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1. MME HA JIEKAPCTBEHHSI ITPOJIYKT ez 6 16010
Ondpekc 20 mg punamupanu TabneTku

Olfrex 20 mg film-coated tablets

2. KAYECTBEH U KOJIMMECTBEH CbCTAB
Bcska ¢punmupana Tabnerka cbabpka 20 mg onaH3anuH (olanzapine).

Hﬂmnggu BCILLUECCTBA C U3BCCTHO QEﬁETBHE!

Beska duimMupana tabnetka ceaspxka 237,910 mg nakro3a monoxuapar (Lactose monohydrate).

3a IMBbJIHUA CIIUCHK HA MOMOLIHUTE BELIeCTBa, BUXKTe TO4Ka 6.1.

3. JIEKAPCTBEHA ®OPMA
PunmupaHa Tabnerka.

benu, oBayiHH QUIMHpPaHH TabNETKH € AB/DKHHA 0KoJIo 12,5 mm, muupyHa okosno 6,6 mm u nedenuna
0k0J10 5,0 mm.

4. KJ/IMHUYHHU JAHHHU
4.1 TepaneBTHYHH NOKA3AHHS

Bw3pacmnu
OnaH3anuH € NoKa3aH 3a JIeueHHe Ha H30ppeHus.

OnaH3anuH e E[bEKTHEEH 3a nNoaAbpKaHE Ha KIIHHHYHOTO HDﬂGﬁpEHHE 1o BpEME Ha NPOABIIZKHTEIIHO
JICHEHHE NTPH MALHCHTH IMMOKa3aJIH HA4YaJICH TEPaliCBTHYCH OTIOBOP.

OnaH3anuH € NoKa3aH 3a JieYeHHe Ha YMEPEHH 10 TeKKH MAaHUMHU €NU30/1H.

OnaH3arnuH € NoKa3aH 3a Npo(UIaKTHKA Ha pelMAMBH Ha MAaHUEH eNU30/1 ITPU MaLUEHTH C
OMMOJIAPHM pa3CTPOICTBA, MPH KOUTO MO BpEME Ha MAHUEH E€NMHU30[ € OMJ1 MOCTHIHAT KIIMHUYEH
OTrOBOP € OJlaH3anuH (BX. To4ka 5.1).

4.2 Jlo3MpoBKa H HAYHH HA NPHJIOKEHHE

Bv3pacmHuu
[lIuzo¢ppenns: [IpenopbruBaHaTa HavyalHa 103a ojaH3anuH e 10 mg aHeBHoO.

Maunuitay enu3oan. HavanHara go3a € 15 mg KaTo eAHOKpaTHa AHEBHA [103a NMPH MOHO Teparus Win
10 mg nHeBHO NMpHU KOMOMHUPAHO JIedeHHe (BxK. TouKa S.1.)

[TpodunakTka Ha peuMauB Ha OUNoONAPHO pascTpoiicTBo: [IpenopbuBaHaTra HayanHa 103a €




10 mg nHesHo. [Ipy nauKeHTH, KOUTO Ca NOTY4YaBaIM OJIAH3AMNMKH 32 IEHCHHE HAa MAHHAHY eNH300H 32
npeAnaspaHe OT MOBTOPHATA HM MOABA ¢ NpenopbhYBa NPOAL/DKABAHE HA TEPAIIUATA ChC ChLIATA
J03a.

INpu nosABaTa HA HOBH ENMHM30H HA MAHHA, CMECEHH eNMH30IH WIH CIIU30AH Ha JACTPECH], JICHEHHETO C
OJ1aH3aMNMuH TPAOBa O3 NPOABIDKH (C ONTHMHU3INPAHE Ha 03aTa, ako € HeoOX0AUMO) ¢ AOITLJIHUTENHO
NeYeHHe Ha CUMIITTOMKTE Ha HapyLICHHUE Ha HACTPOCHHETO, k0 € KIHHUYHO NTOKA3aHO.

ITo BpeMe Ha Ned9eHNETO HA IIH3OPPEHAs, MaHHHHN eNU30aAN U Mpd NpoPHUIaKTHKA HA PELTHANBH Ha
OunonApHO pascTpoONCTBO, AHEBHATA A03a MOXKE A3 OBbA¢ KOPUTUPAHa NOCTENCHHO Ha fa3aTa Ha
HHAMBHAYATHOTO KIMHUYHO CHCTOAHME B pamkuTe HA 5-20 mg aHerHo. [lopuiiapane Ha no3ara, 40
HHBa HaJ MPEropLYBaHATA HAYANTHA 1033, C€ MPEenopbyBa ClNEl ChOTBETHA KIMHHYHA NPEOLICHKA

u TpAOBa A2 cTaBa Npe3 MHTEPBAJIM HE NO-MaNKH oT 24 aca. OnaH3anHH MOXe J1a ce TIpHeMa

Ge3 BpB3Ka C XpaHEHETO, Thii KaTo abcopOumAaTa My HE C€ MOBJIUABA OT XpaHaATa,

[IpeycTaHoBABaHEe MPHEMA Ha ONaH3aNMUH TPAOBA Ja e H3BBPIUEBA 4pe3 MOCTENCHHO HaMalgBaHe Ha
Ao3arta.

[Teouampuyuna nonyaayus

[Topanu HepocTaTHYHK AAHHM 32 H€30NaCHOCTTA M ePHKACHOCTTA, ONAH3AMNMH He ce NpenopLUBSR 32
yroTpe6a oT aeua H WHoM noa 1 8-roauinnHa Bb3pacT. [Ipu kpaTkocpoYHH NMpOoyUYBAaHHUA H3BBPIISHH C
NMalMEHTH B IOHOIIECKA BB3PACT € AOKJIAABAHO 3HAYMMO YBEIIMMEHHUE HA TEECHOTO TEIVIO, H3MEHEHHUA
B HYBATA Ha JINMTKAHWTE U NMPOJIaKTHHA B CPABHEHHE ¢ UINMUTBAHUA NMPH BH3PACTHH NaLHEHTH.
Hanuuuute 7aHHA ca ONMCAHM B TOMKA 4.8, Touka 5.1 Touka 5.2, XaTo npenopbKH 3a J03UPOBKATA HE
MoraT aa ObaaT JageHH.

[ayuenmu & cmapiecka ev3pacm

OOHKHOBEHO HE Ce MpEnophruUBa MO-HUCKa 0T obuyaiiHaTa HAa4YaNHa 403a (5 mg AHEBHO), HO TakaBa
0033 MOXe J1a ce HMa NTpEeABKA ITPH NMALMEHTH Ha Bb3pacT > 65 roguud. HanwqHuTe JaHHH ca
OTNWCAHM B TOYKA 4.4.

brbpeuno wunu 4eprnodpobHo yepedcoane
IIpn maumeRTH ¢ 650pedHO WM depHOAPOOHO yBpexkaaHe TpabBa aa ce HMa ITpeABHA NO-HHUCKa

HavyallHa 103a (5 mg AHeBHO). B cimyyan Ha yMepeHa depHoApoOHa HeaocTaThuHocT (UMpo3a, Child-
Pugh iiac A unu B) HauanHara foza Tpadsa fna 6bae 5 mg ¥ fa ce yBenuyaBa ¢ MOBHIICHO BHUMAaHHE.

Ilon
Hawanrara 1033 M 1030BUA PEXHUM He ¢ He0OXO0ANMO PYTHHHO a C€ MTPOMEHAT ITPH XKEHU, CITPAMO
MbXKe.

ITvwavu
Hauanmuara no3a u J030BHS AHANAI0H He € HEOOXOAUMO PYTHHHO A2 ¢€ IMMPOMEHAT MPH HEIyLIaqH,

CNPAMO Te3H APH IIYLIa9du.

Koraro e Hanpue moBede oT equH 3abaeaul MerabonuiMa gakrop ((K€HCKM Mo, CTapyecka BL3pacT,
Hemymay) TpAORa 1a ce MMa NMpeABHA HAMANIABAHE HA HaYaTHaTa Ro3a. [Ipu Te3u nauueHTH
NOBHMIIABAHETO Ha A03aTa, KOraTo TOBa € HeobxoauMo, TpAORa Ja CTaBa MOCTENEHHC U C IIOBHILIEHO
BHMMaHHe. ByoxTe onucaHHTe AaHHU B TOUKH 4.5 U 5.2.

4.3 IlpoTeBonoxa3aHAs
- CBpPBXUYYBCTBHTE/HOCT KbM aKTHBHOTO BELIECTBO HIH KBM HAKOE OT MOMOILIHHTE BELIECTBA,

n36poenu B Touka 6.1,
- TlauueHTH, IIPH KOHUTO € H3BECTHO, e HMa PHUCK OT ITOABATa Ha TECHOBI'LJIHA ITIayKOMa.




4.4 CnenHa/lHA DpeXYNpPeXaeHAS H NPeATA3HE MEPKH OPH YHoTpeba

[To BpeMe HA AHTHIICUXOTHYHO JIEYEHHE NOLOOPEHHE B KIIMHHYHOTO ChCTOSHHE HA NAlHEHTa MOXeE aa
OTHEME OT HAKOJIKO JHHU J0 HAKONKO ceAMULH. B To3M NepHoa nauueHTUTE TpAORa 1a OBaat
HaOJIOAaBaHU.

Hcuxosa, cevp3ana ¢ deMenyus, Wi nogedeHYecK HAPYWeHus

OnaH3andH He € NOKA3aH 33 JICYCHHE Ha 1ICHX033, CBbP3aHa ¢ AeMEHLNA W/HWIH NOBEACHYECKH
HapyllleHHd U He ce NpenopbUba 3a ynorpeba mpH Tasu cneundHdHa rpyna nauneHTH nopaan
yBeIMYaBaHe Ha CMBPTHOCTTA H PHCKA OT MO3RYHO-ChAOBH MHUNIEHTH. B nnauebo KOHTponnapanu
KIMHUYHH MPOYUBaHHA (¢ NTPOTBKUTENHOCT 6-12 ceMUIIN) MPH NatlMEHTH B CTapuecka Bb3pacT
{cpenna Bb3pacT 78 roAMHH) ¢ IICHX03a CEBbP3aHa ¢ AEMECHLMA WIIH [TOBEACHYECCKH HapYLIEHHA €
HabmojapaHo 2-KpaTHO YREIMYABAHE HA CMBPTHOCTTA IPH NMAIIMCHTUTE NEKYBAaHH C OJIAH3AIMH, B
CpaBHEHHE, € MALMEHTHTE TpeTHpaHu ¢ nnauedo (cpoTBeTHO 3,5% cnpame 1,5%). Ilo-Bucoxkara
CMBPTHOCT HE € CBbpP3aHa ¢ 103aTa HA oflaH3anuH (CpeAHa AHEBHA A03a 4,4 mg) niu ¢
NMPOABL/IDKHTENHOCTTA Ha JieueHHEeTo. PHckoBHTE PakTOPH, KOMTO MOrar Ja MMpeapa3nosioxkaT TasH
NOMyNALMA MALMEHTH KbM YBEJIHUE€HAa CMBPTHOCT, BK/IFOYBAT: Bb3pacT (> 65 roaHHu), Aucarus,
cefanns, HapyUIEHO (HEAOCTaThUHO) XpaHEeHe N Aexuaparauus, oenoapooHu 3adbomipaHng (Hamp.
MHERMOHHA ¢ WK Oe3 aciMpalus) HITH €eAHOBPEMEHHA yIIoTpeba Ha OeH3oanaseniHu. Benpeky
TOBA, 9€CTOTATA HA CMBPTHHTE CIIYYaH € OMJIa [T0-BHCOKA [TPM MAIIMCHTHTE JIEKYBAHH € OJTaH3allMH B
CpaBHEHHE ¢ MNALcOO-TPETUPAHHTE MALMEHTH HE3aBUCHMO OT Te3H PHCKOBH (AKTOPH.

