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1.AME HA JEKAPCTBEHUSA MPOJAYKT KamFea Ne ... 0000 destvircees i raaaeeeratesn e rse e saansenanss
oD B .
POHUJIAJT 1 mg/ ml nepopanen pasteop Pagpewsnue Ne . i s L
RONYDAL 1 mg/ml oral solution
{ GOOPEHUR N ., Soveriienevairinareies

2.KAYECTBEH U KOJIMYECTBEH CHhCTAB
1 ml nepopanen pastBop chabpyka 1 mg pucnepumoH.

Homoinu Bemectsa:
Coaspika Gensoena kucenvna E 210 u sip.
3a IbJIHUA CIECHK HA MOMOIIHHTE BELLIECTBA. BHXTE TOUKa 6.1,

3.JIEKAPCTBEHA ®OPMA

TlepopanHuaT pasTBop € GUCTHP U Ge3LBETEH.

4. KJIMHTYHU NAHHHA
4.1 TepaneBTHYHHA NOKA3aAHHS
POHMJIAJT e nokasaH 3a neyeHue Ha H30¢peHus.

POHMJIAJI e nokasaH 3a JieueHHe Ha yMEpeHH [0 TEKKM MAHHHHHU €MU30U NpH GUNOJIAPHO
Ppa3CTpOICTBO.

POHUJIAJI e nokasaH 3a KpaTKOCPOUHO J1eyeHHe (mo 6 cenmuimM) Ha nepcUcTUpala arpecHs npu
TalNEeHTH ¢ yMEpeHa N0 TEXKa JeMEHLMs Ha ANIXaiMep, KOMTO Ca HeUyBCTBHTEITHH KbM
He(apMakoJOrHIHHTE MOAXOAM H HIPH KOUTO HMa PHCK OT caMOHapaHsABaHe WK HapaHABaHE Ha
OKOJIHHUTE.

POHUJIAJI e nokazaH 3a KpaTKOCPOYHO CHMIITOMATHYHO JIeYeHHE (10 6 CeAMHULIM) Ha
TIepCHCTHpallia MOBEIEHYECKA arpecHs IPH /Iela Ha BB3PAcT Ha 5 FOAMHM U MPH IOHOLIM C IUATHO3a
CBIIacHO KpuTepuute Ha DSM-IV, npu kouTo TexecTTa Ha arpecHBHOTO HITH JpYro JeCTPYKTHBHO
TIOBE/ICHHE M3MCKBA (hapMaKONOTHYHO eueHue. DapMaKOIOrHUHOTO JIeYeHHE TpsAOBa Ha Gbae
HEpa3N€/iHa 4acT OT MO-MIMPOKa MPOrpama 3a JiedeHHe, BKIIOYBALIA ICHXO-COLUATHA 1
obpasoBatesnna unTepsenims. Tosa e NPENOPBYUTEITHO, KO PHCTIEPHIOH C€ MPEIITHCBA OT
CHELHATHNCT MO NE€TCKa HEBPOJIOTHS, AETCKO-IOHOLIECKH CHXHATBP WIH OT JIeKapH, no0pe 3ano3HaTi
C JICUCHHUETO HA MOBEACHYECKO Pa3CTPOMCTRO NPH ACLA M IOHOLIH.

4.2 lo3ApoBKa M HAYHH HA NPUJIOKEHHE

Iuzodpenus

Buwspacmuu

POHUZAJI mosxe a ce naBa BeIHBXK WM JBa ITHTH JHEBHO.

IMaumenrure TpsaGBa na 3anousar ¢ 2 mg pUCHEepUIOH Ha neH. JlozaTa Moxke 1a Obie NOBHIIEHA Ha
BTOpHs AcH Ha 4 mg. B nociencTBye 1o3aTta MoKe 1a OCTaHe HEITPOMEHEHA WK Ja ce
HHAMBHIyaIu3upa Mo-HaTaTeK, ako ¢ HeoGxoaumo. [ToBeueTo nalueHTH ce uyBCTBaT nobpe npu
AHEBHA 033 MeKIY 4 u 6 mg. [Ipy HAKOU NALMEHTH MO3KE 1A € NOAXOAIIO KOpHIrupaHe Ha no3ara B
NIPOAB/DKEHHE Ha MO-ABJIBI NEPHOL, KAKTO M NO-HHCKA HAYaHA M MOANBPIKALLA 1033,

Hosute nan 10 mg aqHeBHO He ca MoKa3anu H0-106Bp €PEKT OT MO~-HUCKHUTE JO3H U MOXKE /12
TIPHHHHAT N0-4€CTa MOABa HA EKCTPANHpaMu/IHA CUMIITOMATHKa. Be3onacHocTra Ha 03, MO-rofeMu
OT 16 mg nHEeBHO, He € NOTaraHa Ha OLEHKA, U CEIOBATEIHO Te He Ce NMpenopbUBAT.



Xopa 6 cmapyecxa ev3pacm

Ipenopwusa ce HavanHa n03a ot 0,5 mg ABa MBTH Ha AeH. Tasu K03UPOBKa MOXKeE 1a Obae
HHJMBUIYTHO KOPHTHpaHa ¢ yBennvenue ot 0,5 mg nsa mbTH Ha JieH A0 | wiu 2 mg ABa OIbTH Ha
JeH.

Heya u onowu

He ce mpenoprusa ynorpe6ara Ha pHCTIEpHAOH MPH Aela ¥ FHOWH 1107 18-roauiHa BB3pacT ¢
IM30(QPEHH MOPany HEAOCTATEYHO NAHHH 32 €(HKACHOCT.

MauuiiHy enu3onu npy GUMONApHU PA3CTPOICTRA

Bu3pacmuu

POHHJIAJI Tpsi6Ba na ce NaBa BEAHEXK AHEBHO, KAaTo Ce 3al04He ¢ 2 mg pucnepunod. Kopurupane
Ha 103aTa, aKo MMa MMOKa3aHuA 3a TOBa, TP:AOBa J]a Ce MPaBH HA HHTEPBAIH, HE NO-MalKH OT 24 yaca, U
TO € yBeIMYaBaHe HAa 103aTa OT 1 mg AHEBHO. PucniepuioH ce npmiara Npy rbBKABO JO3HUPAHE B
HHTEpBaJ oT | 10 6 mg AHEBHO 1O ONTHMH3MPaHe Ha HUBOTO HA €()UKACHOCT M TOJEPAHTHOCT IpH
BCEKU nauueHT. JIHeBHA [03a HaJ 6 mg PUCTIEPUIOH HE € U3CiIeBaHa IIpH NIaUHEHTH C MAHHIHH
enu301M.

Kakro npu Besko cMMNTOMAaTHYHO JIeYEHHE, TPOABIKUTENHOTO JieueHue ¢ POHUJIAJI Tpa6ea
HETIPEKbCHATO J1a o€ OLICHABA H 000CHOBAaBA.

Xopa 6 cmapuecka ev3pacm

Ipenopbysa ce HayanHa no3a ot 0,5 mg aBa MeTH AHEBHO. Ta3u /103a ce NpeleHABa HHIHBUIYaTHO
npu ysenuaeHde ¢ 0,5 mg 1Ba mpTH JHEBHO 10 1 w1k 2 mg ABa IIETH ZHEBHO. Thil KaTO KTHHUIHUAT
OIHT NPH XOpa B CTapYecKa Bb3PacT € OTpaHndeH, ynotpebara Tpsa0Ba 1a € BHUMATElHa.

Heya u onowu

He ce mpenopbusa ynorpe6ara Ha pHCTIEPHAOH MpPH A€La U I0HOLIM oA 18-roauiHa BL3pacT ¢
OunonApHa MaHus NOpajy HEAOCTATEYHO JaHHH 34 e(UKACHOCT.

Ilepcucrupaiia arpecys npy MALMEHTH C YMEPEHA A0 TEXKKA NCMCHIIN HA AﬂgxaﬁMeQ

IpenopruBa ce HavanHa no03a ot 0,25 mg OBa MBTH AHEBHO. Ta3u JO3MPOBKA MoXe Aa Obae
HHIHBHIYaTHO KOpUTrHpaHa ¢ nopuuieHue ot 0,25 mg nsa nbTH AHEBHO, HO HE MO-YE€CTO OT BCEKH OT
BCEKH BTOPHM JIEH, aKo € Heobxomumo. OmrumanHara no3a e 0,5 mg aBa MbTH JHEBHO 33 MOBEYETO
nauueHTH. Hsikon nauuenTn, o6ade, Moxe Aa ce 4yBCTBAT A0oOpe OT fo3a A0 | mg ABa IITH AHEBHO.
Ilpyu maunenTH ¢ nepcucTHpAIla arpecys IpH JeMeHIus Ha AnixaitMep POHUIAJI He ce npunara
noseve oT 6 ceamuuy. Ilo BpeMe Ha neyeHneTo NaUUeHTUTE TPAGBA A Ce MOAJIAraT Y€CTO M PEIOBHO
Ha OLICHKa ¥ OTHOBO JIa Ce MNpeLieHsaBa HE0OOXOAMMOCTTa OT NPOABIDKABAHE Ha JICYEHHETO.

IloBeneHveckH pa3cTpoiicTBa

Heya u ronowu om 5 0o 18-200umna evapacm

3a nanmeHTH ¢ Terno >50 kg ce npenopbusa MepBoHavYanHa n03a 0,5 mg ek THEBHO. Tasu
DO3MPOBKA MOXKE A2 Ob/ie HHANBUIYATHO KOPUTHpaHa ¢ moBHilieHue OT 0,5 mg BEHBK JHEBHO HE
MO-Y€CTO OT HHTEPBAIIM Mpe3 €AMH JIEH, aK0 € Heo6X0ANMO. 3a OBEYETO MAUUEHTH ONTHMAIHATA
J03MpOBKa € 1 mg BeIHBX nHEBHO. HiAkou maunenTn obave, Moxxe Aa ce uyBcTBar Aobpe or 0,5 mg
BEIHBXK IHEBHO, JOKATO IPYrHM MOXeE Ja UMaT HyXna oT 1,5 mg BeOHBXK AHEBHO. 34 IAUMEHTH C
Terno <50 kg ce npenopryBa MbpBOHaYaIHa JO3MPOBKa oT 0,25 mg BeAHbX OHEBHO. Ta3u no3uposka
Moxe Ja Obie HHANBUAYaIHO KOPUTHpaHa ¢ nosuiuenue ot (0,25 mg BeAHBK AHEBHO HE M0-YECTO OT
HHTEpBAM Npe3 IeH, ako € HeoOxoaumo. OnTiuMantara 103a € 0,5 mg BeIHbK JHEBHO 3a IOBEYETO
nauueHTH. Hakon nmanueHTH o6aye Moxe aa ce 4yBCTBaT A06pe oT 0,25 mg BeOHBX AHEBHO, JOKATO



Jpyrd MOXe Jia UMat Hyxkaa ot 0,75 mg BEOHBXK AHEBHO.

Kakto npu BCAKO CHMIITOMaTHYHO JIeUeHHe, MPOABIDKUTENHOTO JieyeHne ¢ POHUJIAJI Tpa6Ba na
ce OlIEHsABa NEPHOAHYHO.

POHHUIAJI He ce penopbyBa NpH Aella oA S-roAuliHa Bb3pacT, Thi KaTo HAMa ONUT NpH AeLa,
MO-MAJIKH OT 5 FOJMHH, C TAKHBa Pa3CTpoiicTBa.

VBpexnaHe Ha 6L.0peUTe U YepHUA AP0

IanuenTtrte ¢ 650pedHO yBpexAaHe UMAT MOHIKEHa CIOCOOHOCT a eNMMUHUPAT AKTUBHATA
AHTHIICHXOTHYHA (ppaKius, OTKONKOTO BB3PACTHUTE C HOpMalIHa OBE0peyHa QyHKIMA.

INauuenture ¢ yBpeneHa GyHKIUA Ha 4epHUA Apo6 MMar MOBHIIEHA IUIa3MEHA KOHLICHTpAlHUsA Ha
cBoboaHaTa QpakLys Ha pUCIIEPHIOH.

He3aBucuMO OT KHOWKALMHUTE, HAYAIHATA H CJIeABAIMTE J03UPOBKH TpsAOBa Ja ca HaMalleHH
HanoJIOBHHA H KOPUTHPaHeTO Ha J103aTa TpAOBa Aa Obae no-6aBHO IpH NauKHeHTH ¢ 6p0pedHo WK
YepHOAPOOHO yBpexaaHe.

POHUJTAJI Tps0Ba na ce mpuitara BHUMATETHO OPU T€3U rPpyIU NMalUueHTH.

