KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA
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WU TER R Af e o
1. HMME HA JIEKAPCTBEHIS IPOXYKT DRI IER A M Ui 100 G kAPG g

PUCITONEITT 3 mg hbunmupanu TabieTKu

2, KAYECTBEH H KOJIHYECTBEH CBCTAB

Beaka ¢unMupana Tabnerka cbabpka 3 mg pucnepunoH (risperidone)

I IoMOIIHM BELlECTBA:
Beaxa punmupana Tabnerka ot 3 mg csabpxa 195 mg naxkrosa

3a IBJIHKAA CIMCHK Ha IIOMOIIHHUTE BEIIECTBA BHXKTE TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA
JXBTH npoasaroBaTH TableTKH ¢ 4€pTa 110 Cpeaara;

I[EIIHTEI[HHT& 4yepTa € ¢aMO 3a YIECHABAHE Ha CHYIIBAHETO, 3a 10-JICCHO ITOFJIBIIIAHEC, 4 HEC 34 Ja
pa3aciid Ha paBHHA OO3H.

4, KIHHUYHU JAHHHU
4.1 TepanesTHYHH NOKA3aHAA

PHUCIIOJIEITT e noka3aH 3a Je4eHHe Ha WH30(QpeHHs.

PUCIIOJIEIT e nokasaH 3a JieUeHHE HA yMEPEHH IO TEXKN MaHUIHHH elU3014 NPH OHIOIPHO
Pa3CTpOMUCTBO.

PUCTIOJIEIIT e nokasaH 3a KpaTKOCpOYHO JiedueHHe (no 6 ceAMHUIIM) Ha NIEPCHCTHpAalla arpecht IIpH
MalHEHTH ¢ YMEpPEeHa O TeXKa AeMEHIIMA Ha AJIIXaMep, KOUTO Ca HEYYBCTBHTE/IHH KBM

HehapMaKONOMMYHHTE MOIXOOW M IIPH KOWTO UMA PUCK OT CaMOHapaH4BaHe WK HapaHABAaHE Ha
OKOTHHTE.

PUCTIOJEIIT e moka3aH 3a KpaTKOCPOYHO CHMIITOMATHYHO JieueHue (10 6 ceaMuuu) Ha
nepcHcTHpallla MOBEAEHYECKA arpects IIPH Aella Ha BB3pacT HaZ 3 TOAHHH M [IPH IOHOIIM ¢ AHarHo3a
chINacHo kpurepuute Ha DSM-1V, ipu kOMTO TeXkecTTa Ha ArpeCHBHOTO WIM APYTo AeCTPYKTHBHO
oBelleHHe W3UCKBa $apMaKONIOTHUHO jeueHue, DapMaKoNIOrHUHOTO JieyeHue TpsabBa na Opae
Hepas/JeHa 4acT OT NO-IIMPOKa IporpaMa 3a JIeYeH!e, BIUTIOUBAINA NICHX0-COLMANIHA |
o6pa3oBaTeniHa HHTEPBEHIMA. TOBA € MPENOPHUYUTEIHO, AKO PHCNIEPH/ICH Ce NPEAIHCBa OT
CMIELIMATTHCT M0 IETCKA HEBPOJIOTHA, JETCKO-IOHOIIECKH TICHXHATHP WIH OT JIEKapH, JoOpe 3arno3HaTh
¢ JIeYEHHETO HA MOBEACHYECKO Pa3CTPOUCTBO MPH Aelia H IOHOIIH.

4.2 /JMo3ApoBKa H HAaYHH HA OHPHJNOKEHHE

n3odpeHus
Bwv3pacmuu

PUCTIOJEIIT moxe na ce naea BEAHBK WM IBa TETH AHEBH
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Haumentrre TpsOBa ma 3anousar ¢ 2 mg pucnepHIoH Ha aeH. Jlo3aTa Moe 1a ObJe OBHUILEHA Ha
BTOPHA [ICH Ha 4 mg. B mocneacTeHe fo3ata Moxke 1a OCTaHE HEIIPOMEHEHA WITH 14 Ce
WHINBUAYaIU3KPA MTO-HATATHK, aKko e HeoOxoaumo. [loBedyeTo manueHTH ce 9yBCTBaT AoHpe IpH
AHEBHA 103a MexTy 4 H 6 mg. [IpH HAKOH NALMEHTH MOXe Aa € NOAXO/AIO KOPHTHpaHe Ha 103ara B
[IPOAB/DKCHHE Ha NO-ABJIBI IEPHOJA, KAKTO H MO-HUCKa HaYaIHa M TOAThpsKallla 4034,

Hoswute Han 10 mg AHeBHO He ca MOKazand No-1o6bp edEKT OT MO-HHCKHTE JO3H H MOXKE Ia

MPUYHHAT I10-4€CTa MOABA HAa eKCTpalHpaMHAHA CUMITTOMATHKA. be3onmacHoCTTa Ha 1034, NO-ToneMu
oT 16 mg aHeBHO, He e Mo/yIarana Ha OLIEHKA, U CIIEAOBATENHO T€ He CE MPeNOPHUYBAT.

Xopa & cmapuecka ev3pacm

IIpenoprusa ce HavanHa Ao03a ot 0,5 mg ABa MbTH Ha geH. Taszn ,uosnpoaxaﬂmxe na 6nae

HHIWBHIY2THO KOpPUIUpaHa ¢ yeenuyeHHe oT (0,5 mg /1Ba TbTH Ha JeH A0 | Win 2 mg aBa ITBTH Ha
OEH.

Leya u ronouiu

He ce npenopsusa ynotpebara Ha pucnepHAOH MpU Aena U IOHOMH o 18-romumua BE3pact ¢
IIK30(pEHKMS TOPaAY HENOCTATHYHO J2HHH 32 €PHKACHOCT.

Mauwniing enu3ony npu GunmonsapHu pascTpoiicrea

Bv3pacmuu

PHCIIOJIEIIT TpabBa nace gaBa Beau®k THEBHO, KaTO Ce 3aII04He ¢ 2 mg pucrnepuaoH. Kopurupane
Ha [103aTa, aKo UMa MMOKA3aHWA 3a TOBA, TpAOBa [a ce MpaBM Ha HHTEPBAJIH, He MO-MaJIku oT 24 Jaca, |
TO C YBEJIM4aBaHE HAa 103aTa 0T | mg AHEBHO. PHCIIEpHIOH ce rpuiara NpU IbBKABO A03UPAHE B
MHTEPBaJI OT 1 10 6 Mg NHEBHO [0 OMTHMH3MpPAaHE Ha HUBOTO Ha e)HKACHOCT U TOJIEPAHTHOCT IIPH

BCCKH NauHeHt. /lnesHa K03a Haa 6 mg pUCNEPHIOH He € H3C/Ie/BAHA NPH MAlMEHTH ¢ MAHUIHN
eMTU304H.

KakTo mpu BCAKO CHMIITOMaTHYHO J€4EHME, IPOABIDKHTENHOTO NedeHue ¢ PUCIIOJIEIT TpaAbBa
HEMPEKHCHATO Ja C€ OLEHABA H OOOCHOBARBA.

Xopa 8 cmapuecka ev3pacm

IIpenopruBa ce HavanHa no3a ot 0,5 mg A8a meTH gHeBHO. Ta3u f103a ce NpeNeHABa HHIHBHIYAIHO
npu yeeudeHue ¢ 0,5 mg ABa IIbTH AHEBHO A0 1 WM 2 mg JBa ITBTH AHEBHO. Tl KATO KIMHHYHUST
OIIMT NIPH XOpa B CTapyecKa Bh3PACT € OrpaHu4eH, yrnorpebara TpsbBa Ja € BHHMATEHA.

Ileya u ronoutu

He ce npenopwusa ynorpe6ara Ha pucriepHIOH NpH Aella U IOHOLIM oA 1 8-rofMInEA BE3pacT ¢
OHnONIpHA MaHKA NOPagH HENOCTATHYHO AaHHH 3a €PHKaCHOCT.

[lepcucTrpania arpecus NpH MANHEHTH ¢ YMEPEHA JI0 TEXKA JeMeHIHs Ha ArxaiiMep

IlpenopeuBa ce HauaHa n03a ot (1,25 mg ABa MbTHU qHEBHO. TazH ZO3MPOBKE MOKeE 12 6bae

BTOPH IEH, aKo € Heobxonumo. OnTuMaiHara no3a ¢ 0,5 mg aBa
Hskon nmaimeHTH, obave, MOXke 1a ce WyBCTBAT A0Gpe OT 032
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[Tpn nmaumeHTH ¢ epcHcTUpala arpecus npu gemeHuus sa Amxaimep PUCIIOJEIIT He ce mpunara
noeede oT 6 ceaMHUUH. [1o BpeMe Ha JIeUEHHETO MALMEHTHTE TPAOBA 1a ce IMOIaraT 4ecTO ¥ peAOBHO
Ha OLICHKA K OTHOBO /1 CE IPELEHABA HEOOXOOUMOCTTA OT MPOAB/KABAHE HA JIEUEHHUETO.

IIoBeIeHYECKH pa3CTPONCTRA

Heya u wonowu om 5 0o 18-200mmuna évipacm

3a mauueHTH ¢ Termno =50 kg ce nmpenopruBa IrbpeoHavaTHa ao3a 0,5 mg BeIHbXK AHEBHO. Ta3u
ZO3HPOBKA MOXKe Aa Gbae HHOAWBHAYATHO KOpUrHpaHa ¢ rosyitieHue ot 0,5 mg BeIHBK JHEBHO He
T10-YECTO OT MHTEPBAIIH MPe3 eWH ACH, aKO € Heo0xoaumMo. 3a [TOBeYeTO MallMeHTH ONTUMANHATA
OO3HpOBKa € 1 mg BeaH®X AHeBHO. Hakon manumenTw, obade, Moxe aa ce yyBcTBar 1oope or 0,5 mg
BeHBX AHEBHO, NOKATO APYTH MOXe J1a MMaT HYXXAa OT 1,5 mg BEAHEX HHEBHO. 3a MAaLMEHTH ¢ TENIO
<50 kg ce npenoppUBa MepBOHAYATHA J03UPpOBKa oT (0,25 mg BeAHBXK AHEBHO. Ta3u JO3UPOBKA MOXE -
na Oblle HHIWBUAYATHO KOPUTHpaHa ¢ MoBHiIeHHe OT 0,25 mg BEIHBXK AHEBHO HE MO-4ECTO OT
 HHTEPBAJIM IIpe3 AeH, aKo e HeoOxonumo. OntumManHara go3a € (1,5 mg BeOHEX OTHEBHO 34 [I0BEYETO
naieHTH. Hakou nmanmenTu obade Mmoxe fa ce uyrcTpar nobpe ot 0,25 mg BeIHBXK JHEBHO, IOKATO
IpYTd MOXKe Ja UMaT Hyxaa oT 0,75 mg BeOHBbXK JHEBHO.

KakTo np BCAKO CHMITOMATHUYHO JiedeHHe, poab/DKATEIHOTO neuenue ¢ PUCIIOJIEIIT Tpabsa na
C€ OLICHABA ICPHOOHYHO.

PHUCIIOJIEIIT nHe ce npenopbh4sa npH Aelia oA S-TOAUINIHA BE3PACT, ThHA KaTO HAMA OIMHUT OpH Aela,
[10-MaJIKH OT 5 TOOMHH, ¢ TAKMBA pa3CTPOHCTBA.

YBpexxaane Ha Gp0penyTe ¥ YepHUa Apod

[TamueHTHTe ¢ 6B6peuHo YBpeXIaHe MMAT NOHMKEHA CTIOCOGHOCT a €NTHMHUHHPAT aKTUBHATA
aHTHIICUXOTHYHA (Ppakiys, OTKOIKOTO BE3pacTHUTe ¢ HopMmasiHa 6p0pedna QyHkima. [aieHTuTe ¢
yBpeAeHa GYHKUMA Ha 9epHUA Apob MMAaT NOBMINEHA IUTa3MEHA KOHLIEHTpallusa Ha cBoboaHaTa
dbpakIys Ha PUCTIEPUICH. |

He3aBucHUMO OT HHOMKALMHTE, HAYANHATA M CIIEABALIWTE NO3MPOBKH TPpiaOBa 1a ca HaMaJIeHH
HAHOJIOBHHA H KOPMIHPAHETO Ha 103aTa TpAOBa Aa 6bae no-6aBHO NpH NanjHeHTH ¢ 6p0peuHo win
4epHOZAPOOHO YBpeKaaHe.