B cBIDHTE KNMMHHYHH NPOYYBAHHA HMA ChOO1eHHA 32 MO3BYHO-CBAOBY Hexkenanu crbuta (MCHC,
HAMNP. HHCYJT, NPEX0JEH HCXEMUYEH NPUCTBI) BKMOYKUTENIHO H ¢ aTaneH uixon.

HabmonasaHo e 3-xpatHo yeenugasade Ha MCHC npy nauueHTH neKyBaHu ¢ ONaHIANHH B
CpaBHEHHE C [TALUECHTHTE TpETHpaHM ¢ auedo (ceorBetHol,3 % cnpamo 0,4%). Benuky naupeHTH
JIEKYBAHH C OJIaH3aIMH WM Iwianebo, npH KOUTO ca HabMmoOOaBaHH MO3bYHO-CHAOBH HEXEIaHH
CHOMTHA, ca ¢ NPEALECTRALIN PHCKOBH $akTopK. BB3pacT > 75 rogvHHH H CBIOBO/CMECEH THII
OEMEHIUA ca MAeHTHHUMPAaHH KaTo pACKOBH dakTopu 3a MCHC BBB BpBb3Ka C JIEYEHHETO C
ONlaH3anHH. B Te3H NpoyuBaHHA He € YCTaHOBEHa e(pHKACHOCTTa Ha OJIaH3alHH.

borecm na Hapxuncou
YnotpebaTa Ha oJIaH3aNKH 32 NieteHHE HA NICUXO03H NpH NaLHeHTH ¢ Sonectra Ha [TapkHHCOH,

CBBP3aHH ¢ NpUEMa Ha JOMAMMHORB arOHHCT, He ce mpenopbusa. B KNHHWYHM MPOyYBaHHA MHOTO
YECTO H M0-4€CTO B CPABHEHHE C IUIaLelo ca JoKIaJBaHM BOLIABaHE HA MAPKWHCOHORATA
CHMINTOMATHKA H XAMOLMHALMHY (BK. TOYKA 4.8), a onaH3anuH He € no-eeKTHBEH OT IUauedo npu
NeYeHHE Ha NCUXOTHYHHY CUMNTOMHA. B Te3n npoy4BaHMA C€ H3UCKBA NalMeHTHTe 1a Obaar
IThPBOHAYAIHO CTAOWIHIHPAHH C Hali-HHCKaTa e(peKTHBHA 1033 aHTHIIAPKHHCOHOB JIEKApPCTBEH
NPOOYKT (AONaMHHOB aroHUCT) M Aa 3aNa3AT ChLIUTE AaHTHINAPKHHCOHOBH JICKAPCTBEHH ITPOIYKTH H
JO3UPOBKATA MM [0 BpeMe HA NpoydsaHeTo. O1aH3aNMH € 3al04YBaH B J03M OT 2,5 mg AHEBHO U
TUTPHpAH 10 MAKCHMYM 15 mg NHEBHO IO NIPELCHKA HAa H3CIEd0BATENA.

Hesponenmuyven manuzren cundpom (HMC)

HMC e noTeHIUHANHO XHBOTOIACTPALIABALIO CHCTOSHHE CRBP32HO € IEYEHHETO ¢ AHTHIICHXOTHYEH
NeKapcTBEH NMPOAYKT. Paako ca goknagpaHy ¥ cirydan Ha HMC ceBp3aln ¢ mpHeMa Ha ONaH3anuH.
Knunmnute npoaeu Ha HMC ca xunepnupekcus, MycKy/IHa pHTHIHOCT, HApYIIEHUA B MUCTIOBHHA
Npouec ¥ AaHHH 3a BEreTaTHBHA HeCTAaOMNHOCT (MPOMEHH B ITyJICA HIH aPTEPHATHOTO HANATaHe,
TAXHKApAMA, H3INOTABAHE H OTKIIOHEHHA B CbPACUHMA PUTEM). JIOMBJIHUTEIHUTE NPU3HALIM MOTAT 13
BKTIOUBAT NOBHINEHHE Ha KpeaTHH GochoknHazaTa, MHOrROOHHYpHA (pabaoMHONH3a) B oCcTpa
OBOpedHa HENOCTATHPYHOCT. AKO NMAIMEHT pa3BHE PH3HALIM H CHMITTOMH, roka3atesiiu 3a HMC nnu
HMa HEACHO TEMIMEPATYPHO CbCcToAHME §€3 ApYru KIIMHHYHY nposed HAa HMC, npuemsT Ha BCHUKH
AHTHIICMXOTHYHH JIEKapCTBa, BKIIOYHTENHO U Ha OJIaH3AIMH, TPAORA na 6bae ImpeyCcTAHOBEH.

XunepznuxemMus 4 cuabem
Paako e JokiaaBaHa XHIIEPrIHKEMHA WWIH pa3BHTHE WIH BIOLIaBaHe HA ANabeT (NMOHAKO
C KETOALIMA03a WM KOMa) BKIIOYHTENIHO H CiTyyaH ¢ dartaneH u3xon (Bx. Touka 4.8). B




CIy4yauTe ¢ AOKIalBaHO NPEALISCTRALIO NOBHIIABAHE HA TETTIOTO, KOETO MOXe Aa OBJe
npeapasnonarain ¢gaxkrop. IlanueHTHTE 1IEKyBaHH C AHTHIICHXOTHYHH CPEACTBA, BKIIOYHTEIHO ¢
Ondpexc, Tpabpa aa ce HabmoaaBaT 3a CHMITTOMH Ha XHNEPrauKeMus (NONMHANIICHS, NOJIHYPHS,
nomudarna ¥ cnabocr).

3a naLMEeHTHTe ChC 3axapeH aHader WM Te3u ¢ pUCKOBH daKkTopu 3a 3axapeH auabeT TpadBa peoBHO
Oa Ce H3BBbplliBa MOHHTOPHHI Ha HUBATa HA IMHOKO3aTa H TENECHOTO TETJIO.

Ilpomernu g 1unuoume
[IpM nauMeHTH JeKyBaHH C OJIaH3aMHH B IUTalef0 KOHTPOJHPaHH KIHHHYHH H3IUTBAHHA

(Bx. TOuka 4.8) ce HaOMmOZaBaT HeXXeNaHH NpoMeHH B aunuauTe. IIpoMennTe B THnMAKMTE TpAOBA Na
ce JIEKYBAT KaKTo € KIIHHHYHO YMECTHO, 0COOEHO NPH NaLHEeHTH ¢ JHCITHIIMACMHS | NPH TALHEHTH C
PHCKOBH (AKTOPH 3a pa3BUTHE Ha HapyLIeHHA B IMnuaure. [Ipn nanmeHTHTE NEKYyBaHH C
aHTHIICHXOTHYHH CpeacTsa (BKIEOuATENnHO ¢ Ondpekc) Tpadsa aa ce MOHUTOPHpPAT PEAOBHO HUBATA
Ha JTUMKAUTE,

AnmuxonunepzuyHa aKkmusHocm
Bosripekn 4e, npH in vifro Mpoy4BaHUATA ONAH3AINMH [I0KA3B3a aHTHXOIMHEPIrHiHa aKTHBHOCT, OIIMTA

10 BpeMe Ha KITMHAYHUTE NMPOYYBaHHA NOKa3Ba HUCKA 9€CTOTa HAa Moao6Hu ciry4au. Trit kato
KITHHHYHHUAT ONHT C OJIaH3aIIHH [TPH NTALMEHTH CBC CHITHTCTBALLM 3a00NSBAHHA € OTPAHNYEH,
npenopb4Ba ce ToH Oa OBje NpeANMCcBaH ¢ NOBHIIICHO BHHMAHUE HA NAaLMEHTH ¢ XMIIEpTpopHa Ha
NpOCTaTaTa WM MapAIHTHYEH WieyC H NOAOOHH CHLCTOAHMA.

Yeprnoopobua dyuxuus

YecTo ¢ HabmonasaHo npexoaHo 6€3CHMIITOMHO NOBHINABAHE HA HEPHOAPODHHTE TPAaHCAMHHA3H,
anaHuH TpaHcepasa (ALT) u acnaprar Tpancdepasa (AST) - ocobeHo B HA9ANOTO Ha JIEYEHHETO.
[Ipu nanuenty ¢ nopumeHn ALT uw/unu AST, mpy mauHeHTH ¢ NPH3HANM M CHMITTOMH Ha
yepHOAPOOHO YRPEXIaHE, KAKTO H NIPH TE3M ¢ MPEXOAHH HapYLUEeHHA Ha YepHOApoOHaTa PyHKIKA
HJIH TaKHBa, KOMTO ca OHIIH JIEKYBaHH ¢ TOTEHLMATHO XENATOTOKCHYHH JICKaPCTBEHH NMPOOYKTH Ce
H3UCKBa MOBHIIEHO BHHMaHUE,

B ciayuaii Ha nopumaBane Ha ALT w/wim AST no BpeMe Ha IeUeHHETO € HEOOXOAHMMO MPOCNEAsiBaHe
M €BEHTYANHO OOMHCIIHE Ha HaMansBaHE Ha J03aTta.

JleueHneTo ¢ onaH3anuH Tpa6na A2 6bAe NpeycTAHOBEHO B CTyYauTe, KOraTo € AHarHOCTHHHNPaH
XeNnaTHT (BKIFOUYHTENHO X€NaToUETYyIapHO, XONMECTATUIHO WIH CMECEHO YepHOOpOoOHO YBpeXaaHe).

Hevmponenus
HeobxoauMo ¢ BHEMAHEE IIPH MAIUSHTHTE, KOUTO 10 HAKAKBA NIPHYHHA Ca C HHCBK Opoit TEBKOLUTH

W/WIH HeyTpOQUMAM, TIPH NALMEHTHUTE 3@ KOHTO € H3BECTHO, 49€ NpHEMaT NPOLYKTH BOZEIOH 0
HEYTPOIEHUA, MPH NALKEHTHTE C AaHAMHE3a 3@ NOATHCKAHE Ha KOCTHHA MO3BK/KOCTHO-MO3bYHA
TOKCHYHOCT, IPH MAUMEHTHTE ¢ NNOATHCKAHE Ha KOCTHHA MO3BK ITOpani CbORTCTBRAINDG 3abonmaBake,
JThUe-JICYCHHE WIN XUMHAOTEpanHsl, KaKTO K MMPHA MaOHCHTHTE ¢ XHNEPEO3IHHOQUITHA UITH
MHesnonponudepaTiBHH 3abomasanuda. Heytponenus ce Habmoaasa 4ecTo pH €THOBPEMEHHO
NPIIOXKEHHE HA OJIAH3ATHH C BaNNpoaT (BX. Touka 4.8).

[Ipexvceane na reyeruemo
OcCTpH CHMIITOMH KaTO NMOTEHE, 6€3CRHUE, TPEMOP, TPEBOXKHOCT, FAICHE HITH MTORPBINAHE Ca
aoxnaasaHu MHOro panko (<0,01%) npy pA3KO CIHpaHe HA OJIAH3AIHH.

