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AJIOH3AII ODT 10 mg Tabnerku, aJHcnepryapaliiid ¢€ B ycraTa
ALONZAP ODT 10 mg orodispersible tablets

2. 2. KAYECTBEH H KOJIHYECTBEH CBCTAB

Beaxa TabneTks, nucnepriupaia ce B ycraTa ceabpka wid 10 mg onatsanus (olanzapine).

3a FBITHHA CIMCHK HA DOMOLIHHTE BEIEcTBa, BX. TOUKA.6.1.

3, JEKAPCTBEHA ®OPMA

Tal/ieTka, ANCIePrupama ce 8 YCTATA.

AJIOH3AIT ODT 5 mg ca XBITH 0 HIeao JKBITH , KPBTIH, TRQHHOUIMNbKHAIIH,
QUCITEPIHPAITH € B ycTaTa Ta0leTky MAMNOBaHo ¢ “5” OT ejHaTa CTpaHa Ha TabMeTKHTE
, AJIQOH3AT ODT 10 mg ca JXBITH 00 CNeNo KEITH , KPBIIH, IBOMHOW3NBKHANH,

JUCIIEPrHPALTH ce B YCTaTa TalleTkn [aMnoeano ¢ “10” ot expara cTpaHa Ha TaOJIETKHTE

4. KIAHAYHH JAHHH

4.1 Tepaneprd4Hs DC0KA3AHASA

Buvapacmnu

OnaH3anvH ¢ NOKa3aH 34 JIGUSHHE HA IH30QPEHA.

Onaszanyi ¢ eheKTHBER 32 TOAAbPKale Ha KITHAMIHOTO NoA0DpeHe No BpeMe Ha NPONBIDKHTENHO
JIeYEeHHE NPH MAalHEHTH, NOKa3alH HaYaJcH TepaneBTH4YEeH OTTOBOpP.

Ona#d3anHH ¢ NOKa3ad 3a ISYCHWE HA YMEPEH 0 TEXbK MAHUEH CNH3OA.

OnasizanKH € NOKa3aH 3a MPOWIAKTHKA HA PEIAHEN HA MaHHEH eNH30/ NPH NALHEHTH C GHIIONAPHO
pa3cTpOMCTBO, OPH KOMTO NO BPEME Ha MAHHEH EMH30 € OHJI MOCTUrHAT KIIMHHYCH OTrOBOP ©

OMaH3aTaH (BXK. TOUKa 3.1).




4.2 lo3apoBKAa H HAYHH HA NPHJI0KEHHE

Bv3pacmnu

Inzodpenus: [lpenopsuraHaTa HauanHa A03a onaksanuH € 10 mg/aHeBHo.

Manuen enuzon: Havannara no3za e 15 mg xaro eayHuMHA JHSBHA 033 MpH MOHOTEpanua uiy 10 mg
OHEBHO NMPKX KOMOMHHPAHO NeueHKe (BxX, Touka 3.1).

ITpo¢punaxTrka Ha peunaus Ha OunonapHo pascrpoiicTeo: [IpenopruBanara HauanHa noza e 10
mg/aHeBHO. IIpK NauueHTH, KOUTO ca MOXYy4YaBATH 0JIAH3AIHH 34 JICUYCHHE Ha MAHHUEH SMH301, 34
NpoHUIAKTHKA HA IOBTOPHATA HM M0ABA, CE NPENOPHYBA MPOAB/DKABAHE HA TEPANHMATA ChC CHILATA
no3a. lIpy nossara Ha HOB €MM30/, HA MaHHs, CMECEH €NU30] WIH €NH30 Ha JSPECHA, JICUEHHETO ¢
OJIaH3aIKH TPsAOBa Aa NPORBIDKH (C ONTUMU3KMPAHE HA 103aT4, aKO € HEODX0UMO) C NOMBJIHUTENHO
JIEYEHHE HAa CHMITTOMHTE HA HAPYHICHHE HA HACTPOSHHETO, KO € KIHHHYIHO [TOKA3aHO.

[1o BpeMe Ha NedeHHETO HA WKN3O(hPEHHA, MAHUEH €MM30[ H NpH NpodunakTuka Ha peLMAMBH HA
OMNOIAPHO Pa3sCTPOACTBO AHEBHATA N03a MOXe aa ObJe KOPUIHpaHa NocTeneHHo Ha 6a3zaTa Ha
HHOAUBUAYATHOTO KIMHHYHO ChCTOSAHUE B paMKUTE Ha 5-20 mg/nHeBHo. IIoBHINaBaHe Ha J03aTa 0
HHBA HaJl NPENOphUYBAHATA HAYAHA N03a CE [PENopbhYBa CaMO CJIE] ChOTBETHA KIIMHHYHA NPEOLCHKA
¥ TpAOBa Aa cTaBa HaH-00MIO Npe3 UHTEPBANIM HE ITO-MANKH OT 24 yaca. OmaH3anuH MOXe Aa ce
npueMa 0e3 Bpb3Ka ¢ XpaHEHETO, Thil KaTo abcopOLuaTa HE ce NOBNUABA OT XpaHara. [Ipn
NpeyCcTaHOBABaHE NpPHEMA HA ONaH3anuH TpA0Ra Aa ce HMa NPeABHA MOCTENECHHOTO HAMANISBAHE HA
HO3aTa.

AJIOH3AII ODT Tabnerka, aucneprupaiua ce B ycrara, TpsaOBa aAa Ob/ie IOCTABeHA B YCTATa, KbIETO
T OBp30 ce aMcneprupa B CIKOHKATA Taka, ye Aa Obae JecHO nperThTHaTa. OTCTpaHABAHETO OT
yCTaTa Ha LAla JUCneprupania ce B ycrara tabiierka € TpyaHo. Thil kaTo AMCMIEPrupaliara ce B
ycTaTta TableTKa € dyIuiiBa, Ta TpA0Ba ga O0bje npHeTa BeAHara Caea H3BaKIAHETO OT OnUcTepa.
Jpyra Bb3MOKHOCT € AUCHEPrHPaHETO i B ITB/IHA Yalla BOAA HIH ApYyra MOAXOsAila HalluTKA
(mopTokanos cox, A0BJKOB COK, MJMIKO HJIM Kade) HemocpeACTBEHO IIpeAy MpHEMA.

OnanzanuH oz GopMara Ha AMCIEprapama ce B ycrara Tabnerka € OHOeKBEBaJIEHTEH HA OJIAH3AITHH
0oOBHTH TAONIETKH, KATO IIPHTEXkABa NOJ00Ha CKOpOCT M cTenieH Ha abcopOiud. Toi nMa cpluara
JNO3MPOBKA ¥ 9€CTOTA Ha MPHIIOAKCHHUE KAKTO OnlaH3anuH oOBuTH Tabnerku. Onanzanvd tableTkH,
JUCTIEPrUpaLliM c€ B yCTaTa, Moxke Aa 0be H3MOJI3BaH KATO ANTepPHATHBA Ha OJiaH3aIuH 00BHTH

TabNneTKH.

Zeya u iRy
Onax3ariva He ce mpenopr4ea 3a ynotpeda oT Aeua ¥ FoHomd 1oz 18-roquiusa pp3pacT nopaau
HENOCTATHYHH AaHHM 3a Oe30nacHOCT U eexTHBHOCT. [lpu KpaTKOCPOYHH NMPOYIBAHUA TPH

ITIALMCHTH B IOHOLIECKA BH3pacT € AOKIaABaHO 3HAYHMC YBEITHYCHHAC HA TCIIECHOTO TCINO, H3MEHECHHA

B HUBATA HA JIMIIHAMTE U NPOIAKTUHA B CPABHEHHE ¢ M3NMHTBAHUA NMPH Bb3PACTHH NMALHE
TOYKH 4.4, 4.8, 5.1, 1 5.2).



Hayuenmu e crapuecka Bp3pacm

OOHKHOBEHO He ce MpenophyBa Mo-HHCKA oT 00HYaifHaTa HaYauHa no3a (5 mg/aAHeBHO), HO TaKapa
032 MOXKE J1a CE MMa IpeABH/A NIPH MallMeHTH Ha B Haa 65 roJMHH TOraBa, KOraro KJIMHHYHMUTE
(axTopi ro Hanarar (BxK. ChIO TOYKA 4.4).

Hayuenmu ¢ Ob0peuHo wuwiu yepHOAPOOHO YBpEk1aHe

Ilpu rakusa naupeHTH TpAOBa A4 C& MMa NPCABHJ, I0-HHCKA HavYanHa no3a (5 mg). B ciy4au Ha

yMepeHa YyepHoapoOHa HeaoctaThuHocT (uupo3a, Child-Pugh knac A wnm B) Haganuata nosza Tpabpa
na 6be 5 mg M [a ce YBeJIHYaBa caMo ¢ MOBHIIEHO BHHMAHHE.

Ilon

HauanHata A03a H J030BHAT JHANA30H HE ¢ HEOOXOMHMO PYTHHHO 43 CE€ NIPOMEHAT NPH KCHH CIPAMO

MBKEC.

Ihvwauu

Hagannara no3a 4 JO30BHUAT AMAIIA30H HE € He0OXOAHMO PYTHHHO Ja C€ MPOMEHAT IIPH HE-ITyIIa4H
CIpAMO MyLIaYH.

Koraro e Hanmuue noseue ot equH, 3a0aBam MetabonmsMa, GakTop (;KEHCKH MOJ, CTapyYecKa BE3pacT,
Hemymay), TpaOpa Aa ce MMa Npe/BH HAMAJIABAHE HA HAYaIHATa A03a. 1lopHinaBaHeTo Ha go3ara,
KOraTo TORa ¢ HeoOXomUMOo, TpAOBa a cTaBa MOCTENEHHO MPH TE3H MALMCHTH.

Koraro ¢ HeooOxoauMo noBHIIaBaHe HA No3ara ¢ 2,5 mg, Tpabea na ce nanonsea Alonzap ODT
obBHTH TabneTKH.

(Bx. caimo Touka 4.5 ¥ TO4Ka 5.2)

4.3 IIpoTHBONOKA3ZAHASA
CBPBXUYBCTBUTEIHOCT KbM AKTHBHOTO BENIECTBO HIIM KM HIKOE OT MOMOLIHHUTE BELIECTRA,

HEI.IHGHTH, I[IPA KOHUTO € H3BECTHO, Y€ UM4d DUCK OT 1104BaTa Ha TCCHODBIbJIHA INVIaYKOMA.

4.4 Cnenuajian npeaynpexieHas H NpeanasHd MEpPKH NpH ynoTpeda

Ilo BpeMe Ha AaHTHIICHXOTHYHO JNEUEHHE NMOAOOPEHHE B KIIMHUYHOTO ChCTOSHHE HA MallHeHTa MOXKE O4
OTHEME OT HAKOJIKO JHM A0 HAKOIKO ceaMuu. IlauuenTure Tpabea aa 6saaT1 cTporo HabmonapaHu B
TO3U [IEPHOA.