PUCIIOJIEIIT TpsabBa aa ce npuiiara BHUMATEIHO NMPH TE3H IPYTH MALMEHTH.

HauyWH Ha NpUIOKEHUE

PUCITOJIEIIT e 3a nepopanno neuenHe. XpaHara He nosnusasa abcopbuuara Ha PUCIHOJIEIIT.

[Tpu mpexpaTsaBaHe HA IEYEHUETO Ce TPENIopBhUBa NOCTEIIEHHO HaMansgBaHe Ha Jo3ata. MHOro pagko
CE ONMCBAT OCTPHM CHMITTOMH MPH PA3KO IPEKBCBAHE HA NEYEHHUETO C BUCOKM NO3H AaHTHIICHXOTHYHH
IIEKAPCTRA, BKIIIOYUTENHO I'ajieHe, NOBPbIIaHe, H3NOTABaHe U Oe3chHHUe (BK. Touka 4.8). Moxe na ce
HabmoaaBa ¥ BE300HOBIBAHE HAa TICHXOTUYHHTE CHMITTOMH H ce ¢hoOII{aBa 3a N10gBa Ha HEBOJICBHU
IBUTATETHE Pa3CTPOCTRa (KaTO HAPUMeEp aKATU3MSA, JUCTOHUSA U MUCKUHE3HS).
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IIpemunaeane om Opy2u QHMuUNCICOMUYU

Koraro e MeqUIIMHCKH OTNPaBaaHoO, Ce MPENOpPBUBa MOCTENEHHO CUpate Ha MPENHIIIHOTO JIeYeHHUE,
xorato 3ano4sa nedeHueto ¢ PUCITOJIEIIT. Cruio Taka, ako € MEAULIMHCKH OIPaBAAHO, TIPH

NpeMHHAaBAHE HA MALMEHTAa OT AETO aHTHIICUXOTHYHH NpErapary ¢€ IpernopbuBa TepartmsaTa ¢
PUCTIOJIEITT pa 3amo4de B AeHA Ha CNEABAINATA MHKEKIHUE OT cxeMaTa. HeoOXoauMocCTTa OT
IIPOAB/EKABAHE HA ITPORCKAAHOTO AHTHIIAPKUHCOHROBO AedeHre TpadBa MepHOIHYHO Aa ce
[Ipepasriexsa.

PHCHOJIEIIT nepopanen pazmeop:

32 HHCTPYKUHMH OTHOCHO M3XBEpisHe U pabota ¢ PUCIIOJIEIIT nmepoparniex pa3TBOp BHXKTE TOUKA 6.6.

4.3 IIpoTHBONOKA3aHHA

CBP’BX‘{YBCTBHTEJIHGCT KbM AKTHBHOTO BEIECTBO WM KBM HAKOE OT NOMOLIIHHUTE BEIIIECTBA.

44 Coennansy npeAynpexieHds H Npeana3Hiy MEPKH HIPH ynoTpeda

ITallMEHTH B CTApYECKa Bb3PACT C JEMEHIIHUA

Obwya cmvpmuocm

Ilpu BB3pacTHH MALIMEHTH ¢ JIeMEHIIUA, IeKYBaHHU ¢ aTUIIHYHH aHTHIICHXOTHIIM, ce Habmogasa
yBeJIM4YaBaHe Ha CMBPTHOCTTA B CpaBHEHME ¢ Ialebo npu MeTaaHAIH3 Ha 17 kKoHTpONMMpaHu
IIPOYYBAHH, MIPOBEICHU C ATHITHYHY aHTUIICUXOTUIH, BTouUTeIHO ¥ ¢ PUCIIOJIEIIT. Ilpn
I1auebo-KOHTPONMpaHy MPOYUBAHUA B MTOMyNallusTa naiueHTH, nexkysanu ¢ PUCIIOJIEIIT,
cMBpTHOCTTA € 4% npu nekysanu ¢ PUCIIOJIEIIT naumenTH, cpasHeHo ¢ 3,1% npu nalueHTH Ha
ranebo. ChOTHOIIIEHHETO Ha BepoATHOCTH (95% ToueH norepurelieH uHTeppan) e 1,21 (0,7; 2,1).
CpenHara BB3pacT Ha MAUMEHTHTE C JieTaneH H3xon e 86 roauHu (Mexay 67-100).

Eonoepemenno npunoowcerue na hypozemuo

[Ipu mnane6o-koHTpOIMpaHu KIHHHYHH npoyusanua ¢ PUCIIOJIEIIT, npu naumenTy B cTapyuecka
BBIPACT C AEMEHLIMA, JICKYyBaHH €THOBPEMEHHO ¢ Pypo3eMUI M PUCIIEPHIOH, ce Habmoaasa
O-BUCOKAa cMBPTHOCT (7,3%; cpemHa BB3pacT 89 roamuu, Mexay 75-97) B cpaBHeHUE ¢ NMALMECHTH,
JIeKyBaHHU caMo ¢ pucniepuaocH (3,1%; cpenna ppapact 84 roguHu, Mexxy 70-96) win camo ¢
dbyposemun (4,1%; cpeana Be3pact 80 rogunn, Mexxay 67-90). Yeenudenara CMBPTHOCT NIpH
NalUeHTH, JJEKYBaHH ¢ (pypo3eMHU H PHCIIEPHIOH, € HaOmoAapaHa pU AB¢ OT OOII0 YeTHPH
KAMHUYHU NMPOYUYBaHHA. EAHOBpEMEHHOTO MPWIOKEHUE HA PHCIICPHAOH C IPYTH OUYPETHLH (TTTIaBHO
TIPUWIOKEHUETO Ha THAZHAHH JUYPETUIIU B HUCKH IO3H) He C€ CBEP3Ba Cb<C CHUIOTO 3AKTOYEHHUE.

He e HaMepeH naro@u3HoIoruyed MeXaHH3bM U HAMA [TOCIeIOBaTeNIeH Mo, koiiro ma oOacHH
NpU4YKHHaTa 3a HaOJogaBaHaTa CMBPTHOCT. BBIpeKkH ToBa TpAOBa J1a ce BHUMAaBa M 1a CE€ B3eMAT Npejk
BUM TOJ3KTE H PUCKOBETE OT TaKaBa KOMOMHALIMA WIIH CHIETCTBALO JICUCHHE C OPYTH CHIIHM
OWYPETHIM, IPSIH Ja CE B3eMe PEIICHHE 32 HCHHOTO npunarase. HaMa yesennueHa CMBPTHOCT TIpH
NTAlHEHTHTE, KOWTO MPACMAT APYTH JHYPECTHUM KaTO CHIIBTCTBALIO JICHSHHE 3aCHHO C PHCTIEPHIOH.
He3aBHCHMO OT NEUCHHMETO, IEXHAPATALIMATA € PUCKOB (PaKTOD 3a CMBPTHOCT M TpAOBa BHHUMATEHO
Ha ce u30Area IpH NTALHEHTH B CTap4ecKa Bb3pacT ¢ ACMEHLIMA.

Hesxenanu MO3BYHOCHAOBU peakiiyu (HMCP)

pu mnauebo KOHTPOIUPAHH KTMHWYHK NPOYYBAHMA NPU Naly
MMa 3HAYUTEHO O-BUCOK NMpoueHT (Mpubau3uTeTHO 3-KpaTH
HalpuMep WHCYNT (BITIOYMTEIHO ChC CMBPTEH M3X0M) K Mpe
natueHTH, nexysad ¢ PUCIIOJIEIIT, B cpaBHeHHE ¢ naue
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BB3PAcT 85 roquuM; auanasoH ot 73 a0 97). CebpanuTe JaHHH OT 6 mWianebo KOHTPOIHPaHH
MpOyUYBaAHMSA [VIABHO NPH MAIJMEHTH B CTapUeCcKa BBE3PACT (>65 roguHM) ¢ AeMeHLMA NI0KAa3aT, Ye
HMCP (cepuo3HH ¥ He-CepHO3HH, KOMOMHHpaBu) ce nomy4yasar 1mpu 3,3% (33/1009) ot mauueHTuTe,
JIEKYBAHHU C PHCTIEPHIOH, ¥ ripu 1,2% (8/712) npu naumenTHTe, NIpHeMalny mauedo. OTHOLIEHHETO
Ha BepodaTHocTTa (95% To4eH noBepuTeneH uHTepBan) € 2,96 (1,34; 7,50).MexaHu3MBbT 32 TO3M
MOBHILIEH PHCK HE € M3BecTeH. [JOBUIIIEHUAT PHCK HE € H3KIIOYEH 32 IPYTH aHTHIICUXOTHIY HITH

OPYT'Y TPyIH NaLUEeHTH. PHCHOI[EHT TpabBa Oa ce Npwiara ¢ BHUMaHue MIPH MAlHEHTH C PHCKOBH
¢haKTOPH 32 HHCYIT.

PucksT or HMCP e 3Ha9HMO No-BHCOK MPH MALMEHTH CHC CMECEH WIH Cb/I0B THII IEMEHLHA [IPH
CpaBHEHME ¢ JeMEHLUA Ha Axaimep. 3aTOBa TALMEHTH C APYT THII OEMEHIINA, pa3/IiIHa OT
neMeHIMd Ha AJIxaiiMep, He TpsAOBa Za € JICKYBaT ¢ PHCIIEPUOOH.

Jlexapute Tpa6Ba Aa NpeLeHAT pycka | nossara of npanokennero Ha PUCIIOJIEITT npy nanueHTH
B CTAPYECKA BB3PACT C IEMEHLHA, KATO B3eMAT MIpell BHA MPOTHOCTHYHUTE KPUTEPUH 38 UHCYIT NPH
BCEKH eIHH NauuenT. ITalMeHTHTe HIN Xopara, KOHTO e FPIKAT 3a TAX, Tpabsa na Onaar .
npenynpeaeHd He3abaBHO Na cHOOIABAT 332 MPU3HALIA U CUMITTOMH Ha HMCP kato BHE3anHa
cNabOCT WIH CKOBAHOCT Ha JIMIIETO, PBLIETE WM KpaKaTa, H 3a Mpo6iieMy ¢ roBOpa WIH CbC 3pEHUETO.
BcHYKH BE3MOKHOCTH 32 JieueHHe Tpabea aa ce oOMHCIAT He3abaBHO, BKIKOUMTEIIHO
NpeyCTaHOBABAHE Ha JICYCHHUETO C PUCTICPHJIOH.

PUCTIOJIEIIT Tpabra Aa ce H3MOA3Ba 32 KpaTKOCPOYHO JIEYCHHE HA IEPCUCTHpALl[a arpecHs TIpH
alMEHTH C YMEPEHA A0 TeXKKA JEMEHLMA Ha ANLxaiiMep caMO KaTo MOITBJIHECHUE KbM
HedapMaKOTOrM4HKTE HOIXOAH, KOTAaTO T HMAT OrpaHH4€Ha eeKTHBHOCT WK He ca e(hHKACHU H
TpH KOMTO MMa PHCK OT CAMOHapaHsABaHe WK HapaHABaHE Ha OKOJIHHTE. |

[TanmenTrre TpAGBa peXoBHO Aa OBAAT MOAIAraHH Ha ITPEOLICHKA, KAKTO HeOOXOIHMOCTTA OT
IPOIL/DKABAHE HA JTEYEHHUETO.

OprocTaTH4YHA XHITOTOHAA

[Topanu anda-6a0kupamoTo ASHCTBHES HA PUCIEPHIIOH € BE3MOXKHA r0ABaTa Ha (opTOCTATHYHA)
XUIIOTOHMSA, 0COGEHO M0 BpeMe Ha HAUAIHKA MEPHO Ha aJlaTHpaHe Ha 103aTa. KUIMHMYHO 3Ha4YMa
XHIIOTOMHMSA ce HabmoAaBpa B NOCTMAPKETHHIOBHS TIEPHOA, NPH €MHOBPEMEHHO IIPWIOXKEHHE Ha
PUCTIEPU/IOH M aHTHXHNepTeH3uBHO nedenne. PUCTIOJIEINT Tpa6ea fa ce npuiara BHUMATEIHO IIpH
MAIMEHTH, 338 KOHTO ce 3Hae, Y€ MMAT ChPAEYHO-CHA0BO 3a60/Bane (Hamnp. ChpaeyYHa
HEJIOCTATHYHOCT, MH(APKT Ha MHOKAapa, HapyIIeHHs Ha NPOBOAMMOCTTA, ACXHpaTalHd,
XHIOBOJIEMHES, WIH MO3BHHOCHIO0BA Gonect), U Ao3aTa TpAOBa fa ObAe NMOCTENeHHO aJanTHpaHa

CTIOpeN NPeropBKATE (BX. TO4KA 4.2). AKO ce TIOSBH XHITOTOHUS, TpAOBA fa ce 0OMYCH HAMANCHHE
Ha J03aTa.