OT unmepean

B knHHMYHM NpoyuBaHHA ¢a HabmopaBaHu HedecTH (0,1% a0 1%) KTMHWYHO 3HAYMMH YABKARAHHA
Ha OTc-untepBana (QT kopexuua Fridericia [QTcF] > 500 munucexyHau [msec] no Bcsiko BpeMe

cnen n3xoaHoto EKI™ npu maumenTH ¢ m3xoaHo O7cF < 500 msec) npn nauMeHTH, NTEKYBaHH €
ONAH3AITMH, KOUTO HAMAT CUTHUGDHKAHTHN pa3nHaud B CBBP3aAHUTE KaPAHOJOrUHH cHOUTHA B
cpaBHeHHe ¢ Itauebo. Kakro u nipy ApyruTe aHTHIICHXOTHYHH IEKAPCTBEHH MTPOAYKTH € HeOoOXoIHMO
ONAH3aMMH Aa ce NpeJNKcBa ¢ MOBHUINEHO BHUMAHME 3aeIHO ¢ IEKAPCTBEHN NPOLYKTH, 38, - "~=xux
KOMTO € U3BECTHO, Ue Yabbkarar Q7 c-uHTepBaia, 0cobeHO NPH NALMEHTH B CTApYEC




NALHEHTH CHC CHHAPOM Ha BpoieH YALIDKEH QT HHTepBaJl, 3acTONHHA CBPAEYHA HEAOCTATBHHOCT,
XHNIEpTpOdHa Ha CHPLETO, XMITOKATTHEMHSA WIH XHIOMarHe3ueMus.

Tpomboemborusvm

Mmuoro psaxo (< 0,01%) ce cpobinapa 3a Bpb3Ka BbB BPEMETO MEXY JieUeHHe C ONIaH3aMHH |
BeHo3eH TpoMboembonu3bM. He e ycTaHOReHa NMpHUHHHO-CIEACTBEHA Bph3ka MexX Ay NosBaTa Ha
BEHO3HHA TpoMO0eMOOH3BM H JISIEHNETO C Oj1aH3anuH. Bhnpexud ToBa, NpH NALUEHTHTE C
IIA30(QpeHa YeCcTO ca HamMlle IPHUAOCOHTH pUCKOBH GakTOpH 3a BEHO3EH TpoMOoeMOOIH3IBM, KOETO
Hanara 7ia 6bp7aT HaeHTHGHUMpaHH BCHYKH Bh3MOXKHE pUCKOBH (aktopu 3a BTE, Hamp.
00e3aBHKBAHE Ha NAUMEHTUTE, H O3 ObOaT NpeanpreTH MPOPWIAKTHYHH MEPKH.

Obwo deticmsue evpxy LIHC

Karto ce uMaT npeaABHA oCHOBHUTE edeKTH Ha onan3anuH Bepxy LIHC, reobxoaumo ¢ nopHweHo
BHHMaHHe Npu KoMOuHHupanero Ha Ondpekc ¢ apyru nekapersa AcitcrBami Ha IHHTHC u ankoxon.
Toit kaTO OnaH3anuH in vitro ¢€ NPpOABIBA KATO aHTANOHUCT Ha JOITAaMHHA, BE3MOXHO € TOH Ja

dHTaAaroHHiIvup4d Eq)EK'I’HTE Ha I[IPCKHTC H HCTIPCKUTE JOTMTAMHHOBH ArOoHHCTH.

[Ipunadvyu
Onanzanyul TpaAdBa Aa ¢¢ Npuiara BHUMATSNHO NMPH NallHeHTH ¢ aHaMHesa 332 FePY0BEe HIIK KOHTO Ca

H3NMOXKEHH Ha (paKTOPH, KOUTO MOTAT A3 HAMAAT MbPHOBHA Npar. PA4ako ca ZoKIaaBaHH CiTy4aH Ha
IbPYOBE NMPH TaKHBa NALMEHTH, KOHUTO €a JICKYBaHK ¢ oNaH3anuH. IloBedero OT Te3H cityuaH ca OMIM ¢
aHaMHe3a 3a rbp4oBe WIH PHCKOBH ({akTOpH 3a TAXHATA [10ABA.

Tapougna ouckunezus

B cpaBHUTENHH MPOYUYBAHUA ¢ MPOIBDKUTENHOCT HA JIEYCHHUETO [0 €HA FOJMHA OJIaH3allHH €
CBBP3aH CBC CTATHCTHYECKH 3HAYHMO NO-HACKA 9ECTOTa HA ACYCHHE Ha Cydaure ¢ NoARa Ha
OUCKHHE3nA. PHCKST OT NOsBA Ha TapIWBHA AHCKHHE3H HApacTBa C NMPOABLDKHTENTHOCTTA HA
€KCITO3HLIMATA, MOPaaM KOeTo B CJIydali Ha mosBa Ha MPH3HALIM WM CHMIITOMM Ha TApAHBHA
AUCKMHE3HA NMPH NaUKHEHTH JIEKYRaHH C OJIaH3AMMH ¢ HeoOX0auMOo na ce 0OMHCIK HaMaJIABaHe Ha
N03aTa WIK IIPEYCTAHOBABAHE Ha JIeueHNeTo, CHMNITOMMTE Ha TApAWBHA JUCKHHE3UA MOTAT /14 ce
BJIOLIAT BPEMEHHO WIH JOPH A Ce TIPOARAT CJIEX NPEKhCBAHE HA NICUEHUETO.

Opmocmamuuna XunomoHus

[Ipy m3pBpiHBaHe HA KIKHWYHM [IPOYUBaHMA C OJIAH3ANMH IIPH NAUKMEHTH B CTapyecka Bb3pacT He
yecTO ¢ HabmoAaBaHa OPTOCTAaTHYHA XMNIOTOHUA. T1pH Nedenne ¢ onaH3anny Ha NauHeHTH Hapa 63
rOJMIIHA Bh3PacT, KAKTO M NPH OCTAHAMUTE aHTUIICHXOTHYHH CPECTBA, C€ MPENnopbUBa NepHOaHTHO
MpOCNIeAABaHEe HA APTEPHATHOTO HaJNATaHE.

Brezanna cvpoeuna cMuwpm

B nocT MapKkeTHHIOBH CBOOIIEHHS TTPH NAlIHEHTH JICKYBAHH € OJTAH3aNHH ¢ ChoOINaRaHo 3a ciryqai Ha
BHE3aITHA ChpAeYHa CMBPT. B perpocnekTuBHO 00CepBallHOHHO KOXOPTHO MPOYYBaHe pHCKa OT
npeanonaraeMa BHe3anHa chpAeYHa CMBPT NMPH NALMEHTH JIEKYBAHH C OJIAH3AMHH € MPHOAU3HTENHO
ARA ITTH NO-BHCOK OT PUCKA MTPH NALHEHTHTE, KOUTO HE YNOTPeOABAT AHTHIICHXOTHLM.

B nmpoyuBaHeTO PHCKBT OT OJIAH3AIMH € ChIIOCTABAM C PUCKA OT aTHIIHYHATE AaHTHIICUXOTHLH, KOHTO
ca BKIIOYEHH B cOOpEH aHAHS.

Ynompeba npu deua u wHouwiu nod I 8-200uuina evpacm
OnaH3anyH He € NOKA3aH 33 JieYeHHe Ha AeLlia ¥ K0Ho1mM. [IpoydBanng mpy NaldeHTH Ha Bh3pacT

MexOy 12 u 18 roaMHu 1oKa3paT pasiuuHH HeXeIaHH PEeaklMH, BKITIOYHTETHO HAITb/IHABAHE,
NpoOMeHH B MeTaBONHTHUTE NapaMeTpH M yBeNHYaBaHe Ha MMPONIaKTHHOBUTE HUBa. He ce npoyusanu
OLATOCPOYHNUTE MTOCAEACTBHA OT TE3M HEXXeNaHH ChbOHUTHA X T€ OCTABAT HENO3HATH (BK. TOUkH 4.8 1

5.1).




Jlakmo3za

Ondpexc cpabpka NaKT03a MOHOXHIpAT. [lauveHnTH ¢ HacaenCTBEHa 0OPEMEHEHOCT 3a rajlaKkTo3Ha
HEMOHOCHMOCT, Lapp NnaxkTaseH aeduuMT WiH IMMoKo30-ranaktosHa Manabcopbuus He Tpabsa aa
NMPHEMAT TO3M JIEKApCTBEH MPOIYKT.

4.5 BzaamoaelicTBHE ¢ APYTH JEeKAPCTBEHH NPOAYKTH H APYTrH GOPMHE HA B3IAHMOAEHCTBHE
IIpoyusaHHA 3a B3aMMOAECHACTBHATA Ca MPOBEXKAaHHU CaMO PH BB3PacCTHH.
[lomenyuantiu 83aUM0O0CUCMBUA, NOGTUACAUIU ORANIANUN

Toii kaTo onanzanuH ce Metabonuanpa oT CYP1A2, BemiecTBaTa KOUTO MOTAT cielM¢pmiHO 14
MHYILMPAT WK HHXHOHPAT TO3H M30-€H3HM MOTAT [a MOBIHAAT GapMakOKHHETHKATa Ha OJIaH3alHH.

Huovxyun na CYPIAZ

MeTaGonu3MbT Ha ONIAH3ANMHH MoXe J1a Obae HHOYLHPaH OT TIOTIOHONYIIeHE H kapbamasenut, koero
MOJKeE a JOBEOE OO0 NOHKKaBaHe HAa KOHLICHTPALIMATA HA oNnaH3anul. HabmopgasaHo € caMo JIeKo 10
YMEPEHO MOBYINABaHES KIHPBHCA Ha oflaHsanvH. KNHHHYHOTO 3HAaYCHHE M0 BCAKA BEPOSATHOCT €
OTPaHM4Y€HO, HO Ce MpenopbuBa KIHHUYHO NpocaeaaBaHe H 0OMHUCIIHE BB3MOXKHOCTTA 34
NMOBMIIaBaHE Ha A03aTa onaH3anuH (BX. Touka 4.2).

Hnxubupane na CYPIA2

®nysoxcamuH (cneurdrued CYP1A2 nuxnburop) ¢ nokasan 3Ha4HTENHO HHXHOHpaHe Ha
MeTabonu3iMa Ha onaH3anuH. CpeaHOTO yBenHYaBaHe Ha Cmax Ha onaH3anuH cief pIyBoKCaMuH €
6uno 54% npy xKeHH Henywa4dn U 77% npu Mpxke Myinauid. CpeaHOTO YBeTHYaBaHe Ha ILIOLITa 1o
KPHBATa Ha OMaH3anHH e choTBETHO 52% u 108%. Ilpu naumerTH, KonTo NpremaT QIIyBOKCAMHH HIH
apyr uuxubutop Ha CYP1A2 karo unnpoduiokcauuH Tpadea fa ce oOMHCIM NO-HHCKA HavallHa J103a.
Hamangapane Ha fo3aTa Ha OnaH3anuH TpAOBA Oa ce UMa NMpeABK, B CTYMaid Ha 3al09HATO JICYECHHE ¢
uHxXHOuTOp Ha CYP1AZ2.

Hamangeane na buonaruynocmma
AXTHBHHAT BBIJIEH HamMansBa OHOHANHYHOCTTA Ha NMepopaTHus onaH3zanuH ¢ 50% ao 60% u Tpsbea

Ja ce MpUeMa Hail-Mako 2 Jaca NMpedH WIHK CJIe O/IaH3alHH.
Hama nanHm, dye ¢uryokceTtHH (muxuburop Ha CYP2D6), eaunnunm Ro3u antHauun (atyMHUHUN,
Marde3ni) Wi LHMETHANH NOBIHABAT 3HAYUTEIHO (PAPMAKOKHHETHKATA Ha OJIAH3AMHH.

Brusnue na onanzanun evpxy opy2u iekapcmesen i NpooyKmu
OnaH3anuH MOXKe 1a aHTaroHu3Ivpa ePeKTUTE Ha MPEKHTE H HENPEKH JONTAMHHOBH arOHHCTH,

Onan3zanuH He HHXHOHpa ocHoBHHTE CYP450 n30-eH3uMHU in vitro (Hanp. 1A2, 2D6, 2C9, 2C19,
3A4).