Hauwnn Ha npunoxeHue

POHUJIAJI e 3a nepopaiHo jieueHue. XpaHara He nosnusea abcopbuusra na POHHUJIAJL.

Ipu mpexpaTaBaHe Ha JJEUEHHUETO Ce MPENOphYBa NOCTENeHHO HaMATABaHe Ha 03aTa. MHOro psako
€€ OMUCBAT OCTPH CUMITTOMH MPH PA3KO MPEeKHCBAHE Ha JICYEHHETO C BUCOKH JO3H aHTHIICHXOTHYHHA
JIEKapCTBa, BKIIIOUHTENHO rajieHe, MoBphllaHe, H3NOTABaHe U Ge3chHue (BX. Touka 4.8). Moxke na ce
HabnronaBa W Bb30OHOBABaHE Ha IICHXOTHYHHTE CUMIITOMH U c€ ChoOUIaBa 3a [0ABa Ha HEBOJIEBU
JBUTATEIIHY pa3cTpoiicTBa (KaTo HaMpHUMep aKaTH3HA, JUCTOHUA H JUCKUHE3HA).

Ilpemunasane om Opyzu GHMUNCUXOMuU

Koraro € MequnuHCKH OmpaBaaHo, Ce NPEHOPHYBA NOCTENEHHO CIIMPAaHEe Ha MPEAUIIHOTO JICUCHHE,
koraro 3ano4sa JieueHnero ¢ POHUJIAJL Crpio Taka, ako € MEAULIMHCKU OIIpaBAaHo, NMpH
TIpeMHAHABaHe HA MALUEHTa OT JeNO aHTUNCUXOTHYHH MPENapaTy ce NpenopbuBa TEPAuITa ¢
POHHMJIAJI na 3amo4He B ICHA Ha ClIcABallaTa HHKEKIHA OT cxeMara. Heo6xommuMoctTa oT
MpOABKaBaHe Ha MPOBEXIAHOTO AHTHIIAPKHHCOHOBO JIeYeHHE TPAOBa IEPHOAUYHO 2 ce
npepasriiexa.

4.3 IIpoTHBONOKA3aHUA
CBPBXYYBCTBUTETHOCT KM aKTHBHOTO BEIIECTBO MM KBM HAKOE OT IIOMOIIHHUTE BELIECTBA.
4.4 CnennaJHH npeAyNpeKIeHHA H NPeaNna3HH MepKH NPH ynoTpeda

IauueHTH B cTapyecka Bb3pacT ¢ JCMCHUNUA

Obwa cmvpmuocm

[Mpu BB3pacTHH NALHEHTH C NEMEHIIMA, JISKYBaHH C aTUIIHYHY aHTUIICHXOTHULY, ce Habmonasa
yBeJIHYaBaHe HA CMBPTHOCTTA B CPaBHEHHE C Iulalie60 npu MeTaaHanus Ha 17 KOHTpOIMpaHH
[pOyYBaHUsl, IPOBEACHH C ATHIUYHH AHTUIICHXOTHIH, BKITIOYHUTEHO U ¢ pucnepunoH. Ipu
1ane00-KOHTPOIUPAHH IPOYYBaHHs B TOIMYJIALUATA IAUMESHTH, JIEKYBaHH C PHCIIEPHJIOH,
CMBPTHOCTTA € 4% TIpH JIeKyBaHH C PUCIICPUIOH MallUeHTH, CpaBHEHO ¢ 3,1% npu nanueHTH Ha
mwiane60. ChOTHOLIEHHETO Ha BepoATHOCTH (95% moseputeneH uarepsan) e 1,21 (0,7; 2,1).
Cpennara Bb3pacT Ha MALMEHTHUTE C JieTalleH u3xoA € 86 roguau (Mexay 67-100).



Eonospemenno npunosicenue na gpyposemuo

Ipu nnaneGo-KOHTPONNPAHH KIMHHYHH NMPOYYBAHHA C PHCNEPUAOH, NMPH NAaLMEHTH B CTapyecka
BB3paCT ¢ AEMEHIIHs, JICKYBaHH EHHOBPEMEHHO ¢ (ypo3eMHMA M DHUCIEPUMIOH, ce HalmoAaBa mo-
BHCOKa cMbprHOCT (7,3%; cpenHa BB3pact 89 romund, Mexnay 75-97) B cpaBHEHHE C IMallUeHTH,
JIieKyBaHH caMO ¢ pucnepunoH (3,1%; cpenna Bb3pact 84 romunu, Mexay 70-96) wiu camo ¢
tbyposemun (4,1%; cpenna Be3pact 80 roamuu, Mexny 67-90). YBemumueHaTa CMBPTHOCT IpH
NalUeHTH, JIEKYBaHH ¢ (pypo3eMH U PHCIEPHIOH, € HabmiofaBaHa NpU fABe OT OOII0 YeTupu
KIMHUYHY Npoy4YBaHusa. EXHOBPEMEHHOTO MPHIOKEHUE HAa PUCTICPUAOH C APYTH HUYpeTUlH (IJIaBHO
NPAIOKEHUETO HA THA3UIHHU AUMYPETULIM B HUCKU JI03H) HE CE€ CBBP3BA ChC CHIIOTO 3aKIHOUCHUE,

He e HamepeH maToH3HOJOTHYEH MEXAaHH3BM H HAMA MOCIEHOBATENEH MOME, KOWTO Ja OGACHH
NpHYHHATA 3@ HaGI0IaBaHaTa CMBPTHOCT. BBIIpexy ToBa TpsAOBa Aa Ce BHMMAaBa M Ja Ce B3eMar Ipea
BUJ MOJ3UTE W PHCKOBETE OT TakaBa KOMOHWHAUMA WM CHIIBTCTBAIIO JIEYEHWE C APYTH CHIHH
IVYPETULIY, peau a C& B3eMe pelleHUe 3a HeiiHOTO npunaraHe. HiMa yBenuyueHa CMBPTHOCT MpH
Hal[UeHTHTe, KOUTO MPUEMaT APYTH JUYPETHUHM KaTO CBITBTCTBALLIO JICYSHHE 3aeOHO C PUCIIEPHAOH.
HesaBucuMo OT JieueHHeTo, JeXHAPATALHATA € PUCKOB (aKTOp 3a CMBPTHOCT H TpAGBa BHUMATEIHO
Ia ce u36srBa [Py MALMEHTH B CTAPYECKA BH3PACT C AEMEHLIUA.

Hexenanu MmozpuHOCha0BH peakunn (HMCP)

Ipu mnaneGo KOHTPOIHPAHH KJIMHUYHHU NPOYYBaHUS MPH MALMEHTH B CTapuecKa BB3PACT C IeMEHIHA
¥Ma 3HAYUTEIIHO MNO-BUCOK MpoueHT (mpubnmsurenHo 3-kpatHo nosumasaHe )Ha HMCP, karo
HalpHMep MHCYNT (BKJIFOYHTENTHO CHhC CMBPTEH HM3X0[) U MpPEXORHH MCXeMHWYHH TPHCTBIU TpPU
MALWEHTH , JIEKYBaHU C PUCIIEPUIOH , B CPaBHEHHE C NMalMeHTH,IpueMaliy ruianebo (cpenHa Bp3pact
85 roaunm; nuanaszon ot 73 mo 97). Crbpanute maHHU OT 6 IwTanef0 KOHTPONHPAHHW NMPOYYBAHHA
[JIaBHO TIPH MAallMEHTH B CTapuecka BB3pacT (>65 roauHu) ¢ aeMeHLus nokasar, ye HMCP (cepuosaun
U He-CepHO3HH, kKoMOuHHpaHHM) ce moimy4asar mpu 3,3% (33/1009) oT maumeHTHTE,JIeKyBaHU C
pucniepuiod, u mnpu 1,2% (8/712) npm nauvieHTHTe, NpUeMalld IDIane6o. OTHOIIEHHETO Ha
BeposTHocTTa (95% moBeputeneH uaTEpBaI) € 2,96 (1,34; 7,50).MexaHU3MBT 3a TO3M MOBHUILEH PUCK
HE ¢ u3BecTeH. [IOBHIIEHMAT pUCK He € W3KIIOUEH 3a ApYI'M aHTUNCHXOTHLUY WIH APYTH rpyIH
naupentu. POHUJIAJI TpsabBa na ce mpwiara ¢ BHUMAaHUE NpPH MALMEHTH C PUCKOBH ¢aKTopH 3a
HHCYINT.

PucksT or HMCP € 3Ha4nMo 10-BHCOK NpH MALMEHTH ChC CMECEH WIM CHIOB THIl AEMEHIMA IpH
CpaBHEHHE C NEMEHUMs Ha AngxaiiMep. 3aroBa HAUMEHTH C IPYr THN JAEMEHLMHA, Pa3jIMiHA OT
JeMeHnus Ha AjixaiiMep, He TpsaOBa Ja ce JIEKYBaT C pUCIIEPHIOH.

JlexapuTe TpsAGBa Ja NMpelLeHAT PHCKa H noi3ara ot nmpwioxkeHuero Ha POHUJIAJI npu nmauueHTH B
CTapuyecka BB3pacT C AEMEHIMsA, KaTo B3eMar mpej BUA NPOTHOCTHYHHUTE KPHUTEPHU 3a MHCYIT NIpH
BCCKH eAWH mauueHT. [TaupeHTHTe WM XOopara, KOHUTQ Ce TpHXaT 3a TiaX, TpabBa nma Obuar
npenynpeneHy He3abaBHO Aa cho0manar 3a nmpusHauy u cumnroMu Ha HMCP karo BHe3anHa ciaboct
HJTH CKOBAHOCT Ha JIMLETO, pPhLeTe WM Kpakara, i 3a mpobJieMu ¢ roBopa WM ChC 3peHHeTo. Benmakn
BB3MOXKHOCTH 32 JieueHHe TpsAOBa Ja ce OOMHUCIAT He3abaBHO, BIJIIOUHTENIHO NMPEYCTAHOBABAHE Ha
JIGYEHUETO C PUCTIEPUAOH.

POHHUJIAJL 1pabBa ja ce H3MON3B2 33 KpaTKOCPOYHO JICYEHHE HA INEPCUCTHpallla arpecus INpH
MALMEHTH € YMEpPEHa [0 TeXKa AEMEHLUMA Ha AJxaiiMep ¢aMO KaTO [JONMBJIHEHHE KBM
He(hapMaKOJIOTHYHUTE MOJAXOAU, KOraTo T€ UMaT OrpaHH4YeHa e(eKTHBHOCT WIHM He ca epHKacHH U
NpA KOMTO MMa PHCK OT caMOHapaHABaHe WM HapaHABaHe Ha okoyHute. Ilanuenture TpadBa
penoBHo na ObAAT NOAJAraHd HA MNPEOLEHK3a, KaKTO M HEoOXOAMMOCTTa OT NPOAB/IKAaBaHE HA
JICYEHHETO.

OpTOoCTaTHYHA XHIOTOHHUS

Iopamu anda-6nokHpaloTo AeiicTBHE Ha PUCIICPUAOH € BH3MO)KHA MHofBaTta Ha (OPTOCTAaTHYHA)
XHUITIOTOHHA, 0cobeHO 110 BpeMC Ha Ha4YalTHUA IICPHOO HA afanTHpaHe Ha [o3ara. KnuHuyHo 3HaYnMa



XMIIOTOHMA ce HabmozaBa B NOCTMAapKETUHTOBHA TMEPUOA, NPH €AHOBPEMEHHO MNpPUIOXKEHHE Ha
PHCIEPUIOH M aHTUXHUNepTeH3uBHO neueHue. POHUJJAJI Tps6Ba na ce mpuiiara BHAMATEIHO NpH
TDAUMEHTH, 3a KOMUTO C€ 3Hae, Y€ HUMaT CBPACYHO-CHAOBO 3abonsABaHe (Hamp. CopaeuHa
HEJOCTaTh4yHOCT, HMHGApKT Ha MHOKapia, HapyIIeHWs Ha NPOBONUMOCTTA, NEXHIpATalluA,
XMIIOBOJIEMHMS, MTM MO3BbYHOCHAOBA OoliecT), U J03ata TpaOBa Aa Oblle MOCTENEHHO aganTHpaHa
CHopell MpenopeKUTe (BK. ToUKa 4.2). AKO ce TIOABH XUIOTOHHA, TpAGBa fa ce 0OMUCITH HaMaleHHe
Ha Ji03aTa.