Hcuxosa, cevpzana ¢ demenyus, wwiy NOBEAEHYSCKY HAPYILICHUS

OnaH3allnH HE € N0KAa3aH 34 JICeYEeHHe Ha IICHX034, CBLP3aHa C JEMECHLMA, U/AIH NOBEACHYECKH
HApYLICHHAS W HE C¢ TpEnophuBa 3a ynorpeda npu Ta3y cneld¢rIHa rpyna naudeHTH nopaau

yBeJIM4aBaHE HA CMBbPTHOCTTA H PHCKA OT MO3BYHOCHAOBH MHUMACHTH, B minanebo koHTponHpaHH

KJIMHUYHY IIPOYYBaHUA (C NMPOAB/LKHTENHOCT 6-12 ceAMHULIM) NpH MAaLMEHTH B HANPESAHANIA Bb3PacT




CMBPTHOCT HE € CBBbpP3aHa ¢ J03aTa Ha OJIaH3anMH (CpeqHa AHeBHa 1034 4,4 mg) Wil ¢
NPOABLKUTENHOCTTA HA JIEUYeHHETO. PHCKOBHTE (paKTOPH, KOMTO MOTAT Aa MPepa3noaokKaT Ta3K
MOIy/TAIUA MallMEHTH KbM YBE/IMMEHA CMBPTHOCT, BKJIFOUBAT BB3pacT > 65 roaunu, aucdaruys,
CeAaLus, HAPYIICHO (HEA0CTAaTRYHO) XpaHEHe H AcXuapartanys, Oemoapodbun 3adbomeanna (Hamnp.,
IIHEBMOHHA ChC WM 063 acnupanyd ) Wik eIHOBpeMEHHa ynoTpeda Ha OcH30aMa3ennHN. Beopeku
TOB& Y4ECTOTATa HA CMBPTHHUTE ClIyyau ¢ Ouna MO-BHCOKA npy MalHEeHTUTE, JIEKYBaHH C OJIaH3alnH, B
CpaBHEHHE ¢ ILUTaLe00-TpeTHPaHUTE NAIHEHTH He3aBHCHMO OT T€3H PHCKOBH (PaKTOPH.

B chiyTe KIHMHMYHM MPOYYBaHHA HMa ChOOIIEHHA 32 MO3BYHOCHAOBH Hexenanu crdurus (MCHC,
HAIp., MHCYJIT, IIPEXOASH HCXEMHYEH IIPHCTHIT), BKIFOYHATENHO U ¢ aTaneH uzxon. HabmozaeaHo e 3-
KpaTHO yBeauuaBaHe Ha MCHC npu nauueHTH, JeKyBaHM ¢ OJIaH3aliuH, B CPABHEHUE C NALHEHTHTE,
TpeTHpanH ¢ 1wianedo (cporereTHO 1,3% cnpsaMo 0,4%). BCcHYKHX aUMEHTH, JIEKYBAHH ¢ OJIaH3aIlNH
Wiy mnanedo, mpu KOMTO ca HabsoaaBaHyd MO3bYHOCHAOBH HEXKENaHu CEOMTHA, ca ¢ MpeAIeCTBALHA
pUCKOBH (pakTopn. Be3pact > 75 romuHu B CHAOB/CMECEH THII JEMEHIIUA ¢a HASHTH(HIIHPpaHH KATO
puckosH ¢paxropu 3a MCHC BBE Bpb3Ka ¢ JIEueHHETO ¢ oNlaH3anuH. B Te3u npoyusaHus He €
YCTaHOBEHA €PUKACHOCTTA HA OJIAH3AIIHH.

borecm na Illapxuncon

Ynorpebara Ha ONaH3aNMH 33 J1€YeHWEe HA NICMXO03H NIPH NalHeHTH ¢ 6oaectra Ha [TapKUHCOH,
CBBP3aHH ¢ NPHEMA Ha JONAMHHOB arOHMCT HE C€ NpenoprhyuBa. B KIHHAYHHA NpOyYBaHHA MHOI'O
4E€CTO H NO-4ECTO B CpaBHEHHE ¢ Iwanedo ca AOKIaABaHH BIOIIABARE HA IAPKHHCOHOBATA
CHMOTOMATHKA H XaJHOLIMHAIMK (BXK. TOuka 4.8), a onaH3anuH He € no-e(peKTHBeH OT wiauedo npu
JICYCHHE HA ICMXOTHYHH CUMITTOMH. B T€3H npoyuBaHMA ce H3NCKBA MalHeHTHTe Aa Obaar
MbPBOHAYAIHO CTAOWIHM3MPAHM C HAH-HACKATA €(PEKTHRHA /1032 AHTUNAPKHHCOHOB JICKAPCTBEH
OPOAYKT { AONaMHHOB aroHKCT) K 4 3aIa3aT ChINHTE AHTHIIAPKHHCOHOBH JIEKAPCTBEHM NPORYKTH H
NO3HpaHMA 10 BpeMe Ha npoy4uBaHeTo. ONlaH3amn#H € 3aMo4BaH B J03M OT 2,5 mg/OHEBHO W THTPHPaH

A0 MAKCUMYM 15 mg/IHEeBHO [0 NMPELeHKAa HA H3CIeA0BaTeIIA.

Heeporenmuven manurnen cunopom (HMC)

HMC € noreniManHo »KHBOTO3aCTpalIaBaIl0 CHCTOXHAE, CBBP3aHO C JICUEHHETO C AHTHIICHXOTUYCH
JIEKapCTBEH NMPOAYKT. Paako ca pownansaau v ciayd4aw va HMC, cebp3aHy ¢ npyUeMa Ha ONTaH3aIHH.
Knmuanyaute nposasu Ha HMC ca xuneprnupekcHs, MyCKyJIHA pUTHAHOCT, HAPYIIEHHS B MUCIOBHHA
NpoLIEC U JaHHH 3a BereTaTHBHA HeCcTAOKMIHOCT (MPOMEHH B IYJICA HIIH APTEPHANIHOTO HANATAHE,
TaXHUKAPOUA, U3MOTABAHE H OTKJIOHCHHA B ChpJeMHHA pHTHM). JIOTBIAHUTEIHHATE NMPU3HALM MOTaT Ja
BKJIFOYBAT MOBMILICHUE Ha KpeaTtuHd (ocdoKruHazaTa, MEOrTIoOnHypHs (pabaomuonuza) 1 ocTpa
OBbOpeYHa HEAOCTATEYHOCT. AKO MAIHEHT pa3BHe NMPH3HALH HCHMOTOMH, Noka3arenau 3a HMC, wim
UMa HEACHO TEMIIEPATYPHO CHCTOAHME Oe3 Apyrd KIHHUYHHA nposiBd Ha HMC, npueMbT HA BCHYKH

AHTHIICHXOTHYHH JICKAPCTBA, BKIIOYHATC/IHO H Ha OJ1IaH3AaI1IHH, TpﬂﬁBﬂ Hda 6'&,113 IIpCcyCTaH

Xuneparuxemus u nnabem

Panko € aoKnaaBaHa XUNEPriHKEeMHA /WK pa3BUTHE WK BJIOIIABaHE Ha Auader,



C KETOALMA03a WK KOMA, BIJIIOYHTEITHO U ClTydaH ¢ ¢araneH u3xon (Bx. Touka 4.8). B Haxou or
CIIYYaHTE € JOKJIAABaHO NPEeALISCTBALLO OBHIIABAHE HA TEIECHOTO TErNo, KOSTO MOXKe aAa Opae
npeapasnonaram gakrop. Ilpenopeisa c¢ CHOTBETHO KIHHHYHO MPOCIEAABAHE, CIIOPEX
H3I10/13BAHHTE YKA3aHHA 34 ynoTpeda Ha aHTHNCHXOTHYHHE cpeactsa. Ilanmenrure, ekyBaHH C
AHTHIICHXOTHYHM CpeacTBa, BKIIOYHTENHO Alonzap ODT, Tpabra na ce HabniogaBaT 3a NpH3HAIK H
CHMITTOMH Ha XHNEPriuKkeMua (KaTo Halpumep MOJUIHICH, HONHypHs, nonudarug A cnadoct), a
NANMEHTHTE ChC 3axapeH AuadeT M Te3n ¢ puckoBH (QaKTOpPH 3a 3axapex auader Tpadpa na ce

MOHHTOPHPAT PEAOBHO 3a BIOUIABAHE HA KOHTPO/A HA rMoKo3aTa. Tersoro Tpabea ga ¢ MOHHTOpHpa

pENOBHO.

IIpomenu e nTHONIHTE

HabmonaBat ce HexkeTaHU MPOMEHH B JIMIIMAWTE MpPH NALMEHTH, ICKYBAHH C OJIAH3AIMHH, B IHIanedo
KOHTPOJIHPaHHU KJIMHHYHK W3NUTBAHHA (BXX. To4Ka 4.8). [IpoMenuTe B nunuaure Tpadea Aa ce nekyear
KAKTO € KIIHHHYHO YMECTHO, 0CODEHO NpH MALMEHTH ¢ JUCITHIHAECMHS M MPH MALMEHTH ¢ PHCKOBH
(paxTOpH 3a pa3BuTHE HA HapylleHud B unuaure. IIpy naiMeHTHTE, IEKYBaHH C AHTHIICHXOTHYHH
cpeacTra, BKnourTenHo Anonzan ODT, Tpsabea na ce MOHMTOpHUpAT peOBHO HUBATA HA JIHITHIHNTE,
CIOpeN H3MOI3BAHNTE YKAa3aHHs 32 ynoTpeda Ha aHTHIICUXOTHYHM CPEACTBA.

Aumuxonunepzuina aKmusHocm

Bruripexu ge npH in vitro npoyuBaHHATA OJIAH3ANMH I0KA3Ba AHTHXOIMHEPTHYHA AKTHBHOCT, OIIHTHT
[0 BpeMe Ha KIMHHYHHWTE NPOYy4YBaHHsA, NOKa3Ba HUCKa YeCToTa Ha moao0HH ciny4au. Teit kato

KAHHHUYHHAT OITUT C QJIAH3AIMHH [IPH NMAallTHCHTH CBC CHITHhTCTBAILHA 3abonaBaHus € OIrpaHHAYCH,

MpernopbyiBa ce TOH [a Obae npeAnucBaH ¢ [IOBHUIICHO BHUMAHME HA NALCHTHTE C XUNEPTpodhua Ha

IPpOCTAaTATa WIH IIapaJI¥THYCH HIICYC U HUﬂOﬁHH CBhCTOAHHA.

Yeprnodpobua dyurxyun

Yecro ca nabmionasanu npexoaHH, O63CHMIITOMHH MOBHINABAHHA HA YCPHOAPODHHTE TpaHCAMHHASH,

alaHvH Tpancepasa (ALT) u acnaprar Tpancdepasa (AST), ocobeHo B HAYAIOTO HA IEYEHUETO.
[loBriIeHO BHEMaHKE ce H3UCKBA NpH nauueHTHTe ¢ noBumeHd ALT w/wmu AST, npu nangpenTare ¢
NPHU3HALH M CHMIITCOMH Ha ‘:[EpHﬂIlpOﬁHG YBpPCKIOAHEC, KEAKTO H IIPpH TE3H C IIPCAXO0AHH ChCTOAHHUA,
CBBP3aHM C OrpaHHICHH YepHOAPpOOHM (DYHKIIMOHATIHH PE3€pPBH, WIM TAKHBA, KOHTO ca OWIn
NIEKYBAHH ¢ MOTSHUMAIHO XENATOTOKCUYHH JIEKAPCTBEHM [TPOAYKTH. B ciiydail Ha MOBHILABAHE HA
ALT w/nnmu AST no BpeMe Ha JleUeHHETO € HeOOXOAMMO NPOCNeadBaHe U EBEHTYATHO 0OMHCsHE Ha
HaMaJIABaHe Ha fo3aTta. B cnydauTe, KOoraTo € AMarHOoCTULIMpPaH XENaTUT (BKITFOYHTENHO
XeHaToLIeNyIapHO, XOIMECTATHYHO WA CMECEHO YEPHOAPOOHO YBpPEKIaHE), IEYEHHUETO ¢ OJIaH3AIIUH
Tps0Ba aa Obae NpeyCTAHOBEHO.