Jluncara Ha B3aUMOAEHCTRBHE Ce MOTBbPKIAARA B in vivo NIPOYUBAHKA, KBAETO HE € HaOMOIaBaHO
HHXHOHpaHe Ha MeTaboNN3Ma 0T CIIEAHUTE AKTHBHH BELIECCTBA: TPHUMKIHYHH aHTHAECIIPECAHTH
(nornuABamM npeaumao rpynata CYP2D6), sapdapun (CYP2C9), reodunun (CYP1A2) unu
nuazenaMm (CYP3A4 n 2C19).

He e ycTaHOBEHO B3aUMOAEHCTBHAE HA ONIAH3ANMH € NUTHH WM OMNEpHAEH, [TPU eAHOBPEMEHHOTO UM
MPUAOKEHHE.

TepaneBTHYHOTO MOHHATOPHPAHE Ha [JIa3MEHHTE HHBA Ha BAMMPOAT HEe MOKa3Ba HEOOXOAUMOCT OT
KOpEKIIMA Ha J03aTa Ha BAJIIPOAT, CAe BITIOUBAHETO HA OJIaH3AMHH.

Qbuio gelicmeaue evpxy LIHC

Tpabra na ce MposBABA NOBHINECHO BHHMAHHE NPH NAlMEHTH, KOUTO KOHCYMHPAT ANMKOX0J WK
NpHEeMaT JIeKapCTBEHH MPOAYKTH MOTHCKALM ACHCTBUETO HA USHTPANIHATa HEPBHA CHCTEMA.

He ce npenopbuBa ¢AHOBPEMEHHOTO NMPHIOKEHHE HA OJIAH3AMNMH ¢ AHTHIIAPKUHCOHOBH JIEKApCTBE
NPOAYKTH NMpH NaLMeHTU ¢ bonecrra Ha [lapkHHCOH U AeMeHUuA (BXK. TouKa 4.4). -




OTc unmepean

OnanzanuH TpAOBa Ja ce npHiara BHUMATENHO €IHOBPEMEHHO C JIEKapCTBEHH MPOAYKTH, 32 KOHTO €
H3BECTHO, 4e yBennvasaT JTc-uHreppaja. (BxK. Touka 4.4).

4.6 MeprannTeT, OpEMEHHOCT H KhpPMeHe

Hama nofpe KOHTpONHPaHH IPOYYBAHUA BBPXY OpEMEHHH XKEeHH.,

[Topanm orpaHHYEHUAT OIMT NMPH X0pa, OJIAH3ANKH TpAOBa Aa ce mpuiara no speMe Ha OpeMeHHoCT,
CaMO aKO NMOTEHUMANHATA [10J132 NPEBHLLIABA MTOTCHUMATHUA PHCK 33 10712, KaTO NPENopbKHU 3a
AO3NPOBKATa He MoraT aa Obaar JaneHu.
MHoro paako ca JOXAaABAHN CNIOHTAHHH ChOOLICHHS 3a TPEMOP, XMIIEPTOHUA, JIETAPTHA U CBHIIHBOCT
NpH Jela POASHH OT MaliKH, KOUTO ca IIPHEMAITH OJIAH3AMKMH Ipe3 TPEeTHd TPUMECTHD Ha
OpeMeHHOCTTA.
B npoyuBaHe npu 3ApaBi, KbPMEIIM XKEHH € YCTAHOBCHO, Y€ 0JIaH3allHH ¢€ EKCKpEeTHpa ¢ MailuHHOTO
miako. CpenHaTta eKCcno3tiua 3a kepMadeto (mg/kg), pH cralMOHaPHH CHCTOAHHA € OTpeReNicHa
karo 1,8 % ot mo3ata npuera ot Maiikara (mg/kg). IlanueHtkure Tpa6Ba 1a ObAAT CHBETBAHM Ja HE
KbPMSAT ACHATa CH, aKO APHEMAT OJIaH3aMNH.

4.7 Edextr BBpxy cnocolHocTTa 33 mModpnpane u pabota ¢c MAIAHH

He ca npoBexaaHu Npoy4BaHuA N0 OTHOLICHHE Ha e)€KTHTE Ha ONIaH3aNMH BBHPXY CIOCOOHOCTTA 32
mo¢HpaHe u paboTa ¢ MaLIHHM.
Ondpexc Moxe fa ZoBeAe 10 MOABATa Ha CHHIMBOCT WIH 3aMagHoCT.

IMaunenTtHTe TpaGBa Na 6bAaT NpeaynpeAcHH 32 TOBA B cyval Ha pafoTa ¢ MallHHH ¥ YNpaBJieHHe Ha
MOTOPHH NMPEBO3HH CPEACTBA.

4.8 Hexenanm NeKapCcTBEHH PEaKNHH

Bvapacmnu
Hafi-yecTo ( Habmoaasaku npx > 1% OT NanMeHTHTE) AOKIIAIBAHHTE HEXXENaHH JeKapCTBEHH

pPEeaKLHH, CRBP3aHU ¢ MPHIOKESHUETO Ha OJIAH3ANMH B KIIHHHYHU H3MTUTBAHHUA Ca CHHIMBOCT,
Ha/laBaHE Ha TErNo, €03MHOPUINA, YBEJTHIECHH HIBA HAa NMPONAKTHH, XONECTepos, Ioko3a U
TPUTrNHLEPHUAH (BX. To49Ka 4.4), IIIOKO3YPHA, YBEJIHMEH alleTHT, CBETOBBPTEK, AKaTH3MA,
NMApKUHCOHH3IBM (BXK TOoukKa 4.4), AUCKUHE3UA, OPTOCTATHYHA XHIIOTOHHUA, AHTHXONIMHEPTHYHH
edeKkTH, NpexoAHH 6e3CHMIITOMHH YBENTMMEHHA HA YepHOIpOoOHHTE TpaHcaMHHa3H (BX. ToYKa 4.4),
oOpHB, acTeHHd, yMopa.
B nmpeacraseHaTa Tabnuua ca M3OpoeHH HexeNaHu JeKapCTREHH PEakldK | nabopaTopHu
H3CJI€ZIBAHHAA IO JAHHHU OT CIOHTAHHHU ChOOINEHNA U KNHHUYHM Npoy4YBaHuA. HecToTraTa Ha
HEXENMAHMTE PeakUHH ¢a NpeACTaBeHHU B HH3XOAAMN pel Mo OTHOLIEHHE Ha TAXHATa CEPHO3HOCT.
TepmunnTe 3a yecToTa ca Ae¢pHHHPaHA KakTo cheapa: Muoro yectd (=>1/10), yecty (= 1/100 n <1/10),

He wecT (=1/1000 u < 1/100), peaxu & 1/10000 u < 1/1000), muoro peaxu (< 1/10 000%), ¢
HeW3BecTHa yecToTa (He Moxe aa Oble OLeHeHa OT HAUTHYHKHTE NaHHH OT CIIOHTAHHH CHOOLIEHNA).

MpBoro yecTn Yectn Heuectn C Hen3BeCcTHA
4ecTOTAa _
Hapymenns Ha KPLBTA H IHMQHATA CHCTEMA
EosnHOoDWTHA JleBkoneHus I TpombounTONeHNA
HeyTtponeHus
Ha €HHMH HA HMYHHATA CHCTEMA
H ‘ | ANEpruvHa peakius

Ha

CHHE HA M

€Tabdoan3Ma H XpaHneHeTo




IlopHInIABaHe HA
TernoTo’

IToBumeHy HUBA Ha
xonectrepon’’
IToBHIéHU HUBA HA
rmoko3at
ITopuimeHHn HHBA HA
TPHrIMUepAan>’
[moko3ypus
IloBHieéH aneTur

COMHOJIEHTHOCT

__Hanymegnﬂ Ha HEPBEATA CHCTEMA

PazBuTHE WIN

obocTpaHe Ha AHaber,
MOHAKOra CBBP3aH ¢
KEeTOAlHA032 WK
KOMa, BKTHOYHTENHO
daranHu cyyan (BX.
TOYKa 4.4)
XHNoTepMKA

3aMasHOCT
Axatuaua®
[Tapkunconn3bpm®
HNuckunesus®

["spuoBe, xorato B
[IOBEYETO CITyYaH Ca
AOK1aIBaHH aHAMHE3a
33 rbpUOBE UNH
PHCKOBH aKkTOpH 3a
["spuose.
HesponentuaeH
MAaJIHTHEH CWHAPOM
(BX. TOuKa 4.4)

JIUCTOHNA
(BKITIOUYHTEINHO
OKyJIOrupais)
TapauBHa NMCKHUHEINA
CHUMIITOMH Ha
npeKbcBaHe’

| Copaeuns Hapymenns

| CovaoBn HApYICHHY

Bpanuxap-nua
YasmkasaHe Ha QTc
(Rk. TOuKa 4.4)

OprocTraTHuyHa
XHIIOTOHHS

KamepHa Taxukapaus/
¢pudpunanms,
BHE3anHa CMBPT (BXK.
TOYKa 4.4)

TpomboemboOnIU3ILM
(BKIFOYHTENHO
benoapoben
eMOO0NTH3BM H AbI00KA
BeHO3Ha TpoMDoO3a)

Cromamuo-4peBHA HADYIeARA

Jleku, NpexoaHH
AHTMXOJHHEPr U4HK
e()eKTH, BKIIIOYBALIH
obcTHRALMA M CYXOTa
B YCTaTa

IlaHkpeatur

Xenaro-Opapapasd HAPYIICHHA
| [Ipexonuu

6e3cUMIITOMHH
NOBUIIIEHHA HA
YepHOApoOHUTE
TpancaMuHasu (ALT,
AST), ocobeHo B
Ha4yaJIoTO Ha

neqeHHeTo (BX. TOYKA
4.4)

XenaTur
(BKITIOYHUTEITHO

XanaToLeyJIapHo,
XOJ€CTAaTHYHO WIH
CMEeCeHOo YyepHoapobHo

yBpexaaHe)




Mennn HA KOXKATA H NOJAKOKHATA THKAH

O6pre Peakma na doro
YYBCTBRHTEJIHOCT
| Anoneuus
| Hapymenug 5a MyCKY/IHO-CKE/IETHATA CHCTEMA H CheJHHETEIHATA ThKAH
I _ l Pabnomuoniza
ﬂgymenna Ha 6LOpenHTe H NHXOYHHTE NbTHINA
HNHKOHTHHEHLHA Ha 3aTpyAHEHO
| ypuHata ypHHHDaHe

Hapymenss Ha Bb3NPOH3BOHTE/THATA CHCTEMA H I'bPAATA
P_‘ ‘ [IpHanH3sM

I —

O6mu HApYIICHAS H ePEeKTH HA MACTOTO HA IPRJIOKEHHE _

AcTenus
YMopa
_ Orox
Hicrenpanns _
[ToBHieHy MIa3MEeHH Bucoka [losHmena anxanua
' HMBA Ha NpOJaKTUK® xpeaTHHpochokntasa | ¢ocdarasa
[Toanmen o0
| - OnmnpybuH

'"KiiunygHo CMrHH(HKaHTHO NMOBHINABAHE HA TErNIOTO € HaboaaBaHo Impe3 BCHYKH H3XORHH
xaTeropu Ha MHaekca Ha TenecHa Maca (MTM). Cnen kpaTkocpo4Ho nedeHne (MeIuaHa Ha
OPOAB/DKHTETHOCT 47 AHH) MOBUIUABAHE HA TETTIOTO 2> 7% CIPAMO H3XOOHOTO TEJIECHO TEITIO € MHOTO
gecto (22,2 %), > 15% € uecto (4,2 %), a > 25 % e He vecTo (0,8 %). IIpu naumeHTH ¢ ABITOCPOYHE
excno3uuus (noHe 48 ceaAMULM) € MHOTO YecTo HagaasaHe = 7 %, > 15 % u > 25% ot m3xoaHoTO UM
TeJeCHO Terno (ChoTBeTHO, 64,4 %, 31,7 % u 12,3 %).