Kbcua muckunesus/ ExcrpamupaMuany cumirromi (KI/EIIC)

JlexapcTBeHHTE MPOAYKTH CHC CBOMCTBA HA AHTATOHHUCTH Ha JOTIAMHAHOBUTE PELENTOPH, Ca CBbP3aHH
C HHAYLMPAHETO Ha KbCHA JUCKHHE3Hs, KOATO C€ XapaKTepusHpa ¢ pATMHYHH HEBOJICBH JIBHKEHHA,
IpeqMMHO Ha e3MKa W1AH Jutieto. [JosBaTa Ha eKCTpalMpaMK/iHa CHMITTOMATHKA ¢ PHCKOB (aKTop 3a
KBCHA NHUCKMHE3Ms. AKO Ce MOSBAT IpH3HALY M CUMITTOMH Ha KbCHa AUCKHHE3MA, TpsOBa na ce
0OMHUCIIH CTIHPAHETO HA BCHYKHM @HTHIICHXOTHIIN.

HepponenTuued ManaurHeH CHHAPOM (HMC)
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1 ocTpa 6B0peyHa HEZOCTATHUHOCT. B TO3H CiryyaH, BCUYKH aHTHIICHXOTHIM, BKITIOYUTENHO
PUCTIOJIEIIT, Tpsabsa fAa OpaaT CIpeHH.

[TapkuHCcOHOBa GonecT W feMeHUns ¢ Tea Ha Lewy

Jlexapure TpaOBa Oa rpelieHAT PHCKOBETE CIPAMO I10JI34Ta, KOTaTo NPEANUCBAT aHTHIICHXOTHIIH,
proirourTendo PUCTIOJEIIT, Ha nauuentH ¢ [lapkuHCcOHOBa foslecT WK AeMeHLU C Tella Ha Lewy
(DLB). BramoxHo e BiomaBate Ha [TapkuHcoHoBara Hoject oT pucnepuno. [ipu apete rpymu
CBHILECTBYBA MOBUIIIEH PUCK OT pa3BUTHE HA HEBPOJIENITHYEH MATUTHEH CHHAPOM, KaKTO H MTOBHLICHA
YyBCTBHTENHOCT KbM AHTHIICHXOTHYHHTE JIEKAPCTBA,; TE3H MMALMEHTH Ce W3KTIOYBAT OT KITHHHYHH
npoyusatus. [TposBara Ha Ta3H NOBHINEHA YYBCTBHTEIHOCT KaTO JAOMBIHEHHE KbM

eKCTpaldpaMHIHaTa CHMITTOMATHKA MOXKe Aa BK/IKOYBA oOBpKBaHe, 0OHYOHMITalIHO, TIOCTYypaiHa
HECTAOMITHOCT ¢ YeCTH MIajaHus.

X UICPIIUKEMUA

3a XUMeprIMKeMHs WIH 060CTpAHE Ha CHIIECTBYBAIN OTIpeH auabet ce chobilaBa B MHOTO pelKH
ciydaH 1o Bpeme Ha nedennero ¢ PUCIIOJIEIIT. TpenopbyBa c€ MOAXOAAMIO KIMHAYHO HAOMONCHHE
Ha [ALIMEHTH ¢ JUabeT M Ha NALMEHTH ¢ pPUCKOBH (AKTOPH 3a pa3BHTHE HA 3aXapeH nuader.

XUnepnponakTHHEMHA

ITpoy4BaHKs C THKAHHM KYITYpH OKa3BaT, 4e PacTeXbT HA KIETKH [IPH TyMOP Ha I'bpAaTa MpH
qoBeKa MoXke GH ce CTUMyNHpa OT IIPOJIaKTHH. Makap Jye He € SCHa BPB3KAaTa C IIPHIOKEHHETO Ha
AHTHIICHXOTHLH, ZOKOJIKOTO € JOKA3aHO B KIIMHUYHY M eNHIEMHONOIHYHH NPOYUYBaHHi, IPENOphiBa
ce TIOBMIIEHO BHUMAHHE TIPH NALMEHTH chb¢ 3HaunMa aHamHesa. PUCTIOJIEIIT Tpsabea fa ce npunara
BHHMATEJIHO NIPH [IALHEHTH ¢ TipeJIIeCTBAIla XHIIEPIPOJaKTHHEMHUA H IIPH NAUMEHTH ¢ BEPOATHOCT
34 MPONAKTHH-3aBUCHMM TYMODH.

Y abnpxasane Ha Q'1- uHTEpBaa

B nocTMapKeTHHIOBHSA NEPHOJ MHOTO PAAKO ce chobmana 3a yabnkasade Ha QT-unTeppana. Kakrto
H ¢ JPYTHTE AHTHIICHXOTHULIH, TpA0Ba Aa ce BHMMAaRa, KOraTo PHCIICPHOH C€ NMPEATTMCRA Ha MTAllHCHTH,
3a KOMTO C€ 3HAE, Ye CTPAaaT OT CHPACYHO-CHIOBH 3a00/IABaHMA, KOMTO MMAT (hamMUITHA
obpeMeHeHoCT 38 yabinkeH QT-HHTepBan, Opagukapaus WK €JICKTPOIHTCH nucbanaHc
(XHIOKATHEMHS, XHTIOMArHE3MeMUs ), Thil KaTO TOBa MOXKE Ja IIOBHINM PHCKA OT PHTBMHH
HapYILIeHHA, KAKTO M MPH eJHOBPEMEHHATA YNIOTpeba Ha 1eKapCTBa, 33 KOMTO C& 3Hae, 4¢ yAB/DKaBat
QT-unreppana.

] Ipuniagbuy

PUCTIOJIEIIT Tpabpa Aa ce u3no/I3Ba BHUMATEIHO [IPH NALMEHTH, KOUTO UMAT aHAMHE34 32
NPUNALBIH WIH APYTH CHCTOAHHA, KOMTO MOTEHLHATHO MOTAT 1a HAMAJIAT Ipara 32 IpHIajfbLH.

I Ipyanu3eM

ITo speme Ha neuennero ¢ PUCIIOJIEIT moske na ce noryds NpHanKsbM MOpaH HErOBHA
ana-anpeHepruueH Hmoxupal eQexT.

PerynupaHe Ha TenecHara TeMreparypa

L T

CMsiTa ce, Y& AHTHIICMXOTHLWTE pa3CTpOHBAT CIIOCOOHOCTTa Ha Opr Hgm it} peryamw TEeNIECHATA
Temnepatypa. Jlobpe € Aa ce B3eMaT ChOTBETHH MEpKH, korato PG K JE __I.L;;q Hpgﬁil Ba Ha
MALMEHTH, KOUTO Ce M3NAraT Ha ChbCTOAHUA, KOMTO MOXKE [1a 0TI é:ce;/r 3-3 HOBHmaB\aH% TEICCHATA
TeMIepaTypa, HalpuMep YCHIeHO QPU3MYSCKO HATOBapBaHe, H3Jl |

[IOJIy4aBaHe Ha CBHBTCTBALLO JICYCHHC C AHTHXOJIHHCPIrUitHa a
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Jelia ¥ IOHOIIH

[Ipequ M3MKUCBaHe HA PUCTIEPHIOH Ha Jeua HIK IOHOLIM C ITOBEJEHYECKH Pa3cTPOHCTBa Tpadsa
LSLTOCTHO OLISHABRAHE 33 (UIUKAIIHM K COLMATHH [TIPHYUHH Ha arpeCHBHOTO NOBE/IEHHE KaTO
HATpuMep NPUYHHABAHE HA O0NKka WIKM HECHOTBETCTBAINN Ha CpeZlaTa HCKaHHA.

[Tpu Tasu rpyna TpsOBa BHUMATENHO A2 CE CAEY CeaTHBHUAT €PEeKT Ha PHCIICPHACH IOpanH
BB3MOKHHTE MMOCIEUIH BBPXY CrIOcOOHOCTTA 32 yueHe. [IpomMaHaTa Ha BpeMETO Ha MpUiaraHe Ha

PUCTIEPHACH MOXKE fa mogaoOpy BE3AeHCTBHETO HAa CENATHBHOTO CPEICTBO BHPXY BHHMAHHUETO HA
J€HATa U FOHOIIHTE.

PUcriepuIoH Ce CBHP3Ba ChC CPEIHO YBEJIMYEHHE Ha TENSCHOTO TEINIO H HHASK A HA TenecHaTa Maca
(UTM). JleuenneTo ¢ pUCIIEpHIOH C MPOIBIKMTENHOCT A0 1 roIHHA HE OKa3Ba HEXEMaHH
NEXapCTBEHH pEakliMi BEPXY pacTexka H ION0BOTO Ch3pABane. [IpoMeHHTe B pBCTa IPH ABITOCPOYHH
eKCTEH3UBHHM, OTBOPEHH IIPOYYBaHMA Ca B paMKHTE Ha HOpMaTa, O4aKBaHa 32 Bb3pactra, Edekture.
BBPXY [OMIOBOTO CH3PSBaHe M PBCTA MPH IBJITOCPOUHO JICUCHHE C PUCTIEPHIOH HE Ca aJeKBATHO
NpOYy4EHH.

[Topaay noTeHUMANHUTE ePeKTH OT NPONB/DKUTETHATA XHIIEPNIPOJIAKTHHEMHS BBPXY pacTexa u
MOJIOBOTO Ch3pABaHe MPH Jella U IOHOIIM TpAOBa Ja Ce NpaBy pefoBHA KIMHWYHA OLleHKa Ha
eHIOKPHHHMA CTATYC, BKIIFOUNTEITHO H3MEPBaHe Ha PBCT, TErNO ¥ IIONOBO Ch3pABaHEe, KOHTPOII Ha
MEHCTpPYaLUITa K ApYrH IOTEHIMATHO CBBP3aHH ¢ MPONAKTHHA e(QeKTH.

[To BpeMe Ha JieueHHe ¢ pUCTIEpPHACH PeIOBHO TPAOBa J1a Ce CJIeIH 3a eKCTpanMpaMUiHa
CUMITTOMATHKA M IPYTH ABWIaTeJIHA HAPYUICHHA.

3a criermGHYHHA IpenopbKHA NpH JO3MPOBKA IIPH Jiella H FOHOWIH BIDKTE TOUKa 4.2.

[ToMOIIHH BELIECTBA

DWIMHPaHUTE TA6ETKH CHABPKAT TaKTo3a. ITaLMEHTH ¢ peZIkM HACIIEACTBEHH AeEeKTH KaTo
HEMOHOCUMOCT KBbM rajiaxkrosa, Aeduiut Ha Lapp Takra3a HIIK HA TTIIOKO30-TaNlaKTO3Ha
Manabcop6ius He TpA6Ba /la PHEMAT TOBA JIEKAPCTBO (OTHACK e CaMo 10 (HUIMUpaHUTE TabNeTKH).

Cpabpxka oupeTHTe) chHeeT XKbirro (E110). Moxe fa NpUYMHH aneprivHy peakuis (OTHACcA Ce CaMo
3a punMupanuTe TabneTkH ot 2 mg).

4.5 B3aumogelicTBHE ¢ APYIH JeKapCcTBEHH NPOAYKTH B APYrd GOpMM HA B3aHMOJEHCTBHE

KakTo ¢ Apyrd aHTUIICUXOTHIIH, BHUMATEIHO ce OOMHCIIA H3IMCBaHe Ha PUCTIEPHJIOH C JIPYTH
JTeKapCTBEHH IPOAYKTH, 38 KOMTO ce 3Hae, de yAb/okapaT QT-unreppana, Hanp. ki1ac la aHTHapuTMHIH
(Hanp. XMHHIMH, AM30NMpaMHA, TpoKarHaMun), kiac [l aHrHapuTMuULY (Harp. aMHOAapOH, CQTAION),
TPHUMKITYHA aHTHAENpeCaHTH (Hanp. aMUTPHITTHIIMH), TETPALKKIIMIHHA AaHTHENPECAHTH (Harp.
ManpOTUIMH), HAKOHW aHTUXHCTAMUHH, APYTH aHTHIICHXOTHIH, HAKOH aHTUMANApUIHK JIeKapcTBa
(Hanp. XMHUH M MeQJIOKHH), ¥ C JIEKAPCTBA, KOMTO NPHYMHABAT eNEKTPOIHTEH AucOanaHe
(XMNOKAJIMEMHS, XMTIOMArHE3HEMIIS) WIH OpaiuKapaus, Wiy TAKHBA, KOUTO HHXHOUpaT
yepHOAPOOHHMA MeTabONIN3bM Ha pUCIIEPUAOH. TO31 CIHCHK € NPUMEPEH, a HE H34EPNaTEIcH.