Heymponenus

Kakro n IpH APYIrHTC HCBPOJICIITHLIH, € HBOﬁKO,[[HMO BHHMAHHC I1IPH MALIMCHTHTC, KOHUTO

[IPHYMHA €A ¢ HUCBK OPOH JTCBKOLHTH H/WIH HEYTPOMIWIH, IIPH NALHCHTHATE, 32 KOHUTO €



[I0JTy4aBaT NPOAYKTH, BOACLIH /10 HEYTPOICHMS, IPH TIAIMEHTUTE C aHAMHE3a 34 JIEKapCTBEHO-
MeHIynHpaHo nODTHCkaHe Ha KOCTHMA MO3BK/KOCTHO-MO3bYHA TOKCHMHOCT, IPK NALMEHTHTE C
nODTuckade Ha KOCTHHA MO3BK NOpaly ChITBTCTBAILO 3a00/1ABaHe, THUCIICUYCHHE HITH
XHMHOTEpAI|s, KaKTO M MpH NaLMEeHTHTE ChC CHCTOAHHA HA XUIMEPEO3UHODUINA HITH
muenonponudepatuBuo 3a6onasane. Heyrponenus oOMKHOBEHO C€ JOKJIAABA MECTO MPH
€AHOBPEMEHHO NPHIOKESHHUE HA O1aH3aMMH C BAIIPOAT (BXK. TO4Ka 4.8).

IIpexvceane Ha IeYeHHETO

OcTpy cCHMIITOMH KaTO noteRe, 6€3CbHUE, TPEMOP, TPEBOXKHOCT, raficHe WM NOBPbILAHE Ca

JOKIaABAHH MHOTO pAaKo (< 0,01) npH paA3K0 CnHpaHe HA OJIAH3AIHH.

OI unmepsan

B xnuHU4HHA npoyusanus ¢a Habmopapanu HeuecTH (0,1% 1o 1%) KIHHHYHO 3HAYMMH Y B/DKABAHUSA
Ha OTc-uuarepBana (QT xopekuus Fridericia [QTcF} > 500 manucekyHau [msec] 1o BCIKO BpeMe
ciel usxoanoro EKI npu mauuenTH ¢ uszxoano Q7cF < 500 msec) npu naneHTy, NeKyBaHH C
OJIAH3AIMH, KOUTO HAMAT CATHU(HKAHTHY PA3IH4YHi B CBBP3aHUTE KApAHOIOTHYHH CEOMTHA B
cpaBHeHHe ¢ u1auedo. Heobxoaumo e obaue, KAKTO B MpH APYTHTE aHTHIICHXOTHYHM JIEKAPCTBEHH
NPOAYKTH, ONaH3aIIMH Aa C& MPEAINMCBa ¢ NOBUIISHO BHUMAHHME 3a€HO C JICKAPCTBEHHU NPOAYKTH, 34
KOHTO € H3BECTHO, Y€ yab/bkasaT (J7c-uHrepBana, ocoOCHO NPy NALMEHTH B CTApUYECKa Bb3pacT, Npy
NAMEeHTH CbC CHHPOM Ha BpOjieH yiabnkeH (T, 3acToiiHa CHPAEYHA HEAOCTATBYHOCT, XUIIEPTPOPHIT
Ha CbPLETO, XHIIOKATTHEMHA WIH XUIOMArHE3HEMHA.

Tpomboemboruzom

Muoro paaxo (< 0,01%) ce cp001I2BAHO 22 BPB3KE BBEB BPEMETO MEXIAY JCUECHHE C ON2H3ANKH H
BEHO3eH TpoMboeMOonnzeM. He e ycraHOBEHa MPUYHHHO-CIIEACTBEHA BPE3Ka MEXY NOABATA HA
BEHO3IHHA TPOMOOEMOONHMIBM H JIEUSHHETO ¢ ONAH3ANMH. Bpeku TOBa, THi KaTO MPH MAIHEHTHTE C
H30(PEHHA YECTO ca HaJMNe HpuiaoduTu pHckoBy (aKTOpH 3a BeHO3eH TpomOoeMbonn3sM, TpaOpa
Aa 6saar naeHTHGHUUHUpaHH BCHMKH BB3MOXKHH pHCKOBH dakropy 3a BTE, Hanp., 00e3npixkBaHe Ha
NaLMEHTUTE, U Aa ObaaT npeanpueTd npopunakTHYHH MEPKH.

Obwo deticmeue evpxy I[HC

Karto ce umat npeaBua ocHOBHUTE €dekTH Ha onaH3anaH Bupxy LIHC, Heobxoaumo e moBHieHO
BHUMAHME [PH KOMOUHMPAHETO HA MPOAYKTA C APYTH LEHTPANHOAEHCTBAIH JIEKAPCTBA H AIKOXOJ.
Tpi kaTO ONMaH3aNKH in vifro ce NpoABABa KATO AHTArOHUCT HAa AOMAMMHA, BE3MOXKHO € TOH Aa
AHTArOHW3HPA €PEKTHTE HAa MPEKHTE H HEIIPEKHTE AONIAMHWHOBH ArOHHCTH.

Hpunaovyu

Onanzanvn TpHﬁBﬂ Jdd C€ Mpliara BHHMaTCIHO IIpH IMTAUUCHTH ¢ dHAMHE3a 3a 'bPYOBE UIN KOHUTO Ca

M3JI0KEHH HA PaKTOpH, KOWTO MOTAT ZIa HAMAJIAT repUOBHA npar. Psajako ca JokiaaBaHy ¢

IEPYOBE [IPH TAKWBA NAIHEHTH, KOHTO Ca JIEKYBAHK C ONaH3anuH. [1oBeYeTo OT Te3u

dHaMHC34 3a I'bpH0Re Wi PUCKOBH (llaKTDpH 34 TAXHAaTa 1MoABa.



L

Tapousna ouckune3un

B cpaBHMTENIHHY OPOYUBAHHE ¢ NPOAB/DKHATEIHOCT HA JISYSHUETO AO SAHA rOAUHA OJIAH3aNKH ©
CBBP3aH ChC CTATHCTHYECKH 3HAYMMO NO-HUCKA YECTOTA HA JIEYSHHE Ha CIIYYaHuTe ¢ IOABA Ha
HeoYaKBaHa AMCKHHE3HA. PHCKBT OT nojABa Ha TapAMBHA AUCKMHE3HA HAPacTBa ¢ MPOABDKMTEIHOCTTA
Ha €KCIO3ULMATA, IOPAH KOETO B cJiyuail Ha nofBa Ha NPU3HALN HIH CHMIITOMH Ha TapAXBHA
OACKUHE3Ms NIPH NAlMEeHT Ha OJIaH3aMMH € HeoOXoaumMo Aa ce oOMUCIH HaMaNaBaHE HA 103aTa WIH
[IpPEYCTAaHOBABAHE HA AcUeHUETO. CHMIITOMHTE Ha TAPOHBHA JMCKHMHEIH MOIaT 4a ¢€ BAOLIAT
BPEMEHHO WIH JIOPH 1A C€ LIPOABAT Clie] [IPEKLCBAHE Ha JICUSHHUETO,

Opmocmamuvna Xunomouus

B xIMHHYHH NPOYYBaHKR C OJIaH3aMMH IPH MALMEHTH B HaNPeAHa/la Bb3pacT HEYECTO ¢ HabnonasaHa
OPTOCTATHYHA XMNOTOHUA. KaKToO 1 npH ocTaHanMTe aHTHNCUXOTUYMHU CPEACTBA, H TYK CE€
npenopbyba NEPHOIMYHO NPOC/ICAIBAHE HA ApTEPHATIHOTO HANSIAHE [PU NAUMECHTHTE HAa B3PacT Hak
65 roavHH.

Buezanua cepoeuna cmwpm

B nocTMapkeTHHIoBH ChOOIICHHA MTPH MARHEHTH C OJIAH3ANMH € CHOOIIaBaHO 3a CIy4ail Ha BHE3aITHA
ChbpACYHA CMBPT. B peTpOCHEKTHBHO 0OCEpBALIMOHRO KOXOPTHO NPOYYBAaHE PUCKDBT OT
NpeanoaaracMa BHE3anHa CbpAcYHA CMBPT NPH MALKMEHTH, IEKYBaHH C OJIAH3aIIHH, € NpUOIH3HTEHO
ABA ITBTH [IO-BHCOK OT PUCKA [IPH NALIMEHTHTE, KOUTO HE ynoTpedaBar aHTHICHXOTHIUH. B
NPOYYBAHETO PHUCKDT OT OJIAHIAIHH € CHIIOCTaBHUM C PUCKA OT ATHIMMHHTE AaHTHICHXOTHIH, KOUTO ca
BKJIIOYEHHU B COOpeH aHanMs.

Ynompeba npu deya u onowu noo 18-zoduwuna évipacm

OnaH3anydH HE € [IOKazaH 34 JICUCHHE HA Aela | oHolud. [IpoyuraHua mpy nangeHTH Ha BL3pacT
Mexay 13 u 17 roaau noka3pat pa3/iduHd HEKETaHH PeaKLHi, BKIIOYUTCAHO HAMbIHABAHE,
NPOMEHH B METAO0OIIMTHHTE NTApPaMETPH H YBEIIHYABAHE HA NPONAKTHHOBHATE HABA. He ce npoyusaHH
ABJICOCPOYHMUTE TNOCIIECACTBUAA OT TE3H HEXENIaHH ChOMTHA M T OCTABAT HEMO3HATH (BX. TOYKHA 4.8 U
5.1).

Denunananun.

AJIOH3AII ODTrabnerka, qucnieprapaima ce B yCTaTa, ChABPKA acnapraM, KOHTO € H3TOYHHK Ha
penunananun. Tol Moxke aa Obae BpeAeH 3a NalyieHTHTE ¢ PEeHWIKETOHYpUA.

Manumoan:

AJIOH3AI1 ODTrabnerxa, aucnieprapaumia ce B yCTaTa, CbABPAKa MAHHTOJL.

Hampues memun napaxuopoxcubenzoam u vampues nponus napaxudpoxcubdensoam:

OnaHzanuH TabneTka, [Ucneprupaia ce B ycTara, ChIbPKa HATPUEB METHI HapaxHAPOKCHOCH30aT U

HATPHEB NPOIHII NapaxuApoKcHOen3oar. U3BecTHO €, Ye Te3d KOHCEPBAHTH MOKE I3 MPUIHHAT

HACTBIIBAT He3a0ABHH peaKkUMH ¢ OPOHXOCHIA3bM.




4.5 BzaumopelicTBaE C APYTH JIEKAPCTBCHH NPOIYKTH B ApYra GopMHE HA B3aHMOAelCTBHE
IlpoyuBaHM4 3a B3aUMOJCHCTBHE Cca NPOBEXIAHH CaMO MPU BB3PACTHH.

Lomenyuainu 63aumodeticmaun, ROGAUABAUIU OAARIANUH

Tuil kaTo onan3anuH ce MeTabonusupa or CYP1 A2, BemecTBa, KOMTO MoraT cnetMgpuyHo aAa
MHAYLMPAT WIH HHXHOHPAT TO3U U30CH3HM, MOTAT /1a NOBIHAAT (PapMaKOKMHETHKATA HA OJIAH3AIHH.

Huoyxyusn na CYPIA:

Merabonu3mMsT Ha ONIaH3aNHH MOXKe a3 Obae HHAYLHpaH OT TIOTIOHOMYILIEHE U KapbamasenuH, KOeTo

MOXE Aa JOBEAE A0 NOHWKABAHE Ha KOHLIEHTpaiuyTe Ha onan3aniH. HabnronaBaHo € caMo ISKO A0
YMEPCHO NOBHINIABaHE KNYMPBHCA Ha oaH3ankH. KnuHHYHOTO 3HaYeHHe 110 BCAKA BEPOATHOCT €
OPAHUYSHO, HO ¢€ NPeNopbuBa KIHHUYHO OPOCeAIBaHe H OOMHCIIAHE BB3MOXKHOCTTA 34

NMOBMIIABAHE HA N03aTa OJIAH3aIHH, aKo e HeoOxoauMo (BXK. Touka 4.2).

