6 ca OTroBOpHH 32 AEXHAPOrSHHUPAHETO K XHIPOKCHIIMPAHETO Ha apUmuNpasoll, a N-
neanxunupasero ce katannzupa or CYP3A4. Apununpa3son € JekapcTBeH NpOAyKT, HAMOJIOBHHE
pasnpeienall ce NpeaUMHO B CHCTeMHAaTa LUpKy nalus. [1py cTaunoHapHO ChCTOAHUE, ACXHAPO=~- "

apHNHIIPa30T], KOMTO € akTHBeH MeTabonuT, npefcraenasa okono 40 % or AUC Ha apﬁgﬁhpggﬂ;ﬁﬁﬂr N
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EnuMuHHUpane
CpenHUSAT €THMUHALAOREH NIONYKUBOT Ha APATIMNPA30N € MpUGIN3UTENHO 75 Haca NpU.O1
metaGoansaropu Ha CYP2D6 u okono 146 uaca npu OaBHH METadOIH3aTOPH HA CYPQB&.

i
.

Q6K Teneced KIMPHHC Ha apununpason e 0,7 ml/min/kg, kaTo TOH € RPEAUMHO 4epHOAPOGeH:
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Cnea eaHOKpaTHA riepopaiia f03a [14°)-mapkupan apunnpason, okono 27 % npuerata
PaZIM0AaKTHBHOCT C€ OTKPHBA B YpUHATa, a 0Kono 60 % B usnpakHeHuaATa. [10-Manko ot 1 % ot
HeNPOMEHEHH s apHITHIIPA30JI C& EKCKPETHPa C YPHHATa, OKoJo 18 % ce OTKPHBAT B M3NPAKHCHUATA B
HEMPOMEHEH BUA.

DapMakOKUHETHKA NPH CNSUHAJHHA rpyNy NAauuEeHTH

Heouampuyuna nonyaauyus

(dapMaKOKMHETHKATA Ha APUNUNIPA30T U ASXU/PO-APHIIMNIPA30J] NpY MEAHATPHYHN TIaLIKEHTH Ha
ph3pacT ot 10 no 17 rogtu e nogoOHa Ha Ta3y NPK Bh3PacTHH NALMEHTH CJICK KOPHIMPaHT Ha
pa3iuKara B TEJIECHOTO TErIO.

[layuenmy ¢ cmapueckd gv3pacm

He ca ycTanOBEHM pa3siH4Hs BB (PapMaKOKHHETHKATA Ha apUNHIIPA30J1 IPY 3PpABH Bh3PACTHH
NOGPOBONLUY U MO-MAAAH MHAMBHIH, KAKTO W HAKAKBY 3a0enexuMu eeKTH Ha BB3pacTTa MpH
nonyJauMoOHHHA (apMaKOKHHETHUEH aHAJIH3 HA MALMEHTHTE C IHM30(pEHH.

llon

He ca ycTaHOBEHH pazNH4YnA BbB (PapMakOKHHETHKATA HA apPHITHIIPA30N NIPH 3APaBH MBIKE H JKEHH,
KAKTO H HAKAKBH 3a0eNnexnMHy eexTH Ha TOJIA NIPH MonyJaldoHHAs (PpapMakoOKMHETHHEH aHau3 Ha
MArHeHTUTE ¢ LIH30(pPEHUS. |

Iviuene u paca
[TonynauuonHata gapMakOKHHETHYHA OLIEHKA HE € YCTAHOBUJIA KAHHHYHO 3HAUYHMU CBbP3aHH €
pacaTra UM NYLICHETO pa3/iHuyKa BbB (papMaKkOKHHETHKATA HA apHIAIIPA30l.

Evbpeuno ygpexcoane
VCTaHOBEHO e, Ye (hapMaKOKHHETHYHUTE CBOHCTBA HA apHNMIPAa3o) | AEXHAPO-apUITHIIPa30N NpH
NauueHTH ¢ TeXKO 6b0pedno 3abonsgBane ca CXO/HH € TE3W NIpH MJaaH 31paBH HHAMBHAH.

YUeprodpobro yepeacoane

[Tpu n1poyuBaHe ¢ €HOKPATHA 034, IPH MALMEHTH ¢ Pa3TuiHa CTENEH Ha YepHoApoOHa LHpO3a
(Child-Pugh Classes A, B u C) He € ycTaHOBeH 3HauHTeeH eeKT HA YEPHOAPODHOTO yBPEKIAHE
BBpXY (hapMAKOKHHETHKATa Ha apUITHIIPA30Jl H AEXHIPO-apPHIIMMPa30Ji, HO B IPOYYBAHETO Ca OnIK
BKJIIOUYEHH caMo 3 maruenTa ¢ kaac C yepHoapobHa 1Hpo3a, KOETO € HEAOCTATHYHO 33 NPaBEeHETO Ha
3aKTIOYEHHE OTHOCHO TEXHHSA MeTabONUTEH KanalHTeT.

