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PHACIIOJIEIIT 1 mg/ml nepopanex paztsop

2. KAHECTBEH H KOJIMYECTBEH ChHCTAB
1 ml mepopanen pasTsop ceaspka 1 mg pucnepunoH (risperidone)

3a ITBJIHHMS CIIHCHK HA MOMOLIHHTE BELIECTBA BIDKTe TOuKa 6.1.

3. JIEKAPCTBEHA ®OPMA

IlepopanuusaT pa3zreop e OHUCTEp H Oe3lBeTeH.

4. KIHNHAYHA JAHHH
4.1 TepanesTda9ysr DOKA3aHAS
PUCTIOJIEIIT e nokazaH 3a jieueHre Ha IH30ODPEHHS.

PUCTIOJIEIIT e noxa3saH 3a Jie4eHHe Ha YMEPEHH A0 TEXKH MaHUHHH eITH304M pH GHIIONAPHO
Pa3CcTpPOHUCTBO.

PAUCIIOJIEIIT e nokasaH 3a KpaTKOCPOYHO JIEYEHHE (0 6 CEAMMUM) HA NEPCHCTHPAlIA arpecHs Npu
MalMEeHTH ¢ YMepeHa 0 TeXKKa AEMEHIHA Ha AJlxaliMep, KOMTO ¢a HEYYBCTBHTEHH KBEM

He(papMaKOJIOrHYHHUTE TOJXOMU H NPU KOWTO HMa PHCK OT CAMOHApAHABAHE WX HApaHABaHE Ha
OKOJTHHTE.

PHUCTIOJIEITT e moxasax 3a xpaTKOCpOYHO CHMITTOMATHYHO JIe4eHHe (10 6 CeIMHIIH) Ha
TepCUCTHpalla IIOBEIEHYECKA AarPECHA IPM Aella HA B3PACT Hall 5 rOOWHH H NIPH IOHOIIH ¢ JHArHo3a
CBIMIACHO KpurepuuTe HAa DSM-IV, npu KOXTO TEXECTTa Ha arpECHBHOTO HWIH APYTO JECTPYKTUBHO
[IOBEACHHE H3HCKBA (hapMaKOIOrHYHO JieueHHe. PapMakoIoruyHoTo NeueHue TpadBa na Onae
Hepas[eHa YacT OT NO-UIHPOKA IIporpaMa 3a JICUeHHE, BIUTIOYRAINA TICMX0-COIHaIHA U
obpa3oBaTesiHa HHTepBEeHLMS. TOBa € NPENOPHUMTENHO, aKO PHCTICPUAOH ¢ NPEAIUCBA OT
CHICLHAJIHCT IO J€TCKa HEBPOIOTHS, IETCKO-IOHOIUECKH IICHXHATEP UM OT JIekapH, nodpe 3armo3HaTH
C JIEUCHHETO Ha NOBEAECHYECKO Pa3CTPOMCTBO IPpH AeLia H FOHOIIIH.

4.2 [o3MpoBKa H HAYHH HA NPHJIOKEHHE

HInzodpeHus

Bv3pacmuu

PUCTIOJIEIIT moxke fna ce DaBa BeOHDK HIIH ABA ITETH JHEBHO.

[TaumenTuTe TpsaOBa fNa 3ano04Bar ¢ 2 mg pucnepuaoH Ha AeH. Jlozara
BTOPHA JIeH Ha 4 mg B nocaeacTsue no3ata MOXe /1a OCTaHe HeTpo
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ITosute Haz 10 mg ZHEBHO HE Ca NOKA3AIIH MO-J06bp eeKT OT MO-HUCKHTE JO3H U MOXKE 12
MPUYHHAT O-YECTA NTOABA Ha eKCTpandpaMUAHa CUMITTOMATHKA. be30nacHOCTTa Ha J03H, 10-TONEMH
ot 16 mg AHERHO, HE € MOAIaraHa Ha OLIEHKA, U CJIEJOBATE/THO Te He CE IIPEIOpbhYBAT.

Xopa 6 cmapuecka ev3pacm

[IpenopnuBa ce HavyaltHa no3a oT (0,5 mg ABa ITHTH Ha feH. Ta3H JO3HPOBKA MOxe fa Ople

HHAHMBHIYAITHO KOpHTHpaHa ¢ yeenmueHue oT 0,5 mg aga NbTH Ha el 10 | nnu 2 mg aBa MTH Ha
IEH.

Jeya u onowu

He ce npenoppuBa ynorpebara Ha pucnepyAOH IIPH Jelia ¥ IOHOMIH Nof 18-roguilHa Bx3pacT ¢
MMu30¢peHns NOpaaH HEAOCTATHYHO JaHHHU 3a €(PUKACHOCT.

MaHMHY enH30AM NPH OHITOJIAPHMA pa3cTPONCTRA

Buw3pacmnuu

PUCTIOJIEIIT Tpatea na ce AaBa BEHEX JHEBHO, KATO Ce 3all04HE ¢ 2 mg pUcniepuIoH. KopurupaHe
Ha J{03aTa, aKO MMa MOKAa3aHHA 3a TOBa, TPOBa [Aa € NpaBH Ha HHTEPBAIH, HE [10-MANKH 0T 24 Yaca, H
TO ¢ YBEITHYABaHEe HA J03aTa OoT 1 mg AHeBHO. PHCIIEpMIOH ce mpuiara Ipd I'bBKaBo NO3HpPaHEe B
HMHTepBaJ OT | 70 6 mg AHEBHO 10 ONITUMU3HpaHe Ha HUBOTO Ha €(PUKACHOCT H TONECPAHTHOCT IIPH

BCEKH NanyeHT. [{HeBHa K03a Had 6 mg pUCIIEPHACH HE € M3CNIcABaHa IIPU MALMCHTH C MAHHHHH
eTU30/H.

KakTo 1pH BCIKO CHMITOMATHYHO JIeveHUe, NpoabipkuTenHoto nedeHne ¢ PUCIIOJIEIIT tpatea
HETIPEKHCHATO [1a Ce OLICHIBA U OOOCHOBABA.

Xopa 6 cmapuecka 6v3pacm

[Tperioppuea ce Ha4yaaHa go3a ot 0,5 mg Asa MBTH JHEBHO. a3y [03a ce MPeUeHABA HHAMBHIYAIHO
npH yeenuuenue ¢ 0,5 mg npa meTH AHEBHO A0 1 WIK 2 mg ABa MBTH JHEBHO. Tbi KaTO KIMHWUYHMAT
OITAT NPH XOpa B CTAPYECKa BB3PACT € OrpaHuyeH, ynorpebara TpaOBa 1a € BHAMATE HA.

Heya u rornowiu

He ce npenopruea yrnorpe6ara Ha pHCIIEPHAOH IpH Aiella ¥ IOHOIIM 1107 18-roguiiHa Bb3pacT ¢
OHIIONIApHA MaHMA TIOPAaAH HEAOCTATHYHO JAHHM 32 €(PUKACHOCT.

[TepcucTHpaliia arpecHs MpH NalAEHTH ¢ YMEPEHa 10 TEXKa NEMEHIIMA Ha AJIxaiMep

[Ipenoprusa ce HayanHa f03a ot 0,25 mg ABa IBTH JAHEBHO. Ta3u AO3HPOBKA MOXE J1a Obe
MHAWBHIAYAIHO KOpHrHpaHa ¢ nopumeHue or 0,25 mg nBa T6TH JHEBHO, HO HE MO-4YECTO OT BCECKH
BTODH JeH, ako € Heobxonumo. Onrumannara o3a e (,5 mg gsa MBETH JHEBHO 34 MMOBEYETO MAllHeHTH.
Hskod nanUeHTH, obaye, MOoXe J1a ¢ce UyBCTBaT Ao0pe oT A03a A0 1 mg aBa ITETH THEBHO.

ITpu nauKeHTy ¢ NepcUcTUpalna arpecus npu aemeHums Ha Asuxavimep PHUCIIOJIENT He ce nprnara
rmosede oT 6 cemmuiy. 1o BpeMe Ha JIeUeHHETO MalMeHTUTe TpsAOBa Aa ce NoAJiarar YeCTo U PEAOBHO

————

Ha OLieHKa ¥ OTHOBO Ja Ce NpelieHaBa HeoOXOOUMOCTTa OT IIpG,E[’LJ'DK&B&I}&LﬂEﬁEB
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3a nanyenty ¢ Termo 250 kg ce npenopbyBa nppBoHayYanHa 4o3a 0,5 mg BeAHEX JHERHO. Tazu
[03UPOBKa MOKe [a ObJle HHAUBHAYANHO KOPUTHPaHA ¢ NOBHIIEeHHE oT 0,5 Mg BEIHBXK JHEBHO He
C-4€CTO OT MHTEPBAJIH NPE3 €HH JICH, aK0 € HeoOXOMUMO. 3a ToBeYeTO NALMERTH ONTHMAJIHATA
IO3HPOBKA ¢ | mg Beansk AHeBHO. HakoH narnuenTy, obaye, Moxe na ce dyBcTsar fobpe or 0,5 mg
BEIHBX JHCBHO, AOKATO APYTH MOXE Ja HMAT HY»KJAa OT 1,5 mg BeAHBK JHEBHO. 32 MALMEHTHU C TEIVIO
<50 kg ce mpenopwuBa IbpBOHAYaTHA HO3HPOBKA OT 0,25 mg BeAHBXK AHEBHO. Ta3u 103MPOBKa MOXE
na Obae HHAMBUIYAJTHO KOPMIHpaHa ¢ noBHuIeHue or 0,25 mg BeAHbXK THEBHO He [10-4ECTO OT
HHTEPBAJIH Mpe3 IeH, ako € Heobxooumo. OrnrramanHara qo3a e 0,5 mg BeAHEXK JHEBHO 32 IIOBEYETO
naunMeHTH. Hakou nanmuentn obave Moske aa ce gyBcTBaT nobpe ot 0,25 mg BeAHEK AHEBHO, TOKATO
OPYTH MOXe Ja HMaT Hyxkja ot 0,75 mg BegHbK AHEBHO.

KakTo npu BCAKO CHMITTOMAaTHYHO JTeYEHHE, MPOABIDKUTENHOTO Jeuehue ¢ PUCTIOJIEIIT tpatra na
C€ OLICHABA EPUOIUTHO.

PHUCTIOJIEIIT He ce npenopb4Ba NpH Aeua MoJ S-TOOUINHA BE3PACT, Thif KATO HAMA OIMHUT NpH Jella,
I0-MaJIKH OT 5 TOOWMHH, C TAKUBA Pa3CTPOMCTBA.

YBpexxaane Ha 6p6penure ¥ YepHUA 1pos

[Tanmentute ¢ 6s0peUHO YBpeXXaHe HMAT IIOHIDKEHA CIIOCOOHOCT /1a eMMMHHHUPAT aKTHBHATA
aHTUIICUXOTHYHA (QpaKilus, OTKOIKOTO BE3PaCTHHUTE C HOpMalTHa 656pedHa dyHkums. [JauwenTtrTe ¢
yBpeleHa QyHKLMA Ha YepHHA Npo0 HMAT MOBHINEHA TU1a3MeHa KOHIEHTpallus Ha ¢BoGoqHaTa

(G pakiiyig Ha PHCIIEPHICH.

HesaBucHmMO OT MHAMKALIMKTE, HAYAITHATA W CAEABAIATE JOIMPOBKH TPAOBA Z1a Ca HAMAJICHH
HAIIOJIOBHHA M KODUTMPAHETO HA J03ara TpAOBa Aa 63,11& ro-6aBHO an MalMeHTH ¢ 6u0pedHo WK
4epHOAPOOHO yBpeKaaHe.

PHUCIIOJIEIIT Tpabsa aa ce npinara BHUMATEIIHO MPH TE3H IPYITH ITALMECHTH.

HavyiH Ha npuioeHye

PHUCIIOJIEIIT e 3a mepopanHo neyenue. XpaHara He noriuaBa abcopOumara Ha PUCITOJIEITT.

I1pu npexpaTaBaHe Ha JICYSCHHETO Ce NMPENOPHIBA NOCTENCHHO HAMAJIABAHE HA go3aTa. MHOro paako
Ce OMUCBAT OCTPH CHMITTOMH IIPH PA3KO NMPEKHCBAHE HA ICYCHHETO C BUCOKHU 03M AHTHIICHXOTHYHH
JIeXapcTBa, BIJIIOYMTEAHO rajeHe, IOBphllaHe, M3MoTaBaHe u Oe3crHue (BX. Touka 4.8). Moxe 1a ce
Hab/roaBa U BE30OHOBABaHE HA NICHXOTHYHUTE CHMITTOMH H ce ¢hoOINaBa 3a IosABa Ha HEBOJIEBU
OBHUraTeIHHA pa3CTpONHCTBA (KaTO HAIIPHUMED aKATH3UA, ZMCTOHUA ¥ JHCKHHE3HA).

