KPATKA XAPAKTEPUCTHKA HA ITPO
1. UME HA JIEKAPCTBEHMSA MTPOAYKT

Medorisper 1 mg hbuaMrpauu TabneTKy
Medorisper 2 mg ¢bunMBpaHi TadieTKH
Medorisper 3 mg ¢unmupany TabnerTku
Medorisper 4 mg GuaMmupasu TabneTku

2. KAYECTBEH U KOJIMYECTBEH CHCTAB

EnHa tabnietka oT Medorisper 1 mg ¢uimupanu TabneTkn cbabpxka 1 mg pucnepuaoH (risperidone)
Eaxa tadnetka or Medorisper 2 mg dunmupany TabneTkn Cbabpxa 2 mg pUucnepuaoH (risperidone)
EnHa Tabnetka or Medorisper 3 mg dunmupanu Tabietku cbAbpka 3 mg pucnepuioH (risperidone)
Eana Tabnerka ot Medorisper 4 mg punmupanu Tabnetku Cbabpka 4 mg pucnepuaoH (risperidone)

3a ITbJIHYS CNHUCBHK HA MOMOILHUTE BELIECTBA, BXK. TOYKA 6.1,

3. JVIEKAPCTBEHA ®OPMA

Ounmupana tabaerka.

1 mg: 0ana, npoaLAroBara ¢gpuiIMUpana Tadierka, ¢ pasMep 11 x 5.5 mm ¥ geauTenHa 4epra, ABYCTPAHHO.

2 mg: opaHXKeBa, MPOABLIToBara puiamMupada Tabnetka, ¢ pasMep 11 x 5.5 mm u aenurenHa uepra,
ABYCTPaHHO.

3 mg: xKbJiTa, NPOABLIroBara pUIMUpaHa Tabnerka, ¢ pasmep 11 x 5.5 mm u genurenHa yepra, AByCTPaHHO.
4 mg: zeneqa, ApOaLIroBaTa GunMupaHa Tabaerka, ¢ pasMep 11 X 5.5 mm u ReauTenHa YepTa, ABYCTPAHHO.

4. KJAHUYHU TAHHU

4.1 TepaneBTHYHH OOKA3AHHA

PuUcnepuioH € NoKa3aH 3a ICHEHUE Ha:

o luzodperHnsa, OCTPH ¥ XPOHUUYHK LUH3OPPEHHN NCUXO3HU, U APYTH ICHXOTHYHH ChCTOAHUS, TIPH
KOWTO Ca M3PAa3eHH MO3UTUBHUTE CUMNTOMM (KATO XANIOLUMHALIMN, HATTYJHOCTH, HApyLUIEHO MHUCJIEHE,
BpaxaeOHOCT, MHUTETHOCT), H/UJIM HETATUBHUTE CUMITTOMH (KaTO ad)eKTUBHO NPUTBIISBAHE,
eMOLMOHAJIHA ¥ COLanHa 3aTBOPEHOCT, 00eaHABaHE Ha peura). PHceniepuaoH obiekuasa
aeKTUBHUTE CHMIITOMU {KAaTO FIOTHCHATOCT, YyBCTBO 33 BHHA, TPEBOXKHOCT), CBBP3IAHM C
Llin30dhpeHu.

Pucnepuaon € eQpeKTHBEH CBILO 3a NMOJAbPAKAHE HA KTHHHYHOTO NOA0OPEHHUE N0 BPEME HA MPOABIIKHUTE/HA
Tepanus NPy NALKEHTH, KOUTO NOKA3BaT Ha4yalieH OTrOBOp Ha JICYEHHETO.

e Mauug npu OMNONSAPHO pascTpoicTBo. TE3U eNU30AH CE& XapaKTepU3HpaT CbC CUMITOMH KATO
IPUNOBANIHATO, EKCNAH3UBHO HIIA Pa3ipa3HUTENHO HACTPOEHHE, NOBUIIEHO CAMOUYRETRIE, |
HamaneHa noTpeOHOCT OT ChbH, PeueBa OKUBEHOCT, YCKOPEH MUCIIOBEH MIPOLIEC, PATCEARIART,




¢ JleyeHune Ha MOBEACHYECKH U €MOLUMOHATIHM PA3CTPOMCTBA C HAYANO, TUIIMYHO 34 JETCTBOTO H
FOHOLIECTBOTO NPH ACLA HA/ S TOAUIIHA Bh3PACT, FOHOLIU U BbL3PACTHU C OUIOQPEHUs, APU KOUTO
pa3spyUIMTEIHUTE CUMITTOMHM (KATO arpeCUBHOCT, HAPYLUCHMSA B AKTHBHOCTTA, CAMOHApaHsBaHe) ca
AOMUHHUPAILH H IPH KOUTO HEMEAULIMHCKOTO [ICHXO-COLIMANIHO JIeHEeHHe HAMA aIeKBaTEH e(eKT.

4.2 [1o3MpOBKA U HAMHH HA NMPHJIOKEHHE

JlekapcTBeH NMPOAYKT MO JeKapCKO NpeanyucaHue.

IHu3odpenns:

Bb3pacTHh

Medorisper moxe aa ce fipwiara 1-2 nbTH AHEBHO.

Oobnuaitinata HayanHa ao3a e 2 mg/aHesHo. Ha BTopus AeH Qo3aTa MOXE Aa C€ NOBHUILM Ha 4 mg/AHEBHO.
Ho3ara MOXKE Aa Ce 3ana3H Ha TOBA HUBO WIH, aKO € HEOOX0AUMO, Ja Obae ¢hobpa3eHa ¢ WHANBHAYATHUTE
noTpebHOCTH. 3a MOBEUYETO NALMEHTH OITTUMANHATA 1034 € 4 mg/AHEeBHO - 6 mg/AHEBHO, 32 HAKOH MALKEHTH
MOT'aT Aa ¢a NoAXOoAAlM N0-0aBHO TUTPUpaHE, MO-HUCKA Haya/iHa M noaabpxkaiia ao3a. Jlosuw Haa 10 mg
AHEBHO HE MOKA3BaT NO-ToJAMa €EKTHBHOCT, B CPaBHEHHE C NIO-HUCKHUTE A03M, OCBEH TOBA MOrar J1a
nNPeAU3BUKAT EKCTPANUPpAMUIHUA CUMITOMHU. Thil KaTO HE € OLEHARAHA HL30MACHOCTTA Ha 103U Hal 16 mg
JAHEBHO, HE TpAOBA Aa ce mpwiarar 4031 HaABHINABAIUM Te3H HUBa. Koraro e Heobxoanumo ceaupaxe,
eHOBpeMEHHO ¢ Medorisper MOXe Aa € NPUN0oKH OeH30AUA3ETIHH.

Crapuecka Bb3pact

[IpenopnuBa ce HayanHa ao3a ot (.5 mg ABa MbTU AHEBHO. Ta3u no3a Moxe Ja Obae HHAUBUAYAITHO
npucnocodexa ¢ godaskH ot (.5 mg aABa nbTH AHEBHO A0 1-2 mg ABa NbTY AHeBHO. Medorisper TpsaOBa aa
ce npujiara ¢ BHUMaHMe TIPH Ta3U rpyna nauueHT, 40 NpyuacOUBatHe Ha NONBIHHTENSH OMNMT.

