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1. AME HA JEKAPCTBEHHA ITPOAYKT

3UKAJIOP 10 mg TabneTku
ZYKALOR 10 mg tablets
SUKAJIOP 15 mg Tabnerkn
ZYKALOR 15 mg tablets

2. KAMECTBEH H KOTHYECTBEH ChCTAB

Beska tabnerka 3UKAJIOP 10 mg ceaspika 10 mg apununpason (aripiprazole).
Bceska Tabnetka 3UKAJIOP 15 mg coappxka 15 mg apununpason (aripiprazole).

[ToMOLIIHO BEIHECTBO ¢ K3BECTHO JEeHCTBHE: NaKTO3a MOHOXHADAT.

Beska Tabnetka 3HKAJIOP 10 mg coabpxa 62.33 mg nakrosa.
Beska tabnerka 3HKAJIOP 15 mg ceawpika 93.42 mg nakTo3a.

3a ITbIHUA CITHCBK H3 MOMOIIHHTE BEINEeCTBa BHXKTE TOUKA 6.1.

3. JEKAPCTBEHA ®0OPMA

Tabnerka.

3ukanop 10 mg: Po3oBu, npaBobrbiHH TabneTkH ¢ mpubnusuTteneH pasmep 8.5 x 4.0 mm H JAenuTeNHA
yepTa OT eAHaTa cTpaHa. Tabnerkara Moxke Aa Oblie pasfie/icHa Ha OBE PaBHH JO3H.

3ukanop 15 mg: CBeTNOKBATH, KPBIJIH TabneTku ¢ npuban3nTenen auaMersp 7.0 mm.

4. KINMHHYHH JAHHH

4.1 TepaneBTHYHH BOKA3AHHA

SUKAJIOP e mokasaH 3a ne4eHue Ha WH30PPEHHA NTPU Bb3PACTHH H IOHOIIHM Ha H Haj 15 rogHHH.
SUKAJIOP e nokaszaH 3a J€YeHHe HAa YMEPEHH [0 TeXKH MAHHHHH €NH30IH NpH OHIONAPHO
pascTpoHCTBO THH [ M 3a mMpeBeHUHA HA HOBH MAaHWHHHM €NM30AH MpPH BbL3PACTHH, KOUTO CTpaaar
PeAHMHO OT MaHHHHH €IH30AH H YMHTO MaHHHHH €NU30AH CE MOBJHABAT OT JEUYEHHE ¢ APUNUNPA3ON
(BuxKTe TO4Ka 5.1).

3UKAJIOP e nokasaH 3a Je4yeHHe A0 12 cCeAMHIM HA YMEpPEHHM A0 TEXKKH MaHMHHM enu30AH TIpH
OunonspHo pascrpoiicTeo THN | TIpH FOHOWIKM HA B HaA 13 roauHH (BHXTE TouKa 5.1).

4.2 Ho3HPpOBKA H HAYHH HA NPHNOKCHHE

03HpPOBKA
Bw3pacmnu
HIuzoppenun: npenopbuaHata HayanHa o3a 3UKAJIOP e 10 mg wnu 15 mg AHeBHO, ¢ NOATBpX Al
AHEBHA A03a 15 mg, NpHEMaHa BEAHDBX JHEBHO, He3aBHCHMO OT xpaneHeTo. 3HUKAJIOP e edukaceH B
no30B uHTepBan 10 mg no 30 mg auerHo. He ¢ HabmoaBana noBuiieHa epHKACHOCT NPU JHEBHH A03H
Mo-BUCOKH OT 15 mg, BBOPEKH 4e NpH OTACHHH MMAUHEHTH NO-BHCOKH JO3H MOXE Ja ca OT Monasa.
MakcuMmanHaTa JHeBHa 03a He TpAbBa aa npeuinasa 30 mg.




Tepanus (BrxkTe TOuka 5.1), [Ipn Hikon nanmenTH NO-BHCOKH 03N MOXKeE Jja ca OT non3a. MakcHMalHaTa
AHeBHA no3a He TpadBa jaa npesuinasa 30 mg.

{Ipegenyua na peyuousu Ha Manuinu enu3oou npu bunorspro pascmpoiicmeéo mun I: 3a npeBennys Ha
PEeLHHBA HA MAHHHHH €NH30JH NpU NALHMEHTH, KOUTO Ca JIEKyBaHH C apHIMNPAa3oNl KATO MOHOTEpanus
un koMOMHHpaHa Tepanua, TepanusaTa TpaOBa Aa MpoJb/IKM ChC CBINATA J03a. [IpoMeHH B JIHEBHATA
7034, BKIIOUYHTENHO NOHWXKABaHE Ha A03aTa, TpabBa ga ce oOMHCIAT B 3aBHCHMMOCT OT KIHHHYHOTO
CBCTOSHHE.

Ileduampuyna nonyrayus
Hluzoghpenus npu onowy Ha 4 Had 15 200unu. npenoppuanara po3a 3UKAJIOP e 10 mg, npunoxena

BEIHBK NHEBHO, HE3UBHCHMO OT XpaHeHeTo. JledyeHuero TpaOBa Aa 3anoyHe ¢ Jo3a ot 2 mg (karo ce
M3NMOI3Ba apHIHNIPa3oN nepopanes pa3teop 1 mg/ ml) B npoabmkeHve Ha 2 JHH, THTPHPAHa 10 5 mg B
OPOABJIKEHHE Ha olle 2 AHM 3a JOCTHTaHE Ha [penopbuuTeNntaTa AHeBHA J03a oT 10 mg. Ilocturane na
Ao3a OT 2 Mg AHEBHO 3a ABa AHM He € BBb3MOXHO C¢b¢ 3UKAJIOP. Tpabpa aa ce w3noasea Jpyr
MOAXCAALL NPOAYKT NPH Ao3HpaHe 2 mg IHEBHO. [Ipu HeoOXoauMoCT, nocaeaABallo THTPHpAHE Ha fo03aTa
TpAOBa [a ce H3BBLPIIBA ¢ HHTEPBAJIM HA YBEIHYEHHE OT 5 mg, KaTo HE Ce NpeBHllaBa Npenopr4YUTEIHaTa
MaKCHMaJiHa JHeBHa A03a 0T 30 mg (BrKTe Touka 5.1). SHKAJIOP e eduikacen B 1030B HHTepBan 10 mg
a0 30 mg aHeBHo. He e Habnrozapana NMOBHINEHA eHKACHOCT HpH AHEBHH A03H MO-BHCOKH oT 10 mg,
BBIIPEKH Y€ MPH OTAEAHH NALMEHTH TO-BHCOKH A03H Moxe Ja ca oT noma.3MKAJIOP ue ce npenoprysa
33 eYeHHE HA NauMenTy ¢ wn3odhpennd noa 15-roavinya BB3pacT NOpaJu ANNCA HA AOCTATHYHO JaHHH
3a 0e30macHOCT H epUKacRoCT (BHXKTe ToukH 4.8 1 5.1).

Manuunu enusoou npu bGunonapwo pascmpoiicmeo mun I npu rowowu Ha u nao 13 zoounu:
npenopbyaHata no3a 3UKAJIOP e 10 mg, npueMaHa BeIHbXK XHEBHO, HE3ABHCHMO OT XPaHEHETO.
Jleuenuero TpaOBa Aa 3anoqHe ¢ Jo3a OT 2 mg (KaTo ce M3Non3Ba apHIIHIIpa3oj MepopaieH pasTsop |
mg/ ml) B IpoABIDKEHHE HA 2 AHH, THTPUpaAHa [0 S mg B NMpoAbHKEHHE Ha Olle 2 JHH 3a JOCTHraHe Ha
npenoppyuTENnHaTa AHeRHa Ao3a oT 10 mg. IlocTurane Ha A03a OT 2 mg JHEBHO 3a OBa JHH HeE ¢
Bb3MOXKHO CbC JUKAJIOP. Tpabra aa ce u3nmonsea Apyr moAxOoAsll MPOAYKT NpH Ao3UpaHe 2 mg
OHEBHO. [IpOAbIDKMTENHOCTTA HA IeUCHHETO TPAGBa Aa € MUHHMATHATA HEOoOX0AHMa 32 KOHTPOJIHpaHe
Ha CUMMNTOMUTE 4 He TpOra Aa npepmitiasa 12 cegmuu. He e nabnionasana noeHneHa e@uxacHOCT NIpH
JHEBHH /1034 MO-BHCOKH 0T 10 mg, a gHeBHa 032 oT 30 mg ¢¢ acoUBUPa CHC 3HAYNUTETHO TIOBHLIEH PHCK
OT CEPHO3HH HEeXeNaHM peakilHH KaTo eKCTpanupaMuiHH CBOMTHA, CBHHIWBOCT, OTNANHAIOCT H
MOBUINABaHE HA TernoTo (BHxKTe Touka 4.8). [lopagu Tazu nmpuuKMHa N03H NMO-BUCOKH 0T 10 mg AHEBHO
TpAOBa Aa ObJAAT NPUIIATAHU CaMO MPH H3KIIIOYHTENHH CJYYad H N0A CTPHKTHO KIHHHYHO MOHHTOPHPaHE
(emxTe TOukH 4.4, 4.8 u 5.1). [lo-MnanuTe NALMEHTH ¢a M3N0KEHH HAa PHCK OT HEXETAHH JIEKapCTBEHH
peakLHH, CBbp3aHH ¢ apununpason. [Topagu ta3zu npuunHa 3UKAJIOP He ce npenopbusa 3a ynotpeda
IpH NauMeHTH NoA 13-roauiuHa Bb3pacT (BuxTe ToukHu 4.8 u 5.1).

Pasopaznumennocm, cevpzana ¢ aymuszem. 6e30nacHocTTa U €PHKACHOCTTA HAa APUITHIIPA30J IIPH Aela H
IOHOINM NOA, 18-rofuinHa Re3pacT He € yeTanoBeHa. HanuvyuuTe KbM MOMEHTA JaHHH €4 ONHCAaHH B TOMKA
5.1, HO He MOKe 1a ObJe JaleHa npenopbKa Mo OTHOLIEHHE Ha J03HPOBKATA.

Tuxoee, acoyuupanu cvc Cunopoma na Typem: 6ezonacHocTTa U €PHKACHOCTTA HA apHIIHIIPA3oNd TIPH
[i€1la U IOHOLIM Ha Bb3pacT oT 6 no 18 rogHHn He ca ycraHoBeHH. HaluyHMTe KbM MOMEHTA JaHHH ca
OMHCaHH B TOYKA 3.1, HO He MoXe Aa OpAe HanpaReHa MpEnopbKa 3a A03HPOBKA.

Cnevyliqinii RONVAQiu

Yeprnodpobro yspedcoane




He ¢ neobxoanMo aganTipane Ha [03aTa MpH NAUWEHTH C JIEKO 0 YMEpeHO YepHOApoOHO YBpeskIaHe.
[Tpy nMauHeHTH ¢ TeXKO uepHoApoOHO YBpekIaHe He Ca HAIMYHH JOCTATLYHO JaHHM, 3a Ja Objar
AaneHH npenopsku. [Ipy Te3n nauueHTH A03ata TpAbBa Aa ce onpenens BHUMAaTEHO. Brnpekn ToBa, TIpH
NMAUHEHTH C TEXKO YepHOoApoOHO yBpexJaaHe MaKCHMajlHata IJHeBHa ao3a ot 30 mg TpsbBa ga ce
ApUJIara ¢ NOBHLIEHO BHHMaHHUe (BHKTE TOYKa 5.2).

Bvbpeuno yapesxcoane
He e HeobxoauMo aganTupare Ha A03aTa [PH NALHEHTH ¢ 6BOpeYHo YRpEKIaHe.

Hayuenmu e cmapuecxa evapacm

BezonacHOCTTa M €(pUKACHOCTTa HA APHITHIIPA30X 34 JeUeHHEe Ha WH3odpeHus H MAaHHIHH eNu301H NpH
OHNONApHO pascTpoiicTBO THI | IpH NMalMEHTH HA M Haj 65 rogHHKM HE € YCTaHOBeHa. BB Bpb3ka ¢ no-
roiaMara YyBCTBHTEIHOCT Ha Ta3H MONyaammd, TpaOBa Ja ce HMa INMpeaBHJ 3aNO4YBAaHE HA JICYEHHETO ¢
Mo-HUCKA HavanHa 033, KOraTo TOBd € KIIHHHYHO ONpaBAaHo (BIXKTe TO4Ka 4.4).

Ilon
He ¢ HeobxonuMo ananTrpaHe Ha A03aTa [IPH KEHH B CPaBHEHHE ¢ MbXe (BHXKTE TouKa 5.2).

Ihnuene
CpoOpasHo MeTaOONUTHHA MBT HA aPHNKNPA30] He € HeoOXOAMMO AJANTHPAHE Ha [03aTa TNpH MyIIa4H
(BiKTE TOuKA 4.5).

Aoanmupane na oo3ama nopaou 63auMoOeticIeus

B cnyvai Ha chBMecTHO npunoxeHue Ha MOIHH CYP3A4 unu CYP2D6 unxubUTOpH ¥ apunnmpasou,
nosaTa apununpason TpadOea aa OpAe noHuxkeHa. Ilpu npeycranoBaBane npueMa Ha CYP3A4 unu
CYP2D6 unxuburop B KOMOMHHpPaHATa TEPANKA A034Ta ApHIIHIPa3o TpadBa Aa Obae nosHIIeHa (BHKTE
Toyka 4.5).

B ciydali Ha CbBMeCTHO NpuiIokeHHe Ha Mownh CYP3A4 HHAYKTOPH M apuUIIMOpa3ol, no3ata
apununpason Tpabsa na O6vae nosuiieHa. [lpw npeycraHoBapane npuema Ha CYP3A4 wHAykTOp B
KOMOHHHpaHATa Tepanus 03aTa apulHOpa3on TpAGBa na ObAe mOHHXKEHA A0 MPenophbYHTENHaTa 1032
(BHKTE TOYKa 4.5).

HauuH Ha NpUIcKeHHe
3HKAJIOP TabnetkH ca 3a NepopanHoO NPUIOKEHHE.

4.3 IlpoTHBOIOKA3AHNUA
CBpBbX4YBCTBHTEIHOCT KbM aKTHBHOTO BEIUECTBO MM KbM HAKOE OT MOMOLIHHTE BEIeCTRa, H30pOEeHH B
To4Ka 6.1.

4.4 Cnenna oy npegynpexIeHHUs H NPEANAZHE MEPKH NIPH ynoTpeda

[lo BpeMe Ha AHTUNCUXOTHUYHOTO JIeY€HHe, noaobpaRaHeTOo HAa KIHHHUYHOTO CBHCTOAHHE HA MalnHeHTa
MOXKE 1a OTHEME OT HAKONKO AHM A0 HSKONKO CEAMMLIM, KATO Mpe3 TO3H NEpHO] MalUeHTHTe TpsaOBa na
OBJaT M0J NOCTOAHHO HAQMIOIEHHE.