Ipemunasane om Opyzu anmuncuxomuyu

Koraro e MEAMIIMHCKH ONpaBRaHO, C€ NpenopbhYBa ITOCTEIIEHHO CIMpaHe Ha IIPeIHIIHOTO JIeYeHHE,
xoraro 3ano4usa JedeHuero ¢ PUCIHOMEIIT. Ceuio Taka, ako € MeIMIIMHCKH OIIPaBAaHO, IIpH
NpeMHHAaBaHE Ha MallkeHTa OT AETI0 AHTUIICHXOTHYHH IIpenapaTH ¢e IIpernophysa TepanuiTa ¢
PHUCIIOJIEIIT na 3anoune 8 nedd Ha cjieABalaTa HHKEKIIHA OT cxemaTa. HeobxonumocTra ot
IIPOXEJDKABaHE Ha NIPOBESKAAHOTO AHTHIIAPKUHCOHOBO JleyeHHe TpAOBa MepHOAHYHO Aa Ce
Ipepas3rmexkia.

PHCIIO/IEIIT nepopanen pasmsop:

3a HHCTPYKLHH OTHOCHO M3XBBpJIiHe u pabora ¢ PUCHOJIEIIT nep

4.3 IlporuBomoxazasus

CBPLXHYBCTBHTEHHUCT KbM aKTHBHOTO BCIICCTBO HIH KBM HAKOC
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44 CroenmajnH npegynpekIeHHs H NpeNa3HH MEPKH NPH ynoTpeda

[TartueHTH B cTapyecka Bb3pacT ¢ JeMEHLHA

Obwa cmvpmuocm

IIpx BB3pacTHH MAITMEHTH C JeMEHLMA, JIEKYBAHHU C ATHITHYHY aHTHIICUXOTHLIH, Ce Habmomapa
YBEJIUIaBAHE HA CMBPTHOCTTA B CpaBHEHHE ¢ Iutauedo NpH MeTaaHaH3 Ha |7 KOHTPOIHMpPaHU
[IpOY4BaHHs, NPOBEICHHU C ATHITHYHM aHTHUICHXOTHLH, BKMouMTenHo ¥ ¢ PUCTIOJIETIT. IMpu
Mnanebo-KOHTPONMpPaHH NPOYUBAHKA B NOMYJIAIHATA [IALMEHTH, Jiexysanu ¢ PUCTIOJIETIIT,
CMBPTHOCTTA € 4% nipH NiekyBanu ¢ PUCTIOJIEIIT namenty, cpaBHeHo ¢ 3,1% npy naLyMeHTH Ha
rutaue6o. ChOTHOWEHUETO Ha BEPOITHOCTH (95% TodeH nosepuTenex untepsan) e 1,21 (0,7; 2,1).
CpenHarta Bb3pacT Ha NAllMEHTUTE C JIeTaIeH H3X0 € 86 rogunu (Mexny 67-100).

Eonospemenno npurosxcenue na gypozemuo

I1pn nnauebo-koHTponMpany KWIMHKHYHK MpoyusaHud ¢ PUCIIOJIEIIT, npu naiueHTH B cTapyecka
BB3PAcT C AEMEHIH, JICKYBAHH €IHOBPEMEHHO ¢ (DYpO3eMU M PHCIICPUAOH, ce HabmogaBa

- TI0-BHCOKA cMBPTHOCT (7,3%; cpenHa BB3pacT 89 ronunu, Mexay 75-97) B cpaBHeHHE ¢ MALIMEHTH,
NIEKyBaHHU ¢aMo ¢ pucnepuoH (3,1%; cpeana Bu3pact 84 rogunu, mexay 70-96) win camo ¢
dypozemun (4,1%; cpenna pe3pact 80 rogunu, mexay 67-90). YeenuueHaTa CMBPTHOCT IIpH
MAlMEeHTH, JIEKYBaHH C §ypO3eMHEa M PHCIICPHAOH, € HabroaaBaHa pH ABe OT OOIIO YeTHPH
KJIMHHYHH IIpOYYBaHUA. EAHOBPEMEHHOTO NPHAOKEHHE HA PUCTIEPUICH C APYIrd AMYPETHLH (TIIaBHO
NPUIOKEHHETO Ha THAZMAHY MUYPETHIM B HUCKH I03H) HE CE€ CRBP3Ba ChC CHIUIOTO 3aKMOUeHHe.

He ¢ HaMepeH naToduM3HONOrndeH MEXaHH3bM M HAMA MOCIIeOBATeNeH MOJIEN, KOMTO Aa 00saCHHA
npuYHHAaTa 3a Had/loaaBaHaTa CMBPTHOCT. Benpeku ToBa TpAOBa Xa ce BHUMABA M 1a C€ B3E€MAT Mpex
BHZ [IOJI3UTE U PUCKOBETE OT TaKaBa KOMOHWHALIMA UAM CHITBTCTBAMIO JIEUeHHWe ¢ IPYTH CHIIHH
JHYPETHLH, MPEH fa Ce B3eMe pellcHUe 3a HeHHOTO npuiiarase, HaMma yBeandeHa CMBPTHOCT NpU
MALKAEHTHTE, KOUTO TIPHEMAT APYTH JMYPETHLIH KaTo CHITHTCTBAIIO JCUEHHE 3a8HO C PUCTIEPHAOH.
He3aBucHMO OT JIeHEHHETO, IEXUAPATAUMATA € PUCKOB (PAKTOP 3a CMBPTHOCT U TPAOBAa BHUMATEIHO
na ce w30Area IpH NALMEHTH B CTAPYECKa BH3PacT C JeMEHIHA.

Hexenanu Mo3zpuHoCha0BH peakitud (HMCP)

IIpu miarebo kOHTPONMpPaHH KIHMHHYHMA NPOYYBaHUA [IPH MIALIMEHTH B CTApYeCKa BE3PacT ¢ JEMEHIMS
MMa 3HAYUTeNHO [10-BHCOK NMpoiieHT (pubmusuTenHo 3-kpaTtHo nopuinasane) Ha HMCP, karo
HaIlpHMEp HHCYJIT (BICTIOYHTEIHO CBC CMBPTEH U3XOM) H MPEXOAHHM HCXEMUYHM IIPHCTHITH NIPH
naieHTH, JekyBans ¢ PUCIIOJIELIT, B cpaBHeHye ¢ maienTy, npuemMamy miaueto (cpeaHa
BB3pAcT 85 roaunm; auanasol ot 73 o 97). Cxbpanure nanuM oT 6 wianebo KOHTPOIHpaHH
[IpOYYBaHMA IIAaBHO NPHY NAUKHEHTH B CTapueCKa BB3pacT (65 roquHu) ¢ AeMeHIIHA TOKa3aT, ye
HMCP (cepno3HHu U He-cepuo3HH, KOMOMHHpaHH) ce 11oy4asaT 1pH 3,3% (33/1009) ot mauueHTHTE,
NIEKYBaHU ¢ pUCHEpUIOH, U ripu 1,2% (8/712) mpu maumeHTHTE, NpHeMaH nnanebo. OTHOLIEHHETO
Ha BepoATHOCTTA (95% TO4en xopepuTeneH wuTepsan) e 2,96 (1,34; 7,50).MexaHU3MET 3a TO3H
NOBHLIEH PUCK HE € U3BeCTeH. [IOBHINEHUAT PpUCK HE € H3KITIOUEH 34 JPYTY aHTHIICHXOTHIH HIIH

npyru rpynu naugedTd. PUCITOJIEIIT tpsabsa na ce mpunara ¢ BHUMaHKE IIPH NALIMEHTH ¢ PHCKOBH
¢aKTOpH 32 UHCYIT.

Puckst oTr HMCP € 33a4%MO 110-BHCOK MPH TAMEHTH ChC CMECEH MITH CHAOB THI AEMEHIMA MPH
CpaBHEHHE ¢ ACMCHLIMA Ha AnlXaliMep. 3aTOBa MNAlHEHTH C APYT THII
JAeMeHIHA Ha AJlxaiMep, He TpaOBa Ha ce JEKyBaT ¢ PUCTIICPHIOH.

Jlexapure TpsaOBa a NpeleHAT PHCKA U [I0J13aTa OT HPIIOKEHHE
B CTApYecka BB3pacT ¢ AeMEeHIHA, KaTo B3eMaT IpeJl BUX TIPOTH
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npesynpeneHy He3abaBHO fa cp06INABAT 3a MpH3HALM H cuMnToMH HA HMCP kaTo BHezanHa
CN1abOCT MM CKOBAHOCT HA JTHIIETO, PHUETE HIH KpaKaTa, H 32 MpobIeMH ¢ TOBOPA WIIH ChC 3DEHUETO.
BCcHYKH BB3MOXKHOCTH 34 jieueHue Tpadpa 1a ce 06MHCIAT He3a6aBHO, BKIIOUYHTENHO
[MPEYCTAHOBABAHE HA JICYCHUETO C PUCTIEPHJIOH.

PUCIIOJIEIIT Tpsa6Ba ma ce u3non3Ba 3a KPaTKOCPOUHO JedeHHe HA TIEPCHCTHPALIA arpecus Ipu
NMauMeHTH C YMEpPeHa 40 TeXKa NeMEHUMA Ha AIXaidMep caMo KaTO JOITLIHEHHE KM

He(apMaKOIOrHYHKUTE NIOXXONH, KOTaTO T HMAT OrpaHUYeHa eQeKTHBHOCT WIH He ca eDUKACHH M
NPH KOMTO MMa PHCK OT CaMOHApaHsBaHe HIKX HAPAHIBAHE HAa OKONMHUTE,

[laumeHTHTE Tp1OBa peTOBHO Na GbAAT MOANAraHH Ha NMPEOLEHKA, KAKTO M HEOOXOIHMOCTTA OT
IPOAB/DKABAHE HA JIEYEHHETO.

OprocTaTuyHa XMIIOTOHHA

Ilopanu anda-6aokupamoeTo nefcTBHE Ha PUCTIEPUIOH € BH3MOXHA NIOSBATA Ha (OPTOCTATHYHA)
XHTIOTOHHUA, 0COOEHO 110 BpeMe Ha HauaTHUA MEPHOA Ha afanTHpaHe Ha qo3ata. KiMHu4HO 3HaYMMa
XUTIOTOHHA ce HabJIo1aBa B IOCTMaPKETUHIOBHS IIEPHOA, TIPH €JHOBPEMEHHO NIPUIOKEHHE HA
PUCHCPHAOH ¥ aHTHUXHNepTeH3UBHO Jleuenue. PUCIIOJIEIIT tpabea na ce nipunara BHUMATEHO NpH
MaLMEHTH, 38 KOUTO C€ 3Hae, Y& HMaT ChbpJIeYHO-ChA0BO 3a00aBaHe (HaNp. chpAeuHa
HEZOCTATBYHOCT, HHGAPKT HA MHOKap/ia, HapyLIeHHS Ha NPOBOJHMOCTTA, JeXHApaTALMA,
XHITOBOJIEMHUS, WM MO3BYHOCH0BA DonecT), M no3aTta TpsbBa na 6bae NOCTeNneHHO aJanTUpaHa
CrIopen NpenopbKuTe (BXK. TO4KA 4.2). AKO ce NOABH XUNOTOHUA, TPAORA Ja ce 06MHCIIH HaMalleHHe
Ha 03arTa.

KncHa auckwnesus/ Exkcrpanupavuaan cumromu (KJI/ETC)

JlekapcTBEeHUTE MPOLYKTH CHC CBOMCTBA HAa aHTATOHHUCTH Ha JONAMHHOBHUTE PELIEIITOPH, Ca CBBP3aHH
¢ HHAYUMPAHETO HAa KbCHA AUCKMHE3HS, KOATO CE XapaKTepH3Hpa ¢ pPUTMUYHU HEBOJIEBH JIBYDKEHHUS,
MPEIMMHO Ha e3uKa W/HIM NuiieTo. Hodrara Ha excTparMpaMHIHa CHMITTOMATHKA € PUCKOB (haKTop 3a
KbCHA JUCKMHE3Ms. AKO Ce MOABAT MPUIHALM H CHUMIITOMH Ha KbCHA JUCKMHE3H, TpsAOBa 1a ce
OOMMCITH CIIMpaHeTO HAa BCHYKH AHTHIICHXOTHIIH.