Huxubupane na CYPIAZ2:

Onysokcamu, cnenuduieH CYP1A2 uaxuOurop, € nokazan 3HaYHTEIHO HHXHOUPAHE Ha

meTabonuama Ha onanzanuH, CpeqHoTO yBenuuaBaHe Ha Cmax Ha OJ1aH3aIHH Caen QIyBOKCAMHH ©
om0 54 % npu xeHn Hemymadky 4 77 % npu Mexe nymwavd. CpexHOTO YBEETHYABAHE HA IUIOLITA
NOA KPHBATA HA OJIAH3aIlMH € ChOTBETHO, 52 % u 108 %. Ilpn naumMeHTH, KOMTO NpHeMaT
payBokcamud Wi apyr HHxuOuTop Ha CYP1A2 karo mpnpodnokcanus, TpsOBa Aa ce 0OMUCIH mo-
HUCKA HadajHa no3a. HamansasaHe Ha 103aTa HA ONAH3AMMH TpaAOBa na ce MMa NpeaBy, B CIIydail Ha
3alI04YHATO JieueHde ¢ muHxuouTop Ha CYP1A2,
Hamanseane na buonaniunocmma:
AKTHBHUAT BBIVIEH HaMa14Ba OMOHAJIMYHOCTTA Ha NepopaiHia onan3ankH ¢ 50 po 60% u Tpadea ga
CE nMpHeMa Hal-MaJIko 2 4aca Npead WIH Cle OJ1aH3allvH.
Hsama nannm, ue ¢puyokcetuH (uuxudurop Ha CYP2D6), equHuyHKN 1034 aHTHALM (aTyMHHHIH,
MAarHe3Mi) Wid UHMETHHH NOBAUABAT 3HAYHTENHO (PapMAKOKHMHETHKATA HA OJIAH3AINMH.

. Brusnue na onanzanun evpxy opyeu aexapemeaenu npooykmu:; QNaH3andH MOXE 1a AHTarOHU3HUpa
e(PCKTHTE Ha IPESKUTE H HENPEKHA JONMAMHHOBH arOHHCTH.
OnanzanuH ve uaxudbupa ocHOoBHUTE CYP450 u3zoeH3nmMmu in vitro (Hanp., LA2, 2D6, 2C9, 2C19,
3A4). Jluncara Ha B3aUMOJCHCTBHE ce NOTBBPIXKAABA B i Vivo IpOyUBaHUA, KbIETO HE e
HaOMmoaapaHo HHxuOMpaHe Ha MeTabonHu3Ma OT CIeAHUTE AKTHBHH BEILeCTBA: TPHLMKIHYHH
aHTugenpecanTy (MopnuABaH npeaumMuo rpynara CYP2D6), papdapun (CYP2C9), Teodmnun
(CYP1A2) unu nuazenaM (CYP3A4 u 2C19).
He e ycTaHoBeHO B3auMOOECUCTBHE HA OJIAH3AINHH C JIKTHH Wi OMIIEpUACH [IPH €IHOBPEMEHHOTO UM
IPHIOKEHHE,
TepaneBTUYHOTO MOHMTOPUPAHE Ha MIA3MEHUTE HUBA HA BAJIPOAaT HE MOKa3Ba HEOOXOAHMMOCT OT
KOPEKIIAA HA J03aTa Ha BAJIPOAT ClIeH BKIKOYBAHETO HA OJIAH3AIHH.

Obyo octicmeue evpxy LIHC

Tpﬂﬁﬂﬂ Ad CE IMpOoABsBa MMOBHINICHO BHUMAaHHMC [IPH [IAHHCHTH, KOUTO KOHCYMHpPAT aJIKO




NpHEMAT JIEKapCTBEHH NMPOAYKTH C NMOTHUCKAUIO ASHCTBUE BbPXY LIEHTpAAHaTa HEPBHA CUCTEMA.
He ce npenopruBa eHOBpEMEHHOTO NPUIIOKEHHE HA ONIAH3ANMMH C AHTHIIAPKHHCOHOBH JIEKAPCTBEHH

NPOAYKTH [IpH NauueHTH ¢ bonectTa Ha ITapkpHCOH H AeMeHLMA (BX. TOUKA 4.4).

Ofc unmepsan

OnansanuH TpA0Ba Aa ce npuiiara BHHMATEIHO €IHOBPEMEHHO C JICKAPCTBEHH NPOAYKTH, 32 KOUTO €
M3BECTHO, Y€ yBenHuasat {J7c-uHTepBana. (BkK. Touka 4.4).

4.6 bpeMenHOCT H KbpMeEHe

Hsama cvoTBeTHHM A00pe KOHTpONIKpaHM MpoyYBaHHA BbPXY OpemMeHHH keHM. [lauueHTkiTe Tpabea Aa
OBJAT CHECTBAHH A YBEAOMSABAT CBOA ACKap, aKO 3a0peMeHeAT Wi HMaT HaMepeHHe Aa 3abpeMeHesaT
IO BpEME Ha JICYEHHETO C OJIaH3anuH. BBIIpekH ToBa, nOpajy orpaHU4EHH OIHT NPpH XOpa,
OJTaH3aMUH TpA0Ba a ce mpuaara no BpeMe Ha OpeMEeRHOCT CaMo, aKO MOTEHLMANHATA O34
MPEBHIIABA IOTEHUMATHMA PUCK 34 IJI0AA.

MHoOro paaxko ca QOKIaaBaHKM CIIOHTAHHM CHOOIMIEHHS 34 TPEMOP, XUITEPTOHMS, JIETAPTHA U ChHIMBOCT

MpU AcLa, pOACHH OT MaiK¥, KOUTO Ca NPHEMAIIH OJIaH3AIMH Mpe3 TPETHA TPUMECTLD Ha
OpeMeHHOCTTA.

B npoyuBane npu 3apasi, KbPMEILIH XKEHH € YCTAHOBEHO, Y€ OJIAH3AIHH C€ eKCKpeTHpa ¢ MaifulHOTO
wako. CpeaHaTta excno3miua 3a kbpmadero (mg/kg) npH cranMoHAPHH CBCTOAHHA € ONMpEACICHA
kato 1,8% ot nosara, npuera ot maiikara (mg/kg). IlanuenTkuTe TpadBa na OBRAT CHBETBAHH A HE

KbpMAT ACHaTa CH, aKO ITPHEMAT OJIaH3AIIHH,

4.7 E¢extH BHPXY cHOCOOHOCTTA 3a mopupane B paboTa ¢ MAIIAHA

He ca npoBexaaHy Npoy4YBaHHUA N0 OTHOLICHUE HA CPEKTHTE BBPXY CIIOCOOHOCTTA 34 lo(pHpaHe H
pabora ¢ Mammen. T'wil KaTO ONMaH3aNKH MOJXKE Zia AOBEAEAE [0 N0ABaTa Ha CHHIMBOCT HIH
3aMafgHOCT, nauuesTHTe TpadBa fa 6BbaT NpeaynpeaeHU B ClIyuai Ha yrpaBleHHE HA MAIIWHH,

. BKJIOYMHTC/IHO MOTOPDHH I[IPCBO3HH CPEACTBA.

4.8 Hexxenanu NeKAPCTBEHHE PEAKIHA

By3pacmnuu

Haif-4ecTo ( HabmoaaBanu nipu = 1% oT NauBEHTHTE) JOKIAJBAHATE HEXKEITAHH JICKAPCTBCHH
peakIii, CBBP3aHH C NPUIOKEHHETO HA ONTAH3ANMH B KJIHHWYHH U3{IMTBAHMA, Ca ChHIIMBOCT ,
Ha1aBaHe Ha TETJIO, CO3HHOPUIINS, YBETUYECHH HHBA Ha NPOJAKTHH, XOJECTEPOJL, [IKOKO3a H
TPUIITHLEPHAH (BXK. Touka 4.4), TIFOKO3YPHA, YBEIIHYEH AlIETHUT, CBETOBBPTEK, aKATH3HA,
NApKMHCOHHUIEM (BXK TOUKa 4.4), NHCKUHE3HA, OPTOCTATHYHA XHIIOTOHHA, AHTUXOJIMHEPIHYHN e(PEeKTH,
OpeXOoaHH Oe3CMMIITOMHH YBEIHYESHHA Ha YepHOAPoOHUTE TpancaMHHa3d (Bx. Touka 4.4), oOpus,
acTeHHs, yMOpa M OTOK.

B npeacraseHara Tabiuiia ca H30POSHH HEXKETIAHH JICKAPCTBCHH Peakiyu ¥ aaboparopau

H3CJIEeABaHWA 110 JaHHH OT CIIOHTaAHHH C’I:Oﬁ[[lﬁl—ll{}l H KJIHHHUYHH IIPpOYyYBaAHHA. HPH BCAKO Dy




3ABHCHMMOCT OT 4CCTOTaTa HOXCIIAHHTC pCaKliiH Ca IPEACTABCHHU B HU3XOAA1l pea 10 OTHOIICHHE HA

TAXHATZ CEPHO3HOCT. TepMHUHHTE 3a 4eCTOTa ca AepHHMpaHH KakTo ciensa: Muoro yecru (=>10%),

yecTH (2 1% u < 10%), Hewectn (> 0,1% u < 1%), peaxu (= 0,01% u < 0,1%), mHoro peaku (<

0,01%), ¢ HenzBecTHA YecToTa (HEe MOKe Na Obae OLICHEHA OT HATHYBUTE JAHW OT COHTAHHU

ChOOIIEeHN ).

MHuoro secTn YeerH HedecTH C Hen3BecTHA
JeCTOTA
Hapymenna HA KPbBTA H MHM{HATA CHCTEMA
B ] Eozunodumma - JleBKOneHuUs TpombonturoneHus
Heyrponenus
Hapymenus na H;l_yﬂﬂﬁ'ra cacrema
) o AneprudHa peakuus

| Hapymennsn aa meraboin3Ma 1 XpaHeHeTo

I[ToBHIIABAHE HA

TerioTol

IIoBHIlIEeHHM HUBA HA

xonecrepon2,3
IloBHIICHH HHBA Ha
rioko3ad [opuinenn
HUBA Ha
TPUrIMUEpHANL, S
P'mokosypus 1losuincH

all€THUT

PaszBurHe Hin

obocTparHe Ha quadber,

MOHAKOra CBBP3aH C
KETOAIMA03a HJIH
KOMa, BKJIIOYHTEIHO
¢aTanHu caydyaH (BiK.
Touka 4.4)

XHIIOTEPMUSA

Hapymenns Aa HEPBHATA CHCTEMA

COMHOJIEHTHOCT

3aMadHOCT AKATH3HA

[TapkHHCOHHIBMO

HMuckuHesuab

["'spuoBe, KOraTo B i
[OBEYETO CIy4aH ca
IOKIaJiBAHHA AaHAMHE3a
34 FbP4Y0BE HJTH
pHUCKOBH (DAKTOpPH 3a
I'bpYOBE
HesponenTruueH
MaNMrHEH CHHAPOM
(Bx. TOUuKa 4.4) |
Hucronud

(BKJIEOYMTEIIHO

OKYJIOTHpaLHA)




‘ [IPEKBCBAHE ]

Copacuna HApYIIEHAA

bpanukapaus
¥Yawmxasade Ha Q¢

(Bx. TO4UKa 4.4)