Heua

Jluncea onuT rpy geua noa 15 roguiHa BB3pacT ¢ K30 peHms.

BHNOJASPHO PA3CTPOHCTBO, MAHUHHH €NH30/H;

Bb3pacTHH

Medorisper Tpabsa fa ce fipunara B HauajiHa 103a OT 2 mg/AHeBHO. Ta3u n03a Moxke Aa Obae MHAMBHU/IYANHO
npucnocodeHa ¢ He noseue ot 1 mg/AHEBHO 3a BCeKH 24 Haca. 3a NoBeYeTO NAaLMEeHTH, ONITUMATHATA
noAAbpaKAaLlA J03a LWe Obae 2-6 mg/aHeBHO.

Crapuecka Bb3pact
Npenopbusa ce no-06aBHO TUTPHUpPAHE U NO-HUCKA MMOAABPKALLA 034,

Heua

Jluncea onUT B NEYSHUETO Ha Aela U KOROIIM nod 18 roguuIHa Bh3pacT.

[ToaoOHO HA BCAKO CHMIITOMATHYHO JIeYEHHE, TPOAL/KABAHETO Ha jieyeHue ¢ Medorisper TpsabBa 1a ce
NpeoLeHsIBA PEXOBHO.

IIoBeaeRYECKH H eMONHOHAIHHE Pa3CTPOHCTBA ¢ HAYAJIO, THIIHYHO 32 AeTCTBOTO H WHOIIECTBOTO:
Bb3pacThy (TeaecHo Terno > 50 kg)

[TpenopbyBa ce HayanHa Ao3a oT 0.5 mg BeAHbXK OHERHO. Ta3u no3a Moxe Aa 0bAe MHAMBUAYAITHO
npucnocobeHa ¢ nobasku ot 0.5 mg BeAHBXK AHEeBHO, Npe3 AeH. OnrruManHara n03a MEHTH €
1 mg BeAHBbK AHEBHO. OnpeaesieHy MaLuHeHTH Morar Aa 0baar JJeKyBaHH €PEeKTH
JHEBHO, A0KATO APYrH MOrart Aa c€ HY>KaaaT oT 1.5 mg BeJiHbX JHEBHO.




JleyenneTo Tpsabea Aa ce NMPOBEXa OT JIeKap ¢ onpeaeseH OfUT B ICUEHHETO Ha rope f10coveHaTa
KATeropus nauuenT. MeauuHeKoTo neucHue He Tpadea na Obae caMoCTOSTENHO, 4 Aa ¢¢ KOMOUHMpa Che
CHOTBETHH COLHANTHU, 0Opa3OBaTE/IHM H TEPANERTUYHH CPEACTRA.

Jeua Haa S roayilHa BB3pacT U FOHOIUH { TEAECHO TEIIO < 50 kgi

Ilpenoprusa ce HauanHa no3a or 0.25 mg BeaHbx AHERHO. Ta3u f03a MOXke 1a Obe NHAMBUAYATHO
npucnocodera ¢ nodbaekH ot (.25 mg BEAHBX AHEBHO, IIPE3 OECH. OnTHMAaIHATA 1034 32 MOBEYETO NALMEHTH
e 0.5 mg Beanbx aHeBHO. Onpeacsnesy nauMedTy morar aAa Obaar nekyBaHy epekTHHO € 0.25 mg BeAHBK
JAHEBHO, JOKATO APYI'H MOTAT A4 ce HyKaaaT ot ().75 mg BEAHBXK JHEBHO.

[lono6Ho Ha BCsko CUMITTOMATUYHO JIEYEHUE, NPOAbJIKABAHETO Ha neueHue ¢ Medorisper Tpsabsa na ce
NMPEeOLEHABA PEIAOBHO.

HeueHuero TpaGBa Aa ce NMPOBEXKAa OT ClNEeLMaNMCT B 00J1acTTa HAa AETCKO-IOHOLIECKATA NCUXMATPHA HIH
nenaTbp, KOWTO € CleuyanucT B odnacTra Ha HEBpONEAUATPHATA UK UMA ONIpe/ielieH OTIMT B TEYEHUETO Ha
rope rnocoyeHara rpyna acua 4 HowH. MeguUMHCKOTO leueHue He TpAaOBa Aa Obae CaMOCTOATENHO, a a
ce KOMOHHHMPA ChC CHOTBETHH COLMANHY, 0Opa30BaTETHM ¥ TEPANEBTUUHH CPEACTRA.

JINCBa ONKUT B NTEUCHUETO HA AS1A 10N 5 T'OJiMiliHg Bb3pacT.

YepuoapotHa u 60peuHa HEAOCTATHYHOCT:

[IpenopbuBa ce HauanHa Jo3a ot 0.5 mg ABa IibTH AHEBHO. Ta3u g03a MOXKe Aa Obe MHAHBUAYATHO
npucnocobeHa ¢ aobaeku ot 0.5 mg ABa mbTH AHEBHO A0 1-2 mg ABa mbTH AHeBHO. Medorisper TpsaOBa na
ce nmpuaara ¢ BHUHMAHUE HPH Ta3d rpyna flauMeHTH, 10 NpuaoduBaHe Ha AOMBAHUTENEH OMUT.,

IMpemuHaBane oT APYrd aHTHNCHXOTHIH Ha Medorisper:

KoraTo e MeaAUIMHCKH [I0OKa3aHO, C€ MPenopb4Ba NOCTENEHHO CIMIMPAHE HA NMPEAULEHOTO JICUEHHUE,
€HOBPEMEHHO ChC 3aMI04YBaHETO Ha JiedeHHe ¢ Medorisper. 3a nauMeHTy rpeMUHaBatiy OT JIeYEHHE ¢
HeBpPOJIENTHLIM C YABILKEHO ocBoOOaaaBane Ha Medorisper, Medorisper ce BbBexaa BMECTO (popmara ¢
yAbLIKEHO ocBOOOKAaBaHE, B A€HS Ha cneaBaulara nHxekuus ¢ Hes. llepuoauuno Tpgabpa Ja ce npeoueHsna
He00X0AUMOCTTa OT MPOABILKHUTENHO AHTUTIAPKUMHCOHOBO JICUCHHE.

4.3 [IpoTuBONOKA3ZAHUA

CBPLX'-])/BCTBHTBJ'[HOCT KbM PHCIICPHIIOH WIH KbM HAKOC OT NOMOLLHHTC BCLLEECTEA.

4.4 CnenHaaHH npeAynpexieHusi H NpeNa3iH MEPKH NpH ynorTpeda

[TauneHTr B cTapuecka BL3pacT ¢ JEMEHUIUS

[MTaumenTH B crapuecKa BBE3PACT ¢ AEMCHLMA, JIEKYBAHU C ATUMUYHH AHTUNCUXOTHLM HMAT NOBUINEHA
CMBPTHOCT, B CpaBHeHHE ¢ mauedo, Opyu MeTa-aHaniu3 Ha 17 KOHTpOJUpaHyd NpOYyMBaHUA € ATHUITMYHHM
AHTUIICUXOTHLM, BIUIIOUMTENHO M pucnepuioH. IIpy Te3nm npoyusBaHus, je4yeHHETO ¢ Gypo3eMUA H
PHCIIEPUIOH, CE€ CBBP3Ba C MO-TOJIMA YECTOTA Ha CMBPTHOCT, B CPABHEHUE C JIEYCHUE ¢ PUCNICPUIOH HITH C
bypo3eMu, caMOCTOATENIHO, 00aue MEXaHU3MbT Ha TOBa B3aWMOACHCTBUE HE € U3ACHCH. ENHOBpeMeHHaTa
ynotpeba Ha pyucnepuioH ¢ APYrv JUYpeTALM (OCHOBHO TUA3UAHU ANYPETULM, TtpUNaraii B HUCKH J03M) HE
CE CBLP3Ba ¢ MOAOOHH JaHHH.