CyHIIIHO noBeneHue
[TosipaTa Ha CyMUWAHO MOBEAEHHE € MPUCHILA 33 NCHXUYHHTE 3a00NsBaHNg U aQeKTHBHUTE pascTpoOHCTBA

H B HAKOH CJIYYdH € C'bOﬁH.laBﬂHO CKOpPO CJICH 3allOYBaHe UNH NPOMAHA Ha aHTHIICHUXOTHYHA

On1e CBIBTCTBAHA OT HAOMOAEHHE HA BHCOKOPHCKOBHTE MALIMEHTH.




CopneyuHo-ChHIOBH HApYIIEHUS
Apununpason Tpa0Ba Aa ce npuilara ¢ BHUMAHHE NMpPH TAUHEHTH ¢ YCTAHOBEHO ChPASYHO-CHA0BO

sabonspane (aHamHe3a 3a HHGAPKT Ha MHOKApAa HIH HCXEMHYHA 0OnecT Ha ChPUETO, ChpAcYHA
HeJOCTATHYHOCT HJIH HADYIIEHHA HA MPOBOJMMOCTTA), MO3IBYHO-CBAOBO 3a00NdBaHe, CHCTOAHHA, KOHTO
Mpeapa3snoNaraT KbM XHIIOTOHHMS (A€XMIpAaTalHd, XWITOBRONEMHA HIH JIeYeHHEe C aHTHXHIIEPTEH3HBHH
NEeKApPCTBEHH NPOJAYKTH) WIKM XHIIEPTOHHUSA, B TOBA YHCIIO YCKOPEHA MITH 3MI0KaYeCTBEHA.

[Ipu ynorpebara Ha AHTHUNCHXOTHYHH JIEKAPCTBEHHW MPOAYKTH ca ChOOINABAHH Cliydad Ha BEHO3eH
tpoMbembonu3eM (BTE). Thil kaTo npy naunueHTHTE, JeKYBaHH ¢ AHTHIICHXOTHIH, Y€CTO ¢& Habmoaasar
NMpuAcOUTH PUCKOBH (akTopu 3a BTE, Bchuku puckoBr daxtopu 3a BTE Tpabsa aa 6baar ycTaHOBEHH
peAH H IO BPEME Ha JICUEHHETO ¢ apHIIMNpa3on 4 Aa Obaar B3eTH IPeBaHTHBHH MEPKH.

Vawnxapade Ha QT uHTEpBana

[Ipn KIHHHYHHTE H3NHUTBAHHA HA APHUIUMPA30N YecTOTaTa Ha yabmked QT HHTepBan € OMia CpaBHHAMA C
Ta3x OpH mianebo. Apununpazon TpAdBa Ja ¢e MpHaara ¢ BHUMaHWe NPH NAaLKMEHTH ¢ (haMiIHa aHaMHe3a
3a yab/kaBaHne Ha QT uHTepBana (Buxre Touka 4.8).

TapauBHa AHCKMHE3HA
lel KIIHHHYHHTC H3NMHTBAHHA C NPOABJDKHTCIIHOCT €0Ha roadHa Wi Mmo-MalilkQo HEUYECTO € CBOGH.I&B&HO

38 HeOOX0JUMOCT OT JIEYEHHE Ha NOABHIIA CE [0 BPEME Ha JICYCHHETO ¢ APUNHIPA30a JAHCKHHE3uA. AKO
ce NoABaT MPH3HAIH HIH CHMIITOMH HA THCKHHE3HA IIPH NAalMEHT HA eYeHRe C apuIUnpasol, Tpadsa aa
ce oOMHCIH NMOHHKABAHE Ha A03ATa UNM MpEyCTAaHOBABAHE Ha AcueHHeTO (BikTe Touka 4.8). Tesu
CHMIITOMH MOKE BPEMEHHO J1a CE BIOILIAT K JOPH A C€ NOABAT CJIe NpeycTaHOBABaHe Ha NeYEeHHETO.

ﬂE! 'H CKCTPpANUPDAMHIAHH CHMITTOMH

[lpr neauaTpHYHHTE KIMHHYHM W3MHTBAHHA HA apUOMOpa3o ca HaOmoaaBaHM AKATH3HA WU
TTAPKHHCOHH3BM. AKO C€ MOSBaT IPH3HALM WIH CUMIITOMM Ha Jpyru EIC npu nauMedT HAa NevYeHUE C
apHIIHIIpa3on, TpabBa aa ce oOMHCIIH NOHMXKABaHe Ha N03aTa U BHUMATEAHO KIMHUYHO npocleAsBaHe.,

HepponenTuueH Manuries cuuapoM (HMC, NMS)

HMC e noteHumanHo garaneH KOMILIEKC OT CHMIITOMH, CBBP3aH C aHTHNCHXOTHLUTE, [IpH KIHHHYHKTE
H3MATBaHHA ca choduapanu peaku caydan va HMC nio BpeMe Ha nedenre ¢ apumunpason. Knnauunure
npoasi Ha HMC ca xunepnupexkcus, MyCKyJHa PHCMIHOCT, HApYIIEeH MEHTalleH CTATyCc M XaHHH 3a
aBTOHOMHA HecTaOMIHOCT (HepaBHOMEpeH NYJIC WIH KPbBHO HANAraHe, Taxukapaud, Anadopesa H
CbpAcYHa apHTMHA). JIOMbLAHUTENHUTE NPH3HAUM MOrar Ja BKJIKOYBAT MOBHINEHH CTOWHOCTH Ha
KpeaTHHHH ¢ocdokuHazaTa, MUOrNOOHHYpHA (pabaoMuonusa) U octpa O6nbpevHa HeAOCTATBUHOCT.
Benpeku ToBa ca CcboOllaBaHH CBOIO H TIOBHINEHW CTOMHOCTH Ha KpeTHHMH ¢ocdoKHHa3aTa H
pabJOMHONH3a, KOHTO HE ¢a HenpemeHHO cBbp3aHH ¢ HMC. Ako naumeHT pasBue NPU3HALH HIH
CHUMITTOMH, xapakTepHH 3a HMC, nnu HeobacHUMO BHCOKa TeMmepaTypa Oe3 APpYrHd KAHHHYHHE NPOABH HA
HMC, nedeHnero ¢ BCHYKHM AHTHNCHXOTWYHH JE€KAPCTBEHH MNPOAYKTH, BKIIOYHTENHO apHIIHIIpa3oil,
TpabBa na 6B€ NpeycTaHOBEHO.

["spuoBe
[Ipy KIHHHYHHTE NMPOYYBAHHA HEYECTO €A CHOOLIABAHH CNIYYaH HA MbPYOBE IO BPEME HA NEYEHHETO C
APUITHIIPA30JI.

[lopaau TtoBa, apununpazon TpdORa JAa ¢€ npujara ¢ BHHMaHKE TNIPH MAlHEHTH ¢ aHaMHe3a 3a TbpYOBe
HIIH CHCTOAHHUSA, CEbP3aHH C rbp4YOBeE (BIDKTE TOYKa 4.8).

[lauHeHTH B crapyecka Bb3PacT C ICHX03a, CRhp3aHa C JIeMEHIIHA
Hoswuena cmopmuocm




Ha AnuxaliMep, NaUWEHTHTE, NEKYBaHU C APUIUIPA30ia ca OUIH W3NI0KEHH HA NOBHILIEH PUCK OT CMBPT B
cpaBHeHue ¢ manedo. CMbpTHOCTTA NPH MAllMEHTHTE, JIEKYBAHH ¢ apunuanpason € 3,5% B ¢cpaBHEHHE ¢
1,7% B nnauebo rpymara. He3zaBMCHMO, Ye NMPUUHHHTE 3a CMBPT Ca Pa3IdYHH, NOBEYETO CAYyYaH ca
CBBP3aHH MM CBEC CHPAECHHO-CHAOBH HHLMICHTH {Halp. ChbpAeYHa HEAOCTATHYHOCT, BHE3ANHA CMEPT),
MY ¢ MHpexuuH (Hanp. NHeBMOHHA) {BHXKTe Touka 4.8).

Ilepebpo-sackyrapuu nHexcenranu peakyuu

[Ipn ceuTe mpoy4ysaHus ce cboOlIaBa 3a UepeOpo-BacKyNapHH HEXeNaHH peakuuy (HAMp. HHCYIT,
NpEXOHa UCXEMHYHA aTaka), BKIIOYHTEIHO U QaTalHH clyuad (cpegHa BB3pacT: 84 roguHH; Bb3pacToB
uHTepBan: 78-88 roannn), O6mo npu 1,3% or nauuMeHTHTE, NIEKyBaHH ¢ APHIHIPA30A ¢4 ChOOIIaBaHH
uepedpo-BackynapHH HEXENaHW peakUUH B cpaBHeRHe ¢ 0,6% npu nanueHTHTe, NeKkyBaHu ¢ naaneto B
CLUIMTE MpOy4YBaHHS. Pasznukara He € CTaTUCTHYECKH 3HAYKMMA. BBNpekH TOBa, B €AHO KIHHHYHO
npoy4eane ¢ GHKCHpaHa no3a ce ¢bobllaBa 3a 3HaUMMa BPH3KA MEXAY JO30BHA OTTOBOP H LEpebpo-
BaCKYNapHHTE HeXENaHH peaKlHK NPy NALIMEHTH, JIEKYBaHH C apHIHIpa3o (BHKTe TouKa 4.8).

Ale'lHl'lpa.?.DJI HC € NMMOKAa3aH 3a JICYEHHEC Ha IICHX03a BCEACTBHE HA AEMECHIIHA.

XUnepriukeMua W 3axapeH auader
[Ip¥ nanueHTH, JEKyBaHM C AHTUNCHXOTHYHH AreHTH, BKIOYHMTEIHO APHIIHIIpA3oan ¢a ChoOLlaBaHM

CIy4aH Ha XHIEPIIHKEMHA, B HAKOH CIIyYaW TEXKAa M CBbpP3aHa C KETOAUMA03a HIM XMMEepocMonapHa
KOMa WA CMBPT. PHUcKOBlTe DaxTOPH, KOMTO MOTAT Aa AOBEAAT A0 NpPEIpa3NoNoKeHHe Ha TIallHEHTHTE
KbM TEXKH YCIIOXKHECHUS, BIJIIOYBAT 3aTAbCTABAHE H (paMunHa aHaMHeza 32 auaber. B kinHuunuTe
NpOYyYBAHUA Ha APUIHIpa3on He ca HabmoaaBaHH 3HaYMMHM PA3fIMKH B YECTOTATA HA HEKETaHUTE
peakiHH, CBLP3aHH C XHWNEPIJIHKeMH: (BKIKYATENHO AHA0ET) MIH N0 OTHOLIEHHE HAa AOHOPMHH
nabopaTopHH CTOMHOCTH Ha TMHMKEMHS B CpaBHeHHE ¢ mnale6o. HAMAa TOYHM AaHHH 33 PHCKa OT
CEBP3aHH ¢ XMIIEPIJIHKEMHA HEeXCJIAHH PEeaKiiy NMpHU MallieHTHTe, JIeKYBaHH CbC APUIIMIIPA30I H ¢ IPYTH
ATHITHYHH AaHTHNCUXOTHIW, 3a Aa MOXE Jla Ce HAlPaBH JUPEKTHO cpaBHCHHWE. llauueHTHTE, NIEKYBaHH ¢
KaKBHTO M Ja € AHTHICHXOTHLH, BKIIOYMTEIHO apHOHBNpa3on, Tpsabea aa Opgar npocneAsBaHH 3a
NpH3HALY M CHMITOMH Ha XMNEPIIIMKEMUA (KATO MOJMHAKIICHA, NoMuypus, nonndarua u cnabocTt), karo
NalMEHTHTE ChC 3axapeH AHadeT WM pUCkoBH (akTopu 3a 3axapeH Auader Tpabea penoBHO jAa Ouaar
MpoCheAABaHH 3a BJolIaBaHe Ha IMIIOKO3HUA KOHTpo (BIHXTE TO4Ka 4.8).

CBpPBLXYYBCTRHTETHOCT
IIpn neuenue c apuNHUNpa3on MOTaT Ja Ce MOABAT PEaKUHH HA CBPbXYYBCTBUTENHOCT, XapaKTepU3upalii

ce C AJIEprHYHH CHMNTOMH (BHXKTe TOuKa 4.8).

[loBHINABAHE HA TELNIOTO

YBeNHYaBaHe Ha TETNIOTO ce HabmoAaBa vecTo npy OONHH OT mM3odpeHHs K OHNONAPHA MaHKMS NOpajH
CBIbTCTBAINH 3a00JIABaHHA, YNOTpeOa Ha AHTUICHXOTHLUM, 3a KOHTO € H3BECTHO, Y€ TIPHUMHABAT
MOBHIIEHHE HA TETNOTO, HE3APABOCHOBEH HAYMH Ha KHBOT M MOXE Aa JOBelE N0 TEXKKH YCIOXKHEHHA.
[loBMIIaBaHE HA TEMNIOTO € CHLOOLIABAHO B MOCTMAPKETHMHTOBUA [IEPHOZ IPH NALMEHTH, KOHTO MPHEMAT
apunMnpa3on. Koraro uma takiBa ciydal, Te OOMKHOBEHO €a TIPH TIALMEHTH ChC 3HAYMTENIHH PHCKOBH
¢axTopH KaTo aHaMHe3a 3a nuaberT, HapyIUeHUs Ha IHTOBKHIHATA XJie3a ¥ aneHoM Ha xunodnsara. [Tpu
KNWHHYHKTE [IPOYYBAHHA HAMA AAHHM, Y€ apUMHNPA3oN NPEAM3BHKBA KIMHWYHO 3HAYMMO YBEJIHYecHHe
Ha TErNOTO NPH BB3PacTHH (BIDKTE TouKa 3.1). TIpH KIMHHYHATE NMpoyvYBaHHA NPH IOHOWA ¢ OUNOAApHA
MaHHA, apUIIMIPAa30N C€ acOLMHpa ¢ YBETHYEHHE Ha TErnoTo cien 4-ceaMuqHo jeyeHHe, HOHOMMUTE ¢
bunondapHa ManHg TpadOea na OBOaT npocnaensiBanH 32 yBENHUEHMe HA TETNIOTO. AKO YBENHYEHHETO Ha
TErNIOTO € KIHHHUHO 3HaYUMO, TPAORa 1a ce 0OMHCIH NOHHKABaHe Ha A03aTa (BlXTe Touka 4.8). ..