KamepHa
Taxukapaus/pudpunan

M5, BHE3AIIHA CMBPT

(B, TOUKa 4.4)

e
CbaoBH Hapymenns
i OptocTaTHyna - TpomboembonuzbMm
XUMNOTOHHA (BKJIFOUMTENHO
benonpobeH
eMOOTH3BEM B ABA0OKS
| Beno3HA TpomMb03a)
mfm-qpenﬂn HAPYIIECHHAS
mnﬂﬁ Ilankpearur
AHTHXOJIHHEPTHIHH

epeKTH, BKIIOYBAIMH
o0cTHIALHAA H CYXO0Ta

B YCTaTa

Xenaro-0nIHApHHE BAPYIICHHASA

|

IIpexonumu,
OescuMIITOMHH
NOBHILICHHS HA
qJepHOAPOOHUTE
TpancamMuHa3u (ALT,
AST), ocobeno B

Ha4YaJIOTO Ha

JIEYCHHETO (BAK. TOYKA

4.4)

Hapymennsg Ha K0KATA H NOAKMKHATA ThKaH

Xenarur
(BKAKOUUTEIHO
XanaToueayJapHo,
X0JIECTATHYHO UJIH
CMECEHO 4YEePHOAPOOHO

YBpEKAaHe)

O6pue

Peaxnusa Ha
GOTOUYBCTBHTEAHOCT

Anonenys

Hﬂp}T[IEHIIﬂ HA MYCKYJIHO-CKCIICTHATA CECT E.Mﬂ H CHENHHHATC/IHATA THhKAH

Pabaomuonuza m e 1?0

Hapymenns 5a 0n0pennTe H HAKOYMHATE NBTHINA

M




HMBKOHTHHEHIHA Ha

ypHHaTa

Hapynienns H2 BL3NPOH3BORHTEAHATA CHACTEMA H IbpAATa

I—-—_————

1

‘ ‘ IIpuanussm

. 3aTpyaHeHo I
YPHHHPAHE
I

O0mna Fapymenns # edeKTH HA MACTOTO HA NPHIOKEHRHE

Acrenra Ymopa OTok

HicienBanns

[ToBuwIeHH LU1a3MeH

HHBA Ha HpDﬂElKTHHS

Bucoka
KpeaTHH¢ocPhokrHa3a
1ToBHINIeH 001

CwtapyOuH

IloBuIeHA ankaaHa

¢ocdaraza

KIMHHYHO CHl"I{Hq)HKﬂHTHO NOBMUIABAHEC Ha TCNIIOTO € HﬂﬁJIIUI[H.BﬂHﬂ Mpe€3 BCHYKH HU3XOIHH

kaTeropu Ha MHackca Ha renecHa maca (HTM). Cnen xpaTkocpouHo nedeHre (MeaHaHa Ha

NpOXB/DKUTESIHOCT 47 IHM) NOBHHIABAHE HA TEIJIOTO = 7% COPAMO H3XOZHOTO TEIACCHO TErII0 € MHOIQ

yecTo (22,2 %), 2> 15% ¢ gecro (4,2 %), a > 25 % e Heuecro (0,8 %). [Ipu nauueHTH C ABArOCPOUHA

EKCIMO3ULIMA (ToHe 48 ceaqMUITH) € MHOTO YyecTo HanaasaHe > 7 %, > 15 % u > 25% oT M3XOOHOTO HM

TEAECHO TErJ0 (CLOTBETHO, 84,4 %, 31,7 % 1 12,3 %).

2

CpenHH NOBHIIEHKUA B CTOHHOCTHTE Ha THNMMAMTE Ha riagao (00w xonectepoina, LDL xonecrepon n

TPHIJIHLEPHH) Ca IIO-BUCOKM [IPH NALMEHRTH 0e3 JanHK 33 HapyLIEHHE HAa H3XOHATA peryjianyas Ha

JJHUITUIIHATE,
3

Habmonasa ce npd HOpMaJIHM H3XOMHH HHBA Ha riagHo (< 5,17 mmol/l), kouto HapacTear fo Haii-

BHCOKA CTOHHOCT (> 6,2 mmol/l). [Ipomenn or pedepeHTHITE rpaHHLMA B H3XOJHHTE HHBA Ha OOLIkA

XonecTepol Ha riagHo (= 5,17 - < 6,2 mmol) go Hali-BHCOKa cTOHHOCT (= 6,2 mmol) ca MHOIO YeCTH.

4

Habnronaea ce npu HOpManTHHTE W3XOAHH HHBA Ha riaaHo (< 5,56 mmol/l), kouro HapacTBaT ao

Ha#-BHCOKa cToiiHOoCT (> 7 mmol/1). IlpoMeHu B rmoko3aTa Ha ragHoO CNPSIMO rPARHAYBHTE H3XOAHH

cToHOCTH (= 5,56 - <7 mmol/l) Ao Hali-Bucoka croitrocT (= 7 mmol/l) ca MHOTO YecTH.

5

Habmiogara ce npy HOpMAaNHKUTE M3XOJHH HHBA Ha raaHo (< 1,69 mmol/l), kouro HapacTRar no

Haif-BHCOKa CTOMHOCT (> 2,26 mmol/l). [IpoMenu ot pedepeHTHUTE IPaHHIM B H3XOAHWTE HABA HA

TPUrIMUEPHIHTE HA tnagHo (> 1,69 mmol/l - < 2,26 mmol/l) ao naii-eucoka croiinoct (= 2,26

mmol/l) ca MEHOTO decTH.

6

B winndvuan NPpOyYBaHUA YCCTOTATA Ha [IADKHHCOHH3IBM H JHCTOHHA IIPH IIALHCHTH, JICKYBAHH C




C THTPHP2HH A03H Xanonepuaon. I1pu nuncara Ha noapodHa nHGopMaLHA OTHOCHO [IPEAXOAHATA
aHaMHe3a HA HHAMBUIYAIHH OCTPH M TAPJAHBHH €KCTPaNHpaMHAHA ABHIATEIHA HAPYLICHHS
[IOHACTOAIIEM HE MOXKE A C¢ HAllpABH 3aK/IIOYCHME, Y€ OTIaH3aNHH NPUYHHABA B [10-MaJIKa CTENEH

TapAHUBHA JUCKUHE3WE W/HJIH APYTH €KCTpalHpaMHAHH CHHAPOMH.

;
OcTpy CHMITTOMH KATO NOTEHE, HHCOMHMSA, TPEMOP, TPEBOXKHOCT, TaJICHE U NOBPBILAHE Ca

AOKIAJABAHH IIPH BHC3AITHO CITHPAHC HAa OJ1aH3AITUH.

8
B Kn1HHMYHH npoyuBanud A0 12 ceqMUIE MIa3sMEHUTE KOHLICHTPALMA HA MPOJIAKTHH IIPEBHIIABAT

ropHara rpaHydLa Ha HOPMAUIHHA AUana3oH Npd Npuonu3utento 30 % ot neKyBaHHTE ¢ QJIaH3aMHH
NALMUEHTH, KOUTO HMAaT HOPMaJiHA H3X0JHa CTOHHOCT Ha MpoJakTHH. [Ipu noBeveTo OT TE3H NALHEHTH
NOBHIIEHHATA HA CTOMHOCTHTE OOHKHOBEHO Ca YMEPEHH U OCTABaT MOA ABYKPATHATA CTOHHOCT Ha
ropHaTa rpaHnna Ha HopMaiHui auanason. [Ipy narpesTH ¢ mu3odpeHus cpeaHUTE IPOMEHH B
HMUBOTO HA NPONAKTHH HAMAIABAT [IPH MPOXBIDKHTEHO JICYCHHE, JOKATO NP NALMEHTH C APYTH
[IHATHO3H ¢4 Ha0JHoNaBaHX HE3HAUUTENHH YBeaudYeHHA. CpelHUTE NPOMEHH ca yMepeH#. B noseueto
CIyMaH MPH MAIHEHTHTE, JICKYBAHH C OIAH3ANMH, TOTEHLHANIHO CBBP3aHUTE C rbpAAaTa H
MEHCTPYaJIHMA HKBJI KITHHHYHH NpofBHd (HAIIp. aMeHOped, YroleMABaHe Ha IbpAUTE, FAIAKTOpes NpH
KECHWTE H THHEKOMACTHY/YTOJIEMABAHE HA FEPOUTE [IPH MEXETe) ca HeuecTH. [loreHipanHo
CBBP3AHHTE ChC CEKCYANIHATA PYHKIHA HEXKEJIAHHA peakiiiH (Hanp. epeKTHIHA IHCOYHKOHS NPH MBXKE
M HaMaJieHo THON0 MpM ABaTa 1107a) ¢a HabmoaaBaHH 9€CToO.

Lvnzocpouna excnosuyun (none 48 ceOmuyu)

[Ipn nanmenHTHTE, KOUTO HMAT HEXKETAHH, KIHHHYHO CHTHU(DHWKAHTHM POMEHH B HA/IABAHETO Ha
TErJIO, B X0/la HAa BPEMETO C€ NOBHIIABAT IOK03aTa, o0muar/LDL/HDL xonecrepon v
Tpurimuepuaure. llpy Bp3pacTHH NauUeTH, KOMTO 3aBbPLIBAT 9-12-MecedHo TeyeHre, YecToTaTa Ha

HapacTBaHE HA CPEJHHUTE CTOMHOCTH HA KPBBHATA 3aXap HAMANABA Ciel npuOIH3nATeNHO 6 Mecela.

ﬂﬂﬂbﬂﬁﬁﬂlfﬂlﬂa HH@OQM&HM 34 CREYUATHU RONVIAYUU

B k1uHHYHHA IpOY4BaHHA I1PHA INIAIKMCHTH B CTap4YC€CKa Bb3PacT € ZEMCHIINA JICHCHHCTOC C OJIAH3AIIMH CC

CBbp3Ba C [10-BUCOKA Y€CTOTA HA CMBPT H MO3BYHOCHAOBH HEXKEC/IAHH PEAKIIHM B CPABHEHHE C
miarebo (Bx. cbmo To4Ka 4.4). MHOro YyecTH HeXKellaHH peaKIlii, CPEP3aHH ¢ ynorpebara Ha
ONIaH3aNHH OpPH Ta3M rpyna nauuMeHTH, ca abHopMHAa moxozka 1 nagards. Yecto ca sabnonasanu
[IHEBMOHM, MOBUILICHA TENECHA TEMIICPATYpPA, JICTaprug, CPUTEM, 3pUTCITHH XATTFOLIMHAIHH H
MHKOHTHHEHIIMS Ha YPHHA.

ITpH KIHHMYHH NPOYYBAHHUA ¢ MALMEHTH C 1IEKaAPCTREHOMHAYLIMpaHa (JOMaMHHORB arOHHUCT) NICHX034,
cBbp3aHa ¢ Oonectra Ha IlapkMHCOH, MHOTO YE€CTO H ITO-YECTO B CPaBHEHHE ¢ TU1aLedo ca JOoKI4ABaHH
BiowasaHe Ha [lapkHHCOHOBAaTa CHMITTOMATHKA U XATIOIHHALIMH.