He e 3abenszana nOCTOAHHA 3aKOHOMEPHOCT 3a IMPUUUHATA 32 CMBLPTHOCTTA. BBripekd TOBa, npeid na ce
B3€Me pellieHHe 3a ynorpeda ce H3UCKBA BHMUMaHHWE W TpabBa Aa O0bAaT OTHETEHU DUEKOBRTG W [OJI3HTE Ha
KOMOMHALIMATA PUCICPUACH H PYPO3EMM, WY HA CHbBMECTHOTO HPUIIOKEHUE %:' UYPETHLN.
[Ip MauMeHTH B CTAPYECKA BB3PACT C JAEMEHLMS, HE3ABMCHMO OT NEdeHTEs ; %, RaKTOp 32
CMBbPTHOCT € AeXHpaTalusaTa ¥ 3aToBa Ts TpAOBa aa ce npeaoTBparsiBa. : “




LiepeOpoBackynapHu Hexenand CuOuTus

PucnepuaoH He ce npenopbyBa 3a JIEYCHUE HA MOBEACHYECKW CUMITTOMM NPHU ASMEHLMA, MOopaay MOBULLEH
PHCK OT uUepeOpoBackynapHM HexeslaHd CbOMTHA (BKIKOYMTENHO uepeOpoBacKyNapHH MHUUAEHTH W
IpeXO/HH LUepedpaiHl UCXEMHYHH aTakHh). JIedeHWeTO Ha OCTPU MCHXO3M MPH NMaLMEHTH ¢ aHaMHe3a 3a
aeMeHilua Tpg0Ba na ce HM3I0/3Ba CaMO B KPaTKM CPOKOBe WM TpaAOBa Aa C€ MpaBd MO fpenopbka Ha
chieuranueT, JlanHure oT paHIOMU3IHPAHH KIWHUYHH NPOYYBAHHUA MPU MALMEHTH B CTapyecKa Bb3pacT (>65
FOAMHHU) C JEMEHUHA MOKA3BaT, ue NpUOJM3UTENHO 3 MbTU € NOBHUINEH PUCKA OT LepedpoBacKynapHu
HEXeNaHH CHOUTHA (BKIIOYMTENHO LepeOpOBAacKyIapHH MHLHMACHTU U IPEXOAHU uepeOpanun ueXeMUYHU
aTaKkd) ¢ pucCnepuacH, B cpaBHenue ¢ mwiauebo. LlepeOpopackyiapHy HexxeNaHd CbOWTHA HACTBLIIBAT {IpH
3.3% (33/989) or nauneHTHTE, NEKYBaHH C pucnepuIoH U npu 1.2% (8/693) OT nalMEHTUTE, JEKYBAHK C
nananedo. OrHocuTenHuar puck (95% toueH aoBepuTeneH HHTepBan) e 2.96 (1.33, 7.45).

[lpegy ne4eHWe Ha BCeKHM NALMEHT ¢ MHUHA1a aHamHe3a 3a LiepeOpoBacKy/apeH WHUMAEHT / MpexoaHa
LepeOpalHa MCXEMUYHA araka, JeKapuTe TpadBa BHUMATEAHO fAa B3eMay MPEeABW] pucka OT
LepeOpoBacKynapHu HexxeaaHu ¢vbutrsa ¢ Medorisper (Npd pe3yTaTuTe OT HAOMIOACHUATA HA NALUEHTHU B
CTap4ecKa Bb3pacT ¢ JAeMEHLMA, onucaHH no-rope). Ilog eHuMaHve tpabea CblIO Aa ¢€ B3eMar APYTHTE
PUCKOBHY (PaKToOpH 3a LepedpoBacKynapHo 3abonssaHe, BKJIOUYATEIHO XHNEPTOHNS, AMA0ET, TIOTIOHONYLEHE
B MOMEHTA, [IPEACHPAHO MbKIACHE M T.H.

Anda-bnokupalio aeHcTBHE

[lopaan anda- ONOKMpallOTO AEHCTBUE HA PUCNCPHAOH MOXKE Ja HACTbIIM OPTOCTATHYHA XWNOTOHMA,
OCODEHO fpe3 HaualHuA MEepHO] Ha TUTPUpaHe HAa J03aTa. AKO HACTBIIH XMINOTOHMA TpAOBa na ce Mma
NpeABHT HaMangBaHe Ha J03aTa.

Pucnepuaon TpadBa aa ce npunara ¢ BHUMAHUC NPU NALMEHTH C M3BECTHO ChPAEUHOCHAOBO 3a00NSBaHE,
BKJIOMUTENHO MpH TaKHUBa, CBBP3aHHM C yAbaxasaHe Ha QT uHTepBasia, a mo3ara Tpadsa Ja ce nokauyea
nocTeneHHo. [Ipy KIMHUYHKY NPOYYBaHHA, PMCIIEPHAOH HE ceé CBbp3Ba ¢ yAb/kaBaHe Ha QTc uHTepBanure.
[lonoGHO Ha Apyrure aHTHIICUXOTHIM, C€ M3UCKBA MPEANasNMBOCT, KOrare €€ Ha3HadaBa CbBMECTHO C
JIEKApCTBEHH NPOAYKTH, 338 KOHTO € U3BECTHO, Ye yabikaBar QT HHTepBana.

AKO C& Hanara AONBIHMTCAHO CeAmpane, BMECTO NOBHMIIABARE HA A03aTa Ha pUCNEpPUIOH TpabBa Ja ce
npwiara JOMBAHKTEICH JeKapCTBEH NPOAYKT (kaTo OEH30aHa3eNuH).

TapausHa aUckuHe3us/EXCTpanipaMyuaHy CHMIITOMH

JlexapcTBeHNWTE TIPOOYKTH, AHTArOHHM3WpAllUH AONAMHHOBUTE PEUENTOpH, CE€ CBBP3BAT C HUHAYLHUpAaHE Ha
TapAUBHA JIMCKUHE3MA, XapaKTEpU3Mpalla C€ ¢ PUTMHYHH HEBOJIEBU MOTpPENBaHuA, NPEAUMHO Ha e3MKa
u/unu auuero. CpoduiaBaHoO €, He MOABATA HA EKCTPANMPAMUIHK CUMITOMU € PUCKOBR (PAKTOP 33 Pa3sBUTHETO
HA TapAMBHA JUCKMHE3HS. AKO CE MoABAT Dene3yd 1 CHMIITOMH HA TapAWBHA AUCKHHe3us, TpaGBa aa ce UMa
npeaBuA NPEYCTAHOBABAHETO HA BCUYKH AHTHUIICUXOTHLH.

