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1. HME HA JEKAPCTBEHMA ITPOAYKT Paspewenue Ne

Ondpekc 5 mg PunMnpau Tabnerkun poRpahe M et

Olfrex 5 mg film-coated tablets

2. KAYECTBEH K KOJIHMECTBEH ChCTAB
Beaka dunmupana TaGnetka chAbpxa 5 mg onax3anuh (olanzapine).

[ToMOLIIHM BEIHECTSA C H3BECTHO ACHCTBHE:

Besxa punMupana tabnertka ceanpka 59,4775 mg nakroza monoxuapat (Lactose monohydrate,).

3a TbAHKA CMMCHK HA TIOMOLIHIATE BEHISCTBA, BHAKTE TouKa 6.1.

3. JIEKAPCTBEHA ®0OPMA

Ounmupasa tabnerka.

Beny, oBaiH GpUIMHpaHK TaONETKH ¢ IRDKKHA Okoao 8,45 mm, wepuHa oxono 4,55 mm u aebenvna
oxono 2,4 mm.

4. KJIHHHUMHH NTAHHH

4.1 TepanmeBTHYRHA NOKAIAHHA

Buapacmnu
OnaH3anuH € NOKa3aH 3a ISUeHHE Ha WH30PppeHns.

OnaH3amnuH e CCI)C]{THBBH 33 NOAABPKAHE HA KNTHMHHYHOTO HOJ],OGPCHHC O BPEME Ha& NPOALIDKHTENHO
NCYCHHE NMPH NAUHEHTH NOKa3a/ly HaYaneH TepaneETHYCH OTrOBOP.

Onan3aliH € NOXa3aH 2a IeYeHHE HA YMEPEHH JO TEAKKH MaHHHHH eNH30/H.
OnaH3zanHH e nokasas 3a npogKNakTHKa Ha peLtiMBH HA MAHHEH €NH30A NPH NaLHEHTH ¢
GUNONAPHH pa3CcTPOHCTBA, NIPH KOHTO 110 BPeMe Ha MaHUeH eni3of € 6un NOCTUTHAT KINHHHYEH

OTroBOP € ONIaH3aNHH (BK. TO4ka 5.1).

4.2 Jlo3HpoBKa B HAYHH HA NPHJIOKEHHE

Beipacnmu
nzodpennsa: [TpenopruBaHaTa HadanHa f03a onaH3andH e 10 mg AHEBHO.

Manuiinn ennszonu: Havannara no3a e 15 mg kato enHokparHa IHeBHa J03a NIPH MOHO Tepannsg WiH
10 mg aHerHe nmpH koMOHHHMpaEO nedeHKe (B, ToYka 5.1.)

[Mpodunakruka Ha peumaue Ha 6unonspHo pascrpoiicteo: [lpenoprusaHaTa Havan
10 mg asesno. [IpH NaUMEHTH, KOHTO ¢a NONy4YaBany ONiaH3aM|H 3a JIeYEeHHE Ha M
npeAna3pane oT NOBTOPHATA MM NOSBA CE NPenopbusa NPOAbDKABAHE HA TEPaIHs
nosa.
Tlpu nosBaTa Ha HOBH €NMH30AW HA MaHHA, CMECEHH ETIM30H HIIY €MH30AM HA Nenp



onaH3anuH TpAGRa Aa MPOALILKY (C ONTUMH3MPAHE Ha J03aT4, KO ¢ HEOOXOAHMO) ¢ NOTIBIHATENTHO
Ne4eH’e Ha CHMITTOMHTE Ha HAPYLUEHHE HAa HACTPOSHHETO, aKO € KIHHUYHO MOKAa3aHo.

Tlo BpeMe Ha NeYeHHETO Ha WH3OPPEHHS, MAHHITHH eTTH30H K NPH POMHUIAKTHKA HA PELIMIMBH Ha
6UMONAPHO Pa3sCTPOHCTBO, AHEBHATA 1032 MOXKeE Aa GbJe KOpMTHpaHa NOCTeNneHHo Ha 0a3aTta Ha
HHIMBKIYATHOTO KJIHHHYHO CHCTOAHME B paMKuTe Ha 5-20 mg axeBHo. [loBuinaBaHe Ha n03aTa, 110
HMBA HaJ{ IpenopbYBaHaTa HauAlHA A03a, Ce NPENopbYBa CeA ChbOTBETHA KIIMHHYHA NPECOLICHKa

W TpaGBa 1a CTaBa Npe3 UHTEPBANM He No-Maikk oT 24 vaca. OnaHsanus MOXe Ja ce NpHeMa

Ge3 BpB3Ka c XpaHEHeTo, Thi KaTo abcopOuuaTa My He ce NOBJINABA OT XpaHaTa.

TIpeycTanosspaHe NpHeMa Ha ONan3anHH TPAORA Ja ce H3BLPIIBA Ype3 NOCTENEHHO HaMANABaHE Ha
Jo3aTa.

Heouampuuna nonynayus

TMopaayn HeaocTaTHYHK JaHEM 32 Ge3onacHoCcTTa W e(pMKACHOCTTA, ONAH3anHH He Ce NpenophyBa 3a
ynotpeba ot neua v roHowu noA 18-rogumna u3pact. [Ipy KpaTkocpouHH NpOYYBaHHA H3BBPILCHH ¢
NI2LHEHTH B JOHOLLECKA BB3PACT € AOKIABAHO 3HAYHMO YBENHYCHHE HA TEJIECHOTO TErJ10, H3IMCHEHHS
B HHBATA Ha JIMITHIAUATE H NPOJAKTHHA B CPABHEHHE C H3IMTBAHHA NPH BH3PACTHH NALKMCHTH.
HamsuHuTe nanHu ca onucanu B Todka 4.8, Touka 5. 11 Touka 5.2, kaTo 1penopbKH 3a J03HPOBKaTa HE
MorarT Ja 6bAaT JaneHy.

lTayuenmu 8 cmapyecka gbapacm

OBGHMKHOBEHO He ce TIpenophYBa No-Hucka oT o0uyaiiHaTa HayaiHa 1032 (5 mg AHEBHO), HO TakaBa
71033 MOXe /13 ce HMa NpeaBH/ MPH NAalHEHTH Ha Bb3pacT > 65 roauuH. HanHyHHTe faHHK Ca
ONMHCaHyA B TOuka 4.4.

bvbpeuno wuru wepnoopobro yepexcoane

[Tpu naupenTH ¢ 6b6pesuHo naM depHOAPOGHO yBpeskaaHe TpaGsa na ce WMa NMPEABHA NO-HHCKA
HauanHa no3a (5 mg aHerHo). B cmyuan Ha ymMepeHa uepHoapoGHa HenocTaThuHOCT (uupoza, Child-
Pugh knac A wnm B) HavyanHara ao3a Tps6ea na 6bae 5 mg M Aa ce yBenH4Yaea ¢ MOBHUIICHO BHUMaHHE.

Hon
HauanHara 103a H 1030BHA PEXHM He € HeoOXOAMMO PYTHHHO Ja ce NPOMEHAT NPH KEHH, CNIPAMO
MBHKE.

Ivieauu
Hauanzara 03a ¥ J030BMS AHANA30H He & HEOOX0AMO PYTHHHO 112 CE MPOMEHAT MPH Helyllayuu,
CNpAMO TE3H NPH My1IaYH.

Koraro e Haniue noeeye ot equn 3abapaiy metabonuzma GakTop (HKEHCKHM Nojl, CTap4ecka Bb3pacT,
Henmymaq) Tpadea Aa ce HMa NPEARH HaMaNIABaHe HAa HadanHaTa nosa. Ipy Te3n NauHeHTH
TIOBMILABAHETO HA N038Ta, KOTaTO TOBA € HeoOX0XMMO, Tpa0Ba Aa cTaBa NOCTENEHHO H € NOBUILEHO
BHHMMaHne. BuxkTe onmucaduTe faHHM B TOUkH 4.5 1 5.2,

4.3 TlpoTHBONOKA3AHHS
- CBpBbX4YBCTBMTENHOCT KbM aKTHBHOTO BELLECTBO WIH KbM HAKOE OT NOMOLIHHTE BELLIECTBA,
H3GpoeHH B TouKa 6.1,

- TlauveHTn, TIPH KOHTO € H3BECTHO, Y€ HMA PHCK OT [I0ABRATA HA TCCHOBIB/IHA [CIAYKOMa,

4.4 CneuHaJHH NpeAyYUpeXAeHAN B npeANasHA MEPKH NpH ynoTpeda

[o Bpeme Ha aHTHNICHXOTHYHO NEUeHKe ToxoOpeHne B KIHHHYHOTO ChCTOAHHE H
OTHEME OT HAKOJIKO AHH A0 HAKOJKO ceiIMHLM. B To3H nepuoa naumeHTHTE TPAO
HabmonaBaHH.



Hcuxosa, cevp3ana ¢ CeMenryus, Wiy n0GEOeHYECKY HADYULERUR
Onan3zaneH He € MOKA3AH 33 IeYeHHE Ha NCHX034, CEbP3aHa ¢ AeMEHLIHA W/HIH MOBEJEHYECKH
HAPYLICHHA M HE CE TEPENOpBYRa 3a YNoTpeba NpH Ta3H cneludHyHa Fpyna nauseHTH nopany
yBeJIHYaBaHE HA CMBPTHOCTTA ¥ PHCKA OT MO3BYHO-CHAOBH HHIMAEHTH. B nnanebo konTpoaupany
KTHHHYHH IPOY4BaHKA {C NMPOABDKATENHOCT 6-12 ceAMULIA) NMPH MALIMEHTH B CTapyecka Bb3pacT
{cpensa Bb3pacT 78 roaUHM) ¢ ICHX03a CBLP3aHa C AEMEHLIMA H/HAKM NOBENEHYECKH HapyILIeHH €
Ha0moAaBaHo 2-KpaTHO YBENHYABAHE HA CMBPTHOCTTA NPH NMALHEHTHTE JICKYBaHH C OJIaH3aM1H, B
CpaBHEHHE, C NIALHEHTHTE TpeTHpauHt ¢ maueGo (crotreTHO 3,5% cnpamo 1,5%). Ilo-Bucokata
CMBPTHOCT HE € CBBp3aHa ¢ A03aTa Ha ONIaH3aNKH (CpeAHa AHeBHa 1034 4,4 mg) Wi ¢
APOALIKATENHOCTTA Ha JICYCHHETO. PHCKOBHTE (QaKTOPH, KOHTO MOTAT [1a npeApa3nofNoxar Tasu
NOMyNaLMA NAUKEHTH KbM YBETHYEHA CMBPTHOCT, BKTIOYBAT: BB3pacT (> 65 roauuH), aucarys,
ceaauus, HapyLueHo (HeAOCTATLYHO) XpaHeHe U AexuapaTauud, 6enonpoGuu 3abonasanus (Hamp.
NHEBMOHHS C WIH Be3 acnMpanus) Win eaHoBpeMeHHa ynoTpeba Ha GeHsonnasenHHu. Buripeku
TOBA, YECTOTATA HA CMBPTHHUTE CNyuau € OHa NO-BMCOKA NPH NALHERTHTE JIEKYBAHH C ONAH3anHH B
cpaBHeHHe ¢ auebo-TPETHPAHUTE NALHEHTH HE3aBHCHMO OT T€3H PHCKOBH JaKTOPH.
B chluHTe KTHHHYHH NPOYUBAHHA HMa ChOBIIEHHA 33 MO3BYHO-CBAOBH HexenaHu crbutus (MCHC,
HATIP. HHCYIT, IPEXOASH HCXEMHUYEH MPUCTBIT) BKIIOMUTENHO U ¢ daTaned u3xon.
HabnronapaHo e 3-kpatho yeenHyasane Ha MCHC npH nauHeHTH NEKYBaHH ¢ O1aH3aNHH B
CPaBHEHHE ¢ NALHEHTHTE TpeTHpaHH ¢ wiauebo (cvotsetHo 1,3 % cnpamo 0,4%). Benuky nauneHTH
JEKYBAHH C OaH3aIMHH HIH Miane6o, nPH KOHTO ca HaOMONaBaHH MO3BUHO-CBAOBH HexKellaHH

