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M3NBAHUTENHA ATEHLIA NO NEKAPCTBATA
| RpamkKe XapaKmepuCInUKE Ha MEogyRmE < Mpurowesye 1

KPATKA XAPAKTEPHCTHKA HA MIPOAYKTA KoM Pea. f ......... A0V 3 2

1.HME HA JEKAPCTBEHHA NPOAYKT - Paspewenue Ne j"*’azlém./zzﬂs £313
HEOPUCII 1 1 mg ¢punmupasu TaGnerku 006peHUE Ne v Y, |
NEORISP l 1 mg ﬁlm mated tﬂblBtS : savmerass un-uu."."-ununnnn.-u

2. KAYECTBEH 1 KOJIHYECTBEH ChCTAB
Bcaka ¢punmupana Tabnerka ceappxa 1 mg pucnepuaoH (rispiridone).

[ToMoInuH BellecTra: |
Bceska grnMupana Tabnerka oT 1 mg ChbABpKa JIAKT03a MOHOXHMPAT H AD.
3a neIHHA CIUCHK Ha IMOMOUHNTE BEUISCTBA. BIHDKTE TOUKA 6.1,

JJIEKAPCTBEHA ®OPMA

HEOPHUCIT 1 1 mg dpunmupasnu Tabnerky, ¢ 65n uBAT, KPHIJH, ABOMHO HIITEKHANH, TNANKH OT ABETE
CTpaHH |

4 KJIHHHYHH JAHHH

4.1 TepaneBTHYHH NOKA3AHHSA
HEOPHCII 1 e nokaszaH 3a ieyeHHe Ha mu3odpeHHs.

HEOPHCII 1 & moxasan 3a fiedeHne Ha YMEPEHH A0 TEXKKH MaHHIHNA eNU301¥ 1TpH CHITONAPHO
pa3CTpOHCTBO,

HEOPHUCII 1 ¢ nokazan 3a kpaTkocpo4Ho Jevenne (1o 6 ceqMHLH) HA IEPCHCTHPALIA arpecHs TpH
NALMCHTY C YMEPEHa JO TeXKa AcMeHLUE Ha AruxafiMep, KOHUTO ¢a HEHYBCTBHTEIIHM KBM
HehapMaKOIOTHYHHTE NOXXOAM U NIPH KOUTO HMa PHCK OT CaMOHApaHABaHe WIH HapaHsBaHe Ha
OKOJIHHTE.

HEOPHCII 1 e nokasan 3a KpaTKOCPOMHO CHMIITTOMATHYHO JicueHHe (30 6 ceaMMUH) Ha
NePCHCTHPALLA MOBENEHYECKa arpecH NPH AeLla Ha BB3PacT HaJ 5 TOOMHH ¥ MPH IOHOMIH ¢ AHATHO32
CHrIacHo KpuTepuuTe Ha DSM-IV, npu KOUTO TekECTTA HA arPECHBHOTO WIH IPYTO AECTPYKTHBHO
HOBENeHNE H3HCKBa (papMaKoNIorMiHO JedeHne. PapMaKoJIOrHIHOTO JieueHHe TpabBa na 6nae
HEpa3ZeNnHa JacT OT NO-NIHPOKA NPOorpaMa 3a JICYSHHe, BKIIOYBAINA MICHX0-COLHANHA U
obpa3oBaTeHa HHTEPBEHUHA. TOB2 € MPETIOPHYHTENHO, aKO PHCIEPHIOH C€ NPEATHCBA OT
CHENRaNKCT 1O ASTCKA HEBPONOTHA, JETCKO-IOHOLIIGCKH TICHXHATEP WIH OT NeKapn, fobpe 3ano3HaTy
C ICUCHHETO HA NOBEICHYESCKO pa3CTPOHCTRO NpH ACLA ¥ HOHOLIM.

4.2 103MpOBKa H HAYMH HA NPHJIOKEHHE

LIn3odppenus

Bw3pacmuu

HEOPHCII 1 moxe na ce nasa BeAHBXK HWIH ABA TbTH AHECBHO. |

[lampenTute TpaGBa Aa 3amouBat ¢ 2 mg pucnepHIoH Ha AeH. J{o3aTra Moxe Aa 6h/ie MoBHIIeHa Ha
BTOPHA fieH Ha 4 mg. B nocneacTeie J03aTa MOXKE 12 OCTAHE HenpoMeHeHa WM Ja ¢
MHAMBUZTyaNN3Hpa No-HATaThK, aKo € ReoOxoaumo, [Topeuero maMeHTH ce YyBcTBaT Aobpe npH
IOHEBHA ;032 MeXKAY 4 M 6 mg. [Ip1 HAKOH MalMeHTH MOKe Aa € MOAXOAAIN0 KOPHIHpaHe Ha A03aTa B
NPOABDKEHHE HA NO-ABIBI [IEPHOA, KAKTO H MO-HHCKA HAUATHA H NIOAABPKALLA 7034,

Ho3ure Han 10 mg qHeBHO HE ca moka3any no-a00sp edekT OT MO-HHCKUTE A03H M MOXE Ja
IPHYHHAT MO-4€CTa 10ABA HA EKCTPanHpaMHHa CUMIITOMATHKE. be30nacHoCTra Ha [O3H, No~-roneMu




or 16 mg AHERHO, HE € NOANATaHa HA OLIEHKA, U ClIC0BATENHO T€ HE C& NpenopbHBar.
Xopa é crmapyecka gu3pacm

[Ipenopwusa ce HavyanHa 4032 oT 0,5 mg ABa METH Ha ACH. Ta3n qo3uposka Moxe aAa Obje
HHOVBHAYATHO KOPHTHpaHa ¢ yBenH4eHue ot 0,5 mg ABa NbTH Ha IeH A0 1 w2 mg aBa ITHTH HA
ICH.

Hewa u ionowy

He ce npenopbuBa ynorpebara Ha pPUCNIEPHAOH NP Agla H KOHOWH MO 18-roauiHa BB3pacT ¢
wu3ohpenus Nopajy HEJOCTATEYHO JaHHH 3a eUKACHOCT.

MaHuliny eny304d NpH OHIIONAPHY Pa3CTPOHCTBE

Bospacmnu

HEOPHUCIT 1 TpaGea Aa ce JaBa BEAHBX AHEBHO, KATO Ce 3alI0YHE C 2 Mg PHCTIEPHAOH. Kopurupase
Ha [j03aTa, aKO MMa NOKA3aHMs 3a TOBa, TpAOBA Ja ce NPaBH HA MHTEPBAIH, HE NO-MaJIKK OT 24 qaca, W
TO ¢ yBENMuaBaHe Ha J03aTa OT | mg AHEBHO. PUCNepUAoH CE npunara Npi rbBKaBo J03HPAHE B
HuTepear ot | 10 6 mg AHEBHO A0 ONTHMH3UPAHE HA HUBOTO Ha ePHKACHOCT U TOJEPaHTHOCT MpH
BCEeKY naliHeHT. JJHeBHa 1032 HaA 6 mg pUCIEPHIOH HE € U3C/eABaHa NPy MallHeHTH C MaHUMHH
eMU30H.

KakTo npH BCAKO CUMITOMATHYHO JiIeUeHHe, NPOAB/LKHTENHOTO NCUCHHE C HEQPHUCII 1 Tpadea
HEIPEKBCHATO J1a ce OLieHABA H 00OCHOBABA.

Xopa 8 cmapuecka 8v3pacm

Ipenopruea ce HauaTHa A03a T 0,5 mg B IYbTH AHEBHO. TasK A03a ¢¢ NPeLeHABa HHAUBHIYANTHO
npu yBennyenne ¢ 0,5 mg Aa MHTH AHEBHO 10 1 U1K 2 mg ABa IbTH AHEBHO. T kaTO KIHHUYHHAAT
OMUT MpPH XOPa B CTAPYECKA Bb3PAcT e OrpaHnueH, ynorpebara Tpabea Aa € BHUMATEIHA.

Heya u wononi

He ce npenopb4Ba ynorpefaTa Ha pUCIiepHaAOH NpH JeLa U XOHOLIW Nox 18-roaMiuHa BB3PACT ¢
OUMONIApHA MAHKA [IOPagH HEAOCTATHYHO AAHHH 32 epHKacHOCT.

[lepcucrrpailia arpecks MpH NAUKEHTY ¢ YMEPEHa JI0 TexKa NIEMEHIHA HA AnuxaliMep

[MpenopsuBa ce HavanHa a03a ot 0,25 mg AB8a TETH AHEBHO. Ta3n A03HPOBKA MO3KE /1A ObIe
MHAMBUAYAJIHO KOPUTHpPaHa ¢ noBHeHHe OT 0,25 mg ABa ITBTH AHEBHO, HO HE MO-YECTO OT BCEKH OT
BCEKH BTOPH A€H, ako ¢ HeoGxoaumo. OnTuManHara aosa € 0,5 mg 1Ba NBTH AHEBHO 33 NOBEHETO
nanuentTH. HsKon nauuenTy, obaue, MoXe Ja ¢e uyBcTBaT fobpe oT fo3a 40 | mg ABa WbTH AHEBHO.
[Tpy MaLMeHTH C IEPCHCTHPALUA arPecHs NPH AeMEHLA Ha AuXanMep HEQPHWCI1 ue ce npuiara
noseue ot 6 ceaMuULM. [To BpeMe Ha NeueHHeTo naunenTyte TpsAOBa fa ce NoajaraT YecTo H peAOBHO
Ha OLIEHKAa W OTHOBO J1a ¢e MpelueHsaBa HeoOX0AUMOCTra OT NPOABJIIKABAHE Ha JICHEHUETO,

[ToBeaeHYeCKH pa3cTpoiicTpa

Jleya u wonowu om 3 do 18-200uwuna gv3pacm

3a maluenTH ¢ Terno >50 kg ce mpenopsusa NbpBOHaYanya 103a 0,5 mg BEAHDK THEBHO. Ta3u
NO3UPOBKA MOKe Ja ObAe MHAHBHAYAIHO KOPHTHpaHa ¢ MOBHIICHHE OT 0,5 mg BenHBX AHEBHO HE
[10-4eCTO OT MHTEPBAIIY Npe3 eAHH AeH, aKko € HeoOX0ANMO. 3a NOBEYETO NAUHeHTH ONTHMANHATA
N03MpoBKa e 1 mg BeOHbxK JHEBHO. HAkoH nauuentH obaye, MoXe Aa ce 1yBCTBaT ao6pe or 0,5 mg




BEIHBK AHEBHO, AOKATO APYTH MOXE A3 MMaT Hykiaa oT 1,5 mg BenHbX AHEBHO. 33 MAUMEHTH C
terno <50 kg ce npenopbtisa NMbpBOHAYANHA A03KPOBKa 0T U,25 Mg BEAWDXK AHEBHO. Ta3n KO3IUPOBKA
MOJKe I Objle HHAMBHAYAIHO KOPHIHpaHa ¢ nouiueHue ot 0,25 mg BEAHDXK AHEBHO HE NO-4CCTO OT
HHTEPBAIH Ipe3 AeH, ako e HeoOxoaumo. OnTHManHara A03a € 0,5 mg BeIHEXK THEBHO 34 NOBEYETO
mauventTH. Haxou nauuenty obaye Moxe Ja ce uyBcTear noope ot 0,25 mg BeAHbK AHEBHO, JOKATO
ApPYFHE MOKe Aa MMar Hyxaa oT 0,75 mg BeAHbXK AHEBHO.

KaKTO IPH BCAKO CHMNTOMATHYHO JIeUeHue, MPOXbukuTeNnHOTO nevetue ¢ HEOPHCII TpsabBa fa
Ce OLICHABA TIEPHOINYHO,

HEOPHCII 1 He ce mpenoprdBa IpH Aela noA S-roAMiHa Bb3pacT, ThH KaTo HAMa OMMT ITPH ACUA,
N0-MANKK OT 5 TOAMHH, ¢ TAKHBa pa3CTpPOHCTBA.

Yepexnade Ha 6b0peunTe U Yepuus 1pob

IMauwenTHTe ¢ 6BGPEUHO YBPEXKAAHE HMAT MOHHKEHA CIOCOOHOCT Ja eNMMHHUPAT aKTHBHATA
AHTHIICHXOTHYHA (BPAKIHS, OTKOJIKOTO Bh3PacTHHTE ¢ HopManHa 6bu6peyHa GyHKmuA.

[MaunenTyTe ¢ YBpeleHa (GyHKIWA Ha YepHHs npof ¥MAT MOBMINEHA [MA3MEHA KOHUEHTPAUUA HA
cofojHaTa GpaKkuKgd Ha pHCIIEPHIOH.