HesposentuueH Manurnes CuHapomM

[Ipn HeBponTHUUTE Ce chbODOIUABA 3a MOABA HAa HEBPOJEHTHHEH MAa/IMTHEH CUHAPOM, XapaKTepusupaill ce ¢
XUIEPTEPMUS, MYCKYIHA PUTANHOCT, BEr€TATMBHA HECTAOMIIHOCT, MPOMEHU B ACHOTATa HAa Ch3HAHHUETO H
NOBHIIEHUE HAa HUBATAa Ha KpeaTwHdochokuHazata. B To3u ciayuail tpabBa na ObAAT COpeHH BCHYKH
AHTUINCUXOTHLM, BKTIOYUTEITHO PUCNEPHAOH.

[Ipy nmauueHTH B CTapuecka BbIPACT M NpH Takusa ¢ ObOpeyHa wnu udepHOApPOOHA HEAOCTATLYHOCT €
NpenopLEYUTEIHO Ja ¢€ HaMaay Hano/IOBMHA M HayallHaTa 034, ¥ [MocieaBaliMTe NoBULIEHUS Ha N03aTa.
HaznauaBaHeTo Ha pHcniepHIOH pH nauneHTH ¢ Gonect Ha [lapkyucon TpadBa b -“TT:"" RHUMAHUE,
Tbil KATO, TEOPETHUHHO, TOBA MOXKE Ja JOBEAe [0 BaoulaBaHe Ha 3ab0nsaBaHeTO. )

XHMEPTrANKEMUS




B MHOrO penku ciaydad 1O BpeMe€ Ha ACUYEHHMETO C PHCMEPUIOH Ce€ ChOOILABAT XUIMEPRIMKEMUS HIK
B/IOLLIABAHE HA ChIibTCTBaUL AHA0eT. [lpenopbUuTENHO € ChOTBETHO KTHHHYHO NMPOCHSAABAHE NIPU HNALHEHTH
¢ AdadeT ¥ npU MaLUMEHTH C PUCKOBH (PAKTOPH 3a Pa3BUTHUE Ha 3axapeH auaber (Bx. ¢biilo TOuka 4.8).

[IponakTuH
Bb3moxkHO € noBrIIABaHE Ha HUBATA HA NPOJAKTHHA, Nlopaay edheKkTa Ha PUCTIEPUIOH 1a aHTaroHu3upa D2,
N3ucKBa ce NpeanasnyBoCT B ClIy4ai Ha MpojiaKTHH-3aBUCHMK TYMOPH.

M3BectHO €, ue OpyrdTe KIAacU4YeCKH HEBpOJIENTHLM NOHWKABaT repuoBMs npar. IlpenopbuBa ce
MaLHEHTUTE C ENUIENCUA 1A CE JIEKYBAT ¢ MIOBUUIEHO BHUMAHHUE.

[lonoOHO Ha ApYruTe AHTUIICHMXOTHLIM, MALMEHTUTE TpAOBa 1a ObLIAT OCBEAOMEHH 33 Bb3MOXKHOCTTA OT
MoKaypaHe Ha TeraoTo.

Cnen ps3ko CfHpaHe Ha BHCOKM [O3U AHTUIICMXOTHIH MHOIO PAAKO CAa ONUCAHU CHUMNTOMU HA OCTPO
OTHEMaHE, BKIFOYMTENHO FafeHe, MOoBphiHaHe, W3NoTIBaHe H 6e3cbHHe. ChILo Taka MOXKE [a & Bb3BbPHAT
NCHXOTUUHUTE CUMITOMM, KAKTO M MOSBA HA HEBONCBH JABMIraTe/IHM HapyIleHHs (KaTo aKaTH3HA, JUCTOHMS
H JHCKUHE3MA ). 38TOBA C€ MPENopbUBA NOCTENEHHO CITHPAHE.

[MauneHTy ¢ peaKH HACHEACTBEHM CHCTOSAHKA KAaTO rajlakTO3HA HEMOHOCUMOCT, Lapp nakrasen AepyUUT UK
r1FOKO3HO-TallaKTO3Ha ManabcopOiius He Tpabea Ja npHeMaT TO3H MPOYKT.

4.5 BiaumopaeicTBHE ¢ IPYIH JIEKAPCTBEHE NPOAYKTH H APYrd ¢GOpMH Ra B3auMOJelCTBHe

He ca cucteMHO OUeHABAHH BL3MOMKHUTE B3aUMOAECHCTBHS HA PHCIIEPHAOH C JIPYIH JEKAPCTBEHY NPOAYKTH.
[Ipeapua ocHoBHUTE edekTH HA prucnepuacH BbpXy LIHC, To#t Tpabea aa ce u3non3Ba ¢ BHUIMAHUE C APYIy
LEHTPANHO ASHCTRALIM JICKAPCTREHH NPOAYKTH, BKIIOYHTENHO ankoXo.

Prcnepuaod Moxe Ja aHTaroHM3upa ACHCTBUETO Ha JIEBOAONA U APYIH AONAMUHOBH arOHUCTH.

KapfaMazenuHbT HaMallsipa IUIA3MEHWTE HUBA Ha aHTUNCHMXOTHYHara dpakuus Ha pucnepuaod. Iloaoben
edeKT MOXE Aa Ce OYaKBAa M OT [PYLHU NEKAPCTBEHU APOAYKTH, KOHWTO CTHMYVYJIHPAT META00NU3UPALLMTE
CH3UMH B yepHHUA apol. [IpH 3anouBaHe Ha kapbamMa3enuH WiKM APYTrH JIEKAPCTBEHU NPOAYKTH, UHAY UHpaUlK
YEePHOAPOOHUTE EH3UMHU, J03aTd Ha pecnupuaoH TpsaOBa aa ObAe NPEOLEeHEHa U, aKo € HeoDxoaumo, na OLae
nosuieHa. OOpaTHO, NpU CNIMpaHe HAa TAKMBA JIEKAPCTBEHHW MPOAYKTH, J03aTa HA pPecnUpHaoH TpsadBa nxa
OBae npeoueHeHa H, ako € HeoOXoauMo, aa Obae HaManeHa.