~ cbBUTHA, ca ¢ npeiecTealiy puckosk GaktopH. Brapact > 75 TOMMHH H CBAOBO/CMECEH THII
JAeMeHLHA ca HaeHTAdHLHpann kato puckobH dakTopy 3a MCHC s1B BpB3ka ¢ AeueHHneTo ¢
onaxzanuH. B Te3n npoyusasus He € ycTaHOBEHa ePHKACHOCTTA Ha OJIaH3anuH.

bosecm na Hapruwncon

VnorpebaTa Ha ONlaH3aNHH 33 NeYeHHe Ha NICHXO03H MPH NalHeHTH ¢ Oonectta Ha [lapkHHCOH,
CBBLP3aHH C NPHEMA Ha ICTIAMHHOR ATOHKCT, He ce NPenoph9Ba. B KNTHHUYHH IPOY4BAHHA MHOTO
4ecTo H 110-4Y€CTO B CpaBHEHHe ¢ Tuianebo ca JOKIafABaHH BIOIIABAHE HA NapKHHCOHOBATA
CHMIITOMATHKA H XAMOLMHAMH (BX. TOuka 4.8), a onaH3anuH He e no-edexrHped ot nauebo npu
JIeYeHUE HA MICHXOTHYHH CHMNTOMH. B Te3u npoydBaHHA ce H3HCKBA MALMEHTHTE Aa 6baar
MBPBOHAYANHO CTAGHIH3HPaHH ¢ Haii-HICKaTa eeKTHBRA J03a AHTHNAPKHHCOHOB JIEKAPCTBEH
NMPOAYKT (AONAMHHOB arOHKCT) H /13 3aNA3AT ChIUMTE AHTHIIAPKHHCOHOBH JICKAPCTBEHH IIPO/IYKTH H
RO3MPOBKATa MM MO BpeMe Ha npoyusaHero. ONaH3anuH € 3aN04BaH B 103H OT 2,5 Mg AHEBHO H
THTPHPAaH 0 MaKCHMYM 15 mg AHEeBHO MO NPelieHKa Ha H3CJIEA0BaTe .

Heaponenmuven manuznen cunopom (HMC)

HMC e noTeHUMANHO XKMBOTO3aCTPALIABALIO ChCTOSHHE CBBP3aHO C IEYEHHETO C aHTHNCHXOTHYEH
JieKapcTBeH NpoaykT. Paako ca qoknaaeany W cnydan Ha HMC cBbp3aHu ¢ npyueMa Ha OlaH3amnMH.
Knuanuante nposeu Ha HMC ca xunepnupekcHs, MycKyJIHA PHTHAHOCT, HAPYLICHHS B MUCIOBHHA
MpoUEC H JaHHY 32 BEr€TaTHBHA HECTAOMNHOCT {NPOMEHH B MyJICA HIIH apTEPHAITHOTO HaJIATAHE,
TAXWKApAMA, H3NOTABAHE H OTKJIOHEHHA B ChPACUHNS PpUTBM). JONBIHRTENHHTE TIPH3HALMN MOTaT J1a
BKJIFOUBAT NOBHLIEHHE Ha KpeaTsH docpoknHazaTa, MuOrNoOHHypHS (pabaoMHOIN3a) H OCTPa
ObOpedHa HEAOCTATBYHOCT. AKO MALMEHT Pa3BHE MPH3HALUM H CHMITTOMH, NTOKA3aTENHH 33 HMC wnu
MMa HEACHO TEMNEPATYPHO ChCTosHHE Oe3 Apyru KWiHHKNYHE npoaBH Ha HMC, npueMbT Ha BCHYKH
AHTHIICHXOTHYHH JIEKAPCTBR, BKIIOUHTEIHO M Ha ONAaH3aNMH, TpAOBa Na Oble NpeycTaHOBeH.

Xunepzruxemun u ouabem
Paaxo e gokiajiBaHa XUNEPriHKeMHS HWITH Pa3BHTHE IWIH BIIOILABAHE Ha AHabeT (NOHAKOra CBbP3aH

C KETOALUMI03a WK KOMa) BKIIOYHTENHO M Clydau ¢ daTaneH w3Xxox (Bxk. Touka 4.8). B uakou ot
Cily4auTe € ZOKAAABAHO IPEAIIECTRAINO NOBHIIABAHE HA TErNOTO, KOETO MOXe Ja 6
npeapasnonarail ¢axtop. [TaunenTure nekyBany ¢ aHTUNCHXOTHYHH CPEACTBA,
Ondpekc, Tpadsa na ce HaOMOAABAT 32 CHMIITOMH Ha XHNEPTJIHKEMHA (HOTHA
nosudards 1 cnaboct). ,

3a nanMeHTHTE ChC 3aXapeH auabeT Wik Te3H ¢ PUCKOBH (PaKTOpH 3a 3axapeH
Aa ce H3BbpLUBA MOHHTOPHHT HA HHBATA HA T/IOKO03aTa M TEECHOTO TErJO.




IIpomenu 6 runucume

Ipy nauMeHTH NEKyBaHH ¢ OJIaH3anMH B Naauebo KOHTPOIHPaHH KIIHHHYHH H3NHTBaHHA

(BX. TouKa 4.8) ce HaGMOABAT HexeNnaHH NpoMeRK B THHauTe. [IpoMenuTe B THNuaUTE Tpadea aa
ce JIeKYBaT KaKTO € KNHHKYHC YMECTHO, 0CO0eHO NpH NauMeHTH ¢ AHCIMITHAEMHA U [IPH aLUMEHTH C
PHCKOBH aKTOPH 3a pa3BUTHE Ha HApyLIECHH: B munuaute. IIpH nanueHTHTe NEKyBaHH ¢
AHTUNCUXOTHYHH CpeacTea (BKmouKTenHO ¢ Ondpekc) TpabBa Na ceé MOHHTOPHPAT PEAOBHO HUBATA
Ha THITHHTE.

Aunmixorunepeuina axmugnocm
Bbnpeky ue, NpH in vifro NpOyYBAHHATA OIAH3aNWH NOKa3Ba 8HTHXONHHEPriU4Ha aKTHBHOCT, OMHTA

Mo BpEME Ha KIIHHWYHMTE NpCYYBAHHA NMOKA3Ba Hl_'lCKa YecToTa Ha I]OII,OGHH CAYYaH. Thit KaTo
KNHHHYHHAT ONMMT ¢ ONaH3aNHH NPY NAlHEHTH CBC CHITBTCTRALIK 3200N1BaHUA € OrpaHHYeH,
NpenopLuBa ce Toi Aa 6be MPEeANHCRaN ¢ MOBHINEHO BHUMAHHE HA NMALKMEHTH ¢ XUnepTpodgus Ha
npocraTaTa HJIH MapanvTH4YeH HACYC H I'IOJIOGHH ChCTOAHHUA.

HepHoopobua ghyuryus

YecTo € HabmonaBaHo npexoaHo Ge3cHMNTOMHO MOBHILIABAHE HA YEPHOAPOOHKTE TPaHCAMHHA3H,
ananuH TpaHcdepasa (ALT) u acnaprar Tpaucdepaza (AST) - ocobeHo B HAYATIOTO Ha IEHEHHETO.
ITpn naumenty ¢ nopunier ALT w/uni AST, npu nanHeHTH ¢ NpU3HALK H CHMITTOMH Ha
4epHOAPOGHO YBPExXIaHe, KAKTO H NPH Te3H ¢ NIPEXO/IHH HApYLIEHHs Ha YepHoapoGHaTa GyHKUmMS
WIH TaKHMBa, KOWTO ca GHIIH NEKYBAHK C NOTEHLKHATHO XENaTOTOKCHYHH IEKapCcTBEHH NPOAYKTH e
H3MCKBA MOBMILEHO BHHMAHHE.

B cnyuaii na nosuunapare Ha ALT w/une AST no BpeMe Ha NeUEHHETO € HeobXoaumo npociesaBaHe
¥ eBEHTYAMHO OOMHBC/IAHE Ha HAMAIABaHE Ha /103aTa.

JleueHineTo ¢ onaH3anuH Tpadea na Gbae npeycTaHOBEHO B CTYYaHTE, KOTaTO € JHArHOCTHLHPAH
XEOATHT (BKTIOYHTETHO XENATOLENYIapHO, XONECTATHYHO MK CMECEHO YEPHOAPOOHO YBPEKIAHE).

Heymponenua
HeobxoamuMo ¢ BHHMaHHE PU MAUHEHTHTE, KOUTO 10 HAKAKRA NIPHYHMHA €A ¢ HUCBK Bpoii JIeBKOLMTH

W/HIH HEYTPO(HIH, fIPH NALKEHTUTE 32 KOKTO € H3BCCTHO, Y€ MPHEMAT NMPOAYKTH BORECIUIH A0
HEYTPOINeEHHs, NPH (ALMEHTUTE C AHAMHEA 38 MOATHCKAHE HA KOCTHHSA MO3bK/KOCTHO-MO3bYHA
TOKCHYHOCT, TIpH NAUHEHTHTE C [IOATHCKAHE HR KOCTHHS MO3BK TOPaK CHITBTCTRAINO 3a00MsBaHe,
JTbYE-NeYCHHE WM XHMHOTEPAIAS, KAKTO H IPH NaLHEeHTUTE ¢ XHMEPEo3HHOPUIU HITH
muenonpoandepathsnu 3abonsasanus. HeyrponeHus ce Habmonasa 4ecTo MpH eHOBPEMEHHO
NPUICIKEHHE HA OAAH3AMUH ¢ Bannpoart (BX. Touka 4.8).

IIpexvceane na revenuemo
OcTpH CHMNTOMM KaTo NOTEHE, O6e3CEHHE, TPEMOP, TPEBOXHOCT, rAiEHE WIH [IOBPLILAHE Ca
Inoknaasadn MHOro paako (<0,01%) npH pA3Ko CIUpaHe Ha OaH3aNHH.

QT ynmepean

B knMHWUHH npoy4saHus ca HaGmoaasaHH HeuecTd (0,1% no 1%) KNHHHYHO 3HAYWMK YTb/DKABAHHA
va QTc-untepsana (QT kopekums Fridericia [QTcF| > 500 munucexyuau [msec] no Beako epeme
cnea u3xoaHoto EKT npu naumenTty ¢ usxogno O7cF < 500 msec) MpH MaLHEHTH, JIEKYBaHH C
ONAH3AMHH, KOHTO HAMAT CHIHH(UKAHTHH PasiHYHS B CBBP3aHHTE KapPAUONOTHHHI CBOHTHA B
cpaBHeHHe ¢ mnauebo. Kakro ¥ npd ApyruTe aHTHNICUXOTHYHH JIEKAPCTBEHH NPOAYKTH € HEOBX0AUMO
OJIAH3&MHH 12 Ce NPeANHCEa C NOBMIIEHO BHUMAHHE 3a6]1HO € JIEKAPCTBEHH NPOAYKTH, 32

KOMTO € H3BECTHO, Ye yAb/KkaeaT QT c-uHTepBana, 0co0EHO NPH NalMEHTH B CTAPYECKa B

xunep’rpocbm Ha CBPLETO, XHITOKATHEMHA HITH XHIOMArHe3HeMHA.