Oucharug




AHTHIICHXOTHYHOTO N€4ECHHE, BIIIFOYHTENHO apHNUNpPa3oN ¢€ CBbP3Ba ¢ e3odarsanHa HellOABHKHOCT H
acnipauud. Apununpasol TpsOBa Ja ¢¢ IpHiara ¢ BHUMaHUE MPU NAUMEHTH ¢ PHCK OT acmHpalliOHHA
THEBMOHHA.,

[1aTOJOTHYHA CKIOHHOCT KbM Xa3apT 4 APYTH pasCTPoOHCTBA B KOHTPOIA HA HMITYJICUTE
[TaneHTHTE MOTAT AQ U3{IHTBAT [IOBHINCHH BICYEHHA, 0COOEHO KbM Xa3apT, KAKTO H HEBB3MOKHOCTTA 34

KOHTPOJ HA Te3M BiCUEHHA, NOKATO NMpHEMaT apununpaszon. JIpyrure cwhoOUWEHH BeYEHHS BK/IIOUBAT:
NOBHILIEHH CEKCYATHH JKEJIaHHA, KOMNYJICHBHO [a3apyBaHe, npemkaaHe HiIH KOMNYJICUBHO NpeskIaHe H
ApYrH BHAOBE HMIIYJCHBHO H KOMNYJICHBHO NOBeJeHue. BaxkHO € JIeKapuTe, NpeANKCRAILH JeKapCTBOTO,
Ja pPasMUTBAT MALHEHTHTE HIH TexHuTe OONHOTNIEJAYH CHOELMANHO 33 DPA3BHUTHETO HA HOBO WIH
NOBUILCHDO BICYEHHE KBM XasapT, CEKCyalHH XE¢NaHud, KOMNYICHBHO IIasapyBaHe, IpesKAaHe HIH
KOMIYJICHBHO NpemXAaHe WIH JAPYTH BICYEHHUA 1O BpeMe Ha JieyeHueTo ¢ apununpason. Tpabea na ce
oTOeNeKH, 4Ye CHMITOMMTE HAa PAa3CTPOHCTBA B KOHTPOJA HA HMIYJICHTE, MOTaT Ja Ca CBbLP3AHH C
OCHOBHOTO 3a00JiBaHe; BBNPEKH TOBA, B HAKOH chy4ad ce ¢ho0llaBa 3a npeKpaTaBaHe Ha BACYEHHATA
NpH HaMallABaHe Ha Ao3aTa HIIH CIIHpaHe Ha NpHeMa Ha JiekapcTBoTo. PascrpoiicTRaTta B KOHTpONA Ha
MMIYJICHTE MOraT Ja HaBpeJAAT Ha NauWeHTa W JApyrH Xopa, ako He OwpaaTt pa3no3Hatd. OOMuciere
HaMalABaHE HA [03aTa WIH CIIHPAHEe HA IEKAPCTBOTO, aKO NMAIMEHTHT pPa3BHe NOAOOHH BASYEHHd, JOKATO
NnpuemMa apHITHNpas3on (Buwkre Touka 4.8).

ITauyeHTH CBC CHIBTCTRALL CHHAPOM Ha XHITEPAKTUBHOCT C HUIHUT HAa BHuManneTo (CXJIB, ADHD
Bbnpeku de OHnomspHOTO pasctpoificTBo THN [ Yecto ce cunbTeTBa o7 CXJ[B, AaHHHMTE 3a ChHBMECTHO
MPHJIOKCHHUE HA apHIHIIPAz0J] H CTHMYJIAHTH €a W3KNIOUMTENHO OrpaHHYeHH; MOPAAH Ta3d nNpH4HHA €
Heo0X0AMMO NOBHILIEHO BHRMAHNE, KOTATO TE3H JIEKApCTBa ¢a IPHEMaHH eIHOBPEMEHHO.

ITananud

ApHIHUIIPA30J1 MOXE Jda TNPHYMHH CBH/AHBOCT, MNOCTYpalHa XHMIIOTOHHA, MOTOPHA H CEH30pHa
HEeCTabHMIIHOCT, KOWTO MOraT Aa JoBejar A0 nNajanua. Heobxoaumo e BHHMaHME, KOraro ce JIeKYBAT
NAUHERTH ¢ MO-BHCOK pHCK M Tpabma na ce oOMMCIH To-HHCKA Hayansa Ao3a (Hamp. NalWeHTH B
CTApYeCKa BH3pacT WAU HITOLIEHH NALUMERTH; BXK ToUKa 4.2).

JUKAJIOP Tabaerku chabpkAT NakTo3a. [TaMEHTHTE ¢ peAKH HaclieqcTBeHH NpobleMH Ha ranaxkTos3Ha
HEMOHOCHMOCT, Lapp naxTazeH Ae¢DULUMT HIIU [IHK030-ralakro3Ha Manabcopbys He TpabBa aa npueMar
TO3HU JIEKAPCTBEH POAYKT.

4.5 BzapgmoaeHicTBHE ¢ APYIH J€KaPCTBERH NPOAYKTH H Apyra opMH Ha B3auMoJeiicTBHe

[Topann cBos al-anpeHeprHyeH peLENTOPEH AHTATOHH3IBM APHITHIIPA30) MOXKE Aa YCHAM edekra Ha
HAKOH aHTHXUIIEPTEH3HBHH JIEKAPCTBEHH MPOYKTH.

Iopann ocHornua edekT Ha apununpason sepxy LIHC e neo6xoauMo BHEMaHKE, KOraTO apHIHNPAa3O €
NpHtaraH B KOMOHHaLUsA C alkoxoa Miad JApyrd Biausemd Bupxy L[HC nekapcTBEHH TNpPOAYKTH C
NOTEHUHAAHA Bb3MOKHOCT 33 [TOABA Ha HEXEJAHH NEeKAPCTBEHH PEaKIHK KaTo cefupaHe (BIKTE TOYKA
4.8).

HeobxoauMo € BHUMaHHe, aKO apUIIHNPa30]l e NpHeMaH CEBMECTHO C JIEKApCTBeHH NPOAYKTH, 38 KOHTO €
M3BECTHO, Ye yabkasar QT vWHTepBana MW MPHYMHABAT ENEKTPOJIUTEH Nuchananc.

[loTennyan Ha APYrd NEKapCTBEHH NPOAYKTH Aa Bb3ACHCTBAT BHPXY 8PHIHNpPa30iL
NHXHOBTOPBT Ha CTOMaUIHaTa KMCENMMHHOCT, HZ2 aHTaronucra ¢aMOTHIHH HaMaisBa CKOpOCTTA Ha

abcopbuMa Ha apuNUIPazoN, HO TO3M ePeKT HAMA KNMHHYHA 3HAYHMOCT.
Apununpazon ce Meraﬁonnaﬂpa ype: MHOXKECTBO MeTalONNTHH IHTHIIA, BXIIOYBALIH EHSHMHTB

103aTa NpH nymaqn.




Xunuoun u opyeu CYP2D6 unxubumopu

B xn1MHMYHO npoyuyBaHe npH 3apaBu cybexktn MownusT HHXHOHTOp Ha CYP2D6 (xMHHAKH) MOBHUIABA
AUC Ha apununpaszon cbe 107%, nokaro Cmax ocraBa HenpomeHeHa. AUC u Cmax Ha Aexuapo-
apUIMIpPa3os, aKTHBHUAT MeTaboHT ce noHwkasar ¢ 32% u 47%. [ozata apununpazon TpaOea aa Obie
NOHHKEHa NPUONM3IMTENHO HAMOJOBHHA CHpsMO o0OW4YaiiHATA NPEeANMCBaHA 1033 NpPH CHBMECTHO
NPHIIOKEHHE HAa apHITHTIpasol H XMHMAMH. OYakBa ce Apyru cwiHA HHXuObutopu Ha CYP2D6 xaro
GAyoKCEeTHH M NMapOKCETHH JAa HMAT CXOAHU edeKTH M, Nopajd TOBA CE NpPenopbuBa JAa C& MPHI0XKH
CXOJHO NOHMKEHHE HA J03aTA.

Kemoxonason u opyau CYP3A4 unxubumopu

B KNHHHYHO NPoOy4YBaHE NpH 3ApaBH cybexkTH MowHHAT HHXHOHTOp Ha CYP3A4 (keTokoHa3zon)
nosymwasa AUC u Cmax ¢ 63% u 37%, pecnexktuBHo. AUC u Cmax Ha JeXHApO-apMIIHIpa3’of ce
noBUHLIABaT CbC /7% H 43%, pecnekTHBHO. [Ipu cnabute meraGonmusatopn Ha CYP2D6 CbBMECTHOTO
NpHIoKeHHe Ha MOWHH HWHXHOMTOpH Ha CYP3A4 mMoxe faa JoBele [0 TO-BHCOKH Iia3MeHH
KOHIUEHTpALHK Ha apHIUNpa3oll B CpaBHEHME C Te3W npH Obp3uTe MeTabonusatopu Ha CYP2D6, Koraro
ce 0OMHCIS CBEBMECTHO NPHJIMKEHHE HAa KETOKOHA30A HJIH Jpyr cuiieH HHXHOWTOop Ha CYP3Ad4 ¢
apUIMHNPa30J, NOTEHUHATHUTE I0N3H TpsabBa A3 HAABHILABAT MOTEHIHATHHTE PHCKOBEe 3a MalieHTa. B
¢cly4yal Ha CbBMECTHO MPHNOXKEHHE HAa KETOKOHA30d W apMIMNpas3oll, A03ara apHmHmpason tpabsa na
OBae noHmwKeHa NPUONH3INTENHO HAMOJIOBUHA CNpAMO o0OH4aiiHaTa MpeanHcBaHa Ao3a. [TopoOun edextn
MOXe JIa C& OYAKBAT ¥ NPH OpYrH MowHU UHXUOMTOpH Ha CYP3A4 kato utpakonason W HIV nporeasuu
MHXHOUTOPH, MOpanH KoeTo € HeoOXONUMO 1a Ce MPHAOKH CHUIOTO NOHHMKEHHE Ha J03aTa (BHXKTE TOYKA
4.2). I1pn npeycranossBane npueMa Ha HHXxubutopn Ha CYP2D6 unn 3A4 nozara apunumnpason Tpadosa
Ja Obje NoBHINEHA N0 HHBATA NPEH 3ano4YBaHe Ha CbBMECTHOTO jNedyeHue. Korato cnabu MHHXMOUTOpH
Ha CYP3A4 (nmanp. puntuazeMm) Wi CYP2D6 (HanpuMep ecLuTanonpaMm) ¢e NpHIaraT CEBMECTHO ChbC
APUIIHIIPA30 MOXKE AA ce 0YAKBAT CJIA0H NOBUIUEHUA B MIAIMEHHTE KOHUEHTPAUHH Ha apMITHIIPa3olL.

Kapbamazenun u opveu CYP3A4 unoyxmopu

Cnen cbBMecTHO npHIOXKEHHe Ha kKapbamazenmuH, cuileH uHaykrop Ha CYP3A4, W nepopanen
apunMnIpason Ha TMAUMEHTH ¢ WH30PPEHUs MIH 1IH30a(eKTHBHO Pa3CTPOHCTBO, HIMEPEHHTE
reomerpHuHE cpeaHd Cmax u AUC Ha apununpason ca O6unn cbpotBeTHO 68% W 73% MO-HHCKH B
CPaBHEHHE CBhC CIYYaUTe, B KOUTO apununpason (30 mg) e npueMman camoctoateano. [ogobuo Ha Toa,
reoMeTpuuHuTe cpeagHd Cmax # AUC Ha pexunpo-apumumpaszonl chefl ChbBMECTEH NpPHEM Ha
kapbama3zeniH ca 6uau cboTReTHO 69% 1 71% MO-HHCKHU OT TE3M ClIe] JIEYEHHE CaMO ¢ apHITHIIPA3ol.
Hozata apununpazon Tpabera Aa Ce yABOH IPH CHBMECTHO MNPHIOKEHHE HA APHIIHNPAa3on H
kapbamazenuH. [lonoGun edexTi MOXKe a Ce OYAKBAT H NPH CEBMECTHaTa ynotpeba Ha apHIHIPa3on H
Apyru MollHR uHayktopu Ha CYP3A4 (karo pudamnuuuH, dpenutous, ¢enobapburtan, mpHMHION,
epaBUpeHll, HEBUPAMMH W XBJIT KAHTAPMOH), KOETO Hajlara mogoOHO moBHMInaBaHe Ha Aosata. Chen
NPEYCTAHOBABAHE TIPHEMAa Ha CHIIHH HHAYKTOpH Ha CYP3A4 pozara apununpason tpabsa na 6npe
HaMmajieHa J0 [IperopbuHTEIHATA J034.

Bannpoam u numui

ITpu cBBMECTHO NpHIOKEHHE HA BAJINPOAT WIH JHTHH C apHIHNOpa3o] He € HaOHIoAaBaHa KIMHHYHO
3HAYMMa NMpOMAHA B KOHUEHTPALHHTE HA apHIIHNIPA30on H NopalH TOBA He € HeoOXOAUMO KOpHUrHpaHe Ha
103274, KOraTo BANIpoaT HIH JIUTHH Ce IPUJIaraT CbBMECTHO C apUITUIIPa3ol.

[loTeHuHan Ha apunUNpaso Aa Bh3AeHCTBA BPXY JPYIH JCKAPCTBEHH MPOAYKTH
B xanHu4yHHTE NpoyuBaHHs AHEBHH 103H 10 mg — 30 mg apunumpason He ca MoKaszanH 3Ha4yuM edext

BEpXy M™erabonmniMa Ha cyOctparute Ha CYP2D6  (chboTHOLIEGHHMETO AEKCTPOMETOP
MetTokcumopdunan), CYP2C9 (Bapdapun), CYP2C19 {omenpazon) n CYP3A4 (zexcrpo




CYP1A2-menuupanusa MeTabonussM in vitro. [lopagu ToBa He ce ouakBa apHMHIPAa30oN Ja JOBeAe 10
KNHHUYHO 3HAMHMH B3aMMOACHCTBHR ¢ NEKAPCTBEHH NPOAYKTH, MEAWHPAHA OT TE€3H €H3UMH.

Koraro apununpason ce npHema CbBMECTHO C BRIINMPOAT, JHTHI WIH JaMOTPHIHH He ca HaOmojgaBanu
KTHHHYHO 3HAYHMH MTPOMEHH B KOHIEHTPALMKMTE HA BAJIIPOAT, INTHH H IAMOTPHIHH.