Homenyuan na PUCITOJIEIIT Oa nosnusiea Opyeu 1eKapCmeeHy npoOyKmu

T HL A ey
"

o i "‘»-1\.
PucnepuioH Tpa6sa Ja ce ynoTpebasa ¢ IOBHWEHO BHIMaHUe NPH Mmum @ ﬁp}tlgﬂ

LIEHTPANHOASHCTRAIIM BEIIECTRBA, OCOOEHO BIITIOYBAIIIH AJIKOXOMN, OH
GeH3onUMa3eHHM 110paqH OBUIIEHHAT PUCK OT CeIUpaHE.
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PHUCIIOJIEITT moxe 1a aHTaroHusupa eekra Ha JISBOACIIA H HA APYTH IOTIAMHHOBH aroHUCTH. AKO

Ta3u KOMOHHAIMA ce CUMTA 3a HeoOXoaumMa, ocobOeHo IIpH KpaeH craauil Ha [lapxunaconoBa 6onecr,
TpsOBa Na ce M3IKIIe Hal-HiUCKaTa e(peKTUBHA H03a.

KnMHUYHO 3HAYHMAa XHITOTOHHA ce HabmoAaBa B IOCTMAPKETHHIOBHS TIEPUHO MIPH EAHOBPEMEHHO
[pHiarade Ha pUCICPHUIOH C AHTUXUIICPTEH3HBHO JIEHEHHE.

PUCTIOJIEIIT He noka3sa KITHHHYHO 3HAYMM €(QeKT BbpXy PapMakOKWHETUKATA HA JIUTHIL, BaNmpoar,
JIUTOKCHH WK TOMHpaMar.

I[Tomenyuan na opyzume nexapcmeeru npooykmu oa nogauasam PUCHOJIEIT

UsBecTHO €, 4e kKapbaMaseliH HaMalIABa TU1a3MEHATa KOHUECHTPALMS HA aKTUBHATA AHTHIICHXOTHYHA
¢bpakuus Ha pucnepunoH. IlogoGHu edexTH Morar Aa ce HabinoaaBar HanpuUMep ¢ pUPaMITHLIKH,
dbenuTorH 1 dpeHoGApOUTAN, KOUTO CBHINO HHAYUHMPAT YepHOApoOHHUs eH3um CYP 3A4, xakTo U
P-rnuxornporeuna. Korato ce 3amovpa WIH ciypa JedeHHe ¢ kapOamasenuH WM ¢ IPYT'H HHIYKTOPH

Ha yeproapobHus exsum CYP 3A4 /P-raukonpoTenHa (P-gp), nexapsaT TpsaOBa Aa MpeoLeHH
nozupoBkara #Ha PUCIIOJIEIIT.

DIyoKCeTHH W NAPOKCETHH, KOUTo ca HEXHOUTOpH Ha CYP 2D6, mosuiuasar mwia3MeHara
KOHLIEHTPAaLKd Ha PHCIEPU/IOH, HO B TI0-MANIKa CTENCH Ta3H Ha aHTHICHXOTUYHATa (pakumi. O4yakBa
ce, ue Apyrd uaxuburopy Ha CYP 2D6 kaTo XHHHAMH MOXKE a IIOBJIHAAT [UTa3MeHaTa KOHICHTpalys
Ha PHCIIEPHACH No nogo0eH HaumH, KoraTo ce 3amoysa Ui NpeyCTaHOBABA € THOBPEMEHHO JIEUCHHE

¢ GIIYOKCETHH MM MIAPOKCETHH, JIEKapAT TpAOBa na MIO/IIOH Ha MPEOLIEHKA I03HPOBKATA HA
PUCIIOJIEIIT.

Bepariamun, koifro e uaxuburop Ha CYP 3A4 u P-gp, mopumasa rnasMeHaTa KOHLUCHTPAlMs Ha
PHCTIEPUIOH.

[ajlaHTaMHH M JOHEeTIE2WI He OKA3BaT KIMHHYHO 3HAYMM edeKT BbpXy dapMakoKkMHeTHKaTa Ha
PHUCIIEPUIOH H BBPXY aKTHBHATA AaHTHIICHXOTHYHA QpaKkuus.

DeHOTHA3HHHATE, TPULMKIMYHATE aHTHACTIPECAHTH M HAKOU GeTa GIokepH MOTaT Ja MOBHIIAT
[UTa3MEHATa KOHLIEHTpAlLlHA Ra PHCIICPHACH, HO He H Ha aKTHBHATA aHTHIICHXOTHYHA (paKius.
AMUTHPHITTHIIMH He TIOBIHAB2 (PapMaKOKMHETHKATA HA PHCIICPUIOH M Ha aKTUBHATA AHTHIICHXOTHIHA
dpaxuus. [faMeTHAMH ¥ paHHTHIYH NOBUIIABAT OMOHANMIHOCTTA HA PUCIICPHJIOH, HO CaMo
He3HAYUTEHO Ta3M Ha aKTHBHATA AHTHIICUXOTHYHA (pakuus. EpUTpOMHLINH, KORTO € HHXHOWTOp Ha
CYP 3A4, He npomeHd apMakOKMHETHKATA Ha PHCIIEPUIOH, HUTO Ha AKTHBHATA AHTHICHXOTHYHA

bpakius.

Kombunupanata yrorpeba na ncuxoctumMynanTy (Hanp. metindennnar) ¢ PUCIIOJIEILT npu neua 1
FoHOLIM He mpoMeHs dapmakokuHeTuwHaTa edukacHocT Ha PUCIIOJIEILT.

BiokTe TOuka 4.4 OTHOCHO TMIOBHINEHa CMBPTHOCT [PH NAllHEHTH B CTap4YeCKa BB3pacT ¢ JEMCHLMA,
[IpUEMALLH €AHOBPEMEHHO ¢ TOBa Qypo3eMus.

Ennoespemennara ynorpeba na nepopanes PUCITOJIEIT ¢ nmanvnepuIoH He ce MpenopsyBa, ThH
KATO NATUIIEPHIOH € AKTUBEH MeTaboIMT Ha PHCIEPHAOH H KOMOMHAIMATA Ha ABETE MOXKE 1a I0Be/Ie
10 JOITBIHKTENHA eKCIO3HIMA Ha aKTHBHA aHTUIICUXOTHYHA PpaKims.

4.6 bpeMeHHOCT H KEPMEHE

bpemennocm
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HabmoaBaHa cnejl ynorpeba Ha pHCIEPHIOH IO BpeME Ha ITOCIEAHOTO TpHMeceUHe Ha
6peMeHHOCTTa. 3aTOBa HOBOPOACHHUTS TPAOBa 1a Ce KOHTPONMUpPAT BHUMATENHO. PHCIIEpHIOH He €
TEPATOreHeH IPH MPOYYBAHHA C )KHUBOTHH, HO ca HabmogaBaHu Opyry BUIOBE TOKCHYHOCT BBPXY
penpoAyKTHBHATA CHCTEMA (BA. To4Ka 3.3). IIoTeHIMANTHHAT PHCK [IPH X0pa HE € H3BECTEH.
Cnegosarendo PUCIIOJIEIIT ne TpaGBa ga ce U3non3sa npd OpeMEeHHOCT, OCBEeH B CIIy4yad Ha

KaTerOpH4YHA HEOOXOAUMOCT. AKO e Heo6XxoauMo a 6b/Ie CIIPAH 110 BpeMe Ha OpeMEHHOCTTA, TOBA HE
TpaOBa 14 CTaRa U3BEJHBXK.

Kvpuene

[Tpy npoy4BaHys C >KMBOTHH € YCTaHOBEHO, Y€ PHCIIEPHIAOH M 9-XHAPOKCH-PUCTIEPHICH C€ OTACIAT B
MJISIKOTO. YCTaHOBEHO €, Ue PHCTICPHACH K 9-XUIPOKCH-PHCIIEPHIOH C€ OTIENA H B KbPMATa B MAJIKH

xonuuecTBa. Hama HanvuHU JaHHH 3a HeXeJIaHH peakuuy MpH KbpMayera. ClIeZI0BaTe/THO No13aTa OT
KBPMEHETO € TI0-TOJIAMA B CPAaBHEHHE C MOTSHIHATHHA PHUCK 3a IETETO.

4.7 Edexrt Bbpxy cuocofBocTTa 32 MiohupaHe H 332 padoTa ¢ MAIUMHH

PUCIIOJIEIIT moxe na MMa MHHMMAJIEH HIH YMEpPEH eeKT BbpXY CIOCOOHOCTTA 3a ogUpaHe U 3a
paboTa ¢ MALIMHH TIOpaIy NOTEHIMATHIS e(exT BbPXy HepBHATA CHCTEMA M BBPXY 3PEHHETO (BXK.
Touxa 4.8). CnefoBaTenno naMeHTHTe TPA6Ba Ja 6BAaT CHBETBAHM a He MIOQHUPAT U Ja HE paboTaT
C MALIHMHM, TOKATO HE CTaHE M3BECTHA TAXHATA MHIMBYMAYATHA YyBCTBUTEHOCT KbM JIEKAPCTBOTO.

4.12 Hexenanu peaxuun

Haii-yecTo ch0O0LIaBaHKTE HexenaHu nekapcTBend peakuuu (HJIP) (paznpoctpanenue >10%) ca:
NapKHHCOHH3BM, INIaBoGonue U Oe3chHHUE.

[o-nony cnensar ek HJIP, 3a koMTO ce cho0IaBa B KITHHUYHKTE TIPOYYBAHKA U B
OCTMAPKETHHIOBHA TIepHo,. [IpHiarar ce ClIeJHATE TEPMUHH 32 HECTOTaTa: MHOTO YecTH (=1/10),
yectH (>1/100 g0 <1/10), neuectr (=1/1000 mno <1/100), peaxu (=1/10,000 go <1/1000), mHoro peaku
(<1/10 000), ¢ HeU3BECTHA YeCTOTA (OT HAIMMHHTE AAHHU He MOXKe Jia Ob/ie HapaBeHa OLeHKa)

B paMKHTe Ha BCAKO rpynHpaHe B 3aBUCHMOCT OT Y€CTOTaTa HEXEIAHUTE JICKAPCTBEHH PEAKIHH Ce
H36pOABAT B HU3XOJAU] pejl 10 OTHOIIEHHE HA TAXHATA CEPHO3HOCT.