®eHoTHA3ZHHY, TPHIMKINYHUA aHTHACTIPecaHTH W HAKoW OeTa-Onokepu Morar Ja MOBHMLIAT [1a3MEHUTE
KOHLEHTPAUKUKY HA PUCMICPUIAOH, HO HE W TE€3M HA AKTUBHATA AHTUNCUXOTHUHA (Ppakuus, OAyOKCETHH U
napokceTuH, CYP2D6 uHXHOUTOpH, MOFaT Aa NOBHLIAT MIA3MEHUTE KOHUCHTPALUUM Ha PUCIEPUAOH, HO NO-
MAaJ KO0 OTKOJIKOTO Ha aKTHBHATA aHTUNCHMXOTHYHa (pakitua. Koraro ce 3anodsa WaM chnvpa CbBMECTHO
NPUIOKEHHE HA (JIYOKCETHH MM NAPOKCETHH, JIeKapaT Tpsabpa Aa NpeolieHW AO3UPAHETO HA PUCIIEPUIOH.
B3 ocHoBa Ha in vitro {IpOYYBaHHUS, CBHIUOTO B3aMMOACHCTBUE MOXE Ja C€ MPOABUA ¢ XaNONepHIO.
AMHTPUNTHINH He NOBNUABA (apMAKOKHHETUKATA Ha PDUCNEPHUIOH WM Ha axTHBHATA AHTUNICUXOTHYHA
dpaxuua. LlumMeTHaUH MU paHUTHAKWH MOBHUIABAT OMOHANMYHOCTTA Ha PUCTIEPUAOH, HO CaMO HE3HAUMTENIHO
Ha AaKTHUBHATA AHTHNCHXOTHMHa ¢pakuua. Epurpomuuud, CYP 3A4 unxubutop, He npoMmeHs
$apMaKOKHHETHKATA HAa PUCHEPUIOH W HAa aKTUBHATA AHTUICHUXOTUHMHA (pakuus. XOJHHECTEPA3SHHAT
HMHXHOUTOP, raNaHTaMHKH, HE MOKa3Ba KIMHHYHO 3HA4UM ePeKT BbpXy PapMaKOKMHETHKATA HA PUCNEPHIOH
K HA aKTWBHATA AHTUINCHXOTHYHA ¢pakuus. [IpoyuyBane ¢ JOHENE3WI MpPH 3ApaBU J0OPOBOIYM B AKTHRHA
Bb3PacT Cbill0 HE TMOKAa3Ba KJIMHUYHO 3HAYUM €(deKT BbpXY (apMaxOKWHETHMKATa Ha PUCMEPUAOH H Ha
AKTHBHATA aHTHUIICUXOTHYHA dpakius.

Korato pucnepyaoH ce mpuema 3aeQHO C JpYry JICKAPCTBEHM MPOAYKTH, CBbp3aHH BbB BHCOKA CTEMEH ¢
fIPOTEMHHUTE, HAMA KIHHHYHO 3HAUYUMO W3MECTBAHE OT ILUTa3MEHWUTE ApPOTCHHY FMRIATO Ja € OT ABaTa

JIEKapCTBEHHW NPOAYKTA.




Bux touKa 4.4 No OTHOWIEHUE HA NOBUILEHATA CMBPTHOCT MPM NAaLMEHTH B CTAPHECKA BB3PACT ¢ ASMEHILMS,
NOJy4aBaiild eAHOBPEMEHHO H PYypO3EMHUS.

PucnepuaoH He fIOKA3Ba KIMHUYMHO 3HAYHM e(eKT BbPXY (hapMakOKUHEeTUKaTa Ha Bainpoat. [Ipu naumeHTH
Ha NPOABDKUTENHO JIEYEHUE ¢ JIMTHH W [O-CTApU/TUNMYHU HEBPONENTHUMK, CJI€J 3aMECTBaHe Ha
ChITLTCTBALLMSt HEBPONENTUK C PUCMEPHUIOH, HE HACTbLIIBA 3HAuMMa NPOMAHA BbB (papMaKOKWHETHKATa Ha
JIATHS.

XpaHaTa HE INMOBJIKABA p830p6uH$lT& Ha PHCIICPUIOH OT CTOMAXA.

4.6 bpeMeHHOCT H KEpMeEHE

Bonpeku 4Ye, npH EKCMEPUMEHTAJIHM JKMBOTHHW, DHCTIEPUMACH HE TNOKa3Ba AWPEKTHA pPenpoOLyKTHBHA
TOKCHYHOCT, C& HA0MOAaBaHH HAKOH HHAMPEKTHH, NponakThuH- Mmeauupann ¥ LIHC-meaunpanu edektn. He
¢ or0ensA3aH TepaToreHeH eEeKT Ha pMCIepydaIOH B HUTO €HO ripoyuBaHe. He e ycTtaHoBeHa Ge3onacHocTTa
Ha pycnepUIOoH Npu ynorpeda ro ppeme Ha OpemeHHocT npy xopa. CnenoBaTenHo, pucrnepyaoH Tpadea aa
C€ U3MO0JI3BA N0 BpeMe Ha OpeMEeHHOCT caMo, aKko NOJ3KWTE HAABMUIABAT PHCKOBETE.

B npoyuBaHHs ¢ YKUBOTHY, PHCIEPUAOH U 9-XUAPOKCH-PHCIIEPHAOH C€ EKCKpeTHpaT B kKbpmara. JJokaszaHo e,
Y€ PUCNEPHAOH U F-XUIPOKCHU-PUCTIEPUIOH CHUIO Ce KCKpPeTHpaT B KbpMaTa npH Xopa. CieaosarenHo,
JKEHUTE NOJYHaBaLM PUCIIEPUIOH He TpadBa 1a KLPMAT.

4.7 EdexTn BEpXY cnocodHOCTTA 32 IH0upane H padoTa ¢ MALIHHA

Pucnepnnon moske na nurepdepupa ¢ AEHHOCTH, U3UCKBALLIA ICUXOA0rHUHA OauTensocT. ClienoBareHo,
nauMeHTUTE TpadBea Aa Obaat NpeAynpeaAcHH 1a He wodupaT Wid aa He paboTAT ¢ MALUKWHU, TOKATO HE
CTaAHE U3BECTHA MHAUBUAYAIHATA UM UYBCTBUTENIHOCT.

4.8 HexenaHnn JeKapcTBEHH PeAKIHH

Hapyuiesus B coHi. Bu3byaa. TpesoxknocT. [ naBobonue. 110-uecTo € crobiapaHo ceaupane rnpH Jleua u
IOHOLIKM, OTKOJIKOTO NPH BL3PACTHH. B NMOBEUETO C/Iyuan CEUPaHETO € ISKO ¥ CaMO BPEMEHHO.

Tabnuuata no-n0ay ONMUCBA HEXeNaHUTE NIEKAPCTBEHH peakUunu, 6e3 1a ObaaT OTUMTAHHU NTOKA3aHUA U
TEXKECT.

YecroraTa Ha HEXXENAHHU NNIEKAPCTBEHN PEakUMK ONIUCAHKM NO-A0Y ¢e onpeneis, KaTo ce U3Noa3Ba cireaHara
KOHBEHLUSI:

MHoro uectu (= 1/10); uectu (>1/100 po <1/10); newectn (>1/1 000 no <1/100); peaku (>1/10 000 oo <i/1
000); muoro peaxu (<1/10 000).

HapywieHus Ha KPLBOHOCHATa M JUM(HA cUCTEMMU

Heuectu (>1/1 000 no <1/100)
Orox. Cnabo namanedue B Oposi Ha HeyTpodunute W/runu TpoMOboLUTUTE Ce chobdLaBar.

Hapyurenns Ha MeTaQonn3mMa U XpaHEHETO
Hevuectu (>1/1 000 10 <1/100)
[foBuiuasaHe Ha Ternoro.

Muoro peaku {(<1/10 000)
ChollileHH ca XUnepriuKeMysa Wi BlioLlaBaHe Ha ChliecTBYBaly Auaber.

HapyiieHus Ha HEpBHATA CUCTEMA
Yectu (>1/100 go <1/10)




Hapyuwenus B CbHA, BL30YAa, TPEBOKHOCT U rnaBobonue. [1o-4ecto € cbobulapano ceaupate npu acua u
FOHOLLK, OTKOJIKOTO NPH BBIPACTHHU. B noBedeTo cyvar cCeAUpPaHeTo € IEKO U CaMO BPEMEHHO.