He3aBHCHMO OT MHNKKALMMTE, HAYaIHATA H CHEBALIUTE AO3HPOBKHA TpA0Ba 1a ca HaMAICHH
HATIONOBMHA H KOPHTHPAHETO Ha Jo3aTa Tpa6Ba fa Gbae no-6aBHO Npy NALMEHTH ¢ GBOPEIHO MK
YEpHOAPOOHO YBPEKAAHE.

HEQPUCII | tpabra na ce npuiIara BHUMATENHO MPH Te3H IPYIH MatMeHTH.

HayuH Ha npuaoXeHHe

HEOQPHCIT 1 e 3a nepopasiHo Jedenne, XpaHara He nopnHaBa abcopbumsata sa HEOPUCI 1.

ITpn npexparasane Ha AEUEHHETO CE TIPEnOPHUBA NOCTENCHHO HaManaBane Ha fo3ara. Muorg paako
€ ONUCBAT OCTPH CHMITTOMH NPH PA3KO NMPEKBCBAHE HA IEUEHHETO C BUCOKH 03M AHTUIICHXOTHYHH
NIEKapCTRa, BKIOYHTENHO raficHe, NoBpbLUIaHe, H3NOTABAHE H BeacbHuUe (Bxk. Touka 4.8). Moxe na ce
HabNI0OaBa M BE30GHOBABAHE HA NCUXOTHYHUTE CHMIITOMH H C€ ChOOLIABA 32 NOsABA Ha HEBOJIEBH
ABHTATENHH Pa3CTpoiicTBa (KaTO HANpHMEpP aKaTH3WA, AHCTOHHA H NHCKYHE3UH ).

Ilpemunaeane om opyeu anmunCuxomugu

Koraro e MeauLIMHCKH ONpasaHo, ¢& MPEnOpbiBa NOCTENIEHHO CripaHe Ha MPEAHLIHOTO JIEYCHHE,
koraTo 3amousa aeveHgero ¢ HEOPHCII 1. Ceiio Taka, ako € MEIHIMHCKY ONPaBAaHO, MIPH
NpeMUHABAHE Ha NAalMEeHTa OT ACNO aHTUICHXOTHYHH NPENapaT ¢e Npernopbhipa TEPAnHATA C
HEOPWCTI 1 fa 3anouHe B A€HS Ha CJICABAIIATA HEDKEKIHA 0T cxemaTra. HeoO0XoAHMOCTTa OT
NPOABIKABAHE Ha NPOBEXKAAHOTO AHTUIIAPKUHCOHOBO JIeYCHHE TpsAOBa IEPHOOHTHO Aa CC

pepasrnexaa.
4.3 [IpoTHBONIOKA3AHHSA

CBpBXUyBCTBHTENHOCT KbM AKTHBHOTO BELIECTBO MJIM KBbM HAKOE OT NOMOLIHHTE BELICCTER.

4.4 CienaJHH NpeaynpexaeHis 4 NpeanasHi MepKH Nnpu ynoTpeba

[NauueHTH B cTapyecka BB3pACT ¢ IEMEHIMA

Obwa cmopmuocm

[pH BB3PaCTHH NAMMEHTH ¢ AEMEHIIHA, NeKYBAHH ¢ ATHIWIHH aHTHIICHXOTHLH, c€ Hab0aaBa
YBENHYABAHE Ha CMBPTHOCTTA B CPaBHEHHe C M1alebo Mpd MCTaaHanns Ha 17 xoHTpONUpPaAHH
MPOYYBAHHS, TIPOBESACHH C ATHIHYHH AHTUNCHXOTHLIH, BKIOYUTEHO H ¢ PHCHIEPHLOH. [Ipu
aue60-koOHTPOIIMPAHH IIPOYYBaHKUA B NONYAALHATA NAaUKMEHTH, JICKYBaHK C PUCIICDHIIOH,




CMBPTHOCTTA € 4% NPH NIeKYBAHH C PUCTICPHAOH NANWEHTH, CPABHEHO C 3,1% TIp¥ naiieHTH Ha
mane6o. ChOTHOLIEHHUETO Ha BepoATHOCTH (95% nosepurenen uarepsan) e 1,21 (0,7, 2,1).
CpeiHaTa BB3PACT HA TALMEHTHTE C JieTajleH u3xos e 86 roavHu (mexay 67-100).

EQnOSpemMenio NPUnodcenue Ha Qyposemud

[Mpu Iwrane60-KOHTPONMPaHH KIMHUYHH (POY4BAHHA C PHCMEPHUIOH, MPH NALHEHTH B crapyecka
BB3PACT ¢ JAEMEHIMs, JIEKyBaHH €JHOBPEMEHHO ¢ (YpO3eMHA W PHCNICPHIOCH, CE Habnoaasa no-
BHCOKa cMBPTHOCT (7,3%; cpeaHa BB3pacT 89 TrOMMHH, MEXAY 75-97) B cpaBHEHME C TMALMCHTH,
feKyBaHH camo ¢ pucmepunoH (3,1%; cpeaHa Be3pacT 34 TOAMHH, MEXKIY 70-96) wim camo ¢
dbypozemun, (4,1%; cpemHa Bb3pact 80 TOIAMHH, MEXIY 67-90). YBenuueHata CMBPTHOCT ITPH
[aLMeHTH, NeKyBaHH ¢ (ypO3eMHI M DHCIEPUIOH, € HabmojasaHa TPH ABe OT OOMO HeTHpH
KIMHHYHYE OpOydBaHHs. EAHOBPEMEHHOTO MPHIOXEHHE HA PHCMEPUAOH € APYTH JHYPETHULH {rnaBHO
MPIIOKEHHETO Ha THA3HAHHM JHYPETHLH B HUCKH J03H) HE C€ CBBP3Ba ChC CHILOTO 3AKIMOTCHHE.

He e HaMepeH maTogu3mOJOTHYEH MEXAHW3IBM H HiMa MOCIE0BaTE/ICH MOACI, KOHTO Oa OOSCHH

npuyuKHaTa 3a HalmoaBaHara CMBPTHOCT. Benpeku Tosa TpabBa Aa ce BHMMaBa U Ia ¢e B3eMaT Npell

BHI MOJ3MTE M PHCKOBETE OT Takapa KOMOHWHAUMS WAH CBLIOBTCTBAILO JIEYCHWE C APYrH CHIHH

[MypeTHLM, NPEAU Ja ¢ B3EME PELIeHHe 32 HEHHOTO npuiaras’e. Hsama yBennueHa CMBPTHOCT NpH .
NalHEHTHTE, KOWTO NPUEMAT APYTrH AHYPETHLM KAaTO CHITBTCTBALLO JIEYEHHE 3aCHO C PHCNCPUIDH.

He3aBHCHMO OT JICYEHHETO, AEXHAPATALHATA € PUCKOB HaKTOp 32 CMBPTHOCT U TPAGBA BHUMATENHO

A2 ce W36Area npM nalueHTH B CTapyecka Bb3pacT C JEMEHLUA.

Hexenann Mo3b4HOCEHA0BH peakunu (HMCP)

[pu ananeGo KORTPONKHpaHH KITHHAYHY NPOYUBAHUA TIPH NALHMEHTH B CTAPYECKA BB3PACT ¢ JCMCHLIA
HMa 3HQYMTEAHO MO-BHCOK NpPOLEHT (TpUOGNM3uTenHO 3-KpaTHO NOBHILABAHE Jua HMCP, xato
HalpuMep HUHCYAT (BKAKOYMTEIHO CBC CMBPTCH U3X04) U MpeXoAHH HCXEMHYHH NPHCTHIH TIpH
NALMEHTH , JIEKYBaHH ¢ PHCIIEPHIOH , B CPABHEHHE C MAUHCHTH,IpHEMALIH nnauedo (cpeaHa Be3pacr
85 romMHM; AHana3oH or 73 po 97). CrlpaHurte AaHHH OT 6 rUianebo KOHTPOIHPaHH MPOYHBAHHA
[ABHO MPH TAllMEHTH B CTapyecka BB3pacT (>65 romuHy) ¢ AEMEHIMA MOKA3AT, He HMCP (cepuoszHa
M He-CepuO3IHH, KOMOHHHUpAaHH) ce Momydasar mpu 3,3% (33/1009) OoT NauUMEHTHTE,JICKYBAHH C
pucnepunocd, W mpu 1,2% (8/712) npu nauMeHTHTe, NpHEMally rnaneto. OTHOIWIEHHETO HA
BepossTHocTTa (95% AoBepuTeneH unrepsan) € 2,96 (1,34; 7,50).MexaHU3MBT 32 TO3H NIOBHIICH PHCK
He € u3BecTeH. IIOBHMINEGHMAT PUCK He € HM3KIIOYEH 3a APYTd ZHTHUICHXOTHLM WIH JPYTH IPYyiH
naunentH. HEQPUCII | TpabBa aa ce npuiara ¢ BHUMAHME NPH NMAUHMEHTH C PUCKOBH dakTopH 3a
HHCYNT.

. PucksT of HMCP e 3Hauy¥MO mo-BHCOK NPH MALHEHTH ChC CMECeH WM CBAOB THI AEMEHUMA MPH
CpaBHEHMe ¢ HEeMEeHuMA Ha AnixafiMep. 3arToBa MalMEHTH C NpYr THN NEMCHIMA, pasiitHa OT
neMeHIms Ha AxaliMep, He TpA0Ba Aa ce IeKyBaT ¢ pHCIICPHAOH.

Jlekapure TpsaOBa Za MpeneHAT PHCKA M N0J3aTa OT NPHI0KEHHETO Ha HEOPUCII 1 npy nauyiesT B
cTapyecka BB3pacT ¢ JEMEHLMA, KaTo B3EMaT Npe/ BHA NPOTHOCTHYHUTE KPHTEPHH 3d MHCYAT IIpH
BCEKH eadH NaluenT. TIalMeHTHTe WIH XOpara, KOWTO Ce Tpikar 3a TaX, Tpabsa Aa OBOar
npeAynpencHd He3abaBHO J1a ChbOOMIaBAT 34 TIPH3HALW H CHMIITOMH Ha HMCP karo BHe3anHa cadocr
WJIH CKOBAHOCT Ha JIMLIETO, PhUETE WM Kpakara,  3a npobjieMu ¢ FOBOpa MM ChC 3PEHUETO. Beyuku
BBIMOKHOCTH 33 JicucHMe Tpadpa Za ce OOMUCAST He3alaBHO, BKIIOUUTENHO NPEYCTAHOBABAHC HA
JIedEHHETO ¢ PRCTIEPHIOH.

HEOPHUCII | TpaGea Aa ce W3MN0A3Ba 33 KPATKOCPOYHO JICUCHHE HA MEpCHCTUpAiia arpecui mph
MaUMeHTy C YMEpeHa 10 TexXKa JAeMEHUMA Ha AnuxaiMep camMO0 Karo JONBIHEHHE KbM
He(hapMaKOIOTHUHHTE MOAXOLH, KOraTo T€ MMat OrpaHHtieHa €(PEKTHBHOCT WIH HE C2 ehMKacCHH W
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PH KOMTO MMa PHMCK OT CaMOHapaHABAHE MMM HapaHsBase Ha okonnwte. [lauuenture Tpadsa
peoBHO 13 GBOAT TOANAraHW Ha TIPEOLEHKa, KAKTO M HeoOXOAMMOCTTa OT MNPOALIkKaBaHe Ha
NEYEHHETO.

Q[I!:ﬂCTaTH‘I Ha XHIIOTOHHA

[Topanu anda-Gnokupamoro aelicreHe Ha PUCHEPHAOH € BB3MOXHA MoOfBaTa Ha (OpTOCTAaTHYHA)
XHMIIOTOHHs, 0COOEHO MO BpEME Ha HayalHUA MepHOoA Ha ajanTipaHe Ha go3ara. KNMHHYHO 3HaUYMMa
XMNOTOHKHA ce HaOmoJaBa B TNOCTMAPKETHHTOBHA NEpUoid, NPH €AHOBPEMEHHO MNMPHIIOXKEHWME Ha
pHCIIEpHAOH M aHTHXuneptren3uBHo neyeHde. HEOPHUCII Tpabsa na ce npuiara BHAMATENHO MpH
MAIMeHTH, 33 KOMTO Ce 3Hae, Y€ HMAT ChpACYHO-CBAOBO 3abomapane (manp. ChpaedHa
HeIOCTAaTHUHOCT, WHGAPKT Ha MMOKapha, HapyIlIeHHd Ha MNPOBOAMMOCTTA, IeXHIApaTallii,
XHIIOBOMEMHS, MM MO3BYHOCHIOBa OONECT), M Hozara Tpadsa na ObAe NOCTENEHHO aAaNTHpaHa
cropel npenopbkuTe (BX. ToYKa 4.2). AKO ce NIOABH XHIIOTOHHUS, TpAOBA Ja ce 0OMICIH HaMaNeHHe
H4 A03aTta.