Hexenann aexapereens peaknan no MedDRA 6aza nanHH Ha CHCTEMO-OPraHHE K/1acoBe

Hzcnensanns
Yecmu [NopMineHye Ha MpONAKTHHA B KPBBTA®, TOBUILIABAHE Ha TETJIOTO
Hevuecmu VY nespkaBaHe Ha QT-WHTEepBana Ha KapAuorpaMara, NaToIorHIHA
eJEKTPOKApANOrpaMa, MOBHIEHHEe Ha KPbBHATA 3aXap, NOBHIIICHHE Ha
TpaHCaMHHA3MTe, HaMaJIeHKe Ha OesuTe KPBBHH KJIETKH, MOBUIICHHE Ha TeJIeCHATA
TEMIIEpATypa, NOBHIIEHHS Ha CO3HHOQHIKTE, HAMAICHHE HA XEMOIIO0HHA,
NOBULIEHHE Ha KpeaTHH(OoCPOKUHA3ATA B KPBBTA

Peoxu Cniagade Ha TeNecHaTa TeMIIEpaTypa

Copaednn HAPYIUECHHSA

Hecmu Taxuxapaust

Hevecmu ATpuoBeHTpHKYIapeH 650K, OeapeH 010K, NIPeAChPAHO MBKIACHE, CHHYCOBA

Opagukapaus, NaaiuTaliH
HapymweHus Ha KPHBTA ¥ JHMPHATA CHCTEM2A

Heuecmu AHeMmus, TPOMOOLUTONEHUS
Peoxu ['paHyn00ETONEHS

C neuzgecmua ArpanynouuTosa

yecmoma

Hapymenusi Ha HEpBHATA CHCTEMA
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Mnozo vecmu HapKHHCGHHB'BMb rinaBobonue

Yecmu AKaTH3UA", CBETOBBPTEX, TPEMOP®, AHCTOHHUA , COMHONEHTHOCT, CENMPaHe,
neTaprud, ,E[HCKIH—IEBHﬂb
Heuecrnu HepearupaHe Ha ¢cTUMyINH, 3ary6a Ha Chb3HaHHE, CHHKOI, NOATUCHATO HUBO HA

Ch3HAHHETO, MO3BYHOCHAOB HHLMACHT, IPEXOASH UCXEMWYEH IIPUCTBDI],
IH3apTPHsA, HAPYIISHHE HA BHUMAHMETO, XUTIEPCOMHUSA, CBETORBPTEXK IIPH CTOCHE
NpaB, HApYUIEHHE Ha PABHOBECHETO, KbCHA JUCKHUHE3UA, HAPYIIEHWE Ha IrOBOpa,
HapyilleHa KOOpAMHALUS, XHIIECTE3HUA

Peoxu HepponentudeH MaTUrHeH CUHAPOM, AHabeTHa KOMa, MO3BYHOCHA0BO YBpeKIaHe,

MO3BYHA UCXEMHA, IBHTATEIHH HapyIlIeHH
HapymeHHasa Ba OYMTE

Hecmu HesicHO BIDKAAHE
Hevecrmu KOHIOHKTHBUT, OYHA XUIIEPEMHA, CEKPET OT OUMTE, OTOK Ha O4MTE, CYXH O4H,
HOBHINEHO CBA300TAEAAHE, hoTododult
Peoxu HamaneHa 3pUTeIHa OCTPOTA, BEPTEHE Ha OUHTE, rnaymma
HapymieBas HA YX0TO H JadBpHATa
Heuecmu boska B yX0TO, IIyM B ymm‘e
PecnHpaTopHH, PHAHE H MEAHACTHHANHHA HAPYIIeHHSA
Hecmu TTUcIIHes, EMACTAKCHC, KAlBTHIA, CEKPET OT HOca, D0Nka BBB (papHHKCa U
JTAapUHKCA, |
Hevecmu CeupkaHe, acCIIHpalMOHHA ITHEBMOHMA, 6enoapobeH 3acToi, HapylleHHS Ha
AMIIAHETO, XPUTIOBE, KOHIeCTHS Ha JUXATEIHAA TPAKT, AUChOHMS,
Peoxu CHHIpOM Ha alHes 10 BpeMe Ha CBH, XHIICPBEHTIIAIMA
CToMamHO-YpEeBHA HAPYIICHHS
Hecmu IToBpruiate, AHapus, 3amex, raacHe, 060JIKa B KOpeMa, JUCTIENICHA, CYX0Ta B
yCTaTa, cTOMAIeH AHCKOMPOpPT
Hevecmuu Iucdarus, racrput, PekanHa HHKOHTHHEHIHA, GEKaIoM -
Peoxu OOcTpyKuMsA Ha YepBaTa, MaHKPEATHT, OTOK HAa YCTHHTES, XCHIHUT
Hapymenns Ha 0p0penuTe B NHKOYHATE NBTHINA
Hecrmu EHypesa
Hevecmu u3ypusd, HE3aAbpXKAHE HA YPUHATA, MTOJTAKHYpPHA
HapyuleHES HA KOKaTa H NOAKOXKHATA ThKaH
Yecmu O6pus, epureMa
Heuecmu AHruoeneM , JIE3HH Ha Ko)KaTa, YBpexX1aHe Ha Ko)kata, ChpOeix, akHe,
NemUrMeHTHpaHe Ha KOXKaTa, anoneius, cebopecH AepMaTHT, CyXa KOXa,
XHITEPKEPATO3a
Peoxu [Ivpxot
Hapymennsi Ha MyCKYJJHO-CKEJICTHATA CHCTEMA H CbEAMHATE/HATA ThKaH
Yecmu Aprpanrus, 6onka B repba, 60nka B kpaliHHUIIHTE
-Hewecmu MyckynHa cnaboct, MUanrus, 6onka BB BpaTa, OTOK HA CTABHMTE, HAPYICHHE Ha

CTOMKATA, CKOBAHOCT Ha cTaBuTe, O0JKA B MYCKYJIUTE U KOCTHTE HA I'PBAHHS KOII
Peoru PabooMuoniiza

Hapynmiedsas 82 €eHAOKPHHHATA CHCTEMA

Peoxu HecnoTBeTCTBALIA CEKpELA HA AHTHIWYPETHYEH XOPMOH

Hapynienus Ha MeTa001H3Ma H XpaREHETO

Hecmu IToRHilieH alleTHT, HAMAJIEH ATEeTHT

Hevecmu AHOPEKCHA, NOTUIRIICHAS

Mnozo peoxu JnaberHa keToauua03a

C neusgecmua BoaHa HHTOKCHKALIMA

yecmoma

Hadexnnn 1 aadecTanHH

Yecmu [TueBMOHUA, TpuUIl, OPOHXUT, HHOEKU :‘m
HH}eKIHH Ha TMKOYHHATE ITHTHLLA

Heyecmu CHHY3HMT, BUPYCHM MH(pEKIHH, HHPE

BB3NAJIEHHE Ha CPEAHOTO YXO, HHpE f
aKapoAepMATHT, HHEKLHH Ha ;mxa'reﬁﬁ(m‘ @mruuﬂc;cm
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Peoxu X pOHHYHO BB3NIAJICHHE HA CPEHOTO YXO
ChH10BH HAPYIICHHSA

Hevecmu XHUIIOTOHUA, OPTOCTATHYHA XHIIOTOHHUS, 3a4CPBABAHE

O6mu HapymeHHEg B eeKTH H2 MACTOTO HA NPHJIOKEHHE

Yecmu Temrieparypa, yMopa, nepuepHH OTOLH, acTeHUs, OoKa B IbPAUTE

Heuecmu OTOK Ha JIMIIETO, HApYIIeHHE Ha T0X0/1KaTa, aOHOPMHM yCeIaHu,
HEPAa3IIONI0KEeHUEe, TPUTIONONC0OHU CHMITTOMH, XKaX/a, auckoM¢bOopT B IbPOUTE,
CTYJI€HH TPBIIKH

Peoxu [eHepaiu3UpaH OTOK, XMIIOTEpMUs, a0CTHHEHTEH CHHAPOM, CTYICHH KpaHHHUM

Hapymenss Ha HMYHHATA CHCTEMA

Hevecmu CBpPBX4YYBCTBHTEIHOCT

Peoxu JlexapcTBeHa CBPBXYYBCTBUTCITHOCT

C Heuzgecmua AHaduIaKTHUHA peaKins

yecmoma

XenaTo-0HIHADHH HAPYIICHMS

Peoxu | XeiaTeHula

HapyunieEAs Ha BL3TPOH3BOAHTEIHATA CACTEMA H I'bpPAaTa

Hevecmu AmeHopes, HapyIlleHa CeKCyanHa QyHKIA, epeKTHIHA THCOYHKIUA, HEYCIIEX HA
eAKyIaLAATa, TAIAKTOpes, THHEKOMACTHA, HepeIoBHAa MEHCTPY A1, o410
TEUCHUE

Peoxu ITpuanusmm

IIcHXAYHHE HAPYIIEHAH

Mnuozo vecmu beactHuUe

Yecmu TpeBoxHOCT, 6€3MOKOHCTBO, HAPYIICHHE HA CHHA

Heuecmu | ChCTOSHME HA OGBPKAaHOCT, MAHMA, IOATHCHATO THOUTO, aTNlaTHs, HEPBHOCT

Peoxu AHOprasmus, IpUThIIEH aQeKT

"X MneprpoNaKTHHEMMS B HAKOH CTyda| BOIY A0 THHEKOMACTHA, HAapYIICHIA Ha MEHCTPYallHiTa,
aMeHoped, raaxropes. |

® ExcTpanMpaMEAHE HApYWECHHA MOXKE Ja ca : TAPKHHCOHH3BM (06wIHA caTHBaLiiA, BTBBpAABAHE HA
CKeJIeTHATa MyCKYJIaTypa, IapKMHCOHH3BM, JUraBeHE, PUTAHOCT KaTo 3049aTO KONEIo,
6paJMKMHE3HA, XUTIOKHHE3Hs, MACKOBHIHO JIHIIE, MyCKYJIHO HAIIPEKEHHUS, AKHHEI, BpaTHA
PUIUTHOCT, MyCKYJIHa PUTHAHOCT, MTAPKAHCOHOBA MOXO/IKA H aGHOpMeH pedutekc Ha riabenara),
aKATH3MA (AKATH3HA, HECTIOKOMCTBHE, XHTIEPKMHE3Hs U CHHAPOM Ha HECTIOKOHHUA KpaK), TpeMop,
MHCKUHE3us, (TUCKHHE3MS, MyCKyJIHH NIOTPENBAHHA, XOpE0aTeTo3a, aTeTo3a U MHOKJIOHYC),
TUCTOHMS. JIMCTOHMATA BKIIIOYBA JUCTOHMA, MyCKY/THH CTIa3MH, XUIICPTOHHS, TOPTHKOIHC, HEBOJICBH
MYCKYJIHH KOHTPaKI(MH, KOHTPAKTYpa Ha MYCKYJIHTE, 6nedapocnazbmM, OKyJIOTMpHs, Iapain3a Ha
e3HKa, JHUIEBH CIIA3MH, JIAPHUHIOCIIA3BM, MHOTOHUS, OTHCTOTOHYCT, opodapHHreaneH crnasbm,
IUTEBPOTOTORYC, ClIA3BM Ha €3MKa U 4eIIIOCTHA CKOBAHOCT. TpeMopbT BKJIOYBA TPEMOP B OCTaThUCH
NAapKUHCOHOB Tpemop. TpAGBa la ce oThenexy, 4e ca BKIIOYEHH WHPOK CHICKTEBP OT CHMIITOMH, HO HE
e HeOBXOIUMO T€ 1a HMAT EKCTpanmupaMH/IeH MPOU3XOA.

Crnensa cnvchbk Ha HJIP, cBpp3aHM ¢ pHCIIEPHOH, KOMTO Ca OIIPS/IENACHH KaToO HJIP rio BpemMe Ha
KTMHUYHATE [IPOy4BaHUs, W3CAEABALIM NBITOACHCTRANINS MHKEKIIHOHEH PUCTICPHIOH
(PUCTIOJIEIIT KOHCTA), HO KOUTO HE Ca ONpe/IeNIeHH KaTOo HJIP npu xIMHHUYHHA NPOyYBaHUA Ha
nepopanuus PUCIIOJIEIIT. B ta3u Tabnulia He Ca BIIKOUCHH ORE3H HJIP, xoWut0 ca CrIelHanHo
CRBP3aHH C HH)KEKIHOHHHMA HAUUH Ha NPHIOMKEHAE Ha PUCIIOJIEIIT KOHCTA.

JIOmTBJIHMTENHH HEXXETaHH JIEKAPCTBEHH PEaKUMH, 32 KOUTO CE croblara npu
PUCITOJIEIIT CONSTA, Ho He u nipu nepopantus PUCIIOJIEIIT, kracHpuilHpaHH No
MedDRA 6a3a nasiH4 HAa CHCTEMO-OpraHHH KIacoBe

H3cieaBaHHas R R AN
HamayssaHe Ha TEMOTO, OBHIIEHHE HA ramMa-TIyTaMHITPagefepatars,
yepHOAPOOHHTE CH3UMH B A
Crpaevnn HApYIIeHAA
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Hapymenns HA KPbBTa H JaMbHATA CACTEMA
HeytporeHus

HapymeHAs HA HEPBHATA CHCTEMA

[TapecTe3usa, NPHUIIAABK

Hapymends Ha 09HTE

bnedapocnaspm

HapywmeHHs HAa YX0TO H 1abupHEATA

CBETOBBPTEXK

YBpekIanus Ha FaCTPOHHTCCTHHAJIHHASA TPAKT

3560601, CIa3bM Ha €3UKa

HapymieHus Ba KOKATA H NOAKOXKHATA ThKAH

Exzema

HapymeHHs HA MYCKY/JHO-CKeJIETHATA CHCTeMa H CheIlHHMTE/IHATA ThKaH
bonka B ceJaTUUIHHA MYCKYT

Hadexnue A HHpECTAIHEA

WHdeKiiuy Ha JOJHUTE SUXATETHH IBTHING, HHGEKIMH, FACTPOCHTEPHUT, TIOAKOXKECH
abcuec

HapansaBanus H OTPABAHAA

Hanane

ChaoBH HApYIIeHHS

XUIEPTOHHUS

O0mu Eapymenns H epeKTH HA MACTOTO HA NPAJIOKCHHE
bonka

IIcAXHYHH BAPYIICHHAS

Henpecus

Edhexmu na xnaca

KakTo ¥ ¢ BCUYKH APYTY AHTHUIICUXOTHIIM, B MHOTO PEAKH CITy4aH B IOCTMApKETHHIOBHA NMIEPHON CO
cpobuIaBa 3a yoremkapade Ha QT-uHTEpBasa ciiell IpueM Ha PHCIICpHIOH. JpyrH ChpaeyHH eeKkTH
OT TO3M KJIaC, 33 KOMTO ce ChoOIIaBa IpH aHTHINCHXOTHLIMTE, KOMTO yAbDKaBaT QT-nHTepBansa,
BKJTIOYBAT KaMEpHA apUTMMA, BHE3aIHa CMBPT, CHPACUCH apecT U Torsades de Pointes.