Cepomonunog Cunopom

CpobuiaBaHu ca cly¥an Ha CEPOTOHHHOB CHHAPOM TIPH MALHEHTH, KOMTO MpHeMaT apUiunpason, KaTo €
BB3MO)XHA N0ABA HA NMPHU3HALK HIH CHMIITOMH HAa TOBa CLCTOAHHE 0CODEHO NMPH CHBMECTHO NMPHIOKEHHE
Ha APYTH CEpPOTOHHHEPTHYHH JieKapcTBeHH mnpoaykru kato CHMO3C/ CUO3CH wnu ApYTH AeKApCTBEHM
MPOJAYKTH, 3a KOHNTO € H3BECTHO Y€ [TOBULIABAT KOHUEHTPALUHUTE HA APHITHNPa30 (BIXKTE Touka 4.8).

4.6 @epTRANTET, OPEMEAHOCT H KBPMEHE

bpeMeHHOCT

He ca nposexaany agekBaTHH H J00pe KOHTPO/JMpAHHM NMPOYYBAHHWA HAa ApHNUIPa30n MpH OpemMeHHH
KeHH. ChoOIaBaHH ca KOHFEHUTaNINH AHOMAIHH; BBIPEKH TOBA HE MOXE Ja C€ YCTAaHOBM MpPUYHHHA
BPE3Ka ¢ apHITHIIPA30JL.

[IpoyuBauHaTa NMpH XHBOTHH HE MOratr Ja M3KIYaT MOABATA HA NOTEHIHaNHa TOKCUYHOCT (BHXKTE
Touka 5.3). [laupenture TpaOBa A4 OBJAT MHOCHBETBAHH Ja YBEJOMSAT JIGKYBallMf JIeKap, aKo
3a0peMeHedT WM TUIAHHPAT OpEMEHHOCT IO BpeMe Ha JiedeHHeTo ¢ apunmunpason, Ilopaau nuncara Ha
JOCTATBYHO MHGOpMalIHMA Ha O¢30nmacHOCTTa npH Xopa H MOPajH OMNAaceHHd, Bb3HHKHAIH NpH
PENPOJYKTUBHHTE NMPOYYBAHKHA [PH >KMBOTHU, TO3H JIeKapcTBEH NMPOAVKT He TpsOBa Ja ce npuaara no
BpeMe Ha OpeEMEHHOCT, OCBEH AKO OYAKBAHHTE M10J134 ACHO ONpaBAaBaT MOTEHIHAHHA PHCK 34 IUIoJa.

[Ipy HOBOpoZEeHWTE, H3NOKEHH HA AHTUNCHXOTHIM (BKIIOYHTETHO APHNMIIPA30N) INpe3 TpPEeTHA
TPUMECTBP HA OpeMEHHOCTTa, CHIIECTBYBA PHCK OT HEXKENAHH JIEKAPCTBEHW PEaKlUMH BKIKYHATENTHO
eKCTPANHPAMHJHK CHMITOMH W/ WM CHMIITOMH Ha OTHEMAHE, KOWTO MOTAT Ja BapHPAT NO TEXKeCT H
NPOABIDKUTENHOCT ¢ieA paxiaHero. CpobmaBaHd ca Clyyad Ha BB30yla, XUNEpPTOHMA, XHIIOTOHMS,
TPEMOp, ChHIMBOCT, PECNHPATOPEH AUCTPEC WNH HapylleHHs B xpaHeHeTo. [lopagn ToBa HOBOPOJAEHHTE
TpabRa Ja ObaT BHUMATENHO NpociensBaHH (BHxTe Touka 4.8).

KbpMeHe
Apnnunpason ce o1Zend B kbpMata. TpabBa 1a ce BieMe pelleHHe JATH [a Ce MPeYCTAHOBH KbPMEHETO

HIH Ja ce NpeKpaTH/NPEyCTAHOBH Tepalus ¢ APHIMNpAa30d, KAaTo Ce B3eMaT NpelBH] [0J3aTa OT
KBPMEHETO 32 AETETO H TION3aTA OT JEYeHHETO 3a JKEeHATA.

Qeprunurer

Apununpason He yBpexia (EPTHAMTETAa Bb3 OCHOBa HAa AAHHH OT NpOYYBAHHA 33 PENPOZYKTHBHA
TOKCH4YHOCT.

4.7 Edexrn BHpxy cnocobHocTTa 32 mohHpane H paloTa ¢ MAIIHEH

APHIIHIIpa30I OBAMABA B MAJIKa JO YMEPEeHa CTENeH cnocoOHOCTTa 3a modmpane 1 paboTa ¢ MalllMHH B
pe3syaTar Ha NOTEHLHAIHHTE e(QexTH BbPXY HepBHATa CHCTEeMa H 3PEHHETO KkaTo ceaalua,
COMHOJIEHTHOCT, CHHKOII, 3aMBIJIEHO 3PEHHE, ZUNAONHA (BIXKTE TouKa 4.8).

4.8 Hesxkennann 1eKapeTBeHH peaKnHA
Pesiome Ha npoduna Ha bezonacHoCT
Haii-yecTo crobiaBanuTe HEKENAHH TEKAPCTBEHH PEaKUMH B Mianebo KOHTPONMPaHHTE M3MHTBAHUA ca
aKaTH3HA M FajicHe, BCAKA MOABABAILA CE NPH 10BeyE OT 3% OT NMALHEHTHTE, JICKYBAHH g7 URIP
epopaHo. f




TabnuuyeH COHCHK HAa HEKENTAHUTE PEAKIIHH
YecroTara Ha HexenaHu JekapcTeeRH peakuud (HJIP), cepp3ann ¢ apununpason ca usdpoeHH B Tabnuia

no-gojiy. Tabnuuara ce OCHOBaBA Ha HEXENAaHH CBHLOMTHA, AOKNAABAHH MO0 BpeMe Ha KIUHWYHK
NpOoy4YBAHWA H/MIH MOCTMAPKETHHIOBA yroTpeba.

Benuxu HIIP ca u3bpoenu mo cucTeMo-opraHeH Kiac H yecrora; MHoro uectd (=1/10), yectu (=1/100 no
<1/10), veyecty (=1/1 000 po <1/100), peaku (=1/10 000 mo <1/1 000), muoro peaku (<1/10 000) u ¢
HEH3BECTHA YECTOTA (OT HATHYHHTE JaHHH He MOXe Aa Obje HanpaseHa oueHka). [Ipu Bcako rpynupasde
O YEeCTOTA HEXKENMAHHTE pPeaklWd ¢a NpeICTABCHH B HW3XOJALl peA [0 OTHOIUEHHE HA TAXHATA
CEPHO3HOCT.

YecToTata Ha HEXEIIAHHWTE PEaKLMH, CHODIIEHW MO BpeMe HA NOCTMapKETHHroBaTta ynorpeda, He Moxe
Aa Obje onpeneneHa, Thi KaTo Te ¢a NOJydeHHM 0T CIOHTARHH chobmenun. CneaoBaTeNHO YeCTOTaTa Ha
Te3H HeXENaHH CbOUTHA ce OnpefieNia KaTo ,,C HEW3BECTHA 4ecTOTa (0T HATHYHHMTE AAHHH HE MOKe Aa
Obae HanpaBeHa OLEHKa)".

YecTH Hedgectn C Hen3BeCcTHA Ye€CTOTA

Hapymiennst na JleBKoneHHA
KPBBTA H 1AM BaaTa Heyrponenus
CHCTEM3 TpomOouuToneHus

Hapymenna Ha AJlepruyHa peakius
HMYHHATA CHCTEMA (HanpuMep
aHa(HIaKTHYHA
peakilus, aHTHoeaeM,
BIJTIOUHTENHO NMOAYBaHE
Ha e3HKa, eJeM Ha
€3HKa, eleM Ha JHLIEeTO,

[APYPUTYC HITH
YPTHKapH4)

Hapymenus Ha XunepnponaktiHemua | JduaberHa
eHIOKPHAHHATA XUNepoCcMoJlapHa KoMa
CHCTEMA JInabeTRa KeToanuno3a

Hapymenns Ha 3axapeH nuaber XUnepriivkeMus XHIIOHATPUEMHS
MeTaboIAIMa H AHOpeKcHi

XpaHEHETO HamanasaHe Ha TernoTto
Y BEIK4YABAHE HA
TEraoTo

Ienxnaan beacbHUE Henpecus CyduueH OIuT,
HAPYIICHHASN TpeBoxHoOCT XHUIEPCEKCYATTHOCT CYHLIMHA HACALIHA H
beanoxoHCcTBO H3BBPLICHO
caMOoyOHniicTBO (BHXKTE
TOuka 4.4)
[Taronoruuno Baeyenune
KBbM Xa3apT
Pasctpoiicrsa B
KOHTPOJA Ha
HUMITYJICHTE
ITpesxnane
KoMnyncusHO

ma3apyBaHe




YecTH HedecTHn C HeH3BECTHA 9€CcTOTA

ArpecHs
Bn30yna
HepsHoct

HapyweHns Ha AKaTH3INnA Tapnusna auckunesus | Heppomentauen
HepBHATA CHCTEMA ExcTpanupamMusHu JMCcTOHNA MAIMTHER CHHAPOM
HApPYLICHHA (NMS)

Tpemop ["eHepann3npanu
['masoGonue TOHUYHO-KJIOHHYHH
Cenauun MpHUNagsux Tan “grand
CoMHoONeHTHOCT mal”

3aMasHOCT (CepoTOHHHOB CUHAPOM
Hapymenus Ha rosopa

Hapylenaus Ha ounTe | 3aMbIVIEHO 3peHHe Hunnonvd Oxynorupuysa Kpusa
Dorodobus

Chpaevnn HapymeHus Taxukapaus BHesanua HeobacHuMa
CMBPT

[TonumopdHa kamepHa
Taxukapaua (Torsades
de pointes)

Y avnxaBane Ha QT
WHTEpBAaJa

KamepHn apuTMum
CopaeyeH apect

bpagvxapaus

CLaoBH HApYIIeHHAA OpTtocraTHy4Ha BenozHa

XHIIOTOHHA TpoMBoeMbonus
{BKNIOYHUTENTHO
benoapobua emOonNnAa 1
JbNOOKA BEHO3HA
TpoMO034a)
XHIEPTOHUA

CrHxon

PecnunparopHn, XBJILJaHE AcnUpalHOHHa
IPLAHH H TTHEBMOHHA
MeNHACTHHAJNKA JlapuHrocnazmm
HApYIICHUR Opodapunreanen
C1a3bM

CroMamHO-9peBHA KoHcTHnanus [laHkpeaTHT
HAPYLICHHH Hucnencus Hucdarus

['anene Jinapns
Xunepcannpaluua Kopemen auckomdopT
ITospriuane CroManieH nuckoMopt

XenaTobnanapHn YepHoapolHa
HAPYILCHHS HEOCTATHYHOCT
Xenatur
JKbnrenuna

[ToBHuIeHA oy
aMHHOTD o N
/’%:: A




YeeTH

HegecTn

C Hens3BEeCTHA Ye€CcTOTA

IToBumena acnaprar

aMHMHOTpaHc(epa3a
(AST)
[loBhuieHa ramMa
rTyTaMHI TpaHcdepasa
(GGT)
[TopuiIEHa anKaiHa
bocharaza
Hapymenus ga O6pue
KO/KATA H NOAKO0XKHATA Peakuus Ha
ThKaH $OTOUYBCTBHTENHOCT
Anoneuus
XHUNepxuapo3a
HapyimeHHs Ha Pabnomuonuiza
MYCKYAHO-CKeNeTHATA Muasrus
CHCTEMA H CkoBaHocT
Che¢IMHHTENHATA
ThKAH
Hapyuennn HA WM hKoHTHHEHIINA Ha
OL6pennTe B YPHHa

NMHROYHHTE¢ NHTHINA

3aabpxaHe Ha ypHHa

CheTogHESA, CBLP3AHA
¢ GpeMeHROCTTA,
pPOAOBHA K
NOCJIEPOIOBHA HEPHOA

CHHIpOM Ha OTHEMaHe
[IPH HOBOPOJAEHH
(BHUXTe TO4KA 4.6)

Hapymenng Ha
pPenpOAYKTHBHATA
CHCTEMA H IEPAHTE

[Ipuanu3em

OO0 BApyHIeHHs H
e¢peKTH HA MACTOTO HA
IpHJIOKEHHE

YMopa

Hapyiienus B
TEPMOPETYIALHATA
(HanpuMep
XMNOTEPMUS, NHPEKCHA )
bonka B repaure

[Iepudepen orok

Hicneapanusa

[Toeuiena KpeBHA
3axap

[T1oBuineH rnukupax
XeMornoOuH
OnyKTyanua Ha
KPBbBHATA 3axap
[loBuineHna kpeaTHHHUH
dochoxrHaza

Onucanne Ha n30paHM HeXeNaHW PeaKiiiy

Buwv3pacmuu

Excrpanupamugnu cumntomu (EINC, EPS):
Hluzoppenus — npu NPOALKKTENHO, 52-CeAMHYHO KOHTPONMPAHO NpOYUBaHE, NpH MaLy
JIeYEHHEe ¢ apuIIHIpa3osi KaTo LAI0 € HaOmoaaBaHa no-HHeka dectota (23.8%) Ha EI
NAPKHHCOHW3bM, AKATH3IHA, RWCTOHHA U JAMCKHHEINS B CpPABHEHHE C TALHEHT




xanonepraon (37.3%). Ilpn npoasiKUTENHO, 26-ceaMHMHO Nanefo KOHTPOJNHMpAHO NPOYYBAHE,
yecrorata Ha EINC e 6una 19% npu nauueHTuTe, NekyBaHu ¢ apununpason, ¥ 13.1% npu nauHeHTHTE HA
nmnauebo. IIpe Apyro mpoabMKHTENHO, 26-CEAMUYHO KOHTPOJHpaHO TpoyusaHe, yecrortata Ha EINC e
Ouna 14.8 % npu manMEHTHTE, NeKyBaHH € apuniMnpason, W 15.1% npH NanHeHTHTe, JAEKYBaHH ¢
ONlaH3aIIHH.

Manuinu enusoou npu bunoaapuo pascmpoucmeo mun I — npu 12-ceqMUuHO KORTPONHPAHO NPOYYBAHE
yecrotaTa Ha EIIC e 6una 23.5% npu nanpeHTUTe, NeKyBaHd ¢ apununpason, ¥ 53.3% npH naiHeHTHTe
Ha xanonepuaon. [1pu apyro 12-cenmuyno npoyusane yectorara Ha EIIC e 6una 26.6% npu nayuneHTHTE
Ha apununpason H 17.6% npH Tesu, nekyBaHH ¢ JUTHH. [Ipn apnrocpovtiara 26-ceaMu4Ha moaabpKala
daza Ha nnanebo kOHTpoaHpaHO npoyuBaHe dectotata Ha EIIC e Omna 18.2% mnpH mauueHTHTE Ha
apununpason ¥ 15.7% npu naurenTHTe Ha naauedo.