Hepponenrvded Manmuraed cuuapom (HMC)

[1pn nmpUnoxeHHe Ha AHTUIICHXOTHIM ce ChoOI1aBa 3a B3HMKBAHE HA HEBPONEIITHIEH MASTUCHEH
CUHIPOM, KOHTO C€ XapaKTepH3Hpa ¢ XHIEPTEPMHS, MYCKYJIHA pPHTHIHOCT, HeCTabWIHOCT Ha
BEreTAaTHBHATA HEPBHA CUCTEMA, IPOMEHEHO Ch3HAHUE M MOBHIIIEHH HHUBA HA CEPyMHATA
kpearuHpocoxunaza. JOMBIHATEIHN CHMITOMH MOrar 1a 6baat Muormobunypus (pabroMHomiza)
U ocTpa 6BOpeuHa HeROCTATHUHOCT. B T034 crydaii, BCHYKM AHTHIICHXOTHIH, BKITIOYHTETHO

PUCIIOJIEIIT, tpabea ma 651ar cripesy.

IlapkuHcoHOBa 6onect W feMeHIns ¢ Tenna Ha Lewy

Jlexapure TpaOBa /1 MPENEHAT PUCKOBETE CIIPAMO I1013aTa, KOTATO [IPEeANTUCBAT aHTUIICHXOTHIIH,
BKIOYMTENHO PUCIIOJIEINT, Ha naumenTy ¢ IlapxuncoHoBa GonecT Wi JeMeHUHs ¢ Tela Ha Lewy
(DLB). Bramoxkuo ¢ sromasane Ha [lapkuaconoBara Gonect ot pucnepunod. [Ipu aAsete rpynm
CBLIECTBYBA [IOBHINIEH PHCK OT Pa3BHUTHE HAa HEBPOIENTUYEH MAIMTHEH CHHIPOM, KAKTO H IIOBMILEHA
JYBCTBUTEITHOCT KM AHTHIICHXOTHUHHUTE JIEKAPCTEA; TE3U MAIIHEHTH C€ H3KIIOYBAT OT KIMHHYHEH
npoyuBaHus. [IposiBara Ha Ta3u NoBHINEHA YYBCTBHTEHOCT KAaTO ROMTBIHEHUE KHM
€KCTpanypaMHIHAaTa CUMIITOMATHKA MOXE 114 BIJIIOYBA OOLpKBaHe, 00
HeCTaOUIMHOCT ¢ YECTH MaJaHus.

XUNEPrIAHKEMUS]
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32 XHNePrIMKeMUs Wi 0OOCTPAHE Ha CHIECTBYBALL OTHpenH Auaber ce ¢kobIaBa B MHOrO peaxu
ciry4au no BpeMe Ha Jjieuenrneto ¢ PUCTIOJIETIT. Ipenopsuea ce NOAXOAAIO KIMHHYHO HabmoneHue
Ha MAlIAEHTH ¢ AHA0eT U Ha NALMEHTH C PUCKOBM (aKTOPH 3a Pa3BHTHE HA 3axXapeH Auaber.

XHIEpIpPOJaKTHHEMUS

IIpoyusanus ¢ TEKaHHH KyATYpH NMOKA3BAT, 4 PACTEXBT HA KIIETKH [IPH TYMOD Ha Ir'bpJaTa IpH
4OoBeka Mojke OM ce CTUMyITHpa OT NPONAKTHH. Makap 4e He e SCHa BPB3KATA C IIPUWIOKESHHETO HA
aHTHTICHXOTHIIH, JOKOJIKOTO € IOKa3aHO B KIHHUYHHU H ENHAEMHONOTHYHH NIPOYUBAHM, IPENOpHYBA
¢C NOBHINCHO BHAMAHHC NPH MAUKEHTH CkC 3HauMMa aHamHe3a. PUCITOJIENT tpa6sa aa ce npmwiara

BHMMATE/HO [PH MIAITMEHTH C NPEIUECTBAlIA XHIIEPIPONAKTHHEMHS H IIPH NALMEHTH C BEPOSTHOCT
3a NIPONAKTHH-3aBUCUMH TYMOPH.

Yowioxasane Ha QT- uHTepaana

B riocTMapKeTHHTOBHS NEPHO MHOTO PAAKO C€ CHOBINARA 32 yabipkasaHe Ha QT-unTepBana. Kakro
W C IPYTHTE aHTHIICUXOTHIIH, TpAOBa Ja ce BHUMaBa, KOTaTO PUCTICPHIOH Ce TIPEIHCBA Ha MAHEHTH,
33 KOMTO €€ 3Hae, Ye CTpajiaT OT ChPACUHO-CHAOBH 3a60JIIBAHHA, KOMTO UMAT (haMITHA
obpemeneHocT 3a yabokeH QT-uHrepBa, GpaaHKapIus wWiK eJIEKTPONIUTEH qUchaaHc
(XHITOKaTHEMHEA, XMTIOMArHE3HEMHA), THI KATO TOBA MOKE 13 TIOBHILH PHCKa OT pUTBPMHH
HapylICHH:, KaKTO M IPH €AHOBPEMEHHATA YIIOTpeDa Ha JIeKapCTRa, 3a KOUTO CE 3HAE, Y€ Y/IB/DKABAT
QT-uHTepBaNA.

Ipvnagsuy

PHUCIIOJIEIIT Tpa6Ba fa ce H300:1382 BHUMATEITHO NIPH [TALMEHTH, KOMTO HMAT aHAMHE?4 34
TIpUNAXBLIH WIH APYTH CHCTOSHHUA, KOHTO MOTEHIIHANIHO MOTAT Ja HAMAJIAT Npara 3a IpHIaAbI.

IIpyuanu3sM

ITo Bpeme Ha neveruero ¢ PUCIIOJIEIIT Moxe fia Ce MOTydH IPHANHIBM TIOPATH HEroBHS
anda-anpeHepruveH 6aokupall edexr.

Perynupane Ha TenecHara TeMIeparypa

CMATa Ce, Ye aHTHICHXOTHINTE Pa3CTPOMBAT CIOCOGHOCTTa Ha OPraHv3Ma Na perynupa TenecHaTa
Temrneparypa. Jobpe e na ce B3eMar ¢b0TBeTHH Mepky, koratro PUCIIOQJIEIIT ce MpeAnncBa Ha
NTAUKUEHTH, KOKTO C€ M3/1arar Ha CbCTOAHHA, KOMTO MOXKE 1a AONPHHECAT 3a TIOBHIIABAHE HA TEIECHATA
TeMIepaTypa, HallpUMEp YCHIICHO DH3MIECKO HATOBAPBAHE, U3/IaraHe Ha IojIAMa FOpelIrHa,
MOTyHaBaHe Ha CBHITBTCTBAIIO JICUCHUE C aHTHXONIHHEPIUYHA AKTHBHOCT, WM JEXUAPATHPAHE.

Jeua ¥ HOIIH

IIpean u3nucBaHe Ha PHCTIEPHIOH Ha OEHA WIH IOHOM ¢ [OBEAeHYECKH pa3cTpoHcTBa Tpiabea
LATIOCTHO OLCHABAHE 332 PM3UKAIHY B COLTMAITHH IIPHYMHH HA aTPECHBHOTO MOBEICHHE KATO
HanprMep NpHYHHABAHE Ha O0JIKa MM HECHOTBETCTBAIIM HA CpelaTa MCKAHMS,

I1pH Ta3u rpyma Tpa6Ba BHMMATENHO f1a Ce CIIEH CEIaTHBHUAT edeKT Ha PHCIEPUAOH HOpaRy
BB3MOJKHHTE MOCICANHLIA BBPXY CIIOCODHOCTTa 3a y4yeHe. IIpoMAHaTa Ha BpeMeTo Ha NpusiaraHe Ha
PUCTIEPUIIOH MOXKE 2 IIONOOPH BH3AEHCTBHETO HA CEAATUBHOTO CPEACTBO BBPXY BHUMAHHMETO HA
JeLaTa ¥ KOHOUIMTE.,

JICKApCTBEHHU PEaKLMH BBPXY pacTexka H [TOJOBOTO ChapsIBaHe,
EKCTEH3UBHU OTBOPEHM MPOYYBAHUA Ca B PAMKHTE Ha HOPMATa,
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BBpPXY [MOJIOBOTO Ch3pABaHE U PhCTa MPU ALITOCPOYHO JeYeHHUE ¢ PUCIIEPHIIOH He ¢a aIeKBATHO
MIPOYUYEHH.

Ilopans moTeHUKANTHHTE €PEKTH OT IPOABILKUTENIHATA XHIIEPIPOTIaKTHHEMHA BBPXY PacTexa H
IIOJIOBOTO Ch3pABAHE IpH JeLla 4 I0HOIIU TpAOBa J1a ce NpaBH peloBHA KJIMHHYHA OLIEHKA HAa
CHIOKPHHHHS CTATYC, BIITIOYHTENIHO U3MEPBAHE Ha PhCT, TEJIO Y IOJIOBO Ch3PSBaHEe, KOHTPOJI Ha

MEHCTpyallusiTa  APYTH IOTEHLIUAITHO CBBP3aHU ¢ MMPONaKTHHA eeKTH.

ITo BpemMe Ha ne9eHHe ¢ pUCTIEPHAOH PEJOBHO TPAOBaA 14 CE CIEH 3a eKCTPAITHpaMHIHa
CUMITOMATHKA M OPYTH ABUIaTETHHA HAapyIIEeHH.

3a cieuUQUYHH NPENOPBKH IIPU J03UPOBKA NMPH 1A U IOHOHIM BHXKTE TOUYKa 4.2.

[IoMoOlIHY BEIIECTBA

OuiMHpanyTe Ta0NEeTKH ChABPIKAT Jakro3a. [JaunenTH ¢ peaku HacneacTBeHH Ac(eKTH KaTo
HEMOHOCUMOCT KbM ranakrosa, nepHuMT Ha Lapp JlakTasa HIM HA DIIOKO30-TAJIaKTO3HA
manadcopbums He TpaOBa Ja npUeMaT TOBa JeKapCcTBO {OTHACA ce caMo 0 QHIMHpaHuTe TablIeTkH).

Coaspxxa oueturen cbHCeT XbaTO (E110). Moske na npuynnay ayiepradHy peakiuu (OTHAcA ce caMo
3a dunMHpaHHTe TabneTky ot 2 mg).

4.5 B3aaMogeHdCTBHE C APYTH JIeKAPCTBEHH NPOAYKTH 4 Apyra GopMu Ha B3aHMOACHCTBHE

Kakro ¢ gpyrd aHTHIICHXOTHIH, BHUMATETHO C& OOMUCIS M3MMCBAHE HA PUCIIEPHIIOH C APYTH
NE€KApCTBEHH NPOLYKTH, 32 KOUTO C€ 3Hae, Ue yab/pkasaT QT-unrepBana, Hamnp. kiac la aHTHapHTMHIIH
(Hanp. XMHUAKH, AM3ONHPaMK/, IpokauHaMu), knac I aHTMapHTMHIHM (Harp. aMHOOAPOH, COTANO),
TPULIMKJIMYHH aHTHAETIpECaHTH (Halp. aMHTPHUIITAIMH), TETPAUMKINIHE aHTHEIPEecanTH (Hamnp.
MaIIPOTWIHH), HAKOH aHTUXUCTAMUHH, APYTH aHTUIICUXOTHIIM, HAKOH aHTHMAJIapHIHU JIEKapCTBa
(Hanp. XMHUH H Me(IIOKHH), ¥ ¢ IEKAPCTBa, KOUTO MPHYHHABAT CICKTPOIIMTEH AuchanaHe
(xHrokaaueMus, XAroMardesuemMus ) Wid OpafuKapaus, WK TAKHBa, KOUTO HHXHUOUpAT
4epHOAPOOHMA MeTabONIM3BM Ha pUCTiepHUaoH. To3u CIIMCHK € IPUMEDPEH, a He H3UepnaTelicH.

Ilomenyuan na PUCITOJIEIIT da noenussa Opyzu nexapcmeeny npoodyxmu

PHCHGPHI[OH TPHGBB. Ha CC yno*rpeﬁﬂBa C [IOBHUHICHC BHUMAHHUEC ITPH I(DM6HH&HH5[ C OpyIr
HGHTPEJIHOHEﬁCTBaLHH BCINCCTBA, ocobeHo BIJIFOYBAIIIH alTKOXO0JI, OITHaTH, AHTUXHUCTAMHWUHOBH H
6EH30,IIH336HHHH nopajaxr NOBHIUCHUAT DHCK OT CCOHUPAHC.