Kxncna puckunesust/ Excrpampamunuu cumnromu (KIVETIC)

HeKapCTBeHHTC NPOAYKTH CbC CBOICTBA Ha aHTArOHMCTH Ha JOTIAMHHOBHTE peuenTopy, ca CBbp3aHu
C HHAYLUPAHETO Ha KbCHA AUCKUHE3HUA, KOATO CC XapaKTepHU3Hpa ¢ PUTMHYHHA HCBOJIEBU IBHKEHUI,
NpEAUMHO Ha €3UKa W/Wnm smuerto. [Tosiara Ha CKCTparnnpaMuiHa CHMIITOMaTHKa € pUCKOB (bax’rop 3a
KBbCHAa AUCKHHE3UA. AKO C€ IOABAT NpU3Halld H CHMIITOMH Ha KbCHa JHCKHHC3HA, TpﬂGBa na ce
oOMucIH CIIMPAHETO HA BCHYKH aHTHUIICUXOTHIH.

Hesponentnuen manuraes cuaapom (HMC)

Ilpu npunokeHne Ha aHTUIICUXOTHIM ce ChOOIaBa 3a BH3HMKBAHE HAa HEBPOJENTHYEH MAIMIHEH
CHHAPOM, KOHTO ce XapakTepu3upa C XHUNEPTepMHs, MYCKYJIHA PHTHIHOCT,HeCTAGHIHOCT Ha
BereTaTMBHATA HEpBHA CHCTEMa, NPOMEHEHO CB3HaHWE H TOBHIIEHW HHUBA Ha CepyMHara
KpeatHdochokHHaza. JIOMBIHUTENIHY CHMIITOMU Morar aa 6baar MuornoGuHypus (paGaoMHOIN3a)
U ocTtpa OBnOpeyHa HENOCTaTBYHOCT. B TO3H cCiydvail, BCHYKH aHTHIICHXOTHLH,BKIIOYHTEIHO
POHHULAJL Tpabea na 6paaT CripeHH.

ITapkuHcoHOBa OoJiecT U AeMeHNHA ¢ Tenua Ha Lewy

Jlexapure TpsOBa Oa NpELEHAT PUCKOBETE CHPSIMO ION3aTa, KOTaTo MPEANHUCBAT AHTHIICHXOTHIIH,
sxmounTenHo POHUJIAJIL, Ha nanueHty ¢ [lapknHcoHoBa Gosnect wiM AeMeHIUA ¢ Telna Ha Lewy
(DLB). Bp3mMoxHO e BiomaBaHe Ha IlapkuHcoHOBata Gonect or pucnepumod. Ilpu aBere rpymu
CBILECTBYBA MOBHILIEH PHCK OT Pa3BUTHE Ha HEBPOJIENTHYEH MAIUIHEH CHHAPOM, KaKTO H IOBHLIEHA
YyBCTBHTETHOCT KbM AHTHUIICHXOTUYHHMTE JICKapCTBa; T€3W MAllMEHTH Ce HM3KIIOYBAT OT KJIMHUUHH
npoyusanud. [IlpogBata Ha Ta3Mm TOBHIUGHA YYBCTBHUTEIHOCT Karo JOONBIHEHHE KBM
eKCTpanupaMHJHaTa CHMIITOMaTHKa MOXe Ja BKIIOYBA OOBpKBaHe, OOHYOMIAlLMO, MOCTYpaiHA
HeCTabMITHOCT € YECTH NMaJaHMs.

Xunepraoukemus

3a XunepriMKeMHus WIM o0OCTpAHE Ha ChINECTBYBAIL OTHpEeAH AHAbeT ce choOImaBa B MHOTO PEOKH
cirygad 1o BpeMe Ha neyenuero ¢ POHUJIAJL Ilpenoppusa ce MOAXOAALLO KIHHUYHO HabioaeHue
Ha NaLMeHTH ¢ AnabeT U Ha MallHeHTH ¢ PUCKOBH (akTOpH 3a pa3BUTHE Ha 3axapeH AHa0erT.

XunepnpoaakTHHEMUS

IIpoyuBaHns ¢ ThKaHHU KyJTYpPH IOKa3BaT, Y€ pacTeXbT Ha KIETKH NpH TYMOp Ha IbpAaTa NmpH
JOBeKa Moxe OM ce CTHUMyJHpa OT NpoNiakTuH. Makap 4e He e siCHa Bpb3KaTa C MPHJIOKEHUETO Ha
AHTUIICUXOTHLHM, AOKOJIKOTO € JOKA3aHO B KIMHUYHM Y €NUIECMUOIOTHYHY IPOYYBaHUs, IPENOPhYBa
ce MOBUIIIEHO BHHMAaHHWE TIPH MAlMEHTH ChC 3HauuMa aHamHe3a. POHU/JIAJI Tpabsa na ce mpunara
BHHUMATEJTHO IPH MAUEHTH C NPEAIIECTBANA XUIIEPNPOIAKTHHEMHUS H NIPH MALUEHTH C BEPOATHOCT 32
MIPOJIAKTHH-33BUCHUMHU TYMOPH.

Vawnxasane Ha QT - uHTEpBaIa

B nocTMapKeTHHroBus TEpHO MHOT'O PAAKO ce ¢hoOllaBa 3a yabibkasane Ha QT-unrepsana. Kakto u
C APYTHTEC aHTHIICUXOTHLH, Tpﬂ6Ba Aa ¢€ BHHUMaBa, KOraro puCrnepruaoH c€ NnpeanucBa Ha nauueHTy,
3a KOHTO C€ 3Hae, Y€ CTpajar OT ChPACYHO-CHAOBH 3a0ONABaHUA, KOMTO HMar ¢aMunHa
obpemeneHoctr 3a yabibkeH QT-uHrepsan, OpamgukapAus WM  €IEKTPOJIUTEH aucOaiaHc



(xunokanueMus, XMIIOMarHe3WeMHs), Thi Karo TOBa MOXe Na IMOBMIIM PHCKA OT PUTHMHH
HapyeHus, KaKTo U IpH €AHOBPEMEHHATa yroTpeba Ha JIeKapcTBa, 3a KOUTO CE 3Hae, Ue YABIIKABAT
QT-unTepBaANa.

IIpunagsum

POHUJAJI tpabpa na ce u3non3Ba BHUMATEHO NPH MALMEHTH, KOUTO HMAT aHaMHEe3a 33 NPUNaTbLH
HITH OPYTH CBCTOSHHUA, KOMTO NOTEHLMAIIHO MOTAT a HAMAJIAT [Ipara 3a MPHNaIbLIH.

Ipuanu3sm

ITo Bpeme Ha neuenuero ¢ POHHUJIAJI moxe Oa ce MONyYH MpPHANH3BM NOPaxM HErosus anda-
afipeHepriudeH OIOKMpaI eeKT.

Perynupane Ha TellecHaTa TemMneparypa

CmATa ce, ye aHTHNCUXOTHLMTE PAa3CTPOIBAT CIOCOOHOCTTa Ha OPraHU3Ma Aa peryjidpa TeleCHATa
Temnepatrypa. Jlobpe € na ce B3emar ChOTBETHH MepkH, koraro POHHUJIAJI ce mpenmucea Ha
TALIMEHTH, KOUTO CE U3JIaraT Ha ChCTOSHUsA, KOMTO MOXE Ja JOTIPHHECAT 3a [IOBHIUABAHE HA TElecHaTa
TEMIEpaTypa, HalpuMEp YCWIEHO (HM3HYECKO HATOBApBaHE, M3NaraHe HAa rONAMa TCOpPEIUHHA,
MOJy4aBaHe Ha CHIIBTCTBALLO JIEYEHHE C aHTUXOIHHEPIUYHA aKTHBHOCT WIH JE€XUApaTHPaHe.

ﬂega 1 IOHOIIH

Ilpenu u3NHMcBaHe HA PHUCTIEPHIOH Ha Jiela WIH IOHOLIM C IOBEAEHYECKH pa3cTpoiicTBa TpsOBa
IMJIOCTHO OLICHABaHE 32 (M3MKATHH M COLMAIHM NPHYMHH Ha arpecHMBHOTO NOBEACHHE KaTo
HanpuMmep NpUYNHsABaHe Ha 60JKa WITH HECHOTBETCTBAILM Ha CpelaTa UCKaHHs.

Ilpy Tasm rpyna TpsAOBa BHUMATEHO Oa Ce CIIEAM CENATHBHHAT €(eKT Ha PUCNEPUAOH MOPaaH
BB3MOXKHHTE TOCIACHUL BBPXY CIOCOOHOCTTa 3a yueHe. [IpoMsiHaTa Ha BpeMETO Ha MpUIaraHe Ha
PHCIICPHAOH MOke Na MomgoOpu BB3ACHCTBHETO Ha CEJATMBHOTO CPENCTBO BBPXY BHHUMAHHETO Ha
Jlerara ¥ IOHOLIUTE,

PucnepniioH ce CBbp3Ba ChC CPEAHO YBeNMUEeHUE Ha TEJECHOTO TEIIO M MHACKCA HA TEJIeCHaTa Maca
(UTM). JledyeHneTro ¢ PHCHEPHAOH C MpPOABIDKUTENHOCT A0 | roguHa HE MOKa3Ba HEXENaHH
JIEKapCTBEHH peakLi BBPXY Pacrexka H IOJIOBOTO Ch3pABaHe. IIpoMeHUTE B pBhCTa IPU ABITOCPOYHH
€KCTCH3MBHH OTBOPEHH NPOYYBAaHHA Ca B paMKHTe Ha HOpMara, ouakBaHA 3a Bp3pacTra. Edekrture
BBpPXY TOJIOBOTO CBH3psBaHE M PBCTA IIPH ABJITOCPOYHO JIEUEHHE C DHUCIEPHUAOH HE ca a/EKBaTHO
OpOyYEHH, .

INopagu noTeHUMATHUTE €(EeKTH OT NPONBILKHTEIIHATA XUIEPIIPOJIAKTHHEMHS BEBPXY pacTexa H
MONOBOTO CB3pABaHE IpW Aella M OHOmH TpAOBa Ja ce NMpaBH peNOBHA KIMHMYHA OLEHKA Ha
€HIOKPHHHHUSA CTaTyC, BKJIFOYMTENHO H3MepBaHe Ha PBCT, TEII0 U MOJNOBO CH3psABaHE, KOHTPON Ha
MEHCTPYyalyaTa U APYTH NOTEHIMAIHO CBBP3aHH C MPOJIaKTHHA eeKTH.

Ilo Bpeme Ha JieueHHE C PHCIIEPHAOH pPENOBHO TpAOBa a ce Clequ 3a eKCTpalmHpaMuiHa
CHMITOMATHKA U PYTH JBUTATEIHN HapyIICHHS.

3a cneunbu4HA NPENOPHKU NMPH JO3UPOBKA NPH Jella U FOHOIIH BIDKTE TOYKa 4.2,

IlomoIHH BellecTBA

@unMupaHuTe TabNeTKH CHABPKAT JiakTo3a. IlanueHTH ¢ peiku HacneacTBeHU nedekTd KkaTo
HENOHOCHMOCT KBbM TaJIakTo3a, AchHUMT Ha Lapp JlakTa3a WM Ha TTIOKO30TalakTo3Ha Manabcopbuus
He TpAOBa Jja prueMar ToBa JiekapcrBo (0THACA ce caMo A0 puIMupaHuTe TaGNeTKH).

4.5 B3aumoneicTBHe ¢ APYrH jJeKapcTBEeHU NPOAYKTH H APYrH GOpMH Ha B3aHMOJeficTBHE

KakTo u mpu Apyru aHTHICHXOTHIH, BHUMATEIHO ce OOMUCISA U3NKCBaHE Ha PUCHEPHIOH C ApYTH
JIEKapCcTBEHH TPOAYKTH, 3a KOUTO ce 3Hae, 4e yawmbkaBaT QT-uHrepBana, Hamp. Kiac Ia
aHTHAPUTMHULUM (HAp. XMHHOWH, OWU3ONMpaMHi, IpokanHamup), kiuac I11 anTtwmapurmum (Hamp.
aMHOMAPOH, COTAJION),TPHUIMKIUYHA aHTHAeNpecaHTH (Hanp. AMUTPHUITHIHH), TETPALMKIMYHU



AHTHICTIPDECAHTH (HAIp.MANpOTWIHH), HAKOM AHTHXHUCTaMHHH, IPYTH AHTUICUXOTHIH, HIAKOH
aHTUMaNapHuiiHd JekapcTBa (Hamp. XWHHH U MeQUIOKHH), W C JIeKapcTBa, KOMTO MPHYMHABAT
eJIEKTpoNuTEH AucbanaHe (XMNOKaTMeMHus, XUTIOMarHe3ueMus) Wid Opamukapaus, Wik TAKHBa, KOUTO
UBXHOMpAT uepHOApPOOHHMA MeTaGoNMM3BM Ha pucnepunoH. TO3M COHCHK € NpUMEPEeH, a He
H34eprnaresneH.