Axamusus

[Ipu nnane6o KOHTPOAMPAHMTE NPOYYBAHHA HECTOTATA HA AKATH3UA NPH NALHEHTHTE ¢ OHMITONAPHO
pascTpoicTBo ¢ 6una 12.1% npu apununpazon B 3.2% npn nnaunebo. [Ipu nauverTHTEe ¢ MKU30QPEHHA
eCTOTaTa Ha akaTn3uAa € 6una 6.2% npu apununpazon u 3.0% npu nnanebo.

Hucmonus

Peaxyus, cavpzana c nexapcmeenun krac: CUMITOMHUTE HA JUCTOHHSA, YABMKEHH a0HOPMHH KOHTPaKL[HH
Ha MYCKYNIHH TPYIH, MOrar aa ce MpOABAT NPH YYBCTBHTENHH HHIWBUAN Npe3 N'bPBHTE HAKONKO JHH OT
neyeHuero. CHMITOMHTE Ha [ANCTOHHA BKJIIOYBAT: CHa3bM HA MYCKYJIMTE HA Bpara, TOHAKOra
nporpecupamy A0 CTAraHe B rbPIOTO, TPYAHOCTH NpH NPErTbLUAHe, 3aTpyAHEHO aulnaHe W/ MIH
MPOTPY3UA Ha €3MKa. BBOPEKH Ye Te3u CHMITOMH MOTAT Aa ¢¢ NOABAT NPH HHCKH AO3H, T¢ CE€ NOABIBAT
MO-4€CTO H €2 MO-TEKKH NPH NMO-MOLIHHUTE H [IPUIATAHH BLB BUCOKH JAO3H aHTHIICHXOTHYHH NIEKAPCTECHH
NPOAYKTH OT IThpBa reHepauns. IloeuineH pHCK OT OCTpa HHMCTOHHA € RHa0mMoAaBaH NMPH MBXKE H NPH
NALUUACHTHUTE B [10-MJ1a1a Bb3PAacT.

IIponaxmun
[Ipy KAHHHYHHM TIpOyYBaHHA [IpH OAOOPEHHTE MOKAa3aHHS H B MNOCTMApKETHHTOBHA NEpHOA NpH

NPHJIOKEHHE HA apMIWNpas’on ca HaOnioJaBaHH KAKTO MOBHLIEHHE, Taka H MOHWXKEHHMEe B HMBATA HA
CepyMeH IIPONAKTHH B CPaBHEHHUE C H3IXOAHUTE CTOHHOCTH (BHIKTE TOUKa 5.1),

Jlabopamopru napamempu

Ilpu cpaBHEHHE MekAy apHnunpazon R Wiauebo Mo OTHOoIEHHE Ha Opos MauMeHTH, OPR KOHUTO Ca
HabnionaBaHU KIMHHYHO 3HAYMMH NMPOMEeHH B PYTHHHMTE 1abOpaTOpHE ¥ AHNHAHMTE MapaMeTpH (BHXTe
TO4YKa 5.1), He ca HaOMJABaHH KIIMHHYHO 3HAYHMH pasnuyuA. [ToBHineHH HuBa Ha KOK (kpeaTHHHH
pocokHHa3aTa), OOHKHOBEHO INPEXOOHH H acCHMNTOMATHYHM, c¢a HabmogaBanH 1pH 3.5% ot
NAllHEHTHTE, JIEKYBaHH C apHITHIIPa3od], B cpaBHeHueE ¢ 2.0% oT nalueHTHTe, moyvaBalH nnaueto.

IeanaTpyuyHa DONyaalys
HTwsoghpenua npu rwonowu na u nao 15 zodunu

[Ipu kparkocpouHo ninane®0 KOHTPOJHpaHO KIMHWYHO H3NnuTBaHe, BKmousauo 302 wxowwm (13-17
roAHHH) C WH30(QpEeHHd, YeCTOTATa ¥ BHABT HA HEKENAaHHTE peakiUK ca GHIM CXOOHH C TE3W MpH
BB3PaCTHH C H3KIIOMEHHE HA CNEAHHWTE peaKIiHH, KOHTO ca ¢bOOIMaBaHH MO-4€CTO MPH KOHOLIH, KOHTO
NpHEMAaT apHITHNPA30Jl, OTKOJAKOTO MPH BB3PACTHH, KOHTO NPHEMAT apHIIMIPa3odl (M NO-4eCTO OTKOJIKOTO
npyu naauebdo): cbHNMBOCT/ CEAMpaHe W eKCTPANHpPAMHIHKM HAPYIIEHHS ca ChoblaBaHH MHOTO 4ecTo (>
1/10), a ¢cyxoTa B ycrara, NOBHIIEH aNETHT H OPTOCTATHYHA XHMOTOHMA ca choOinaraHu uecro (> 1/100,
< 1/10). T

[IpodumeT Ha Ge30macHOCT MpH 26-ceIMMYHO OTBOPEHO paslIHPEHO H3MHTBaHE € OH
HaOnoAaBaH B KPATKOCPOYHO IIaned0 KOHTPOIMPAHO H3MHTBAHE,

-..__\_L



[Tpo¢ureT Ha Ge30MACHOCT Ha ABATOCPOYHO, ABOHHO-CIAMNO, NALEb0 KOHTPOIHPAHO MPOYYBAHE € ChIIO
CXOJ€H, C H3IKIIYEHHE Ha CACAHHTE peaklWd, KOHTO c€ cho0IaBar Mo-4ecTo, OTKOJKOTO IIpH
NeAUATPUYHY MALWEHTH, npueMmaml mnanefo: decto ce choOlaBa 3a HaManspaHe Ha TEMIOTO,
NOBHILABAHE Ha UHCYIHHA B KPBHBTa, apHTMHS H ieBKonenua (= 1/100, < 1/10).

B u3bpana roHowecka nonynauns ¢ mu3odppernd (13-17 roarun) ¢ eKcnosuiHa A0 2 rOAHHH, YECTOTATA
Ha HHCKH HHBA HA CEPYMEH MPOJAKTHH NPH IOHOLIH OT XEeHCKH NMoa (<3 ng/ml) 1 MbxkH non (<2 ng/ml)
e buna crotBeTHO 29.5% u 48.3%. B ronomeckata monynauus (13-17 roaumnu) ¢ wuzodpeHHs, c
€KCTIO3HLIHMA Ha apurmunpason ot S mg g0 30 mg B nNpoAbLIKEHHE Ha Hail-MHOTO 72 Mecela, YecToTaTa Ha
HHCKH HHBA Ha CepyMeH MPpOJaKTHH IPH IOHOLIUTE OT XXEHCKH mon (<3 ng/ml) 1 MbxkH mon (<2 ng/ml) e
6una croTBETHO 25.6% 1 45.0%.

B nBe abparocpounn npoy4dBaH#A NpH 0HOWH (13-17 roaMseu) ¢ mu3odpeHHs U MaHEHTH ¢ OMMONAPHO
pasCTPOHCTBO, JIEKYBaHH ¢ apUIHMNpPa3oll, YECTOTaTa Ha HUCKH CEPYMHH HHMBa Ha TIPOJIAKTHH NMpPU KEHH
(<3 ng/ml) u Mbxke (<2 ng/ ml) ¢ cboTBeTHO 37,0% U 59,4%.

Manuiinu enusoou npu bunoaapro pazcmpoticmso mun I npu ronowu va u Had 13 2o0unu

YecroTara ¥ BUALT Ha HEXeNAHH peakluu MpH KHOWH ¢ OGumonapHo pascrpoiicTBo Tdun 1 ca O6unm
CXOAHM ¢ Te3d, HAOMOAABAHY TIPM BBL3PACTHH, ¢ MIK/IIOUMEHHE HA CIICAHWTE PeaKiMK: MHOID vecTH (>
1/10) ceanusoct (23.0%), exctpanupaMuano Hapyienne (18.4%), akatnang (16.0%) 1 ymopa (11.8%);
H 4YecTd (= 1/100,< 1/10) 6onka B ropHara 4acT Ha KOpPeMa, YCKOPEH IYJIC, YBENHYEHHE Ha TErJoTo,
MOBUIIIEH ATICTHUT, NOTPBIIBAHE HA MYCKYJIMTE H AUCKHHE3NA.

ChaenHWTe HexeNaHH peakUHH €a HMMaldM BEpPOATEH J03033aBHCHM XapakTep: CKCTpalHupaMHAHO
HapylleHHe (dectoTa € Ouna 10 mg — 9.1%, 30 mg — 28.8%, mnauebo — 1.7%,); u akaTu3us (MecToTa €
buna 10 mg — 12.1%, 30 mg - 20.3%, mnaueto — 1.7%).

CpeaHHMTe NpoMeHH B TEIECHOTO TErNio NpH IOHOMIH ¢ OunonapHo pascTpoiictBo Tin 1 va 12 u 30
ceZIMHIIa Ha apunmunpason ca 6unu 2.4 kg u 5.8 kg, a 33 nnauebo — chorsetHo 0.2 kg u1 2.3 kg.

B neauwatprHuHaTa MONyJNauHa CHHIMBOCT M yMopa ¢a HAOMOJaBaHH MO-YECTO [PH MALMEHTH C
6UMONAAPHO pPa3CTPOHCTBO B CpaBHEHHE C NALHEHTH ¢ IH30PpeHn.

B nepunarpuynara nonynauus (10 — 17 roguuy) ¢ 6unonapHo paszcTpoiicTBO C €KCNO3HIHA 10 Hafi-MHOTO
30 ceAMHLIM, YeCTOTATa HA2 HHCKH HHBA HA CepYMEH NMPONAKTHH MPH IOHOIIH OT *KEHCKH noi (<3 ng/ml) u
MBAKKH o (<2 ng/ml) e 6una crorseTHo 28.0% 1 53.3%.

Ilamonozuyso eneyenle KoM Xa3apm u Opy2u pascmpoticmsa 8 KOHMPOaa HQ UMRYACUME

BbamokHa € T1M0oABa Ha MATOJONHYHO BJCYEHHE KbM Xa3apT, XHNEPCEKCYANTHOCT, KOMITYJICHBHO
nasapyBaHe M MpeKJaHE WIH KOMIIYJICHBHO HOpEskKIaHe MpH MalHeHTH, JIEKYBAHH C apHIHIpa3ofn
(BHKTE TOYKA 4.4).

Crobinapane Ha NOAOSHPAHN HEXKENAHH peakliHH
CrobinaBaHeTo Ha NMOAO3HpPaHH HEXKETAaHH peakUuMH clel paspeuiaBade 3a ynotpeba Ha NeKapcTBEHHS

NpoAYKT € BaKHO. 10Ba Mo3BonsBa JAa NpoabJkd HabnioReHHETO HAa CHOTHOLUEHHETO MON3a/ PHCK 3a
feKapcTBeHHs NpoAyKT. OT MeaMLIMHCKHTE CIEHAIMCTH ¢€ M3HCKBAa Aa ChoOIuABaT BCAKA MOJO3HpaHa
Hee/laHA peakLus Ype3 HAUHOHAJIHATA CHCTEMA 33 ChoDIIaBaHe:
HansnHUTENHA areHlMs 110 NeKapcTRaTa

yi. ,Jlamau ['pyes” No 8,

1303 Codus,

Ten.: +359 2 890 3417




yeOcaHT: www.bda.bg

4.9 IIpeno3upane

[IpH3HALIM ¥ CHMINITOMH

[Ipy knMHM4YHHTE TIPOYYBAHHA H B MOCTMAPKETHHIOBHA ONHT € YCTAHOBEHO CHYYAHHO HIH YMHIUIECHO
OCTPO MPEAO3HPaHe ¢ APUIHMIIPA30oJ] NpM Bb3pacTHH ¢ Jo3H A0 1260 mg Oe3 daranunm cnyuam.
[IOTEHIHANHATE KIUHUUHO 3HAYUMH HaAONIOAABAHKM NPH3HALM M CHMOTOMH BKIIOYBAT JIETApTHA,
MOBHLIEHO KPLBHO HANAraHE, CbHNUBOCT, TAXUKAPAHA, rajicHe, OBPLIIAHE U JHapusa. B nombiaHeuune ca
cboOMaBaHl H ciy4yad Ha cmyvaliHo npemosupaHe caMmo ¢ apunmunpazon (a0 195 mg) npu geua Ges
paranun cnyvau. [MoTeHHMATHO CEPHOSHHUTE KAHHHYHHM MPH3HALM H CUMNTOMM BKMHOYBAT CHHJIHMBOCT,
npexonHa 3aryda Ha Chb3HaHHE H eKCTPANHUPAMHIHH CHMITTOMM.

JleueHnue npu npeao3upane

OBnasidBaHeTo Ha MNpefo3HpaHETC TpabBa Ja BKIKOYBA NOAOBPXKAINO JE€YEeHHE, OCHTYPABaHE
NPOXOJUMOCTTA KA AMXATETHHTE NBTUILR, OKCUI€HAllMd W BEHTHNALHA H OBIAJABAHE HA CHMIITOMHTE.
Tpabea na Obae oOMHCIEHA BBE3MOXKHOCTTA 3a YNOTpeda HA HAKOJKO JIEKapCTBeHW npoaykra. Iopaau
Ta3H NpHYHHA He3abaBHO TpPAOBa lla Ce MpeAnpHEeMe MOHMTOPHPaHE HA ChbPASYHO-ChAOBATA GYyHKLUA,
KOETO BKAIOYBA HENPEKBbCHATO eNEKTPOKapauorpadcko mpocneasBaHe 3a ylaBdiHe Ha MNOTEHUHAIHH
apurmun. Crieg nMoTEBPAEHO MM NOAO3ZHPAHO NpeAo3HpaHe C APHIHIPA30d € HeOOXOARMO MOCTOAHHO
NPOC/eANBaHe Ha IALMEHTA JO HErOBOTO MBJHO Bb3CTAHOBABAHE.

AkTHBeH BbrieH (50 g), mpunoKeH eIHMH Yac clel NpHeM Ha apHIunpa3on, noHwxasa Cmax Ha
apununpasos ¢ npubausutendo 51%, koero npeanonara, Ye aKTHBHUAT BEITIEH MOXE Ja € e(PeKTHBEH
[PH JIEHCHHE Ha NPEAO3HpaHe.

XeMOJHAIH3a
Bbnpexy ye HAMa JaHHH 32 eeKTa Ha XeMOAHAIH3aTa TIPH JICYEHHE Ha NIPe03UpaHe ¢ apUIHNpa3ol, He

C¢ OYakKkBa XeMoaHajaHu3ara Ja Obpiac moje3Ha B cilyyas, TBH KATO apHIHNpPas3oJl CC CReP3BRA BbBB BHCOKA
CTCICH C IVIASMCHUTEC MPOTCHHH.