Tpomboembonuzom
MHoro paaxo (< 0,01%) ce cbobmara 3a Bpb3Ka BbE BPEMETO MEXKIY JIEYEHHNE C Ol




BeHO3¢H TpomGoeMGonuabM. He e ycTaHOBEHa MPHYHHHO-CNIEACTBEHA BPBb3Ka MEXY 1104BaTa Ha
BEHO3HHA TPOMGOEMOONMIBM H NEYEHHETO C ONaH3aNMHH. BBNPeKH TORa, MPH MALMEHTHTE C
WIH3OGhPEHNS YECTO ca HANHLE NPUAOBHTH PHCKOBH (HAKTOPH 3a BEHO3EH TPOMOOEMOOIH3IBM, KOETO
Hanara 1a GbaaT HACHTHHIIMPaH BCHYKH BL3IMOKHH prckoBH (akropu 3a BTE, Hanp.
o0e3aBHKBAHE HA MALMEHTHTE, B Aa OBJaT NpeanpHeTH NPoQHUNAKTHYHH MEPKH.

Obwo deticmeue svpxy LIHC

Karo ce nmar npeasna ocHOBHHTE eheKTH Ha onanzanuH pepXy [HC, Heo6xomMMo e NoBHIIEHO
BHUMaHue npu KomGUHEKUpaneTo Ha Ondpekc ¢ ApyTH Jekaperea Aedicrramy Ha LIHC n ankoxon.
Toi KaTo ONAH3ANMH in vifre ceé NpoABABA KATO aHTACOHHUCT Ha JONIAMMHA, Bb3MOXHO € TO# 1a
aHTaroHu3Mpa ed)exTHTE Ha NPEKHTE H HEMPEKHTE JOMAaMHUHOBH ArOHHCTH.

lIpunadvyu
OnaHzannd TpA6Ba na ce MpHJIara BHMMATENHO NPH NALHEHTH ¢ aHAMHE3a 32 MbPUOBE HITH KOUTO Ca

H3NTOAHECHH HA d)alcropn, KOHTO MOTAaT Ja HaMasAT repUHOBMA TIpar. Panko ca noknageaHu CIyyaH Ha
rspUyOBE NPH TaKHBa NALHCHTH, KOUTO ¢4 AEKYBAHH C OJIAH3aIIHH. [Toreuero oT TE3M ci1yyaH ca Ounm ¢
GHAaMHE34a 34 IbPHUOBC WITH PHCKOBH (bal(TOpH 3a TAXHaTa moaea.

Tapousna duckunezun

B CPABHHTEIHH NPOYYBaHN ¢ NPOXBIAKHTENHOCT Ha JIEYECHHETO 0 €AHa roAuHa oJaH3amnukH €
CBBP3aH CBC CTATHCTHYECKH 3HAYHMO MTO-HHCKE HECTOTA HA JICHCHHE Ha CJIIYYaHTE ¢ NOsABa Ha
JMCcKHHe3Hd. PHCKLT OT nodBa Ha TAPAHBHA JHCKHHC3HA HapacTBa C NPOABIKHTEIHOCTTA Ha
EKCMO3HUHATA, [I0paaH KOCTO B c.l'l}"-laﬁ Ha NosfBa HA NPH3IHALK HIIH CAMIITOMH Ha TapAHBHA
JHCKHWHE3HA NPHU DAIHCHTH ICKYBAHH ¢ OJIaH3alHH € HeobXomuMo aa ce OOMHC/IM HaMa/19BaHE Ha
A03aTa WIH NPSyCTAHOBABAHE HA NICUCHHETO. CHMITOMETE Ha TapAHBHA AUCKMHE3MA MOraT aa ce
BJIOLUAT BpEMEHHO HIH JOPH Aa c€ NMPOABAT ciie]l NPCKLCBAHS HA JICYCHHETO,

Opmocmamuyna Xunomonus

[Tpu u3pbpIIBAHE HA KIMHHYHA NPOYYBAHHA C OJIaH3aNHH NMPH NALHEHTH B CTApYeCKa BB3pacT He
YECTO € HAGMIOIABAHA OPTOCTATHYHA XHMOTOHHS. [IPH JleqeHne ¢ OTAH3aITHH Ha NAHHEHTH Hal 65
rOIHLIHA BB3PACT, KAKTO H MPH OCTAHAIIMTE aHTHIICHXOTHYHH CPEACTBA, Ce MPENOPLUBA NEPHOANHO
npocieaBaHe Ha apTepHATIHOTO HANATAHE.

Buezagnna cvpoeuna cmvpm

B noct MapkeTHHTOBH cHOGIIEHHA TIPH IALMEHTH JIEKYBAHH C ONAH3ANUH € chobLIaBaHo 3a Cy4ali Ha
BHE34MHA CbPASYHA CMBPT. B peTpocrieKTHBHO 00CEpBAHOHHO KOXOPTHO NpoyUsane pHCKa oT
npeAnoaaraemMa BHe3anHa ChPAEYHA CMBPT TIPH NALMEHTH TEKYBaHH C ONIAH3aNKH & NPUBIH3HTENHO
1Ba TTHTH TIO-BHCOK OT PHCKA TIPH NALMEHTHTE, KOHTO HE YROTPeOABAT aHTHIICHXOTHLM.

B npoy4BaHeTo PUCKBT OT OMIAH3ANWH € CENOCTARHM C PHCKa OT AaTHOIHYHHUTE AHTHIICHXOTHUH, KOHTO
ca BIJTIOYEHH B cOOpeH aHamM3,

Ynompeba npu oeya u ionoutu nod 18-z00uwuna av3pacm

OnaH3anvH He € NOKA3AH 34 JIeYeHHE Ha JISHa H 10HOWH. [TpoyuBaHHs NpH NALHEHTH HAa BB3PACT
Mexay 12 H 18 ronMHy N0Ka3BaT pa3IMYHH HEXKENAHH PEaKIMY, BIIIOYHTETHO HalTbIHABAHE,
MPOMERH B MeTabONHTHHTE NAPaMETPH H YREIHUABAHE Ha NPONAKTHHOBMTE HUBA. He ce npoy4saHH
ABrOCPO4MHUTE NIOCNEACTBHA OT Te3H HeKenaHy ChOMTHA 1 TE OCTABAT HEMO3HATH (BX. TOHUKM 4.8u
5.1).

Harxmosza
Onidpeke chabPKa NaKTO3a MOHOXHApAT. [lanueHTH ¢ HacenCTBeHa OOpeMEHeHOCT 3a
HEMOHOCHMOCT, Lapp JlakTaseH NeHUMT WK [TIOKO30-TAIaKTo3Ha ManabcopOuns
NIPHEMAT TO3H JIEKAPCTBEH APOAYKT.




4.5 B3amMojelicTBRE ¢ APYTH JICKAPCTBEHA NPOIYKTH H IPYTH GOpMH HA B3auMoxeficTBHe
[TpoyuBasu 3a B3aWMOZICHCTBHATA Ca NPOBEXKIAHH CAMO NpPH BH3PACTHH.

Homenyuannu g3aumodeliceut, NOBRUAGAIY ONAHIANUH
Twii kaTo OnansanHH ce meraGonusupa ot CYP1A2, BeuiecTBaTa KOWTO MOraT cneuupriHo aa

WHAYLIHPAT HIH unxuﬁupa’r TO3H H30-CH3HM MOTaT Aa MOBNIHAAT (l)apmaxoxune'rmcam Ha OJIaH3ankKH.

Huoyxyusa na CYPIA2

MeTabonu3MbT Ha ONAH3aITHH MOXe Ja GbAe HHAYUHMpPAH OT TIOTIOHOMYLICHE W KapbaMasenuH, KOeTo
MOXKe Ja IoBe/ie IO TIOHKABAHE Ha KOHLEHTpalUMATa Ha onan3anuy. HabnonaeaHo e camo jieko 1o
YMEPEHO NOBHINARAHE KIMPBHCA Ha oNaH3anWH. KNMHAYHOTO 3HAYEHHE IO BCAKA BEPOATHOCT €
OrpaHHYeHo, HO ¢e TIPENOPbUBA KIMHNYHO NpociesBaHe H 0OOMHCISHE Bh3MOXKHOCTTa 32
NOBHINABAHE HA A03ATA onaH3anuy (BXK. Touka 4.2).

Huxubupane na CYPIA2
®nyeokcamun (cneungudyed CYP1A2 uHXHOHTOP) € MOKA3aN 3HAUHTENHO HHXHOMpaHe Ha

meTtabonnzMa Ha onausanuH. CpeaHoTo yeenHuagane Ha Cmax Ha OnaH3anmkH ciell gUIYBOKCAMMH €
6uno 54% npu xeHd Bermyla4yM ¥ 77% npH MbKe nywiayd. CpeJHOTO yBeIn4agaHe Ha riowira rnoj
KPHMBATA HA ONAH3AMHH € CLOTBETHO 52% 1 108%. INpu naumeHTH, kouTo NpHeMaT GayBOKCaMHH WIH
apyr uexubutop Ha CYP1A2 karto uunpodnokcauus Tpabea Ja ce 0OMHCIH No-HHCKA HAaYalHa 1034,
HamanAsare Ha f03aTa Ha olaH3anuH TPAGBa A ce UMa npeJBua, B Ciy4ad Ha 3aroYHATO JEHEHHE ©
vHxuOuTop Ha CYP1A2.

Hamansagane na buonanuunocmma

AKTHBHHST BbIVICH HaMansBa GHOHAMYHOCTTA HA MEPOPANIHHS onaH3anuH ¢ 50% xo 60% u Tpadbsa
Ja ce npuema Ha-mManko.2 yaca nipey MJTH cnen ofaH3anuH.

Hama naHHu, ye dnyokceTH (uHxubuTop Ha CYP2D6), eMHAYHA 103H aHTHAUHA (ATYMHHHA,
MarHe3Hii) KK UMMETHAHH TIOBJIHABAT 3HAYMTENHO dapMakoOKHHETHKATa Ha OnaH3anHH.

Bauanue na orauzanyn evpxy opyzu aeKapcmeeHu npooykmu
OnaH3anyH MOe 3 AHTATOHN3HpA e)eKTHTe Ha [IPeKHTe U HENPEKH N0NaMHHOBH aroHHCTH.

OnaH3andn He unxHGHpa ocHosHuTe CYP450 n3o-eH3umu in vitro (manp. 1A2, 2D6, 2C9, 2C19,
3A4).

JluncaTa Ha B3aHMOJIEHiCTBHE Ce MOTBLPIKAARA B in ViVO NPOYYBAHAMSA, KHETO He € HabnoaasaHo
HHXHOMpaHe Ha MeTabonxIMa OT clneJHNUTE aKTHBHH BEllecTBa: TPHIHKIHYUHH AHTHAENpecaHTH
(nosnusBamm npeauMuo rpynara CYP2D6), pappapun (CYP2C9), teodpwinn (CYP1A2) nnu
avasenam (CYP3A4 u 2C19).