KncHa auckunesna/ Excrpanupamuany cumnromu (KI/ENC)

JlexapcTBeHHTE IPOAYKTH ChC CBOMCTBA HA AHTAMOHWCTH Ha AONAMHHOBUTE PELIENTOPH, Ca CBbP3aHH
C MHAYLMPAHETO Ha KBCHA NUCKUHEINS, KOATO C€ XapakTepusnpa ¢ PUTMHYHH HEBONEBH /BIDKCHHA,
MpeMMHO Ha €3MKa /WM nuuero. [TosBara Ha eKCTpanupaMuiHa CUMIITOMATHKA € PHCKOB ¢akTop 3a
KbCHA NHCKMHE3HA. AKO Ce MOSABAT NMPH3HALM H CHMIITOMH HAa KbCHa AMCKWHE3Hsa, Tpabsa na ce
oOMHCIH CIHPAHETO Ha BCHYKH AaHTHIICHXOTHLH.

Henponentuyex manurues cuaapom (HMC)

TIpn npuIOKEeHHE HA AHTHUIICHXOTHLH Ce CboOLIaBa 3a BH3HWKBAHE HA HEBPOJCITHYCH MAJHIHCH
CHHAPOM, KOWTO C€ XapaKkTepushpa ¢ XHUIEPTepMHsA, MYCKyNHa PHIHAHOCT,HeCTaOHNHOCT Ha
BereTaTUBHATA HEPBHA CHMCTEMa, [POMEHEHO Cb3HaHHE W TIOBMWICHH HHBA Ha CEpyMHaTa
kpeaTuHdocdokrHasza. JONbIHUTENHY CHMNTOMH MOTrar Aa ObAar Muornodunypus (pabroMuonusa)
H ocTpa O6n0pedHa HEOOCTATHUHOCT. B TO3H cCiyual, BCHYKM &HTHNCHXOTHIM,BKIIOUHTENHO
HEOPHCII 1, Tpabea na 6paaT cnpeHH,

[TapkuHCcoHOBA HonecT U JEMEHUR ¢ Te/la Ha Lewy

Nexapute TpaOBa A3 NpPELEHAT PUCKOBETE COPAMO ION3ATA, KOTaTo MPEANNCBAT aHTHICHAOTHLM,
BmounterHo HEOPHCII 1, Ha nauueHTH ¢ TlapkuHcoHOBa GONECT HAX AeMeHLua ¢ Tela Ha Lewy
(DLB). Bu3moxHo e Bnowmasane Ha ITapkuHcoHoBaTa Gonect OT pHcnepupioH. IIpH IBETE rpynH
CHIECTBYBA MOBHILEH PHCK OT pa3BUTHE HA HEBPOJIENTHYCH MAIMTHEH CHHAPOM, KaKTO H NIOBUIICHA
qYBCTBHTE/IHOCT KBbM AHTHUICUXOTHIHHTE ACKAPCTBA; TE€3H MAUHMEHTH CE HIKAKOYBAT OT KIMHHYHM
npoy4sanus. [lposBara Ha Tasd IIOBHINEHa YYBCTBHTENHOCT Karo JOMBJIHCHHC KbM
eKCTpanMpaMUHATA CHMITOMATHKA MOXE Ja BKAWOYBa offbpkpaHe, OOHyOmnalyo, ROCTypanHa
HecTaOHIHOCT ¢ 9€CTH NMaflaHus.

XMIEPIIIKeMNS

3a XHNEeprIMKEMUS WIH 0GOCTpAHE HA CBHIIECTBYBaL OTApeaH AHaber ce ChoOllaBa B MHOTO PEAKH
ciyyau o Bpeme Ha nedennero ¢ HEOPHCTI 1. NMpenopeyBa ce NOAXOAALIO KIHHHYHO HAOMOACHHE

Ha ralHEHTH ¢ JuabeT ¥ Ha MALMEHTH ¢ PUCKOBH (aKTOpH 3a pa3BUTHE Ha 3aXapeH nuaber.

XunepnponaKTHHEMHUA

[TpoyuBaHua C TBKEBHHH KYJNTYpH [OKa3BaT, Y€ PacTeXXbT Ha KICTKH [PH TyMOp H& T'bplara MpH
yoBexa MOke 0¥ ce CTUMYIIHpa OT npoNakTUH. Makap 4e He € ACHA Bph3KaTa ¢ NMPHAOKCHHETO Ha
AHTHUIICHXOTHIIY, JOKONKOTO € AOKa3aHO B KITHHWYHH U erUASMHONOIHYHH NpOyYBanyi, NMPENopbiba
ce MOBHINEHO BHAMAHWE Npy nauyent cse 3naunMa anamHesd. HEOPHCII | TpsGpa Aa ce npHiara




BHUMATE/HO MPH NalMeHTH ¢ NPeaIleCcTBallla XHIIEPNPOJaKTHHEMHUA U MPH NAUMEHTH C BEPOATHOCT 3a
MPOJAKTHH-3aBUCHMH TYMOPH.

YnwmxapaHe Ha QT- nurepBana

B mocTMapKeTHHIOBHA NEPHOA MHOIO PAAKO ce crobuasa 3a yabmkapade Ha QT-uarepsana. Kakro u
¢ JpYTUTE aHTUIICHXOTHUUH, TpsOBa na ce BHUMAaBa, KOraTo PUCNEpHAOH Ce NPeANnUCBA Ha NalKECHTH,
33 KOMTO C€ 3Hae, Y€ CTpajar oOT ChPACYHO-CBAOBHM 3a0ONABaHUA, KOUTO HMaT QaMunHa
obpeMeneHOCT 3a yaABkKeH QT-untepsan, OpagukapAus MIM eAEKTPONMTEH AucOanaHe
(XHIIOKAJIHEMHA, XHITOMATHE3HEMMA), ThH Karo TOBa MOXKE [a MOBMINK PHCKA OT pPHTbMHH
HapyIleHHs, KAKTO H IPH €JHOBpeMeHHaTa yrnoTpeda Ha IEKapCTBa, 3a KOHTO CE 3Hae, Y€ yanJDKaBaT
QT-uHTEpRANA.

[Ipynagbiy

HEOPHICIT 1 Tpabea pa ce u3nosi3Ba BHUMaTENHO NpH NauHeHTH, KOUTO HMAT aHaMHeé3a 3a
[PHNALBLN WK APYTH ChCTOSHHA, KOMTO MOTEHLMATHO MOTaT a HAMaNAT npara 3a Npunaxbuy.

[Ippanu3em

[To BpeMe Ha nedennero ¢ HEOPHCII | Moxke Aa ce mojiyuyd npuanusbM NOpajH HEropus anda-
anpeHepruyeH Groxupall egexT.

Peryaupane Ha TeIECHATA TEMIIEPATYPA

CMsATa c€, Y€ aHTHINCHXOTHLHTE pa3CTpOHBaT CrIoCOOHOCTrA HA OpraHHiMa Ja peryjvpa TelecHaTa
tremneparypa. JoOpe e ga ce B3eMar cboTBeTHH Mepkd, koraro HEOPUCIT 1 ce npeanucea Ha
MaUHeHTH, KOWTO Ce W3JIaraT Ha CbCTOAHHUS, KOWTO MOXKE a AONPHHECAT 32 NOBUILABAHE HA TeJIECHaTa
TEMNEPATYPa, HaNpUMEpP YCHWICHO (PH3HUECKO HATOBapBaHe, W3faraHe Ha rojiaMa ropellrHa,
[IONy4aBaHe HAa CHITBTCTBALLIO JIEYEHHE C AHTUXONHHEPTUYHA AKTHBHOCT HJIH ACXHAPATHPAHE,

Benozen TpoMtemMGonu3sM (BTE)

JloknaaBaHM ca chayyad Ha BeHoseH TpomOoembGonusem (BTE) nmpu neyeHWe ¢ aHTHNCHXOTHYHH
nexaperTsa. Thil KaTo MpHM NALMEHTHTE, JIEKYBaHY C aHTHNCHXOTHLM, Y4ecTO Ca HANMLE NMPpHUOOHTH
puckoBn Gaxtopn 3a BTE, Bcuuxu sb3moxHH pHckosM daxtopd 3a BTE, tpabsa na Owaar

HAEHTHOHIIUPAHH TIPEeIH U [0 BpEMe Ha JICYCHHAETO ¢ PHCIICPUIOH H IPEBaHTHBHH MEPKH.

Heua ¥ 10HOINH

[pean HW3NMCBaHe HAa PUCTICPUIOH Ha Aella MAH IOHOLIM C MOBEJCHYECKM pascTpolictsa Tpada
IBLIOCTHO OLEHsiIBaHE 33 (U3MKANHKM W COUWAJHH NPHYMMHH Ha arpecHBHOTC MOBEACHHE KaTo
HarpUMep NPUUHHABAHE HA DOJIKA WK HECHOTBETCTRALLM HA CPEAATa HCKaH KA.,

IIpy Tasu rpyna TpaOBa BHHMAaTEHO Aa Ce CASAU CEAATUBHUAT e(eKT Ha PHCNEPUAOH TopanH
BEb3MOKHHTE MOCNeauUM BBPXY crocobHocTra 3a yueHe, [IpomaHaTa Ha BpeMeETO Ha MpHAaraHe Ha
pHCMEPHAOH MOXe Aa MoAo0pH BB3ACHCTBHETO HA CEAATHBHOTO CPEACTBO BBPXY BHHMAHHETO Ha
Ierara u IOHOILIUTE.

Pucnepuaor ce CEbP3Ba CbC CPeAHO YBENHYEHUE Ha TEJIeCHOTO TErJI0 H HHAEKCA Ha TeNlleCHaTa Maca
(UTM). JledeHHero ¢ PUCIEPHAOH ¢ MOPOABKUTENHOCT A0 | rogHHa HE IIOKa3Ba HeKENaHW
NeKapCTBEHH PeaKl|HM BEPXY pacTeka M MOJOBOTO Ch3pABaHe. [IpomMeHuTe B PECTA MPH ABATOCPOUHH
EKCTCH3MBHH OTBOPEHM TNPOYUYBAHMA ca B PAMKHTE Ha HOpMaTa, O4akBaHa 3a Bb3pacTra. Edexrure
BLPXY NOMNOBOTO CHh3pABAHE H PBHCTa NMPH ABATOCPOMHO JIEYECHHUE C PHCINEPHAOH HE Ca 4JeKBATHO
[IPOYH4EHH.

[Topanyd moTeHUHANHHTE eDHEeKTH OT NPOABLIDKHTENHATA XMICPNPOJAKTHHCMHS BBPXY Ppacreka H
TOJIOBOTO Ch3pABaHe [IpH Aela M HOWMM TpadsBa za ce MpaBH pPeIOBHA KNMHHYHA O




EHIOKPUHHUSA CTaTycC, BKIIOMUTEIHO M3MepBaHEe Ha PbHCT, TEMNIO U MOJNIOBO CB3PABAHE, KOHTPOJ Ha
MEHCTPYALMATA U APYTH MOTEHUHAIHO CRBPIAHH C (TPONAKTHHA eeKTH.

[To BpeMe Ha ne4eHHe ¢ pPHCNEPHWACH penoBHO TpAbBa Ja ¢€ cneaM 3a eKCTpanupaMMiHa
CHMITTOMATHKA U APYTH IBUTaTe/THH HApyILIEHHS.

3a cienupUHHK NPEROPBKH NPH AOMPOBKA NPH JELia M FOHROLIH BHXKTE TOYKa 4.2.

1loMOIIHY BelecTRA

QunmupannTe TabneTKH ChABPKAT NakTo3a. [lalMeHnTH ¢ pedkM HACHEACTBEHH AE(PEKTH Karo
HEOHOCHMOCT KBbM ManaKTosa, eyt Ha Lapp nakTa3a 14 Ha FOKO30rainakTosHa ManabcopOums
He TpAOBa Aa NpHEMAT TOBA JIEKAPCTBO (OTHACA ¢e caMO A0 GunMupaHuTe TabIeTKu).