Heuectu (>1/1 000 0o <1/100)

COMHOJIEHTHOCT, YMOPa, 3aMasgHOCT, HAPYUICHA KOHLIEHTpaLMA U TapaAuBHA AUCKUHE3HA. [1pU no-BUCOKH
NO3U EKCTpanUpamMUIHH HeKeNaHu ¢bOuTHs.

OprocTaTuuHa 3aMasHOCT, MAJIUTHEH HEBPOJIRIITHUYEH CHHAPOM, I'bpUOBe

HapyLieHus Ha OKOTO
Heuecrty (>1/1 000 1o <1/100)
3aMBIASHO 3peHUe.

Cb10BU HAPYLUEHUS
Heuectu (>1/1 000 no <1/100)

OpTocTarMyHa XUNOTOHHUA, PePICKCHA TAXHKAPAUS.

o Bpeme Ha A€UEeHHE C PUCTICPHACH ca ChOOLIAaBaHM LepeOpOBACKYJIAPHU UHLWAEHTHU, BKIIOYUTETHO
MHCYJITY M fIpexoHa uepedbpanna ucxemuuxa ataka ([1LIHA) (Brk 4.4 CneuManHu npenynpeskacHHs Y
Npeana3Hvi MEPKU NpH ynoTpeda).

CTOMAalHO-YPEBHMA HAPYLIEHHNS
Heuyectu (>1/1 000 no <1/100)
3anek, JUCNENnCus, raeHe/noBpulUaHe, KopeMHa Oonka

Xenaro-o6nnuapHu HApPYLIEeHUS
Heuectu (>1/1 000 no <1/100)
[TosKiueHH YepHOAPOOHH eHIUMH

HapyluieHus Ha K0xaTa ¥ 110AKOKHaTa ThKaH
Heuectu (>1/1 000 mo <1/100)

Pynut, 06pHB W Apyr¥ anepryyHy peaxiuu.

Hapyuwenus Ha 6b0peutute ¥ MUKOUYHUTE ILTHLIA
Heuectu (>1/1 000 no <1/100)

UuKoHTHHEHUMs Ha ypyuHa. BoaHa MHTOKCHKALWA MOPaId MNOJIKAKNCUA UK NMOPAAM HEaAeKBATHA CEKpeLHs
HA aHTHAHYPETU4EH XOPMOH

Hapyienus Ha Bp3NPOU3BOINTENHATA CUCTEMA U I'bpAaTa:

Heuecry (>1/1 000 ao <1/100)

3aBUCHUMO OT J03aTa NOBULLEHUE HA TUIA3MEH MPOJAKTUH, KOETO MOXKE A4 I0BeAe 0 ranakroped,
F’MHEKOMACTHs, HapyLleHAa MEHCTpYaLlHsa U aMeHOopes.

[puanussM, epekTHIHA ZNCPYHKLHUA, SIKYJIATOPHA JUC(PYHKLUMA U CMYLIEHHUS HA Opra3Ma.

OO0LULK HapyHIEHUS
JIncperynauus Ha Tesl€CHATA TEMIeparTypa.

B KIHHUYHK NPOYy4BaHUs MPH NALHECHTH C OCTPa MAHUA, JICYEHHUETO C PUCIEPHACH “Specifar’ noseae 10
MosiBa Ha eKCTpanupaMuaHy CuMnToMu npu 19.4%.

4.9 Ifpeno3upane

CHMITOMHU
Q0uKkHOBEHO ce HabmoaaBaT 0esie3d ¥ CUMITOMMU, TTIOPOAEHHU OT YCWIBAHE HA MO3HA
ehekTv Ha Medorisper. ToBa BKIrOYBA COMHOIEHTHOCT, CEAHPAHE, TAXHKAPUINA, .
excTpanupamuiHy cumMntoMu. CrobuieHo € npenosnpaxe ¢ 10 360 mg. Hannuxa




NpeAnonara rojisMa TepanesTyYHa wMpHHa. [ipy naumeT, ¢ xunoxanuemusd, noiayuun 360 mg ce cLobaBa
yab/kasane Ha QT. Tlpu npeno3upane ca npocneneHH peAKM ¢nyyaM Ha yabokaBaHe Ha QT. B cnyuau Ha
OCTPO npeno3upane, TpAORa a C€ UMa NPEABU], Bb3IMOKHOCTTE 38 €AHOBPEMEHO BIHAHUE HAa MHOXXECTBO
NEKapCTBCHU NMPOAYKTH.

JleyeHue

CuMnromaTHuHo. OcHrypsasaHe U NOJABPKAHE HA CBOOOAHHN AUXATENHH TBTHILAE, H NOAABDMKAHE HA
aAeKBaTHO NOAABaHE HA KUCNOPOI v BeHTH/Idpane. TpsbBa Ja ce uMa npenBua CTOMALLEH JaBax (chen
UHTYOUpaHe, ako NauMeHTHT € B Oe3chb3HaHue) U TPUIOKEHNE Ha aKTUREH BBIJIEH, 3a€/THO C JIaKCaTHB.
HezabasHo TpaOsa aa Obae 3ano4MHaTo NpOCaeaAsBaHe HA ChbPACYHOCHAOBATA AEHHOCT, KOETO 1a BKIIKOUBA
NPOALAKUTENHO €JIEKTPOKapAROrpadpcKo MOHUTOPHPAHE, 38 Aa 0BbAaT OTKPHTH €BEHTYAIHH apHTMUK.

He € Hanuue cneumdruer antuaoT Ha Medorisper. 3atoBa TpsadBsa 2 ce 3aN04HAT NOAXOAAIIM
NOANbPKAWK MEepKH. XUIMOTOHUATA ¥ UMPKYJIATOPHUAT KONarc TpaOBa aa ObAaT TPETUPAaHU ¢ NOAXOASAIIU
MEPKH, KaTO NpUnaraHe Ha TeYHOCTU MHTPABEHO3HO M/HJIH CUMNATUKOMUMETUUYHH NEKAPCTBEHH NPOAYKTH.
CTPHUKTHHAT JiEKapCKH KOHTPOJ M MOHUTOPHUpaHe TPAORa Ja NpoABIIKAT 10 Bb3CTAHOBABAHETO Ha IMALIHEHTA.