Iomenyuan na POHHIAJI 0a noanuasa Opyeu nexapcmeenu npooyKkmu

Pucnepunon TpabBa aa ce ynorpe6sABa ¢ MOBHIICHO BHUMaHUE NMPH LEHTPATHOAEHCTBALM BEILECTRA,
oco0EcHO BKIIOYBAIM AITKOXOJM W OeH304Ha3eNMHHH NOpany MOBHUIEHHAT PHUCK OT CeOupaHe.
POHUJIAJT moxe ma aHTaroHusupa edekTa Ha JIEBOJAONA U HA APYTrd NONAMHHOBH ArOHUCTH. AKO
Ta3sd KOMOMHaLIUA ce CUMTa 32 HeoOXonuMa, 0co0eHO MpH KpaeH craxdii Ha [TapkuncoHoBa Gonecr,
TpsAbBa Jla ce M3MMIIE Half-HucKaTa edeKTHBHA N03a.

KnunuyHo 3HaYMMa XWIIOTOHHA ce HabnroaaBa B NOCTMApPKECTHHTOBHUA 1ICPUOA IPH €OHOBPEMCHHO
Npuiarase Ha pUCNICPUAOH C aHTUXUIICPTCH3UBHO JICYCHHE.

POHUJAJI He noka3Ba KIMHUYHO 3HaYMM e(eKT BbpXy (apMakOKHHETHKaTa Ha JIMTHH, BaImpoar,
JHTOKCHMH WITH TOITMPaMaT.

Ilomenyuan Ha Opyeume nexapcmeenu npodykmu oa noenuseam POHUTAJ

H3BecTHO e, ue kapbaMasenuH HaMaIABA IUIa3MEHaTa KOHIEHTPAlUsA Ha aKTUBHATA aHTHUIICUXOTHYHA
¢paxuvs Ha pucnepunos. ITogo6Hu edexTn Morar Aa ce HaONIOAaBaT HamnpHMep ¢ pudaMIULyH,
¢deHuTonH U ¢eHobapOuTan, KOUTO CHILO HHAyuupar depHoapobHua ensum CYP 3A4, xakro u P-
raukonpoTenHa. Korarto ce 3amoysa WM cridpa jieueHde ¢ KapbaMa3enuH Wik ¢ APYTH HHIYKTOPH Ha
yepHompoOHUs eHsuM CYP 3A4 /P-nmukonporemHa (P-gp), nekapar TpaOBa Oa mNpeoLEHH
nosuposkara Ha POHUJIAJL

OIyOKCeTHH M [apOKCEeTHH, Koutro ca uHxuburopu Ha CYP 2D6, noBuiaBar Imia3MeHaTa
KOHLIEHTpaUusA Ha PUCIIEPUIOH, HO B IIO-MAJKa CTENEH Ta3y Ha aHTHUIICHXOTHYHaTa ¢pakuua. Ouaksa
ce, ye apyru uaxubutopy Ha CYP 2D6 xato XMHHIUH MOXeE Ja NOBIUSAAT IUIa3MEHATa KOHLCHTPALHA
Ha pucnepunioH no noxobex HauuH. Korato ce 3amousa WM NpeycTaHOBsABA CAHOBPEMEHHO JICUEHHE C
(IyoKceTHH WIHM NapoKCETHH, NieKapAT TpaGBa Ja MOMIONKH Ha IpEeolleHKa MAO3WpOBKATa Ha
POHMJIAIJL

Bepanamun, koiito e unaxuburop Ha CYP 3A4 u P-gp, moBumaBa IUia3MeHaTa KOHLIEHTpAIMA Ha
PUCHEPHIIOH.

lananTaMMH M JOHENe3Ww! HE MOKa3BaT KIMHUYHO 3HAUYHMM €QeKT BBPXY (GapMakoKHHETHKAara Ha
PHUCTICPHIOH W BBPXY aKTHBHATA AaHTHICHXOTHYHA ¢pakiys. DeHOTHA3WHHUTE, TPULHUKIIUUHUTE
AaHTHICTIPECAHTH M HsAKoM Oera Onokepd Morar Oa NOBHIDAT IU1a3MeHAaTa KOHIEHTpalus Ha
PHUCTIEpUIOH, HO HE M Ha aKTHBHATAa AHTHIICUXOTHYHA (pakuusi. AMUTHPUNTHINH HE TOBJIHABA
(dapMakoKUHEeTHKAaTa HAa PHCIIEPUIOH M Ha aKTHBHATA AHTHICHXOTHYHA (pakumsa. LlumerHovH u
PaHUTHANH NMOBUIIAaBAT GHOHAINYHOCTTA HA PUCTIEPHIOH, HO CAMO HE3HAYMTENTHO Ta3d Ha aKTUBHATa
anTHIICUXoTHYHA (pakuusa. EputrpoMunmH, koifto e muxubutop Ha CYP 3A4, He npomens
(apMaKOKHHETHKATa HAa PUCIICPUAOH, HUTO HA aKTHBHATA AaHTHIICUXOTHYHA (pakims.

Komburmpanara ynorpeba Ha ncuxoctumynanTtu (Hanp. metundenunar) ¢ POHUJIAJI npu neia 1
IOHOIIK He MpoMeHs (apmakokuHeTUYHaTa edukacHocT Ha POHUJJAJL.

Buxre Todka 4.4 OTHOCHO NMOBHIUEHA CMBPTHOCT NPHU MALMEHTH B CTapyecka BB3pact ¢ AEMEHLUA,
[IpUEMaIll €IHOBPEMEHHO C TOBA (ypO3EMH L.

EnnoBpemenHara ynorpeba Ha nepopanen POHUIAJI ¢ natunepuIon He ce Npenopbusa, Thii
KaTo MATANEPUAOH € aKTHUBEeH METa0OIUT Ha PUCNIEPUIOH M KOMOMHALIMATA HA JIBETE JIEKAPCTBA MOXKE
J1a oBefie A0 JOMBJIHUTEHA €KCIIO3NLIMA Ha aKTHBHA aHTUIICUXOTHYHA (paKiius.



4.6 BpeMeHHOCT H KbpMeHe

BpemenHoct

Hsama nocrare4Ho naHHM 3a ynoTpeGata Ha pUCTIEPUAOH Npd OpeMeHHH xeHH. CBIVIaCHO
TIOCTMAapKETUHTOBH JNaHHH o0paTMMa eKCTpanmMpaMHIHA CHMITOMAaTHKA IPU HOBOPOJACHH €
Ha0monaBaHa ciel ynoTpeGa Ha pPHCHIEPHUIOH 1O BpEMe HA TMOCIETHOTO TpHMeceuHe Ha
GpemenHoCTra. 3aT0Ba HOBOPOJACHHTE TPAGBa Na Ce KOHTPOJNMpPAT BHMMATENHO. PHCIEPHIOH He e
TEPATOreHEeH NPH NPOYYBaHUA C KUBOTHH, HO Ca HaOMONABaHH OPYrd BHIOBE TOKCHYHOCT BBHPXY
penponyKTHBHara cucreMa (BX. Touka 5.3). TIOTEHIMaTHMAT pPHCK NPH Xopa He e
m3Becten.Cnenosarenno POHHUIAJI ve TpsiGBa na ce U3non3Ba Npu GPEMEHHOCT, OCBEH B Cly4ail Ha
KaTeropu4Ha HeoGXOAUMOCT. AKO € He0OX0AUMO Na Obie CIIpAH MO BpeMe Ha GPeMEHHOCTTa, TOBa HE
Tps6Ba 1a cTaBa M3BEOHBXK.

Kopmere

[Ipu poy4BaHKs ¢ KUBOTHH € YCTAHOBEHO, Y€ PUCIIEPUIOH H 9-XUAPOKCH-PUCTIEPUIIOH CE OTAENAT B
MJIIKOTO. YCTaHOBEHO €, Y€ PUCIIEPHIIOH H 9-XHIPOKCH-PHCTIEPUIOH CE OTAENA M B KbPMATa B MaJIKH
KonuyecTsa. HaMa HaTMYHY NaHHM 32 HEXKENAaHU peaklHH NpU KbpMadera. Cle10BaTeHO 110/13aTa OT
KBPMEHETO € MO-TONIMA B CPABHEHHE C NOTCHIHAIHHS PHCK 3a JAETETO.

4.7 Edext BbpXy cnocoGHoCcTTa 32 modupade u 3a paéora ¢ MalIMHA

POHUJIAJT Moxe na uMa MUHHMaIEH WIH yMepeH ebeKT BBbPXY CIOCOGHOCITA 3a IOopUpaHe H 3a
paboTa ¢ MalIMHM NOpany MOTEHUMATHHA epeKT BbPXY HEPBHATA CHCTEMA M BHPXY 3PEHHMETO (BXK.
Touka 4.8). CnenosarenHo mauueHTHTe TPAOBa Ja GBAAT CHBETBAaHH 1A HE WOQHUPAT M Aa He paGoTaT
¢ MalUIMHY, JOKAaTO HE CTaHE M3BECTHA TAXHATA MHAMBUAYaHA YYBCTBUTEIHOCT KBM JIEKAPCTBOTO.

4.8 HexxenaHH peaKuu

Haii-uyecto crobmaBanure HexxenaHu jekapcrseHd peakuuu (HJIP) (pasnpoctpanerue >10%) ca:
NApKHMHCOHU3BM, IaBobosue u GescvHue. [To~gony ciaeasar Bcuuku HJIP, 3a kouTo ce choblaBa B
KJIHHHYHUTE NPOYYBAHHA M B NMOCTMApKETUHIOBHA mepunof. Ilpunarat ce clieqHWTe TEPMHUHH 3a
4yecToTaTa: MHOro dectd (>1/10), sectn (>1/100 go <1/10), Heuectu (>1/1000 mo <1/100), pemxu
(>1/10,000 no <1/1000), MHOTO penku (<1/10 000), ¢ HensBecTHA YecToTa (OT HANUYHUTE JAHHH He
Moxe Jia Ob/ie HanpaBeHa OLIEHKA).

B PaMKHTC Ha BCJAKO rpynyupaHe B 3aBUCUMOCT OT YE€CTOTAaTa HEXXCIIAHUTE JICKAPCTBEHH PEAKIIUK CE
I/I36p0}IBaT B HH3XOLX P€A 1O OTHOLWICHHUE HA TAXHATAa CCPHO3HOCT.

Hesxenanu gexapcrsenn peakiuud no MedDRA 6a3a naHHH Ha CHCTEMO-0PraHHH KJIaC0BE

Hzcaensanus

Yecmu IToBuiIeHHE HA NPOJAKTHHA B KPBBTA, NOBHIIABAHE HA TEIJIOTO

Hevecrnu Vasmxasane Ha QT-uHTepBaia Ha KapaAHorpaMara, MaToJorHYHa
€J1eKTpOKapaHorpaMa, NOBHIICHHE HAa KpBbBHATA 3axap,
MOBHLIECHUE HA TPAHCAMUHA3MUTE, HaMalleHHe Ha Oenure KPbBHH
KJICTKH, TIOBUIIICHHE Ha TEJICCHATA TEMIIEPATYpa, IOBUILCHKE Ha
€03MHOQIINTE, HAMATIEHHE Ha XEMOTJIOOHHA, TOBHILIEHHE Ha
kpeatnHdochoxuHazaTa B KpbBTa

Penxu CnanaHe Ha TellecHaTa TeMIeparypa

ChbpaeunH HapyleHHs

Yectn Taxukapaus

Hevecmu ATpHOBEHTpHKYNIapeH OJI0K, 6erpeH 6JI0K, IpeIChpAHO MBXKIEHE,

CuHycoBa Opanukapaus, NaJMHTaluH
Hapymenus HaKpbBTa U JIUM$HaTaCHCTEMA
Heyectu AHeMus, TpPOMOOUTONCHUA



Penxu I'parynonuroneHus

C HeussecTHa uyecroTa ArpaHynonuTosa

Hapymenusi Ha HepBHATA CHCTeMa

Mnozo yecmu IlapkuHCOHH3BM , MNIABOOOHE

Yecmu AxaTu3sns, CBETOBBPTEX, TPEMOP, AUCTOHUA,COMHOIEHTHOCT,
CeUpaHe, JIeTaprus, AUCKHHE3HS

Hevecmu Hepearnpane Ha ctumyiy, 3ary6a Ha Ch3HAHHE,

CHMHKOII, MOATHCHATO HUBO HA Cb3HAHHETO, MO3BYHOCHOB
WHLMEHT, IPEXOACH HCXEMHUYEH TIPHUCTHIL,IH3aPTPH,
HapyIIeHHE Ha BHUMAHHMETO, XHIIEPCOMHHS, CBETOBBPTEX TIPU
CTOCHE MpaB, HapyLlIeHHe Ha PaBHOBECHETO, KbCHA AUCKHUHE3HA,
HapyLIEHHE Ha TOBOPa, HapylleHa KOOPAMHALIVA, XHIIECTE3 U