PUCTIOJIEIIT moxe Aa aHTaroHusMpa €(eKTa Ha JIEBOJ0Ia U Ka APYrd AONAMHAHOBH arOHHCTU. AKO
Ta3u KOMOMHALMA ce CYMTa 3a HeobxouMa, ocobeHo npu kpaeH craguil Ha [lapkuHCOHOBa GonecT,
TpsAOBa Aa ce H3MMIIE Hal-HUCKaTa eQeKTHBHA J103a.

KaywHAYHO 3HaYHMMa XHIIOTOHHS Ce HﬁﬁJ'IID,[[aBa B NIOCTMAPKETHHIOBHA ITEPHOK IIPK €JHOBPECMEHHO
I[IPUIIArade Ha pHCHEpHIAOH C aHTHXHIICPTCH3IHBHO JICHCHHE.

PUCIIOJIEIIT He noka3ssa KIMHAYHO 3HAYMM €(PEKT BEpPXY (papMakOKMHETHKATa Ha JIWTHI, BAJIMIpOaT,
JHUTOKCHH WJIH TONMpaMmar.

Ilomenyuan na opyzume nexapcmeenu npodykmu oa nosauneam PHCIIOJIEIIT

H3BecTHO €, e kapbamaseriid HaMaIsaBa fUia3sMeHaTa KOHIEHTpaluua
¢paxima Ha pucniepuaoH. [TomobHu edexTn Morat fa ce HabmoaaBa / *
¢esuToNH B deHoOapOuTa, KOUTO CHIIO HHAYIIUPAT YepHOAPOOHH (
P-rnmukonporenHa. KoraTo ce 3amousa wiM Cridpa JIe4eHHe ¢ Kap6 '
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Ha qepHO,upoEiHHﬂ exsuM CYP 3A4 /P-rimuxonporenna (P-gp), nexkapst Tpa6pa ma npeoueHu
nosuporkara Ha PUCTIOJIEIIT.

DITyOKCETHH M NapOKCETHH, KOWTO ca HHXxubuTopy Ha CYP 2D6, NoBHIIABAT IUTa3MeHaTa
KOHLICHTpAaLHA HA PUCTICPUIOH, HO B [T0-MaJIKa CTETICH Ta3M Ha aHTUIICHXOTHYHATA dpakius. Quaksa
ce, 4ye apyrd MHXUOUTOpY Ha CYP 2D6 KaTo XWHUIMH MOXeE Aa MOBITHAAT IUIa3MEHATA KOHLICHTpALHA
Ha PUCTICPHAOH IO Mox06eH HauuH. Koraro ce 3alouBa WM NPeyCTaHOBABA eHOBPEMEHHO JICUCHHE

¢ Q.TyOKCETHH WIH MapOKCETHH, EKapAT TpAbBa a MOAJIOXH Ha TIPEolIeHKa NO3HPOBKATA Ha
PHUCITIOJIEIIT.

Bepanamun, xo#to e uxuburop Ha CYP 3A4 u P-gp, noBumasa miasmeHaTa KOHLEHTPALUA Ha
PHUCIIEPUAOH.

["anaHTaMUH K1 JOHENE3M/T HE IIOKA3BAT KIMHHYHO 3HAYHM e(eKT BBpXY (apMakOKUHETHKATA HA
PUCTICPUICH H BEPXY aKTHBHATA AHTUIICUXOTUYHA (paKITHs,

(DEeHOTHAZHHUTE, TPHIHKIIHYHHTE aHTHACTIPECAHTH M HAKOHM 6eTa 6II0KEpH MOTAT Ja MIOBHIIAT
IJ1a3MeHaTa KOHIUCHTpalMA Ha PACIIEPUAOH, HO HE M Ha AKTMBHATA aHTHIICHXOTHYHA (PaKLHA.
AMHUTHPHUITTHIMH HE NIOBIMABA hapMakOKMHETHKATA Ha PUCHIEPHIOH M Ha aKTHBHATA AHTHUIICHXOTHYHA
pakius. LIAMEeTHIMH ¥ PaHUTHANH MOBHIIABAT GHOHATHYHOCTTA HA PUCTIEPHIOH, HO CAMO
HE3HAYMTEIIHO Ta3H Ha AKTHBHATa AHTUNICHXOTHYHA Qpakuus. EpUTpoMHLIUH, KOHTO e HHXMOUTOpP Ha
CYP 3A4, He nmpoMeHs GapMakOKHHETHKATA HA PHCIIEPHIIOH, HWTO Ha AKTMBHATA aHTHIICHXOTHYHA
dpaKis.

Kombunupanara ynorpeba Ha ncuxoctumMynanTy (Harp. Metiwidenrnaar) ¢ PUCIIONEIT mpu pewa u
IOHOIIIHM He NpOMEHs (papMakOKHHETHYHATa epukacHocT Ha PUCTIOJIEIT.

Bibkre Touka 4.4 OTHOCHO MOBHIIEHA CMBPTHOCT NPH MALIMEHTH B CTAPYECKA BB3PAcT ¢ JEMEHLIA,
IpHeMallli €IHOBPEMEHHO C TOBA QypO3eMHA.

- Egnospemennara ynotpeba Ha nepopaned PUCIIOJIEIT ¢ MTATHNEPUIOH HE CE NMPEIoOpBYBa, THH
KaTO MAJTHIIEPHUAOH € AKTHBEH META0ONHUT HA PHCIIEPUIOH H KOMOMHAIMATA Ha JBETEe MOJXKE J1a IOBEIE
[0 DOITBJIHUTENTHA €KCITO3UIMA Ha akTHBHA aHTHIICHXOTHYHA GpaKIys.

4.6 bpeMeHHOCT H KbEpMeHe

bpemernocm

Hama mocraThyHo JaHHHM 3a yiorpebara Ha pUCIEPHAOH IIpH OpeMeHHH xeHr. ChIVIaCHO
NOCTMAPKETHHIOBH JaHHH 00paruma eKCTpanvpaMuAHa CUMIITOMATHKA [IPY HOBOPOACHH &
HaOJroaBana el ynorpeba Ha puCIEpHAOH TI0 BpeMe Ha IOC/IEAROTO TPUMECeure Ha
OpemeHHOCTTa. 3aTOBA HOBOPOJEHHMTE TPAOBA Aa Ce KOHTPOJIUPAT BHUMATENIHO. PHCIIEpHIOH He e
TCPATOreHEeH NMpH NpOYYBaHHA ¢ JKUBOTHH, HO ca HaOMOAaBaHK APYI'H BUAOBE TOKCHYHOCT BBPXY
penponyKTHBHATA cHcTeMa (BK. Touka 5.3). [IoTeHITHATHUAT PUCK NPH XOpa HE € U3BECTEH.
Crnenosarentso PUCITOJIEIIT ne Tpabpa xa ce u3nonssa npu GpeMeHHOCT, OCBEH B CITydaii Ha
KaTeropu4yHa HeobXoauMoCT. AKO € Heo6xoauMo a 6b/1e CIIpAH 110 BpeMe Ha GPeMEHHOCTTA, TOBA He
TpaOBa a CTaBa U3BEAHBXK.

Kvpumene

I1pu ipoy4BaHus C XKHBOTHHU € YCTAHOBEHO, Y€ PHCIIEPHIIOH U 9- -XH/IPOKCH
MJIAKOTO. YCTaHOBEHO €, Y€ PUCTIEPHIOH M 9-XHAPOKCH-PUCTIEPHIIOH C

K’LpMﬁHE’I‘G ¢ I10-rojiAMa B CPABHCHHUE ¢ MOTCHIHAIHHUA PHCK 34 1€

4.7 EdexT BbpXy cnocofBocTTa 32 modupaHe H 3a pabora ¢
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PUCTIOJIETIT moxe na uMa MUHHMAJIEH HITH yMepeH edekT BbpXy CIocoBHOCTTA 32 IodHpaHe u 3a
paboTra ¢ MalvHM IOPaaH IOTEHLIHMATHUA eeKT BbpXy HEPBHATA CHCTEMA U BLPXY 3PEHHETO (BIXK.
Touka 4.8). CriegoBaTenHo NalHeHTHTE TpsabBa ga 6bIaT CHBETBAHH Ja He wodHpaTt U aa He paboTar
C MAalITMHH, JOKATO HE CTaHe M3BECTHA TAXHATA MHANBHAYATHA YyBCTBUTEIHOCT KbM XEKapCTBOTO.

4.16 HexenaHnH peaknuu

Hait-yecto cpobitaBanuTe HexenaHnn nekapcTseHd peakiun (HIIP) (pasnpocrpanenne >10%) ca:
IAPKUHCOHU3BM, IT1aBoOOHe 1 He3CHHUE.

[lo-gony cneasar scuuku HIIP, 3a xouTo ce cholIlaBa B KIMHUYHHTE NPOYYBAHUA U B
NOCTMapKEeTHHIOBUA nepuod. [Ipinarar ce ciaeJHHTe TEPMUHU 33 YeCTOTaTa: MHOTO 4ecTH (>1/10),
yectH (>1/100 no <1/10), reuectH (=1/1000 no <1/100), peaxu (>1/10,000 no <1/1000), MHoro peaxu
(<1/10 000), ¢ HeuspecTHA YecToTa (OT HAIHYHUTE JAHHU He MOXKe Ja 611e HaltpaBeHa OLIeHKa)

B PAMKHTC Ha BCAKO I'PYIIMPAHC B 3aBUCHMOCT OT HECTOTaTa HCXKCIIAHUTE JICKAPCTBCHH PEaKIIUHA CC
mﬁpoana’r B HH3XOOA1Il pel [10 OTHOIIEHHUE Ha TAXHATA CCPHO3HOCT.

Hexenann JexapcTeenH peaknnd 1o MedDRA 6a3a JaHHE HA CHCTEMO0-OPralHHE KJIacoBe

H3cnenpanns
Hecmu [ToBuilleHHe HA MPOJIAKTHHA B KPBBTA”, [IOBHILIABAHE HA TEIJIOTO
Hewecmu Y armkaBase Ha QT-UHTepBana Ha KapauorpaMara, naToJorHIHa
EIEKTPOKApAKHOTpPaMa, NOBHIICHKUE Ha KPBBHATa 3axap, MOBUIIEHHE HA
TpaHCAaMUHA3UTe, HaMaJIeHHe Ha DetuTe KPBBHH KJIETKH, MOBUIUICHHE Ha TelecHaTa
TeMIIepaTypa, NOBULICHHE Ha €03HHODWIMTE, HAMATIEHHE HA XeMOTIoOHHa,
NOBHINEHHE HA KPeaTHH(POCPOKHHA3ATA B KPHBTA

Peoxu CnajgaHe Ha TejlecHaTa TEMIIEpaTypa

Copaeusn HapyIIeHHAS

Hecmu Taxuxapaus

Hevecmu ATprOBeHTpHKYIapeH 010K, OepeH OJIOK, IpeachpAHO MEXICHE, CHHYCOBA
Opanukap/us, MaJUTaIlUK

HapymeHnsi HA KPbhBTA H JJAMPHATA CHCTEMA

Hevecmu AneMus, TpOMOOLIUTONIEHHUS

Peoxu [ paHynoOLMUTONCHUA

C Heuzsecmna ArpaHyJIOLUUTO3a

yecmoma

Hapymenus Ba HepBHATA CHCTEMA

Mnuozo yvecmu [TapKMHCOHM3BM', TIaBOGOHE

Yecmu AK&THBHHh, CBETOBBPTEXK, TpEMpr, ,E[HCTOHHHb, COMHOQJIEHTHOCT, CEAUpaHe,
JIeTaprus, MACKMHE3HA®

Hevecmu HepearupaHe Ha CTUMYIIM, 3aryba Ha Cb3HAHHWE, CHHKOIL, MOATHMCHATO HUBO Ha

CH3HAHUETO, MO3BYHOCHA0B HHIMAEHT, NPEXOACH HCXEMHAYEH NPHUCTHII,
OU3ApPTPHA, HapyIleHHe Ha BHUMAaHUETO, XUMIEPCOMHUS, CBETOBBPTEX NPH CTOEHE
npas, HapyUIeHUE Ha paBHOBECHETO, KbCHA JHCKUHE3UA, HAPYIICHUE Ha TOBOpa,
HapyllleHa KOOpAHHAIIMA, XUIIECTE3UHA

Pedxu HepponentuyeH ManurHed CUHAPOM, AMabeTHa kxoMa, MO3BUHOCHIOBO YBPEKIAHE,
MO3BYHA UCXEMUS, JBUTATEIIHA HAPYIEHUA