5.3 IlpeakIuHH4HY JAHHH 32 0e30NMACHOCT

TpeAKIMHUYHATE JaHHHK 32 GE30MACHOCT HE Ca MOKA3ali HAKAKBB crielHduUeH OTpULIATENeH eeKT
NpH HoBeKa Ha 623aTa Ha KOHRBEHIHORANHHU IPOYYBAHHS BhpXY PapMaKonorusra Ha 6e30nacHoOCTTa,
TOKCHYHOCTTA [IPH MHOMOKPOTHOTO TIPIIOKEHHE, TEHOTOKCHYHOCTTA, KARIEPOr€HHOCTT H
PETNPOAYKTHBHATA TOKCHYHOCT M PAa3BUTHETO.

3HAYHMH TOKCHKOJOTHUHM edekTH ca HaON1oaBaHH, €AMHCTBEHO IPH A031 HITH €KCMO3HLHA,
MpEeBHILABALUY 3HAYHTEIHO MAKCHMATHATA 4032 MM €KCIIO3HIHA [IPY YOBEKA, KOSTO MOKA3BA, ME:
Te3u eEKTH Ca OrpaHMYEHH HIIM He ca CBbP3aHH ¢ KIMHHUHOTO Npuiioxkenue. Te BKJ]IO‘IB;-}T B:E}Bﬁ- -
3aBHCHMA aipEHOKOPTHKANHA TOKCHYHOCT (TUNOQYCIIHH NHTMEHTHO aKyMYyJ/IHpaHe H/mm saryﬁa Ha |
NapeHXHMHH KIETKH) NpH ITeX0Be, NpH 104-CceAMUYHO NPUTOKEHHE HA JO3H OT 20 1:;(3 69’ ;o S
mg/kg/nnesno (3 Ao 10 mbTH cnpamo cpenuara crannosapHa AUC npu M&KCHMEU‘IH&TEI npe:nop'bqaﬂa
N03a MPU YOBEK) ¥ MOBHILNABAHE YeCTOTaTa Ha aAPSHOKOPTHKAIHUTE KAPUHHOMH U KC\N{IMHHP&HHTE

aJPEHOKOPTHKANHY aJeHOMH/KapUHHOMH IIPH XEHCKH MIBXO0BE, NpH 1033 60 mgfkgfnﬁeﬂno (10 NBTH

F'

cnpaMo cpefHa craunosapHa AUC npyu MakcHMMaJHaTa NpenopbiaHa 103a pu HOBeK). Haﬁ-

'v.k:
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BMCOKATA HETYMOPOTeHHa eKCIO3MUHS TIPH KEHCKH UTbXO0BE € HalBHILaBana 7 MbTH CKCIO3HUMATA
Ha MpenopbYaHaTa 103a npy xopa.

HonbAHHUTENHO € HA0JII0AaBaHa H X0NEHTHA3A B pe3ynTaT Ha NPCLUIIATUPAHE HE cyadarHuTe
KOHIOraTH Ha XUAPOKCHIHPAHHTE MeTabonuTH Ha apUITHNPa30 B XKIBYKATA HA MAHMYHU CIIE/
MHOFOKPATHH NEpopaisy Ao3u ot 25 o 125 mg/kg/nuesHo (1 10 3 MbTH CAPAMO CpE/HA
crauponapia AUC Ha MakCHManHaTa npenopbyasa KIHHHYHA 1033 1IN 16 no 81 npTH
MaKCHMaJlHaTa mpenopbYaHa Ao3a IpH 90BeKa Ha Haza m o/m”). OcBeH TOBa, KOHIEHTPAUUHTE Ha
cyndhaTHNTE KOHIOTATH HA XMAPOKCH apHIIHNPAa30Jl B YOBEIIKATA KIbUKa MPH MAaKCUMATHATA
nonycTHMa 103a ot 30 mg AHEBHO, He ca noseye oT 6 % OT KOHLECHTPAUUHTE yCTAHOBEHH B
KI'BYKATA HA MAUMYHH npy 39-ceAMUYHO MpOoy4BaHe U €A MOJ TEXHHTC rpaHuiln (6 %) Ha in vitro
Pa3TBOPHUMOCT.