He e ycTaHOBEHO B3aMMOICHCTEHE HA ONAH3ANUH C NHTHE Wi OHNEPHIEH, IPH eAHOBPEMEHHOTO HM
TIPHNOKEHHE.

TepaneBTHUHOTO MOHHTOPHPAHE HA MNA3MEHHTE HHBA Ha BAIIPOAT He NIOKa3Ba HeoOxoanumocT oT
KOPEKLHA Ha [03aTa Ha BaAMpOoart, ¢jie/l BKIFOYBAHETO Ha OJIaH3aMHH.

Obwo oeticmeue evpxy IIHC

Tpabea Aa ce nNposBABa NOBHIIEHO BHAMAHHE MPH NMALHEHTH, KOHTO KOHCYMHpAT &NKOXOM KWK
NpHEMAT JIEKAPCTBEHH NMPOAYKTH NOTHCKALIM NEACTBHETO HA LIEHTPATHATA HEPBHA CHCTEMA.

He ce npenopruBa eHOBpEMEHHOTO MPHIOKEHHE HA ONIAH3AMMA ¢ AHTHNZPKUHCOHOBY TEKaPCTBEHH
NPOAYKTH NpH naurenTi ¢ Gonecrra Ha ITapkHHCOH M eMeHuMa (BK. Touka 4.4).

OTc unmepean

Onan3anux tps6Ba Aa ce npunara BHHMATENHO €AHOBPEMEHHO C JICKAPCTBEHH MO,
M3BECTHO, ¥e YBeanuaeaT OTc-unrepeana. (Bx. Touka 4.4).

4.6 PepTHAHTET, GPeMEHHOCT B KbpMeHE



Hama nobpe KOHTPONMPaHH NPOYYBAHHA BbPXY OPEMEHHU SKEHH.

TMopaan orpanHHEHHAT OMHT IPH XOpa, ONAH3aNMH TPAOBA a ce NpUAAra Mo BpeMe Ha GpeMeHHoCT,
¢aMo aKo MOTEHUMATHATA N0/13a MPEBHILABA MOTeHIHATHHS PHCK 3a IJIOAA, KaTO MPENOPBKH 32
AO3HPOBKATA He Morar ja OuAar AaneHH.

MHoro psako ca AOKNagBaHH CIOHTAHHH ChOGLIEHHS 32 TPEMOP, XHNEPTOHHS, IETAPTHA H CHHIIHBOCT
[pH Jella pOACHH OT MafiKH, KOHTO Ca IpHeMank ONAH3AMKH Npe3 TpeTHA TPHMECTbP Ha
OpemenHocTTA.

B nipoyuBaHe npH 3ApasH, KbPMELIH KEHH € YCTAHOBEHO, Ye OJIAH3aNHMH C& eKCKPETHPa ¢ MAHUHHOTO
masko. CpeaHaTa excno3HiHA 3a KbpMayeTo (mg/kg), NpH cTauMOHApHH ChCTOAHHA € OIPEAENEHA
xaro 1,8 % or nosata npHeta ot maiikara (mg/kg). TlauuenTkuTte TpAbBa na ObAAT CHBETBAHK 13 HE
KbPMAT AeLara Cd, ako NMpUeMar OaH3anyH.

4.7 EdexTn BbpXy cnocofHocTTa 33 modHpade H padoTa ¢ MAMIHAH

He ca npoBexiaun NpoyusaHHs NO OTHOLICHHE HA ePeKTHTE Ha ONaH3aITHH BhPXY CHOCOGHOCTTA 32
wodupaHe U paboTa ¢ MALIHHHA.

Ondpekc Moxe Aa AOBeAE 10 NOABATA HA CHHITHBOCT WiH 3aMasHOCT.

FlaupenTuTe Tpa6Ba na 6bnaT NpeAyNpeeHH 3a TOBA B CAyyai Ha paboTa ¢ MalliMHH H yNPaB/ieHHE HA
MOTOPHH NPEBO3HH CPEACTRA.

4.8 HexeJJanH JIEKAPCTECHH PEARIHA

Bv3pacmnuu

Haii-uecto ( HaGmonaranu npH > 1% OT NaLMEHTHTE) NOKNIABAHKTE HEXENAHH IEKAPCTREHH
peakuHH, CBbP3aHH ¢ OPHIOKEHHETO Ha OaH3aIMHHA B KITHHHYHH M3ITHTBaHHS €A CHHIHBOCT,
HaaAaBRaHe Ha TErno, COSHHOQ)HJ'[PIH, yaenw-leﬂu HHBA Ha NnpoJaKTHH, XoaecTepod, rMmKo3a H
TPHIIMLEPHAH (BK. TOUKA 4.4), NTIOKO3YPHA, YBEIHYEH alleTHT, CBETOBBPTEX, AKATHIHA,
NapKHHCOHHIBM (BXK TOUKA 4.4), AHCKKHE3MA, OPTOCTATHYHA XHITOTOHHA, AHTHXONHHEPrH1HA
edeKTH, Mpexosiik 6€3CHMNTOMHY YBEHYESHHS HA YePHOAPOOHHTE TpaHCAMHHA3H (BK. ToUKa 4.4),
OOpHB, acTEeHHA, YMOpa.

B npeacrarenarta Tabiuua ca p3GpOeHH HEXeNaHU NEKAPCTBEHH peakuiH M 1abopaTopHH
H3CTIEABAHHA 110 JaHH#H OT CMIOHTaAHHH C’bOﬁl.lleHHﬂ H KJIHHHYHH npqusaﬂm . Yectorara Ha
HEKENAHWTE PeaklHK Ca NPeICTABCHH B HU3XOAALL PEA N0 OTHOLICHHE HA TAXHATA CEPHO3HOCT.
TepMHHHTE 32 4eCTOTa ca Ae(HHUpPaHH KAKTO cenra: Muoro uectr (>1/10), uectn (= 1/100 1 <1/10),
He 4ectH (>1/1000 n < 1/100), peaxu (> 1/10000 u < 1/1000), muoro peaxn (< 1/10 000%), ¢
HEH3BECTHA YECTOTa (HE MOXe Aa Obje OLEHEHa OT HAIHUHHTE JaHHH OT CIIOHTAHHH CLOOLICHHA).

Mnuoro yectn Yectn Hegectn C nen3BecTHA
4eCTOTR
Hapyiuenns HA KpLBTa H JAMOHATA CHCTEMA
EozuHodwnua Jlepkonenus TpombouuToneHH
Heytponerus

Hapymenns Ha AMYHHATA CHCTEMA

| | | Anepruuna peakuns

Hapywmenns sa meTabonmsMa H XpaHeHeTo




[Topuinapane Ha
Ternoro’

INopnineny H1BA HA
xonectepon®’
TToBHinenn HHBa Ha
raoxosa’
TToBuieHn HEEA HA
TPULAHLEPHAR™
'moxozypus
INoBuilien aneTut

PaseutHEe HIH
obocTpauxe Ha tuaber,
NOHAKOTa CBbP3aH ¢
KETO4aLMA03a HIH
KOM4, BKJTFOUHTETHO
(aTtanHu ciiyuaH (Bx.
Touka 4.4)
Xunorepmus

HapyiuieHAs Ha AEPBHATA CHCTEMA

CoMHONeHTHOCT 3amasHOCT I'bpuoBeE, KOraTo B
Akatuzus® MOBEYETO CY4aH ca
ITapkHHCOHMIBM® AOKNABAHM aHAMHe3a
Juckunesus® 33 MbPYOBE MIIH
pucKkoBH (akTopH 3a
I'puoBe.
HepponenTHueH
MaNHCHEH CHHIPOM
(Bk. TouKa 4.4)
JucToHus
{ BIJTFOUHTENHO
OKYJIOTHpaLs)
TapansHa AHCKHHE3HS
CuMITOMH Ha
npexscsane’
Chpaeyuns HapyWIeHHA
bpanukapaus KamepHa Taxvkapams/
Vabmkasane Ha QTc dubpunaimsa,
(8. TOuKa 4.4) BHE3aMHa CMBPT (BK.
TouKa 4.4)
CbJ0BH HADYIHEHHS
OprocTaTytiza TpomGoeMbONH3IBEM
XHMMOTOHAA (BKJIFOUHTENTHO
Henoapoben
eMBonH3BM M 1BNboKa
peHO3Ha TpomO03a)
CToMalmiHO-IpeBHE HApYIIEHHS
Jlexu, npexonHu IMankpearut
AHTUXOJINHEPrHUHH
et eKTH, BKIIFOUBALIH
OOCTHMALIMA H CYXOTa
B ycTaTa
Xenaro-ONNHAPHH HAPYIIEHAS
Ipexoann Xenatur
6e3cHMITOMHH { BKIMIOYHTETHO
TIOBHLIEHHS Ha XanaTtoLeayNapHo,
gepHOApoGHHTE XOJTECTATHYHO MITH
TpaHcamuHazu (ALT,
AST), ocobeno B
HauanoTo Ha

neYeHHeTo {BXK. TOUKa
4.4)




HapyumieHAs Ha KOXKATA H DOAKOKHATA ThKAH

O6pue Peakima ua doto

YBCTBHTEJTHOCT

Anoneums
HapyweHns HA MYCKYJIHO-CKeJeTHATA CHCTEMA H CLeAHHHTETHATA THKAH

| | Pa6nomuonnza

Hapymenns na OL0penure H NHKOYHATE NbTHINA

HWHKOHTHHEHLIHA Ha 3aTpyaHeHo

ypHHaTa ypHHUpAHE

Hapymennx HA BhINPORIBOAHTE/IHATA CHCTEMA H I'bPAATA

| I ﬁpuanmhm

O6mH napymensa H ¢eKTH HA MACTOTO HA NPUIOKEHHE

AcTeHns
¥mopa
Orok
Hacnenpanns
[MToBumenn nnazMmeHn Bucoka TToBHuIeHA ajlKajHA
HUBA Ha NPONAKTHH' kpeathudochokunasa | docdarasa
ToBuieH o
ounupy6un

'KnuHuuHo cHrHHGHUKAHTHO MOBHILAR2HE HA TEMIOTO € HAGMOAaBaHO NPE3 BCHUKK H3XOAHH
xareropun Ha Unaekca Ha TenecHa maca (MTM). Crien KpaTkocpo4HO fleuense (Meanana Ha
NpOABILKATEAHOCT 47 NHK) NOBMILIABAHE Ha TEFNIOTO > 7% cnpaMO K3XORHOTO TENECHO TETJI0 € MHOTO
uecTo (22,2 %), > 15% e uecto (4,2 %), a> 25 % e He uecto (0,8 %). [IpH naumedTH ¢ ABLIrocpoyHa
excrnosHuma (noHe 48 ceaMuuM) € MHOrO YecTo HazaaBaHe > 7 %, > 15 % u > 25% oT u3X0JHOTO MM
TenecHo Terno (croreetHo, 64,4 %, 31,7 %o n 12,3 %).

?CpenHu NoBMiIEHHA B CTOHHOCTHTE Ha JIHMKAKTE Ha rnamuo (06w xonectepon, LDL xosiectepon u
TPHIMMUEPHAN) Ca NO-BHCOKH NMPH NMalXeHTH 6e3 NaHHH 38 HAPYINEHKE HAa U3X0/IHATa PEryJlauna Ha
JUNMHANTE.