5. GAPMAKOJOTHYHY CBOYMICTBA

3.1 PapMaKkoJnHAMHYHH CBOlCTBA
N 05 AX 08

PucnepraoH € CeleKTHBeH MOHOAMHWHEPTUUYEH aHTATOHUCT € BUCOK aQHHUTET H KBM CEPOTOHMHEPIrHYHUTE
5-HT> n kpM gonamuHepragnure Dy peuentopy. PUcnepuaoH ce CBBP3Ba Chllo ¢ ada-aapeHepruiHuTe
PELIENTOPH H, C NO-HUCHK apuHUTET, ¢ Hi-XHUCTaAMMHEPriUYHUTE U ¢ aNa,-aJpeHEPrHYHHTE PELICITOPH.
PucnepuaoH HaMa aQUHMTET KBM XOAHHEPTUYHUTE PELENTOPU. Brapexu ye, pUCNEpHIOH € MoLueH [,
AHTarOHHUCT, KOETO Ce CYHTA, e NoA0OPABA MONIOKUTEIHUTE CUMITTOMM IMPH HIH30(GPEHUA, TOU BOAH NO-
MAJTKO 10 NOTUCKAHE HA ABUraTe/IHATA aKTUBHOCT H KQTaNlelncus, B CPABHEHUE C KITACHUYECKUTE
HEBPOAENTUUH. balaHCHPaHUAT LUEHTPaNeH CepOTOHUHOB Y JIONaMUHOB aHTArOHW3bM MOXKE 1a HAMANK
BEPOATHOCTTA OT I105Ba Ha €KCTPanupaMUuIHN HexellaHu eQeKTH, K Aa pasiuydpd obxBara Ha
TEPANeBTUYHATA AKTUBHOCT 10 HEFATUBHUTE N A)EKTUBHUTE CUMITTOMH Ha HIW3O(PECHHATA.

5.2 PapMaKOKHHETHIHH CBOHCTBA

Ciea nepopanHo NpuIOKEHUE PUCTIEPHIIOH HAITBIIHO ¢ce pe30plupa, KaTo MaKCHUMAIHK TUIA3MEHU
KOHLUEHTpALMK ¢e JOCTUraT B paMKuTe Ha | no 2 4aca, XpaHaTa He (I0B/1UsBa pe3opOUMATa Ha PUCTIEPULOH.
PucnepuaoH 4acTu4HO e MeTaboniH3rpa A0 9-XuAPOKCU-PHCNEPUAOH, KOKTO UMa PapMakonoriiHa
aKTMBHOCT, CXOjIHA C Ta3H Ha PUCNIEPUAOH. 3aeHO, Te POpMUpaT aKkTUBHaTA (AHTUIICUXOTHUYHA) Qpaxuus.
Hpyr metabonuter AbT 3a pucnepuoH € N-neankuimpaneto. Ciea 1epopanio NPUAOKEHUE HA MALMEHTH C
NCUX033, PUCTIEPUAOH CE eNMMUHHPA ¢ MOIYXKHBOT OT NMpUONU3HTENHO 3 Yaca, a 9-XHAPOKCH-PHUCTIEPUAOH, C
eNMMHHALMOHEH NOJYXKUMBOT OT NpUbausdrento 24 yaca. 3a 9-XuapoKCH-PUCTIEPHIOH CTALIMOHAPHO
ChCTOSHME C€ AOCTUrA cnep 4-5 AHeBHO A03HpaHe. [Li1azMeHuTe KOHLUEHTPAaLHK ¢a NPONOPLUOHATHH Ha
N034Ta B pAMKUTE Ha TEPaneBTHYHHA A0308H HHTEPBAJ. PHcnepuaoH ce paznpeaensa Obp2o B TANOTO.
O6eMbT Ha pasnpenenenMe e 1-2 1/kg. B nnasmara pucnepruiol Oup30 ce cBbp3Ba KbM albyMHHA H KbM
Kucenus o-1-rauronporers. CBbP3BAHETO C IIA3MEHUTE NPOTEHHU 32 pucnepuacH e 88%, a 3a 9-
XUApPOKcU-puctiepuon e 77%. Enna cenMuua cnen npunoxeHue, 70% or gosara ce eKCKpeTupa B ypHHaTa,
a 14% - B u3npaxHeHusATa. B ypuHara 35-45% ot npuaoxeHara 2032 € ChCTABEHa OT PUCNIEPUACH H 9-
XHAPOKCH-PUCTIEPHAOH — OCTAHAJIATA YACT Ca HCAKTHBHHM METabOJINTH.

[TpoyuBaHe ¢ eqHoKpaTHa 1034 NOKa3Ba MO-BHCOKYU TLU1a3MEHY KOHLIEHTPAaLMU HA aKT /=
0aBHO eIMMKHHpaHEe HA PUCNIEPUAOH B CTApUECKa Bb3PacT W ripyu nauueHTy ¢ 0bu0pe OGPRI b
[[na3zMeHnTe KOHLEHTPALlIHKY HA PHCTIEPHAOH Ca HOPMATHH MPH NallHEHTH ¢ UEPHO/ gﬁ AR TN
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DapMaKkOKHHETHKATA Ha PUCNIEPUACH, 9-XHAPOKCH-PUCIICPUIOH M HA aKTHBHATA AHTHICUXOTHYHA (ppakuus
MpH Jeua ca CpaBHUMH Ha hapMaKOKUHETHKATA [1PY Bb3PACTHH, CHOPEA NMPOYYBaHE C LIECT IELA € ayTH3bM
(na BB3pacT 3-7 roauHu). CpeaHUsT TEPMUHAICH MO/Y)KHBOT, 00aue, Ha PUCNIEPHUIIOH, KAKTO H Ha 9-
xuapokcu-pucnepuot € 30-35% no-HUChK B CpaBHEHME C B3PACTHH JIMLIA.

5.3 IlpeanxTHHAYHE JAHHH 32 Oe30macHoCT

[Ip# (cy0)XpOHUYHHU TOKCHKOJIOFHYHH TIPOYUBAHUS, KOUTO Ca NPOBEXKAAHHU C NPUNIOKEHHE HA T10J0BO
HE3peJIK TUTbXOBE M Ky4YeTa, [P ABaTa 0Ja € HaIM4eH, 3aBUCUM OT 103aTa €(eKT, BbpXY FeHHTAJIMUTE K
MJIEUHUTE K1e3d. Te3H eeKTH ca CBbP3aHH C YBEJIMUCHHTE HUBA Ha CEPYMEH MPOJIAKTHH, NPEAH3IBHKAHN OT
Gaokupaius eeKT Ha pUCEPUAOH Ha J0NaMUHOBUTE D2-peuenTopH.

Kapyunozennocm: NpoBeXAaHH ca NPOyyBaHUs ¢ MULIKM Albino n nibxose Wistar. Ilpunarannte 103u, Ha
ocHoa mg/kg ca 2.4, 9.4 u 37.5 MbTY MAKCUMATTHHTE NPENOPBYHTENIHA 103 TPU XOPa. [Iposssea ce
CTATHCTHYECKH 3HAUMMA MOBUILLIEHA 4€CTOTA Ha aJEHOMHM Ha XHMO(HU3HATA XKJi€3a ¥ €IHOKPUHHY MaKPEaCHH
aJeHOMH, KaKTO W Ha aJICHOKApLMHOMH Ha MJIeUHaTa JKiie3a.