HapymeHHs BA OYHTE

V”’L’ﬂa LAY ray W
Hecmu HescHO Bk 1aHE S0 e, W 0 e
O R
Heuecmu KOHIOHKTHBHT, OYHA XHIIEPEMHSA, CEKPET OT . ’gﬁ‘f‘k”}moﬁ@, YXH OUH,
MOBUIIEHO CBJI300TALIIHE, PoTodobus St i YA E‘;
Peoxu Hamarnena 3purenHa ocTpoTa, BEpTEHe Ha O )

pHayRoMa. )
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Heuecmu boaxa B yX0TO, IIyM B YIIIHTE
PecnupaTopan, rppAHYM ¥ MeIHACTHHAIHM HAPYIICHAA

Uecmu JHCIHesA, eMMCTaKCHE, KallNMLa, CEKpeT OT Hoca, 6onka BpB GapHHKca U
NapHHKCa,

Hevecmu Caupkane, acriMpallMOHHA ITHEBMOHHA, OenoapobeH 3acToi, HapylleHHs Ha
IHUIAHETO, XPHIIOBE, KOHI€CTHA HA JUXATCITHHA TPaKT, AUCHOHHA,

Peoxu CHHIpOM Ha anHes IO BpeMe Ha ChH, XHIIEPBEeHTIIAI S

CroMamHO-YpeBHH HAPYNIEHHAS

Hecmu [losprinane, nuapwus, 3anek, rajgede, 6oyika B kopema, JUCIIEIICHS, CYXOTa B
yCcTaTa, CTOMAalleH AUCKOMGpOpPT

Hevecmuu Jucarus, racTpuT, PpekarHa HHKOHTHHEHLHA, PexanoMm

Peoxu ObcTpykiMs Ha yepBara, IIaHKPEATHT, OTOK Ha YCTHHTE, XEHIAT

Hapymenan aa 6s0pennaTe H NHKOYHHTE NBTHINA

Yecmu Exypesa

Hevecmu Adu3ypus, He3aabpakaHe Ha YPHUHATAa, [IOJIaKUY P

HapymeHHEs HA KOKATA B NOAKOKHATA ThKAH

Hecmu O6puB, epurema

Heuvecmu AHruoezieM, JIe3UY Ha KOXKaTa, YBpeXIaHe Ha KO)XaTa, Crphex, akHe,
NEMMrMEHTHPAHE Ha KOXKATa, AonewHs, ceDOpeeH IEPMATHUT, CyXa KOXa,
XHIIEpKepaTo3a |

Peoxu [Ispxot

HapymeHHES HA MYCKYJ/JIHO-CKEJIETHATA CHCTEMA M Ch¢IHHATE/IHATA THKAH

Uecmu Aprpairus, bonka B repba, 60iKa B KpalHHLMTE

Hevecmu MyckynHa cnabocr, Muanrys, 6onka BEB BpaTa, OTOK HA CTABHTE, HapyIIeHHE Ha

cTO¥iKaTa, CKOBAHOCT Ha CTaBHTE, O0JIKAa B MYCKY/IUTE H KOCTHTE Ha MPbIHUA KOII
Pedru Pa0aomyonusa
- Hapymenns Ha eHAOKPHEHATZ CHCTEMA

Peoxu HecpoTBeTcTBalla cekpelia Ha aHTUANYPETUYEH XOPMOH

Hapymennsa Ha MeTaf0/IH3Ma B XPaHEHETO

Yecmu IloBHINEH anleTHT, HAMAJIEH ATIeTHT

Hevecmu AHOPEKCHA, IIOTUAUTICUS

Muozo pedxu HAuaberHna keroaupaosa

C neusgecmua Boana HHTOKCUKALIHA

yecmoma

HURpekndn 1 BHQecTANRA

Hecmu ITHeBMOHUA, rpUrl, SpOHXUT, HHPEKIMH HA TOPHATE JHXATETHHA IBTHLIA,
WH(QEKUHH Ha IMKOYHUTE MBTHINA

Hevecmu CHHY3UT, BUPYCHH HHPEKIIUH, HHPEKIMY Ha YXOTO, aHTHHA, HETYIIHT,

BB3MAJICHHUE HA CPEXHOTO YXO, MH(PEKIIUY Ha OUYUTe, JIOKAUTU3HPaHH HHEKITHH,
aKapOAEpMAaTHUT, HH(EKIIKHA Ha IUXAaTeJIHAA TPAKT, HCTHT, OHUXOMHKO3a

Peoxu XPOHHYHO BB3MAIEHUE Ha CPEIHOTO YXO

ChaoBn HAPYIICHHS

Heuwecmu XHIIOTOHHMA, OPTOCTATHYHA XUIIOTOHHS, 3a4epPBIBaHE

O0mu napymenust A epeKTH HA MACTOTO HA NPHIIOKEHHE

Hecmu Temmniepatypa, ymopa, niepugpepHu 0TOLM, acTeHHs, O0/IKa B I'bpAHUTE
Hevecmu OTOK Ha NHIIETO, HapYLIeHHe HAa NOX0AKATa, a0HOPMHH YCELIaHHUA,

HEepPa3IoIOKEeHHE, TPUTIONON00HHM CHMITTOMH, JKaXKaa, JUCKOM(OPT B I'bpAMTE,
CTyACHHU TPBIIKH

Peoxu I'eHepanTH3Mpan OTOK, XHIIOTepMUs, aOCTHHEHTEH CURPOM, CTYACHH KpaMHHIH
Hapyumienus Ha HMYHHATA cHCTeMa

Hevecmu CBPBXYYBCTBHTEITHOCT

Peodxu JlexapcTBeHa CBPLXUYBCTBUTEIHOCT

C neuzgecmua AHadunakTA4Ha peaKijia

yecmoma

XenaTo-OHJIHAPDHE HAPYIICHHUS

Peoxu X bnreHuua
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HapymeHns HA Bb3NPOM3BOAMTEIHATA CHCTEMA H rEPAATA

Hevecmu AMeHoped, HapyllleHa cekcyanHa QyHKIMA, €peKTHIHA AUCHYHKIMA, HEYCIIEX Ha
eAKYJIalIUATA, FaJlaKTOpes, TMHEKOMACTUs, HepeJOBHA MEHCTpYaUHd, 010
TEUECHHE

Peoku [ Ipuanuzbm

IlcuxH9AH HapYIIeHAs

Mrnozo yecmu beactHue

Yecmu TperoxkHOCT, 6E3NOKOHCTBO, HapyIlIeHHe HA ChHSA

Heuecmu CBCTOsHHE HA O0BPKAHOCT, MaHHU4, [OATHCHATO JIMOHIO, aNaTH, HEPBHOCT

Peoxu AHOprasmus, MpUTHIEH aQeKT

“XuneprponakTHHEMHA B HAKOH CITy4aM BOOH A0 F’HHEKOMACTHS, HAPYIIEHHW Ha MEHCTPYALIHATA,
aMeHOpes, rajaKTopes.

® ExcTpanupaMHIHA HApyUISHAS MOKE Ja ca : NapKHHCOHM3IbM (00KaHa CaluBalUMs, BTBBPAsBaHe Ha
CKEJIETHaTa MYCKYy/IaTypa, TapKAHCOHMU3bM, JIMraBeHe, PUHrUAHOCT KaTo 3604aTo Komeno,
OpanuKHHEe3Ns, XUITOKUHE3H, MACKOBHIHO JTHIIE, MYCKYIHO HalpeXXeHHe, aKMHe3WsA, BpaTHa
PUTHAHOCT, MYCKYJTHA PUTHIHOCT, TAPKUHCOHOBA NoXoaxa # abHopMeH pediiekc Ha rnabenara),
aKaTH3MA (aKaTH3MA, HECIIOKOUCTBYE, XUTIEPKHUHE3HU H CHHIPOM Ha HECIIOKOMHHS KpakK), TpEMOP,
AVCKUHE3M, (IUCKUHE3Us, MYCKYTHH NOTPENBaHKUA, XOPe0aTeT03a, aTeT03a H MHOKIIOHYC),
AUCTOHUS. JIMCTOHUATA BKIFOUYBA JUCTOHUSA, MYCKYJIHH CIIa3MH, XHIIEPTOHHA, TOPTHKOIMC, HEBOJIEBH
MYCKYJ/IHH KOHTPAKLMH, KOHTPaXTypa Ha MycKyJIHTe, 6iedapociazsM, OKYJIOTMpHs, Napanus3a Ha
€3¥Ka, JIMLEBH CIIa3MH, TAPUHIOCIIA3BM, MHOTOHHUA, OIIMCTOTOHYC, OpodapHHTEalIeH CIa3bM,
IJIEBPOTOTOHYC, CHA3BM HA €3MKA H YEMOCTHA CKOBAHOCT. TpeMOPBT BKIIKOUBA TPEMOP H OCTATHYEH
TIapKMHCOHOB TpeMop. Tpa6Ba na ce oT6enekH, Ue ca BKIIOYEHH MIMPOK CHEKTHP OT CUMIITOMH, HO HE
e HeOoOXOAUMO Te Ja UMAT EKCTpanHupaMUAcH MIPOU3XO/.

Cnenea criucsk Ha HJIP, cBpp3aHu ¢ pUCiepUIOH, KOUTO ca onpenenedy karo HJIP no Bpeme Ha
KJIIMHUUHKTE MPOYyYBAHUSA, U3CIIEIBALA ABATOACHCTBAIMSA HHXKCKIIMOHSH PHCIIEPHIOH
(PUCIIOJIEIIT KOHCTA), HO xOHTO He ca onpeaeneHH karo HJIP npu KITHBUYHM NIPOYYBAHMSA Ha
nepopanHus PUCIIOJIEIIT. B Tasu tabnuna He ca BrmoueHu oHe3n HJIP, kouTo ca cneumpanyo
CBbP3aHH ¢ HHXEKIMOHHHUA HavuH Ha npunokeHne Ha PUCIIOJIEIIT KOHCTA.

JomeNHUTENHY HeXKellaHH JIEKAPCTBEHH PEaKlMH, 3a KOMTO ¢€ ¢HoDI1aBa npu
PHACTIOJIEIIT CONSTA, no nHe u npu nepopanuus PUCIIOJEIIT, knacudguimpanu no
MedDRA ©a3a maHHH Ha CHCTEMO-OpraHHH KJIacoBe

HiclenBagus

HamangpaHe Ha TEIJIOTO, IIOBMIICHUE Ha raMa-riIyTaMin-TpaHcepasara, IIOBUIICHUE Ha
YepHOAPOOHHUTE EH3HMH

Chpaeyns HapyumeHu g

bpanuxapausa

HapywieHAsl HA KPbBTA B JAMPHATA CHCTEMA

HeyTponenus

Hapywesns Ha HEPBHATA CHCTEMA

{lapecTe3us, npunagbk

HapyineHnst HA O9HTE

bnegapocnazsm

HapymeHns HA YXOTO H JaOHpUHTA

CBeTOBBPTEK

YBpeKJaHHA HA FTACTPOHHTECTHHAIHASA TPAKT

310000/, cnazpM Ha €3HKa

Hapymenns HA K0KATA H NOAKOKHATA THKAH

Exaema ~
"{ '1_ ik i 4 ‘_r

Hapywenng Ha MYCKY/JHO-CKEJETHATA CHCTEMA B CheAH ‘5&3

bonka B cenanuiHus MyCKyI : / ..

Hudexnun ¥ HudecTanHn R
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Undexunn Ha JONHHTE AMXATENHHU TBTHINA, HHOEKUHH, TACTPOSHTEPHT, TOAKOXKEH
abcuec

HapansiBands M OTpABAHHSA

ITagane

ChaA0BH HADYIICHAA

XHANepToOHUS

O0mn mapyweHRs # epeKTH HA MACTOTO HA NPHJIOKEHAE
bonka

IlcaXHYHHE HApYIICHAS

Ilenpecus

Edexmu na xnaca

KakTo ¥ ¢ BCHUYKH OPYTH aHTHIICUXOTHLH, B MHOTO PeIKH CIIy4aH B IOCTMAPKETHHIOBHSA NIEPHOL CE
cp00MaBa 3a yaAbDkaBaHe Ha QT-uHTEpBaNa cien npyueM Ha pucnepuoH. JIpyry cepacyuny edexTn
OT TO3H KA4ac, 32 KOMTO ce ChO0IaBa MpH aHTHIICHXOTHLIUTE, KOWTO YABbkaBaT QT-uHTEpBaNa,
BKJIKOUBAT KAMEPHA apMTMHA, BHE3AIHA CMBPT, ChpAeUeH apect ¥ Torsades de Pointes.