‘CpequH MOBHIIEHHUA B CTOMHOCTHTE Ha JIMMAWTE Ha rnaaHo (06w xonecrepon, LDL xonectepon u
TPHAFIHUEPHAN) ca NTO-BUCOKH NPH NanHeHTH 6e3 naHHM 33 HapyLICHHE Ha M3XO/HATa perynaima Ha
NATIHOHNTE.

‘Habmonasa ce pH HOPMATHHK H3XOXHH HHBA Ha ragHo (< 5,17 mmol/l), kouTo HapacTBaT 10
Hal-BHCOKA CcTOMHOCT (= 6,2 mmol/l). [poMenn oT pedepeHTHHTE rPaHKLK B H3XOJAHUTE HHBA Ha
obuma xonecrepon Ha rnaaHo (> 5,17 - < 6,2 mmol) po Ha#i-sucoka crofiHocT (> 6,2 mmol) ca MHOrO
YEeCTH.

‘Habmonasa ce npn HOpMATHMTE M3XOHH HHBA Ha rnaaHo (< 5,56 mmol/l), kouTo HapacTBaT A0 Hail-
BHCOKa cToifHOCT (= 7 mmol/l). [IpoMeHH B rimoko3aTa Ha rlagHo CIPAMO MPAaHUYHHATE W3XOAHHU
cTofiHOCTH (= 5,56 - <7 mmol/l) go Hal-Brcoka cTodiHOCT (> 7 mmol/l) ca MHOrO 9ecTH.

SHabmonapa ce NpH HOPMATHHTE U3XOAHH HUBA Ha raaauo (< 1,69 mmol/l), xouto HapacTsaT o0 Hail-
BHCOKA cTofiHoCT (= 2,26 mmol/l). IIpomMeHu ot pedpepeHTHUTE IPAHUIIA B M3XONHHTE HUBA Ha
TPUTAHUEPHANTE Ha rnagHo (> 1,69 mmol/l - < 2,26 mmol/l) no Hali-Bucoka croftHocT (= 2,26

mmol/l} ca MHOTO YecTH.

°B KIMHHYHH [POYYBAHHA YECTOTATA HAa MAPKHHCOHHIBM M JAMCTOHMA NPH MALMEHTH, IEKYBaHH C
OJIAH3AMNHH, € NO-BHCOKA, HO He ¥ CTATUCTHYECKH 3HAYMMO pa3NIiuHa oT rmanedo. JlekyraHure ¢
OJIAH3ANHH NalHeHTH HMAT MO-HIUCKA YeCTOTa Ha NMApKHHCOKU3bM, aKaTH3HA ¥ IMCTOHHA B CPABHEHHE

C THTpHpaHK 103k xanonepuaon. Ipu nuncara Ha noApo6Ha HHGOPMaLHA OTHOCHO MPEAXOAHATA




TapAMBHA AHCKHHE3HSA WM HPYTH €KCTpa MUpPaMHIHH CHMITTOMH.

TOCTPH CHMIITOMH KaTQ MIOTCHE, HHCOMHHA, TPEMOP, TPEBOXHOCT, raICHE H INOBPBILIAHE Ca
ACKNAABAHH INPH BHE3AITHO CIIHpAHE Ha OJIaH3AITHH.

5B KNIMHHYHH MPOYYBaHHA A0 12 ceIMMIIK IUTa3MEHATE KOHLECHTPALMH Ha NPOJIAKTHH MPEBHLIABAT
rOpHATa 'PaHMIIA HA HOPMAJIHAA AMaIa3oH Npu npubmusuTenHo 30 % oT JIEKyBaHHNTE ¢ OJIaH3aNUH
NalUHEeHTH, KOHTO HMAT HOPMAJIHA H3X0IHA CTOHHOCT Ha MmponakTHH. [Ipu noBeveTo OT Te3H NaUMEHTH
NOBHIIEHKATA Ha CTORHOCTHTE OOMKHOBEHO Ca YMEPEHH M OCTABaT NMOA ABYKPATHATA CTOHHOCT Ha
ropHaTa IpaHHMLa Ha HOpManuus auanasoH. [Ipn nauHenTy ¢ mu3oPppeHns CpeaHUTE IPOMEHH B
HHBOTO HA MPONAKTHH HaMaNABAT IMPH NPOOB/DKUTENHO JIeYeHHe, JOKATO NPH NAlHeHTH C ApYTH
IHArHO3H ¢a HabMOoJaBaHH He3HAYHTEIHH yBenuueHnA, CpeaHUTe NpOMEHH ¢a YMEpEHH. B nopedero
CITy4YaH MpH NALUEHTHTE, JIEKYBaHH € OlaH3alHH, TTOTEHLHAIHO CEBP3aHHTE C FBPHATA H
MEHCTPYANHHA LUMKDB/1 KIHHHYHY OpOoABH (HANP. aMeHoped, YroJIeMABaHE Ha I'bPAMTE, FalaKTopes NpH
KEHHTE H THHEKOMACTHA/yroJieMaBaHe Ha I'bpAUTE NMPH MBXKETE) ca HevecTH. [ToTeHIHanHo
CBBP3aHHTE ¢hC CEKCyaIHATa (PYHKUMA HEKETAHH peaKiuy (Harp. epeKTHIHA AMCHYHKIHA IIPH MbXKe
M HaMaleHo MuOUA0 NPH ABaTa noJjia) ca Had/moJaBaHH 4eCcTo.

Henzocpouna excnoxuyun (nove 48 ceomuyu)
[Tpu manmeRTHTE, KOUTO HMAT HEXKENAHH, KIHHHYHO CHTHHQHMKAHTHHN MPOMEHH B HAAJIABAHETO HA

TETJIO B X043 Ha BPEMETO ce NoBUIIABAT ImoKo3arta, o0mnat/LDL/HCL xonecrepon wnu
TpurnuuepuadTe. [1pu BB3pacTHH naiMeTn, KOUTO 3aBBPLIBAT 9—]12-MecevHO IeUeHNnEe, YECTOTATA Ha
HapacTBaHE HAa CPENHHUTE CTOHHOCTH Ha KPbBHATA 3aXap HaMaiBa ciell NpHOJIK3IHTENHO 6 Mecela.

ﬂﬂﬂMHHm&EHH HH@HEMEEHH 33 CREYNRATHU nonyrayuu

B xJIHHHYHM NPOYYBAHHA NPH NALHEHTH B CTAPYECKA BB3PACT C AEMEHIIMA TEUSHHETO C ONIaH3aMNKUH
ce CBBLP3Ba € MTO-BHCOKA 3€CTOTa HA CMBPT H MOFBYHO CHAOBH HEXKENaHH PEaKIMH B CPaBHEHHE €
nnaiebo (Bx. Touka 4.4). MHOro 9ecTH HeXENMaHH peaki[Hy, CBhp3aHH ¢ ynorpebaTta Ha

OJIaH3aITHH MMPH Ta3u Ipyna nalMeHTH, ca abHOpMHa NOoXoaKa ¥ naganus. Yecro ca HabnwoaaBaHu
NHEBMOHHA, MOBHILIEHA TEJIECHA TEMIICPATYPa, JICTAPTHA, EPUTEM, 3PHTEHHE XUTIOUKHALIMH H
HHKOHTHHEHLHUS Ha ypHHA.

HPH KITHHHYHHA MPpOYYBaHHA € NALHCHTH € JICKapCTBCHO HHAYILIHPaHa (.IID]'IHMHHDB HFUHHET) [ICHX034,
CBBp3aHa C OosecTTa Ha HﬂpKHHCOH, MHOI'O 4€CTO H M10-HECTO B CPABHEHHE C Io1auedo ca JoKIaaBaHH
BHOILIaBaHC HA HEPKHHEOHGBH.Ta CHMIITOMdATHKA H XAMOUHHHAITHH.

[Ipy eaHO KITMHUYMHO NPOYYBAHE C NALMEHTH ¢ OHIIOJIAPHA MaHHUA KOMOHHHUPAHOTO JIEYCHHE C
BANMNPOAT M OJIaN3alHH BOAH A0 YECTOTA Ha HeYyTporneHuiTa 4,1%; noteHuHaneH cbaehcTrall pakTop
MOKe Ja €a BUCOKHM MNA3MeHH HUBa Ha Bajanpoat, OQan3alydH NPUIOXKEH ¢ IMTHHA WIH BaNpoaT
BOJM 10 NoBHIIeHa YecToTa (=>10%) Ha Tpemop, CyXoTa B YCTAT4, [OBHILIECH aMeTHT K MOBUIIIABAHE Ha
ternoto. HapyineHne B ropopa ChIIo € AOKIaABaHO YecTo. Ilpu medeHue ¢ onanianui B KOMOHHaUUA
¢ THTHIA WK JUBATIMPOCKC ¢€ Habmoaara NoBULICHUE € = 7% OT HIXOAHOTO TEJICCHO TETVIO TIPH
17,4% oT NanyeHTHTE N0 BpeEME Ha ocTpoTo JedeHne (ao 6 ceamuum). IIpooamkuTeIHOTO NeveHue ¢
oJlaH3anvH (A0 12 Meceira) 3a npodHIaKTHKA HA peLMAUB IIPH MAHEHTH ¢ OHTIONAPHO pa3CTpOiCTBO
€ CRBP3aHO ¢ NOBULIEHHE ¢ >7% OT U3XOOHOTO TEJIECHO TErs10 OpH 39,9% oT nmauneHTHTE.

Heya u woHowiu
Onanzanen He ¢ NOKA3AH 32 JedeHHe NPH Jena H I0BomA noa 18 roannn.

Mﬂl(ﬂp Aa HC Ca ITPOBCKIAHH KIIHHHYHH MNPOYYBAHHA 33 CpaBHABAHE, NAaHHHTE OT MMPOYHUBAHHATA IIPH
IOHOWIK Ca CpPAaBHCHH € TC3H OT NPpOYYBAHHATA ITPH BR3PACTHA.

Tabmuuara no-aony o60o6maBa HeXXeJJaHHTE peakUMH CbOOLIABAHH C M0-rONIMa YECTOTA MPH
NalHeHTH B IOHOLHECKa BBb3pacT (Mexay 13 u 17 ronuun), 0OTKONKOTO NpH Bb3pacTHH Z
HexXelaHH peaKUii, KOUTO Ca YCTAHOBEHM CAMO NMPH KPAaTKOCPOYHH KITHHWYHH ITPO




NAIMEHTH B IOHOIIECKA Bb3pacT. KNMHHYHO CHrRHHUKAHTHO NOBHIIEHHE Ha TErNoTo (> 7%)
H3rNeXxaa ce Hab/oJaBa no-4ecTo B NMOMyNalMATa Ha FOHOLLHTE B CPABHEHHE ¢ BB3PACTHH CBC
cpaBHMMA ekcno3nisa. CTeneHTa Ha HajJAaBaHe Ha TErfo K JeTbT Ha NMAlHEHTHTE FOHOIIH, KOUTO
HMMAT KIHHHYHO 3HAYHMMO Hajl/1aBaHe Ha Terjio ¢a Mo-rojieMH NpH IPObJDKHTENHA eKCNo3HIHA (TIoHE
24 cegMUIIM) OTKOJIKOTO NMPH KPATKOCPOUHA EKCIO3ZHIUA.

[Ipu Bcako rpynupaHe (B 3aBUCHMOCT OT YECTOTATA) HEXEMAHUTE PEeakIMH Ca NPEICTABEHH B
HI3XOHAL pell IO OTHOLIEHHE Ha TAXHATA CEPHO3HOCT. TepMHHHTE 3a 9eCTOTA Ca AePHHUPaHH KaKTo

cJIeBa;
MHoro YecTH (2 10%), yectu (> 1% un < 10%).