4.5 BzanMoneiicTBHE ¢ Apyru JEKAPCTBEHH MPOAYKTH M ApYrH GopMu Ha BIaHMOJEHCTBHE

Kakto ¥ npu Apyrd aHTHICHXOTHLH, BHHMATENHO Cce OOMUCAS M3MHUCBAHE Ha PHCMEPUIOH C ApYru
JEKapCTBCHH TPOAYKTH, 3a KOUTO ¢e 2Hae, uve yabmxkasar QT-unrepbana, nanp., Knac Ia
AHTHAPHUTMHLH (Hanp. XMHHAMH, AM3ONHpaMua, npokanHamuza), xknac Il awTHapuTMUUM (Hanp.
aMHOIAPOH, COTAJION),TPHIHKJMYHH aHTHAENpecauTH (Hamp. aMUTPHUNTWINH), TEeTPALMKIHYHH
AHTHACNPECAHTH (HANp.MaNpPOTUIIMH), HAKOH AHTHXMCTAMMHHM, IPYIrH aHTHICHXOTHLM, HAKOH
auTUMaJlapufiHi nekapcTBa (HANp. XWHMH H MeQnokKuMH), W C NEKAPCTBA, KOHTO NPHIHHABAT
EJICKTPOIUTEH AUCOATAHC (XMNOKATHEMHs, XUTTOMAarHe3ueMHua ) My OpanuKkapiaus, WiH TaKUBa, KOUTO
MHXUOHpAaT YepHOZpOOHMA MeTa0ONM3BM Ha pUCTIepHAOH. TO3H CIOMCHK € IIpUMEpeH, a He
H3YEpPNaTeIcH.

Homenyuan na HEOPHCII 1 da noarusea Opyeu aexapemeenu npooyKmu

PucneprnoH Tpabea Aa ce ynorpebsasa ¢ noBULUEHO BHHMAaHKE NPH HEHTPATHOACSHCTBALN BELLECTBA,
0COOCHO BKJKOYBAIUM anKoxon W OeH3oAuazenydHU M[OpajW MOBULIEHUAT PHCK OT CEOHpaHe.
HEOPHCII moxe pa awtaroHusupa edexra Ha nesoaona W Ha ApYrd JOMaMUHOBYU ArQHUCTH. AKO
Ta3d koMOHHALMs ce CuMTa 3a HeoOxomuma, ocobeHo npy kpaeH craaui Ha IlapxuHcoHOoBa Gonect,
Tpsa0Ba Aa ce u3nuuie Hali-uucKaTa e(peKTHBHA J03a,

KnuHHYHO 3Ha4yMMa XHIOTOHMS ¢e HabmoyaBa B NMOCTMAPKETHHIOBHA NEPHOA NPH €OHOBPEMEHHO
NpUaraHe Ha pUCHEPHAOH C AHTHXHIIEPTEH3UBHO NeucHHE,

HEOPUCII He moka3Ba KNUMHWYHO 3HAYUM ebekT Bbpxy dapMakOKHHETHUKATa Ha JIMTHIA, BAJITIPOAaT,
AWTOKCHH HJIM TOITHPaMar.

[lomenyuan na opyzume aexapcmeenu npooykmu da nognwream HEQPHCI] 1

M3pectHo €, ye kapbaMasenyH HaMaldBa NIAa3MeHaTa KOHUEHTpauuA Ha aKTUBHATA AHTHIICHXOTHYHA
¢dpakuua Ha pucriepuaoH. [logobHn edekrn Morar aa ce nwabmopaBar HanpuMep ¢ pudaMITMLHH,
deHwrond U deroGapluran, KOMTO ChINO UHAyuupat yepHoapobuus exsum CYP 3A4, kaxro u P-
THKONpoTeHHA. Korato ce 3ano4Ba Wid ciHpa JeyeHne ¢ KapbamasenuH MITH ¢ ApYrd HHAYKTOPH HA
yepHogpoOHuA ensuM CYP 3A4 /P-rnuxonporenna (P-gp), nekapar TtpadBa Ja mnpeoleHH
aosuposkara Ha HEOPMCII.

OnyokceTHH M TIAPOKCETHH, KOMTO ca MHxuMOMropw Ha CYP 2D6, nosHluaBar IutasMeHata
KOHLIEHTPALMA Ha PHCNIEPHIOH, HO B MO-MAIKa CTENeH Ta3M Ha AHTHUINCHXOTHYHATA (paxiugs. Oyakpa
ce, ye apyru uHxuburopu Ha CYP 2D6 xaro XMHMOMH MOXe Aa NOBNMHAAT MJIA3MEHATa KOHLUESHTpalHs
Ha PHCIEPH0H Nno ntoaobdeH HayrH. Koraro ce 3amoyBa Wil MpeycTaHOBABA €THOBPEMEHHO TEUCHHE C

{UIYOKCETHR HIM TIAPOKCETWUH, JNeKapaAT TpadBa D@ NOANOXH Ha IIPEOLECHKA JO3MpPOBKATE HA
HEOPUHCII 1.

Bepanamui, ko#ito e maxudurop Ha CYP 3A4 u P-gp, moBumiasa NnasMeHaTa KOHLUEHTpauMd Ha

pUCTIEpYIOH.



['anaHTaMHH ¥ AOHENE3UN HE [OKa3BaT KJIMHHMHO 3HauuM edeKT BepXy (apMakOoKWHETHKaTa Ha
PDUCTIEPHAOH H BBPXY AKTHBHATA AHTUNCHXOTUYHA (pakuusa. DeHOTHAZUHHTE, TPHULHKIHYHHTE
aHTUIOENPECaHTH M HAKOH Oera OrnokepH MoOrar Ja nNOBHUIAT MUIa3MeHaTa KOHLEHTpauus Ha
PHCIIEpHAOH, HO HE M Ha AaKTHBHATA AaHTUICHXOTHYHA ¢pakuoui. AMHTHPHOTHIKRH HE MOBJIHABA
(GapMAKOKHHETHKATA HA PHCMEPHAOH W HAa AKTHBHATA AHTHICHXOTH4HA ¢pakuua. LlaMeTHAHH u
PAHWTH/IMH MMOBUILIABAT GHOHATMYHOCTTA Ha PHCIIEPHAOH, HO CaMO HE3HAYWTE/THO Ta3K Ha aKTHBHATA
aHTHNCUXOTHUHA Gpakuus. EpwrpomunmH, koiito e uHxuburop Ha CYP 3A4, He MpoMeHsA
HapMaKOKHHETHKATA HA PHCIIEPHAOH, HUTO HA AKTUBHATA AHTUNCUXOTHYHA dpaKLus.

Kom6unupanara ynorpeba Ha ncuxoctuMynanty (Hanp, metundennmar) ¢ HEOPHUCII 1 npu neua u
IOHOWM He nmpoMeHs papMakokuHeTduHata edpuxacHocT Ha HEOPHCIIT 1.

BuxTte Touka 4.4 OTHOCHO MOBHUICHA CMBPTHOCT NPH MAllHCHTH B CTAp4YecKa BB3pacT ¢ ACMEHIIHA,
pHeMaly eIHOBPEMEHHO ¢ TOBa (pypo3eMHI.

Exnnospemennara ynorpeba Ha nepopaned HEOPUCTI ¢ nanunepnaos He ce npenopbyea, Thi
KaTO NaJUNEPUACH € AKTHBEH MeTaboHMT Ha pUCNEPUAOH H KOMOHHaUUATA Ha ABETE ICKApCTBa MOXe
12 J0Belle A0 AOIBLIHKUTENHA eKCIIO3HIMA HA aKTHBHA aHTHIICHXOTHYHA (hpaKLius.

4.6 Oepruamrer, SpeMeHHOCT H KbpPMEHe

bpeMeHHOCT

HaMa pocrarbyHO JaHHM 3a ynorpefara Ha PpHCOEpHOOH NpH OpeMeHHH XeHH. CBIAacHo
MOCTMAPKETHHIOBH JAaHHH oOpaTHMa eKCTpanHpaMMJHa CHMNTOMardka [pH HOBOPONCHH ¢&
HabmomasaHa cnef ynotpeba Ha pUCIIEPHAOH NO BpeMEe Ha TOCJACAHOTO TPHMECEUHe Ha
GpeMEHHOCTIa. 3aToBa HOBOpOAEHMTE TpAGBa Jla ce€ KOHTPOJNMPAT BHUMATENHO. PUCTEPHIOH HE €
TepaTOreHEH MpPH NPOYUYBAHHA C XKMBOTHH, HO €3 HaOJIOAABaHH APYrH BHAOBE TOKCHYHOCT BBPXY
penpoaykTHBHaTa cHcTema (Bx. Touka 5.3). IloTeHUManHMAT pPUCK TMpH  Xopa HE €
u3secren.Crienoarenso HEOPUCII He Tpa6sa aa ce u3nonssa npd GpeMEHHOCT, OCBEH B CIy4aH Ha
KaTeropu4yHa HeobX0AHMOCT. AKO € HeoOxoauMo Xa 6pae CpAH 1o BpeMe Ha OpeMeHHOCTTa, TOBA He
TpAOBa Aa CTaBa H3BCAHBIK.

KspmeHe

[Tpu npoy4BaHUs C JXHBOTHH € YCTAHOBEHO, Y€ PHCNEPUICH H 9-XHAPOKCH-PHCNICPUIOH CE OTLENAT B
MISIKOTO. Y CTAaHOBEHO €, Y€ PUCIMEPHAOH H 9-XUNPOKCH-PHCIIEPHAOH CE OTACIA U B KbpPMaTa B MAIIKH
KoJAYecTBa. HaMa HATHUYHH AaHHH 33 HeXelaHu peaklHy Npy KbpMayera. ClleaoBaresiHo noa3aTa or
KbPMEHETO € [T0-TONiAMA B CpaBHEHHE ¢ MOTSHI{HAIHHAA PHCK 34 JETETO.

4.7 EdekT BLPXY cnocoGHOCTTA 32 mogHpane n 32 paboTa ¢ MalIHHH

HEOPUCTI Moxe fa MMa MUHUMANeH MM yMepeH edekT Bbpxy cnocobHocrra 3a wogupaHe 4 3a
pa6oTa ¢ MallMHH MOpaaM MOTEHUHANHNA edeKT BbpXy HEpBHATA CHCTEMA H BBPXY 3peHHETo (BiK.
Touka 4.8). CnenoBaTenHo nauueHTHTe Tpadsa ia 6bJar chBeTBaHH Aa HE WOdHUpaT U Aa He paboTaT
C MALLMHH, NOKATO HE CTAHE U3BECTHA TAXHATA HHAHWBHAYAIHA YYBCTBHTEIHOCT KbM JIEKAPCTBOTO.

4.8 Hexenanm iekapcTBeHH PCaKIHH

Haii-yecTo chobUIaBaHUTE HeXeslaHW NekapeTeerr peakuuu (HIIP) (pasnpocrpanernne >10%) ca:

NapKHHCOHH3BM, rnaBofonne n Gescwuue. [lo~aony cueasar seuka HIIP, 3a kouto ce chobmana B
KIHHMYHHUTE TPOYYBAHHS ¥ B NMOCTMAPKETHHroBUs nepuoA. Ilpunarar ce caeqHWTE TEpMHHH 32
yectoTarta: MHOro yectu (>1/10), wectn (>1/100 mo <1/10), Heuectn (>1/1000 mo <1/100), peaku
(>1/10,000 no <1/1000), Maoro peaxu (<1/10 000), ¢ Hem3BecTHa 4eCTOTa (OT HAJHYHHTE AAHHU HE
MOe Ja ObJic HanpaBeHa OLISHKa).

B paMK#Te Ha BCAKO FPYNKPaHE B 3aBUCHMOCT OT YECTOTATa HEKENaHHTE JIEKapCT
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130poABaT B HU3XOALL PEN NO OTHOLIEHHE HA TAXHATA CEPHO3HOCT.