Hoxauearne Ha mea2no

Tipu cpaBHEHHE Ha FPYNH Bh3PACTHH NALMEHTH ¢ [WA30(PPEHNUS, OTrOBapsIiA Ha KpHTEPUA 32
OKAaYBAHE Ha TerIo 27% OT TENIECHOTO Tero, TpeTupanH csotBeTHO ¢ PUCTIOJIEIIT ¥ ¢ rutauebo B
c6opHH 6- 10 8-ceaMUUHH MIanebo KOHTPOJIHPaHH KIHHWYHH NPOYBaHH, CC yCTAHOBABA
CTATHCTHYECKH 3HAYMMO [O-TOIIMO NokauBaHe Ha Teryio npu rpynara ¢ PHCTIOJIEIIT (18%), B
cpaBHEHHe ¢ rpynara ¢ miauebo (9%). [lpu crbuparentu rwianefo KOHTPOIHPaHH 3-CeAMUYHH
TIpOy9BaHHs NPH BH3PACTHU NALUMEHTH C OCTPA MAHHA NPOLICHTET Ha NOBHINABAHE HA TEIOTO C 2 T%
B Kpad Ha M3CNIE/IBaHeTo e cpaBHUMO mpu asere rpyns — PUCIIOJIEIIT (2,5%) u mauebo (2,4%) —u
& MAJIKO MO-BHCOK TIpH KOHTpONHara rpyra (3,5%).

B nomynanus Ha iella H Y0HOIIHM ¢ MOBEAECHYCCKH U ApYTH pasCTpONCTBA ¢ AECTPYKTHBHO MOBEACHHE,
P ABJTOCPOYHY NIPOY4BaHHA TEIIOTO C€ YBEIHIaBa CPEIHO CBC 7.3 kg cnen 12 Mecena nedeHHe.
OuyakBaHOTO MOKAYBaHe Ha TErJIO 3a 3PABHUTE AeLia Ha BB3PAcT OT 5 AQ 12 romuan e 3 go 5 kg
roqumuo. Ot 12 0 16 roanHu ToBa AOKAYBaHe Ha TETNO OT 3 10 5 Kg roAMIIHO C€ NOAAbPXa NpH
MOMMYETATA, JOKATO MOMYETAaTa HaAAasaT NpUOIH3KHTENHO 5 kg ropuiHo.

EDITI:J'IHHTEJ'[HEI HHOOPM 3a CIICITHaITHH ITH 11 CHTH

Hayuenmu 8 cmapyeckd 8b3pacm ¢ OeMeHyus
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[Ipy KIHHUYHH MPOYHYBaHHA C MAIMEHTH B CTap4YecKa Bh3apacT ¢ nemMeHIma kato HIIP ca crobinenu
NPEXOIHA HCXEMHUYHH MPUCTHITA U MO3BYHOCHAOBH HHIIMIEHTH C 4eCTOTa CHOTBETHO OT 1,4% H
1,5%. B nommenueHue, caeaquute HIIP ca chobienu ¢ yectora 25% npM malyeHTH B CTapyecKa
BB3paCT ¢ AeMeHuMs (Te ce HabmOAaBaT NOYTH JIBA& ITBTH I10-Y€CTO, OTKOIKOTO IPU APYTHTE
BB3P2CTHH [NAUKWCHTH): HHPEKUHUM Ha MUKOYHHTE MBTHILA, MEPH(QEPHU OTOLIM, MeTaprusd M KallT|IA.

Heya

Cro0inara ce 3a ClIeJHHTE HEXeJIaHH JIeKapCTBCHU PEaKIlMH ¢ YecToTa 25% mpH Aela ¥ IOHOIIH (Ha
BB3PACT OT 5 A0 17 roguHu), KOUTO ce HabMIoJaBaT [IOYTH ABA BTH [IO-4ECTO, OTKOJIKOTO IIPH
KIHHAYHH NTPOYYBAaHHA MIPH BB3PACTHH: CHHJIMBOCT/CEOIUpaHe, yMopa, rasodosive, TOBUILIEH alleTHT,
MOBpBillaHe, HHEKLMK Ha rOpHUATE AMXATe/IHU NbTUINE, Ha3aJIHA KOHTrecTyHs, KopeMHa 0ollKa,
CBETOBBPTENK, KAIIJTHHA, TEMIICPATYpa, TPEMOp, KHAPUI U EHyPE3HC.

4.13 Ilpenosnpane

Cumnmomu

Haii-061110, CHMIITOMHTE H IPH3HALIMTE CA TE3HU, KOUTO Ca Pe3yITaT OT NO-CUIHO H3pa3dBaHe Ha
H3BECTHHTE PAPMAKOIOTHYHH €(EKTH Ha pUCIIEpUIOH. Te BIIOYBAT CHHIHBOCT U CEQHpAaHE,
TaXHKApIUsA W XUTIOTOHKA, M eKCTpanMpaMiIHK cuMirromMi. I1py npenosupatde ce ¢bodluasa 3a
ynb/ikapaHe Ha QT-uHtepeana u 3a repaose. 3a Torsade de Points ¢ce ¢»0011aBa BBB BpPB3Ka C
koMOuHUpaHo npego3upane Ha PUCIIOJIEIIT 1 napokceTHH.

B ciy4aii Ha OCTpO pefo3upaHe, TpAORa Ja ce B3eMe MpeABU/I BE3MOXKHOCTTA /1 ¢4 BKIIFOYeHH
MHOFO JICKAPCTBA.

Jleuenue

OcurypeTte ¥ IOLAbPIKAKTE POXOTHMH JHXATETHHTE NBTHINA, 32 8 MOXKE [a UMa aJleKBaTHA
OKcHreHalus ¥ BeHTHinauua. TpaOsa na ce 06¢hau W3BBPLIBAHETO HA CTOMAILIEH J1aBaX (CiIeq
HHTYOMpaHeTo, aKo MAIMEHTHT € B 6e3ch3HaHue) ¥ JaBaHeTO Ha AKTHBEH BBIVICH 3a€AHO ChC
cnabUTeNHH CPEACTBA CaMO KOTaTO JIEKAPCTBOTO € TIPHETO IIPEAM MO-MAKo OT euH Jac . Tpadea na
ce 3anoyHe He3abaBHO MOHMTOpHpaHE Ha CHPASYHO-CHAOBATA CUCTEMA H TOBA TPSAOBA J1a BKIIIOYBA
NPOABIKHTEITHO MOHUTOPUpaHe Ha €JICKTPOKapIHOrpaMaTa, 3a Jia ce YIIOBAT BE3MOXHHUTE apHTMHH.

3a PUCTTOJIEIIT HaMa crienmuduyucH aHTHAOT. [Topagy ToBa TpsOBa fa Ce MOCTAHOBAT CHOTBETHH
HOOABPKAIIM MEPKH. XHUIOTOHHATA H LIMPKY/IaTOPHUS Koarc TpabBa na 6614t TeKyBaHH Chbe
CHOTBETHM MEPKHM KATO BEHO3HO BIIMBaHE HA TEYHOCTH W/HIIH HA CHMIIATUKOMHUMETHLH. B ciryyan Ha

TEXXKA EKCTpanupaMUIHA CHMITOMATHKA TpA0Ba Ja ce XafaT aHTUXONHHEPIHYHH CPEICTRA.

BHUMATETHOTO MEOHLIMHCKO HAOMIONeHHe H MOHHTOPHpaHe TpA0Ba Aa NpOIBIDKAT, JOKATO MalHEHTHT
CE€ BB3CTAaHOBH.

5. ®APMAKOJOI'MYHHA CBOACTBA

5.1 PapMakoIMHAMHYHH CBOHCTBA

(dapmakoTepaneBTH4YHa rpyma: Apyrd anTuncuxoTuiid, ATC xoa: NOSAXO08

Mexanuzwvm Ha Oeticmee

abMHHUTET XBM cepoToHrHeprudHuTe S-HT; H nonaMuneprudnute D, penelirg rrl Pchepmoa cg_
CBBP3Ba H C alda;-aipEHEPTHIHMTE PELIENITOPH, H C MO-HACHK AQHHHUTET Kb ﬁl&xﬁmmep s
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¥ anda -afipeHepruYHUTe PeLenTopy. PUCTIEpHIOH HAMa ahHHHTET KbM XONTHUHEPIHYHUTE
peLienTopH. BrpripexH ue puenepraoH € MomeH D, aHTaroHMCT, 3a KOeTo ce CUHTa, e noxoOpsasa
IIO3UTHBHHATE CUMITTOMH NPH WH30(QPEeHHs, TOH BOAM IO NO-CNIabo MOOTUCKAHE Ha ABUraTe/IHATA
aKTHBHOCT M No-cnaba karaaencus, OTKOJKOTO KIIaCHUYECKUTe aHTHIICHXOTUIM. BanaHcupanust
lLICHTpaleH CEPOTOHHHOB H JONIAMUHOB aHTArOHW3IBM MOXKE J1a HAMAJIST BEpOATHOCTTA 34 M10sIBa Ha

eKCTpanypaMHIHU HEXEIaHH peaKilMy ¥ A3 Pa3lIMpPAT TEPANIeBTHYHOTO ASHCTBHE 3a MIOBIHABAHE HA
HEraTHBHUTE U aQEeKTHUBHHUTE CHMITOMH Ha ITH30GPEHUATA.