Penku HepponenTuuen ManirHeH CUHOPOM, AuaberHa KoMma,
MO3BYHOCBHAOBO YBPEkKAaHe, MO3bYHA MCXEMHA, IBUIATETHH
HapyIleHHs

HapywieHnusi Ha ouuTe

Yectu HesicHo Buxnane

Hevecmu KOHIOHKTHBHT, O4Ha XUNEPEMHUA, CEKPET OT OYUTE, OTOK Ha
OYHUTE, CyXH OYM,IIOBHIICHO CHI300TAENAHE, hoTodhobus

Penkxun Hamanena spurtenta ocrpoTa, BEPTEHE Ha OUYMTE, IIIAYKOMA

Hapywmenus Ha yxoTo 4 1a0HpHHTA

Heuectu Boska B yxoTo, IIYM B yLIHTE

PecnupaTophu, rpbAHE B MEIHACTHHAJNH HAPYIICHHSA

Yecmu JIHCIIHes, eMUCTAKCHC, KAIUTHLA, CEKPET OT HOCd, 60Ka BBB
¢dapuHKCa U TapHHKCa,

Hevecmu CsHpkaHe, acIMpaliOHHA THEBMOHMA, GenoapobeH 3acToi,

HapyIeHUs Ha JUIIAHETO, XPHITOBE, KOHTECTHS Ha JUXATCIHUTE
bTULLA, JUCHOHMS,

Penku CuHIpOM Ha aliHes 10 BpeME Ha ChbH, XUIIEPBEHTUIIALMS

CroMailiHo-4peBHH HAPYIUEHMS

Yectn IospsiLare, AUapus, 3anek, rageHe, 6ojka B KOpeMa,
JHCIENCcHs, CyXoTa B yCTara, CTOMalleH AHCKOMQopT

Hedectuun Jucoarua, racTpur, ¢pekanHa HHKOHTHHEHIMA, PEKanoM

Peoxu OO6cTpyKIus Ha YepBara, MaHKPEaTHT, OTOK Ha YCTHHTE, XEHIuT

Hapymenust Ha 6b0peunTe H IMKOYHHUTE MbTHILA

Uectn Enypesa

Heuectu Ju3ypus, He3aabpiKaHe HAa ypUHATA, TIONaKHYpHA

Hapymenusi Ha KOKATa H NOAKOXKHATA ThKAaH

Yectu OO6pus, eputeMa

Hevyecmu AHrunoeieM, JI€3MH Ha KOXKATa, YBpeXXJaHe Ha KOXaTa, ChpOex,

aKHC,ACMTMTMCHTUPAHE Ha KoXara, ajioneuus, CCGOPCCH
ACPMATHUT, CyXa KOXKa, XHIICPKEparo3a

Penxn ITepxot

Hapynienus Ha MyCKY/IHO-CKeJIETHATA CHCTEMA H CheJHHHTEIHATA ThKaH

Yectu Aprpanrus, 6onka B repba, 60i1Kka B KpaliHHLHTE
Heuecmu MyckynHa ciaboct, Muanrus, 601ka BbB Bpara,

OTOK Ha CTaBHTE,
HapyIICHHE Ha CTOMKaTa, CKOBAHOCT Ha CTaBUTE, 60s1Kka B
MYCKYJIUTE H KOCTHTE Ha FPHIHUA KOLI

Penxu Pa6nomuonusa
HapyieHus Ha eHAOKPHHHATA CHCTEMA
Penxu HecrvoTrBercTBaiua cekpenys Ha aHTUIHYPETHICH XOPMOH



Hapyuwenus Ha MeTa0oIH3Ma H XPAHEHETO

Yectu TToBuIlLICH aneTHT, HaMaJIEH aneTHT

Heuectun AHOpeKkcHs, TOHIUIICHS

MHoro penku JuaberHa keroanmuosa

C HeusBecTHa 4ecrora Bonna unTokcukaims

Hudpexnun u nudecranun

Yecmu IMHesMOHMS, rpHI, OPOHXHUT, MH(EKIHK HA FOPHUTE JUXATENHH
OBTHILA, UHPEKLHMA Ha MUKOYHATE ITHTHIIA

Hevecmu Cunysur, BupycHH uH}peKkuny, HHOEKUWH Ha yXOTO, aHIMHa,

LEYJIMT, BE3NATEHHE Ha CPETHOTO YXO, HH(EKIHMH Ha OUmTeE,
JIOKATH3UPaHy HHQEKLIH, aKapOAEPMATHT, UHPEKLUH Ha
IUXaTeTHUTE IFTHINA, OHUXOMHKO3a

Peoxu XPpOHUYHO BB3IATIEHHE Ha CPEIHOTO YXO

Crba0BH HapyuIeHHS

Heuectn XUnoToHus, OPTOCTATUYHA XHITOTOHHUS, 3a4€PBABaHE

O61wu HapyIeHNs U eheKTH Ha MACTOTO Ha NPIIOKEHUE

Yectu Temneparypa, ymopa, nepudepHH OTOLH, aCTEeHH:, 60/IKa B
TbpAHTE

Heuectn OToK Ha JIHLETO, HAapyLIEHHe Ha OX0AKaTa, abHOPMHH

YCEILIaHUs, HEPA3IONOXKEHHE, IPUNONOI00HH CHMITTOMH,
KKAA, AMCKOMOPT B FEPAUTE,CTYAEHH TPBIKH

Penxn I'eHepann3upaH OTOK, XMIIOTEPMHSA, a0CTHHEHTEH CHHIAPOM,
CTYJCHH KpalHULIU

Hapymennst Ha HMyHHATa cHCTEMAa

Heuectu CBpPBXYYBCTBUTENHOCT

Penku JlexapcTBeHa CBPBXUYBCTBHTEHOCT

C Heuseecmna yecmoma AHaduiakTHIHA peaKkys

Xenaro-0HIHADHH HAPYIICHHA

Penxu XKbnrenuna

Hapyiuenus Ha BB3NPOU3BOAUTENHATA CUCTEMA H IbpAATa

Heuectu AMeHopesi, HapylleHa cekCyanHa QyHKUHs, epEeKTHIHA

IucYHKIMA, HEyCIeX Ha eAKyJlalysATa, ranakTopes,
THHEKOMACTHs, HEPeJOBHA MEHCTpyaLus, G410 TeYeHHe

Penxu TIpuanussm

Ienxuyunu HapymeHns

Mnozo vecmu BescwHuE

Yectu TpeBoxkHOCT, 6e3MOKOHCTBO, HapyllleHHe HA CBHA

Heuectu CocrosHue Ha 06bpKaHOCT, MaHUA, TOATHCHATO THOHUTIO,
anarus, HepBHOCT

Peoru AHoprazmus, IpHThIIEH apeKT

XunepnponaKTHHEMHA B HAKOH CTyd9aH BOAX IO MHHEKOMACTHA, HAPYLICHHS Ha MCHCTPYaLMsTa, aMEHOPES, FAIaKTOpES.
ExcTpanupaMusu HapylIeHHA MOXE Ja €3 @ NapKMHCOHM3bM (OOWNHA CanMBaumsi, BTBLPASBAHE HA CKENETHATA
MYCKynaTypa, HapKMHCOHH3bM, JINFABCHE, PHTHIHOCT KaTo 3p04aro konmeno, GpajiHKHMHE3NA, XUIOKHHE3UA, MACKOBUIHO
Jine, MyCKYJIHO HalpeXeHHE, aKHHE3WA, BPAaTHA PHTHAHOCT, MYCKy/lTHa PHTHIHOCT, MIAPKAHCOHOBA MOXOAKa U aGHOpMeEH
pedriekc Ha rnaGenara),akaTi3ns (6E3MOKONCTBO, XUIIEPKUHEIUA M CHHAPOM HA HECTIOKOHHHSA KpaK), TPEMOP,THCKHHEHS,
(mMcKuHe3Ns, MYCKYTHY MOTPEIBAHUSA, XOPEOaTeTo3a, ATET03a M MUOKIOHYC),AUCTOHMUS. JIUCTOHMATA BKITIOYBA AHCTOHUSA,
MYCKYJIHA CIIa3MH, XWIIEPTOHHS, TOPTHUKOJMC, HEBOJICBH MYCKYJHH KOHTPAKIMH, KOHTPAKTYpa Ha MYCKYAHTE,
GnedapocnabM, OKyNOPHpHS, MapaiM3a Ha €3MKa, JMUEBM CNasMH, JIapPUHTOCHA3bM, MHOTOHHA, OMMCTOTOHYC,
opodapuHTeaneH CnasbM, IUIEBPOTOTOHYC, CIIa3hbM HA €3HKA M YENIOCTHAa CKOBAHOCT. TPEMOPLT BKIOMBA TPEMOp H
OCTaTh4eH MAPKMHCOHOB TpeMop. TpsaGBa ma ce orGenexH, ue ca BKIIOYEHH IIHPOK CNEKTHD OT CHUMITOMHM, HO HE €
HEOGXO0AMMO T€ Ja MMaT eKCTPAIMPAMUIEH IPOU3XOL.
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Cnenpa cnucek Ha HJIP, cBBp3aHM C PHCTIEPHIOH, KOHMTO ca ompeencHd karo HJIP mo BpeMe Ha
KIMHAYHUTE NPOYYBAHUS, U3CIEABALUM JBArOACHCTBAMNA HHKEKLIHOHEH PHCTIEPHIOH , HO KOUTO He
ca onpenenenu karo HJIP npu xMHWYHE NpoyYBaHHs Ha IEPOPATHHS PHCIIEPUIOH.

B tasu TabJiuLa He Ca BKIIIOYCHH OHE3U I‘UIP, KOHTO Ca CICLIUANTHO CBBP3aHU ¢ HH)XXEKUUOHHUSA HaYHH
Ha TIPUJIOKECHUC HA PHUCIIEPHUIOH.

/ONBJIHHTENHY HEKENAHH JIEKAPCTBEHH PEaKLMH, 33 KOHTO Ce CLOGINABA NPH HHXKEKLHOHEH
PHCIIEPHIAOH, HO HE H MPH NEePOPAJHHA PHCIEPHAOH , Kaacupuuupann no MedDRA 6a3a nauuu
HAa CHCTEMO-OPraHHM KJacoBe,

HscaenBanus

HamanaBane Ha Teryioto, mNOBMIICHHE HA rama-IIyTaMWI-TpaHC(epasaTa, INOBHILEHHE Ha
YEPHOAPOOHUTE eH3UMH

ChbpaeyHy HapymeHHs

bpanukapaus

Hapyuwenns Ha KpbBTa H JIMM(HATA CHCTEMA

Heyrponenus

Hapymennst Ha HepBHATA CHCTEMa

IMapecresns, npunagbk

Hapyuwienust Ha oyure

brnedapocnaszsm

Hapymenus Ha yxoro n 1abupunTa

CBeTOBBpTEX

YBpeKIaHHS Ha raCTPOHHTECTHHAIHHUS TPAKT

35600071, cr1a3sM Ha €3UMKa

HapymieHns Ha K0KaTa M NOJKO0KHATA ThbKAH

Ek3ema

Hapymenus Ha MyCKyJIHO-CKeJIETHATA CHCTEMA U ChbeIHHHTENHATA ThKaH
bosnka B cefauIHNs MYCKYJI

Hndexuun u undecrauuun

HHpexuyn Ha TONHUTE AUXATENHN IBTHINA, MHPEKLMH, TaCTPOSHTEPHT, NMOJKOXeH abcuec
HapansaBauns 4 oTpaBsinusi

ITanane

CbaoBU HapymeHHst

XuneproHus

OO0mn HapymeHnsi H egeKTH Ha MACTOTO HAa NPHJIOKEHHE

Bonxa

IMcuxu4nm HapymeHHs

Henpecus

Epexmu na xnaca

KakTo ¥ ¢ BCHYKH ApYrH aHTHMIICHXOTHLHM, B MHOTO PEKH CITy4au B NOCTMApPKETHHIOBHSA TEPHOJ CE
cpobluasa 3a yawnkasane Ha QT-HHTepBana cieq NPHEM Ha pUcnepuaoH. JIpyru chpaeuny eextn
OT TO3H KJIaC, 3a KOMTO Ce ChoOLIaBa MpU AHTUIICHXOTHULMTE, KOMTO yAbDKaBar QT-uHTepBana,
BKJIIOYBAT KAMEPHA apUTMHs, BHE3allHa CMBPT, ChpAeyeH apect u Torsades de Pointes.