3HabnoaaBa ce NpY HOPMATTHE M3XOAHH HHBA Ha raanHo (< 5,17 mmol/l), xoMTo HapacTBat 1o
HaH-BHCOKa CTOHHOCT (> 6,2 mmol/l). TIpomMeHH oT peldpepeHTHUTE TPAHHLM B U3XOHHTE HHBA Ha
o6umMs xonectepon Ha raaHo (> 5,17 - < 6,2 mmol) a0 Haii-BHcoka croiitoct (> 6,2 mmol) ca myoro
HeCTH.

‘Habnronasa ce NpH HOPMANHHUTE H3XOAHM HHBA Ha TIazgHo (< 5,56 mmol/l), kouTo HapacTBaT 10 Hak-
Bucoka ctoiinocT ( 7 mmol/1). ITpoMeny 8 riaroko3aTa Ha CIAAHO CNIPAMO MPAHWYHHTE H3XONHH
croitHocTh (& 5,56 - < 7 mmol/1) Ao nait-sucoka croiinocT (> 7 mmol/}) ca MHoro yecry.

SHa6aionaea ce NpR HOPMATHHTE HIXOAHM HHMBa Ha ragaHo (< 1,69 mmol/l), koHTo HapacTRAT 1O HAH-
BHCOKa cToHHOCT (> 2,26 mmol/1). [Ipomenn ot pedepeHTHHTE MPAHHLIM B H3XOHHTE HKHBA Ha
TPUrAHLEpHaNTE Ha rnagHo (> 1,69 mmol/l - < 2,26 mmol/1) go naii-Bucoka croiiHocT (= 2,26
mmol/1} ca Myoro dectn,

B kJIMHHYHH TPOYYBAHHA YECTOTATA HA MAPKHHCOHH3bM H AMCTOHHA NPH NALHEHTH, IEKYBAHH €
ONaH3AIMH, € N0-BHCOKA, HO HE H CTATHCTHYECKH 3HAUHMO pa3iHyHa oT miauebo. Jleky
O/laH3anMHE NALHEHTH WMAT NO-HKCKA YECTOTa Ha MAPKHHCOHH3LM, AKATH3MA U JHCTO
C TMTPHpaHH A03H xanonepunon. [Ipu muncara Ha noapoSua HHGOPMALKI OTHOCHO
aHAMHE3a HA HHAMBUAYAIHH OCTPH ¥ TAPANBHH EKCTPANHPaMUIHK ABUIATENHH HAfJyIHeH

MOHACTORUIEM HE MOKE 12 C¢ HANPaBH 32IUTIOHNEHHE, Y€ ONIAH3aNMH NIPHYHHIBA B “Q%m‘d"
B R

4,




TapAMBHA AHCKHHE3NS H/HITH APYTH €KCTPa NHPaMHIHHA CHMITOMM.

TOcTpH CHMITTOMH KaTO OTEHe, HHCOMHHUA, TPEMOP, TPEBOXKHOCT, TAJICHE H MOBPBLIAHE ca
JOKJIABaHH MPH BHE3AMHO CITHpaHe Ha ONaH3amHH.

8B xIHMHAYHHE Npoy4YBaHAL A0 12 ceAMMUM NNa3MEHKTE KOHLICHTPALIAK HA NPONAKTHH NPEBHLUIABAT
FOPHATA MPaHMLA HA HOPMAJTHHUS JAHANa3oH TIpH Npuoan3uTento 30 % ot jiekyBaHHWTE C ONaH3aNuH
MALHEHTH, KOMTO HMAT HOPMANHA M3XOIHA CTORHOCT Ha TiponakTHH. [IpH Moee4eTo OT TE3H NALHEHTH
TIOBMIIEHHATA HA CTOMHOCTHTE OGUKHOBEHO ca YMEPEHH H OCTABAT MOJL ABYKPATHATA CTOHHOCT Ha
rOpPHATA FPaHHLA HA HOPMATHUS Auana3oH. [Tpd MAWHEHTH ¢ WH30QPEeHHA CPEIHNTE NPOMEHY B
HWROTC Ha MPONAKTHH HAMANABAT NPH NPOABLIDKUTEHO JIEUEHHE, JOKATO NPH NALHCHTH C ApYTH
JIMATHO3HM €A HaBMIOAABAHH He3HAYMTENHH ypenuueHua. CpeaHuTe IPOMERH ca yMepeHH. B noseueto
CTy4a MpK NAUKEHTHTE, ICKYBAHH C 0JJaH3AMHH, NOTEHLUHAIHO CBbP3aHHTE ¢ MbPAATa U
MEHCTPYATHHA LMKB KITHHAYHH NPOABH (Hanp. aMeHopes, YroleMsBaHe Ha FbpIHTE, ranaktopes nph
JKEHUTE M M'MHEKOMACTHA/YTONEMABAHE Ha MbP/HTE [PH MbKeTe) ca HewecTH. IToTeHUHanHo
CEBP3AHHTE ChC CEKCYATHATA YHKUMS HEKENAHH PEakLUK (Hanp. epeKTiINa AMCHYHKLMS NPH MbKe
M HaMaJieHo MMGKA0 NpH ABaTa nosa) ca HabnrnaBaHM 4ecTo.

Huazocpovna excnozuyus (none 48 ceomutu)

[py naumeHTHTE, KOWTO HMAT HEWKEIAHH, KTHHHYHO CHTHU(HKaHTHH TIPOMEHH B HAZLIABAHETO Ha
TEIJI0 B X0/la Ha BPEMETO C€ NOBHILABAT rioko3ara, o6umaT/LDL/HCL xonectepon vau
TpUrnHUepuanTe. TIpH BLIPACTHH NALMETH, KOHTO 3a8bpliBaT 9—12-MeceyHo eYEHHeE, YecToTaTa Ha
HApACTRAHE HA CPEJIHHTE CTOHHOCTH Ha KPLBHATA 3aXap HaMaIARa c/iefl NpHONN3HTEHO 6 Mecea.

Honvrnumenna unopMayln 3q CREYUIHY NONYAAYUY

B KAHHMYHY NPOYYBAHHA NPH NAIHEHTH B CTAPYECKA BH3PACT ¢ AEMCHLMA ICHEHHETO ¢ ONaH3aryA
ce CBLP3BA ¢ NO-BHCOKA YECTOTA Ha CMBPT M MO3bUHO CHAOBH HEXKENAHH PEaKkLMH B CPaBHEHHE C
mnauebo (Bx. Touka 4.4). MHOrO YeCTH HeXeNnaHH peakliuy, CBbp3aHH ¢ ynoTpebara Ha
OnaH3anuH [Py Ta3y FPyIa NALKEHTH, ca aGHOpMHA NOX0/1Ka U Maannd. Yecto ca HaGimonaraHu
ITHEBMOHNSA, NOBHILIEHA TEJIECHA TEMTIEPATYPA, JIETAPIHA, €PUTEM, 3PHTENHH XaTMOLUHHALIMM H
HHKOHTHHCHLHA HA YpHUHa.

TpH KNHHHYHH IPOYYBaHHA C NALMEHTH C JIEKAPCTEEHO HHAYIMPaHa (JOTIAMMHOB ArOHHCT) ICHX 032,
cBBbp3aHa ¢ GonecTTa Ha TTAPKHHCOH, MHOTO HECTO H M0-4ecTO B CPAaBHEHHE ¢ MU1auebo ca JoKnaBabH
pomapade Ha [TapKHHCOHOBATA CUMITTOMATHKA H XaTFOLHHALIHY.

[py eAHO KIHHHYHO MPOYYBaHe ¢ NALMEHTH ¢ GUNONAPHA MaHHA KOMOMHHPEHOTO JIEYeHUE C
BANMPOAT H OIAN3ANMH BOIH 10 YECTOTA Ha HEYTponeHHuaTa 4,1%; noTeHLuaneH ChAcHCTRALL dakrop
MOJKE 112 €A BHCOKH TUIA3MEHK HUBA Ha Balnpoar. OnansansH NpUAOKEH ¢ NTHTHH WK Bannpoart
BOJM [0 TIOBHIIEHA yecToTa (>10%) Ha TpeMOop, CYX0Ta B yCTaTa, NOBHIUEH aNeTHT H NMOBHILIABAHE Ha
Ternoro. Hapywenue B roBopa chbHIO € ACKIAABAHO 4ecTO. [IpH neveHne ¢ onansanuH B KoMOWHALHA
¢ NUTHIL WK ARBANNPOEKC ¢e HAGMI0AaBa NOBHLIEHHE C > 7% OT H3XOZHOTO TENIECHO TErIIO NMpH
17,4% OT NAaLHEHTHTE N0 BPEME Ha OCTPOTO NedeHHe (X0 6 cenMui). [1poXLLKUTENHOTO NEYEHKHE C
onanzanyH (no 12 Mecena) 3a npOPHNAKTHKS Ha PELIMAKR PH MAIHMEHTH C GUMNOJISAPHO pascTpoiicTaOo
€ CBbP3aHO C NOBHULICHHE C >7% OT U3XOAHOTO TEAECHO Tero MpH 39,9% OT nalMeHTHTE.

geya U JOHQWU

O/an3anAH He € NOKA3AH 32 JeveHne NPH Jena | 0HOmH noa 18 roxnnn.

Makap Aa He ca NPOBEeXIAHH KITMHHYHE POYYBAHHA 34 CpaBHABAHE, NAHHHTE OT NPOY4BAHUATA NpPH
IOHOILIH €A CPABHEHH € TE3H OT MpOYYBAHHATA MPH Bb3PACTHH.

Ta6nuuara no-gony 06obilaBa HeXENaAHHTe peakliHH ChOOLABAHH ¢ NO-TONAMA
NALKEHTH B IOHOWIECKa BB3pacT (Mexay 13 1 17 roanHu), OTKOIKOTO NMpPH BB3P:
HEXKENAHH PEaKLMH, KOHTO Ca YCTAHOBEHH CaMO NPH KPATKOCPOYHA KIHHHUYHA



AALHEHTH B 10HOIeCKa BL3pacT. KIMHHMHO CHrHIGUKAHTHO NOBHINEHUE HA TErNOTO (> 7%)
H3TIeKIa ce HabNK0aBa No-4ecTO B NONY/IAlHATA HA IOHOLIWYE B CPABHEHHE C Bb3PACTHH ChC
cpaBHHUMA excno3vius. CTenenTa Ha HaOaB2HE Ha TErN0 ¥ JEIST HA MALHEHTHTE IOHOLLH, KOHTO
MMAT KIHHAYHO 3HAYHMO HANaBaHE Ha TErJIO Ca MO-TOeMH NPH NPOALDKHTENHA EKCTIOZHLIMA (TIOHE
24 cenMMLIH) OTKONKOTO MPH KPATKOCPOUHA EKCNIOZHLIHSA.

IIpy BCAKO rpynHpaHe (B 3aBHCHMOCT OT Y€CTOTATA) HEMENAHHTE PEAKLMH Ca NPEJCTABEHH B
HU3XOANIL Pef NO OTHOLIEHKE HA TAXHATA CepHO3HOCT. TepMHHHTE 32 4ECTOTA €A ICPHHHPAHH KAKTO
caenpa:

MHOro vectu (= 10%), yectu (= 1% u < 10%).