Dapmaxoournamudru eghexmu

Hluzoppenus

EdexTHBHOCTTA Ha pUCTIEPUAOH MPH KPAaTKOCPOYHO JIEUeHHE HA HIM30(peHUs € yCTaHOBEHA B YETHPH
NpOy4BaHUA, ¢ MPOABIDKUTENHOCT OT 4 10 8 CeAMUILIH, ITPU KOUTO ca BKIoUueHH 2 500 manueHTH,
KOUTO OTTOBAPAT HA KpuTepuuTe 3a Wu3odperud, onpeaenend 8 DSM-IV. B eano 6-ceaMuuHo,
rutaied0 KOHTPOTMPaHO KIIMHHYHO NIPOYYBaHE, KOETO BKIIIOUBA KOPUIUpaHe Ha JO3aTa HA
pucnepuaoH 1o 10 mg Ha neH, pa3aeneHa Ha 2 IpUeMa AHEBHO, PHUCTIEPHOCH € ¢ TT0-N00Bp edekT B
CpaBHEHHUE ¢ IUTauedo MO OTHOLIEHHUE Ha O0IIMA cOOp OT XpaTKAaTa IMCHXHATPHYHA CKajla 33 OLIEHKA
[BPRS)]. B enno 8-cenMuyno, nnanebo KOHTpONMpaHO KIMHAYHO TTPOYYBAHE ¢ YeTHPH (PHKCHpPAHH
OO3H PHCIIEPHAOH (2, 6, 10, 1 16 mg MHEBHO, fafeHy ABA IBTH AHEBHO), BCHYKMTE 4 I'PYIIM HA
PHCIIEPUAOH ca ¢ ITo-T00Bp edekT B cpaBHEHHUE ¢ mauedo no OTHOLIEHWe Ha o6 c6op mo ckanara
3a TO3UTUBHY ¥ HeraTuBHU CUMITTOMH [PANSS]. B egno 8-ceqMuuHO KITMHUYHO POYYBaHE 32
CpaBHsABaHE Ha AO3HTE, BIUIIOYBAHMIO S5 (HUKCHpaHH Mo3M pucnepuoH (1, 4, 8, 12, u 16 mg aHeBHO,
AafieHy IBa ITETH JHEBHO), TPYIIATE HA PUCIIEPUIOH B A03a 4, 8, u 16 mg AHeBHO UMAT NO-KOOBP
edeKT B CpaBHEHHE ¢ I'PYIaTa Ha PUCIIEPUIOH B 1032 1 mg mo oTHOIeHKMe Ha obrmus ¢cbop o
PANSS. B enno 4-ceaMu4HO, 1ane0o KOHTPOIHPAHO KIHHUYHO NPOYYBaHE 34 CpABHABAHE Ha
OO3UTe puciepuaoH (4 ¥ 8 mg AHERHO, JaeH! BEOIHBX AHEBHO) U IBETE IPYIH Ha PUCTIIEPHAOH UMaT
no-g0o0bp eeKT B CpaBHEHHE ¢ Tanebo Mo OTHOIEHUE HA HAKONKO OT pesyarature no PANSS u
H3MEpPBAHETO Ha OTroBopa (>20% Hamanenue Ha obmus coop no PANSS). B eaHo no-aearocpouHo
KJIMHAYHO IPOYYBaHE C BB3pACTHH aMOYNaTOPHM IMAlIMeHTH, KOUTO OTTOBApAT HA KPUTEPUH 33
musodpenns na DSM-IV H KOHTO NpH NPWIOKEHHE HAa AHTHIICUXOTHYHA TEPAIHS €4 KIHHHYECKH
cTaOUNHHU NOHE 32 4 ceAMULH, Ca PAaHAOMUINPAHU KbM IPyIa, NOTYy4aBalla PHCIIEPHAOH OT 2 10 8 mg
Ha JIeH, WIH KBM I'pyIia ¢ Xanonepuaon, 3a 1 1o 2 roaunwy, 3a aa 6naar HabmogaBaHy 3a nogsa Ha
peuyauB. [JlauMeHTHTE, KOUTO MONYYABAT PUCTIEPUIOH, HMAT 3HAYMTEIIHO TIO-ITBIBI NEPHOI OT BpeMe
0 PeLIMAYB B CpaBHEHHUE C I'PyNara Ha ITallHeHTUTE Ha JIEYeHHE ¢ XANOnepuIoi.

Manuiinu enuz00u npu bunoaapru pascmpoucmea

E¢ukacHOCTTa Ha MOHOTEPAITHATA C PUCTIEPUIOH IIPH HETIOCPEZICTREHO NTEUEHHE HA MAHUIHHITE
€NM301, CBBEP3aHM ¢ OUITONIAPHO pa3CTPOMCTBO [, ca AEMOHCTPHPAHH B TPH ABOMHO-ClEH, TLIAnebo
KOHTPOIUPAH! NMPOYYBAHUA Ha MOHOTEpANMATA NTpU NPHUOIH3UTENHO 820 MmaliieHTH, KOUTO HMAT
SUNONApHO pascTporcTBo I B3 0CHOBA Ha KpuTepuute Ha DSM-IV. IIpu TpH oT npoyypaHHgTa
pHCIIEpUAOH B n03a o1 | 10 6 mg aHeBHO (HavYaiHa HO3HPOBKA 3 mg B ABE NPOYYBAHHA H 2 mg B €THO
IIPOYYBAHE) KMA IHAYUTENHO NO-A00Ep edext B CpaBHEHHE ¢ Inaledo NpH NpeaBapHTETHO
OIIpeeNieHUs IIBPBHYEH KpaeH CPOK, T.€. IIpOoMsAHaTa Ha obmusa chop OT OLieHBEYHATA CKaJla 33 MaHHA
Ha Young [YMRS] 0T u3X0oAHOTO HUBO A0 TpeTaTa CeAMHULA. BTOPHUHHTE PE3YATATH 33 €DUKACHOCT
ca OOMKHOBEHO B CBOTBETCTBHE € ITBPBUYHUA pe3ynrarT. [IpOUCHTET OT MAIIMCHTHTE, KOUTO HMAT
HamaneHue 250% Ha o01us cbop or YMRS o1 m3x01H0TO HHBO A0 3-TaTa CeAMMIIA, € SHAYUTENHO
[O-BHCOK C PUCTIEPHAOH, OTKOIKOTO ¢ nauedo. EAHO oT TpuTe npoy4BaHUs BKJIIOYBA IpyIia 3a
JICUCHUE ¢ XaAJIONEPHAOA H 9-ceAMHYHa ABOMHO-CIIAMA (a3a Ha MORABPKAIIO iedeHHe. EduxkacHocTTa
CE MOIABpIKa [0 BpeMe Ha LIeNIUA 9-CeqMHYEH ITeEpHO Ha ITOATBPKALIO JIeYeHHUE, Hpoi |
obuma cbop oT YMRS 0T H3X0AHOTO HUBO NOKAa3a NPOABIDKUTENHO NOA0OpeHue & GPaBHHM
PUCTIEpUOOH M XaJONepUIoI Ha 12-Ta ceAMHIIa. o T
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npy npubusuTenHo 300 nauueHTH, KOHUTO OTrOBapAT Ha Kputepuute Ha DSM-TV 3a 6unonspso
pa3cTpo#cTso I. B enHO 3-cemMuMHO npoyuBaHe pUCTIEpUAOH B 1032 OT 1 A0 6 mg JHEBHO, KATO Ce
3afo4Ba ¢ 2 mg JHEBHO, Ja/IeH B JOMBJIHEHWE KBM JIMTHI WK BAJIIPOAT, € ¢ No-00sp edekT or
JIMTHA KK BIIIPOAaTa, NafeHH 6e3 pUCTIepHIOH, MPH MpeABapHTETHO ONpenelieHaTa ITbPBHYHA
kpa#Ha TO4Ka, T.€. IpOMsAHaTa Ha o6mus cbop oT YMRS ot usxonsoto HMBO A0 3-Ta ceamuua. Ipu
BTOPO 3-C€IMHYHO NPOYUBAHE PUCIIEPHAOH B 1032 OT | 10 6 mg qHEBHO ¢ HAaYanHa [03a OT 2 mg
JAHEBHO OAJ€H 3aeHO C TUTHIA, BAJIIPOAT WM kapbama3envH, He e Io-A005Bp OT TUTHM, BalITpoaT WK
xapbaMazennH, 1afieHH Oe3 pUCTIEpHIOH, TIPM HamalsBaHe Ha pedyiarata or YMRS. EaHo BB3MOXKHO
oOACHEHHE 3a HEyCIieXa Ha TOBa M3CJieIBaHe € MHAYKIMATA Ha KIIMPBHCA HAa PHCTIEPHIOH H
“9-XMIPOKCH-PHCIIEPUACH OT KapbaMazenuH, KOeTO BOAM AO MO-HUCKH OT TePAreBTHYHHTE HUBA HA
PHCIIEPHACH H 9-XWIPOKCH-pUcTiepHAcH. IIpy H3KkmouBaHe Ha rpynaTa Ha kapbamasenuH ot post-hoc
aHAITH3a PHCIIEPAIOH, KOMOMHUpPaH € JIRTHHA WIIH BalNpOaT, UMa Mo-A00sp edeKT OT AHTHH WK
BaJINIpoAaT, AaJeHH Oe3 pucnepuoH, 3a HamMaleHue Ha obmusa coop ot YMRS.

Ilepcucmupawya azpecus npu Oemenyus

EdnxacHocTTa Ha pHCIIEpHIOH MPH JIeYeHHEe Ha NMOBEACHYCCKH H IICUXOTHYHH CHMITTOMH IIpH
nemeHurs (BPSD), kouTo BKIIOYBAT HapyleHVA B IIOBEOCHAETO KAaTO arpeCHBHOCT, TPEBOXKHOCT,
FICKX03a, aKTUBHOCT, H a€KTUBHH HapYUICHUA, € ICMOHCTpHpaHa IIpH 3 ABOHHO-clIenH, miauebo
KOHTpOJHpaHu 12-cenMuy4HH npoyuBanus Ha | 150 maupeHTH B cTapyecKka BB3pacT ¢ AEMEHIMA.
Ennoto npoy4sase BKJTIOYBA PUKCHpaHK O03H pucnepuaok ot 0,5; 1, 1 2 mg nHeBHO. [[BeTte
IpOy4YBaHHA C M'bBKaBH J0O3M BK/IOUYBAT PUCHEPHIOH B 00xBar oT 0,5 70 4 mg AHEBHO M CHOTBETHO OT
0,5 1o 2 mg AHeBHO. Pucnepyaox NOKa3Ba CTATHCTHYECKH 3HAYMMA M KIIHHWYHO BaXHA e(PEKTHBHOCT
IIPH JISYEHUETO Ha arpecus U No-MaTbK €QEKT MIPH JIEYeHHETO Ha Bh30YyAaTa M TPEBOraTa IpH
NAllHEHTH B CTapyeCcKa Bh3pacT ¢ AEMEHLKA (Cope OLIEHKaTa 3a MaTOoJIOTUS Ha MTOBEASHHETO B
OlLIeHBbYHaTa cKana 3a bonectra Ha AnxarimMep [BEHAVE-AD] u B ckanara Ha Cohen-Mansfield 3a
BB30yna [CMAI]). EQexTsT OT IeueHHeTo ¢ pucnepHIoH € HE3aBUCHM OT pe3ynTaTa OT H3C/IedBAaHEeTO
Ha MHHY-H3CIeIBaHETO Ha NcuxH4eH cratyc (MMSE) (4 crenoBarenHo OT TeXecTTa Ha
NEMEHLMATA), OT CEJATUBHHUTE CBOMCTRA HA PHCIIEPUIIOH; OT HATHYUETO WIM JIMIICATA HA IICHX034; OT
BUJA HA AEMCHLMATA — Ha AJuxaiMep, CbI0Ba WIH cMeceHa. (BXK. Touyka 4.4)

Ilogedenuecku pazcmpoticmea

E@duxacHOCTTa HAa PUCTIEPHIOH IIPH ASCTPYKTHUBHO NIOBEICHHE € IEMOHCTPHPaHa IPH IBeE
IBOWHO-CIICIH IUTaleb0 KOHTPOIMPAHU IpoyUuBaHus npu npubnuizurenso 240 nauyeHTH Ha BBE3pacT
oT 5 no 12 rogunu ¢ guarnosa cropea DSM-IV pascrpolicTsa, ¢ nectpykTueHO riosegesue (PIAID u
rpaHW4HA HHTSNCKTyATHa QYHKLUMA WM JIEKO WIH YMEPEHO YMCTRBEHO M30CTaBaHe/3aTPyAHEHKA [IPH
yueHeTo. [Ipu aBeTe npoyusanus pucnepuaoH B 1o3a 0,02 xo 0,06 mg/kg/nen nokazsa 3HAUMTENHO
no-n00sp edexT B cpaBHEeHKE ¢ Nnalebo NMPpH NPpEABapHUTEIHO ONpeaeieHa ITbPBHYHA KpaiiHa TO4Ka,
T.€. [IPOMSIHATa OT U3XOJHOTO HUBO 0 6-Ta CEAMHUUA Ha PE3YNTATHTE OT roAckasara 3a [IpobieMHoro
nopefeHue oT QopMylispa 3a KJlacHpaHe Ha OeTCKoTOo nosencuue Ha Nisonger (N-CBRF).

3.2 @apMakOKHHETHYHH CBOMCTBA
PUCTIOJIEIIT nepopanen pastsop ¢ 6noexsusanenTed Ha PUCTIOJIEIT dunmMupanu TabneTkH.
-. PucnepunoH ce merabonmmasupa 50 9-XMOpOKCH-PACTIEPHIOH, KOWTO HMa NogoOHa ¢apaMaKoIoru4Ha

aKTUBHOCT KATO pUCIepHAOH (Bac. buompancgopmayun u enumurnupane).