Hapymenns Ha MeTab0183Ma # XpaHeHETO
Muozo wecmu: Hoswuwasane na mezromo’ , nosuwenu nusa na mpuznuyepudu'® , nosuwen anemum.

Yecmu: ITosuwenu nuga na xonecmepon'’

HapymeRrs HA HEPBHATA CHCTEMA
Mnozo vecmu. Cedupane (gxnouumenio: XUnepcoMHus, 1emapus, COMHONERMROCT).

CToManmIHO-9peBHN HADYIIEHHESA

Uecmu: C}ocama 6 ycmama

Xenaro-6HIRAPHHE BApPYIICHHSA
| Muozo vecmu: llosuwenun na yeproopobrume mpancamurasu (ALT/AST, exc. mouxa 4.4).

Hicaenpanus
Mnuozo vecmu: Hamanen obwy 6unupybun, nosuuwerna GGT, nosuuenu niazamenu Huea Ha

nponaxmun’’ .

’Cnen XpaTKOCPOUHO NeueHHe (MeIHaHa Ha NPOTbKHTETHOCT 22 THHM) MOBHILABAHE HA TETNOTO

> T% oT u3xoaHOoTO TenecHo Terno (kg) e muoro yecto (40,6 %), = 15% 0T H3XOOHOTO TENECHO TErNO
e uecto (7,1 %), a= 25 % e uecto (2,5 %). [Ipu npnarocpouna excnosunua (noHe 24 ceamunm) 89,4 %
Haanasat > 7 %, 55,3 % naanasat > 15 %, a 29,1 % »aanasat > 25% OT H3XOOHOTO CH TENECHO
TErno.

'"Habmonasar ce 32 HOpMaHH H3XOAHH HHBa Ha riajgHo (< 1,016 mmol/l), kouTo HapacTBar o Haii-
BACOKa cTOMHOCT (> 1,467 mmol/l), ¥ npoMern ot pedepeHTHHUTE rpaHULIM B H3XOAHHUTE HUBa Ha
TPHrIMUepuanTe Ha riaaguo (> 1,016 mmol/l - < 1,467 mmol/l) no Hali-Bucoka cToMHOCT

(> 1,467 mmol/1).

TIpoMeHH B M3X0aHNMTE HHBA Ha OOLIMA XOJIeCTepOs Ha IIanHO CIpaMo HopManHuTe (< 4,39 mmol/])
10 Hai-BHCOKa cToitHoCT (> 5,17 mmol/l) ca HabmogaBany uecto. [IpoMenu ot pedepeHTHHTE
rPaHULIM B M3XOHHTE HHBA Ha OOLIMA XoMecTepo Ha rnaaHo (= 4,39 - < 5,17 mmol/]) no Hali-BHcoka
croifrocT (= 5,17 mmol/l) ca MHOTO YecTH.

2TToBHILIEHH NLNa3MEHN HHBA Ha NPOJIAKTHH Ca AOKTAABAaHU NPH 47,4% OT NallHERTHTE B IOHOMECKa
BB3pacT.

CrofLuapaHe Ha NOJOIHPAHN HEXENAHH DEaKLINA

CrobinaBaHeTo Ha NOJO3UPAHHU HEXeNMaHH PeakLMy Cilell paspelliapaHe 33 ynorpeda Ha JIEKapCTBEHHA
APOAYKT € BakHo. ToBa No3B0/ABA 12 NPOABIKHA HaOMOAEHHETO Ha CHOTHOLICHHETO NMON3a/PUCK 32
JICKApCTBEHHA NMPOAYKT. OT MEAHLIHHCKHTE CIICLHAIIMCTH C€ U3MCKBa J1a chOo01aBaT BCAKa
noao3vpaHa

HeXKeJIaHa PpeakLMs JUpekTHO Ha HM3mbnHuTenHa areHua no nexapereara (MAJ):
yn. , JamsaH [pyep Ne 8

Codua 1303

Ten. +359 2 8903417

en. mowa: bda@bda.bg

yeGcaifr: www.bda.bg




4.9 Ilpeno3mpane

Cumnmomu

YecTH CHMIITOMH NpH npeacsupane (yecrora >10%) BxmoysaT TaxMKapaus, Bs30y1a/arpecMBHOCT,
AM3APTPHA, PA3IHYHH EKCTPAlTHPaMHAHH CUMIITOMEK K HapyllleHHe Ha Ch3HAHMETO, BAPHPAILO OT
ceanpaHe 10 KoMa.,

Jpyrd Me JHIIMHCKH 3HAYMHMH NOCCIHLIM Ha NMPENO3HpPaHeTo ¢a AeNup, KOHBYJICHH, KOMa, Bh3MOXKEH
HEBpPONENTUYEH MATUIHEH CHHAPOM, IOTHCKAHE HA JHIUAHETO, ACNHPALMA, XHIIEPTOHHA WIH
XUNIOTOHHA, PUTHBMHH HapyllleHHA Ha cbpleTo (< 2% OT cifyyauTe Ha Ipeao3upaHe),
KapAHOMyJIMOHApeH apecT. (PaTanuy nocneuu ca J0KIaXBaHK IPH OCTPO NMpeao3UpaHe ¢ £03a 0T
nopaxbka Ha 450 mg, HO CBIIO € JOKIAABAHO NMPEeXHBABAaHE ClIe/l OCTPO NpeAo3HpaHe
(MpuONH3UTENHO 2 g OJIaH3aNHH NEPOPAIIHO).

Tepaneemunnu Mepku

3a onaw3anuH HAMa cnelMdrueH anTHRoT. He ce mpenopryra nNpeaH3BHKBaHEe Ha NOBpbIaHe. Morat
na ObJaT NOKa3aHH CTAHAAPTHUTE MEPKH 3a JICYEHHE Ha NPEA03HUpaHe (T.€. CTOMAIIHA ITPOMUBKA,
NMpHeMaHe Ha aKTHBEH BbIiieH). EAHOBpeMeHHOTO NpWiaraHe Ha akTUBEH BBITIEH € NOKa3aso
HaMaJfBaHe Ha NnepopaHata O6uoHATHYHOCT Ha onaH3anyH ¢ 50 ao 60%.

TpsaGBa na ce 3arnouHe CUMIITOMATHYHO JIEUeHHE U NPOCTIEAABaHE Ha )KH3HEHHUTE QYHKLIMH B
CLOTBETCTBHE ¢ KIMHHYIHOTO CHCTOAHHE, BXNOYHMTETHO M JIeYeHHE Ha XMIIOTOHHUATa H LIMPKY/aTOPHHA
KOJIaNC U MOAIPHKKA Ha AMXaTenHaTa QyHKunA. [la He ce H3Mon3Bar aApeHaTiH, JONAMMH WK ApYTH
CUMMNATHKOMHMETHYHH CPeacTBa ¢ 6eTa-aroHHCTHYHA AKTHBHOCT, ThH KaTo O€Ta-CTHMYIallMATa MOXKE
11a BJIOINH XUIIOTOHUATA. MOHHTOPHPAHETO Ha CBHPIACYHO-CHAOBATA CHCTEMA € HeOOXOAUMO 32
yJIaBsiHE Ha BB3MOXKHH apUTMHH. BHHMaTeTHOTO MEIHLMHCKO HabMroaeHHe H MOHHTOPHMHT TpAOBa

I3 POTBJDKAT 10 BE3CTAHOBABAHETO HA MALMEHTA.

5., @OAPMAKOJOMHMYHH CBOUCTBA

5.1 dapmakoIeRAMHYHH CROHCTEBA

PdapMako-TepaneBTHYHA Ipyna: AHA3EMHHHU, OKCa3eNTMHU K THA3ETTHHH
ATC xoo: NOSAHO3.

OnaH3anuH € aHTUIICHXOTHYHO, aHTUMAHUHHO W CTaOHITH3NPALIO HACTPOSHHUETO JIEKAPCTBEHO
CpeACTBO, KOETO NOKA3Ba LIHPOK (apMakonorudeH NMpoQHn Mo OTHOLICHHE HA MHOXECTRO
PeLeNTOPHU CUCTEMH.

B nmpeqiUTHHUYHHE NMPOYYBAHUA € A0KAa3aH apMHUTETHT Ha OJIAH3AIHH KbM PEMLa pellenTopH

(Ki <100 nM) 3a ceporonun S HT2A/2C, 5 HT3, 5 HT6; nonamun D1, D2, D3, D4, D§;
XONHHEPTHYHH MyCKapuHOBH peuentropu M1-M5; andal - agpenepruunu; u xucramunosn H1
PELENTOPH.

[IpoyuBaHHATA C OMAH3ANMH BbPXY MOBEACHHUETO NPH XKMBOTHH nokassa SHT, nonaMuHos u
XOJIMHEPTHYeH aHTarOHU3BbM, OTTOBApALL Ha peLeNTOP-CBBbP3BALLNA TpoduI.

In vitro onaH3anuH Noxa3pa Mo-ro/iaM apUHUTET KbM cepoTOHHHOBUTE SHT2, oTKONIKOTO
aonaMuHOBUTE D2 penentopu u no-romaMa 5 HT2 aktuBHOCT B cpaBHeHHE ¢ D2 akTHBHOCTTA NpH in
VIVO MOJISJIH.

Enextpo¢pu3HOJIOrHMHATE U3CICABAHHUS NI0KA3BAT, Ye OJIaH3alliH CEJIEKTHBHO HaMallfBa
AKTHBUpPaHETO Ha Me3onumOudHuTe (A10) nonaMHHepryyHi HEBPOHM, KATO B CHIINOTO BpeME eeKThT
MYy BBPXY IThTHINATA B CTPHATYMA, YYaCTBalIH B MOTOPHUTE PYHKLHH (A9) € MaTEK.
OnaH3anuH HaMa/iBa KOHOHIMOHHPAHNA OTFOBOP Ha OTOATBAHETO, KOETO € TECT 3a AHTHIIC
AKTHBHOCT B A03H IIO-HUCKH OT TE€3H, BOACIIN A0 KATAICNICHRA, KOETO € XapaKTEPHO 3a M
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HeXxenaHu eexTd. 3a pa3nuka OT HAKOM APYFH aHTHIICHXOTUIHH CPEICTBA, OJIAH3ANHH YCHIBA
OTrOBOpPA B YCIOBHA Ha ,,AHKCHOJIMTHYEH TECT.

[IpoyuBanmus ¢ no3uTpoH-MucHonna Tomorpadgus (PET) npu 3apasu 1oOporonuM nokasear, 4e
OJIaH3AIIHH B €ANHUYHA nepopanHa no3a {10 mg) nokassa no-ronamo ceep3BaHe ¢ SHTZ2A, B
cpaBHeHHe ¢ AonaMHHOBUTE D2 penenropu. OcBeH TOBa, 00pa3HO H3CneABaHE Yype3 e/AMHH4YHA GOTOH-
eMHCHOHHa kxoMmoThpHa ToMorpadusa (SPECT) npyn naunenTy ¢ minzodpeHns nokaisa, 9€ nNpu
NMAlHEHTHTE UYBCTBUTE/IHM KBM OJIAaH3aMNHH HMAa ITO-MATKO CBBp3BaHe ¢ D2 B cTpHATYMa B CPAaBHEHHE
C MalHeHTHTE JYBCTBHTEIHN KbM APYTrH AHTHIICHXOTHYHH CPEACTRA M PUCNIEPHAOH, KATO TA3H
HaxOQ/ika € CpaBHHMA € TA3H NPH KNO3alHH-YYBCTBUTETHUTE NallHEHTH.