Hexenanu aekapersen peakuuy no MedDRA 6a3a paHuM Ha CHCTEMO-OPraHHHA K/AacoBe

HicheaBanus

Yecmu [ToBHIIEHHE HA NIPOJIAKTHHA B KPBBTA, MMOBHIIABAHE Ha TEITIOTO

Hevecmu YasnkaBaHe Ha QT-HHTEpBala Ha KapAHorpaMara, narojJoruyiHa
eJeKTPOKapAHOTpaMa, MOBUIICHHE Ha KpbBHATA 3aXap,
TIOBMItIEHNE Ha TPAHCAMHHA3UTE, HaMaeHHE Ha OennTe KPbBHU
KNEeTKH, MOBHIIIEHHE Ha TeJIECHATA TeMIIepaTypa, NOBHIIEHUC Ha
e03MHOHIHTE, HAMAICHHE Ha XEMOITIOOHHA, TOBHILIEHHE Ha
kpeaTdHpochokHHA3aTa B KPHBTa

Pedru CrazaHe Ha TesecHaTa TeMIepaTypa

CobpaedHH HapyleHust

Hecmu Taxukapaona

Hevecmu ATpHOBeHTpHKYyNapeH 6,10k, 6eapeH 010K, NPEACHEPAHO MBXKICHE,
Cunycosa Opaaukapaus, MaIIHTalHy

HapymeHusi Ha KpbLBTa H JHMQHATA CHCTEMA

Hevecrnu AHeMMsl, TPOMOOLUTONEHHA
Peoku ['panyAOUMTONECHHA
C neusgecmua wecmoma ATrpaHyJIOLHTO3a

HapyumieHHs1 HA HEPBHATA CHCTEMA

Mnozco vecmu [TapKHHCOHW3BM , T1aBOOOIHE

Hecmu AXaTW3KA, CBETORBPTSK, TPEMOP, NUCTOHHA,COMHONSHTHOCT,
celMpaHe, Jleraprus, AMCKHHE3HA

Hevecmu HepearupaHe Ha CTUMYJIH, 3ary0a Ha Cb3HaHHe,

CHHKOMN, MOATHCHATO HUBO Ha Ch3HAHHMETO, MOIBYHOCHAOB
HHLUHIEHT, IPeX0eH HCXEMHYEH MPUCTHILIH3apTPH,
HapyLIeHHe Ha BHUMAHUETO, XUNEPCOMHUSA, CEETOBBPTEXK NPH
CTOCHE 1paB, HapylleHHe HA PABHOBECUETO, KbCHA JUCKHHE3H,
HapyLUeHHE Ha rOBOpP4, HapylleHa KOOPAHHALHA, XHIIeCTE3NS

Peoxu Hepponentuues MaNKTHEH CHHAPOM, NHabeTHa KOoMa,
MO3bYHOCBAOBO YBpesaaHe, MO3bYHA HCXEMHA, ABUIaTe/THH
HapyLIEeHHUA

HapyuieHHA HA OYMHTE

Hecmu HesacHO BHXKIaHE

Heyecrmu KOHIOHKTHBHT, O4Ha XHIEPEMHA, CEKPET OT OUHTE, OTOK Ha
OYUTE, CYXH OUM,NIOBHIIECHO CBHA30O0TAEIAHE, oTodobus

Peoxu Hamanena 3puTeNHa OCTPOTa, BbPTEHE HA OMHTE, MayKoMa

HapyuieHUs HA YXOTO U nadupunra

Heuecmu bosika B yX0T10, lIyM B YUIHTE
PecnupaTopHn, rpbaHH 1 MEIHACTHHAIHH HAPYILUEHHS
Yecmu JlucnHes, enMCcTaKCHC, KalllNKLA, CeKpeT OT Hoca, OoNKa BBB
¢daprHKCa H TAPHHKCE,
Heuecmu CaupKaHe, acnupauioRHa NHesMOoHu, OenoapoldeH 3acToH,
HapYIUEeHHs Ha AHUAHETO, XPHUNOBE, KOHTeCTHA HA ANXATEAHHTE
ITbTHIUA, JHCPOHHA,

Peoxu CHHApPOM Ha afiHes MO BPEME Ha CbH, XHIIEPBEHTHNALUA




CroMalllHO-YPEBHH HAPYLUEHUSA

Yecmu [Tospbinade, quapus, 3anck, raacHe, 60JIKa B kopeMa,
OHCHENCHS, CYXOTa B YCTaTa, CTOMAIeH JUCKOMpOpT

Hevecmu ucdarus, ractpuT, pekajHa MHKOHTHHEHUX A, PekanoM

Peoxu O6cTPYKUMS Ha YepBaTa, IAHKPEATHT, OTOK HAa YCTHHTE, XehnuT

Hapywmenus Ha 6p6peHTe U MUKOYHHTE NBTHINA

Yecmu Enypeaa

Hevecmu Nu3ypus, He3aIbPKaHE Ha YpUHATA, [T0JIAKHYPHA

HapyuieHUs Ha KOXKATA H NUOAKOKHATA ThKaH

Yecmu OOpuB, epureMa

Hevecrmu AHrHOENEM, JIE3HM Ha KOXKATA, YBPExKAAHE Ha KOXara, cppoex,

akHe, JSNUIMEHTHpane Ha KOXKaTa, ancnenus, cedopeen
JepMaTHT, CyXa KOXa, XHIEepKepaToia

Peoxu [TepxoT

HapyuieHHa HA MYCKYJHO-CKEJIETHATA CHCTEMA H CheJUHHTEJIHATA ThKaH

Yecmu Aprtpanrus, 6onka B ropda, 60onKa B KpaHHHLUTE
Heuecmu Myckynna cnabocr, Muanrvs, 6onka BB Bpara,

OTOK Ha CTaBHTE,
HapylieHHe Ha CToHKara, CKOBAHOCT Ha CTaBUTE, 60MKa B

MYCKYJIHTE H KOCTHTE Ha [PhIHHA KOLI
Peoxu PaGnomMuoaHza

HapylmeHHs HA eHAOKPHHHATA CHCTEMA
Peowru HechOTBETCTBAINA CEKPELIMA HA AaHTHIHYPETHYEH XOpMOH

Hapymiennss Ha meTalo/IH3MA H XPAHEHETO

Yecmit TToBHIUEH aneTUT, HAMAJIEH alleTUT
Heuecmu AHOPEKCHA, IIOJTHAHIICHA

Mnozo peoxu NuaberHa keToamuao3a

C neuzgecmua vecmoma BogHa HHTOXKCHKALINA

Hudexuun u uudecranun

Yecmu [THeBMOHHA, rpUn, GPOHXHT, HH(PEKLHH HE TOPHHTE ANXaTEAHH
ITBTHINR, MH(pEKIIMH HA MUKQYHUTE NIbTHLLA
Heuecmu CHHY3HUT, BHPYCHH MHGEKLMH, HH(pEKLMHY Ha YXOTO, aHTHHA,

LISYNHT, Bb3NajNeHHe Ha CPEIHOTO yXO0, HHPEKLIMH Ha OUYHTE,
AOKaTU3MpaHn uHeKUHH, akapoaepMaTHT, HHpekuHH Ha
AWXATETHWTE THTHING, OHUXOMUKO3A

Peoxu XPOHWYHO BL3NAJICHHE HA CPEOHOTO YXO

CbA0BH HAPYIICHNS
Hevyecmu XHMIIOTOHHA, OPTOCTATHYHA XHIIOTOHHA, 3aYi€PBABaHe

O6mH HapyUwIeHHA ¥ €PEeKTH HA MACTOTO HA MPHI0KEHHE

Hecmu TeMneparypa, ymopa, tepudepan oTouy, acTeHns, Sonxa B
TbPAUTE
Hevecmu OTOK Ha NULEeTO, HapYLUeHHe Ha ITOX0AKaTa, aDHOPMHH

yCeLIAHHNA, HEpa3NoJ0KEHUE, FPUITIONTOAO0HH CHMNTOMH,

Kaxaa, AUCKOMPOPT B rbPAHTE,CTYACHH TPBIIKU
Peoku MeHepanu3npaH OTOK, XMNOTepMUA, aGCTHHEHTEH CHHAPOM,

CTYICHHU KpauHHLIU




HapylneHHs HA HMYHHATA CHCTeMA

Heuecmu CepbXUYBCTBUTE/THOCT
Peoru JlekapcTBeHa CBPBXUYBCTBUTEIHOCT
C neuzgecmua wecmoma AnadHnakTUUHa peaKkLus

XenaTo-0HANaApPHH HAPYILLIECHHKS
Peoxu XKpareHHua

BpeMeHHOCT, MyEpNepHyM HIepHHATAJICH NNEPHOA
C neuszgecmua Hvecmoma CHUMITTOMH HA OTHEMaHe NIpH HOBOPOACHOTO

Hapymenus HA BL3RPOH3IBOANTE/IHATA CHCTEMA H MbPAATA

Heuecmu AMeHoped, HapyllieHa CeKCcyasiHa QyHKIIHs, €PCKTHIIHA
AUChYHKIHAA, HEYCIIEX Ha eAKyIalusTa, rajnakTopes,
rMHEKOMACTHS, HEPEAOBHA MEHCTPYALIiA, OO0 TEHEHHE

Peoxu [Tpuanusbm

IIcuxnyHu HAPYILIEHHA

Muozo vecmu be3scbuue

Yecmu TpeBoxkHOCT, 6€3NOKOHCTBO, HAPYLUCHHE HA CBHA

Hevecmu CheTosHKE Ha 0OBPKAHOCT, MaHHS, NOATHCHATO NHOHAO,
anarud, HePBHOCT

Pedxu AHOprasMus, IPATHIECH aexT

XHOeprpoIakTHHEMMA B HAXOM CLy4aH BOAM 10 MMHEKOMACTHA, HAPYIICHUA HA MCHCTPYalMATA, AMEHOPEA, raaxTopes.
EXCTpamHpaMHIHH HADYLICHHS MOXe Ja ca | TapKHHCOHHIbM (06nnHa canuBalliA, BTRLPAABAHE HA CKENETHATA
MYCKYNATYpa, MapKHHCOHUIbM, JIHTABCHE, PHrHAHOCT KaTo 3504aTO KOMeno, OpanvKHHe3sHA, XHITOKHHE3HA, MACKOBHAHO
ML, MYCKY/IHO HANPEXEHHE, aKWHE3HSA, BPATHA PUTHAHOCT, MYCKY/IHA PHTHAHOCT, HAPKHHCOHOBA oxogxa H abHOpMEH
pednexe Ha raatenara),akariius (Ge’anoxkoiCTRO, XMNEPKHHEIRA W CHHAPOM HA HE crioKoHHuA KpaKk), TPEMOP,AMCKHHC3UA,
(AHCKHHEIMA, MYCKYJIHH MOTPENBaHMA, X0PeoareTola, aTeTo3a H MAOKJIOHYC),AMCTOHMA. JIMCTOHMATA BKIIIOYHA AHCTOHUA,
MYCKYIEH CII43MH, XHTIEPTOHHMA, TOPTHKONHC, HEBONEBM MYCKYJIHM KOHTpaxilMA, KOHTPAaKTypa Ha MYCKYIUTE,
6nedapocnasbM, OKYNOrWpHY, Napanvsa Ha e3Hka, JHUCBH CHA3MK, JIApHHIOCTIASEM, MUOTOHHSR, OIHCTOTOHYC,
opod)apHHTEaneH Clla3hM, IUIEBPOTOTOHYC, CNA3bM HA €3MKA M HEMIOCTHA CKOBAHOCT. TpemopbT BKIIOWBA TpeMOp H
OCTATBMEH MApKWACOHOB TpeMop. TpaGea pa ce oTdenexw, wue¢ €4 BRAIOYEHW WIHPOK CIICKTHR OT CHMNTOMH, HO HE €
ReoGX0IMMO T A3 WMAT EXKCTPATIMPAMAASH TIPOHIXOA,.

Crnensa cnuchk Ha HIIP, cBBp3aHU C PUCTIEPHAOH, KOUTO €A ONPEAC/NCHH KaTo HJIP no BpeMe Ha
IMHIMHATE [POYYBaHMs, M3CISABAINN XBATOAEHCTRAIIMS HHKSKIMOREH PHCTIEPHACH , HO KOWTO HE
ca onpeaeieny karo HJIP npu KAMHHYHH MPOYYBAHHUA HA MEPOpATHHS PUCTICPHIIOH.

B Tazu Tabnuua He ca BKIoYeHH oHesn HJIP, KoHTO ca CelHalHO CBbP3aH ¢ HHIKCKUHOHHHA Ha9HH
Ha NPUIOKEHHE HA PUCMIIEPHAOH.

JlonbJIHATENHH HEXKeJAHH JeKAPCTBEHH PeaKlini, 32 KOHTO CC cn0o0masa npH HHKEKIHOHEH
PHCIEPHAOH, HO HE M NIPH NEPOPATHHS PHCIEPH/IOH , kaacuunupanu no MedDRA Gaza 1anHH
HA CHCTEMO-OPTAHHH KJACOBe.