[Tpx MNaaH NIBXOBE K KyYeTa, TOKCHYHOCTTA HA apHMUIIPA30N TPU NpOyY4BaHUs ¢ MHOTOKPATHO
NpUjaraHe € CPABHMMA C TOKCHYHOCTTA IIPY BB3PacTHH XXHBOTHH, KaTo HE Ca HabnoaaBaHH
HEBPOTKCHYHOCT WK HEXENAHH CPEKTH, 3aCATAIH PACTEKA.

B3 OCHOBA HA Pe3yJ/ITATHTE OT IBJIHATE CTAHAAPTHH TECTOBE 32 TEHOTOKCHYHOCT, € yCTAHOBEHO, e
apHIIUIPa30/ He € reHoToKcHYeH. [Ipu MpoyuBaHus BbpXY PenpogyKTUBHATA TOKCHYHOCT €
yCTRHOBEHO, € apHIMIPa30I He yBpexkaa pepTuanoctra. KbCHAa TOKCHYHOCT, BKIOUUTEIHO 1034
3aBMCHMMa KBbCHA (eTanHa ocH(pHKAIHA U Bb3MOXEH TepaToreneH edekt e HabnoaaBaHa npH
MIEXOBE, NPH HO3H BOACILH A0 CyOTepaneBTHYHH KOHIIEHTPAIHH (BB3 OCHOBA HA AUC) 4 npu 3aiinn,
MPKM 03M BOAELIH 1O KOHUEHTpalHK 3 1 11 mbTh cpsaMo cpeaHaTa AUC npu A0CTHIaHE Ha
CTAIJMOHAPHO CHLCTOSHHE MPH MAKCIMANHATA IIPENOphYBaHa 1032 B KIHHHYIHATA NTPAKTHKA.
TOKCHYHOCT MpK MaiiKkaTa ce MoABABa NIPH A03H, NTOA0OHM HA Te3X MPOBOKMPAIH KbCHA TOKCHYHOCT.

6. OAPMANEBTUYHHN JAHHHA
6.1 CinHchbK HA NOMOIIHHTE BelllecTBaA

JlakTo3a MOHOXHApAT
MUKpOKpHCTAJIHA LEJTYJI03a

HAPEBUYHO HULLECTE
XHAPOKCUNPOITHIILENY 1032

CHAWLIHEB JUOKCHJ, KONOWAEH Oe3B0/IEH
Marue3ues cTeapart

6.2 HechBMecTHMOCTH

Henpunoxumo.

6.3 Cpok Ha rogHOCT

3 rOAMHH.

6.4 CreuHa/JHH YCJIOBHS HA ChbXpaHenHe

To3u AeKkapcTBeH NMPOAYKT HE H3UCKBA CNEUHANHH YCJIOBHS 33 CbXPaHCHHL.

6.5 BuaH CLABPKAHHE HA ONAKOBKATA

Apununpason Aypo6unjao Tabnerky ce npeisarar B 6aucTepu oT noaMamMui/ any MHHﬂﬁ/ PVC/ 7 - 1 1‘

!

anyMuHneBo ¢onuo u Oytunka or HDPE ¢ nosunponuieHoBa kanaika, cbe cymﬂjetgﬁc%int;gareﬂs;{“-:"-‘*

L
-

. b
N

PasmMepu HA ONaKOBKATA: g T
bakcTepy onakoBky: 14, 28, 30, 49, 56 u 98 TabneTku e
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HDPE 6ytuaxu onakoBky: 30, 100, 250 u 500 tabnerxu

He BcHukM BHAOBE ONAaKOBKH MOTat Aa OhOaT NycHATH B Npolaxoa.
6.6 Crnenua/iHn NpeAnasHH MEPKH NP4 H3XBbPJsHE

Henznoa3panuar JEKAPCTBEH NPOAYKT HIH OTONaAb4HUTE MATCPHAJIM OT HET'O TpHGBa ja Cc
H3XBBPIAT B CBOTBETCTBHE C MCCTHHUTC H3HCKBAHWA.

7. [IPATEXATEJI HA PASPEINEHUETO 3A YIIOTPEBA

Aurobindo Pharma (Malta) Limited
Vault 14, Level 2, Valletta Waterfront
Floriana FRN 1913

Masata

8. HOMEP(A) HA PA3PELLIEHUETO 3A YIIOTPEBA

Per. Ne

9. JATA HA ITbPBO PASPEMIABAHETIOAHOBABAHE HA PASPEIIEHHUETO 3A
YIIOTPEBA

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

et
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