Hapymenns na MetaGo/iH3Ma H XpaHeHETO )

0
Muozo vecmu: Hostuasare Ha me2iomo’ , noguenl HUBA HA MPUIUYepudy'’ , NOGULIEH aHEmUM.
Yecmu: ITosuwenu nusa na xonecmepon'

HapyiieHHa Ha HepBHATA CHCTEMA
Muozo vecmu: Cedupane (6xiiouumento. XunepcoMuus, Iemap2us, COMHOAEHMHOCH).

CroMamBo-4peBHH RApPYIICHHS
Yecmu: Cyxoma e ycmama

XenaTo-ORTHAPHH HApYIIEHHESA
Mhuozo vecmu: Hogwuuenus na veprodpobnume mpancamunasu (ALT/AST, exc. mouxa 4.4).

Wacnegpannn
Mnozo vecmu: Hamanen obwy 6wrupybun, nosuwena GGT, noguwienit niazmenu Huad Ha
nponaxmun’ .

Cnea KpaTKOCpO4HO Neuenne (MEAHAHA Ha NPOALILKHTENHOCT 22 AHA) NOEBHIIABAHE HA TEMNOTO

> 7% oT H3XoaHOTO TenecHo Terno (kg) e MHoro uecto (40,6 %), > 15% OT H3XOQHOTO TeRECHO TErNo
e uecto (7,1 %), a> 25 % ¢ uecto (2,5 %). [Ipu auarocpouna excnosnuua (noxe 24 cenmuim) 89,4 %
Hapgaeat = 7 %, 55,3 % Hannasat> 15 %, a 29,1 % "Hangaeat > 25% OT H3XOAHOTO CH TEJIECHO
TEro.

Ha6mopgasar ce 3a HOpManHs H3XOAHH HKBA Ha raaaHo (< 1,016 mmol/l), kouTo HapacTBaT 10 Hak-
BHCOKa CTOHHOCT (> 1,467 mmol/l), U npomeHH OT pedepeHTHUTE rPaHNLIM B H3XOJIHHTE HHBA HA
TpUMrAKLepuarTe Ha raaaHo (> 1,016 mmol/l - < 1,467 mmol/l) 1o naii-BHCOKa CTOHHOCT

(= 1,467 mmol/l).

'TIpomeHH B H3XOAHUTE HHBA Ha OGLIMA XONECTEPON HA FIAJHO CIPAMO HopMaHuTe (< 4,39 mmol/l)
1o Haif-BHCOKa cToiHocT (> 5,17 mmol/l} ca HaGmoaaeanu uecto. [Ipomenn or pedepeHTHHTE
IPaHHLIM B M3XOZHHTE HHBA Ha OBIIMA XolecTepon Ha raaato (> 4,39 - < 5,17 mmol/l) 1o Hai-BHCOKa
crofiHocT (= 5,17 mmol/l) ca MHOTO YecTH.

’[ToBHILEHHM MIA3MEHH HHBA HA NPOJaKTHH ¢a AOKNABaHH NpH 47,4% OT NALMEHTHTE B IOHOILECKA
BB3pAacT.

4.9 Ylpeno3npane

Cumnmomu
YecTd CHMITOMH Npu npeAosupaHe (Mectora >10%) BKMOYBAT TaXMKAPAHS, BB30YNa/ar peCMBHOCT,
AU3apTPHA, PA3NTHYHH EKCTPANTHPAMHIHH CHMITTOMH H HAPYUICHHE Ha Ch3HAHHMETO, BAPUPALIO OT

celHpaHe RO KOMa.
Jlpyrn MEAULMHCKY 3HAYHMH TIOCTENHLIH Ha NPEAO3MPAHETO Ca ACAHP, KOHBY/ICHH, KO
HEBPOJIENTHYEH MAJTHTHEH CHHAPOM, NOTHCKaHE Ha AHLIAHETO, aCUPALA, XHIICPTO
XHINOTOHHS, PUTbMHH HapYILEHHA Ha ChpLeTo {< 2% OT ciiyuanTe Ha npeao3HpaHe),
KapAKonyIMouapeH apect. PaTanHH NOCNeAALM ca AOKJIAABaHH PH OCTPO Npeao3d




nopaakka Ha 450 mg, HO CHLIO € ZOKIAABAHO NPEXHBABAHE ClIE] OCTPO IPpeA03HpaHe
{npubauzKTenHo 2 g OAaH3ANNHH NEPOPATHO).

Tepanesmuunu mepxu

3a onansanua Hama cneundmuen aaTHACT. He ce npenophusa npeanssnkeane Ha nospbuiane. Morar
Ja 6baaT noxazaHu CTAHAAPTHHTE MEpPKH 3a JIEYEHHE Ha npeAo3HpaHe (T.€. CTOMAillHa NPOMHBKA,
MpHeMaHe Ha aKTHBEH BhIvieH). EAHOBpEMEHHOTO MpHIaraHe Ha aKTHBEH BBIJICH € NIoKas3ano
HamalseaHe Ha nepopaTHaTa GHOHANKHYHOCT Ha onaHzanuH ¢ 50 ao 60%.

Tpa6ea aa ce 3anoyYHE CUMITOMATHYHO JICYEHHE H NPOCIEABaHE HA XKH3HEHUTE (PYHKUHH B
CbOTBETCTBHE C KIIHHHYHOTO ChCTOSHHE, BKJIFOMHTENHO K NedeHHe HAa XHNOTOHHATA H LHPKYJIaTOpPHHA
KOnanc W NoAAPLKKA Ha AWXaTesTHaTa Gyukuma. Jla He ce H3noN3BaT aApPEeHAIHH, JONaMUH H/H APYTH
CHMMaTHKOMHMETHYHH CPEACTBA ¢ (eTa-arOHHCTHYHA AKTHBHOCT, Thif KaTo 6eTa-CTHMYNalMsTa MOXe
J1a BJIOHIM XHMMOTOHHATA. MOHMTOPHpPAHETO Ha CHPAEUHO-CHA0BATA CHCTEMA € HEODXOIHMO 32
y7aBsAHE Ha BB3MOXHH apUTMHH. BHHMATEIHOTO MEIMUMHCKO HAGMIONEHHE H MOHHTOPHHT Tpabea

Aa MPOAB/LKAT 0 Bb3CTAHOBABAHETO HA MALIMEHTA.

5.  ®APMAKOJOIAYHH CBOMCTBA
51 <®apmakogHHAMHYMH CBOHCTBA

®apmako-TepaneBTHYHA FPYIa: AHA3eNHHH, OKCR3CNTMHM H THA3ENHHH
ATC kon: NOSAHO3.

OnaH3anuH € aHTHNCHXOTHYHO, AHTHMAHHIAHO H CTAGHITH3HPAIIO HACTPOEHHETO JIEKAPCTBEHO
CPEACTBO, KOETO MOKA3BA MIHPOK hapMaKoIordtieH Npohun o OTHOLICHHE HA MHOXKECTBO
PELETITOPHH CHCTEMH.

B nipeAKTMHHYHH NMPOYUBAHUA € AOKa3aH abHHUTETHT HA ONAH3ANKMH KbM peaMLA PelenTopH

(Ki <100 nM) 3a cepotonun 5 HT2A/2C, 5 HT3, 5 HT6; aonamus D1, D2, D3, D4, D5;
XONHHEPIHYHH MYCKApUHOBH peuerrrops M1-M35; andal- anpernepruunu; 1 xucramunoed H
PELEITOopH.

TTpoy4BaHHATa C O/TaH3allMH BLPXY NOBEAEHHETO NPH XKHBOTHH Nokaspa SHT, aonamMuHoB H
XONIMHEPTHYEH aHTArOHW3bM, OTTOBapALL Ha PELIENTOP-CRbP3Balks npodui.

In vitro onaH3anuH noka3sea no-rongM agHHUTET KbM cepoToHHBOBHTE SHT2, OTKONKOTO
xonamuroBute D2 peuenropu H no-ronama 5 HT2 akTuBHOCT B cpaBHeHHe ¢ D2 akTHBHOCTTA NpH in
vivo MOAEITH.

EnexTpopH3HONOrHYHHTE H3CTIEIBAHHA [TOKA3BAT, Y€ OJIAH3aTIHH CENCKTHBHO HaMansBa
aKTHBHpaHeTo Ha Me3sonumGuunmTe (A 10) JonamMuHEPrHYHH HEBPOHH, KaTO B CHILOTO BpeMe eheKTHT
MY BbpXY ITbTHILATA B CTPHATYMa, yJacTBaliH B MOTOPHHTE QYHKUHH (A9) € MatbK.

OnaH3anyH HaManABa KOHIAUHOHHPAHHS OTrOBOP HA OTOArBAHETO, KOSTO € TECT 38 AaHTHIICHXOTHYHA
AKTHBHOCT B A03H MO-HHCKH OT TE3H, BOACIIH 10 KATANeNCHA, KOETO € XapakTepHO 33 MOTOPHUTE
HeXeIaHH eexTH. 3a pasiivKa OT HAKOU APYrH aHTHIICHXOTHYHH CPEACTBA, OJJAaH3aMWH YCHIIBA
OTrOBOPE B YCJIOBHA Ha ,,aHKCHOJIMTHUSH TecT.

IpoyuBanus c no3uTpoH-MucHoHHa ToMorpadus (PET) npu 3apaeu A06poBOILM NOKA3BAT, He
OJIAH3aTIHH B €IHHUYHA nepopanta nosa (10 mg) nokassa no-ronamo cesp3sane ¢ SHT2A, B
cpaBHeHwue ¢ zonamuHoBHTe D2 peuentopu. OcBeH TOBa, 00pa3HO H3CNEABAHE YPe3 EAWHHUHA QOTOH-
EMHCHOHHA KOMIIOThpHa ToMorpadna (SPECT) npu nauMeRTH ¢ IA30GPEHHS MOKA3Ba, MET]
NAlMEHTHTE YyBCTBHTENTHH KBbM OIaH3aNHE UMa NO-Manko cBbp3BaHe ¢ D2 B cTpHa
¢ NAUMEHTHTE YYBCTBHTEIHH KbM JPYTH aHTHIICHXOTHYHH CPEACTBA H PHCTIEPHIO
Haxo/lKa € CpaBHHMA C Ta3y NPH KN03anHH-4yBCTBHTEIHHTE TTALIKEHTH.

B aBe ot a8e mnaueGo-KOHTPONUPaHK H B JiBe OT TPH CPABHHTEIIHH KOHTPOJIHPaH



noeesie ot 2 900 nauMeHTH ¢ WH30GPeHKA, MPOTBEHA KAKTO C HATHYHETO Ha MOAOKHTEHH, Taka H
OTPHLATENHH CHMITOMH, ONIAH3ATHH 10Ka3Ba CTATHCTHYECKH 3HAYMMO NOA0OPEHHE KaKTO Ha
HEraTHBHHTE, TAKA 0 HA IO3HTHBHUTE CHMIITOMH.