H]JH CAHO KIIMHHYHO MPOYYBAHC C NNIALLHCHTH C 6HHUJIHPH& MadHHA KDMGHH]’I])RHGT(} JICUYCHHC C

BaNNpoar 4 OJIa3anvH BOAH N0 YeCTOTa Ha HEYTponeHuaTa ot 4,1%; noreHuuaieH E‘I:,I[Eﬁ '
s

¢raxTOp MOXKE [1a ca BUCOKHM ILIa3MEHH HHBA Ha Baimpoar. Onamn3anuH, NpHIOKeH C JIAT



BaJINpOAT, BOAH [0 nosuieHa yecrora (=10%) na TpeMop, CyXxoTa B YCTaTa, HOBHLICH aNIeTHT U
NOBHIlIaBaHe Ha Ternoro. HapynieHue B ropopa Chillo € JoKnaasaHo 4¢cto. [Ipu nedeHue ¢ onan3anui
B KOMOHHALMA ¢ TMTHI WK JUBAINPOEKC ce HaOMI0aBa MoBHImeHne ¢ > 7% OT H3XOAHOTO TENIECHO
Terno npH 17,4% or naumeHTHTe NO BpeMe Ha OCTPOTO JieueHue (Jo 6 ceamuiin). IIpoAbIDKHTERHOTO
JIe4YeHune ¢ onan3anyl (1o 12 Mecena) 3a NpoPUAAKTMKA HA PELMMB NPU TIALMEHTH ¢ OUTIONAPHO
pa3sCTPCHCTBO € CBBP3AHO ¢ IOBHIIEHHKE C =7% OT H3XORZHOTO TENECHO Terno npH 39,9% ot

NALMEHTHTE,

Leya u onoutu

Oﬂanﬁannﬂ HE € MOKA3aH 3a JISeYCHHUE MpH Aelia H IOHOWM xog 18 ropguuu. Makap na ve ca
NpoBEXKAAHH KIHHHYHA NPOY4YBAHHA 32 CPaBHABAHE HA FOHOUIHTE C BE3PACTHUTE, JAHHUTE OT
NPOYYBAHHATA NPH IOHOIIH Ca CPaBHEHH € Te3H OT [POYUBAHMATA NPH Bb3PACTHH.

Cneanara Tabnuua o0600masa HeXXENAHUTE peaKLMH, ChoOIaBaHy C MO-ToJIAMa YECTOTa MPH
NANMEeHTH B IOHOIIECKA BB3pacT (Mexay 13 u 17 rogunm), OTKOAKOTO IIPH BB3PACTHM ALMEHTH, WIH
HEKEJIAHH peaKlHi, KOUTO ¢4 YCTAHOBEHH CAMO IIPH KPATKOCPOYHH KIHHHYHH MPOYYBAHHS C
[ALHEHTH B IOHOILIECKA BB3PacT. KNIHHUYHO CHrHM(HMKAHTHO [OBUILICHHUE HA TEMN0TO (= 7%)
H3rexXkaa ce Haboaasa Mo-4eCTo B MOMyNauHATa Ha IOHOLUHTE B CPAaBHEHHE C Bb3PacTHH CBbC
CpaBHHMA €KCIIo3HLMA. CTeneHTa Ha HaAJaBaHe Ha TErJio H AebT Ha MALUPEHTHTE FOHOMH, KOHTO
MMAT KIMHHYHO 3HAYMMO HAJJaBaHE Ha TErJ0 ¢a NOo-rojeMH Mpy NPOAB/DKMTEIHA eKCNO3HUMA {[IoHe
24 ceAMHLH), OTKOJIKOTO IMPH KPATKOCPOYHA €KCIO3MIIHA.

IIp BcAKO rpynupaHe B 3aBUCHMOCT OT YE€CTOTATA HEOXKEIAHUTE PEaKiUH ca MPEICTABEHH B HU3XOIALL
pea o OTHOWIEHHE HA TAXHATA CEpHO3HOCT. TepMUHUTE 32 uecTOoTa ca AeHUHHPAHH KAKTO CJICABa:

MHOTO 4ecTH (= 10%), uecTr (= 1% u < 10%).

Hapymennsg Ha MeTa0oan3ma B xpasenero MHoro vectr: [lopuinasane Ha TernoTo9 , MOBHINEHH

HuBA Ha TpUurmuepuanul 0 , nosuineH aneTuT. YectH: [loBuinernn HuBa Ha XonecTeponll

Hapymennd ua HepsHara cecremMa Muoro secti: CeaupaHe (BKJIIOUHTEIHO; XMIICPCOMHE,

JIeTaprusa, COMHOJIEHTHOCT).

| CromamHo-ypesun napymenas Yect: CyxoTa B ycrata

Xenaro-ouanapan napymenns MHoro yectu: [loBvineHna Ha YepHOAPOOGHUTE TpaHCAMMHAZH

(ALT/AST; Bx. Touka 4.4).

Hicneapannsg Muoro yectu: Hamanesn o6m 6unupyous, nopuiieHa GGT, moBHIeHH U1a3MeHA

HHUBA Ha MpONaKTHH1Z .

9
Cea KpaTKoCpodHO leyeHHe (MeAHaHa Ha MPOABKHTEIHOCT 22 OHH) NMOBHLIABAHE HA TErJIOTO =




10
HaGniogaBar ce 3a HOpMaIHH H3X0 HH HUBA Ha riagHo (< 1,016 mmol/l), komTo HapacTBat 710 Haii-

BHCOKa CTOMHOCT (> 1,467 mmol/l), u npoMeHnn ot pedepeHTHHTE TPaHULM B H3XOAHATE HHUBA Ha
Tpurnduepuaure Ha rnaaso (> 1,016 mmol/l - < 1,467 mmol/1} oo #aii-eucoka croitHoct (> 1,467

mmol/]).

11
IlpoMeHH B H3XOAHHUTE HHMBA HA ODINUA XOJIECTEepON HA IMIaJHO crpAMO HopManHuTe (< 4,39 mmol/])

A0 Hal-BUCOKA CTOMHOCT (= 5,17 mmol/l) ca nabmonasann yecro. [IpoMenH ot pedepenTHITE
rPAHULH B U3XOLHHTE HHBA Ha 0OmuA xonecTepon Ha riaano (> 4,39 - < 5,17 mmol/l) no Haii-BHCcOKA

croiHocT (> 5,17 mmol/l) ca muOrO YecTu.

12
IloBHILICHH IUTa3MEHN HHBA Ha NPOJIAKTHH ¢a J0KaaBaHu npd 47,4% or naljyeHTHTe B IOHOIISCKA

BB3PacT.

4.9 Ilpenozapane

Hpusnayu u cumnmomu

MHoro yecTH CUMITOMH NpU nipefo3upade (yectora > 10%) BIIOYBAT TAXHKApPAWA,
Bb30yaa/arpeCHBHOCT, AW3apTPHA, pa3IHYHHA EKCTPANHpaMHUIHNA CHMIITOMH H HapYIIIEHAE Ha
CBh3HAHHETO, BapHpalllO OT CEAHPAHE A0 KOMA.

Jpyrd MEAHIMHCKH 3HAMUMM MOCNEAULIM HA OPEJO3UPAHETO ca ASNUP, KOHBYJICHH, KOMA, Bb3MOXKCH
HEBPOJIENTHYCH MAJTUTHEH CHHAPOM, MNOTHCKAHE HA AHIIAHETO, ACMHUPALUs, XHIIEPTOHHA WIH
XUMOTOHHSA, PUTEMHH HapylleHHs Ha chpLETo (< 2% OT cllydauTe Ha npeAO3HpaHe) U
KAPAMOITYJIMOHApeH apect. DaTaiHu nocjieAnd ¢a J0KIaqBaHH [IPYA OCTPO Npeao3upaHe ¢ 103a OT

nopaabka Ha 450 mg, HO CBHIIO € AOKIAABAHO NPEHKHBABAHE CJIEH OCTPO NPEAO3IHPAHE C

NPHOTU3KTENHO 2 g OJIAH3AIIMH [1EPOPAIIHO.

Jleueniie na npedo3upanemo

3a onad3zanuyd HaMa cneurdmued anTHaoT. He ce npenoprsuBa npequ3BMKBaHe Ha nospemane. Morar
na ObIaT noka3aH! CTaHAAPTHHTE MEPKH 3a JIEYSHHE Ha NpeAo3upaHe (T.e. CToMallHa POMHBKA,
[PHEMAHE HA AKTUREH BBIJICH). EAHOBPEMEHHOTO NpUiaraHe Ha aKTHBEH BBITIEH € MOKAa3a/lo
HaMa/IABaHE Ha NEpopanHaTa OMOHAMHYHOCT Ha onan3amdH ¢ 50 g0 60%.

Tpabma pa ce 3anouHe CUMIITOMAaTHYHO JICYCHHUE H NMIPOCIICAABAHE HA KU3HEHHUTE (PYHKLIMH B

ChROTBCTCTBHUC C KIIHHHYHOTO CBhCTOSHHUEC, BKTHOUHTCITHO H JICHCHHC HA XHIIOTOHHATA H HTHPKYIATOPHHA

KOJIAIC ¥ NOIAPHKKA Ha quxarenHara Pynkuus. Jla He ce M3MON3BaT ajipeHaINH, AONAMUH WIH OPYFH

CHMIATUKOMHMETUYHH CPeACTBa ¢ 0eTa-arOHUCTHYHA AKTHBHOCT, ThH KaTO OeTa-CTHMYIIAlHATA MOXKE
[a BJIOIHH XHIMOTOHUATa. MOHMTOPHPAHETO Ha CHPASYHO-CBAOBATA CUCTEMA € HeoOX0oAUMO 3a
yJIABSHE HA Bb3MOXHH apuTMHH. BHHMATEIHOTO MEIHLIMHCKO Ha0MoaAeHHe ¥ MOHWTOpHpaHe TpsaOBa

Aad [IPOABIEDKH OO Bh3CTaHOBABAHETO HA NNALMCHTA.




5. PAPMAKOJIOTIHYHM CBOUCTBA

>.1 PapmaxkoIHHAMHAYHH CBOHCTRA

DapmakoTEpaNCETHYHA IPYyNa; AUA3eNUHY, okcazenudy M THazenuHu, ATC xkoa: NOSAHO3.
OnaH3anyH € aHTUIICUXOTHYHO, AHTHMAHHHHO K CTA0WIH3HPAINO HACTPOSHHETO CPEACTBO, KOETO
[I0Ka3Ba MHPOK (papMaKOIOrHYeH npodun no OTHOWEHHE Ha MHOXKECTBO peliEITOPHA CHCTCMH.

B npexiMHMYHM Opoy4BaHMAa € JOKa3aH aUHHMTETHT HA OlaH3anHH KbM peauna penentopH (Ki < 100
nM) 3a ceporonun SHT2A/2C, SHT3, SHT6; nonamuu D1, D2, D3, D4, D5; xOonuHeprudHu
MYCKapHHOBH penenropd M1-M3; anal agpenepruunu; v xucramuiosu Hl peaenropa.
[Ipoy4yBaHHATA C ONIAH3ANMH BBPXY [IOBEAEHHUETO IIPH XUBOTHH Noka3Ba SHT, nonaMuHOB
XOJIMHEPTHYEH aHTArOHM3BM, OT[OBAPAL HA penenTop-CBep3Bauus npodun. n vitro onaH3an|uH
NOKAa3Ba Mo-rojigM apuHHTET KbM cepoToHHHOBUTE SHT?2, oTkonkoTo KbM AonaMuHOBHTE D2
peuenTopy W no-rosnsma SH12 aktueHOCT B cpaBHeHre ¢ D2 aKTHBHOCTTA IIPH in vivo MOZAEIM.
Enexktpodu3nonoruyHuTe H3CICABAHUS NOKA3BAT, Y€ OJIAH3aIIHH CENCKTHBHO HaMaigaBa
AKTUBHpaHETO Ha Me30THMOKYHITE (A 10) JONAMHUHEPrHYHHA HEBPOHH, KATO B CBHIOTO BpeMe €(peKTHT
MY BBPXY ITbTHILATA B CTPHATYMa, ydacTBallll B MOTOpHATa GyHKLEL (A9), e MarbK. OnaH3zanuH
HAMAJABA KOHAHLMOHUPAHHA OTTOBOP Ha OTOArBaHETO, KOMTO € TECT, MOKAa3aTeleH 3a
AHTHIICHXOTHYHA AKTHBHOCT B JJO3H MO-HHCKH OT TE€3H, BOJACIIM J0 KaTalECNCHA, KOETO € XapaKTepHO
3a MOTOPHHTE He)KenaHHd eeKTH. 3a paziuKa OT HAKOH APYTH AHTHIICMXOTHYHH CPEACTBA, OJIaH3aIHH
YCHJIBA OTTOBOPA B YCIOBHA HA ,,AHKCHOJIMTHYCH  TECT.