B aBe ot e rw1anebo-KOHTPOIIMPaHHU U B IBE OT TPH CPABHUTENHU KOHTPO/IMPAHH NPOYYBAHUS, MPH
noseye oT 2 900 nauMeHTH ¢ 3o peHn, MpoABEeHa KAKTO ¢ HAJTHIHETO Ha NOJOKHTE/IHH, TaKa H
OTPHLIATEHN CAMNTOMH, ONAH3ANKH NOKAa3Ba CTATUCTHYCCKH 3HAYUMO NoAoOpeHHe KakTo Ha
HEraTHBHHTE, Taka M Ha [TOSHTHBHUTE CHMIITOMHU.

B MyJITHHAIIMOHATHO JBOWHO-CIIANC CPABHUTETHO NPOyUYBaHe BpPXY LIH30dpeHHAT],
InH30aGeKTHBHHTE WM NOAOOHH HapylIeHNns BomouBallo 1481 naijueHTa ¢ pa3inudHa cTeneH Ha
CBBP3aHH ¢ TOBA CHMOTOMM Ha RenpecHa (HIaxoHa cpeaHa cTtodHocT 16,6 o cxanaTta Ha
Montgomery-Asberg 3a KacCHQHUHPAHE Ha JeNPECHATa), MPOCNEKTHBHHUA BTOPUYEH aHAM3 Ha
NPOMSAHATa Ha U3XOJAHHUA CIIPAMO KpafiHUsA CKOp Ha HACTOEHHETO, ITOKa3Ba CTATHCTHYECKH 3HAYHMO
nogodpenne (p= 0,001) B monza Ha onanzanuH (-6,0) cnpamo xanonepunon (-3,1).

ITpy nanMeHTH ¢ MAHUIHY eNMU301M WIH CMECEHH eMN30oAH NMpH OGHMOMAPHH pa3cTpOHCTBa, OTAH3ANNH
NOKa3Ba NO-BHCOKa ¢PEKTHBHOCT KAKTO CNPAMO IU1aliebo, Taka U CIIPAMO BANNPOAT CEMHHATPHHA
(AUBaANIMPOEKC) B HAMAJIABAHE HA CHMIITOMMTE Ha MaHHUA 38 MOBEYES OT 3 CEAMHLH.

OnaH3anuH CHIIO NOKA3BA CPAaBHHMA C XaNONepHuRoNn ePHKAaCHOCT, H3pa3eHa ¢ 4acTTa MalHeHTH,
NOJYYHITH PEMHACHA Ha CUMITTOMU Ha MaHUsl ¥ Ha fienpecHs 3a 6 ¥ 12 ceaMuLy NeYeHHe.

B npoyugaHe ¢ onaH3anMH B KOMOMHALKA C TIMTHA WIH BAINPOAT 3a MHHHMYM 2 CEIMMILIH,
nobapaneto Ha onan3aniH 10 mg (KoOMOHHHPAHO JIEUEHHE ¢ THTHA MK BANINPOAT) € JOBENO O0 NOo-
rofiaMa peayKUHsA Ha CHMIOTOMHUTE Ha MaHHA B CPABHEHNE ChC CAMOCTOATEIHOTO NMPHIIOXKEHNE Ha
JIMTHA WIKM BAJIMpOAT ciied 6 CeaMHLIH.

B 12 MeceuHno npoyuBaHe IpH NpouUnakTHKa Ha pelUMIUBY HA MAHUHHHY €MHU3014, IPH NaUHUEHTH
NIOJYYMHIH PEMHCHA NPH NeYeHHE ¢ ONaH3aNHH ¥ PaHAOMH3UPAHU [1a NI0TyYaBaT ONaH3aNnuH Wik
rnalebo, OTaH3ANKH € MOKA3Al CTATHCTUYECKHN 3HAYUMO MPERB3IXOACTRO CIPAMO IL1anebo no
OTHOILIEHHE Ha IThPBHYHUTE KpaliHH TOUKH 33 nMpodHIakTHKA Ha PeLMANBY Ha MaHUHAHH €NU30aH NpH

OUNONAPHO pA3CTPOUCTBO.
Onan3anyH Chino € NoKa3aa CTaTHCTHYECKM 3HAYUMO [IPEAHMCTBO CIPAMO IU1auedo no OTHOLUEHHe

Ha NpeOTBpATABAHE HA PELMANBH KAKTO Ha MAHWA, TAKA U Ha JeMpecHs.

IIpn rTOpO 12 MeceyHO MpoyuBaHe NPH NMPOPUIAKTHKA PELXEHBY HA MAHWHHHA €NU300H, [TALUEHTH,
IIpH KOHUTO € NOCTHIHATA PEMHCHA ¢ KOMOHHHPAHO NICYCHHE OJIaH3aNuH # TMTHH, paHAOMU3HPAHHU 14
MONy4daBaT ONIAH3aNKH HIH IMTHH CaMOCTOATEITHO, OJIAH3ANKH € MOKA3aJl HE NO-To/IAMO
MPEBBIXOJACTEO CIIPAMO JIUTHH M0 OTHOIIEHNE Ha IThPBHMYHUTE KpaltHu TOYKH 38 NpodUIaKTHKA HA
peLRANBH Ha OHNONAPHO pascTpoiicTBo (onaH3anuH 30,0%, nuruii 38,3%; p=0,055).

[lpn 18-mMeceuno npoyuBaHe Ha KOMOKHHPAHO JieueHHe HAa MAaHHHHHU HITH CMECEHH €IMH30H MPH
NALHEHTH CTAOMIHINPAHH C ONIAH3ATIHH 33€/HO ¢ JIEKAPCTBa CTaDUNH3UpAIH HACTPpOoeHUETO (JTHTHH
HJIH BAJINPOAT) MPOABIDKUTENHOTO NEUEHHE € ONAH3AMUH CHbBMECTHO ¢ JINTHH WIH BaNMpoAar He €
CTATHCTHUYECKH MO-A00p0 CNpAMO THTHA WK BAITPOAT CAMOCTOATENHO, 0 OTHOIIEHHE OT/IAraHe Ha
000CTpAHETO Ha OUNOAPHOTO PascTPORCTBO, CHITIACHO KPHTEPUHUTE 3a CHHAPOMA.

[leduampuuna nonyrayus
OnuTeT NpH 1HOLH (0T 12 no 18 roauHH) € orpaHuueH A0 KPaTKOCPOUHH JAaHHH 34 €




npH WH30PppeHus (6 ceAMHUIIK) ¥ MpY MAaHUA CBBp3aHa ¢ bunoagpHo pasctpoiicTeo THN I (3 ceamuLm)
npu no-Majiko oT 200 wHOMK. Onan3annn € uino/i3BaH kato GnexkcHOunHa Ao3a 3ano4saitia or 2,5 u
cTHrawa a0 20 mg aaeBHo. [Tpn nedeHne ¢ onaH3aNMH WHOLIKTE HAANABAT CHTHH(PHKAHTHO MOBeYe
Ha TErJio B CpaBHEHME ¢ Bb3pacTHUTE. CTeneHTa Ha MpOoMeHH B oL xonectepon, LDL
XOJIECTEPOJIA, TPMITHUEPHANTE HA TTIAZHO M NMPOoNakTHHa (BXK. ToUkH 4.4 U 4.8) e no-ronaMa npu
FOHOLIH, OTKOJIKOTO IPY Bh3pacTHH. HaAMa JaHHK 32 noaaspxKaHe Ha eekTa, a AARHHHTE 34
AbIIrocpoyHara H6€30MacHoOCT ca OrpaHHyeHH (Bxk. ToUkH 4.4 1 4.8).

5.2 PapMaKOKHHETHYHHR CBOHCTRA

Onansanux ce abcopbupa nobpe cnea nepoparHo MPUMOXKEHHE KaTO OCTHIA MAKCHMAJTHH TUIa3MEHH
KOHUEHTPALIMH MEXIY S-HA H 8-uUA 9ac. AbcopbuHATa HE ¢ MOB/IHABA OT [IPHEMA Ha XpaHa.
AbcomoTHaTa OMOHATHMHOCT CJIEA NEPOPATHO NPWIOKEHHE B CPABHEHHE C HHTPABEHO3HO
NIPHIOXEHHE He e oNpeleNaHa.

Onan3anuH ce Metabonn3upa B YepHud apod upes KOHIOrHpaHe U oKucieHue. [ 1aBHHAT MeTabonuT B
kpbBTa € 10-N-rmokopoHua, xoHTOo He NpeMHHaBa Npe3 KPLBHO-MO3bYHaTa GapHepa.

3a oOpasyBaHeTo Ha MeTabonutute N-Ae3MeTHI N 2-XHAPOKCUMETHN JOIMPUHACAT UMTOXpoMH P450-
CYP1A2 u P450-CYP2De6.

In vivo ® npata MeTabONMMTA MOKA3BAT 3HAUYNTENIHO [10-HHCKA (apMaKOJIOrHYHA AKTHBHOCT, OTKOJIKOTO
0JIAH3aNHH B H3CNIeIBaHUA ITPU KMBOTHH,

I'naBHaTa dpapMakoNOriiHa AKTHBHOCT €€ AbJDKH HA U3XOIHMA ONIAaH3AIIMH.

Cnen nepopanHo NpUICKEHHE, CPEAHUAT TePpMUHATICH €IMMHHALMOHEH NOTY>KHBOT Ha OJ1aH3aIKiH
NpY 3QPABH KA BApUpa B 3aBUCHMOCT OT Bb3PacTTa M Noja.

Ilpu 3a0paBH HHOMBUAH B CTAPHMECKA BB3PACT (2635 roZiMtHR) CpeAHMAT eIMMHHALMOHEH TOJTYXXUBOT €
YIB/DKEH B CpaBHEHHUE ¢ no-Mnanute HHANEBUAM (51,8 cpenry 33,8 yaca), a KIMPBLHCHT € HaMAaleH
(17,5 cpeiy 18,2 yaca). PapMakokHHeTHYHATA BaApHEOHNHOCT, KOATO ce HabMoOAaBar IpH
HHAMBUIHMTE B CTAPUECKa Bh3PACT HE C€ OTIHYABA OT Ta3u NpH no-muaaure HHAMBHAM. [Ipn 44
NaLMEeHTH ¢ 1300 PeHU Ha Bbh3pacT Haa 65 r. mo3u oT 5 g0 20 mg AHeBHO He ¢a OMnH CBBP3AHH C
HIKAKBB painyueH npodun Ha HexenaHH CHOHTHA.

[Ipu xeHu cpenHHA CNTMMHHALMOHEH MOTYKHEBOT € JIEKO YABIDKEH (36,7 cpeury 32,3 yaca) B
CPaBHEHHE C TO3H IIPH MBKETE, a KNHPBHCBT € peayuupad (18,9 cpemny 27,3 1/uac). Benpekn Topa,
npo¢rsT Ha O6€30MacHOCT Ha onan3anuH (5-20 mg) e cpaBHUM MEXIY >KeHHTE (n=467) u MBXKeTe

(n=869).

He e ycTaHoBeHa 3HAYHMA pa3fIMKa B CPeAHHA STHMHHAIMOHEH oMy x4BoT (37,7 cnipaMo 32,4 yaca),
KaKTO M B KiMpbHca (21,2 cipamo 25,0 Vuac) Mexay nauMeHTHTE ¢ yYBpeaeHa O0u0peuta QpyHKIua
(xpeaTHHHHOB KIHpBHC <10 ml/min) u 3apasnaTe nHANBAAK. [IpoyvBaHHATa nTOKa3BarT, e 0koI0 57%
ot Gens3aHus ¢ paldHOaKTHBHHM M30TOINH OJIAH3ATIMH CE€ YCTAHOBABA B YPHHATA TTIABHO Noj opMarta Ha
META0O0INTH.

[lpy nyiragy ¢ NEKOCTENeHHA YepHOAPOoOHa IMCPYHKLNA, CPEAHHAT SIMMHAHALHOHEH MTOTYKHUBOT
(39,3 yaca) e ynbmkeH, a kndpbHEhT (18,0 /uac) HamaneH, B cpaBHeHHe ChC 3APABH HEMYIUAYH

(cvoTreTHO 48,8 yaca u 14,1 l/yac).