Hzcnensanng
HaMansgane Ha Ternoro, [MOBHIIEHHE Ha raMa-TayTaMui-Tpancepasara, MOBHUIICHHE Ha
YEPHOAPOOHHUTE €H3HMHU

CobpaedHH HAPYWIEHH
bpagukapaus




HapyuieHHsl Ha KpBLBTA H JHMQPHATA CHCTEMA
Heyrtpomnenus

Hapymenusi Ha HEPBHATA CHCTEMa
[lapecre3na, NpUNageK

HapyuieHHa Ha ouHTE
bnedapocnazsm

Hapyimenns Ha yxXoro u JaOHpPHHTA
CBETOBBPTEXK

YBperaaHHa HA racTpo-HHTECTHHAJANNS TPaKT
3b60605, CrIa3bkM Ha e3HKa

HapyineHHsl HA KOKaTa ¥ NOJKO0KHATA ThKAH
Ex3ema

Hapymenus Ha MyCKYJIHO-CKeJI€THATA CHCTEMA B CheAHHHTEIHATA ThKAH
bonka B ceAanUI{HASA MYCKYII

Hudexnuu 4 HHpecTALHA
Mudexuud Ha AORHUTE AUXATEAHH NHTHLA, HHMESKUUH, FaCTPOSHTEPHT, NOAKOXKEH adcuec

HapanaBanusa B OTpaBAHHS
[Tapane

ChI0BH HapyILIeHHUd
XHANEPTOHU

OO0y HapymeHus 4 epeKTH HA MACTOTO HA APHIOKEHHE
bonka

TIcHXHYHH HAPYIICHHS
Henpecus

Ecbexmu na xnaca

KakTo ¥ ¢ BCHUKH ApPYTd aHTUNCHXOTHIM, B MHOTO PeKH CIIydaH B MOCTMAPKSTHHIOBHA NEPHOX Ce
choOmana 3a yabiokasaHe Ha QT-uHTepBana ciea mpueMm Ha puUcTiepHAoH. JIpyrH ChbpAcYHH e(eKTH
OT TO3H KJac, 33 KOHTO Ce Cho0iaBa IPH AHTUNCUXOTHLMTE, KOMTO yAbnkasar QT-WHTepBana,
BKMIIOYBAT KAMEPHA apUTMHMS, BHE3AMHA CMBPT, ChpAeyeH apecT H Torsades de Pointes.

Hoxaueane na mezno

[TIpu cpaBHeHHE Ha rpyrd BB3PACTHM NAUHEHTH C WH30QPEHWs, OTrOBApAIIM HA KPHTEpHA 3a
nMoKauBaHe Ha Terno >7 % OT TENECHOTO TEeTNO0, TPeTHPaHH ChOTBETHO ¢ PHUCIIEPUACH M ¢ Mauedo B
cOopHr 6- A0 8-ceqMMUHH mAane00 KOHTPONHPAHH KAMHHYHE [pOYYBaHWs, C€ YCTaHOBABa
CTATHCTHYECKH 3HAUHMO NO-TOJAMO IIOKauBaHe Ha TerJio npu rpynara ¢ pucnepuaon(18%), s
cpaBHeHHe C rpynara ¢ miauebo (9%). [lpu cuOuparenHu mnauebo KOHTponupaHH 3-CEAMMYHH
POY4BAHHUA MMPH Bb3PACTHK NALMEHTH C OCTPA MAHHS NPOLUEHTLT HA MOBKIIABAHE Ha TErJIOTO ¢ > 7 %
B Kpas Ha M3CNEHBAHETO € CPABHUMO NPH ABETE rpynH - pucnepnaon (2,5%) u nnaueto (2,4%) - H

€ MANKO MO-BUCOK NMPH KOHTpoNHata rpyna (3,5%). B nonynauus Ha Aeua | ©OHOUIA ¢ NOBSASKRUCCKY
K Apyrd pascTpoiicTBa ¢ JECTPYKTHBHO TMOBEASHUE, NPH ABJIMOCPOYHH NPOYYBAHWS TErJIOTO C¢
yBenuyapa cpeaHo ¢ue 7,3 kg cnen 12 meceua neueHve. OUakBaHOTO NTOKavBaHe Ha Terno 3a 34paBuTe
nena Ha ph3pact ot 5 go 12 roaunu e 3 20 5 kg ropummo. Ot 12 Ao 16 roadHy ToBa nokayBaHe Ha




Terno OT3 10 5 kg roAMIIHO ce moAaLpXa MpH MOMHYETara, BOKaro MoMuerarta HaaAasar
npubnu3uTenHo 5 kg roauHo.

ED![QIHHTEJIHEL HH@OEM@HH 3a CTISHHaNMHHU I'PYIH NAUHEHTH

Hexenanure JNICKapCTBEHH PCAKIIHH TIPH NMALKMCHTH B CTap4yCCKa Bb3pacT ¢ ACMCHLIHMA HIIH T1pKY AC1a
38 KOMTO C€ ChOOIAaBa MO-YeCTO, OTKOIKOTO IIPH Bb3pacTHN NALUHECHTH, Ca OITHCAHH 110 JOITY.

Hayuenmu 6 cmapuecka 8b3pacm ¢ Oemenyus

[TpH KIHHMYHK [IPOYYBAHHA ¢ NAIIMEHTH B CTApUECKa BL3PacT ¢ JeMeHUUa karo HIIP ca crolieHH
MPEXOAHH HCXEMUYHH NMPHCTHIH U MO3BYHOCBHAOBH HHIHACHTH C YECTOTA CHOTBETHO OT 1,4% H 1,5%.
B nonmenueHue, caenunare HIIP ca cpobmieHn ¢ vecrora >5% NpH NAlHEHTH B CTapyecKa BB3PacT ¢
neMeHUuA (Te ce HaOMKOAABAT IMOYTH ABA MBTH N0-4eCTO, OTKOJKOTO NpH APYTHTEe BB3PaCTHH
TTAlMeHTH): HHGEKIIMY HA NMUKOUHUTE NETHINA, NeprdepHr OTOLH, NeTaprud U KauiauLa.

Heya

CrofInaBa ce 3a CIIeAHATE HEXENaHH JIeKAPCTBEHH PeakiiiH ¢ YecToTa >5% ITpH Acna H I0HOIH (Ha
BB3pacT OT 5 A0 17 roAMHH), KOMTO c¢ HaGmoaaBaT MOYTH ABa MBTH MNO-4€CTO, OTKOJIKOTO IIpH
KJIHHHYHH NpOyYBaHUA IIPH BB3PACTHH: CHHAMBOCT/CEAMpaHe, yMOpa, rnaBofoixe, NOBHINEH ANETHT,
noBpblaHe, MH(QEKLHH Ha TOpHHTE INMXATENHH IThTHINA, Ha3ajHa KOHIeCTHs, KopemHa O00iKa,
CBETOBBPTEXK, KAUTHLA, TEMIIEpaTYpa, TPEMOD, 1Hapus H eHypPE3HC.

4.9 IlpenosHpaHe
Cumnmomu

Haii-0610, cMMNTOMHTE W NpPH3HALKTE €A TE3H, KOWTO Ca pe3yiTar OT NO-CHIHO HM3pasfiBaHe Ha
M3BECTHUTE (apMaAKOIOTHYHH e(exTH Ha pucnepuaoH. Te BKIIOYBAT CHHIMBOCT H CeIHpaHE,
TaXUKapAMA W XHIOTOHHMA, W €KCTpanupaMuIHH cHUMNTOMH. [lpu npenosupane ce crodmaBa 3a
yabmxaBaHe Ha QT-unrepBana # 3a repuoBe. 3a Torsade de Points ce cboOiasa BbB BPB3KA C
koMGuHMpaHno npenosupane Ha HEOPUCII u napoxcernd. B cnyyadi Ha octpo npeaosmpane, TpaOBa
Ja ce B3eMe MMPEeABU ] Bb3MOXXHOCTTA Ja ¢4 BKJIKOYEHH MHOMO JISKapCTBa.

Hevenue

Ocurypere 1 noagppxalte NpoxXoguMH MNUXATCIHHTE [BTHILA, 32 Ja MOXE Ja MMa aAeKpaTHa
OKCHreHam|s ¥ BeHTHnanma. TpsaGea ga ce o6CHOM H3BLPUIBAHETO Ha CTOMAmeH JaBak (cren
MHTYOUpaHeTO, aK0 MNalMeHTHET € B 0e3Ch3HaHMe) U NaBaHeTO Ha aKTHBEH BBIVIEH 3a¢HO ChC
cnaGHTENHH CPeACTBA, CaMO KOTaTO NEKAPCTBOTO € NPHETO NPeAH NO-MaJIKo OT eAuH Hac . Tpsadsa na
ce 3anouHe He3abaBHO MOHMTOpPHpaHe HA ChPREYHO-CHIOBATA CHUCTEMA W TOBa TpAOBa Aa BKNIOYBA
NPOABIDKUTENHO MOHMTOPHPAHE HA €IEeKTPOKApAHOrpaMara, 3a 1a Ce YJIOBAT Bb3MOXKHHTE apHUTMHH.
3a HEOPHCII 1 nama cnenupuyen anrunot, [lopaau ToBa TpadBa Oa ce MOCTAHOBAT ChOTBETHH
NOAABPXKAIUKW MepKH. XHIIOTOHHATA M UMPKYNAaTOpHUA Konanc Tpsabea Aa ObAar NeKyBaHH CBbC
ChOTBETHH MEPKH KaTO BEHO3HO BIMBAHE HA TEYHOCTH W/WIH HA CHMNATUKOMHMETHLM. B cny4aii Ha
TeXKA CKCTpanupaMHAHA CUMITOMAaTHKAa TpAOBa nOa ¢€ Oaaar AaHTHXONHHEPrHYHM CpeacTBa.
BHuMarenHOTO MeOUMLUMHCKO HabnoaeHHe W MOHHTOpHpaHe TpabBa Aa npoOaBIDKaT, JAOKaTo
NALMESHTBT CE€ Bb3CTAHOBH.

5. DAPMAKOJIOTHYHH CBONUCTBA

3.1 PapMakKOAHHAMHYHH CBOHRCTBA




dapMaKkoTepaneBTHYHa rpyna: Apyry antuncuxothum, ATC xox: NOSA X038
Mexanuszovm Ha delcmaue

PHCREPHIOH € CEEKTHBEH MOHOAMHUHEpPrHYeH aHTArOHUCT ¢ YHUKATHH CBOHCTBa . ToH MMa BHCOK
apUHITET KbM cepoToHMHeprHuHuTe 5-HT2 u nomammuepruunure D2 penentopu. PHcnepuzoH ce
cBbp3Ba H ¢ anda l-agpeHeprHYHHTE pelenTopH, M ¢ Mo-HHCBK apuuurer kxbM HI -
XHCTAMYHEPrHUHHTE M anda 2-aIpeHeprHyHHTe pPelenTopd. PHCIEPHUAOH HAMa AQHHHTET KBM
XOJHHEepriyHuTe penentopy. Benpeky, ye pucnepyaoH € MolleH D2 aHTaroHKCT, 3a KOETO CE CUUTa,
ye nofoOpaBa MO3HTHBHHTE CHMITOMHM IpU IIH30(peHHA, ToH BoAM A0 mo-cnabo MOATHCKaHe Ha
JBUTaTeNIHaTa AaKTHBHOCT H No-cnada Karajencusa, OTKONKOTO KMACHYECKHTE aHTHIICHXOTHUH.
BanascHpaHHAT LeHTpajleH CEPOTOHHHOB M [IOMaMHHOB @HTAaroHHM3BM MOXKe Ja HaMaiar
BEPOSTHOCTTA 34 II0ABa HAa eKCTpanupaMuAHM HEXENaHd PeakLMH K Aa PasWMpAT TEPaNCBTHYHOTO
AelicTBME 3a MOBJIUABAHE HA HEMATHBHHTE H a(EKTUBHHTE CHMITOMH Ha LIH30(PEHUATA.