B MYNTHHALMOHAIHO IBOHHO-CIIANO CPABHHTE/NHO NPOY4BAHE BBPXY IWH30GPEHNsTA,
wn30apEKTHBHUTE WIH NOAOGHH HapyIneHWs Bmouealio 1481 nauueHTa ¢ pasfiHuta CTETICH Ha
CBBP3aHU C TOBA CHMIITOMH Ha Jienpechs (H3X0iHa CpefiHa CTOHHOCT 16,6 no ckanata Ha
Montgomery-Asberg 3a kiacubunupase Ha eNpecHsTa), NPOCTIEKTHBHHA BTOPHYEH aHAH3 Ha
NPOMAHATA Ha U3XOAHMA CNPAMO KpaliHuA CKOP Ha HACTOEHHETO, MOKA3Ba CTATHCTHYECKH 3HAUMMO
noaobpenne (p= 0,001) B nonza Ha onanzamus (-6,0) cnpsamo xanonepupon {-3,1).

[1pH NAUMEHTH C MAHHTHH ENH30AM WIH CMECEHH eTH30/I NPH GHIONAPHY Pa3CTPOHCTRA, ONAH3AMHH
MOKa3Ba Mo-BHCOKA e()EKTHBHOCT KaKTO CNpAMO niauebo, Taka 4 CIPAMO BAINpOaT CEMUHATPUA
(nMBANNpOEKC) B HamMangBaHe HA CHMIITOMHTE Ha MaHHd 33 MOBEYE OT 3 cenMHLM.

OnaH3angH ChILO N0Xa3Ba CPABHHMA C XaJ0NepraoN €PHKACHOCT, H3pas3eHa ¢ JacTTa NalHenTH,
MONnYy4YHIH PEMHCHA HA CHMIITOMH Ha MAHHA H Ha penpecnia 3a 6H 12 ceAMHUA JICUCHHE.

B npoydsaHe ¢ ONaH3aNnHH B KOMOGHHALMA C JIATHH KIH BAINPOAT 338 MHHHMYM 2 ceIMMLIN,
A06aBaHeTO Ha onaHsanmuH 10 mg (koMGMHMPAHO JieyeHHe ¢ IHTHI WM BANNPOAT) € 10BENO KO No-
rofifiMa peAyKLUMs Ha CHMIITOMHTE Ha MaHHs B CPABHEHHE ChC CAMOCTOATEAHOTO NPHAOKEHHE HA
JTATHHA WK BaNnpoar ciefl 6 CeAMHALH.

B 12 mMece4HO NpoyuBaHe pH MPOQHIAKTHKA Ha PELIHIMBH HA MAHUIHH €NH30H, NPH NALUHEHTH
MONYHWIH PEMHCHA TIPH IEYEHHE C ONAH3aMHH ¥ PaHAOMH3HPAHH 1 NOMY4aBAT ONaH3aMHH WiIH
niauebo, ONaH3aHH € NOKa3an CTATHCTHHECKH SHAYAMO NPEBL3XOACTRO Cnpamo miauebo no
OTHOLLEHHE HA TbPBUYHKTE KPAHHH TOUKH 32 NPOPHIAKTHKA HA PEUMANHBH HA MAHHHHY eNU30H NPH
6unonapHo pascTpocTso.

OnaH3amKH CHIUIO € HOKA3AN CTATHCTHYECKH SHATAMO NPEHMCTBO CIPAMO Nsialeo No OTHOLIEHHE
Ha OpeJoTBPATABaHE HA PELHIHBH KaKTO HAa MaHWA, Taka W Ha JETIPECHA.

Mpu BTOpO 12 Meceuso npoyyBane npH NPOoGHIAKTHKA PELHAKBH HA MAHHHHH €NHU30/IH, NaLMEHTH,
NPH KOHTO € NOCTHIrHaTa pECMHCHA C KOMﬁHHHpaHO JieyeHHe ONaH3aNHH H J'IHTI'H:'], PaHOOMH3UPAHH Ja
AIOTYYaBAT ONAaH3aNUH WK JIATHI CAMOCTOATENHO, OJIAH3AMHH € NOKAa3aj HE No-roNAMO
NPEBL3IXOACTBO CNPAMO JIHTHH NO OTHOLIEHHE HAa NbPBUYHATE KpaiHH TOYKH 33 NpohHNaKTHKA Ha
peLManBH Ha GunonapHo pascTpoiicTeo (onanzanuy 30,0%, auTuii 38,3%; p=0,055).

[pu 18-meceuHo npoyypatie Ha KOMOMHHPAHO NEYEHHE HA MAHKHHH HIIH CMECEHH €NH30AH MPH
NalUMEHTH CTAGHIN3HPAHH C OJIAH3AIHH 3a€/IHO ¢ JIEKAPCTBA CTACHIM3HPALIH HACTPOEHHETO (IUTHH
WK BANNPOAT) NPOIB/HKATENHOTO JICUEHHE € ONTAH3ANHH CEBMECTHO € JIHTHIA HIM BANTIPOAT HE €
CTATHCTHYECKH 0-100p0 COpAMO IMTHI WIIH BANMPOaT CAMOCTOATENHO, 110 OTHOUICHKE OTIaraHe Ha
0obocTpAHETO HAa GUNONAPHOTO PAICTPOHCTBO, CHINACHO KPHTEPHHTE 38 CHHAPOMA.

Heduampuyna nonyvaayus
OnMTHT NpH 1oHOWH (0T 12 A0 18 roAMHM) € OrpaHKyeH 10 KPATKOCPOUHH JaHHH 33 €EKTHBHOCT
npH mHzodpeHns (6 CEAMKIM) W NPH MaHHA CBLP3aHa ¢ Gunonapuo pascTpoiictso tvn 1 (3 CeIMHLIN)
npu no-manko ot 200 ronouns. OnaHlanuH € ¥3non3eaH karo GrekcnGunna no3a 3amousaiua or 2,5 H
crurawa 10 20 mg auesro. [Tpn NieueHHe ¢ 0AaH3aNHH IOHOLINTE HALIABAT CHTHM(HKAHTHO NOBEYE
Ha TErN0 B CPaBHEHHE ¢ Bb3pacTHUTe, CTenenTa Ha npomeHH B o6uma xonecrepon, LDL
XOMECTepONa, TPUrTHLEPHIHTE Ha TMaAHO H NIPONaKTHHA (BXK. TOUKH 4.4 1 4.8) € Mo-rongMa npH
FOHOLIH, OTKOJIKOTO NMpPH BE3pacTHK. Hama nanuu 3a noaappikate Ha edekTa, a AaHHHTE 33
JABITOCPOMHAT2 $e30MacHOCT ¢a OrpaHHYeHH (BxK. ToukH 4.4 1 4.8).

5.2 PapMakoKHHECTHIHE CBOHCTBA

O/ o
Onaunsanuu ce abcopbupa nobpe cien nepopaiHe NpHIOKEHHe KATO AOCTHMA MAKCHMATHLL
KOHIEHTpalLHK Mexay 5-Ha U 8-Hg yac. AGcopbuuaTa He ce MOBNHABA OT NPHEMa H &}ﬁ-l

A



AbconoTHata GHOHATHUYHOCT cien nepopanHe NpRIoKeHWe B CpaBHEHKC C HHTPABC¢HO3HO
NPHNOKEHHE HE € ONpCcIcnAHa.

Onawianus ce MeTaBonu3upa B 4epHUA pob Ypes KORIOTHpaHe K okucieHue. [NasruaT MetabonuT B
KpbaTa e 10-N-r1I0KopoHu], KOHTO He NpeMHHABA NPe3 KPhBHO-MO3bUHATa GapHepa.

3a obpasyBateTo Ha MeTabonurure N-Ae3MeTIN H 2-XHIPOKCHMETH JOTIPHHACAT LHTOXpoMH P450-
CYP1A2 u P450-CYP2D6.

In vivo n peara MeTabonuTa NOKA3BAT 3HAUMTENHO MO-HHCKA $apMaKoNOryyHa aKTHBHOCT, OTKOJIKOTO
OJIaH3anHH B H3CNENBAHUA TIPH )KUBOTHH.

I'naBuata dapmakonorsiHa akTHBHOCT Ce ABJDKM Ha H3XOJHMS ONAH3aMnuH.

Cnen nepopanHo NPUNoKEHHE, CPEAHHAT TEPMHUHANEH ENTHMHHALIMOHEH MOMYHBOT Ha OIaH3aNMMH
NPH 3apaBy AHMOa B2pHpa B 3aBUCHMOCT OT BB3pacTTa H noJa.

{TpH 3xpaBl HHAMBHAM B CTApPYECKA BB3PACT (65 roaMHK) CpeHMST €THMHHALHOHEH MONYKHBOT €
YIBIKEH B cpaBHeHue ¢ no-Mnagure vHAHBHAH (51,8 cpemty 33,8 waca), a KTHPBLHCHT € HAMAICH
(17,5 cpewyy 18,2 uaca). dapMakoxuHETHYHATA BAPHEOHITHOCT, KOATO ce HabnioaaBaT NpH
MHIMBHJIHTE B CTAPYECKA BLIPACT HE C€ OTIIHYABA OT Ta3H [PH NMo-Mnaaute Haauekam. [pn 44
NALMEHTH ¢ WH30dPeHHs Ha BB3PAcT Haj 65 r. 103H oT 5 o 20 mg AHEBHO He ¢a GHH CELP3aHH €
HAKAKLE paziuieH npoduin Ha HeXenany cLOUTHA.

TTpH >keHH CpeHUS €THMHHALIMOHEH TIONYKHBOT € Jieko yasmkeH (36,7 cpeuty 32,3 vaca) B
CPaBHEHHE ¢ TO3H MPH MBLXKETE, a KIMPBHCHT ¢ peayurpad (18,9 cpemy 27,3 [/4ac). Bbripekn ToBa,
npodusT Ha 6e30macHOCT Ha onansanyH (5-20 mg) e cpaBHEM Mexy skeHuTe (n=467) 1 MbKeTe
(n=869).

He e ycranoBena 3HauvMa pasiHka B CPeHHA eTHMHHALMOHEH NOTyXHBoT (37,7 cpamo 32,4 yaca),
KaKTO H B KnupbHca (21,2 capamo 25,0 /uac) Mexay nauueHTHTe ¢ yBpeaeHa Sb0peuna Gynkuusa
(KpeaTHHMHOB KIHpBHC <10 ml/min)  3apaBuTe MHaMBHAM. [TpoyuBaHuATa TIOKA3BAT, Ye OKONO 37%
oT Gens3anus ¢ PAAMOAKTHBHH M30TOIH OJIAH3aNKH CE YCTAHOBSBA B YPHHATA FIaBHO [101 (hopMara Ha
MeTaboNHTH.

ITpy nmywaus ¢ nekocTenerHa yepHoapobHa AUCHYHKLMA, CPEAHHAT €IHMHHALMOHEH NIOTYXKHBOT
(39,3 qaca) € yarKeH, a KTHpBHCHT (18,0 1/yac) HamaneH, B cpaBHEHHE CbC 3APABH HenylLayy
(cxworeetHo 48,8 vaca u 14,1 l/uac).

ITpu "enmywaun (MbKe H XKeHH) CPEAHUIT eTAMUHALMOHEH MOY)KHBOT € yAbDKeH (38,6 cnipamo 30,4
4aca), a KIMPLHCBT € Hamanek (18,6 cpemty 27,7 /uac) B cpaBHEHHE ¢ mylIAUH.