5. PAPMAKOJOIM'MYHH CBOUCTBA

3.1 ®apMakoARHAMHEYHH CBOHCTBA
QapmakoTepaneBTHYHA pyTia; ApyrH anTUncuxoTuiM, ATC kox: NOSAX12

MexaHu3bM Ha JEHCTBHE
[Ipeanonara ce, y¢ epUKACHOCTTA HA APUNMMPA30N NPH MIH30(peHH K OHNONAPHO pa3cTpoiicTRo THMN I

c€ AbJIKH Ha KOMOHHAIMATA OT YACTHYEH ArOHH3EM CIPAMO AONAMHHOBUTE D2 H CEpOTOHUHOBHTE 5-
HT1A peuenTtopH ¥ aHTaroHuseM COpaMo cepoToHHHOBHTE 3-HT2A peuentopu. ApunHmpason
MPOABARA AHTANOHMCTHYHH CBOMCTBA NPH XXHBOTHHCKH MOJEIH ¢ JIONAMHUHEPruYHa XHMIEPAaKTHBHOCT H
arOHMCTHYHU CBONCTBA FIPH XHBOTHHCKH MOJENH C JONAMHHEPrH4YHA XHMOAKTHBHOCT. APHIHMPA3ON
NposABABA BUCOK a(pUHHUTET Ha CBBP3BAHE in vifro ¢ nonaMuHoBuTe D2 1 D3, cepotonunoBute 5-HT1A u
5-HT2A peuentopu # yMepeH ahuHHTET CripamMo nonamuHosuTe D4, cepoTonnHoBuTe S-HT2C 1 5-HT7,
anda-1 appenepruunure H H1 XucTaMHHOBH peLenTopd. ApHNHIpPa3eN NPOSBSBa ¥ yMepeH aHHHTET
KbM MeCTaTa Ha OO6paTHO MoeMAHE Ha CEPOTOHMH W HE3HAYHTENeH e(eKT KbM MYCKAPHHOBHTE
peuentopu. BzauMoAcHCTEHETO ¢ pPELEOTOPH, PAIMMHHH OT JAONAMMHOBUTE ¥  CEPOTOHHHOBUTE
NOATHIIOBE MOXKE Aa 00ACHH HAKOH OT OCTAHAINTE KIHHUYHH eeKTH HA apinuIpason.

Ho3u apununpason B adanasona 0.5 mg — 30 mg, npHeMaHn BeAHBLXK JAHEBHO OT 3ApaBH cyﬁem B
NPOABKEHHE HAa 2 CeAMHMUM ¢a TIPSAU3BHKAIH J030-3aBUCHMO NOHWXEHHE B CBbpP3BaHE

¢ NOMOLITA HA NO3HTPOHHA EMHCHOHHE TOMOTrpadu4.




Knunivyna eukacHOCT 1 6e30MacHOCT

Buv3pacmuu
Hlusohpenus

[Ips Tpu KpatKoCpouHH (4 a0 6 ceaMHUH) Mnaledo KOHTPONUPAHH NMpPOY4YBaHMA, BKIIOYBALH 1 228
BB3PaCTHH NAaUMEHTa C IHH30QPEeHHs, npodABABalla C€ ¢ NO3UTHBHH WKW HETraTHBHH CHMIITOMH,

APHNHAPaA30)l C€ AacoUMHpa CbC CTATHCTHYECKH 3HA4HMO MO-rojaMo NoaodpeHue Ha NCHXWUYHHTE
CHMIITOMH B CpaBHeHue ¢ niauebo.

ApunHnpa3oil € eQeKTHBEH 110 OTHOLISHHE Ha 3ama3BaHe Ha KIHHHYHOTO TNoAOOpeHHe npw
NPOABIGKUTENHO Jie4eHHE Ha B3PACTHH MAalHeTH, MTOKA3aJIH OTrOBOP IPH 3al0uBaHE HA nc4yeHueTo. Ilpn
XaNnonepuAo KOHTPONMMpAHO INpoyYBaHe OpOAT HAa MANMEHTHTE, NpPH KOHTO OTIOBOPBLT CIPAMO
JEeKapCTBEHHS TPOAYKT ce € 3aMa3’HJ B NpOAB/DKEHHE HA 52 ceAMHUH € CXOACH MpHU ABETE IPyINH
(apununpazon 77% wu xamonepujon 73%). bposT HA DaUMEHTHTE, 3AREPIIMAM TNPOYYRAHETO €
3HAYUTETHO MO-BHCOK NMpU NALKUEHTHTE Ha apununpazon (43%) B cpaBHeHHe ¢ xamonepuaon (30%).
PesynataTute ot CKanuTe, H3NOA3BAHU 3a MPOCTIEAABAHE Ha BTOPHYHHTE KPHTEPHH, BKIountTenHo PANSS
1 Montgomery-Asberg Depression Rating Scale noka3eaT 3HauMTENHO noxoOpeHHE COpAMO
Xaomnepuo.

[Mpu 26-cemMu4vHO, mnanedo KOHTPOJHPAHO TPOYYBAHE NPH CTaDMIIM3HPAHHM BB3PACTHU TALMHEHTH ¢
XPOHHYHA WH30hPEHHA, aApUNMNIPA3ON € MOKa3all 3HAYHTEIHO HO-roJAMOe PeaylipaHe HA 4ecToTara Ha
NpUCTBHIHUTE, 34% B rpynara Ha apHnunpaszoqa 1 57% npu nnauebo.

Yeenuvuenue na meznomo

[Ipy KIHHHYHMTE [POYUBaHMA APHUIHIIPA30/] He BOAH A0 KNHHHYHO 3HAYMMO NOBHMIICHHE HA TErJoTo.
[Ipn 26-cegMuH4YHO, ONaHa3afiHH KOHTPOIHPAHO, ABOMHOCHANO, MYJITHHAUHOHAIHO [pOYYBaHE Ha
1IH30(PEHNATA, BKIOYBaLe 314 Bb3aCTHH MALMEHTH H YBEIHYEHHE HA TETJIOTO KATO TEPBUYHA KpaiiHa
TOYKA, CHUIECTBEHO MO-MalLK OpOM NamueHTH ca UMajd MHHUMAIHO 7% YBEIHYEHHE HA TEINOTO OT
H3XOOHUTE CTOHHOCTH (HAMpHMEpP, YBEJIHYEHUE HA TErNOTO C TNOHE 5.6 KI NpPH CpeaHO H3IXOAHO HHBO

~80.5 kr) nmpn apununpason (N= 18, win 13% OT oueHABaHKWTE MallMEHTH) B CPABHEHHUE ¢ OJaH3anuH (N=
45, unu 33% oT OLlEHARAHHTE NALHEHTH).

Junuowu napamempu

B 0606men ananH3 Ha THNHAHMTE NapaMeTpH OT Mialebo KOHTPOAHPAHUTE KIHHHYHH NPOYYBAHHA TIPH
BB3PACTHH HAMA JAHHN, Y€ apHIIHIPa30jl NPHYNHABA KIHHUYHO 3HAYMMH IMPOMEHH B HHBAaTa Ha o0ILnA
xonectepoi1, Tpuriuuepugute, HDL n LDL.

Ilporaxmun

HuBaTta Ha NMpOJAKTHH ¢a OLeHABAHH BbB BCHYKU NPOYYBAaHHA 33 BCHYKK A03H apununpaszof (n=28,242).
CnydyauTe Ha XMIEPHNPONAKTHHEMHE WU YBCAMYABAHE HA CCPyMHUA NpPOJAKTMH DPH NaUWeHTH,
neKyBaHu ¢ apumnuinpason (0,3%) ca paBau Ha Te3H npu nnauebo (0,2%). [IpH maUKMEeHTH, KOUTO NpHEMAT
ApHIIUNPA30J, MeAHAaHATA Ha BPEMETO A0 HacThNBaHe Ha edekr € 42 AHM, a MeOHaHaTa Ha
NPOABTKHTENHOCTTA HA edekTa ¢ 34 AHn.

CrydauTe Ha XMNONPONAKTUHEMHA HIIM HAMAJLABAHE HA CEPYMHHSA NPOJAKTHH MTPH NALKHEHTH, JIEKYBAHU ¢
apununpaszon ca 0,4% B cpapHenue ¢ 0,02% npu nauMeHTH, JekyBaHn ¢ mnanebo. FlpM naguenTs,
noJydaBalny apHIIHIIpa3oN, MeAHaHaTa Ha BPpEMETO L0 HacThbNBaHe Ha edekT € 30 OHU, a MelnaHaTa Ha
NPOABDKMTENHOCTTA HA edekTa € 194 auu.

Manutinu enuzo0u npu bunoaapro pascmpoiicmse mun 1
Ilpn aBe 3-ceaMHYHH, nnaunedbO KOHTPOJAHPAHH HINMTBAaHHA HA MOHOTEpAltHi C Mp
NAUHEHTH ¢ MaHHEH MJIH CMeceH enu3o/] Ha OMNONAPHO pascTpoicTBO TUN 1 apHHH




BHCOKA €PHKACHOCT cnpaMo mnainedo npu HaManABaHe Ha MaHHHHWTE CMMATOMH 3a 3 cegMHUH. Tesn
M3NMUTBAHUA Ca BK/INOYBAIH NALMEHTH ¢ WM 0e3 NCHXOTHYHH CHMIITOMH H ¢ WM 0e3 Obp30 UHKIHYHO
NpoTHYaHe.

[Ipu eano 3-cenmuuHo maaued0 KOHTPONIHpPAHO W3MHTBAHE HA MOHOTepan#d ¢ (HKCHpaHa J03a MNpH
TIALKMEHTH C MAHKEH RIIA CMECEH enu3on Ha OunonspHo pasctpolicTBo THN 1 aApUNHIPA30] HE € MOKa3al
No-BHcoka efuKacHoCT cripaMo mnane6o.

IIpu aBe 12-ceaAMHYHH, KOHTPOAHWPAHH ¢ LI1aLeb0 W AKTHBHO BELIECTBO H3MHMTBAHWA HA MOHOTepaIHA
NPH NayMeHTH ¢ MaHHEH UM CMECEH £NHu30]1 Ha OUMOoNapHO pascTpoicTBO THM I, ¢ unu 6e3 NCUXOTHYHH
CHMOTOMH, apPMOHNIIPA30a € MoKka3ad No-BUCOKA e(HKacHOCT CrpaMo niauebo Ha 3-Ta cegMHua M
NOAABPKAHE HA edeKT, CpaBHHM ¢ TUTHIT naK Xanonepuaon, Ha 12-Ta ceamun@. ApHITUIIPA3ON € noKazan
M JOCTMraHe Ha CHMNTOMATHYHA PEMHCHA HAa MaHUATa Ha 12-Ta cegMHIA NPH YACT OT MALMECHTHTE,
CpaBHHMa C Ta3H MPH JUTHH H XaNoIepHRON.

Ilpy 6-ceqMuuHO TAAUE00 KOHTPONHUPAHO M3MMTBAHE NpPH NALUEHTH C MAHHEH WJIH CMECEeH €MH30] Ha
OUNOMAPHO Pa3CTPONCTBO THI I, ¢ HIK 63 NCHXOTHYHH CHMITOMH, KOMTO YACTHUYHO HE Ce IMOBNABAT OT
MOHOTepanMa C JUTHH HIIM BAlNpPOAT NpH TEPANCBTHYHH CEPYMHU HHMBa 3a 2 CEAMHUM, J00aBAHETO Ha
APUNHIIPA30] KaTO aqiOBAHTHO JIeyeHHe € JOBENO [0 MMO-BHCOKA e(HKACHOCT IPH HaMalliBaHe Ha
MaHHHHHUTE CHMIITOMH B CpaBHEHHE ¢ MOHOTEPANHATA C JIHTHH HIIH BaNlIpoar.

[Tpu 26-ceamuyuno naanebdo KOHTPONHPAHO M3NHTBAHE, NOCAEABAHO OT 74-CEAMUYHO MPOAb/IKEHHE NPH
MaHMAHK NALHEHTH, TTOCTHrHANM PEMHCHA C APUITHMPA30 10 BpeMe HAa CTaDUNH3auKHOHHaTa ¢aza npenu
paHAOMH3NpAHE, APHIMIpPa3on € MoKasaJl No-BUcoKa e(MKacHOCT B CcpaBHeHHe ¢ mnauebo 3a
NpeAoTBpaTABaHe Ha OUNONAPHH pelHAHBH, TPSAUMHO 3a NPEAOTBPaTABAHE HA MaHHA, HO He € MOKa3an
PEBBLIXOACTEC B CpaBHEHHE C I1auebo 3a NpeAOTBpaTABaHe PEUHIUBUTE HA ACTIPECHA.

Ilpu 52-cenMHuHO Nauedo KOHTPONHPAHO H3NUTBAHE MPH NMALMEHTH ¢ HACTOALL MAHHEH HJIH CMeceH
enu3o] Ha OunonspHo pascTpoiicTBo Tun I, ¥OMTO ca ROCTHrHamu crabmnHa pemucus (Y-MRS wu
MADRS ofw peayntat < 12) Ha apununpazon (10 mg/anesHo A0 30 mg/quesHo), fobaren KbM NUTHI
WM Baympoatr 3a 12 nocneAORATENIHH ceAMHLH, J0DAaBeHHAT APUIMHNPa30/ € [I0Ka3all MpeBb3XCACTBO
cripaMo nauebo ¢ 46% noHUXKeH PHCK NpH NpPeBeHWHs Ha OUNONApeH pelH uB (KoepHLHEHT Ha pHCKa
0.54) u 65% NMOHH)KEH PUCK IIPH NPeBeHIUA HA pelHAHB Ha MaHuA (koednimeHT Ha pucka 0.35) cripamo
nobasenoTo mnanedo, HO He € NOKa3an NPERB3IXOACTBO CNPAMO Mnauedo npH NPEeBeHUMA Ha PeLHIHE Ha
aenpecud. JoOaBeHHAT apunHMNpa3oll € Mmoxasal NpeBb3XOACTBO CIPAMO miauebo B HIMEPHTENS Ha
sropuunus pesyntat, CGI-BP pesynrar 3a Texect na 3abonmaBasHero (Manus). IIpH TOBa HW3NHTBaHE
K3OpaHUTE OT W3CIEAOBATENUTE MALMEHTH ca OUIH Ha OTBOpeHAa MOHOTEPANMMS ¢ TUTHIH HNK BAINIPOAT, 3a
Ja ¢e YCTaHOBH YacTH4YHA jauica Ha otroBop. IlauneHtnTe ca OHIM CTAOMNM3MpaHH 3a ToHe 12
MOCNEAORATENHU CEAMHBIIN ¢ KOMOHHALMATA OT APMIINIPa30a U CEUHA cTAOHIHW3aTOP HA HACTPOCHHETO.
[locneapamo, cTabMAHIHPAHMTE TALMEHTH <¢a OHWRM pPaHAOMM3NpPAHH A NPOgBAKAT CHIIHA
cTadUIN3aTOp Ha HACTPOEHHETO ¢ ABOHHOCIENH aApHMHIIpa3ol Hav mianebo. B panaomusupanara taza
ca OLEeHeHH YeTHPHM TOATPYNH C¢bC CTADMIH3ATOPM Ha HACTPOEHHETO: APHMHNPA3’on + HTHIA;
apununpason + eanmnpoar; maauedbo + nuteii; mwianebo + sannpoar. Crenenute nmo Kaplan-Meier 3a
peLMA¥B Ha €NMH30] HA HACTPOSHHETO 3a paMOTO C AOMbJHMTENHA Tepanus ca OunH ¢voTeBerHO 16% 3a
apununpason + autHil 1 18% 3a apununpa3son + BaIMpoar, B cpaBHeHHE ¢ 45% 3a nnaucbo + THTHH m
19% 3a nnauebo + Banmpoar.