IToxaueane na mezano

Ilpu cpaBHeHWE Ha TPYNH BB3PaCTHM MALHMEHTH C IM30(PEHHS, OTroBapsllA HA KPUTEPHS 3a
IIOKa4BaHe Ha Terno >7 % OT TENEeCHOTO TEro, TPETHPaHH CHOTBETHO C PHCIEPHIOH M ¢ mauebo B
c6opru 6- no 8-cenMudHM MWIaneGo KOHTPONMPaHW KIMHHYHH MPOYYBAHHA, CE YCTAaHOBSBA
CTaTUCTHYECKH 3HAYMMO TO-TOJIAMO IIOKayBaHE HAa TErno mpu rpymara c¢ pucnepunon(18%), B
cpaBHeHde ¢ rpynara ¢ mianeGo (9%). Ilpu ceOuparensu miaue6o KOHTPOIMPAHH 3-CEAMHYHH
MIPOYYBAHHA MPH B3PaCTHH MALMEHTH C OCTPAa MAHUA NPOLCHTHT Ha [TOBHIIABAHE HA TEINIOTO ¢ > 7 %
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B Kpas Ha H3CICABAHETO € CPAaBHMUMO TIpH ABETE IPYIH - pHCTICpHIOH (2,5%) n mnaue6o (2,4%) - u

€ MaJIKO NO-BHCOK IIPY KOHTpPOJIHara rpyna (3,5%). B nomynanuus Ha neua u 0HOWIM ¢ NOBEIEHYECKH
H JpYrd pascTpoiicTBa ¢ HCCTPYKTHBHO MOBEACHME, NPH NBITOCPOYHH INPOYYBAHUS TETIOTO CE
yBenu4aBa cpeniHo cbe 7,3 kg cnen 12 Mecena neyenure. O4akBaHOTO NOKaYBaHe HA TEITIO 32 3IPABUTE
Aena Ha BB3pact oT 5 1o 12 rogunu € 3 mo S kg roguumno. Ot 12 g0 16 roausu ToBa rMokayBaHe Ha
Terio or3 Ao 5 kg romumHO ce Morepka NMpPH MOMHMYETAaTa, JOKAaTO MOMYETara HalaaBaT
NMpHOIM3UTENHO 5 kg roAuIHo.

Jonsnaurenya undopManys 3a CneNUATHN TPYIH TalHEHTH

Hexenanure JICKapCTBCHH PCAKLIMH MPH NALMEHTH B CTAPUYECKA BB3PaACT ¢ AEMECHLIMA HITH TIPH Aeua
3a KOHUTO Ce ChoOIIaBa NO-4€CTO, OTKOJIKOTO NIPH Bb3PACTHU MALUCHTH, Ca OITHCAaHHU 110 JOJY:

Ilayuenmu ¢ cmapuecka ev3pacm ¢ demenyus

Ipy KIMHAYHA IPOYYBAHHMA C MALMEHTH B CTapyecka Bb3pacT ¢ AeMeHuus kato HJIIP ca cbobmenu
MPEXOJHH UCXEMUYHH NPHUCTHIH M MO3BYHOCHAOBY HHIHIEHTHU C YECTOTA CHOTBETHO OT 1,4% 1 1,5%.
B nombnnenue, cnennure HJIP ca cro6uieHH ¢ uecToTa >5% NpH NMauMeHTH B CTapuecka BB3PAcT C
AemeHUMs (Te¢ ce HabnromaBaT MOYTH [Ba ITBTH MO-Y€CTO, OTKOJKOTO NpH APYrHTE BE3PacTHH
TIALUMEHTH): MHGEKIMH Ha TIHKOYHUTE MIBTHILA, NEpH(EPHH OTOLH, JIETAPryA M KalLTHLA.

Heya

CrobwaBa ce 3a creHUTE HEXENAHH TEKaPCTBEHH PEAKLMK C 4ecToTa >5% IpH Aeua M IoHOIHM (Ha
BE3PaCcT OT 5 10 17 roaMHM), KOMTO ce HaOmogaBaT MOYTH ABA IMBTH [O-Y€CTO, OTKOJNKOTO TNpH
KJIMHUYHH [IPOYYBaHHs MPH BB3PACTHH: CHHIIMBOCT/CENHpaHE, YMOPa, rIaBoGOIIHNE, MOBUILIEH aleTHT,
NOBpBIaHe, MHQEKIMM HA TOPHMTE OHUXATEJIHH IBTHINA, HA3alHAa KOHIeCTHs, KOpeMHa 6oika,
CBETOBBPTEXK, KALUINLA, TEMIIEPATYPA, TPEMOD, TUAPHS H €HYPE3HC.

4.9 Ilpeno3npane
Cumnmomu

Haii-00610, cuMnToMUTE M NpPH3HALATE Ca Te3H, KOMTO Ca PE3yNTaT OT HO-CWJIHO HM3pa3sBaHe Ha
U3BECTHHTE (apMaKOJIOrMYHH €(pEeKTH Ha DPHUCHEPHUIOH. Te BKIIOYBAT CHHJIMBOCT M CEAHPAHE,
TaxuKapud H XUNOTOHHA, M €KCTpanmupaMuIHH cumnTtomu. Ilpu mpenosupaHe ce cpoOlnasa 3a
yabkasaHe Ha QT-mHTepBana u 3a repuose. 3a Torsade de Points ce cpobuiaBa BB BpB3Ka C
KoMbuHMpaHo npenosupane Ha POHUJIAJI u napokcetut. B ciy4ail Ha ocTpo npeno3upaHe, Tpabsa
J1a ce B3eMe MNpeaBH Bb3MOXHOCTIA [ €a BIJIIOYEHU MHOTO JIEKapCTBa.

Jleuenue

Ocurypere U moaABpXKaiiTe NMPOXOAWMH IMXaTeNHUTE NHTHINA, 33 Aa MOKEe Ja HMa aicKBaTHa
OKCUIeHallisi M BeHTWwiauMsa. Tpsibea na ce oOCBAM HM3BBPIUBAHETO HA CTOMAIIEH JaBax (ciexn
WHTyOHMpaHeTo, aKko MAlUeHTHT € B O€3Ch3HAHME) W [ABAHETO HAa AKTHBEH BBIVIEH 3a€[HO ChC
CnaGHTeNTHH CPEACTBA, CAMO KOTaTo JIEKapCTBOTO € MPUETO TPEeNH MO-MAIKO OT eauH Yac . Tpabsa na
Ce 3al04YHE He3abaBHO MOHMTOpPHMPaHE Ha ChpAEYHO-CHAOBaTa CHCTeMa W TOBAa TpsOBa Aa BKIIOYBA
NPOXBIKMTETHO MOHHTOPHPAHE Ha €JIeKTPOKapAHOrpaMara, 3a 1a e YJIOBAT B3MOXXHUTE apUTMHUH.
3a POHUJIAJI nama cneunduyer aHTupor, Ilopaau ToBa TpsAGBA Ja Ce TOCTAHOBAT CHOTBETHH
DOANBPXKAIM MEPKH. XHIOTOHHATA W HUPKYJNATOPHUA Kojanc TpsAGBa ma ObJaT JNEeKyBaHH CbC
CBOTBETHH MEPKH KaTO BEHO3HO BJIMBaHE Ha TEYHOCTH H/HIIHM Ha CHMNATHKOMHMETULM. B ciyuaif Ha
TCXKKa CKCTpanmupaMHAHa CHMIOTOMAaTHKa TpiIGBa Aa C€ nanar AaHTUXOJIUHCPIrUYHM CpPEACTBa.
BHEMaTeNnHOTO MeENUUMHCKO HaOmoONeHHe W MOHHTOpHpaHe Tpa0Ba [a HpPOABIIKAT, JOKATO
HMAUMEHTHT C€ BE3CTAHOBH.
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5. PAPMAKOJIOTMYHH CBOMCTBA

5.1 dapMakoIHHAMHYHHM CBOIiCTBa

PapMakoTepaneBTH4HA rpymna: Apyrd antuncuxotuuu, ATC kox: NOSAX08
Mexanuzvm na deticmeue

Pucriepusion e cenexkTHBEH MOHOAMHHEPrHYeH aHTArOHWCT C YHHKATHH CBokcTBa . Toil MMa BHCOK
apuHuTeT KBM CepoToHMHepruyHuTe 5-HT2 1 monmammuepruynure D2 peuentopu. PucnepuuoH ce
CBbp3Ba M ¢ anda 1-agpeHEprHYHHTE pEUENTOPH, M C [O-HHCBK aduHuTeT KbM HI —
XHCTaMUHEPTHYHATE W anda 2-aJpeHEpruyHHTE pelenTopu. PuUcepuaOH HAMA aQHWHHTET KbM
XONMHEPTHYHUTE PELIENTOPH. BEIpeku, ue pucrepnaoH e MomeH D2 aHTaroHuCT, 3a KOETO Ce CUMTa,
4e nofo0psiBa MOUTHBHUTE CHMNTOMH mpu mm3odpeHusd, ToH BOAM OO Mo-cnabo MOATHCKAaHE Ha
IBHMIATE/IHATA AKTHBHOCT M TO-CNaba KaTalencus, OTKOJNKOTO KJIACHYECKUTE AHTHIICHXOTHIH.
bBanmaHcupaHmAT LEHTpaeH CEPOTOHMHOB M JONAMHHOB AHTArOHM3BM MOXE Ja HAMalAT
BEPOATHOCTTA 3a MO0ABA HA €KCTPANUpPaMUIHH HEXENaHW PeakUHH U Ja PaslIMpAT TEPaneBTHYHOTO
IEHCTBHE 32 MOBIHABAHE HA HETATHBHHUTE U adeKTHUBHUTE CUMITOMH Ha MIH30()PEHHUATA.

DapmaxoouHamuyHu eghexmu
HIuzogpenusn

EdekTuBHOCTTa Ha PUCIIEPHIOH NIPH KPaTKOCPOYHO JIeYeHHe Ha IH30(pPEHHUs € yCTaHOBEHA B YETHPH
MPOYYBaHHs, ¢ MPOIBIDKUTENHOCT OT 4 0 8 cemMuly, NpH KOMTO ca BKIIOUeHH 2 500 mauueHTH,
KOUTO OTrOBapsAT Ha KpUTepuMTe 3a Wmn3odpeHus, onpeneneHd B DSM-IV. B emHo 6-cemmuyHo,
mIaneGo KOHTPOIMPAaHO KJIMHHYHO IIPOYYBaHe, KOETO BKJIIOYBA KODUTHPaHE Ha J03aTa Ha
pucnepunon a0 10 mg Ha AeH, pasnesncHa Ha 2 pueMa JHEBHO, PHCIIEPHAOH € ¢ N0-100sp edexT B
CpaBHEHHE C TuIanebo Mo OTHONIEHHE Ha o0mus cOop OT KpaTkara NCHXHATPMYHA CKalla 3a OLEHKA
[BPRS]. B enHo 8-ceaMuyHO, Iianebo KOHTPOIHPAHO KIMHHYHO MPOYYBaHE C YeTHpH (GHKCHPAaHH
1034 pucnepunoH (2, 6,10, u 16 mg nHeBHO, AaJeHH [iBa NMHTH JHEBHO), BCHYKHTE 4 IPynd Ha
PUCTIEPUIOH ca ¢ Mo-106Bp edekT B cpaBHEHHe ¢ I1anebo Mo OTHOIIEHHE Ha o0mua cGop Mo ckanara
3a MO3WTMBHM M HeratuBHH cumntoMH (PANSS). B exgHo 8-ceaMMYHO KIMHHYHO MPOYYBaHE 3a
CpaBHABAaHE Ha JO3MTE, BKIIOUBAmoO 5 ¢ukcupanu mosu pucnepumon (1,4, 8,12, u 16 mg aHesHo,
IaJIeH! 1Ba ITTH JHEBHO), IPYNHUTE HA PUCHEPUIOH B fo3a 4, 8, u 16 mg nHeBHO UMAT mo-moGEp
edeKT B cpaBHEHHE C Ipyrara Ha pUCIepUAOH B fo3a 1 mg no otHomweHue Ha o6mus c6op mo PANSS.
B emHo 4-cemMuyHO, Mnauefo KOHTPOJIMPAaHO KIHHMYHO TMpPOYYBAaHE 3a CpPaBHABAHE HA JO3HMTE
pucnepunioH (4 1 8§ mg nHEBHO, JaJcHW BeAHBXK THEBHO) M JABETE I'PYNH HA PUCHEPUAOH MMAT IO-
Io0Bp edexT B cpaBHeHHe ¢ IUIale00 MO OTHOIIEHHE HA HAKOJIKO OT pesyararuTe mo PANSS u
W3MEPBAHETO Ha oTroBopa (>20% HamaneHue Ha obuua coop o PANSS). B enHo no-abiarocpovHo
KIMHHUYHO MpPOy4YBaHE C BBH3pacTHM aMOyNaTOpHU MAalMEHTH, KOHUTO OTrOBapAT HAa KPUTEpHH 3a
musoppeHus Ha DSM-IV u KouTO mpu NpHiIoKeHHEe Ha AaHTUICHMXOTHYHA TEpanMsA Ca KIHHWYECKH
CTaOHIIHH NIOHE 3a 4 CEIMHUIIM, Ca paHIOMU3HPaHH KBM Ipyna, MoJiydasalia pUCIICPHIOH OT 2 10 8 mg
Ha JICH, WIH KbM Tpyna ¢ Xanonepunod, 3a 1 mo 2 roguHu, 3a Aa 6baaT HaOmiOAaBaHHU 3a MMOSBA HA
peunnus. [lanpeHTrTe, KOMTO NONTyYaBaT PUCTIEPHUAOH, HMAT 3HAUUTEIHO MO-ABJIBT IEPUOL OT BpeMe