[TnasMeHuAT KNUPBLHC HA ONaH3aNWH € NO-HHUCHK NPH MALMECHTHTE B CTAPYECKA BL3PacT B CPABHEHHE C
NO-MNaJHTe HHAWBHAM, NPH KEHUTE B CPABHEHHE C MBLIKETE, KAKTO ¥ [IPH HEMYILIAMHUTE B CPABHEHNE ¢
nyurayute. BenpekH ToBa, 3HaMHMMOCTTA HA BIUAHHETO HA BE3PAcTTa, [1071a HAH MYLEHETO BhPXY
KJHPBHCA Ha ONAH3ATIHH H BBPXY HErOBHs NOMYKHBOT € TBLPAE MaiKa, B CpasHeHHe ¢ obilata
BapHaOHIHOCT MEXAY OTAENHUTE HHIMBHIH.

He e ycraHoBeHa paznuka BbE HapMaKOKWHETHYHHTE NAPAMETPH NPH NIPOYYBAHKA NPOBEACHH C
eBpONeHLH, ANOHUH H KHTaiLH.

CBbp3BaHETO HA ONIAH3ANHMH C [U1A3MEHUTE NPOTeHHH € 93% MpH KOHUEHTPALMH B PAMKHTE OT 7 10
okono 1 000 ng/ml. OnanzanuH ce cabp3Ba MNAaBHO ¢ anOyMUAa M andia-1 KMCEHA NIHKONPOTEHH.

It eduamguwa RONVAAYUA

IOunoma (ot 12 g0 18 rogann)
DapMaKOKHHETHKATA HA ONAH3AMHH NPH I0HOIIH K BB3PacTHH € 11oJ00Ha.




B KIMHHYHH NIPOYYB2HHSA CPEIHATA €KCMO3HLMS Ha ONAH3ANHH € okono 27 Y% Mo-BHCOKA MPH IOHOLLIH.
JemorpadickuTe pasfinumg MesKAY FOHOMIHA ¥ Bb3PACTHH BKIIOYRAT [10-HHCKO CPeHO TENIECHO TETII0 U
1o-Mabk Gpoil mywauu npu oHowkte. [ogobHH GaKkTOpH € BE3MOMKHO a3 BH3ACHCTBAT 3a Mo-
BHCOKATa CPEHA €KCMIO3HUMNA, HaGMlogaBaHa NpPH IOHOWH.

5.3 Ilpeaxnuanunn fannn 3a 6esonacHoct

Hex/MHHYHETE AaHHH He NOKa3BaT 0cobeH prCcK 3a xopa Ha 6a3a Ha KOHBEHUHOHANHUTE
hapMaKkoNOriuHN HINKTBAHHA 3a Ge30NaCHOCT, TOKCHYHOCT NPH MHOTOKPATHO NPUIAraHe,
reHOTOKCHYHOCT, KAPIHHOTEHEH NOTEHLMAT, TOKCHYHOCT.

{Ip1 HEXTMHHYHITE U3MMTBAHKUA CAMO ITPH EKCMIO3HLIHH, 33 KOHTO CE CYHTa, Y€ Ca B A0CTaTh4Ha
CTCMNCSH NO-rojieMH OT MAKCHMANHATA eKCNMO3HIHA MMPH Xopa CE Haﬁnmﬂanar edJe}cm, KOWTO MOKAIBAT
MAJIKO 3Ha4Y€HHe 33 KITMHHYHATA ynoTpeba.

HesxenaHuTe peakiiH, KOMTO He ce HaOMoJaBaT NpH KIKHUYHHTE U3MHUTBaHUA, HO ce Habmonasar
MpPH JKHBOTHH TPH HHBA HA EKCNIO3HIMA, NOAOGHH Ha HHBATA Ha KNHHHYHA EKCMOZHLMSA W UMaT
Bb3MOXHO 3HAYCHHE 3a KIKHHYHATA ynoTpeba, ca KakTo cnezBa:

Ocmpa (hpu eQunuina 003a) meKCuyHocm

Ipu3HAUNTE HA TOKCHYHOCT NPH NEPOpANICH NPHEM NPH MPU3AYHTE ¢a XapaKTepHH 34 MOLIHHTE
HEBPOJIENTHUM: XMIIOAKTHBHOCT, KOMa, TPEMOP, KIIOHHYHH KOHBY/ICHH, CAlIHBALIHA, H IOTHCKAHE Ha
najuiasanere. CpeHUTE NETANHH 103H ca npuGamzurento 210 mg/kg (3a mukn) 1 175 mg/kg (3a
nrbxose), Kyuerara noHacsat egnHHuna aoza o 100 mg/kg Ges na ce nabnionasa netajeH H3X0IL.
KbM KnHH#uHATE NPH3HALM CNAJaT ceAupaHe, aTakCHA, TPEMOP, YCKOPEH ChpJEUEH PHTHM,
3aTPYAHCHO AHLIAHE, MHO3a H aHOopekcHA. [1py MaiMyHH €AHHHYKEH OEPOPATHH A03H N0 100 mg/kg
BOJAT JIO TIPOCTPALIMS, & BUCOKHTE JO3H H A0 HEMbJIHA 3aryda Ha Chb3HaHHe.

Toxcuunocm npu MHOZOKPAMHO HPURONCEHUE

B npoyusanns BbpPXY MHIUKH C NPOABMKUTETHOCT 10 3 MECELIA U BbPXY ILTBXOBE M KYU€Ta ¢
NPONBIDKHTENHOCT CHOTBETHO 10 | roguna npeobianasamy edexru ca notickane Ha LTHC,
aHTHXONHHEPrHYHH edeKTH 1 NepHQepHH XeMaTONOTHIHH HapyleHH. Pa3BHBa ce TOIEPaHC KbM
noruckanero Ha LIHC. TapamerpaTe Ha pacTexxa HAMAnABAT NPH BHCOKH 103H. [IpH mnbxosere ca
Habmonaeas#u obpaTuMu edexty, KOMTO ca B pe3y]TaT Ha NOBHLICHK HUBA Ha MPONAKTHHA H
BKTIOYBAT: HAMANABAHE TEMOTO HA AHYHHIMTE H MATKaTa, KakTo H MOPGOSIOTHYHH NMPOMEHH BbB
BJIAraJIMU{HAA SMHTEN H B MIIESMHATE HUIe3H.

Xemamonozuuna moxcuunocm

EdexTu Bbpxy xeMaTONOrHYHHTE NapaMETPH ¢ YCTAHOBABAT IIPH BCHYKH H3C/NI€BaHH BHAOBE
HUBOTHH, BKIKOYUTERHO 1030-3aBHCHMO HOHWKEHHE HA UPKY/IHPAIHTE AEBKOLMTH NPH MHIIKUA H
HecleMpUYHO HAMAJICHHE Ha OPOA HA LIPKYTMPALIHTE JIEBKOLMTHTE MTPH IUIBX0BE; HE CE
YCTAHOBRABAT JOKA3ATENCTBA 32 KOCTHO MO3BYHA LIHTOTOKCHYHOCT.

[Tpu orpannuen Gpoii Ky4era, lekyeand ¢ 1034 ot 8 win 10 mg/kg/nen obimara eKCno3uLKA Ha
onansanHH (Nioll noj kpHeara) € 12 no 15 nbTH NO-BHCOKA OT Ta3u NnpH yoseka. [Ipu npreM Ha noza
oT 12 mg anesHo ce Habimoaaea obpaTuma HeyTPONeHHs, TPOMOOLHTONEH S HITH aHeMKA.

Tpy LMTONEHHYHH Ky4eTa HE Ca HabNI0AABaHH HEXENIAHH €EKTH BEPXY NMPOreHHTOPHATE KIETKH
HIH NIposinepUpaliTe KIETKH B KOCTHHA MO3BK.

Penpodyxmugna moxcunocm
Onaw3anuH Hama TepatoreHeH edekr. CeaauusTa NOBIUABA KyNYJaTHBHHTE CIOCOOHOCTH Ha

MDBAKKHTE [WTLX0BE. [TONOBHAT LMKLI ce 3acara npH 2034 oT 1,1 mg/kg (3 0bTH N0-BHCOKH OT
MAKCHMaNHaTa 703a NpH XopaTa), a penpoAyKTHBHHTE NapaMeTPH Ca 3aCErHaTH NPH MIpbXoRe
KOHTO € napaHa 103a oT 3 mg/kg (9 nbTH no-pucoka OT MAKCHMANHATA 1032 NPY YOEAA
B nokoneHHeTO HA NMITLXOBETE, HA KOHTO € AaBaH ONaH3aNtH, ce Habnonasa 3abaps
HaMaNa8aHe HRBOTO HAa AKTHBHOCT.

OnaHzanHH HE € MTOKa3al MyTarcHHOCT HJIH KAACTOTEHHOCT, NIPH NPOBEEHHTE
TECTOBE, BKIIOYBALM GaKTEpHAITHHSA MyTALIMOHEH TECT H in vitro u in vivo TecTdb




Kapyunozennocm
PesyATaTHTe OT U3CNIEABAHUATA BHPXY MHLIKK M ILUTEXOBE BOJAT [0 3aKNIOYESHHETO, Y€ ONIaH3amHH He

€ KapUHHOr¢HEH.

6. OAPMAIIEBRTHYHH JAHHH
6.1 CnHceK HA NOMOIIHMTE BellleCTBA

Hopo na mabremrxama
JlakTo3a MOHOXHApAT
Kpocnoenaosn
MuUKpOKpHCcTanHa Lenyao3a
MarsesHes cTeapar
XHAPOKCHMPOMKALENYA03a

Cwemas_na urmogomo noxkpumite
Floau (BHHUAOR anKoXo0n)
Twuranos puokcua (E171)

Tank

KcanTaHosa ryma

JleumtHH

6.2 HechBmecTHMOCTH

Henpunoxunmo.

6.3 Cpoxk Ha rogHOCT

2 rogvHN,

6.4 Cnennannn yc/10BHE Aa ChXpaHeRHe

Ja ce cvxpanssa noa 25°C.
Jla ce cpxpaHsBa B OpMIUHAIHATA ONTAKOBKA.

6.5 BuA B cbAbpXKAHEE BA ONAKOBKATA

Bivctep ot 6ano Henpospauno Al-Al donyo.
Konuuecteo B eana onakoeka: 28 ¢uiMupaHt TablieTkH.
Jlpa 61MCTEpa Ce OMAKOBAT B KapToHeHa KyTust {14 duamupany TabneTkn B 1 6nucrep).

6.6 Coenua/jHH NpeAna3sd MepKH HPH B3XBBpAgHE

Hsama cnieumanH1 H3HCKBAHHA.

HemnsnonspaHusaT neKapcTBeH NPOAYKT WIH OTNAALYHHTE MATEPHAITH OT HEro TpAGBa 1a € H3XBHPIAT
B CHOTBETCTBHE C MECTHHTE H3HCKBAHMA.

7. MPUTEXATEJ HA PAPEHNIEHWUETO 3A YIIOTPEBA

HOBEJ ®APMA EQOJ
yi. ,;OkonosprcTeH MbT* Ne36




rp. Codnalals, buarapus
Ten.: +359 2 962 62 80
dakc: +359 2 962 90 36

en.noma: infoignobelpharma.bg
8. HOMEP HA PASPEINIEHUETO 3A ¥YIIOTPEBA
Per. Ne 20120333

9. JIATA HA ITHPBO PAIPEMIABAHETIOAHOBABAHE HA PASPEIIEHHETO 3A
YIIOTPEBA

JlaTa Ha mbpeo pazpewasane: 28.06.2012
JiaTa Ha nocneaHo noaHoeasane: 26.07.2017

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA

05.2021 r.