Dapmarodunamuunu epexmu
Lhogpenua

E(eKTHBHOCTIA Ha PUCHIEPHIOH [P KPAaTKOCPOYHO JeUeHHe Ha H30QPEeHHs € YCTaHOBEHA B YETHPH
NpoyYBaHUA, ¢ IPOABKHTENHOCT OT 4 A0 8 ceaMuuy, NPH KOHTO ¢a BKMOYeHH 2 500 naiHeHTH,
KOHTO OTFroBapaT Ha KpuTepHMre 3a muzobpenus, onpeaeneHd B DSM-IV. B enuo 6-ceamMiuyHo,
nnanefo KOHTPONHPaHO KIMHHUYHO NOpoyYBaHe, KOETO BKAWOUBA KOPUIHMpPaHE Ha J03aTa Ha
puctepunocH no 10 mg Ha neH, pa3aeneHa Ha 2 IpUeMa AHEBHO, PHCIIEPUIOH € ¢ No-Z00Bp edekT B
CpaBHEeHHe ¢ r1anebo no oTHOWEHHe Ha obuwua cOOp OT KpaTkara NCUXHATPHYHA CKalla 33 OLeHKa
[BPRS]. B eano 8-ceamMuuHO, miaue6o KOHTPOMMPaHO KJIMHHYHO NPOYYBAHE C YETHPH (PpuKCHpaHH
1034 pucnepuioH (2, 6,10, 1 16 mg AHEBHO, JafeHH ABA IYbTH JHEBHO), BCHYKHMTE 4 TpyNH Ha
PUCNIEPUIOH ca ¢ No-1005bp edekT B cpaBHEHHE C MaLefo N0 oTHolleHHe Ha 001 ¢Oop no ckanara
3a MO3WTHBHM W HeratusHd cumnromu (PANSS). B enno 8-ceqMuyHO KIHHAYHO [pOy4BaHe 3a
CpaBHABaHEe Ha A03WTe, BKNOUBAWO 5 dmkcHpanu go3w pucnepuaos (1,4, 8,12, u 16 mg gHeBHo,
AafeHd ABa IMbTH JHEBHO), IPYIIMTE HA pUCOEpHICcH B Ao03a 4, 8, u 16 mg AHEBHO MMAT MO-A00LP
edeKT B cpaBHEHME € IPyNaTa Ha PHCIEPHIOH B 4032 | mg no oTHoleHHe Ha oOmua cOop no PANSS.
B eaHo 4-cenMuuHO, nnauedo KOHTPOJHPAHO KAWHHYHO MpOYYBAHE 34 CpPaBHABAHE HA HO3HTC
pucnepuaoH (4 W 8§ mg AHEBHO, AaJieHH BEAHLX AHEBHO) M JBeTe rpylH HAa PHCNEPHIOH HMAT No-
n10o6bp edexT B cpasHeHHE C Iuanebo Mo OTHOUIEHME HA HAKOAKO OT pesynratute no PANSS u
W3MepBaHeTo Ha oTroeopa (>20% HamaneHue Ha obmwus cbop no PANSS). B enHo no-abarocpouso
KIMHUYHO TIPOY4BAHE C BBL3PACTHH aMOYJIATOPHH NALHEHTH, KOHTO OTTOBapsAT HA KPHTEPHH 34
wu3oppeHss Ha DSM-1V W KOHTO NpH NPHIOKEHHE HA AHTHNCUXOTHYHA Tepanus Ca KNWHHUYECKH
cTaOHITHH OHE 3a 4 CeAMMULHM, ¢a PAHIOMK3MPaHH KM rpyIa, MOMyyasallia pUCEPUAOH OT 2 A0 8 mg
Ha JeH, WIW KBM I'pyna ¢ xanonepuaon, 3a |1 no 2 roguHy, 3a ga 6baaT HaOnwaBaHy 3a NoApa Ha
peuanB. [TauHeHTHTE, KOWTO MOJAY4aBaT pUCNEPHAOH, HMAT 3HAYHTENHO NO-ABNBI NIEPHOL OT Bpeme

[0 PeLMAKB B CPABHEHKE ¢ rPyNaTa Ha NauHEHTUTE Ha JIeHeHHe ¢ Xalonepuaod.

Manuiinu enuzodu npu OUROAISPHY pasCMpolcmen

EduracHOCTTa Ha MOHOTEpanMaTa ¢ PHCIOEPHAOH NpH HENOCPEACTBEHO NECYCHHE HA MaHHIHWTE
eNu304H, CBBP3aHH ¢ GUMOMAPHO Pa3CTPOHCTRO I, ca JeMOHCTpHpaHH B TpH ABOiHO-Cleny, niaue6o
KOHTPONHPAHH NpOYYBaHUA HAa MOHoTepanmuATa npd npubnusurendHo 820 maudeHTH, KOMTO HMAT
GunonspHo pascrpodictBo 1 B3 ocHOBa Ha Kpurepumte Ha DSM-IV, Ilpx Tpu o1 npoy4BaHHATA
PUCTIEPKIOH B 1032 oT | 10 6 mg JHeBHO (HauanHa A03MpOBKa 3 mg B B NIPOYYBaHHA H 2 mg B €1HO
MpOyYBaHe) WMMa 3HauMTeAHO NO-A00Bp epekT B cpasHeHWe ¢ mjauebo mnpu NpeaBapUTERHO
OnpeAelcHHs MbPBHYEH KPaeH CPOK, T.. MPOMAHATAa Ha o0L1Ka cOoOp OT OLEHBbYHATA CKa/la 38 MaHuA
Ha Young [YMRS] oT H3X0HOTO HMBO O TpeTaTa ceAMHLia. BropuuHuTe pesynTaTi 3a eMKaCHOCT
ca OOMKHOBEHO B CHOTBETCTBHE ¢ ITBPBHYHHUA pe3ynTar. IIpoLEeHTET OT MalMEHTHTE, KOWTO HMAaT
HaManeHue >50% na obwug cbop or YMRS 0T M3X0QHOTO HUBO [0 3-TaTa CEAMMLA, € 3HAYUTENHO




NO-BUCOK ¢ PUCMEPHIOH, OTkOMkoTo ¢ miauefo. EaHo oT TPUTE NpOyuBaHUA BXIIOYBA rpyna 3a
fIeYeHre ¢ XaNonepuaon  9-ceaMHYHa ABOHHO-cNANA (hasa HA NOANBPXKALUO NCHCHHUE. EdnxacHocTra
ce MOAXBPKA MO BPeMe Ha LENHa 9-ceIMHUUueH Nepuc] ha MOANBPHALID JIEHEHUC, [MTpomaHaTa Ha
obmusa c6op or YMRS or u3xoaHOTO HHBO I0Ka3a NPOXBKHTEAHO nofobpeHHe ¥ € CpaBHHMMA 32
PUCTIEPHIOH M XTONEPHAON HA 12-Ta cEAMHUUA.

EdexkTHBHOCTTa Ha PHCHEPHAOH B JOMBIHEHHE KBM CTaOWIN3aTOpHTE HA HACTPOCHHETO NpH
JIeueHHeTo Ha OCTPATAa MaHMA € NMOKA3aHa B eHO OT ABere 3-CeIMUUHK ABOAHO-CIICIIH NP0y BaHHA
npu npubausuTenHo 300 NauMeHTH, KOHTO OTrOBApAT Ha KPUTCPHUTE HA DSM-1V 3a 6unonsapHO
paszcrpotictso 1. B enno 3-ceAMMYHO MPOYYBAHE PHCIEPHIOH B 1032 OT 1 1o 6 mg OHEBHO, KATO C€
3anouBa ¢ 2 Mg AHEBHO, JaleH B JOMBIHEHHE KBM JHTHA HAW BANNpPOAT, € C no-goonp edexT OT
QMTHA WIM Balnpoara, JaneHu Oe3 pUCNEPHAOH, TMpH MPEABApUTENHO OMpEACHCHATa ITEPBHYHA
kpaliHa TOYKa, T.€. NpoMAHaTa Ha obmms cOop or YMRS 0T H3XOAHOTO HHBO A0 3-Ta CeAMHALLA.

[Tpu BTOPO 3-CEMMUUHO NPOYIBaHE PHCHEPHAOH B 71038 OT 1 210 6 mg AHEBHO C HaYayiHa 033 OT 2 mg
NHEBHO MajeH 3aeqHO ¢ JUTHI, BANIpoaT Wik Kapbama3enuH, He € no-200bp OT NMMTHIHA, BaNpoar KWIH
kapGaMasenuH, aaneHy 6e3 pucliepHaoH, NpY HaMaNABaHe Ha pe3yiTara OT YMRS. EnHO BB3MOXKHO
ofsicHeHHe 32 Heycrexa Ha TOBa H3CTe[BaHe € WHAYKLUHMATA Ha KINPBHCA HA PHCHCPHAOH H 9-
XHAPOKCH-PUCTIEPHAOH OT KapbamasernMH, KOSTO BOZW [0 MO-HWCKM OT TEPANEBTHHHMTE HHBA Ha
PUCTICPUIAOH M 9-XHAPOKCH-prcnepraoH. 11pH H3KIOYBaHe HA IPyIaTa Ha kapGamazenuH ot post-hoc
aHANA3a PUCIIEPHAOH, KOMOUHHpaH C JHTHH WIH BajiNpoar, HMa rio-gob6Bp edekT OT NHTHIA WK
BAJINPOAT, A3fEHH 63 PUCTICPHAOH, 32 HaMalleHHe Ha 001 c6op oT YMRS.

Hepcucmupawa azpecus npu OemMeHyus

EdHKacHOCTTa Ha PUCTIEPHAOH NPU JeYeHHES Ha MOBEACHUECKH U MCHXOTHHYHH CHMIOTOMH pH
neMerupa (BPSD), KOMTO BKJIIOYBAT HapyIIeHH: B MOBCACHUETO KaTo arpecHBHOCT, TPEBOKHOCT,
NCHX033, aKTHBHOCT ¥ adeKTHBHW HAPYIIEHHA, € JAEeMOHCTPHpaHa UDH 3 mpolHO-ClIenH, Mmaledo
KOHTPOJMpaHH 12-CenMUYHH mpoy4usaiud Ha 1 150 nauWeHTH B CTapHecka BBH3pacT ¢ JEMEHLIHA.
EapoTo npoydyBaHe BKMIOYBA (MKCHPAHH NO3H PHCNIEPHAOH OT 0,5, 1, u 2 mg HHeBHO. JlpeTe
NPOYYBAHHA C TEBKABM JO3M BKIIOUBAT PHCIIEPUIOH B 00XBAT OT 0,5 no 4 mg AHEBHO H CHOTBETHO OT
0,5 1o 2 mg AHeBHO. PHCTIepUAOH MoKa3Ba CTATUCTUYECKH 3HAYKMMA 1 KITMHHYHO BaXHA eeKTUBHOCT
IpH JICYEHMETO HA ArpecWs M MO-MalbK €(PEKT MpH JIEUCHHETO Ha pB30yziaTa ¥ TpeBOrara IpH
[ALUMEHTH B CTAPYECKA BH3PAcT C AEMEHLMA (COpeA OLEHKATa 3a MaTonorii Ha MOBEACHHETO B
oLeEBYHATA ckana 3a Gonectra Ha Amuxadimvep (BEHAVE-AD] 1 B ckanara Ha Cohen-Mansfield 3a
8B36yaa [CMAI]). EGeKThT OT ISHSeHHETO C PHCTIEPHIOH € HE3aBHCHM OT pe3y/Irara oT H3CJIEEBAHETO
Ha MHHH-H3CIeaBaHeTo Ha ncuxudeH craryc (MMSE) u cnefoBarenso OT TEXECTra Ha ICMEHLIMATA,
OT CelaTMBHHMTE CBONCTBA Ha PHCIIEPHAOH; OT HAIMYHETO HIM JIMICAaTa Ha TCHX03a; OT BHAA Ha
NeMEHIMATE - Ha AJTxaliMep, ChR0Ba WK CMeceHa. (Bk. TouKa 4.4)

Iogedenvecku pazcmpoucmasq

EduxacHOCTTa Ha PUCTIEPHAOH NpPH RECTPYKTHBHO IOBEACHHE € NEMOHCTpUpaHa NpH ABe IBOWHO-
creny Taaneto KOHTPONHPAHH MPOYYBaHMA NPH NPHOIU3HTENHO 240 maLMeHTH Ha BB3PACT OT 5 M0
12 roguHu ¢ auarHosa croopen DSM-IV pascrpoiicTez, ¢ AECTPYKTHBHO TOBUACHHC (POIT) u
rpaHAYHA VHTENeKTYanHa QyHKIMA WK JEKO HIH YMEPEHO YMCTBEHO U30CTABAHE/ 3aTPYAHEHHA MPH
yuereto. [Ipn zsere Ipoy4BaHus pucnepunoH B fo3a 0,02 1o 0,06 mg/kg/neH noKa3Ba 3HAUHTEIHO
Mo-100Lp eeKT B CpaBHEHHE ¢ Miauebo Mpy NpeaBapuTENIHO ONpeac/ieHa NbPEHTHA KpaiiHa TOYKa,
T.e. IPOMSHATA OT H3XOJHOTO HUBO J0 0-Ta CeIMHLIA Ha PE3yNTATHTE OT MOACKANIATA 34 ITpobneMHOTO
noseaeHye o7 PopMysipa 3a KIIaCHpaHe Ha AeTCKOTO NIOBEJCHHC Ha Nisonger (N-CBRF).

5.2 DapMaKOKNHEeTHYHHN CBOHCTBA

HEOPUCIT 1 nepopaneH pastBop € OMOGKBHBAIEHTEH Ha HEQOPHUCTI 1 dunmupann TabAeTKH.
PucneprnoH ce Merabonusupa qo 9-XHAPOKCU-PHCIIEPHAOH, xolito uma nonobHa dapMaKoaOrHyHa
aKTHBHOCT KaTo pucnepunoH (Bx. buotpancdopmanus H eIMMHAHHPAHE).