10 PELIIUB B CPABHEHHE C IpyIaTa Ha NallUeHTUTE Ha JIEYCHUE C XATIOEepHION.

Manuiinu enuzoou npu 6unonapru pascmpoiicmsa

EdukacHocTTa Ha MOHOTEpanmuiTa C PUCHEPHAOH TNPH HEMOCPEACTBEHO JICYEHHE Ha MaHuiHNTE
eMnM3014, CBBP3aHU ¢ OUMONIAPHO pa3CTpoiicTBo I, ca IEMOHCTPHPAHU B TPH ABOHHO-CIENH, IWIaue6o
KOHTPOJIMPaHH NPOYYBaHUs HA MOHOTepanuara npu npubnusurenHo 820 malLMeHTH, KOMTO HMarT
Ounonspro pascrpoiictBo 1 B3 ocHoBa Ha kpurepuutre Ha DSM-IV, Ipu Tpu or npoyusaHusTa
pUCTIEpHIOH B 103a OT 1 10 6 mg nHEBHO (HaYaiHa JO3UPOBKA 3 Mg B ABE NMPOYYBAHHA H 2 mg B €IHO
Ipoy4YBaHE) MMa 3HAYMTEITHO NO-HOOBp edeKT B CpaBHEHHE ¢ IUlanebo MpH NpPEeABAapUTENHO
OMNpEESICHUs ITEPBUYEH KPaeH CPOK, T.€. IPOMAHaTa Ha oOums c60p 0T OHEHBYHATA CKala 3a MaHUA
Ha Young [YMRS] ot u3xonHOTO HUBO A0 TperaTa ceaMmulia. BropuuHute pesynratu 3a epuKacHOCT
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ca OOMKHOBEHO B CHOTBETCTBHE C NMBPBMYHUA pe3ynTar. [IpOLEHTET OT MallHEHTHTE, KOMTO HMaT
HaManenue >50% Ha o6mms c6op or YMRS 0T H3XOAHOTO HHMBO A0 3-Tara CEAMMLA, € 3HAYUTEITHO
MO-BHCOK € PUCHEPMAOH, OTKOJKOTO C mnaue6o. EaHo oT TpuTe mpoyuBaHHs BKIIOYBA rpyna 3a
JICYCHHE C XaIONEPHAOI U 9-ceMUYHA NBOiiHO-cisina dasa Ha noaabprkallo neueHue. EpukxacHocrta
ce NoaaBpXka 10 BpeMe Ha Lelud 9-ceqMUueH NepuoJi Ha MOANbpXKAIIo JieueHue. [IpomsaHata Ha
obwms c6op or YMRS oT M3X0ZHOTO HHMBO MOKa3a MPOXBIDKUTENHO NONOOPEHHE H € CpaBHMMA 3a
PHCIEPHIOH M Xanonepunon Ha 12-ta cexmuna.

EdexTuBHOCTTa Ha pHCNIEPHIOH B JONbBIHEHHE KbM CTaGWIM3ATOPDHTE HA HACTPOSHUETO IIpH
JIEYEHHUETO Ha OCTPaTa MaHHUA € MOKa3aHa B €[HO OT JBeTe 3-CEAMUYHM ABOMHO-CICHH MPOYYBAHHA
npu npubnusutendHo 300 mauMeHTH, KOMTO OTroBapAT Ha kpurepuure Ha DSM-IV 3a Gunonspso
pascrpoiictso 1. B eqno 3-cenMu4HO nmpoydBaHe PHCNEPHAOH B 1032 OT 1 10 6 mg OHEBHO, KAaTO ce
3amoysa ¢ 2 mg AHEBHO, JAJICH B JOIBJIHEHHE KbM JIMTHI WIH BAIIIpoart, € ¢ no-106bp edext ot
JIATHSA WITH BAINpPOAaTa, JalcHU ©O€3 PUCIEpHIOH, IPH IPEABAPHUTENHO OMpeleieHaTa NbpPBHYHA
KpaiiHa To4Ka, T.e. MpoMsHaTa Ha obus c6op or YMRS oT H3X0ZHOTO HMBO 10 3-Ta ceaMuLa.

IIpu BTOPO 3-CEAMHUYHO NPOYYBaHE PUCIICPUIOH B 1033 OT 1 K0 6 mg AHEBHO ¢ HAYAIHA /1034 OT 2 mg
JHEBHO JAJICH 3a€IHO C JITHI, BaNNpoaT Win kapbaMasenuH, He € No-Zo0bp OT JIMTHIA, BAJIIPOAT MK
kapbamaseruH, qageHd 6e3 pucnepuzioH, IpH HaMalsBaHe Ha pesynrtara oT YMRS. Enuo BE3MOXKHO
00sACHEHHE 3a HEyCIleXa Ha TOBa W3CNeABaHEe € WHAYKIMATA Ha KIHMPBHCA HAa PUCICPHAOH H 9-
XMAPOKCH-PHCIIEPHOOH OT KapbaMa3eniH, KOeTOo BOAM IO NMO-HHUCKH OT TEpaneBTHYHHTE HUBAa Ha
PUCIIEPHIIOH M 9-xHApOKcH-pHciepuaoH. [Ipn uskiouBaHe Ha rpynara Ha kapbamasenuH ot post-hoc
aHaIM3a PUCNCPHAOH, KOMOMHHpPAH C JIUTHI WITH BaINpoar, MMa Mo-A00sp edeKT OT auTHil WiIH
BaIINpoart, JaneHu 6e3 pucnepuaoH, 3a HaMaleHHe Ha o0musa c6op oTr YMRS.

Ilepcucmupawa azpecus npu oemenyus

E¢ukacHoCTTa Ha PHCHEPHIOH INpH JieYeHHE HAa MOBENEHYECKH M MCUXOTHYHH CHMIITOMH MpH
JdemeHuus (BPSD), xouTo BKIIOYBAT HapyIUeHHs B NMOBENEHHETO KAaTO arpeCHBHOCT, TPEBOXHOCT,
NICHX033, AKTUBHOCT M ad)eKTHBHU HApYyLICHHA, € NEMOHCTpHpaHa NMpH 3 OBOHHO-CIIENH, IUianedo
KOHTponupaHu 12-ceaMu4HU npoydBaHusa Ha 1 150 manueHTH B crapdecka BB3pacT ¢ JeMEHLHA.
Ennoto mpoyuBaHe BkmouBa ¢ukcUpaHH no3d pucnepuaoH ot 0,5; 1, u 2 mg muesHo. JIsere
NPOY4YBaHHs C rbBKAaBU 03U BKIIIOUBAT pUCHIEPHIOH B 00xBaT oT 0,5 10 4 mg AHEBHO U CHOTBETHO OT
0,5 mo 2 mg aHeBHO. PHCHEPUAOH NOKa3Ba CTATHCTHYECKH 3HAYMMA M KJIHHHYHO BAXKHA €EeKTHBHOCT
MpU JNEYEHHETO HA arpecus M MO-MaTBK e(deKT NpH JICYEHWETO Ha BH30yHara WM TpeBOrara MpH
NALHEHTH B CTapyecKka BB3pacT ¢ AEMEHIHA (CIIopell OLCHKaTa 3a MaToJIOTHA Ha MOBEAECHHETO B
OLIEHBYHATa cKana 3a Gonecrra Ha Anuxaiimep [BEHAVE-AD] u B ckamara na Cohen-Mansfield 3a
BB36yna [CMAI]). EdekTsT OT NeueHHero ¢ pUCepuAOH € He3aBiCHM OT Pe3yNTaTa OT H3CICABaHETO
Ha MHHH-HM3CIIeBaHeTO Ha ncuxuyeH cratyc (MMSE) u cremoBareiHo OT TeXXEeCTTa Ha JeMEHLHATA;
OT CEJATHBHHTE CBOWCTBA HAa PUCMEPHUAOH; OT HATMYHETO WM JIUMCATa Ha MCHX03a; OT BHAA HA
IeMeHLUATA - Ha AJILXaiiMep, ChI0Ba WIH cMeceHa. (B, Touka 4.4)

Ilosedenuecku pascmpoiicmaa

EdukacHocTTa Ha pHCHEPUAOH NPH AECTPYKTUBHO MOBELCHUE € JEMOHCTPHpAHA MpH JBE ABOMHO-
creny m1ane6o KOHTPOJMPaHU NPOYy4BaHHUs MpH NMpUONIU3UTENHO 240 malMeHTH Ha BB3pacT OT 5 10
12 romunu ¢ pmarHo3za cmopen DSM-IV pascrpoiictBa, ¢ mectpykTuBHo mnosepenwe (PIIT) u
rpaHUYHA UHTENEKTyalHa (GyHKIHA WIH JIEKO WM YMEPEHO YMCTBEHO H30CTaBaHe/3aTpyAHEHHS MPH
yuenero. [Ipu aBere npoyusaHus pucrepuoH B go3a 0,02 xo 0,06 mg/kg/nen nokaspa 3HaAYUTENHO
no-no0Bp edekT B cpaBHEHHE C IUaneGo npu NpeABapUTeSIHO ONpeleiieHa MbPBUYHA KpaliHa TOouKa,
T.€. MPOMSAHATa OT U3XOAHOTO HUBO IO 6-Ta CEIMHIIA HA PE3YJITATHTE OT MoACKatara 3a ITpobieMHOTO
nosesieHne ot GopMyisipa 3a KIacHupaHe Ha AeTckoTo noseaeHue Ha Nisonger (N-CBRF).

5.2 ®apMakoKHHETHYHH cBolcTBa

POHHUJAJI nepopaneH pa3tBop e OuoekBuBaneHTeH Ha POHWJIIAJI ¢wmnmupanu Ttabnerku.
Pucnepunon ce merabomusupa [0 9-XHAPOKCH-PUCIIEPHAOH, KOHTO MMa momoOHa (apMmakonorndHa
aKTHBHOCT Karto pucnepunoH (Bx. Bruorpancdopmaliys u enUMUHHUpPaHE).
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Abcopbyus

Pucnepunon ce abcopOupa HameJIHO cjel TIEpOpajieH NpPHEM, KaTo AOCTUTa NUKOBa IUIA3MEHa
KOHLeHTpauua 3a 1 10 2 yaca. AGconroTHaTa nepopajHa GHOHAJIMYHOCT Ha pucnepuioH € 70 %
(CV=25%). OtHocurennata mnepopajiHa OMOHAIMYHOCT Ha PUCNEPHAOH OT Tabnerkara ¢ 94 %
(CV=10%) B cpaBHeHHe c pa3TBopa. AGcopOuuATa HE Ce MOBIKABA OT XpaHAa M 3aTOBAa PHCIEPHAOH
MOXe Oa ce JaBa ChC WM 0e3 xpaHa.PaBHOBeCHHTE CTOMHOCTH 3a PHCIIEPUAOH C€ JOCTHrar 3a 1 aeH
MpH NMOBEYETO MallHeHTH. PaBHOBECHHUTE CTOMHOCTH Ha 9-XUIPOKCH-PUCIIEPUAOH CE AOCTHUrar 3a 4-5
JHH OT HAYaIO0TO Ha JO3HPAHETO.

Pasnpedenenue

Pucniepunon 6sp30 ce paznpenens B opranuzma. O6eMbT Ha pasnpeaenenue ¢ 1-2 1/kg. B mna3smara
PHCIIEPHIOH C€ CBBP3Ba ¢ aOyMuH U ¢ anda-1-kucen raukonporerH. CBLP3BAHETO HA PHCTICPHIOH C
IUIa3MEHNUTE NpoTenHH € 90%, a ToBa Ha 9-XUAPOKCH-PUCTIEPUIIOH € 77%.