[leauaTpHUHA NONY/IalHA
HIuszogperua npu onowu
[Tpu 6-ceaMHyYHO nnanedo KOHTPOJHPAHO HM3NHTBaHE, BKMoOYBAINO 302 IOHOWH CbC LIH30
roAHHH), ¢ MO3UTHBHH WIM HETATMBHM CHMIITOMH, APHIHNPA30) CE acOUHHpa Cb
3HAYMMO MO-TOJNIAMO MOACOpeHHe HAa NCHXOTHYHHTE CHMIITOMH B CPABHEHHE ¢ MAlE




Ha [ALMEHTH B IOHOIIECKA BB3pacT Mexay 15 n 17 roaunu, npeacrarngBaiid 74% ot uanarta BKIIOYEHA
monynaiud, noanbpxaHe Ha efexkra ce HabmoaaBa B NpPOABKEHHE HA 26-CEIMHYHO OTBOPEHO
pPasLiUPEHO NPOYYBAHE.

B eano 60- no 89-ceamMuuHo, paHIOMH3HPAHO, ABOUHO-CAANO, Miaueb0 KOHTPONMPAHO MPOYYBaHE MpPH
IOHOWH (n = 146; Bw3pacT 13-17 roguuu) ¢ mu3odpPerus ¥Ma CTATHCTHMHECKR 3HAYHMMA pa3jIHKA B
YeCTOTATa HAa PEeLHIHB HA NCHXOTHYHH CHMNTOMU MEXAY rpymnara Ha apununpason (19,39 %) u tasu na
naanebo (37,50 %). Toukopara oueHka Ha koedpuunenTa Ha puck (HR) e 0,461 (95 % nosepurenen
uaTepsai, 0,242-0,879) B uanata nonynauud. B ananmsa Ha noarpynara to4koBara oueHka Ha HR e
0,495 3a nauuenTHTe Ha BE3pacT OT 13 10 14 roavuu B cpaBHenue ¢ 0,454 3a nanueHTHTE HA BB3PACT OT
15 no 17 ropunn. Beopexu toea onieHkara Ha HR 3a no-mnaaara ep3pactoBa (13-14 roavau) rpymna He €
TOYHA, OTpasfBaliku no-mankus Opo# nanMeHTH B Ta3u rpyna (apununpason, n = 29; nnaueto, n = 12), u
JOBEPHTEIIHUAT WHTEpBan 3a Ta3H OlleHka (Bapupaul ot 0,51 pno 1,628) He no3sonsgea na ce HalmpaBAT
M3BOJHM 33 HATUYHETO HA eeKT OT JICUCHHETO. 3a pa3fiiKa oT ToBa 95%-H4 JOBRepHTENeH HHTepBal 3a HR
B NO-BB3pPACTHATa noAarpyna (apunumnpazon, n = 69; mnauedo, n = 36) ¢ or 0,242 jgo 0,879 u
CNCAOBATEIHO MOJKE Ja & HanpapH K3BoJ 34 eexT OT JEUEHHETO NPH NO-Bb3PACTHHTE NALIHEHTH.

Manwinu enuzodu npu 6unonapro pascmpotcmso mun I npu deya u 1oHowWY

ApHNHIpa3on e npoydeH npu 30-ceAMMUYHO TINANeS0 KOHTPONHPAHO NPoy4dBaHe, BIUIKYBALI0 296 Aena H
1HOWH (10-17 roaunn), kouTo MOKPHBAT KpHTepuuTe Ha DSM-IV 3a 6unonsapHo pasctpolicTeo THI | ¢
MAHUHHA HAM CMECEHH CMM30AH ¢ HIH 0e3 NCHXOTHYHU XoMnoHeHtd M Y-MRS pesyatar >20 npu
W3XOARUTE HUBA. Cpel NauMeHTHTE, BKIIOYEHH B MBPBRYHUSA aHaTH3 HA ePUKAcHoCTTa, 139 nanuenTa ca

WMaau CuLOBbTCTBala AHarHoza CHHAPOM HA XHOEpAaKTHBHOCT ¢ geduuut Ha BHHUMaHHeto (CX]IB,
ADHD).

ApHIHUNpasoN € noKazan NpeRb3XOJCTBO CIPAMO Nitalebo 3a MpoMsiHa OT UIXOJHHTE HHBA Ha 4-Ta 1 12
ceamuua no Y-MRS obuiu pesynrar. [Ipu nocneapail aHanu3s nofgoOpeHHETO CnpaMo muanedo e OHo
TI0-U3PA3eHO [IPH MALMEHTH CBC ChIIBTCTRALNA AuarHo3a CXJIB B cpaBHeHHe ¢ rpynara 0e3 ChbITbTCTRAIA
anaraoza CXJIB, kpaero He ca HaOMIOAABAHH pasNHKH cripaMo nuaneto. IlpeBeHupsATa Ha pelMIHBH He
¢ YCTAHOBEHA.

Hati-uecTHTe HexenaHW CLOMTHA, CEBp3aHH C JIEYEHHETO, NpH NauHEHTHTE, nmpueMann 30 mg ca
excTpanupamMuauy Hapyuwienus (28.3%), cuinnboeT (27.3%), rnasobonne {23.2%) u raaene (14.1%).
Cpeanoro yBenHYeHHEe HA TerA0TO 3a 30-ceaMMUYHHMA MEepHO Ha NedeHHe € 6uno 2.9 Kr B cpaBHEHHE C
.98 kr npu nauHeHTHTE, JIEKYBaHH C Mauedo.

Pazopaznumennocm, cebp3ana c aymusnm npu neduampuynu nayuernmy (Buxre Touka 4.2)

ApPHUNIMOPa30)l € MApPOYYBAaH NpH NauueHTH Mexay 6 v 17 rogunH B ABe 8-ceaMWYHH ILianedo
KOHTPOJIHPaHH HM3MHTBAHHA [efHO ¢ I'bBKaBa A03a (2-15 mg/nHeBHO) M €AHO ¢ ¢pukcHpaHa aosa (5, 10,
unu 15 mg/aHeBHO)] ¥ eRHO 52-CeAMHYHO OTBOPeHO H3NMMTBaHe. JIo3HpaHETO MpPK Te3W MPOYYBAHHUA €
3allOUHANO ¢ 21032 OT 2 mg JHeBHO, NOBHINEHA A0 5 mg AHEBHO clie] €AHa CEIMHLA H MOCHeARAllO
MOBHINEHA ¢ MO 5 Mg AHEBHO BCAKA CEAMMIIA A0 JOCTHraHe Ha TapreTHaTa Ao3a. Han 75% ot nauueHTHTe
ca OuaM HA PpB3pact noa 13 rogWHM. ApHNIMNpPa3ol JAEMOHCTPHPA CTATHCTHYECKH 3HAYMMO
NPEBBL3X0ACTBO CIIpAMO mnanedo No noackanara 3a pazapasHutenHocT Aberrant Behaviour Checklist
Irritability. Benpeku TOBa, KIMHHYHOTO 3HAY€HHE HA TOBA OTKPHTHE HE € ycTaHopeHo. [IpodmmsT Ha
0e30MacHOCT BK/IKYBA MNOBHMIIABAHE Ha TETAOTO M NPOMEHH B HHBAaTa Ha [PONAKTHH.
IlpoasmxuTenHocTTa HA ABLATOCPOYHOTO MpoyYBaHe 3a 0e30macHOCT ¢ orpaHddeHa ao 52 ceamuuu. B
H30paHy TIPOYYUBAHNA CJYYaHTe Ha HHCKH HHBA Ha cepyMeH MPOJIAKTHH IIPH KOHOLIH OT JKEHCKH MoJI ({3
ng/ml) 1 OHOWM OT MBKKH NMoi (<2 ng/ml) nmpH nanMeHTUTE, JIEKYBAHH C APHUIIH
peciekTHBHO 27/46 (58.7%) wn 258/298 (86.6%). I[lpn mnauebo koHTpONHpa
YBEJIHYCHHETO B Ternoto € 6uno (.4 kr npy nnauebo u 1.6 Kr npu apununpasoll.




APHIIHNIPA30] € Npoy4YBaH ¥ NPH AbArOCPOYHO, IOAXbPXKAIN0 Nialed0 KOHTpoIHpaHo H3nuTBaHe. Cnex
13-26 ceamuuH cTaOHAM3HpaHe Ha apununpason (2-15 mg/AHeBHO) nauHeHTHTe ¢bC cTabWIEH OTrOBOP
MM €A OCTAHAMH HA apHMIUIpA30), WIH ca NpEMWHANH Ha Mnauedo 3a ome 16 ceaMuuu. YecToTaTa Ha
peunaneu no Kaplan-Meier Ha 16 ceaMunu ca 6unn 35% 3a apununpazon u 52% 3a mnauebo; karo
KOeDHUMEHTET HA pHCKA OT peUHAMB 3a 16-ta cegMuua (apununpason/ mnauedo) e o6unm 0.57
(CTATHUCTHYECKH He3Ha4YWTeNHa pa3iuka). CpeaHoTo yBelMuYeHHEe Ha TernoTe cjien ¢aszata Ha
crabunuzkpane ¢ apunumnpason (o 26-ta ceamuia) e d6unoe 3.2 kr, a TOCIEABALIOTO CPEAHO YBelHUYeHHE
oT 2.2 Kr 3a apMnunpason B cpaBHeHHe ¢ 0.6 Kr npu nmnailebo ¢ HabiaioaasaHo BBE BTOpaTta dasa (16
CEeIMHLIH ) HA MPOY4YBaHETO. EXcTpanHpaMHAHH CHMIITOMH ¢a ¢h00LIIABaHH OCHOBHO 110 BpeMe Ha ¢a3aTa
Ha ctabunnsupane npu 17% oT nanMeHTHTE, KaTo C© TpeMOp ca 6.5%.

Tuxose, acoyuupanu cvc Cundpoma na Typem npu neQuampuyinu nayuenmu (guxcme moyxa 4.2)
EdHkacHocTTa Ha apHIHNpPa3oj € NpoyyeHa TIPH MEJHATPHYHH TIAUMEHTH CBC CHHAPOM Ha Typer
(apununpazon: n = 99, nuanedo: n = 44) B paHAOMH3UPAHO, JIBOHHOCAANO, Miauebo KoOHTponHpaHo, 8-
CeAMHYHO NPOyuBaHe, HANION3BAI0 TIAHOBA IPYyIia 3a AeveHne ¢ (puKcHpana no3a Bb3 OCHOBA Ha TETTIOTO
# JI030B AWaNa3oH ot 5 mg/aeH Ao 20 mg/aeH NpH cTapToBa 403a oT 2 mg. [lauuenTHTE ca Ha BB3PacT OT
7 no 17 roauHu H moxa3BaT cpejHa oueHka 30 mo nokaszatenute 3a obwla OlleHKa Ha THKOBETE IO
Heiinckara cxana 3a o6ma Texect Ha THroeere (Total Tic Score on the Yale Global Tic Severity Scale,
TTS-YGTSS) mpy HauanHOTO HHUBO. Apununpazon moxasa noaodpenue ot 13,35 Ha noka3arenure no
ckanata TTS-YGTSS copsaMo HavyanHOTO HHBO [0 ceIMHIA 8§ 3a rpypnaTta Ha Hucka zo3a (5 mg uny 10
mg) u 16,94 za rpymata Ha Bucoka Ao3a (10 mg wiu 20 mg), B cpaBHeHHe ¢ nogobpenne oT 7,09 npu
rpynara Ha mnjaaiebo.

EdukacHoCTTa HA apUNMNIPA30N NpH NEAHATPHYHH MAIUEHTH CbC CHHAPOM Ha Typer (apunHnpaszon: n =
32, nnanedo: n = 29) e oLEHEHA ChILO MPH I'bBKAB J030B AHANA30H oT 2 mg A0 20 mg Ha JleH M CTapToBa
Ao3a ot 2 mg B 10-ceAMHYHO, paHAOMH3HPaHO, ABOHHOCHANO, mnaneho KOHTPOJMPAHO IMPOYYBAHE,
npoBeaeHo B KOxna Kopes. [TanpeHTHTe ca Ha BB3pacT ot 6 A0 18 roasHy H MOKA3BAT Cpe/iHA OLEHKA 29
no TTS-YGTSS npu HasanHoto HHBO. I'pynata Ha apununpa3on nokassa nogobpenue ot 14,97 no TTS-
YGTSS copaMo HayanHoto HHBO A0 ceamuua 10 B cpaBHeHHe ¢ noaodpenue or 9,62 B rpynara Ha
nnanebo.

H B aBete KPaTKOCPOYHH M3NUTBAHHMA, KTWHHYHATA 3HAYHMOCT HA NOJYYEHUTE JAHHH 33 edHKACHOCTTA
HE € YCTAaHOBeHa, B3eMalKH NpelBHA CTeneHTa Ha JevyeOHUA edekT B CpaBHEHHE ¢ rojiemus mianedo
edeKkT u ReACHUTE e)eKTH OTHOCHO NCHXO-COUHANHOTO PyHKUKHOHHpaHe. JluncBaT ABJITOCPOMHH JAHHH

10 OTHOIIeHHEe Ha edukacHOCTTA W 0e30MaCHOCTTA HA ApPUNMNPAa3on Mp# TOBAa [POMEHIHEO
pa3cTpOMCTBO.

EBponeiickaTa areHIHs MO JNEKapCTBaTa OT/ara 3aib/DKEHHETO 3a NPEAOCTABIHE HA PE3YNTATHTE OT
NPOYYBAHHATA ¢ APHIHMIPA30] B €JHA WIM TNOBEYE NOATPYNHM Ha NEJHATPHUYHATA MNONyNALMA NpPH
NEYEHHETO HA WIM30(MPEHHS H OHINONAPHO adQeKTHRHO PasCTpOHCTBO (BHXTe Touka 4.2 3a uHbopManus
OTHOCHO ynoTpeda B IeHaTpuaTa).