IIpu npoy4yBanus ¢ mo3HTpoH-eMucHoHHA ToMorpadus (PET) pu 3apasu noSpoBonuy, onaH3anuH B
€HHHAYHA nepopanHa ao03a (10 mg) noka3era no-ronaMo cebpi3sane ¢ SHT2AB cpaBHEHHE ¢
nonamuHoBrte D2 penenropu. OcBeH ToBa, 00pa3zHO H3ceaBaHe upes equHAYHA POTOH-EMHUCHOHHA
xoMmoTbpHa ToMorpadus (SPECT) npu nanuenTu ¢ musodpenns nokaspa, 4e nNpu NalUdeHTHTE,
JYBCTBUTEIIHH KbM OJIAH3ANHH, HMa [10-MaJiko cBEp3BaHe ¢ D 2 B cTpraTyMa B CpaBHEHHE C
NaNMEeHTHUTE, YYBCTBHTEIHH KbM APYTH AaHTHIICHXOTHYHM CPEACTRBA M PHCISPHAOH, KATO Ta3H HAXOIKA
€ CPAaBHMMA ¢ Ta3H MPH K103aMMH-IYYBCTBHTE/IHHTE NAUEHTH.

B ase ot aBe 1wanebo-KOHTPOIUPAaHH H B ABE OT TPH CPABHHUTENIHA KOHTPOJIWPAaHH [IPOYYBAHUA NIPU
noseuye or 2 900 maupeHTH ¢ WIH3OQPEeHUs, NPOABEHA KAKTO ¢ HATHYMETO Ha MOJIOKUTEIIHH, TAKA U C
OTPHMLIATETHA CUMITTOMH, OJIAH3ANMH [10Ka3Ba CTATHCTHYECKH 3HAYHMO NO-TOISMH MOA00PSHHA KAKTO
Ha HETATUBHUTE, TAKA M HA IO3UTHBHHTE CHMITTOMH.

B MyaTHHAUMOHAIHO, ABOHHO-CNAMNO, CPABHUTEIHO NPOYYBAHE BHPXY IIH3APPESHHUATA,
mHU30a(PEKTHBHUTE WIH NOXOOHH HapylleHus, Bmoueamo | 481 nanueHTa ¢ pa3nM4YHAa CTENICH Ha

CBbP3aHH C TOBA CHMITOMM Ha Aenpecus (M3X0oaHa cpeaHa croiiHocT 16,6 no cxanara Ha

[POMAHATA Ha H3XOAHHS CIIPAMO KpaifHUA pe3yJITaT Ha HACTPOCHHETO, [I0KA3BA CTATHC

3HaYHMO nogodbpenue (p= 0,001) B non3a Ha onadzanul (-6,0) cnopsaMo xanonepuao (-3



Ilpu nanueHTH ¢ MAHUER €NHA30 UAH CMECEH ENU30H NPH OHITONIAPHO pa3CTPOHCTBO OIAH3AMHH
MOKAa3Ba MO-BHCOKA €(PEKTUBHOCT KAaKTQ CHPAMO Ianedo, Taka U CIIPAMO BAINPOAT CEMUHATPHH
(AMBaNMpoOeKc) B HAMANBAHE HA CHMIITTOMHTE Ha MaHH4 3a oBeue oT 3 ceaMuui. O1aH3alHH ChIno
MOKa3Ba CPaBHUMA C XAIONIEpUA0T €(PHKACHOCT, H3Pa3eHa ¢ YaCTTa NALMEHTH, IIOMYYHINH PEMHCHA Ha
CHMIITOMMTE HAa MaHUA M HA fenpecHd 3a 6 u 12 ceamuuu neueHue. B npoyusate ¢ on1aH3aMMH B
KOMOMHANMS ¢ JIWTHH WIH BAJIIPOAT 3a MUHEMYM 2 ceaMHIH Ao0assineTo Ha ogan3anuH 10 mg
(koMOMBEHpaHO NCYCHHE C JIWTRIA HIIM BAIIPOAT) € AOBEJIO [0 MO-TOIAMA PEIYKIIMA HA CUMITTOMMTE Ha
MaHHA B CpaBHEHHE ChC CAMOCTOATEIHOTO NPWIOKECHHE Ha JIMTHHA WK BaJIMpoar ciiey 6 ceaMHUIH.

B 12-Meceuno npoyyuBaHe npH NpoUIAKTHKA HA PelUIHBH HA MAHUIHH €MU304H, IPH NalAEHTH,
NOJTYYHIH PEMHUCHA NIPH JIEYCHHE ¢ OJIAH3AMNHH U PAaHAOMHA3HPAHH CJIE[ TOBA A4 MOJyYaBaT OJIaH3alHH
WM I1ane0o0, oJaH3ANKH € NOKAa3a/l CTATHCTHYECKH 3HAYAMO TIPEBB3XO/CTEO CnpaMo mianedo no
OTHOLIECHWE HA ITbPBHYHHUTE KpalHM TOYKH 3a NPOPHIAKTHKA HA PEUAUBH Ha MAHKHHHM €NUM304H NMPH
OMNoNApHO pascTpoicTBO. ONaH3anHH CHLIO € NO0KA3aJl CTATHCTHYECKH 3HAYHMO NpeAUMCTBO CIIPAMO
niauebo mo OTHOILEHHE Ha NPEAOTBPATABAHE HA PEHHAMBH KAKTO HAa MaHHA, TaKa H Ha ACIPECHA.
IIpu BTOpO 12-MECEYHO NMpOYy4BaHE NpH NPOPHUIAKTHKA PELdANBH Ha MAHHHHM €IH304H, NALHCHTH,
IIPH KOHTC € NOCTHIHATA PEMHCHS ¢ KOMOHHHPAHO JICYCHHE OJIAH3ANHWH U JIUTHH M paHAOMH3HPAHH
CJIE[ TOBA 11 [TOJy4YaBaT OJIAH3ANMMH WIH JIMTAH CAMOCTOATEIHO, ONMAH3ANKWH € [10Ka3aJ1 HE MO-TOJIMO
NPEBB3XCACTBO CNPAMO JIMTHHA [0 OTHOLUEHHE HA MbPBHYHMTE KPAlHH TOYKH Ha OHNOMAPHO
pasctpoiicteo (onansanuH 30,0%, matuii 38,3%; p = 0,055).

ITpu 18-Meceuno nNpoyyuBaHe Ha KOMOHHUPAHO JIeYEHHE HA MRHHIHHM HIH CMECEeHH eNMH30aH IIPH

MalEeHTH, CTA0OWIH3HPAHHU C OJIaH3aMHH IUTIOC JIEKAPCTRA, CTAOMIM3UPAIIH HACTPOEHHETO (JINTHH WIH

Ba/MIPOAT), IPOLB/DKUTENHOTO IUYeHHe C OJIAH3AMKUH ChbBMECTHO C JIKTHI WIH BAJINPOAT HE €
CTATHCTHYECKH NMO-A00p0 COpAMO IMTHHA WK BAANPOAT CAMOCTOATENIHO IO OTHOHIEHHE 3a0aBgHe Ha
o0OCTpAHETO HAa OHNONAPHOTO Pa3CTPOMCTBO, CHINIACHO KPHTEPHHTE 32 CHHApPOMA (MArHO3aT4).

Heduampuuna nonyaayus
OnuTeT 0pH 10HOWH (Bb3pact 13 Ao 17 ronMHM) € orpaHH4eH J0 KPaTKOCPOUHH [aHHH 3a

eexTuBHOCT npH mu3odpeHus (6 ceIMALIM) ¥ NPH MaHUsL, CBHP3AHA C GUNONAPHO pascTPOHCTRO THN
I (3 ceamunm), npH no-mManko ot 200 ronomy, OnaH3angH e H3M0A3BaH Karo uiekcubunHa 1034,
3amovBaina ot 2,5 H crdrama a0 20 mg/agesHo. Ilpu neuenne ¢ onaH3anuH IOHOIIATE HAAABAT
CHITHH(PUKAHTHO [OBEYE HA TEMVIO B CpaBHEHME C Bh3pacTHUTE. CTENEHTa HAa NPOMEHH B o0Ius
xonecrepon, LDL xonecrepona, TPHITIHUIEPHUAUTE HA IJIaAHO H NpojakruHa (BxK. ToukH 4.4 u 4.8) e
NO-rojiiMa MpH IOHOLIH, OTKOJIKOTO NPH Bb3pacTHH. HaMa nanny 3a noaaspxade Ha eekra, a

NAHHHMTE 3a JeIArocpouHara He3onacHocT ca orpaHH4eHH (Bx. TOUKH 4.4 1 4.8).

5.2 PapmMaKkoKHHETHIHHA CBOHCTBA

Onaxszanvn TabneTka qucneprupaina ce B ycrara, € OHOeKBHBAJICHTEH HA OJIaH3anmuH OOBH 6@,&
S

TabneTky, ¢ nogobHa ckopocT M creneH Ha abcopOipas. OnanzamiH TabneTky, JHCTEeprupd



ycTaTa, MoXke Aa ObZie H3M0N3BaH KaTo alTepHATHBA Ha OlIaH3anHH 00BUTH TADIETKH.

Onanszanun ce abcopdbupa nodpe cnen nepopanHo NPpUIOKEHHE KaTO AOCTHIa MAKCHMAIHH TUIa3MEHH
KOHUCHTpallMi MEXAY J-HA U 8-Hud yac. AOcopOduuaTa He ce MOBNIKABA OT NPHEMA Ha XpaHa.
AOcomoTHaTa 6HOHATHYHOCT CIIEA NEPOPATHO NPHIOKEHHE B CPABHEHHE C HHTPaBEeHO3HO
NPIIOKEHHE HE € OIpe/ieiiaHaA.

Ounanzanun ce MeTabonusupa B vepHus Apod Ype3 KOHIOrHpaHe | okuciaeHue. I'naBHuaT MeTaboauT B
KpBBTa € 10-N-rnmoKopoHni, KOHTO He IpeMHHABA NPE3 KPBBHO-MO3b4HAaTa Dapuepa. 3a
oOpa3ysaneTo Ha MeTabonurure N-1e3MeTHI H 2-XHAPOKCHMETHI JONPHHACAT LIUTOXPOMH P450-
CYP1A2 u P450-CYP2D6. In vivo u npaTa MeTabonuTa noKa3BaT 3HAYHTEITHO NO-HHCKA
(papMaKoIOrMyHa aKTHBHOCT, OTKOJIKOTO OJIAH3ANMH B M3CIICABAHKA MPH XKWBOTHH. | 1aBHaTa
(papMakoIOrHyHa AKTHBHOCT C€ AB/DKH HA H3XOAHHKA ONaH3anuH, Caex nepopajiHo MPHIOKEHHE
CPEAHHAT TEPMUHAIIEH SIMMHHALIMOHEH MOJNY)KUBOT Ha OIAH3AIMH NPH 3ZpaBM AULA BApHpa B

3aBHCHMOCT OT BB3PACTTd H I10J1A.