IHoxausane na meano

ITpu cpaBHEHUE HA I'PYNIH BB3PACTHU NMALMEHTH ¢ IWH30(QPEHUA, OTTOBAPAIUM Ha KPHTEPHA 3a
NoKa4BaHe Ha Terno =7% Ot TenecHoTo Terno, Tpetupanu ¢boTBeTHO ¢ PUCIIOJIEITT u ¢ miauebo B
c6opuM 6- B0 8-ceMUUHH TNaLe00 KOHTPONHPAHH KIMHHYHH MIPOYYBAaHHA, C€ YCTAHOBABA
CTAaTHCTHYECKHM 3HAUMMO [O-IronAMO nokayeaHe Ha terio npH rpynarta ¢ PUCITOJIEIIT (18%), B
cpaBHeHHe ¢ rpymnara ¢ mianedo (9%). Ilpu crbuparenyu wiane6o KOHTPOIUpPaHU 3-CeIMHYHH
IPOYUBAHUS [TPHU BE3PACTHHU MALUUEHTH ¢ OCTPa MAaHUA IIPOLIEHTHT HA MIOBHIARAHE Ha TETNOTO ¢ 2 7%
B Kpas Ha M3cJieIBaHeTO € cpaBHHMO npHu asete rpymu — PUCTIOJEIIT (2,5%) u mnanebo (2,4%) —u
€ MaJIKO MO-BHCOK IMpH KOHTpoIHATa rpyna (3,5%).

B nomynanus Ha Aelia ¥ IOHOIIH ¢ TTOBEeIEHYECKH H IPYTH pasCTPONCTBA C ASCTPYKTUBHO MOBEACHHE,
HOpH XBITOCPOMHHU MPOYUBAHHS TENIOTO C& yBeau4ana cpefqHo ¢be 7,3 kg cnen 12 mecena neveHue.
O4akBaHOTO MOKa4YBaHe Ha TErJO 33 3ApaBUTE Aella Ha BB3pacT oT 5 A0 12 rogunu e 3 xo 5 kg
rogamHo. Ot 12 a0 16 roauHH ToBa noKa4yBaHe Ha Terno oT 3 10 5 kg roayilHo ce NOATBpXkAa IIpH
MOMHYETATa, JOKATO MOMYETATa HaAaBaT npUbIU3UTeNHO 5 kg roguInHo.

Honvnautenna UHGOPMAITNS 33 CHEIHAIHY FPYITH NAIlHeHTH

HexemnaHure JICKAPCTBECHH PEAKIIMH MNMPH MAUMCHTH B CTAPUCCKA BB3PacT ¢ AEMEHLUMA WM IIPU AC1a,
34 KOHTO CC C'I:GGH.I&B& [T0-HECTO, OTKCJIKOTO IIPH BB3PACTHH ITAllTHCHTH, €4 OIIMCaHH [1O-O0JTY!

Ilayuenmu ¢ cmapuecka gv3pacm ¢ OemeHyun

[Tpu KIHHKAYHY TPOYYBAHHS C NALMEHTH B CTapuecKa Bb3pacT ¢ AeMeHnus kato HIIP ca crobmenu
NPEXOAHH UCXEMHYHHU IIPUCTHIH K MO3BYHOCHAOBH HHIIHAEHTH C 4ECTOTa CHOTBETHO OT 1,4% M
1,5%. B nonsanenue, cneauure HIIP ca crolinenn ¢ yectota 25% MNpH NallMeHTH B CTapyecKa
BB3pacT ¢ AEMEHLMS (Te ce HaboAaBaT IIOYTH JBa ITBTH [I0-4ECTO, OTKOJIKOTO [IpU APYTHUTE
BB3PaCTHH NMALUMEHTH): KHOEKLUMY Ha MUKOYHUTE TBTULLA, IEPUPEPHU OTOLH, JICTAPrUa U KaulIyIa.

Heya

BB3PAcT OT 5 A0 17 roguHK), KOUTO c€ HaOMIOAABAT ITOYTH JBA ITHTH
KIIMHUYHK IIPOYYBaHUA NPU BB3PACTHH: CHHIABOCT/CEAMPAHE, YMO
TIOBpBUIaHe, HHPEKIHY Ha FOPHHTE OHUXATENIHH ITETHINA, Ha3ajlHa
CBETOBLPTEXK, KallUIKLA, TEMIIEpaTypa, TPEMOP, AUApHI U eHype3H
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4,17 Ilpemozmpane

Cumnmomu

Hali-001110, CHMITOMHTE M MPU3HALMTE Ca TE3H, KOUTO ¢a Pe3yiITaT OT NO-CHIIHO H3pa3fABaHe Ha
M3BeCTHHTE HapMaxoJOrHiHH edekTH Ha pucniepuIoH. Te BRIIOUBAT CHHIMBOCT M CEAUPAHE,
TaxXHKapaMd ¥ XHIIOTOHHUS, U eKCTpanupaMUuaHu cuMnToMuU. I1pu npenosupane ce cpobilabpa 3a

yab/KkaBaHe Ha QT-uHTepBana u 3a repuoBe. 3a Torsade de Points ce ¢p0o61aBa BBB BpB3Ka ¢
koMbHHHUpaHo nmpeno3upane Ha PUCTIOJIEIIT u napokceTuH.

B cnyuaii Ha ocTpo npeaosupane, TpAOBa Aa ce B3eMe IpeABHI BE3MOKHOCTTA [1a ¢a BKJIKOUYEHH
MHOTO JIEKapCTRa.

Jlevyernue

Ocurypere ¥ NOAXLPKANTE POXOAMMH IUXATEIHUTE ITHTHINA, 33 1a MOXE J1a UMa aJeKBaTHA
OKCHreHauus W BeHTHnaums. Tpaba na ce 06CHIH H3BBPIIBAHETO HA CTOMAIIIEH JIABAX (CIe]T
UHTYOHUpaHETO, aKO MALHEHTHT € B 0e3Ch3HAHKE) H AAaBAHETO HA AaKTHBEH BLITIEH 3a€JHO CBC
CIabMTETHH CpEICTBa CaMO KOraTo JIEKAPCTBOTO € IPHETO Mped TI0-MAJIKO OT €OuH 4ac . TpaOpa na
ce 3aMouHe He3a6aBHO MOHMTOPHpAHE Ha ChPACUHO-CHA0BATA CHCTEMA M TOBa TpA6Ba [a BIUIIOYBRA
[IPOOBJDKHTEIHO MOHMTOPHPAHE Ha €JIEKTPOKapAHOTpaMara, 3a J1a Ce YIIOBAT BE3MOKHUTE apUTMHH.

3a PUCTIOJIEIIT uama crietpiduden antiaoT. [lopanu Tosa Tpsabra xa ce MOCTAHOBAT CHOTBETHU
NMOOABPKAIIKM MepKH. XHUIMOTOHHATA U LIMPKYNIATOPHKA Kofanc TpadBa ga 6naT IeKyBaHH CBC
CBOTBETHH MEPKH KAaTO BEHO3HO BIIMBAHE HA TEYHOCTH W/WIH Ha CHMIIATHKOMHAMETHLIH. B ciryqail Ha
TeXKa eKCTpanMpaMHIHa CAMIITOMATHKA TPAOBA 1a C€ AaAaT aHTHXOIMHBEPTHYHHA CPEACTBA.

BHuMaTeMTHOTO MEAMLIMHCKO HAOMIOAEHHE U MOHHTOpHpaHe TpAOBa Ja MpONb/DKAT, JOKATO NALMEHTET
Ce BB3CTAHOBH.

5.  ®APMAKOJOI'MYHH CBOUCTBA

5.1 PapMakogHHAMHYHH CBOHCTBA

dapmakoTepaneBTHYHA rpyma: Apyry aHTHICUXOTHIM, ATC xoa: NOSAXO08
Mexanuzom na deiicmeue

PucnepuaoH e cesieKTHBEH MOHOAMHUHEPIHYEH aHTarOHUCT ¢ YHUKAJIHU CBOMCTBA, Tol MMa BUCOK
apuHMTET KBM cepoToruHepruunuTe 5-HT; u gonamunepruyrute DD, penenropu. PucnepuaoH ce
CBBP3Ba H ¢ aNa;-aJpeHepruyHUTE PEUCIITOPH, H C MO-HUCHK apUHHTET KbM H;-XHCTaMHHEpTHUHHTE
1 anda ;-aJjpeHeprudHUTE PELEIITOPH. PHCIIEpUI0H HAMA a)MHUATET KbM XONMHEPTrUIHKTE
peuenTopH. BBIIpekH Ue pACTIEpHIOH € MOIEH D) aHTaroHHUCT, 33 KOETO Ce CYMTa, 4e rofodpsasa
MO3UTHBHHTE CHMIITOMHY TNpH [IH30(QPEHH, TOH BOAU HO 110-C1abo MOATHCKAHE Ha JBUraTe/HATA
AKTHBHOCT H M0-C/1a0a KaTaleNCHs, OTKOIKOTO KIACHYESCKUTE aHTHIICHXOTULH. bajlaHCUpaHusT
LIEHTpajleH CEPOTOHMHOB H JOIAMWHOB AHTArOHU3BEM MOXKE J{a HAMAJIAT BEpOATHOCTTA 3a I09B4a Ha
eKCTpalMpaMHUIHA HEXKEJIAHM PeaxiMH U a pasliMpiT TEPAIIeBTUYHOTO ASHCTBHE 3a [TOBIKIBAHE HA
HEraTUBHHTE U a()€KTUBHUATE CHMIITOMH Ha IHH30(PEHUATA.

DapMaKOOUHAMUYHU eeKmu

HTwzoppernus
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EdeKTHRHOCTTA HA PHCIEPHAOH HPU KPATKOCPOYHO JI€YSHHE HA 1IU
MPOYYBAHHA, C IPOAB/DKKTEIHOCT OT 4 110 8 ceqMuUM, MPH KOUTO ca
KOMTO OTTOBApAT HA KPUTEPUUTE 3a IIM30¢peHuUs, onpenencHu B DS



[U1alle00 KOHTPOMPAHO KIIMHAYHO NPOYUBAaHE, KOSTO BKIIOYBA KOPUTHPaHe Ha 103aTa Ha
pucnepyaoH 10 10 mg Ha men, pasaesieHa Ha 2 npvieMa JHEBHO, PHCIIEPHIOH € ¢ N0-Z00Bp e(heKT B
CpaBHEHHE ¢ IUTaleho 10 OTHOLIEHHe Ha OOIKS ¢cOop OT KpaTKaTa IICMXHMATPHYHA CKAJIa 3a OLIEHKA
(BPRS]. B eano 8-cenMuuHo, 1u1aneb0 KOHTPO/IMPAHO KIMHAYHO APOYYBAHE ¢ YETHPH QHUKCHPAHM
J03H PUCIIEPUIOH (2, 6, 10, 1 16 mg nHeBHO, fafeHy ABa ITBTH KHEBHO), BCHYKHTE 4 IPYIH Ha
PUCTIEPHIICH ca ¢ M0-106Bp e(exT B cpaBHeHHUe ¢ rutane6o 1Mo OTHOUWICHHe Ha of1nud cOop mo ckanara
33 IO3UTHBHH H HeratuBHHA cUMITOMH [PANSS]. B eano 8-ceaMHYHO KIIHHHYIHO NMpoy4BaHe 3a
CpaBHABaHe Ha JO3WTE, BKIIIOYBAIIC 5 GUKCHpanu A03M pucnepunoH (1, 4, 8, 12, u 16 mg AHeBHO,
JAafeHH ABa ETH JHEBHO), TPYIIUTE Ha PHUCIIEpUAOH B fo3a 4, 8, 1 16 mg nHeBHO UMAT no-A00Bp
epeKT B CPABHEHME C IpyTIaTa Ha PUCIIEPHAOH B 1032 1 mg 1o OTHOWEHHE Ha obms cBop 1o
PANSS. B eano 4-cenMu4HO, wianedo KOHTPOIMPaHO KITHMHAYHO MIPOYyYBaHe 3a CpaBHABaHE Ha
HO3HTE pHCIIEpUIOH (4 U 8 mg MHEBHO, Ja/ICHH BEOHEX JHEBHO) H ABETE I'PYITH HAa PUCMIEPHAOH HMAT
no-100bp €dekt B cpaBHEHHE ¢ IUTALEed0 MO OTHOLIEHHE Ha HAKOJKO OT pe3ynTatute mo PANSS u
H3MepBaHeTO Ha oTrosopa (>20% Hamanenue Ha obmma c6op mo PANSS). B enno no-aearocpodto
KJIMHAYHO NPOYYBaHE ¢ Bb3PACTHUA aMOyIaTOPHH MaIAEHTH, KOMTO OTTOBAPAT Ha KPHTEPHH 3a
mu3odperns na DSM-IV ¥ kOHTO NpH NpriIoKeHHE HA aHTUIICHXOTHYHA TEPAIK ¢a KIHHHYECKH
cTaOMITHM MOHE 33 4 CEAMHLIM, Ca paHACMU3HPAHH KBM IpyTia, MoJydaBalla pucIiepyaoH oT 2 10 8 mg
Ha J€H, WIM KBM I'pyna ¢ XaJoNepuao, 3a 1 Ko 2 roauHu, 3a Aa 6vzat HaOMoHaBaHy 3a MosBa Ha
peuunus. [lauyenTyTe, KOUTO NOMYYABAT PHCACPUACH, HMAT 3HAUUTEITHO NIO-ABIIBI HEPHOA OT BpemMe
10 peLIMANE B CpaBHEHHE C IPYIIaTa Ha NMAlHeHTUTE Ha IeYeHUE ¢ XATOIepUao.