5.2 ®apMaKOKHHETHYHH CBOKHCTRA
ABcopOuns

Apununpazoln ce abcopdupa nobpe, KaTo NIMKOBHTE ILTA3MEHH KOHUEHTPALMH ce AOCTUTaT B PAMKHTE Ha
3-5 yaca cneq npueM. ApUIMIIPAa3oN NPEeThbpniBa MUHHMANEH NPECHCTEMEH MeTaboIU3BM. AOCONIOTHATA
OHOHAMMYHOCT MPH NMepopaicH npHeM Ha TabnaeTHara dopMa e 87%. borartara Ha MasHMHH XpaHa He
IOBNNABA PAPMAKOKHNHETHKATA HA aPHUTTHNPA3ON. =3

PasnpeneneHue



Apunumnpazoll ce pasnpeaens B LAJIOTO THIO Karo o0eMbT Ha pasnpexeneHue e 4.9 1/kg, nokaseam
EKCTEH3HBHOTO €KCTpaBacKyJapHO pasnpeaeneHue. [Ipy TepaneBTHUHH KOHLEHTPALMH, ApHITHNIPA30N H
AEXWAPO-apUIIMNPa30i ca CBbP3BAT NoBeue 0T 99% cbe cepyMHUTE NIPOTEHHHH, OCHOBHO C anOyMHH.

buo copManug

Apunumpa3on ce Metabonu3Hpa OCHOBHO B 4YepHHA Ipo0 4pes TpH mbTA Ha OuotpadcdopManus:
AEXUAPOreHWpPaHe, XngpokcHInpane n N-qeanknanpane. Bp3 0CHOBa Ha in vitro npoyuBaHusTa CYP3A4
H CYP2D6 eH3uMHTe Ca OTTOBOPHH 33 ACXUAPOICHUPAHETO H XHAPOKCHIHPAHETO HA apHIIHIPa3on, a N-
neankupaHero ce Karanusupa oT CYP3A4. Apununpa3on € NpoAyKT, pasnpeiensil cé OCHOBHO B
CHCTeMHaTa UuMpKynauus. IIpH crauMoHapHO CBCTOSHUE OEXHPO-aPHNHNPA30IbT, AKTHBHMAT
MeTtabonut, npeacraesnasa okono 40% or AUC Ha apununpasol B naazMara.

Ennmunupane
CpenHuAT enHMHHALHOHEH MNMIYKWHROT Ha APMIHNpPa3oN € npuonusurenHo 75 yaca npu ObpamTe

Metabonnsaropd Ha CYP2D6 v npubnusutenno 146 vaca npu cnabure Mmerabonuzaropu na CYP2D6.
O61usAT TeneceH KIHpBHC Ha apununpason e 0.7 ml/min/kg, kato Toit € NpeAUMHO YepHOIPOOEH.

Cnen nepopalieH npueM Ha €AMHHYHA Jo03a [14C]-Maplmpaﬂ apunumnpazon npubnusutendo 27% ot
NPHETATa paJHOAKTHBHOCT C€ OTKPHBA B ypHHaTa, a npubnusurento 60% e u3npaxkHeHnara. [lo-manko
oT 1% apunUnpa3oNl ¢& eKCKPEeTHpa C YpWHATa HEnpoMeHeHeH, a npubnau3HTenHo 18% ce OTKpHBAT B
H3IPAXKHEHHATA B HEIIPOMSHEH BHJ,

OapMaKOKHHETHKA NPY cOEHATIHY MPYNH MAIHEHTH

Heduampuuna nonynayus

DapMaKkOKMHETHKATA Ha APUITHIIPA3OJ] U AeXHAPO-apHIIMIPA30/ IPH NeAHATPHYHH NALMEHTH Ha BB3pPAcT
oT 10 10 17 roanHyn € ¢XoAHa C Ta3H NpPH Bb3PACTHH Cle KOPEKLUMS Ha pa3IHKHTE B TEJECHOTO Tero.

Hayuenmu 8 cmapuecxa gu3pacm

Hsama pasnuky BBB (papMakOKMHETHKATa Ha apUIIHIPA30oN DPH 3ApaBH CYOEKTH B CTapuecka Bb3pacT H
No-MJaf¥ HHAMBHAHM, KAaKTO U HAKAaKBH 3abenexxuMu egeKTH Ha BBL3pacTTa NpH MONYJALHOHHHA
dapMakOKHHeTHUYEH aHaTH3 NIPH NALHEHTHTE ¢ ImH3odpeHH .

Ilon

Hsama pasnuka bR papMakOKHHETHKATA HA APUITMITPA30] NPH 3APABH MBXKE W KEHH, KAKTO H HAKAKBH
3abe/iexkUMH edexTH Ha mojia MpH MONYNauHOHHHA (PapMAKOKMHETHYEH AaHAJH3 IMpH NALHEHTHTE C
N30 pEeHHA.

Tromiwononywene

[TonynanuoHHaTa PapMakKOKMHETHYHA OlICHKA He € YCTAHOBHIIA KNWHHYHO 3HAYUMK edexTH NPH NylleHe
BhB (PapMakOKHHETUKATA Ha APUTIHIIPA30.

Paca

[TonynanuonHata ¢apMakoKHHETHYHA OlleHKa HE TMNOKa3Ba JA0Ka3aTelcTBA 3a CRBLp3aHH ¢ pacara
pasnHyuKs BbB GapMaKOKHHETHKATA HA APUITHNPaA3o.

bvopeuno yspesicoane
QapMakOKHHETHYHHTE XapaKTEPHCTHKH HA APHNUNPa30il H JAeXHAPO-apHNHNPa3on ca

MALHUEHTH ¢ TEXKO Op6peuno 3abongrane B cpaBHEHUE C MNAAH 3APABH HHAWBUIH.

Hepnodpobua yepedicoane




[Ipn npoyuBaHe ¢ €AMHHYHA J03a MPU MAlIHEHTH C pa3IHYHA CTENEH Ha 4epHoApoOHa uuposa (Child-
Pugh Knac A, B u C) He ca ycTaHoBeHu 2HaYuMM e(eKTH Ha YePHOAPOSHOTO YBpEXIAHE BbPXY
(papMaKOKHHETHKATA HA APHTIHNIPA30N W AeXAAPO-apUITHNPA30/l, HO NPOYYBAHETO € BKMOYBAIO caMo 3-
ma naimeHTa ¢ Knac C gepnoapoOHa uuposa, KoeTo e HeAOCTAThYHO, 33 Ja Ce HAMpaBH 3aKIHYEHHE
OTHOCHO T€XHHA MeTalOIIHTEH KamnaluTerT,

5.3 IlpeaxnueEnvunn qanan 3a 6e3omacHocT

HexknuuuyHWTe BAHHW 3a OE30MACHOCT He ¢a moxasanu cnennduHeH pHCK NpH XOpa Bb3 OCHOBA HA
KOHBECHIIHOHAMHHTE IPOYYBaHHA 3a (PapMaKoNnorHyHa Oe30NacHOCT, TOKCHYHOCT IIPH MHOT'OKPATHO
HO3HpaHe, FeHOTOKCHYHOCT, K&PLIMHOTCHEH NIOTECHIIUAN W PENPOAYKTHBHA TOKCHYHOCT W pa3BHTHE.

3HaYHMH TOKCHKONOrHYHH edekTH ca HaOmoJapaHH camMo TIpH JO03H HIH €KCNO3HLMA, KOHUTO
CBIISCTEBEHO HAIBHILNAT MAKCHMAAHHTE JO3H W/IM €KCTIO3WIKA NIPK XOpa, KOETO MOKa3ea, 4e Teau edextn
ca OrpaHH4YeHH HIH Oe3 3HAYHMOCT B KIMHHYHOTO NpHIoxkeHwe. Te BKIIOMBAT: J0303aBHCHMA
TOKCHKOKOPTHKANHA TOKCHYHOCT (IHNOQYCLMH NHIMEHTHO aKyMynHpaHe W/ WK 3ary0a Ha nmapeHXHWMHH
KIETKH) MpH mrexose caen 104-ceamMuyuno npunoxkenHe Ha A03u ot 20 no 60 mg/kg/nnesHo (3 mo 10
ObTH CHOpsAMo cpeaHara crayHoHapHa AUC npH MakcHMaiHATa NOpenmophyaHa Jo3a IPH Xopa) H
NOBHINIABAHE YECTOTATA HAa AAPCHOKOPTHKATHHTE KAPUHMHOMH H KOMOWHHpPAHHUTE alpeHOKOPTHKANHH
alCHOMH/ KapUHHOMH TpH JKEHCKM misxoBe npu pgo3a 60 mg/kg/nHeBHo (10 nvTH  cnpamo
crauroHapHata AUC npu MakcuMajiHaTa mpenopbyaHa Jo3a npu xopa). Haii-Bucokara HeTyMoporeHHa
EKCITO3HIIMA NPH KEHCKH TUTBXOBE € HaJBUIUAaBana 7 ITbTH eKCMO3ULMATA HA NpenopbudHaTa no3a npy

xopa.

JoneIHHTENHO € HabnogaBaHa M XONENHTHA3a B pe3Y/ITAT HA NPeUMNHTHPAHE Ha CYN(PATHUTE KOHIOraTH
HA XWAPOKCHAAPHHTE MeTa0ONHTH HA ApHIHIOPAa30)] B KALYKATA HAa MaliMyHH cleJ MHOTOKPaTHO
nepopanHo goszdpane ot 25 go 125 mg/ kg/ auesno (1 ao 3 meTH cnpamo cpeaHara craumoHapia AUC Ha
MakcHMallHaTa NpenoppyaHa KIMHHYHA 1o3a WiH 16 10 81 mbTM MakcHMalHaTa NpenoppYaHa N03a MpH
xopa Ha 0asa mg/m2). BunpekH TOBa, KOHLEHTpallMHTe Ha CYIGATHHTE KOHIOIAaTH Ha XHAPOKCH
apHOMNpPa3on B HUTBYKATA [IPH XOpa NpH MaKCHMAJIHaTa AOMYCTHMA Ao3a oT 30 mg AHEeBHO He ca [oBeye
0T 6% OT KOHLEHTPAIlHHTE, YCTAHOBCHH B AJIbYKATA HA MaliMYHH NMpH 39-ceAMHYHO MPOYYBAHE ¥ ¢a IOZ
TEXHHTe rpaHulu (6%) Ha in vitro pasTBOPHMOCT.

[Ipy npoy4yBaHMATa MpH MHOTOKPATHO AO3UpPAHE MNpH MJIAAH NIbXOBE H KydeTa, NPOoQHIBT Ha
TOKCHYHOCT Ha apunuipaszon € Ol cpaBHUM ¢ TO3M, HaOMOAABaH MpH BB3PacTHH JKHBOTHH, H HAMA
JAaHHHU 332 HEBPOTOKCHYHOCT HJIH HeXceNaHu ePeKTH B PA3BUTHETO,

Bb3 0CHOBa Ha PE3YJITATUTE OT NBJHHTE CTAHJAPTHH TECTOBE 3a MeHOTOKCHYHOCT, apHUMHUIIpa3oN HE e
reHoTokcu4yeH. Crnopel Npoy4uBaHWATA 3a PENPOAYKTHBHA TOKCHYHOCT, APHIHNPa3ol He VBpexaa
pepTHAnTETa. KBCHA TOKCHYHOCT, BIUTIOUATENHO [0302aBUCHMA KbeHa deranHa ocHpUKanug u
BB3MOMKEH TEpaTOTeHEH edext ca HabnoAaBaHU NpH IUTEXOBE MPH J03M, BOJAELIH A0 CyOTepaneBTHYHH
KOHIEHTpauHH (Bb3 ocHoBa Ha AUC) 1 npu 3aiiuu npH A03H, BOASHIH A0 KOHUEHTpauud 3 U 11 meTH
cpeaHata AUC npy MakCHManHaTa NpenopbyYHTENHA 103a B KIWHWYHATA NpakTHKa. TOKCHYHOCTTA NpH
MakKara ce nosBsABa 1PH 1034, NOA0OHH Ha Te3H, KOHTO NPOBOKUPAT KbCHATA TOKCHYHOCT.

6. PAPMAHNHEBTHYHH JAHHH

6.1 ConcubK Ha NOMOIHATE BEIUECTBA
332 BCHYKH 1030BH ¢IHHHIH

JlakT03a MOHOXHApAT

[lenynosa, mukpoxpucrtanna (tun 101)
[apeBnuHo aumecTe




KpockapMenosa HaTpuii
XHAPOKCHNPOTIIUI LIENYN03a
Marnesues cTeapar

10 mg: YepeH xenesen oxcua (E172)
15 mg: JXbnt xenesen okeug (E172)

6.2 HecLBMECTEMOCTH
Henpunoxumo.

6.3 Cpox 52 roaHoCT
4 roauHn

6.4 CneunajHH yCJIOBHS HA ChXpaHeHHE
To3u nexapCTBEH NPOAYKT HE H3HCKBA CNIELHAIHH YCIOBHA HA ChXPAHCHHE,

6.5 Baa H ¢chAbpKaHHAE HA ONAKOBKATA
Kytuu ¢ 14, 28, 30 56, 60, 84 u 90 tabnerku B OPA/AI/PVC-Al bnuctepu.
He BCUYKHM BUAOBE OTIAKOBKHM MOTAT Ja ObJaT NycHaTH B npoaakoa.

6.6 Cnienna/ine nNpeAna3Hd MepKH NPH H3XBLPASHE

Hen3non3saHHAT JIEKAPCTBEH NPOAYKT HIH OTNAABYHUTE MATePHANH OT Hero TpsAbBa fa ce U3XBLPIAT B
ChOTBETCTBHE C MECTHHTE H3UCKBAHHA.

7. IIPUTEXATEJI HA PASPEIIIEHHETO 3A YIIOTPEBA
Medochemie Ltd., 1-10 Constantinoupoleos Street, 3011 Limassol, Kunsp

8. HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

3ukanop 10 mg:
Per. Ne: 20150347

3ukanop 15 mg:
Per. Ne: 20150348

9. JATA HA IIBPBO PA3PEIHIABAHE/ NOJHOBABAHE HA PA3ZPEIIEHHETO 3A
VIIOTPEBA

Hara na nmepBo paspeinansane: 22 okroMBpH 2015 .
JlaTa Ha nocaeaHO NOXHOBABAHE:

10. JATA HA AKTYAJINZBUPAHE HA TEKCTA
06/2020