[Ipy 3apaBy MHHAUBHAHK B HANPEAHANA BB3PACT (65 rogMHH U MOBEYE) CPSAHUAT ETMMHHALHOHEH
MOMYXKHBOT € YAB/DKEH B CPaBHEHHE ¢ no-MaaguTe uaauBuai (51,8 cpemy 33,8 yaca), a KMUPEHCET ©
HaMmaneH (17,5 cpemy 18,2 1/4ac). PapmakokuHeTHIHATA BAPHAOMIHOCT, KOATO ce HA0monasar npu
WHAHBHAWTE B HANPE/IHANIA BB3PACT, HE C€ OTJIHYABA OT TA3H IPH NO-MJIAANTE HHIHBHIH. Hpn 44
NAlMEHTH ¢ MH30QPEHHA HA RB3pAcT Haj 65 roquHM 103m oT 5 10 20 mg/aHeBHO He ca OMIn
CBBP3aHH ¢ HIKAaKbB pasjiuueH rmpodul Ha HeXeNaHH ChOUTHsI,
ITpH >xeHH CpeaHUAT €JIMMUHALIMOHEH NOIYXKHBOT € JeKO yab/okeH (36,7 cpeury 32,3 yaca) B
CPaBHEHME C TO3H IIPU MBXKETE, a KIIHPBHCHT € pexyumpad (18,9 cpemy 27,3 1/uac). BenpekH Tosa,
npoMABT Ha Ge30nacHOCT Ha onaH3anuH (5-20 mg) e cpaBHUM MeXOY KeHuTe (n=467) H MBKETE
(n=869).
Hé € YCTAHOBCHA 3HAYMMa PasiidKa B CpeAHUA SIIMMUHALHOHEH nOMyxuBoT (37,7 cnpaMo 32,4 yaca)
. WIM B KaupbHca (21,2 cnpamo 25,0 Yuac) Mmexay naumeHTuTe ¢ yBpeaeHa Ob0peuHa GyHKUMA
(kpeaTHHHHOB KiupbHC <10 ml/min) 4 3apasuTe neauenan, IlpoyusaHusaTa noka3Bart, 4e okono 57 %
OT Oens3anus ¢ paiMOaKTHBHH H30TOIM OJIRH3AMKMH C€ YCTAHOBABRA B YPHHATA IMNABHO oA opmara Ha
MeTabOoIHTH.
1Ipu mymauu ¢ jieKOCTENeHHa Y€pHOAPOOHA AUCHYHKIMA CPEHUAT SITHMHHAIIMOHEH MTONY>XXHUBOT
(39,3 yaca) ¢ yapipkeH, a KIHpPBRHCET (18,0 l/yac) -HamaneHn B cpaBHEHHE CBC 3ApaBH HEMYIIAYX
(cborBerno 48,8 yaca u 14,1 1/gac).
ITpu Henymauu (MBAKE U XKEHHM) CPEAHMAT CIMMUHALIMOHEH MOJTY;KUBOT € yabipkeH (38,6 crpamo 30,4

yaca), a KIMpeHCHT € HaManeH (18,6 cpemry 27,7 1/gac) B cpaBHeHHe C MyIavu.

I1nazMenusT KIMPEHC HA OJIAH3AIHH € NO-HUCHK [IPH NAIMCHTHTE B HANPEAHANA Bbh3pacT, B




¢ o0wmaTa BapuabMIHOCT MEXKY OTACSITHHUTE HHIHBHIH.

He ca yCTaHOBEHH pasuk#l BbB (apMaKOKMHETHYHHTE NapaMeTPU NIPH NPOYYBAHHA, TPOBEICHH C
EBPOIICHLY, SNOHUMA ¥ KHTAHIIH.

CBBbp3BaHETO HA ONIaH3AMNMH C TUIA3MEHUTE MPOTEHHH € NpHONu3HTenHo 93 % npu KOHLEHTPAIHH B
pamkure 0T 0koJI0 7 A0 okono 1 000 ng/ml. OnanzanuH ce cBbp3Ba rnaeBHo ¢ A0yMuHa U anda-1
KUCEJIUS TITAKOIIPOTEHH.

Hleduampuvna nonyaayus
IOnoum (Bp3pact 13 1o 17 roguan): @apMakOKMHETHKATA Ha OJIAH3AIHH € MoA00HA [PH IOHOIIM H

BB3pPacTHH. B KIMHUYHH NPOYYBAHUs CPEIHATA €KCNO3MIIMS HA OJIAH3aIUH € 0K0J10 27% nmo-BHCOKa
npH roHomu. Jlemorpadckire paznuuma MeXIY IOHOIIH M Bb3PaCTHH BKJIIOYBAT MO-HHCKO CPEHO
TEJIECHO TETJIO H NO-MarbK Opoii nmymmayu npu oHouuTe. [1oao6HH dakTopH € BB3MOMKHO Ja
ChACHCTRAT 3a MO-BUCOKATA CpeAHA €KCIO3MIHA, HaOmoaapaHa IpH FOHOLIH.

5.3 llpeaknHHAEYMHA AaHAH 33 6e30macHOCT

Ucmpa (npu eIWHAYHA 0034) MOKCUYHOCT

IlpH3HanMTe Ha TOKCHYHOCT IIPU HePOPATIEH MPUEM NPH MPH3AYHTE Ca XapaKTEePHH 32 MOLLHHTE
HEBPOJICNITHLM: XHIIOAKTHBHOCT, KOMA, TPEMOP, KIIOHHIHH KOHBYJICHH, CAIMBALIHA H MOTUCKAHE HA
HajasaHeTo. CpeannTe jleTaiHy A03u ca npubansurenHo 210 mg/kg (3a Mmuukn) i 175 mg/kg (3a
ILTEXO0BE). KyueTaTa noHacAaT eauHUYHA nepopanda ao3a A0 100 mg/kg 6e3 xa ce Habnromasa neraneH
H3x0/. KbM KIMHUYBEWTE MPU3HALH CHAAAT CEANPAHE, aTAKCHA, TPEMOP, YCKOpeHa ChpAeuHa YecToTa,
3aTPYAHCHO AWIOAHE, MHO3a 4 aHopekcus. [Ipu MaliMyHl edHHHYHH [iepopanHu 1034 Ao 100 mg/kg

BOAAT O NPpOCTpalni, a4 INIO-BHCOKHMTC HO3H 40 HCIThJIHA 3&[’}’6& Ha Ch3HAHHC.

Toxcuyrocm Npu MHOCOKPAaTHO NPWIOKEHHE

B npoy4saHHA BEPXY MHUIKH € [IPOABIDKUTENHOCT A0 3 MECELa H BBPXY [LTBXOBE H KYY€ETa C
NPOABIDKHTENHOCT A0 1 roauna npeodnanapamure edekTn ca noruckane Ha I{THC,
AHTHUXOJIMHEPTHYHA €(eKTH U NMepudepHH XeMaTOJIOTHYHH HapylncHHs. Pa3BHBa ce TOJIepaHC KBM
noruckadero Ha [{HC. [lapameTpure Ha pacrexka HaManABaT NpH BUCOKH A03M. [IpH nirbxoBere ca
HabmonaBanu o6paTuMe ePEeKTH, KOWTO €a B Pe3yJITAT HA NOBHIICHH HHUBA HA NPOJIAKTHHA H
BKJIIOYBAT: HAMA/IBAHE TEIVIOTO HA AHYHULIMTE U MATKATA, KAKTO H MOp(OIOrHiHY [IPOMEHH BHB
BIIATAJIMLHAA SMHATETI H B MIIEYHHTE JKIIC3H.

XeMaToNIOrH4Ha TOKCHYHOCT: EdexTH BEpXy XeMaTOIOrHUHMTE [TapaMeTPH C€ YCTaHOBIBAT NPH
BCHYKH H3CIeABaHH BHAOBE )KHBOTHH, BKJIIOUMTE/THO A03a-3aBUCHMH [IOHIKEHHA HA MHPKYIMpALIHTE
JICBKOLIHTH MIPY MHIIKHY H HeCHCUH(PHIHN HaMalneHHA Ha Opos Ha LMPKYIHPALHTE JISBKOLIATUTE NPH

INTbXOBC, HC CC YCTAHOBABAT, o0aue AO0Ka3aTCJICTBaA 34 KOCTHOMO3Ib4YHA HIHTOTOKCHYHOCT. HPH

orpaHd4eH Opoil Kyuera, nexyBanu ¢ Ao3u ot 8 win 10 mg/kg/nueBHo (00IaTa excro3uIHA Ha




™

nponrdepupaliTe KIeTKH B KOCTHUSA MO3BK.

Penpodyxmusna moxcuunocm

Onansanus HAMa TepaToreHHH edexTH. Cenayara MOBIMABA KYIYIaTHBHHTE CIOCOOHOCTH Ha
MEBEXKHTE IUTbX0oBe. [lonoBHTE IHKIIY Ce 3acaraT mpr A03H oT 1,1 mg/kg (3 mbTH NO-BUCOKH OT
MaKCHMaJIHaTa 034 NpH X0paTa), a penpoaAyKTHBHHTE [IApaMEeTPH ca 3aCErHATH NPH ILTbXOBE, Ha
KOHMTO € JapaHa A03a ot 3 mg/kg (9 e mo-BHCOKa OT MaKkCUMAaIHATa 4034 IIPH MOBeKa). B
[IOKOJIEHHETO Ha IUTLXOBETE, HA KOHUTO € JaBaH OJIaH3ankH ¢¢ Habmojasa 3a0aBgaHe B pa3sBUTHETO Ha
IJIOAA H NMPEXOAHO HAMA/IABAHE HHBATA Ha 8KTHBHOCT HA MAJIKMTE XKHBOTHH.

Mymazennocm

OnaH3anuy He € noKasan MyTareHHOCT HJIM KJIACTOTEHHOCT NMPH NPOBEASHUTE ITHIHH CTAHAAPTHH
TECTOBE, BKIIOYBAIIH TECTOBE 33 OaKTepHaNHH MYTALMH H M Vifro H in vivo TECTOBETE MpPH
OozaiiHuIIN.

Kapyunozennocm

PesynraTure oT H3CAEABaHMATA BbPXY MHIIKH H IUTHXOBE BOJAAT A0 3AKSIIOMEHHETO, Y€ OJIAaH3aIIHH He

C KaplUHHOTCHCH.

6. ©PAPMAIIEBTUYHH JAHHHA

6.1 CnHchK HAa NOMOIMHATE BELIECTBA

Kanuues kapbonar DC CS 90
Jlakro3a MoOHOXHApAT
KpocnioruaoH (Tun a)

AcnapraM

Marse3ueB cTeapar

6.2 HechbBMeCTHMOCTH

He ¢ npunoxumo.

6.3 Cpok Ba rogaocr

3 rOAHHH.

6.4 Cuenmannn ycnoBHs HA ChXPaAHECHHE

Ja ce cbxpaHABa B OpUrMHAJIHA ONAKOBKA C IIEN MPeAna3BaHe OT CBET/IHHA H BJjara.

6.5 lannu 3a omakoBKaTa
bnucrepu OT ATyMHHHI, NOCTABCHH B KAPTOHEHH ONAKOBKH, ChbprKatlH B KyTHA 1o 30 Tabnerkn,

AUCOEprupaliy ¢e B ycTraTa.
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6.6 Cnennanan npeAnasHaA MepKH NPH H3XBLPJISHE

HamMa cnenaiy H3HCKBaHUA.,

7. IIPUTEXATEJI HA PASPEINIEHUETO 3A YIIOTPEBA

“Haiikadapma BucokokagectBenure Jlexkapcrsa™ AJl

rp. Codusa 1172, “I''M.fumurpos” Ne 1, benrapus

8. HOMEP (A) HA PASPEINEHHUETO 3A YIIOTPEBA

9. AATA HA ITBPBO PAJPEIMABAHE/NOJHOBABAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

10. JIXATA HA AKTYAJIM3ZUPAHE HA TEKCTA