Maruiinu enuzodu npu bunonspru pazcmpoucmsa

EduxacsocTra Ha MOHOTEpANUATa ¢ PUCTIEPHIOH NMPU HEMIOCPEACTBEHO JIeYEeHUE Ha MAHUNHUTE
EMM304Hd, CBBP3aHU ¢ OMNOIAPHO Pa3CTPOMCTBO I, ca AEMOHCTPUPAHHM B TPH ABOHHO-CNENH, IUIaledo
KOHTPOJIMPAaHM IPOYYBAaHKHA HA MOHOTEpanuATa NpH mpubimsuTenHo 820 maumenTy, KOUTO HMAT
OHIONAPHO pa3CcTPORCTBO I BB3 OCHOBA Ha KpuTepuuTe Ha DSM-1V. Ilpu Tpu oT npoy4BanusTa
PHUCTIEPUIOH B go3a oT | 1o 6 mg AHEBHO (HaYyaaHa JO3HPOBKA 3 mg B JIBE ITPOYYBAHKA M 2 mg B €IHO
MPOYYBAHE) MMA 3HAUMTENHO HO-A00Bp edekT B CpaBHEHHE ¢ rnaredo Nnpu npeaBapUTeIHO
onpeneNieHHA TbPBHYEH KpaeH CpoK, T.€. NMpOMAHaTa Ha 0O1mus cOop OT OLIeHBYHATA CKaJla 32 MaHHA
Ha Young [YMRS] ot u3x0AHOTO HHBO A0 TpeTaTa ceaMULia. BTOpUYMHUTE Pe3yNTaTH 3a €PHKACHOCT
ca OOHKHOBEHO B CBOTBETCTBHE ¢ HBPBHYHUA pe3yaraT. [IpOUEHTHT OT HAallHEHTHTE, KOUTO UMAT
HaMasesue >50% Ha 00mus cbop or YMRS 0T H3X0AHOTO HHMBO 10 3-TaTa ceAMULIa, € 3HAYHTETHO
[MO-BHCOK ¢ PUCTIEPHIOH, OTKONKOTO ¢ Iv1atedo. EMHO OT TpuTe IMpoy4YBaHKA BIJIIOYBA IPyMa 3a
NevYeHUe ¢ XaNONepUIoa U 9-ceMMYHA ABOWHO-CNANA (da3a Ha NOANBPIKAIIC Je4eHHe. EduKacHOCTTA
ce IOJUIBPIKA 10 BpeMe Ha LA 9-ceIMUYEH [EPUOI Ha IIOAXBLPXKAUIC TedyeHue, [IpoMsiHaTa Ha
ob1rua c6op ot YMRS 0T M3X0IHOTO HUBO NOKa3a MPOOBIDKUTENHO NMOACOpeHHE U € CpaBHYMA 32
PUCIIEPHIOH H XaJONEpUIoi Ha 12-Ta ceaMuULA.

EdexkTHBHOCTTA HA pUCTIEPHAOH B AOIMBJIHEHHE KBEM CTaOMIM3aTOpHTe HA HACTPOSHHUETO MIPH
JIGUCHUETO Ha OCTpaTa MAaHKA € MOKa3aHa B €JHO OT ABeTe 3-CeAMUYHU ABOHHO-CIIENH MPOYYBaHHA
npu npubmzurendo 300 naueHTH, KOWTO OTrOBapAT Ha kputepuute Ha DSM-IV 3a Gunonspso
pazcTpoicTBo 1. B eaHo 3-ceMHYHO NMpoyYRaHe PUCIIEPHAOH B 1034 OT 1 10 6 mg IHERHO, KaTO ce
3a[l04Ba ¢ 2 mg AHEBHO, NaZieH B AOMbIHEHHE KbM JIMTHI WK BaJIIpoarT, € ¢ no-A00sp €(eKT OT
JTUTHA WK BaTINpOATa, AaACHN 0€3 pUCICPUAOH, NPH MPEABAPUTENHO Ollpelie/ieHaTa ITbpBUYHA
KpaiHa TOYKa, T.¢. TpomMsHaTa Ha o0mus cOop or YMRS ot usxonHoTo HUBO A0 3-Ta ceamuila. IlpH
BTOPO 3-CeXAMMYHO NIPOY4YRaHE PHCIEPHUAOH B 403a OT 1 0 6 mg NHEBHO ¢ HavallHa 1032 OT 2 mg
NHEBHO JaJcH 3a€IHO C JIUTHI, BanNnpoaT Wid KapbaMasenuH, He € No-700bp OT IATHH, BanIpoaT UK
xapbaMa3ernuH, JafaeHu 6e3 pucnepHaoH, IPU HaMasIBaHe Ha pesynaTara or Y MRS. EnHo BE3MoXxHO
obgcHeHHe 3a HeyclieXa Ha TOBA H3CIIEARAHE € HHAYKUMATA Ha KIUPBHCA HA PUCNIEPHAOH U
9-XUAPOKCH-PUCIIEPUIIOH OT KapOaMaseuH, KOETO BOMH 0 TIO-HUCKH OT TGRAT ]
PHCTIEDHIOH H 9-XUIpOKCH-pHcHEpHaoH. [Tpy M3KToYBaHe Ha rpynara 4 kapOamasemmnoT post-hoc
aHAITH3A PUCIIEPUIAOH, KOMOUBHMpAaH C JINTHHA MM BAINIPOaT, HMa I10-  eieleT OT TrEH)]
BaJIITpOAT, AaXeHu 63 pUCTIepUIOH, 3a HaMaleHUue Ha obiua cOop
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Ilepcucmupawa azpecus npu oemerHyus

EduxacHOCTTa Ha PUCIIEPUIOH MPH JAeYSHUE Ha NTOBEIEHYECKH U IICUXOTHYHK CUMIITTOMHM TIpH
aemeHums (BPSD), xouTo BOYBaT HapyIIEHH B NOBEXEHHETO KATO arPeCHBHOCT, TPEBOXKHOCT,
IICHX034, aKTUBHOCT, U aQ)eKTUBHH HAPYLIEHHA, € IEMOHCTPHPAHA NPH 3 ABOMHO-CIIENH, rU1anebo
KOHTPOJIMpaHH 12-ceamuunn npoyuBaHua Ha 1 150 malMeHTH B cTapyecka BB3PACT ¢ JEMEHLIHA.
EnHoTro npoy4yBaHe BKIKO4YBAa PUKCHpaHH n034 pucnepuaoH ot 0,5; 1, u 2 mg nHeBHo. [Bete
NpOY4YBaHHA C I'bBKABH NO3H BKAKOYBAT PUCHEpHIOH B 00xBaT ot 0,5 10 4 mg NHEBHO U CHOTBETHO OT
0,5 1o 2 mg aHeBHO. PHCIEpHIOH NNOKa3Ba CTATHCTHYECKH 3HAYMMA H KIHHAYHO BAXHA e(PEKTHBHOCT
NP JIEYSHUETO Ha arpeCHs U MO-MaTeK e(EKT Npyd NeYSCHUETO Ha BH30OymaTa H TpeBOrara npu
NaLMEHTH B CTAPYECKA BE3PACT ¢ JeMEHLMA (CIopel OLICHKATA 33 IIaTOJMOTHA HA NOBEASHHETO B
OLIEHbYHATa CKaja 3a Honectra Ha Anuxarimep {BEHAVE-AD] u B ckanara Ha Cohen-Mansfield 3a
pp30yaa [CMALI]). EdekTsT OT JICYSHHETO C PUCTIEPHIOH € HE3aBHCHM OT Pe3VJITAaTa OT HU3C/IeABAHETO
Ha MUHU-H3CAEeABAHETO HA ncuXHueH ctatyc (MMSE) (4 cnemosate1HO OT TexkecTTa Ha
IEeMEHLMATA); OT CEAaTUBHHUTE CBOMCTBA HA PUCIIEPUIOH; OT HATHUMETO MJIH JIMIICATA Ha [ICKX03a; OT
BUJ1a HA AEMEHUMATA — Ha AJIXaWMep, ChAOBA WIH CMeceHa. (BXK. TOoUka 4.4)

lHoeeoenyecku pazcmpoticmea

EduxacHOCTTa Ha pUCIIEPUAOH ITIPH AECTPYKTHBHO NMOBEASHUE € AEMOHCTpUpaHa [IpY ABe
OBOHHO-CJIENH IUTaleb0 KOHTPOMHpaHy IIpOyYBaHHS IpU Npubruzutendo 240 nauyueHTH Ha BPB3PacT
oT 5 no 12 roaunu ¢ auardosa criopex DSM-IV pasctpoiicTsa, ¢ AecTpykTuBHO nosenenue (PALL) u
rpaHUYHA HHTENCKTYATHA QYHKLUMA WM JIEKO WIH YMEPEHO YMCTBEHO M30CTaBaHe/3aTpYIHEHHUA [IPH
yaeHeTo. [Ipu apere npoyuBanus pucnepuaoH B po3a 0,02 no 0,06 mg/kg/nen mokaspa 3HaUUTEIHO
no-700ep ePekT B cpaBHCHUE ¢ Taued0 NpU NPEABAPHTEIHO ONpeACIcHA ITPBUYHA KpaiiHa TO4Ka,
T.€. IPOMAHATA OT H3XOAHOTO HMBO 10 6-Ta ceIMMIIA Ha pe3Yy/ITaTHTE OT MoAcKanaTa 3a [IpobneMHOTO
noseneHue oT GopMyinapa 3a KilacHpaHe Ha eTckoTo nmoseaeHue Ha Nisonger (N-CBRF).

5.2 dapMaKOKHHCTHYHH CBOHCTBA

PUCTIOJIEIIT nepopanen pazrBop e Ouoekpuanenrer Ha PUCIIOJIEIIT ¢unMupanu Tabnerku.
PucrieprzioH ce Mmerabonuzupa q0 9-XMIpOKCH-PUCIIEPHIOH, KOMTO HMa Mogo0Ha (papaMaKoIOrH4Ha
AKTUBHOCT KaTO PUCTIEPHAOH (Bowe. buompancopmayun u enumurupane).

Abcopbyus

PucniepuaoH ce abcopOupa HarbJIHO ClIER NEPOpaJIeH IPHEM, KaTO JOCTHTa TIMKOBA TUTa3sMeHa
KOHLEHTpauuA 3a | Ao 2 yaca. AOCOmMOTHATa nepopanda OMOHATAYHOCT Ha pucnepuioH € 70%
(CV=25%). OTHOCHTETHaTa NepopaHa OMOHANMYHOCT Ha pUCTIEpMAOH OT Tabnerxara e 94%
(CV=10%) B cpaBHeHME ¢ pa3TBOopa. ADcopbuMaTa He ce NOBNMABRA OT XpaHa ¥ 3aTOBA PHCIIEPUIOH
MOJKE ZIa e iaBa CbC WK O€3 XpaHa. PABHOBECHHTE CTOMHOCTH 3a PUCIIEPHACH ce NOCTHUrar 3a 1 geH
IIPH [TIOBEUYETO NALMeHTH. PaBHOBECHHUTE CTOMHOCTH HA 9-XMOPOKCHU-PHUCIIEPHUIOH C€ JOCTHUTAT 3a 4-5
IOHH OT HAYAJIOTO Ha JO3UPaHETO.