Abcopbyun

KOHUeHTpauud 3a 1 go 2 yaca. AGcomoTHara repopansa SHOHaJIH‘IHOCT Ha& PUC
(CV=25%). OTHOCHTEeNHAaTa NepopaTHa OHOHATMYHOCT HA PHCIICPUAOH OT Tab
(CV=10%) B cpaBHEeHHE C pa3TBOpa. AOCOpPOUMATA HE C€ MTOBIHABA OT XpaHa

MOXKe Jla ce aBa ¢hC MK Oe3 xpaHa. PaBHOBECHHTE CTOMHOCTH 3a PUCIIEPHAO
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[IpH TIOBEYETO MalMeHTH. PABHOBECHMTE CTOMHOCTH Ha 9-XHIPOKCH-PHCIIEPUAOH C& NOCTHIAT 3a 4-5
JTHH OT HAYATOTO HA JO3HPAHETO. ”' |

Paznpeoenenue

Pucnepunon 6np30 ce pasnpenend s opranusma. ObembT Ha pasnpenenenue e 1-2 I/kg. B mnasmara
PUMCIIEPUAOH Ce CBLP3Ba ¢ aNdyMUH H ¢ aida;-KHuCell INTHKOIMPOTeHH. CBLP3BAHETO HA PUCTIEPHMIOH C
TUia3sMeHuTe NPOoTeHHH € 90%, a ToBa Ha 9-XMAPOKCH-pHCIEPHIOH € 77%.

buompancopmayus u enumunupane

PucrepunoH ce Merabomuzupa ot CYP 2D6 1o 9-xuapoxcH-pHCIIEpHAOH, KOHTO UMa MOAOOHa
dapMakoIOruiHa aKTHBHOCT KAKTO PUCIIEPHUAOH. PHUCTIEpHIOH IUTIOC 9-XHAPOKCH-PHCIEPHIOH
oOpa3syBar akTHBHaTa aHTUNICUXOTHYHA Qpaxima. CYP 2D6 e o0eKT Ha reHeTHYEH [TOTHMOPHHILM.
ExcrensusHuTe Metabonuzaropu CYP 2D6 65p30 npeBphIIAT PUCIICPHACHA B
O-XHIPOKCH-PUCTIEPHIOH, KokaTo cnabure Merabonuszaropu CYP 2D6 ro nmpeppbuiar MHOIO
no-0aBHO. BeNpekH 4e eKCTEH3UBHUTE MEeTAO0NU3ATOPH MMAT [T0-HHUCKA KOHLIEHTPAaIlKs Ha
PHCIIEPHIOH M IO-BHCOKA KOHLICHTpaLMs HA 9-XMAPOKCH-PUCHIEPUAOH OT crabuTe MeTabonus3aropH,
papMaxoKMHETHKATa Ha PUCTIEPHAOH K 9-XMIPOKCH-pHCIEpHACH B koMOMHAaNuA (T.€. aKTHBHATA
AHTUIICUXOTHYHA (paKiud) crel eqHHHYHA ¥ MHOTOKpaTHA JO3UPOBKA € CXO/IHA NIPH €KCTEH3UBHHTE
U cnabure Merabonuzaropu Ha CYP 2D6.

Hpyr MeTabomuteH mpT Ha pycniepuAOH € N-neankunupaHero. HicneasaHug in vitro Ha YOBEILKUTE
YEepHOAPOOHH MHKPO3OMH MOKA3BAT, Y€ PUCIIEPUIOH B KIMHHYHO 3HAYUMa KOHLIEHTpailusd He
HMHXHOHpa 3HAYUTENHO MeTabONMH3MAa Ha JIeKapCcTBaTa, KOUTO ce MeTabonu3HpaT oT uuroxpom P450
wzoeHzumuTe, BKTounTeHo CYP 1A2, CYP 2A6, CYP 2C8/9/10, CYP 2D6, CYP 2E1, CYP 3A4 u
CYP 3AS. Eana cenmunia cnen kato e ganeHa, 70% or mosara ce ekckpeTHpa ¢ ypuHata ¥ 14% ¢
dexanuuTe. B ypuHaTa pucnepuAoH ILTIOC 9-XHAPOKCH-PHCIIEPUACH HpeacTaBiaBar 35-45% or
no3ara. OctaHanore ca HeakTHUBHH MetabonuTh. Cnea nepopaies NpUeM IIPH NCUXOTHYHH NMAIHEHTH
PUCTIEPUACH C€ SIMMUHHPA ¢ MOIYXKHBOT OT OKONO 3 yaca. EMMMHUHAIIMOHHHUAT IIONYKHBOT Ha
O-XMAPOKCH-PHCTIEPHAOH M Ha aKTHBHATA aHTHIICHXOTHYHA (pakius ¢ 24 Jaca.

JHunettnocm

IInasMeHara KOHUEHTpAITUA Ha PUIICPHIOH € NPpONCPIXOHATHA Ha 103aTa B TCPAIICBTHIHHAA 00XBaT Ha
J034aT1a. .

Iayuenmu 6 cmapuecka ev3pacm, ¢ 4eproOpobuo u bvbpeuno yapeocoane

EnHo npoyyraHe Ha eAMHUYHA [03a NToka3Ba cpeaHo 43% [0-BHCOKA aKTHBHA IL1a3MeHa
KOHLICHTPALMA Ha AHTHIICUXOTHYHATa Ppakiud, 38% No-IBJIbr NOMAYKUBOT H HAMANICH KJIMDBHC HA
AKTMBHATA aHTHIICHXOTUYHA Ppakums ¢ 30% npu nanpesTHTE B cTapyecka Be3pact. Habmionaga ce
NO-BACOKA IJIa3MeHa KOHLEHTpalkiI Ha aKTUBHATA aHTHIICHXOTUYHA (pakLiMa M HAMaJIeH KIMPHHC Ha
AKTMBHATA AHTHIICMXOTHYHA (pakims cpeaHo ¢ 60% nmpu nanuerTyuTe ¢ 630pedHa HEJOCTATHUHOCT.
[InasMeHaTa KOHLEHTPALMA HA PUCIIEPUAOH € HOPMaJlHa MPH NalMeHTH ¢ 94epHOApodHa

HEIOCTATHYHOCT, HO cpeAHaTa cBoOoAHA (ppaklua Ha PUCHCPUACH B IU1a3MaTa CE MOBHINABA C OKOJIO
35%.
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Enun dapMakoKHHEeTHUSH AHAIU3 HA MAlHEHTUTEe He IT0Ka3a 04EBHAHO NOBIHABAHE Ha

hapMaKOKHHETHKATa HAa PUCTIEPH/IOH WM HA AKTHBHATA AHTHIICHXOTHYHA (Qpakius OT Mona, pacara
T HaBHULIMTE 32 TIOTIOHOMYLICHE.

5.3 llpeax1AHAYHH JAHHH 32 6e30macHOCT

[Tpu npoyusanus Ha (Cy0)XpOHUUYHATA TOKCHYHOCT, IIPH KOHMTO JO3HPAHETO 3an04Ba IIPH ITOJIOBO
He3peJIH ILTHXOBE W KydeTa, 3aBUCHMH OT J03aTa ¢(eKTH, ca HallHIIE B MBXKKUA ¥ XKEHCKUA TeHUTANCH
TPAKT H B IPBAHNTE HUJIE3H. Te3u edekTH ca CBbP3aHH ¢ OBUIICHNWTE CEPYMHH HHABA HA IIPONAKTHH,
KOHTO Ca Pe3yATaT OT OJIOKMpAINaTa aKTHBHOCT Ha PUCIIEPUAOH CITPAMO AOTAMUHOBUTE
D,-peuerrropd. OcBeH TOBA MPOYYBaHUATA C TBKAHHH KyNITYPH IIOKa3BaT, Y€ PacTeXbT Ha KICTKATE Ha
paxa Ha I'bpIaTa [Py J0BEka BEPOATHO € CTUMYNMpAH OT IPOSJAKTHH. PHCIIEPHIOH He € TepaToreHeH
[IPH IUTBXOBeE M 3aiiim. TIpu NMpoyYBaHMS ¢ PHCIIEPUIOH Ha peNpONyKI{MATa Ha 3aiiM ca HabonapaHu
HEXXEJIAHHU JIEKAPCTBEHH peaKiMd BEPXY HaBHLMTE 33 CHBKYIUICHHE Ha POTUTENIMTE, TEITIOTO MPH
PaXXIAHE M NPEKUBAEMOCTTA Ha NOTOMCTBOTO. [IpH miIkXoBpe HHTpayTePUHHATA CKCIIO3MIUA Ha
PUCIIEPHIOH Ce CBBP3Ba C KOTHHTUBHH NeHLIMTH B HanlpeiHa/Ia BB3PacT. J{pyrd aHTaroHUCTH Ha'
JAOMAaMUH, KOraTo ce JaBaT Ha OpeMeHHH >KMBOTHH, OKA3BaT OTpUUATENEH eQeKT BbPXY YYEHETO U
NIBUraTeTHOTO Pa3sBUTHTE Ha NMMOKOJACHHETO. B cepua OT U3CIeIBaHAA PHCIIEPHIOH HE MOKa3pa
reHOTOKCHYHOCT. [Ipu nepopanHu npoy4ysaHus Ha KaHHSPOreHHOCTTa Ha PUCIICPHAOH TIPH [LTBXOBE M
MHUILKH ¢a HabMIoJaBaHH yBeIMYeHHe Ha aJeHOMHTE Ha XunodHsara (npy MHIIKH), Ha aICHOMHTE Ha
eHAOKPHHHHS MaHKpeac (MpH ILUTXOBE) U Ha a[CHOMHMTE Ha IPBAHHTE *J1e3H (M [IPH ABaTa BHIA).
Te3u TymMOpH Morart xa ObIOaT CBBP3aHH C YALIDKEHHUI aHTarOHW3bM KbM JOITaMHHOBHTE
D,-penenTopH U ¢ XUNEepnpoiakTHHEMHATA. 3HAYEHHETO HAa Te3U HAXOAKH Ha TYMODH IIPH FPH3a9H IO
OTHOHIEHHE Ha PUCKA NPH XOpa € HEU3BECTHO. In vitro U in vivo MOIEIHATE C XKUBOTHH MOKA3Bar, 4e
BUCOKHTE JIO3H PHCIIEPHUIOH MOTAT /la ApeJu3BHKaT YAb/UKaBaHe Ha QT-uHTepBasa, KOETO
TEOPETHYHO € CBBP3Ba C NOBHIIEHUA pHck oT Torsade de Pointes npu malMeHTHTE.

6. ®APMAIEBTHYHU JAHHH

6.1 Cnachk HA HOMOIMHHATE BEIIECTBA

PUCIIOJIEIIT 3 mg ¢punmupaHu TabneTxH
fAnpo Ha Tabnrerxara

JlakTo3a MOHOXMIOpAT

[{apeBHUHO HHULIECTE

Lenynosa, Mukpoxpucransa (£460)
Xunpomenosa (E464)

Marudesuer creapar

CundLHeB QUOKCHI, KoJoHeH 6e3BoAcH
Harpues naypuncyngar

IloxprTHE Ha Tab/JeTKATA
Xunpomenosa (E464)
[Ipomuien rmukon (E490)
Turanos puoxcun (E171)

Tank (ES53B)

XuHomuHOBO XBATO (E104)
6.2 HechbBMeCTHMOCTH
Henpunoxumo.

6.3 Cpox HA roAHOCT

3 roouHu

h3




6.4 Coenuaian yCIOBHSA HA CBXPAHEHHE
ITa He ce ¢bpXxpaHaBa Hag 30°C.
6.7 JlanHH 32 OHAKOBKATA

Dunmupanu madbremeu.

PVC-PE-PVDC/Al 6nuctep, CHCTOALI ¢& OT ATyMHHUEBO $omuo 20 um ¢ 6 g/m TOIJIOW3OUPAILO
MOKpHTHe H TpriiacToBo donuo PVC 200 pm, LDPE 25 pm, PVDC 90 g/m*

PUCIIOQJIETIT 3 mg dbuiMHpann TabAeTKY ca OMaKOBaHK B 6iMCTEPH, KOHTO ChabpkaT 10
dbrmMupaHy TabneTkH. BaKcTepuTe ca MOCTaBeHH B KapTOHEHa KyTus 110 2 61ucTepa B Ky THAL.

6.6 Croenpansy NpeaNA3HA MePKH IPH H3XBLPJIsAHE H padoTa
Henpnnoﬁmmo

7. HPHTE)I(ATEJI HA PASPEIIEHHETO 3A YIIOTPEBA
Johnson & Johnson d.o.0.

Smartinska cesta 53
1000 Ljubljana

CrnoBeHUA

8. HOMEPAHA PA3ZPEINIEHMETO 3A YIIOTPEBA

PUCITOJIEIIT 3 mg Tabnerxu - 20010594

9, JIATA HA ITHPBO PA3PEINNIIABAHE MOMHOBABAHE HA PASPEHIEHHUETO 3A
YIIOTPEBA

IaTa Ha rspBO paspeinenve: 21 anpum 1995 r.
Tlara Ha HocaeqHo mogHoBsABaHe: 22 10HM 2006 T.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

10/2008