Abcopbyun

Pucnepnaod ce abGcopOupa HaNbARO Ciied [EpOpaleH INPHEM, KATO AOCTHra TNMHKOBa Mja3MeHa
KOHLeHTpamus 3a | mo 2 vaca. A6comoTHara mepopajiHa GHMOHANIMYHOCT Ha pHcrepuaoH ¢ 70 %
(CV=25%). OrTHOCcHTeNnHaTa nepopantHa GHOHANMYHOCT Ha pucnepHaoH ot Ttabnerkara ¢ 94 %
(CV=10%) B cpaBHEHue ¢ pa3TBopa. AGcopOumara He ce MOBNMABa OT XpaHa M 3aTOBA PUCTIIEPHAOH
MO3Ke€ Ja ce Aapa ChC WiH Oe3 xpaHa.PaBHoBecHHTE CTONHOCTH 3a PUCIIEPHAOH ce JOCTHrar 3a 1 jeH
NpH MOBEYETO NalUEHTH. PaBHOBeCHKTE CTOMHOCTH Ha 9-XUAPOKCH-PHUCAEPHIOH Ce AocTHrar 3a 4-5
AHK OT HAYAIOTO HA JO3HPAHETO.

Pasnpeoenenue

PucnepraoH 656p30 ce pasnpeneis B opranusMa. O6embT Ha pasnpegenenue ¢ 1-2 1/kg. B nnasmara
PUCNIEPUAOH Ce CBBP3BA ¢ allGyMKH U ¢ anda-1-kucen rnpkonpoTenH. CBbp3BaHETO HA PUCIIEPHIOH C
IIasMeHUTe 1poTeuHn e 90%, a ToBa Ha Y-XHApPOKCH-PHCIIEPUICH € 77%.

Buompanchopmayun u eaxumunupane

Pucnepunon ce merabonmuzupa or CYP 2D6 no 9-xmapokcH-pUCIEpHAOH, KOHTO HMa MnoaoOHa
bapMaKkOJIOTHYHA AKTHBHOCT KakTO pHCNEPHIOH. PHcnepuaoH nMOc 9-xunpoKCH-PHCMIEPHIOH
o0pasyBaT akTHMBHaTa aHTUncuxotuyHa ¢paxius, CYP 2D6 e obexT Ha reHeTH4eH MOmMOpPH3EM.
ExcrensusHuTe mMetabonuzaropy CYP 2D6 6mp3o npeBpnluaT pUCHEpHAOHA B 9-XHAPOKCH-
pUCHiepuacH Aokaro ciabute Merabonuzarop CYP 2D6 ro npeppsiiaT MHOro 110-0aBHO. BhIpexH
ye eKCTCH3MBHHTE MeETA0ONMH3aTOPH MMAT MMO-HHCKA KOHUESHTpauus Ha PUCTIEPHUIOH W MO-BHCOKA
KOHIEHTPAHA Ha 9-XMAPOKCH-PHCIEPHMAOH OT cnabure merabonu3aropH,papMakOKHHETHKATa Ha
PHCOCPHAOH H 9-XHAPOKCH-PHCIIEPHAOH B KOMOMHAUHMA (T.e. aKTHBHATA aHTHNCHXOTHYHA ¢pakima)

cie ¢ARHWYHA U MHOTOKDPAaTHA AO3HUPOBKA € CXOAHa IIPH EKCTEH3IUBHUTE U cnabure Merabonu3aropu
Ha CYP 2D6.

Ipyr metabonnuTeH MbT Ha pHCNepuaoH e N-peankuaupaHero. MacneaBaHuA in vifro Ha YOBCLUKHTE
YepHOAPOOHM MMKPO30OMHM TMOKAQ3BaT, Y€ PUCICPHUAOH B KIHHAYHO 3HaUYUMA KOHLICHTPALHSA He
MHXUOHpA 3HauYMTEeNHO MeTaboMr3Ma Ha NekapeTBara, KOUTO ce merabommaupar or uuroxpoM P4350
n3oenszuMuTe, BrnrouuTendo CYP 1A2, CYP 2A6, CYP 2C8/9/10, CYP 2D6, CYP 2E1, CYP 3A4 u
CYP 3AS5. EnHa ceamuna ciea karo € ganeHa, 70% or noszara ce éKCKpeTHpa ¢ ypHHata H 14% ¢
dexanuuTe. B ypHHaTa PHCIEPHAOH ILUNBOC 9-XHAPOKCH-PHCIEPHAOH NpencrasnsBar 35-45% ot
nozara. OcTaHanoro ca HeakTHBHH MeTtabonuTu. Clien nepopanieH npreM NpH NCUXOTHYHH NauHeHTH
PHCTICDUOH C€ JJMMMHHpPA ¢ MOAYXKHBOT OT OKOJO 3 4Yaca. ENMMHHALMOHHMAT MOMYXUBOT Ha 9-
XMAPOKCH-PHCTIEPHIOH M HA aKTHBHATA aHTHIICHXOTUYNHE (PpaKLins € 24 vaca.

Jluneunocm

[TnasMeHaTa KOHIEHTPALHS Ha PUOSPHAOH € HPOMOPLMOHATIHA Ha J03aTa B TepaneBTHYHUA 00XBaT Ha
BO3aTa.

Hayuenmu 6 crmapuecka ev3pacm, ¢ 4epHoOPobHO u OvOPEYRo yepexcoane

Enno rmpoyyBaHe Ha C€AMHMYHA [03a [OKasBa cpedHO 43% mMO-BHCOKA aKTHBHA IUTa3MeHa
KOHUSHTPaLUMS HA aHTUNICKMXOTHYHaTa ¢pakuna, 38% no-AbALr NONYKMBOT U HAMaNCH KIHPBHC Ha
aKTHBHATa AHTUIICUXOTH4HA ¢pakuusa ¢ 30% npH nanueHTHTe B cTapvyecKa Bh3pacT. Habmopmaga ce
NO-BMCOKA T1a3MEHa KOHLEHTPALHA Ha aKTHBHATa aHTHIICUXOTHYHA Ppakiud U HaMaleH KIMPBHC Ha
aKTHBHATA AHTHUINCHXOTHUHA (pakumsa cpenHo ¢ 60% npu nauueHTHTe ¢ 6BOpEYHa HEAOCTATHUHOCT.
[InasMeHaTa KOHIEHTpaUWsA HA pPHCOEPUIOH € HOpMalHa npyd [alHeHTH ¢ 4YepHOAPOOHa
HEeAOCTATbYHOCT, HO CpedHara ¢Bo0OgHa PpakLHs Ha pUCNIEPHOOH B MJa3MaTa ce IMOBHIIABA ¢ OKOJIO
35%.




Heya

QDapMAKOKHHETHKATA Ha PHCMEPHAOH, HAa 9-XMAPOKCH-DHCNEPHUIOOH W HAa HEAaKTHBHATA
AHTHNICHXOTHYHA PpaKkuMaA npu AeLara ¢a noAo0HH Ha TE3H MPH BB3PACTHUTE,

Hon, paca u miomwonomnuene

Enun ¢papMakoKHHETHYEH aHATH3 HA MALMEHTHTE He NI0Ka3a QUEBHAHO NOBITHABAHE HA
¢apMakOKHHETHKATA HA PHCTIEPHAOH WIH HA AKTHBHATA AHTUIICHXOTHYHA ¢pakLus OT 11014, pacara

WK HABMIINTE 33 TIOTIOHONYINEHE.
5.3 IIpeaxanunyuHu NaHKEH 33 Gezonacuoct

IIpn npoyusaHHs Ha XPOHHMHATA TOKCHYHOCT, NPH KOHTO AO3UPAHETO 3aM04YBa NPH MONOBO HE3PSIH
[UIEXO0BE H Ky4eTa, 3aBHCHMH OT H03aTa eeKTH Ca HANKUE B MbXKKHA H KECHCKHUA NeHUTANCH TPAKT U B
IPBAHHTE XKNe3H. Teau edexkTH ca CBBP3aHM C MOBHINEHHTE CEpYMHH HHBA HA MPOJIAKTHH,KOHTO Ca
pe3ynrart ot fnoxMpamara akTHBHOCT Ha PHUCIICPHAOH CIIpAMO xonmaMHHoeuTe D2-penenropi. OcBeH
TOBa MPOYYBAHUATA C ThKaHHM KyNTYPH MOKa3BaT, Y€ pacTeKbT Ha KICTKHTE HA paKa Ha repaara MpH
YOBEKZ BEPOATHO € CTHMYAHPAH OT NpOoNakTHH, PHCICpUAOH HE € TSPATONCHEH NPH MIIBXOBe W 3atig.
Ilpn ppoyuBaHus ¢ PUCTIEPHAOH BHPXY PEIPONYKLIMATA Ha 3aiiiM ca HabmoAaBaHH HEKENAHH
NEKapCTBEHH peakliiH BEPXY HABHIWTE 3a CHBKYIUICHHE HAa PONHTEIHMTE, TEINIOTO NPH pakAaHe H
NPEeKUBAEMOCTra Ha NMOTOMCTBOTO. IlpH MABX0BE MHTPAYTCPHHHATA CKCIO3ULMA HA PHCNIEpMAOH Ce
CBBP3Ba ¢ KOTHUTHUBHH AcHLIHTH B HaIpSRHANA BB3pacT. Jpyri aHTaroHMCTH Ha JOIIAMHH, KOTaTo c¢
naBar Ha OpeMeHHH >HBOTHM, OKa3BaT OTpHLaTeNleH €(eKT BLPXY Y9YEHETO M IBHIATENHOTO
Pa3BUTHTES HA MOKOJEHHETO. B cepus oT H3CNEABaHHUA PHCTIEPHAOH HE IMOKA3Ba I'¢HOTOKCHYHOCT. [Ipu
NMepoOpaIHH IPOYYBAHHA HA KaHLICPOreHHOCTTZ HAa PHCTIEpUIOR NPH IIBXOBE H MHIUKH Ca
Ha0mrolaBaHH yBeNMYCHHE HA aAeHOMHTE Ha XHnodusata (NpH MHUIKH), Ha aJgeHOMHTe Ha
SHAOKPUHHUS NaHKpeac (NpH MIBXOBE) M HA ANSHOMMTE Ra IPBIHKTE AJe3H (M PH ABaTa BHAA).

Tesn Tymopu moraT ma OBppaT CBBP3aHH C YOBDKEHHA AHTAaroHM3BM KBM AonaMuHOBHTE D2-
PELIENTOPH H C XHICPOPONAKTHHEMHUATA. 3HAYCHHETO HA TE3H HAXOAKH Ha TYMOPH IpH rpu3aqdH mo
OTHOMICHHE HA PHUCKA NMPH XOpd € HEN3BECTHO. In vitro M in vivo MOACJIUTE C XXHBOTHH IOKA3BAT, Ue
BHCOKHTE JI0O3H pHCMEpHOOH MOrar JAa MpPEAW3BHKAT YAbMKaBaHe Ha QT-uHTeppana, KOETO
TECOPETHYMHO C& CBBP3BA ¢ MOBHIICHUA pHCK OT torsade de pointes nipx manueHTHTE.

6. PAPMAIIEBTHYHHA JAHHHA
6.1 CnHenLk Ha NOMOIHMTE BellleCTBAa

HEOPHUCII 1 1 mg punmupann Tabnerku

LApEBHIHO HHIIIECTE,
MHKPOKPHCTAJIHA 1ey03a,
NMAXTO34 MOHOXHAPAT,
HATpHER HHIIECTEH IMIHKOJIAT,
MarHe3Hes creapar,

onazpaii 03B58807, Gan

6.2 HechBMECTHMOCTH
Henpunoxumo.

6.3 Cpok Ha rogHocT




2 TOOHHH

6.4 CnennanHH yCNOBHA Ha CbXpaHeHHe

Jla ce chxpaHsBa npu Temneparypa nox 25 °C.
6.5 Bua M cpALpPKAHNE HA ONAKOBKATA

Brmuctepu ot PVC/PE/PVDC/anyMununeso ¢gonuo.

HEOPHMCII 1 1 mg dunMupann TabneTrku ca ONakoBaHW B ONWCTepPH, KOWUTO ChABpxkar 10
(pUIMUpaHy TabNETKH.

brHcTepHTE Ca MOCTABEHH B KAPTOHEHA KYTHA N0 3 OJ11CTEpa B KYTHS.

6.6 CneunanHu npennazHi MEpPKH NpH H3XBBPASHE U paloTa

Heusmon3sauuaT npoAYKT WIM OTNAIbYHMTE MaTepuand oT Hero Tpsabpa Ja ce W3XBBLPAAT B
CBOTBETCTBHE C MECTHHTE H3HCKBAHHA.

7. IPUTEKATEJI HA PASPEIHLIEHHUETO 3A YIIOTPEBA
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Y. ,,3emnane” Ne 35
Copus 1618

8. HOMEP(A) HA PASPELHIEHHETO 3A YIIOTPEBA

20080034

9. IATA HA ITBPBO PAZPELHIABAHE/ITOJHOBABAHE HA PASPEIUEHHUETO 3A
YINOTPEBA

27.02,2008

10. JATA HA AKTYAJIMN3UPAHE HA TEKCTA
07.2012