Paznpedenenue
Pucnepunon 6np30 ce pasnpegens B opranusma. OGembT Ha pasnpesenenue € 1-2 Vkg. B nnasmara
PUCIIEPHIIOH CE€ CBbP3BA C AIOYMHH H ¢ aida;-Kucesl NUKONMpoTedH. CBbp3BAHETO HA PHCHIEPHUOH C

nnasMedHuTe npoterHH e 90%, a Tosa Ha 9-xuapokcu-pucnepunocH e 77%.

buompanchopmayus u enumunupane

87




Excrensupuute Mmetabonuzaropu CYP 2D6 6pp30 npeBpbinar pucriepuaoHa B
9-XHUIPOKCH-PHCTIEPHAOH, HokaTo cnabure MeTabomusaropu CYP 2D6 ro mpesphiaT MHOTO
no-0aBHO. BEIpekH Ye eKCTeH3UBHUTE MeTabONM3ATOPH HMAT I10-HHCKA KOHUEHTpaLMA Ha
PHCIIEPHAOH H M0-BHCOKA KOHUEHTPALHA Ha 9-XUAPOKCH-PUCTIEPUIOH OT cllabHTe MeTaboau3aropH,
hapMaKOKHHETHKATa HA PUCTIEPUAOH H 9-XMAPOKCH-PHCIICPHAOH B KOMOUHALINA (T.€. AKTHBHATA

aHTHIICHXOTHYHA QpaKkun) clieq eqUHUYHA 1 MHOMOKpaTHa JO3UPOBKA € CXOIHA MpPH eKCTEH3UBHHTE
H crabure metabonmsaropu Ha CYP 2D6.

Hpyr meTabo/MTeH NBT Ha pUcrepuaoH e N-neankwiMpareto. MacnenpaHus in vitro Ha YOBEIIKHTE
4epHOAPOOHH MUKPO3OMH TIOKA3BAT, Ye PUCIIEPHIAOH B KIIMHHYHO 3HAYMMA KOHIEHTPAIM He
HHXUOHpa 3HaYUTENIHO MeTabonu3Ma Ha JIEKapcTBaTa, KOMTO ce MeTabonu3Hpar oT uuroxpoM P450
H30eH3UMHUTE, BIUTIounTeHO CYP 1A2, CYP 2A6, CYP 2C8/9/10, CYP 2D6, CYP 2E1, CYP 3A4 u
CYP 3AS5. Enna ceamuua cnen xaro € gageHa, 70% ot mosara ce ekCkpeTupa ¢ ypuHata 1 14% ¢
dekanmute. B ypuHarta pucnepHoH IUTIOC 9-XHAPOKCH-PHCHIEPUIOH TIpeacTarnaBaT 35-45% or
no3ara. OCTaHaNOTO ca HEaKTHBHH MeTabonuth. Cnen nepopaneH NMpyeM IPH IICHXOTHYHH MMALHEeHTH
PHCIIEPHOOH Ce €IMMHHHpPA C TNOTY>KMBOT OT OKOJIO 3 yaca. EJIMMUMHALIMOHHUAT NOTY>KUBOT Ha
9-XHAPOKCH-PUCTIEPUIOH U HA AKTHBHATA AaHTHIICHXOTHYHA Qpakitya € 24 daca.

Junetinocm

Ilna3smeHara KOHUEHTpaLUd Ha PHUIIEPUOOH € MPOMOPHHOHANHA Ha 03aTa B TepaneBTHYHUA 00XBaT Ha
a03ara.

Hayuenmu 8 cmapuecka ew3pacm, ¢ 4eprodpobuo u bvbpeyro yapescoane

Enxo npoyuBaHe Ha eUHWYHA 1032 M10Ka3Ba cpelHo 43% 1o-BHCOKA aKTHBHA TUIa3MEHa
KOHIICHTpAIMs Ha AHTUIICHXOTHYHATA Ppakums, 38% Mo-ABTBI MOTYKUBOT M HAMATIEH KIIMPBHC Ha
aKTMBHATa aHTUNCHUXOTHYHA ¢pakuud ¢ 30% npu mamyeHTUTe B cTapyecka Be3pacT. Habmronara ce
[10-BUCOKA IUIa3MeHa KOHLIEHTpalug Ha aKTUBHATA AaHTHITCUXOTUYHA (paKIlis H HaMaJleH KIMPBHHC Ha
aKTHBHATa AHTUIICUXOTHYHA ¢pakims cpeaHo ¢ 60% npu maumedTUTe ¢ 6E0peYHa HEJOCTATBYHOCT.
[LnasMeHaTa KOHLIEHTpAIlHS Ha PUCIIEPHIOH € HOPMAITHA 1IpY NAIMEHTH ¢ YepHOApoOHa

HCOOCTATBEHYHOCT, HO Cp&AHaTa CBGGDI[H& tbpaxum Ha PHCIICPUACH B IUIa3MdTa CC ITIOBHIIABA C OKOJIO
35%.

Heya

DapMaKOKHHETHKATA HA PUCIIEPMAOH, Ha 9-XHOPOKCH-PHCIIEPHAOH ¥ HA HEAKTHBHATA
AHTUIICUXOTUYHA JpaKIkMa NpH AcLaTa ca NogoOHH Ha TE3H NPH Bb3paCTHUTE.

Iion, paca u niOmiOHORVUieHe

Enuu (b&pMaKDKHHeT HUCH aHAJIM3 Ha INIAlJHEHTHTE HE IIcKa3a OHCBHIHO ITIOBJIMABAHE HA
Cb&pMaI{DKHHETHKaTa Ha PHCIICPHUACH HUJIHM Ha AKTUBHATA4 aHTHUIICHXOTHYHA €1)paKI.IHH OT 110714, pacCdaTa
HJIK HABHIIMTE 34 TIOTIOHOITYIIICHE.

5.3 IIpeAxkJHHHYHH JAHHH 33 0€30HACHOCT

I'lpn npoyusanng Ha (Cy0)XpOHMYHATA TOKCHYHOCT, IIPH KOUTO KO3HPAHETO 3aI109Ba IIPH NOI0BO
HE3PEJIN IUTBXOBE M Ky4Y€Ta, 3aBUCHMH OT [103aTa €(DEKTH, Ca HATHUIIC B MBXKKHA U )KCHCKUA IN'CHUTAJICH
TPAaKT H B IPHAHHTE JUIE3N. 1€3H eeKTH Ca CBBP3aHH ¢ MIOBUIICHHTE CEPYMHM HHBA HA NIPONAKTHH,
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KOMTO Ca Pe3YNITaT OT GNOKMPAIIATa AKTHBHOCT HA PUCIIEPHAOH CIIPAMO MHORP
D,-petientopd. OcBeH TOBa NPOYUBAHUATA C THKAHHU KYITYDH [10Ka3 YACTENET H

PaKa Ha rbPAaTa NP YOBEKA BEPOATHO € CTUMYMMPAH OT MPOAKTHH/PREHEpUnOH, He ¢ epATOreHeH
MpH IUTHEXOBE M 3aiiid. [IpH MpoyyYBaHuA ¢ pHCIEPUIOH Ha PENpo 4 12 3aHI.CAHAD
HEXeNaHu JISKAPCTBEHH PeakUHH BhPXy HaBHIIUTE 32 ChBKYILUICHHE [ATETHATE  TORd
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pUCHIEPUNOH Ce CBhP3BA ¢ KOTHUTUBHM AeQULUTH B HallpeAHAA BH3pacT. /Ipyrd aHTarOHUCTH Ha
JOTIaMHUH, KOraTo Ce 1aBaT Ha OpeMEHHM »KHBOTHHM, OKA3BAT OTPHLIATENIEH edeKT BBEPXY VUEHETO U

ABUIaTEIHOTO PAa3sBHTHTE Ha MOKOJIEHHETO. B cepus OT uscneBaHsA pHCIIEPHUAOH HE OKA3Ba
PeHOTOKCHYHOCT. |1pK mepopaniu mpoy4BaHus Ha KaHLIEPOreHHOCTTA Ha PUCTIIEPH/IOH MPH ILTEXO0BE H
MHIIKH ¢a Hab/moaaBaHH yBeIMYEHHE Ha aleHOMUTE Ha XUnodHn3aTa (IIpH MHILKH), Ha AICHOMWTE Ha
CHIOKPUHHUA MaHKpeac (ITpH ILTHXO0BE) U HA AACHOMUTE HA FPBAHUTE XUTe3d (M MPH ABATA BUIA).
Tesn Tymopu Morart na 6paaT CBBp3aHH ¢ YABDKEHMS AHTATOHH3BM KBbM JAONaMHUHOBHTE
D,-pelienTopy U ¢ XMIEpNpOIaKTHHEMUATA. 3HAUCHHETO Ha Te3H HAXOAKM HA TYMODPH MPH TPH3a4H 110
OTHOLUCHHE Ha PHCKA IIPH XOpa € HEU3BECTHO. [n Vitro Y in vivo MOASIHATE ¢ )KUBOTHH ITOKA3BaT, 4ue
BHUCOKHTE J03M PHCIIEPHIIOH MOrar ga rnpeJu3BHKaT yAb/bkaBaHe Ha QT-uHTepBaia, KOETO
TEOPETUYHO Ce CBBP3BA C NMOBHINEHUA pUCK OT Torsade de Pointes mpH NnalleHTHTE.

6. QCAPMANEBTHYHU JAHHHU

6.1 Couchbk HA TOMOINHHTE BenlecTBAa

PUCTIOJIEITIT nepopanen pasTBop:
BuneHa kucenuna (E334)
bensoena xucenuna (E210)
Hartpues xuapokcun

Ilpeuncrena roaa

6.2 HechrBMeCTHMOCTH

PUCIIOJIEIIT nepopaneH pa3TBOp: HECHBMECTHMOCT C Yai.

6.3 Cpok Ha rogHoOCT

3 rOOMHH -

Cpox Ha TOTHOCT ¢lie] IIBPBO OTBapsHEe HA OHAKOBKATA - XUHMMMECKU U QU3HYECKHU CTAabIIHOCTTA IIPH
ynotpeda € rnoxasaHa 3a 3 Mecella nipu Temneparypa 25°C.

6.4 ChnenHaTHH YCIOBHA HZ ChXpaHeHHe

Ha He ce cvxpangsa Hag 30°C. Jla He ce 3aMpassgpa. Jla ce ChXpaHgBa B OpUrMHAIHATA OMAKOBKA.

6.9 Jlannm 3a OMAKOBKATA

30 ml cTeKkAEHH PNAKOHHU ¢ IACTMACOBA, 0De30MmaceHa 3a Jela Kanadka ¥ nunera oT 3 ml,
rpagydpaHa B MITHIPAMH H MITHIIMTPH.

[Iuner aTa, ChIIPpOBOKIAllka (bHaKDHHTE‘ or30mle I'padynpaHa B MWIHI'paMH H MIWTWIHTPH €

MHHUMaNEH 00eM 0,25 m! u makcumaned obem ot 3 mi. Bppxy nuiterata UMa 03HA4YCHUA Ha BCEKH
0,25 ml mo 3 ml.

6.6 Crhnenranum Dpeana3sHd MepPKH OPH H3XBLP.IsiHe M padoTa

1llepopanen pazmeop
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Qwur.}: byTnikara ce npemiara ¢cae
3alIUTEeHA CPEILy OTBapsHEe OT

Jlelia Kara4yka H ¢e OTBap [0

CIIEQHUAS HA4YMH:

- HarucHere nnacTMacorara
Kanavka HaJoay H 3aBbPTETE B
nocoka, obparHa Ha
YaCOBHUKOBATA CTPEIIKA.

- OTBOpeTe Karnavxara.

®wur.2: BkapaliTe munerara B OyTHIKATA.
[Tpunwprkasire JOMHUA TIPBCTEH,
TOPHHUAT C& UITETTIA 10
MapK4pPOBKATa, KOATO OTIOBaps Ha
Op0s Ha MIIHIIUTPHTE WM
MUJIUTPAMKTE, KOUTO ca
HEOOXOMUMH.

@ur.3: IlpugeprxaliTe OOMHUA NPHCTEH,
HaIThIIHEHATA ITUIIETa C€ H3BaXKIa
ot OyTHIIKATA.

Hanpa3HeTe numerara B HAKaKBa
0e3aIK0X0/IHA HAIIHTKa, C
H3KTIOUEHHE Ha Yail, KaTo ce
IUTB3ra FOPHHMA MPBCTEH HAOMY.
3aTRopeTte OyTiwikara. Mamnakuere
IUAIeTaTa ¢ BoAa

7. IIPUTEXKATEJ HA PASPEINIEHHUETO 3A YIIOTPEBA
Johnson & Johnson d.o.o.

Smartinska cesta 53

1000 Ljubljana
CioBeHHUA

8. HOMEPA HA PASPEINIEHHUETO 3A YIIOTPEBA

9900100

9.  JTATA HAIIBPBO PA3PENNIABAHE /IIOJHOBSABAHE HA PA3SPEINIEHUETO 3A
YIIOTPEGA |

Hara Ha nppBo paspeiienne: 18 mapt 1999 r.
JlaTa Ha nocnenHo nogHossasade: 14 rouu 2004 r.

10. JJATA HA AKTYAJIN3UPAHE HA TEKCTA

10/2008
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