Buompancgopmayun u enumunupane

Pucnepunon ce meraGomusupa or CYP 2D6 10 9-XMAPOKCH-PHCHEPUAOH, KOWTO MMa mopoOHa
¢$apMakoIOrHyHa AKTHBHOCT KAaKTO PHCHEPUIOH. PHCIIEpHAOH TMIOC 9-XMIPOKCH-PHCHEPHAOH
o0pasyBar akTHBHara aHTHncuxotuyHa ¢pakius. CYP 2D6 e 06ekT Ha reHeTHYEH MOMUMOPHHU3BM.
ExcrensuBaure Merabommsatopy CYP 2D6 Obp3o mpeBphlIAT pHCIEPHIOHA B 9-XMAPOKCH-
puCIIepUIoH Aokaro cinabure merabonmuzatopd CYP 2D6 ro mpeBpplIaT MHOTO 110-6aBHO. Bbrpexkn
ye EKCTCH3UBHUTE METabONIU3aTOpM MMAT IMO-HHCKAa KOHHEHTpaLUsA Ha PHUCHEPHIOH M NO-BHCOKA
KOHIIEHTpalUUsA Ha 9-XUAPOKCH-PHCIEPHNOH OT ciabuTe MeTabonm3aTopH,()apMakOKHHETHKaTa Ha
PHCIEPHAOH U 9-XHAPOKCH-PUCIIEPHAOH B KOMOHHALMA (T.€. aKTHBHATa aHTHIICUXOTHYHA (pakiys)
clieq] eAMHUYHA H MHOTOKPATHA NO3MPOBKa € CXOJHA NIPH €KCTEH3UBHHUTE M cliabuTe MeTabonn3aTtopu
Ha CYP 2D6.

Hpyr MeraGonuTeH NbT Ha pUcnepHIoH € N-aeankwinpanero. M3cneasanus in vitro Ha YOBEUIKUTE
YepHOAPOOHH MMKPO3OMH I[IOKa3BaT, Y€ PHUCIEPHAOH B KIMHHYHO 3HAYMMa KOHLEHTpauus He
HHXHOUpa 3HaYMTENHO MeTaloNH3Ma Ha JieKapcTBaTa, KOMTO ce MeTabonu3upar ot uuroxpoM P450
H30eH3nuMHTE, BKTouuTeTHo CYP 1A2, CYP 2A6, CYP 2C8/9/10, CYP 2D6, CYP 2E1, CYP 3A4 u
CYP 3A5. Enna cenMuna cnepn karo € manena, 70% oT mo3ara ce ekckperupa ¢ ypuHara U 14% c
¢dexanuuTe. B ypuHaTa pPUCIIEPHAOH IUIOC 9-XUAPOKCH-DHUCTIEPUAOH mpencraBusBar 35-45% ot
no3ara. OCTaHAIOTO ca HeaKTUBHM Metabomutu. Ciiell nepopaieH NMpHUeM NpH NCUXOTUYHY MALMEHTH
PHCTIEPHIOH C€ SMMMHHHPA ¢ MOJYKHBOT OT OKONO 3 yaca. EMMMHHALMOHHUAT MOTYKHBOT Ha 9-
XUAPOKCH-PUCTIEPHIOH M HA aKTHBHATA aHTHIICHXOTHYHA dpakiys € 24 yaca.

Juneiinocm

TlnasMeHaTa KOHIEHTpaLMs Ha PUIICPHIOH € PONOPIMOHANHA Ha 103aTa B TEPAaNeBTHYHUA 00XBaT Ha
J03aTa.

Hayuenmu ¢ cmapyecka ev3pacm, ¢ 4epHoOpobHo u 6vbpeuro yepesicoane

EnHo mpoyuBaHe HAa e€AMHMYHA J[03a NOKa3Ba cpeiHo 43% mo-BHCOKa AaKTHBHA IUIa3MeHa
KOHUIEHTpalKs Ha aHTUIICMXOTHYHATa ¢pakuus, 38% mo-ABIbr MOJYXHBOT MU HAMalIECH KIUMPBHC HA
aKTMBHATa aHTHICHXOTHYHA ¢pakims ¢ 30% npH MauMeHTHTe B crapdecka Bp3pact. HabGmonasa ce
[0-BHCOKA IUIa3MeHa KOHIEHTpaLKs Ha akTHBHATa aHTHNCHXOTHYHA (Gpakiysa U HaMaJleH KIHPBHC Ha
aKTHBHATA aHTHIICUXOTHYHA (pakuus cpeauo ¢ 60% npu nmauueHTUuTe ¢ 656pevHa HeNOCTaThYHOCT.
IlnasMeHaTa KOHUEHTPAallMs Ha pHCIEPUIOH € HOpPMalHa NPH MAIMEHTH C 4YepHoApoOHa
HEOCTATEYHOCT, HO CpeAHaTa cBOGOIHA ¢pakiiid Ha PUCHEPUAOH B MIA3Mara Ce NOBUILABA C OKOJIO
35%.
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Heya

CDapMaKoane'rnKaTa Ha pUCIEPUOOH, HA 9-xn11poxcn-pncnepnnon H Ha HCaKTHBHara
AHTHIICUXOTHYHA (l)paKlII/ISI IpHu genara ca MOAOOHHU Ha Te3H NPpH BB3PACTHHUTE.

Ilon, paca u miomiononywene

Envn ¢apMakoKHHETHYEH aHATW3 HA MALMEHTHTE HE M0Ka3a OYEBHIHO MTOBIMABAHE HA
¢dapMakoKMHeTHKaTa Ha PUCNIEPUAOH WM HA aKTUBHATA aHTUICHXOTHYHA (paKuys OT 10jIa; pacara
WJIM HAaBHIIUTE 32 THOTIOHOIYIUEHE.

5.3 llpeaxaHHNYHY AaHHH 32 Ge3omacHOCT

Ilpu npoy4yBaHMs Ha XPOHHYHATA TOKCHYHOCT, MPU KOUTO NO3UPAHETO 3ari04Ba MpH MOJOBO HE3PEIH
IUTBXOBE M KyUeTa, 3aBHCHMU OT 03aTa eeKTH ca HATHUE B MBXKKHS M )KEHCKUA TEHUTAIEH TPAKT U B
rpbaHUTe XKie3d. Te3u edeKTr ca CBBP3aHH C MOBHUICHHTE CEPyMHH HHBA HA MPOJIAKTHH,KOHMTO Ca
pe3yaTaT OT OJ0KHpalaTa akTUBHOCT Ha PUCTIEPUIOH cOpsaMo xonamuHoButTe D2-penienrropu. OcBeH
TOBa MPOYYBAHUATA C ThKAHHH KYJITYPH MOKa3BaT, Ye PacTeXbT Ha KJIETKUTE Ha paka Ha rbpaaTa mpu
JOBEKa BEPOATHO € CTUMYJIHPAH OT MPOJIaKTHH. PHCIIEpHIOH He € TepaTOTeHEH PH IUTBX0BE M 3AMIIH.
Ilpu npoydBaHus ¢ PHCIHEPHUOOH BBPXY PENpOAYKUMATA Ha 3aiflli ca HaOJMIOJABAHH HeEXETaHh
JIEKapCTBEHM PeakiMH BbpPXy HABUINTE 3a CHBKYIUIEHHE HA POIOHUTENNTE, TEINOTO NPH PAKLAHE H
NPEXKHUBAEMOCTTa2 HAa NIOTOMCTBOTO. [IpH MIIbX0Be MHTpAayTepUHHATA eKCHO3HLUA HA PUCHEPUIOH ce
CBbP3Ba C KOTHUTHBHU Ae()UINTH B HaNpeAHANA BB3pacT. JpyrH aHTaroOHMCTH Ha AOMAMMH, KOTaTo ce
IaBaT Ha OpeMeHHH J>HBOTHH, OKa3BaT OTpHMLATENEH e(PEeKT BBPXY YUEHETO M JBHUraTElIHOTO
Da3BUTHTE HA MOKOJIEHHETO. B cepus OT u3cienBaHusl PUCTIEPUAOH He MOKa3Ba reHOTOKCHYHOCT. [Ipu
nepopaiHi TMPOYYBAHHA HA KAHLEPOr€HHOCTTA HA PHCIEPHOOH HPH IUIBXOBE M MHIIKH ca
HaONmonaBaHd YyBEJIMYCHHE Ha aJeHOMHTe Ha Xumo¢us3ara (IpHM MHIIKH), Ha aJeHOMHUTE Ha
€HIOKPUHHHMA NaHKpeac (MpH IUTHXO0BE) ¥ Ha aICHOMUTE Ha IPBHAHUTE XJie3u (U FpU ABaTa BUAA).
Te3u Tymopu Morar Aa OBIAT CBBP3aHH C YIOBWDKEHHA AHTAarOHW3BM KBM [OMaMHHOBHTE D2-
PELIENTOPH U C XHMNEPIPOIAKTHHEMHATA, 3HAYCHUETO HA TE€3W HAXOAKU HA TYMOPH MPH IPH3auH MO
OTHOILICHUE Ha PUCKA MPH XOpa € HEM3BECTHO. In Vitro W in vivo MOZENUTE C KHBOTHH IOKA3BaT, 4Ye
BHCOKHTE [O3M pHCIIEpUAOH MOraT Ja IMpelW3BHKAT yAabbkaBaHe Ha QT-mHTepBaja, KO€TO
TEOPETHYHO Ce CBBP3Ba ¢ oBuLIeHns puck ot Torsade de Pointes npu mauuenrure.

6. DAPMALEBTUYHHU JAHHH

6.1 CnuchbK HA NOMOLUHHTE BEIeCTBa
POHHUJAJ 1 mg/ ml nepopaneH pa3TBop:
Benzoena kucenuna E 210

Xuapoxnopopa KUCEnuHA
IIpeuncrena Boga

6.2 HechBMeCTHMOCTH
POHUIAJ 1 mg/ ml nepopaieH pa3TBOp — HECbBMECTHMOCT C Yaii.
6.3 Cpox na rogHoct

3 roauHU
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6.4 Cneunannn ycrosns na ChbXpaHeHHe

He H3HCKBA CrEUHATHU YciaoBusas Ha csxpaHeHHe.,I[a HEC cCe 3aMpa3;usa.lIa C€ cCbXpaHABa B
OPHTHHAJIHATA OIAKOBKA.

6.5 lannu 3a onakoskara

100 ml creknen ¢pnakon ¢ IUTaCTMacoBa, obe3onacena 3a Aena Kanauka u J03Upaila murera.
®nakoHa € MocTaBeH B KapTOHEHa KyTHsA- 10 1 (1akoH B KyTHsL.

IMunerara, cynpoBosxama bnakonure or 100 ml e TpalyHpaHa B MMIIMTDaMM M MHIWIHTPH C
MuHuManeH o6em 0,25 ml u MakcuManen o6em 3 ml. Bobpxy nunerara uma o3Hauenus Ha Bcexu 0,25
ml o 3 ml.

6.6 Cnennanun npeanazan MEPKH NPH H3XBbPJIsiHe H paoTa

Creknennst ¢nakon ce npeanara che 3alllUTeHa Cpelly OTBapsHE OT AeLa Kamnadka U ce OTBaps Mo
CNENHUA HAYMH;
- Harucuere nnacrmacosara kamauxa Halolly H 3aBbpTeTe¢ B 10OCOKa, OOpaTHa Ha
YaCOBHHMKOBATA CTPEJIKA.
. - Orsopere kanaukara.
- Bkapaiite nunerara BB ¢makona.
- Ilpunspsxaiire gonuus npneren, TOPHMAT CE M3TErNIs 10 MapKUPOBKATa, KOSTO OTrOBaps Ha
6pos Ha MIIMTHTPHTE WK MHJIMFPAMHTE,KOHTO €a HEOOXOIUMH.
- Ilpugbpxaiire nonHUs npeeTen u u3BaneTe HaITb/IHCHATA MHIETa OT (MIaKOHa.
- Msnpashere munerara B makaksa 6GesankoxomHa HanuTKa, C U3K/IIOYCHHE Ha 4Yali, Karo
HATHCKaTe rOPHUs NPBCTEH HaaoNy. 3aTBopere (akona. Usrakuere TTUIIETaTa ¢ BOJA.

7. IIPUTEJXATEJI HA PA3PEINEHHETO 3A YIIOTPEBA

POMACTPY TPEUJIMHT EOO]
1404, rp.Codus, Oyn.”Bearapus” Ne 81,8x.B, er.5, oguc 13
benrapus

8. HOMEP(A) HA PA3PEINEHHETO 3A YIIOTPEGA

9. IATA HA THPBO PA3PENIABAHE/IIOTHOBSIBAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

10. JATA HA AKTYAJIA3UPAHE HA TEKCTA
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