IIpn Hemmymavyy (MBXe M JKeHH) CPCAHUAT €INMHHALHOREH MOMYKHRBOT € yawnkeH (38,6 cnpamo 30,4
yaca), a KTMpPBHCHT € HamaneH (18,6 cpeury 27,7 1/uac) B cpaBHeHNE ¢ HyLIAYH,

[InasMEHHAT KIKPBHC HA OJIaH3aNHMH € NO-HHCEK [TPH NAIMEHTHTE B CTAPYECKa BL3PAcT B CPaBHEHHE C

KJTHPBHCA Ha OJIAH3AIIHH H BhPXY HErOBHA MOIYKHBOT € TEBP/AC MAJKA, B CPABHEHHE C O
BaPHAOKITHOCT MEXAY OTACNHHUTE HHAHBHAH.




He e ycTaHoBeHa pa3iHKa BB (apMaKOKHHETHYHHTE NapaMeTpH MPH NMPOyuBaHUA NPOBEICHM C
eBponein, ANOHUHN H KATANIH.

Cabp3BaHeTO Ha ONAH3ANIHH C INa3MEHHTE TTPOTEHHH € 93% NpH KOHLICHTPaLHK B paMKHTE OT 7 JI0
okono 1 000 ng/ml. Onan3annH ce CBhp3Ba rNasHO ¢ aNOyMuHa U anda-1 KHucenna IMHKONPOTEUH.

[leduampuina nonya

IOnomn (ot 12 ao 18 rogunn)

dapMakOKHHETHKATA Ha OJIaH3aIIHH NPH IOHOIIH H BHb3PACTHH € MoJo0Ha.

B KIHHHYHN NMPOYYBaHUA CpeAHATA €KCIO3HIHA Ha OJIAH3AINHH € 0K0J10 27 % no-BHCOKa MPH IOHOLLY,
HeMorpadckure paznmiua MeXxay IOHOIIK H Bh3paCTHH BKIIOYBAT NTO-HHUCKO CPEAHO TEIECHO Tero0 U
no-Maxbsk 6poit mywa4yu npy rwHownte, [lonobuu dakTopn € BE3MOXKHO A BB3AeHCTBAT 32 N0-
BHCOKATa CpedHa eKCNO3ulMA, HabmoaasaHa Npy IOHOLIH.

5.3 IlpeAxIHHAYAA JSHHH 33 Oe3onacHOCT

HexTHHMUHHTE HAaHHW HE MOKa3BaT 0CO0EH pHCK 32 Xopa Ha 0aza Ha KOHBEHLMOHAITHUTE
hapMaKoIOTHYHY U3TIHTRAHHA 3a 6€30NMaCHOCT, TOKCHYHOCT IPH MHOTOKPATHO NpHIaraHe,
NeHOTOKCHUHOCT, KAPUHHOICHEH MOTEHILHAJ, TOKCHIHOCT.

ITpy HEKMHHMYHHTE H3NUTBAHNA CaMO MPH EKCTIO3MIMH, 32 KOHTO C€ CUMTA, Ye ¢a B 1OCTAThYHA
CTeneH no-rojleMy OT MAaKCHMAJIHATA €KCIIO3MLIMA NPH Xopa ¢e Habmoaasat eeKTH, KOUTO NOKa3BaT
MaJIKQ 3HaYeHUE 32 KIIHHHYHATA ynoTpeda.

HexenaHnTe peakitii, KOMTO He c¢ Ha0moaapar npu KNHHUYHHUTE H3NIUTBaHUA, HO ce Hab/moaaBaTt
TNPH XXUBOTHH NNPH HUB& HA €KCIIO3ULINA, NOJ00OHH HAa HUBATA HA KIWHHYIHA €KCIIO3MINA 1 HMAT
BB3IMOXKHO 3HAUCHHE 32 KTUHUYHATA ynioTpeda, ca KakTo cie/pa:

Ocmpa (npu edunuuna 303a} moxcuyHocm

ITpu3HauMTe Ha TOKCHYHOCT IPHU MIEPOPAJICH PHEM IPH I'PU3AYHTE €A XapaKTEpHH 3a MOLIHHTE
HEBPOJIENMTHIIH: XHITOAKTHBHOCT, KOMa, TPEMOP, KIIOHHYHM KOHBYJCHH, CANTUBALIHA, H TIOTUCKaHe Ha
HaaaasaHere. CpelHATe AeTaTHN 1034 ca mpuoam3nTento 210 mg/kg (3a muku) u 175 mg/kg (3a
mrbxoBe). KyueraTa moHacar exuamdHa go3a go 100 mg/kg 6e3 na ce Habmoaaga serasieH H3XoA.
KBM KAHHHYHHTE NIPU3HALM CIIAAAT CEAHPAHE, ATAKCHA, TPEMOP, YCKOPEH ChPIedeH PUTHM,
3aTPYIHEHO AHilaHe, MH03a U aHopekcua. [Ipn maliMyHu eanHnyar nepopanHu Aoy 4o 100 mgke
BOOAT O MPOCTPALHA, 4 BHCOKHTE 03K H IO HEITbJIHa 3ary0a Ha Ch3HAHUE.

Toxcuvnocm npu MHOZOKPAMHO NPUAONCEHUE
B npoyusaHus BppXy MHUIIKH ¢ NPOAB/DKMTEIHOCT A0 3 MECELIA U BLPXY IUTBXOBE U KYUETa C

MPOABIDKHTETHOCT CROTBETHO A0 | roAnHa npeobnagasamm edexre ca notuckane Ha 1IJHC,
AHTHXOJIHHEPrHIHH edhekTH U mepudepHH XeMaTONMOTHYHH HapylleHHA. PasBuBa ce TONEpaHC KbM
notuckanero Ha IITHC. ITapamerpure Ha pacTexxa HaMalsBaT NpH BUCOKH J034. [IpH mwibxoBete ca
#Habymoaaparnd 0OpaTHMH ebeKTH, KOMTO Ca B pe3y/ITaT Ha NOBHINEHW HUBA HA NMPOJIAKTHHA H
BKTIOYBAT. HAMAIIABAHE TEIJIOTO HA ANYHHLINTE W MAaTKAaTa, KAKTO U MOPQONIOTHIHHN NPOMEHH BBB
BJIATATHIIHAA €NUTEN H B MIIEHHHTE MUTC3H.

Xemamonouusa moxcussocm
Edexty BEpXY XeMaTONOTHIHUTE NTapaMeTPH CE€ YCTAHOBABAT NMPH BCHYUKH M3C/IEABAHH BHAOBE
)KHBOTHH, BKJIIOYHTEIHO JO30-3aBUCHMO NOHWXEHHE HA LUPKYJIMPALUMTE NEBKOUMTH NIPH MUIIIKH K
HecnenHdUIHO HaManeHue Ha OposA Ha LMPKYJIMPALIMTE IEBKOLUTHTE NPU ILTEXOBE; HE e
YCTAHOBABAT JOKA3ATEJICTRA 32 KOCTHO MO3B4HA LHTOTOKCHMHOCT.

[Tpu orpannueH 6poi KyveTa, JieKyBaHH ¢ 103H ot 8 M 10 mg/kg/nen obiata excrosuums Ha
oJIaA3amMH (1ol noJa KpusaTa) € 12 00 15 meTH No-BHCOKaA OT Ta3u npu JoBexa. Ilpu npue




[Ipu HUTONEHHYHY Ky4eTa He ca HabmoaasaHi HeXENaHH ePEKTH BbpXY IIPOTCHHTOPHHUTE KIETKHU
WIH TpOSInGepUPALLHTE KISTKH B KOCTHUS MO3BK.

Penpodyxmugna moxcusnocm

Onax3anue HAMa TepaToreHeH edext. Cenaumara NOBNUABA KyMyIaTHBHUTE CIIOCOOHOCTH Ha
MBXKHUTE TUTEX0BE. I1oNOBHAT KB ce 3acara nmpu 2034 ot 1,1 mg/kg (3 mbTU NO-BUCOKH OT
MaKCHMAJTHATa 1033 [TPH X0OpaTa), a peNpoAYKTHBHATE NapaMeTpH ca 3aCerHaTu MpH ILThX0Be, Ha
KOHTO € JaBaHa A03a oT 3 mg/kg (9 rpTH ne-BHCOKA OT MAKCUMANHATA /1032 NTPH YOBEKA).

B noxoneHHeTe Ha ILTHXOBETE, HA KOUTO € 1aBaH OJIaH3aNMH, ¢¢ HabmoaaBa 3a0aBAHE B PA3BUTHETO H
HaMa/IABaHe HHBOTO HA aKTHBHOCT.,

Onan3anHH He € NOKa3all MyTAareHHOCT WIH KJIACTONeHHOCT, PH NPOBEOCHHUTE ITHIHM CTaHIapTHH
TECTOBE, BKIIOYBAMH OaKTepHanHHA MYTALHOHEH TECT H in Vitro M 1n Vivo TeCTOBETe IIPH 003afHULIM.

Kapuunozennocm
PesynraTure OT H3CNe/IBaHMATA BBPXY MUIUKH H TUTBXOBE BOJAT JI0 3aKTIOYECHUETO, Y€ OJTAH3ANHH He

€ KapUHHOTECHEH.

6. DPAPMALIEBTHYHH JAHHH
6.1 CnacuK Ha NOMOIMIHHETE BEItEeCTBA

HOpo na mabremxama
JlakTo3a MOHOXHpAT
KpocnosuaoH
MUKpOKpHCTANHA LeTynoia
Marse3ueB creapart

XH.[[])OKCH]TPOHHHI.ICJ]}’HGSH
Cocmae Ha QWEHG!HE ROKpUmue

[Tonu (BMHHUNOB anKOX0J)
Turanos auokcua (E171)
Tank

Kcanranopa ryMa
JleuuTnr

6.2 HecL,BMECTHMOCTH
Henpunoxumo.

6.3 Cpok Ha roaHocT
2 TOXMHHU.

6.4 CienuaIHE YC/I0OBHE HA ChHXPAHEHHE

Ha ce cpxpansea mox 25°C.
Jla ce chXxpaHABa B OPHTHHA/THATA ONAKOBKA,

6.5 Bua H cHALPKAHHE HA ONAKOBKATA
Baucrep ot 6450 HenpospadHo Al-Al donno.

KOJIHYECTBO(a) B €HA ONakoBKa: 28 puiMHpaHn TabneTku.
YeTpu 6nucTepa ce ONAaKOBaT B KapTOHEHa KyTHA (7 pwiMHpaHd Tabnetkd B | 6mucte




6.6 CnenunanHn npeAna3sHy MepkH NPH HIXBbLPASHE
HaMa crieliHaTHH H3HCKBaHMA.

Hen3nosBaHHAT JIEKAPpCTBEH NPOAYKT WIH OTNIAXbIHUTE MaTepHAIH OT Hero TpadBa a ce M3XBhPIAT
B CHOTBETCTBHE C MECTHHTE M3UCKBAHHA.

7. TPHTEXATEJ HA PASPELIEHHETO 3A YIIOTPEBA

HOBEJ ®APMA EOOJ
6vyn. , brarapua’” Nel (09
Codna 1404, bearapus

8. HOMEP HA PAZPELLIEHHETO 3A YIIOTPEBA

Per. N0 20120335

9. JATA HA ITBbPBO PASPEHIABAHE/TIOJHOBABAHE HA PAZPELLEHHUETO 3A
YIIOTPEBA

JlaTa Ha mppBO pa3peluaBane; 28.06.2012
HaTta Ha nocnefHO nogHoRABaNe: 26.07.2017

10. JOATA HA AKTYAJINZUPAHE HA TEKCTA

01.2025 .