AHTUNCHXOTHLIMTE OOUKHOBEHO NOBHILABAT MPOJAKTUHOBUTE KOHLICHTPALUH MPU IrpyU3atn; NOBHLICHHCTO
nepcUCTHpPa No BpeMe Ha XpOHMYHO npuiioxkeHne. CCpyMHHTE NPOTAKTHHOBH HHUBA HC Ca U3MEPBAHH T10
BpEME Ha IPOYUBAHWA 32 KAPLIMHOTEHHOCT C PUCTIEPUIOH. Bbripeky TOBa, NpH CyOXpOHHYHU
TOKCUMKOJIOTMUHH NPOYYBAHHUS, KOTATO C€ € Mpuaarajia ChillaTa 103a, KakTo MNpH NpoyyBaHUATA 34
KApLIMHOTEHHOCT, PUCMIEPUAOH MOBHILABA PONAKTHHOBHTE CEPYMHM HUBA 5 10 6 NBTH NOBEYE NPH MULLIKH
U bxoBe., Cren XpoHUYHO TIPUIIOKESHHUE Ha IPYTrH aHTUIICHXOTHLM NPYU IPU3aUH C€ OTKpHBa NIOBHLUICHHE Ha
HEOTa3MHUTE Ha MJICYHA €33, XUINOodH3HAa KIe3a 1 Ha MaHKPEACHUTE OCTPOBHHU KIETKH, KaTO 3a MeAUMpalll
areHT CE CYUTa NPOJAKTHHA, BLIPEKH TOBA, BPh3KATa MEXKAY T€3U AAHHH MPH rPU3aii U BbIMOXKHUAT PHCK
[Ipyd XOPa € BCE Olle HeH3BECTHA.

Mymazenrnocm: in vitro KaKTo U in vivo TECTOBE HE pa3sKpHUBaT HAKAKBH AaHH 32 BBIMOKCH MyTarcHeH eexT
Ha PUCTIEPHUIOH.

@epmunumem: TIpY TPY PENPOAYKTHBHH NPOYYBAHHS, PACNEPH/IOH HE NOKa3Ba yBPEKAAHE Ha dbepTunureTa
Ha Wistar nmbxose, Kouro nony4aeat (.1 20 3 nsTH MaKCHMMAaliHaTa NpenopbhHBaHa 103a Npu Xopa Ha 0asa
mg/m". [Tpu cy6XpoHMYHO TOKCHKONIOIWHMHO Npoy4BaHe Ha Ky4eta Beagle, npu A03u Ha pyCTIepH/IOH 0.6 no
10 nbTH MaKCHMAallHATa NpenopbyBaHa A03a Npy Xopa Ha Oasa mg/m2 ca HaMaJICHU MOTHITUTETA H
KOHLEHTpaLMaTa Ha criepmarta. CbiIO ¢a OTYETEHH, CBbP3aHU € 103aTa, HaMaJleHH Ha CEpYMHUA
TecTocTepoH. CEpyMHHAT TECTOCTEPOH U NapaMeTPHTE Ha CIIEpMATA YACTHYHO C€ BB3CTAHOBABAT, HO
OCTABAT HAMAJICHH CJIE/ MPEYCTAHOBABAHE HA JIEUEHHETO. He ¢a U3BECTHH 03U, KOUTO HE BOJUT Aa HUKAKBE
epexT NpU NNBXOBE U KyYeTa.

Bpeamennocn: TEPAaTOTEHHHMAT NOTEHLMAN € NPOYYBaH B NPOAB/DKEHHC HA TPH CermeHr 11 npoy4BaHus ¢
nbxoBe Wistar ¥ Sprague-Dawley u eano Cerment 1l npoy4saHe ¢ HOBO3CHNaHACKU 3aiiy. Cnen
NpUACKEHHE Ha 10341 prcniepyaoH 0.4 Ao 6 MPTH MAKCHMAJIHATA NPENopbHBaHa 1034 [IPU XOPa Ha Gaza
mg/m° He ce yBenyuaBa YecToTara Ha MangopMaLiH, B CPaBHEHUE C KOHTPOJIHTE. [1pu Tpy penpoayKTHBHY
IPOYYBAHHUS NPH ILTBXOBE € HATTHYHO MOBHLICHHE HA CMBPTTa HA MANIKUTE, (10 BPEME Ha MPBUTE HETHPH
JIHH OT JaKTauusTa, npy aosu 0.3 a0 3 MbTH MaKCHManHaTa nNpenopbpysaHa 103a MpH Xopa Ha 6aza mg/m”.
He e W3BecTHO ANy Ta3d CMBPT € NOpaay AUpeKTeH eheKT BBpXY (eTyca, WK MAJIKUTE, WK Nopaiu
edbexTu BBpXy Malikute. He € n3secTHa n03a Oe3 edekT BBPXY CMBbPTHOCTTA HA MAJIKHTE. B apyro CermeHr
[1I npoyuBaHe Npy IIBX0BE, NMOJy4aBally 1032 PUCICPHIACH 1.5 mbTH MakCHMaJHAaTa NpernopbyYBaHa A03a
fIpu xopa Ha Da3a mg/mz, € HAJIMUHO NMOBUILCHHME B Opost HA MBPTBOpOIeHUTE. B HOBOPOACHH [THXOBE €

YCTaHOBEHO NpeMHHABAHE HA PUCNEPUOH Nnpes rialeHTaTa. JIMncBaT afekBaTHA nobpe "h‘ Tt
k ’
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npoyusanua ¢ GpeMeHHH xenH. CpolLieHa e areHe3a Ha KOpIyC Kano3yM NpH ALTE, U3

PUCTIEPUAOH.



6. DPAPMALLEBTUYHH JAHHH

6.1 CnucsbK HA NOMOIHHATE BEIeCTBA

CobpueBrHa Ha TabaeTkara

Jlaxrosza monoxuapat. LlapesnuHo Huluecte. Hatpues naypun cyndar. Mukpokpucranta teayo3a.
Xunpomenosa. CuauuueB AMOKCHA, KOJIOMIEH, Oe3BoAeH. MarHesHes cTeapar.

DUIMOBO NOKPUTHE
Xunpomenosa. TuraHos auoxcua (E171), [Iponunenrnukon. Tanxk.

HONbLAHWUTEAHU NMOMOUIHM BELIECTBA

1 mg: onaapu 64n0: TUTaHOB arokcui (E171)

2mg:  onaapy opaHKeBRO: opaHxkeno xbATo (E110)

3mg:  onajapu: XWHOJHHOBO xbiTo (E 104)

4 mg:  onaapH seneHo: HHAUroTuH (E 132), xunonunoro xwaro (E 104)

6.2 HechbBMeCcTEMOCTH

He e npunoxumo.

6.3 Cpok Ha roguocr

3 roaMHH

6.4 CnenHAJHA YCJI0BHS HA ChXPAHEHHE
Hsama

6.5 [lannyu 3a onakoBKara

bincrepru onakoexu (PVC/PE/PVDC anyMMHNIA).
lmg: 6,20 rabnerku

2mg: 20 TabieTkn

3mg: 20 TabieTku

4dmg: 6,20 TabaeTku

He BCYUKHM BUAOBH ONAKOBKUW MOrart Ja ObAaT MyCcHATH B npojaxoda.

6.6 Coenna/nu ApeANa3Hd MEPKH NpH H3XBbpJanHe H padora

HamMa cneudanHu H3NCKBAHKA.

7. ITIPUTEKATEJI HA PAZPEIIEHNHUETO 3A YIIOTPEBA

Medochemie Lid

1-10 Astronafton & Constantinoupoleos
3505-Limassol

Kuibp

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA




I mg:
2 mg:
3 mg:
4 mg:

9. HATA HA ITBPBO PABPEHIABAHE/HHOJHOBABAHE HA PAZPEHIEHUETO 3A
YIIOTPEBA

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA




