KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA



: N3NLAHATENHA AFEHUMSA N0 NEKAPCTBATA

1. UME HA JEKAPCTBEHUA NPOIYKT Kpamxa HE npogyxma -mimﬁuc ]
Onanzaxon 10 mg Tabrerxa Kom Poe. M ... (72 :
Ol 10 tablet - T
anzacon 10 mg tablets Pa MKC/h”ﬁ/A 6o/l
0 1-08- 2022
2.  KAYECTBEH M KOJIMYECTBEH ChCTAB.LOgotoenus e ssend. ]

Bcaka Tabnetka chappika 10 mg onanzanus (olanzapine).
[IomMOIHK BEIIECTBA C M3BECTHO JelCTBHE: BcAka TaGnerka cuabpxka 181,000 mg naktosa
MOHOXH/IPAT.

3a OBJIHUA CTTMCEK Ha NTOMOLIHATE BEMIECTBA BHKTE TOUKA 6.1,

3. JEKAPCTBEHA ®OPMA
Tabnerxa

Kpwriau, xbimH, JBOHHOM3NBKHANH, HeOORHTH Tabnerkn c penedHo m3obpaxenne "C" or ejpHata
crpana v "48" ot apyrara.

4.  KJIMHWYHU JAHHA

4.1 TepaneBTHYHM NOKAZAHHSA

BhapacTau
Onan3akoH € oKa3aH 33 JieueHHe Ha [WH3o(hpeHus,

Onansakod e edeKTHBEH 32 NMOAIbPKAHE HA KITMHUYHOTO NoJ05GpEeHHe N0 BPEME Ha NMPOIBIDKUTETHO
NieyeHHe NPH NAlMEHTH, TIOKA3ATH Ha4alIeH TeparieBTHICH OTTOBOp.

OnaH3akoH € NoKa3aH 3a JieueHUe Ha YMEPEHH 0 TEXKHM MAHHIHY enu301H.

OnanszakoH ¢ mokasaH 3a NPoQWIAKTHKA HA PEUMMHBH HA MaHVEH €NM307 IIPH NAaUMeHTH C
OuronapHy -pascTpoHcTBa, NPH KOMTO MO BpeME HA MaHMeH eMH30X € OMJI TIOCTHIHAT KIMHHYMEH
OTIOBOD ¢ OJ1aH3amKH (BX. Touka 5.1).

4.2 Jo3MpoBKa W HAYHH HA HPHIOKEHNE

Buapactau

Luzohpenusn: TlpenopbusaHaTa HauanHa 1032 ojansalmH € 10 mg/nHesHo.
Mawmuginy enusodw. Hauannara J103a e 15 mg Karo eMHHYHA JHEBHA 1032 IIPH MOHOTEPAIiUg wiu 10
mg JHEBHO NPpH KOMOHHNpaHo NeueHHe (BXK. Touka 5.1)

Hpodunakmuxa na peyudue Ha Gunoaspro pascmpoiicmso.: IlpenoprusaHara HavanHa Ao3a e 10
mg/nxeBHo. TIpy naluMenTH, KOKTO ca NOJYYaBaIH OAH3AIIHH 33 JeUeHHe HA MAaHMHHM ©
npeanassaHe OT MOBTOPHATA WM MOABA C€ MNMPENOpPbYBA NPOAB/KABAHE HA TEpanw
lo3a. TlpH mogBaTa Ha HOBM €NW30JM HA MAHHA, CMECEHH EIH30AM WM erh3o
NIeYEHHETO ¢ ONaH3anuH TPAOBa Na NPOABIKM (C ONTHMHIMpaHe Ha J03aTa, aKO
JONBIHUTENHO JIEYSHHE HA CHMOTOMMTE HAa HapyNICHHE Ha HACTPOEHMeTo,
TIOK&a3aHoO.




Ilo Bpeme Ha neyeHMETO Ha H3OMPCHUA, MAHHHHHN eNH30K W NPH NPOPHIAKTHKA Ha PELMIMBY Ha
OunonApHO pa3cTpoiicTBO, JHEBHATa 033 MOXe fa Ohae KOpHIMpaHa IOCTENSHHO Ha (asaTa Ha
HH/MBHIYATHOTO KIHHHYHO ChCTOAHHE, B paMKuTe Ha 5-20 mg/nHeeno. [TosuumaBane Ha mo3ara 10
HHBA HAJI NPETIOPEYBAHATA HAYAJIHA 034 Ce NIPENophYBa, caMo ClIeK ChOTBETHA KIHHHYHA [IPEOLICHKA
u TpaOBa j1a cTasa Hal-00110 NMpe3 HHTEPBANK He NO-MAJIKK OT 24 gaca,

CiteliHaltHe MOy TalHy

Hayuenmu 8 cmapuecka evapacm

O6uKHOBEHO HE ce MpenopbuBa N0-HUCKa oT obuuaiiHaTa HavATHa 1032 (5 ME/IHEBHO), HO TaKaBa
A03a MOXe na e HMa MNpeJBM] MPY NalHeHTH Ha W Hag 65 roauHU TOraBa, KOraro KIMHHYHHTE
thaxTopH ro Hanarat (Bx. To4ka 4.4).

Hayuenmuy ¢ 6v0pevno wunu weprodpobuo yspexcoane

I[lo-nucka HavanHa no3a (5 mg) Tpadsa Ja ce MMa npenBuj Mpu moaoOHH nmaunmenTn. B ciyuan Ha
yMmepeHa yepnoipoOHa HeocTaThuHOCT (Lposa, Child-Pugh knac A unn B), nayannara nosa tpaGsa
na 6bae 5 mg M Aa ce yBeJHyaBa ¢ MOBHLIEHO BHAMaHME.

[Teduampuuna nonynayus

OuiaH3anuH He ce rpenopbyka 3a ynorpeda OT Jera W OHOMM nof 18-roaumea pp3pacT mopaau
HelocTarkbyny NanHy 3a 6esonacHocT M edukacHoct. ITpH KpaTKOCPOUHH NPOYYBAHHS TIPH NTALMEHTH
B IOHOIIECKZ BB3pACT € AOKTaBAHO 3HAYMMO YBETHYEHHE HA TCJIECHOTO TErJI0, H3MEHEHHs B HHBaTa
Ha JIMIMIMTE W TIPOTAKTHHA B CPABHEHME C IIPOYUBAHHSH NpM BBL3PACTHH MALMEHTH (BX. TOUYKH 4.4,
4.8,5.1,u52). : »

Io
OGnkHOBEHO He ce Hajara NpoMsiHa HA Ha4aiHaTa 7033 M JO30BHY WHTEPBAJT NpH MAIHAEHTH OT
SKEHCKH MOJ, B CpaBHEHHE ¢ NALHeHTH OT MBKKH 101, ‘

Mywaan

He e Heobxomsmo pyTHHHO jaa ce IPOMCHAT HAYalHATA 1033 M JO3OBHAT PEKHM [PH HElTyIlauw,
CMPAMO Ta3K MPH MyLHAYK.

Korato ¢ Hanune noseye ot enun 3abapany Metaboriama GakTop (KEHCKM 1107, CTApHECKa BB3PacT,
Henywa4), TpA0Ba fa ce MMa YIPe/IBM] HAMANABAHE HA HAYAIHATA 103a. [LOBMIIABAHETO Ha 103aTa,
KOraTo ToBa ¢ Heo6X0IMMO, TpaGpa J1a CTaBa TOCTENEHHO PH Te3H HALMEHTH,

(Buxte Touka 4.5 u Touka 5.2).

Hauun Ha npunoxenve
Onansanue MOXe J1a Ce pPUEMa HE3aBMCHMO OT XpaHEeHeTO, Thil Kato abcopGLUMsaTa He ce MOBJIHABA
ot xpaHara. IIpy npeycranopasane nmpHeMa Ha O1aH3aNHH TPAGBa 1A c& MMa NpeiBu NOCTEEHHOTO
HaMasgBaHe 1a J034T4a.




4.3 IIporuBOonokaanun

CBpPBXYYBCTBHTENHOCT KBM AKTHBHOTO BEINECTBO MM KBbM HAKOE OT NOMOLUIHMTE BEUECTBA,
u36poeHn B Touka 6.1. [TanMeHTH, NPY KOUTO € U3BECTHO, Y€ MMA PHCK OT NOSBATA HA TECHOBIBIHA
raayKoMa.

4.4 Coenuannu npexynpexaenna H IPAXIASHA MEPKH NpH ynorpeba

ITo Bpeme Ha aHTHNCHXOTHYHO JeYCHHE NOAOOpPEHHE B KITMHUYHOTO CHCTOAHME HA MAIMEHTa MOXKE
Ja OTHEME OT HAKONKO [HHM 10 HAKONKO ceiaMHuM. [lanwewture Tpabpa pa Gbaar crporo
HabJIroaaBaHy B TO3M HNEPHOA.

HCHXOB&, CBbLP3aHa ¢ NeMCEHIINA, W/HIH MIOBENSHYECKH HapYITICHHAA

Onan3anuy He ce npenoprysa 3a ynotpeba Npyn NalMEHTH © ICHX033, CBBbP3aHa ¢ JEMEHIIUs, WiH
MOBE/ICHYECKH HAPYUIEHWs NOpaAM YBEIMHAaBAaHE Ha CMBPTHOCTTA W PHCKA OT MO3BYHOCHIOBH
HHIIMACHTH. B muianeGo KOHTpONMpaHu KIHHWYHNA MPOYUBaHUS (C MPOLBDKHTENHOCT 6-12 ceaMuny)
TP HAUHEHTH B CTapuecka Bu3pact (cpeAna BL3pacT 78 ONMHNM) ¢ ICHX033a, CBHp3aHA ¢ AEMEHLIHS,
W/WIM [OBEAEHUECKH HapylieHMs, € HabmonaBaHo 2-KPATHO YBEJMYaBaHe HA CMBLPTHOCTTA IIpH
MAUHECHTHTE, JICKYRAHM C OJIAH3AMHH, B CPABHEHWE C MALWCHTATe, TPeTHpaHu ¢ nnanebo (ChOTBETHO
3,5% cnpamo 1,5%). Ilo-BucokaTa cMBPTHOCT He € CBBP3aHa ¢ 1103aTa Ha OJIaH3anMH {CpeHa JIHEeRHA
no3a 4,4 mg) WM ¢ NpOAB/DKUTENHOCTTa HA JICUEHMETO, PHCKOBHTE (DaKTOPH, KOWTO Morar ja
NPEIPasnolieKaT Tasy NOMyNal|s MalleHTH KbM YBEJIHYCHA CMBPTHOCT, BIUHQUBAT BE3pPaCT > 65
roguiy, guctarpd, ceianus, Hapynleso (HENOCTATBYHO) XpaHeHe W Aexuaparalds, GenoapoGhu
sabongBanuA (Hamp. ITHEBMOHMS CBC MM Ge3 acnupanmsa) WIH EIHORpPEMEHHa ymoTpeba Ha
OeHzoauasennnu. Boopeku ToBa, HecTOTATR Ha CMBPTHHTE Ciy4ad € Owia MO-BUCOKA TpH
HAIIHCHTUTE, JIEKYBAHR C 0JIAH3AIAH, B CPABHCHHE ¢ IU1aleGo-TPeTHPAHWTE NAIIUEHTH HE3aBUCHMO OT
TE3M PHCKOBY (hakToOpH.

B chiyTe KWIMHMYHE M3NUTBAHAA HMa ChOOILEHMA 33 MOZEYHO-CHAOBH Hexkenanu ¢hbutna (MCHC,
HAIp. HHCYNT, IPEXOAEH HCXeMHYeH MIPUCTBIL), BIJIFOMHMTENHO U ¢ datanex naxon. Habaoaasamo e 3-
KpatHo yBeauuarane Ha MCHC npu nauueHTH, NexyBany ¢ ORaH3AMKH, B CPABHEHHE C NALMEHTHTE,
Tperrpany ¢ nnanedo (1,3 % cnpamo 0,4%, croTReTHO). BCMUKH NanMeHTH, NEKYBaHH ¢ ONAH3AIMH
Wi ianebo, npu KOUTo ca HabMIoAaBaHM MOZBUHO-CHIOBH HEXE/IAHHK CLOWTHA, ca C IIPEAIECTBAILM
puckoBy daxtopd. Brapact > 75 roauHH H CLAOB/CMECEH THN AeMEHLMA Ca HACHTHOUUMPAHH KATO
puckoBn Qaxktopn 33 MCHC BLE Bpb3ka ¢ JieueHHMETO C ONaH3aNMvH. B Te3H M3mUTBaHMA He ©
YCTaHOBEHa e(h)MKACHOCTTA Ha OJIAH3AITHH.

bonect va Hapkuncon
He ce npenopbuBa ynorpebara Ha oOnaHzanMH 3a JIEYEHHE Ha TICHXO3M, CBBp3aHH C MpHEMaA Ha

JONaMHHOB arOHMCT, OpH ManueHtH ¢ fomectra Ha [TapkuHCOH. B KIMAMYHH H3MUTBAHHS MHOro
Y4eCTO M TO-4eCTO B CpaBHeHWE ¢ mnanefo ca JOKIAABAHM BJIOLIABAHC HA MNapKMHCOHOBATA
CHMIITOMATHKA H XaOLMHAlMK (BX. TOUKa 4.8), a onanszanun He e no-epekTHBEeH OT TaneGo rnpu
JieYeHHe HA MCHMXOTHYHK CUMNOTOMH. B Te3sd u3nuTBaHWA ce H3HCKBA [MaUMEHTHTe Aa Onjaar
MBEPBOHAYANHO CTaOHIM3MPAHH C 'Hafi-HMCKAaTa eQeKTHBHA [032 AHTMIIAPKWHCOHOB JIEKAPCTBEH
NPOAYKT (JIONAMHHOB arOHMCT) M JIa 3aTasAT CHUIMTE AHTHIAPKUHCOHORH JICKAPCTBEHH NPOAYKTH H
NO3Mpalus O BpeMe Ha rpoyusaneto. ONaH3anui ¢ 3aMo4BaH B 1034 OT 2,5 mg/IHEBHO W TUTPHpaH
JIO MBKCHMYM |5 mg/THERHO 110 IpelieHKa HA U3CITeJOBATEN.

oy

e




Hesponentnaen manuraen cuaapom (HMC)

HMC e noTeHumanto XKHBOTO-3aCTPAIARALIO CHCTOSIHUE, CBHP3AHO ¢ JICYCHHETO ¢ AHTHIICHXOTHYHH
JIEXAPCTBEHW TIPONYKTH. Psanko ca noknaneanm H cnydau Ha HMC, cebpsand ¢ npuema Ha
onansanuy. Kivnuunure nposen va HMC ca xuneprupekcus, Mycky/IHa PHIHAHOCT, HAPYIIEGHHS B
MHCIIOBHUA TIpOUEC ¥ JAaHHM 3a BETETaTMBHA HeCTaOMIHOCT (MPOMEHH B [YICA WM apTEPHAIHOTO
HaJiAraHe, TaXUKapAus, H3NOTARAHE H OTKIOHEHHA B ChPAEHHHA PHUTEM). JIONbAHUTE/IHUTE [IPH3HALK
MoraT Ja BKIIOYBAT TOBHIIEHHE Ha KpeaTHH(OochoKHHazaTa, MHOrnoOusypus (paGroMHoNM3a) M
ocTpa GbOpetHa HEFOCTATBUHOCT. AKO MNMALHEHT PA3BHE NPH3HALYM M CHMITTOMH, NOKAZATE]IHH 3a
HMC, unn uMa HescHO TEMNEpaTypHO CLCTOAHME Ge3 APYrH KIMHHYHK npossl Ha HMC, npuemsbT
HAa BCHYKM aHTUIICUXOTHYHHM JIEKAPCTBA, BKMOYHTENHO M Ha ONaH3anuH, TpaGea Ja Ownae
npeycraHoBEH.

XHneprnukemMus 1 auaber
HeuecTo € noxnaiBaHa XHIEPTTMKEMHA W/HWIM pasBUTHE WIM BIOIIApaHe Ha IHabeT nOHAKora

CBLp3aH C KeTOalMI03a WIH KOMa, BKTOUHTENHO W cinydad ¢ daraien uixor (B, Touka 4.8). B
HAKOH OT CAYYaMTe € JOKIaJBaHO NMpeAlIecTBalLo TOBHIIABAHE Ha TETJIOTO, KOETO MOXeE 12 Obne
npeapaznonarany paxkrop.

Ilpenoprura ce MOAXOAANIO KIMHHYHO HablloneHMe B CHOTBETCTBHC ¢ M3MNOJI3BAHUTE YKA3AHHA 33
YroTpeba Ha aHTHICHXOTHYHM CPECTBA, HANp. H3MEpPBaHe HA KPBBHATA 3aXap Ha M3XOAHO HHBO, HA
12-ta cemuna crel 3anouBaHe HA JICUEHHETO C ONAHZANMH M CJIEJ TOBA €KETOAHO. IlanveHTture,
JICKYBaHU ¢ aHTHICUXOTHYHH JieKapcrsa, Bkmountendo OJIAH3AKOH, tpabea aa ce nabnronapar 3a
MPH3HANH M CHMITOMM HA XMOCPIJIHKEMUs (KATO Hanp. TMONWAHICHS, TOJAHYPHA, nomudarua u
¢naboceT), a NaLUMEHTUTE ChC 3aXapeH AHabeT UK Te3 ¢ PUCKOBK GaKTOPH 32 3axapeH auWaber Tpabsa
Ja ce MOHHTOPHpAT pPCOBHO 3a BJIOIIABAHE HA KOHTpOMa Ha rimokosata. Ternoro tpabsa ga ce
MOHWUTOPHPA Pe/IOBHO, HAIP. HA H3XOAHO HHBO, Ha 4-Ta, 8-1a ¥ 12-Ta ceaMuua crel 3ancuBaHe Ha
TIEYEHUETO ¢ ONTAH3ANHH | CNIe] TORA Ha BCEKH TPH Mecelia.

TIpoMeHH B IHTHIHTE
HaGmonarat ce HexemaHu NpOMEHU B JIHITHANTE NPH NAIMENHTH, JICKYBaHH ¢ ONlaH3alMH B Mhauebo

KOHTPO/IMPAHH KJIMHWYHH W3NHTBaHWs (Bx. Touka 4.8). IlpomeHure B nununure Tpabsa ja ce
MEKYBAT KAKTO € KIHHHYHO YMECTHO, 0COBEHO NpH DALMCHTH C JMCITHIHAEMHS M NpPH HAUMEHTH ¢
PHCKOBH (aKTOpH 3a pasRMTHE Ha IJWMNMIHM Hapywenus. [lpu NaUMEHTHTE, JleKyBaHH C
QHTMIICHXOTHYHH JleKapeTea, Biiouutenno OJIAH3AKOH, Tpafea na ce MOHMTOpUpAT PEAOBHO
HHMBAT2 Ha JHIHIHTE, CTIOPE] M3NONIBAHHTE YKa3aHHA 32 ynoTpefa Ha aHTMIICHXOTHYHH CPENCTEA,
HanpuMep Ha M3XONHO HHBO, Ha 12-Ta cemM#Ila ClieA 3alOYBAHE HA JICUEHHETO ¢ OJIAH34ANMH H clej
‘TORA Ha BCEKH 5 TORMHH.

AHTHXONMHEPTHYHA AKTUBHOCT

Brnpeku de, npu in vitro npoyqpaHyaTa ONAH3AMAH [0KA3BA AHTHXONMHEPTHYHA AKTHBHOCT, ONUTHT
Nno BpeME HAa KIWHWYHHTE NPOYYBAHUA, YIOKa3Ba HHCKA 4YECTOTa HAa mopoOHH ciyuad, Twi kaTo
KIIMHAYHAAT ONWT ¢ ONIAHZAIWH TIPM TALMEHTH CbhC CHITRTCTBALIM 3aGON#BanMs € 'OrpaHHveH,
TperopsBa ce ToM na ObAe NpeaAnMeBaH ¢ MOBUINEHO BHUMAHKE Ha MALMEHTHTE C XHIEepTpodns Ha
NPOCTATATA WK NAPAINTHHEH WieYC ¥ Noao0HH ChCTOAHHUA,

YHepropoGHa fyHKUKA
UYecro e nabmonasano mpexomuo, Ge3cMMNTOMHO NOBMmAaBaHE Ha  4YepHOAPoGHHTE
aMuHOTpanchepasy, ananuaTpancdepasa (ALT) u acnapratrpancoepasa (AST), ocofero B
Ha4a/I0TO Ha fledeHHeTo. M3ncKBa ce MoBHINCHO RHUMAHHE TIPpY NAUHeHTHTE ¢ iosHmend ALT whnn
AST, npu naumeHTUTE ¢ NPUIHALM U CHMITTOMHM Ha YEPHOAPOGHO YBpE:IaHe, KAKTO W _Dg
NPeAXOHH HAPYIICHHA HA uepHoApcOHaTta QYHKIMA WM TakKHBa, KOMTO c¢a 6 e
TOTEHUHATHO XEeNATOTOKCHYHH JIEKapCTBEHM NPOAYKTH. B ciryyamre, KOrato ¢

JIEUEHHEeTOo ¢ ONlaH3anuH TpsOBa Ja 6bie NpeycTaHOBEHO.



Heyrponenus ‘
Heobxomumo ¢ noeuineHo BHHMaHHe NPH NaUMEHTH, KOWTO MO HIKAKBA IIPHUMHA ca ¢ HHCBK Gpoit

NIEBKOLUTH W/HIH HeyTPOQHIH, NIPH TIOTY4aBAIIHTE JIEKAPCTBEA, 33 KOHTO € M3BECTHO, Y€ NPHUMHARAT
HEYTPOIICHUA, NPH MALMEHTHTE ¢ AHAMHE3a 3a JIEKAPCTBEHO HMHAYUHPAHO MOTHCKAHE HA KOCTHHA
MO3BK/KOCTHO-MO3EYHA TOKCHYHOCT, NPH NAUMEHTHTE ¢ NOATHCKAHE HA KOCTHHA MO3BK MOPaIH
CHIBTCTBANO 3abondBane, JbUeNiCyeHMEe WIH XMMHOTEpAnHsd, KAKTO H 0PN NaldeHTHTe ¢
XMIIEPEO3HHOGHTHA HIH C MHEONpoTH(pepaTHBHH 3a60IsBaHHA. 3a HEyTpomeHHs ce Chobmana
4eCTO, [IPH eAHOBPEMEHHO NPHIOKEHHE Ha OJlaH3anuH ¢ panmpoar (Bx. Touka 4.8). '

Ipexpatapane Ha neyeHueTo
Ocrpu cuMmnToMH xaTo TNoTeHe, Oe3chHHE, TPEMOp, TPEBOKHOCT, rajeHe WM MNOBpbHIaHE Ca
AoknaaBaHu paako (> 0,01% u < 0,1%) npu pasko npekpaTABaHe Ha JEYEHHETO ¢ ONaH3anuH.

QT unatepran

B wiunnynu npoyupanus ca HaGmonasany Hevecty (0,1% Ao 1%) KAMHUMHO 3HAYMMH YTB/DKABAHUS
Ha QTc-unrepeana (QT kopexuua Fridericia {QTcF] > 500 MunucexyHan [msec] Mo Bcako Bpeme
cnen usxoaHoro EKI mpu mawvientn ¢ w3xopno QTcF < 500 msec) npu namvesTw, JIEKYRAHH C
OaH3anMH, KOMTO HAMAT CHIHUQHKAHTHH pamiMuMA B CBBP3AHWTE KAPOWOIOTHYHM ChOMTHA B
cpaBHeHHe ¢ ranefo. Benpekd ToBa, KAKTO M NPH JPYIHTE aHTUIICHXOTHLM, TPAOBa A3 ce BHMMaBa,
KOFaTo ce IpeANMCcBa OaH3anuH ¢ JICKAPCTBEHH TIPOAYKTH, yabnkasawy QTc-uureprana, ocobeto
IpH IIAUMEHTH B CTAPUECKA BH3PACT, NPH NALMEHTH CBC CHHAPOM Ha BpoaeH yabikex OT, 3acToiHa
ChP/ICYHE HEOCTATRYHOCT, ChPAEYHA XUTICPTPOGHA, XUIOKATHEMHS WIH XHIIOMArHE3HEMHUS,

Tpomboembonus

Heuecto (>0,1% u <1%) ce cbobuiaBa 3a BPB3KA BLB BPEMETO MeXUly NedeHHe ¢ OMAH3AITHH W
nosBaTa Ha BeHO3Ha TpomGoemGonui. He e ycraHOoBeHA NPUMHHHO-CNEICTBCHA BPDLIKA MEMITY
TOABATA Ha BCHOZHA TPOMOOEMOOJIMS M NEUeHHETO ¢ ONaH3aNMH. Boapekk Tosa, THH kato npu
NalKCHTHTE C M3OQPEHHA 4YeCTo Ca HamHue HpHAOGHTH DPHCKOBH (aKkIopH 3a BEHO3IH2
TpoMboeMGoius, TpabBa 1a ce MASHTHHHIMPAT BCHIKH BH3MOXKHHA prckosH daktopi 3a BTE, nanp.,
obe3nBUBaKe HA ALUKEHTHTE, H A ObAAT NpeanpUeTH NPOPHIAKTHYHA MEPKH.

O6uitp_pelicreue BLpxy [THC

Karo ce umar npensua ocHoBHMTE eiekTH Ha onamzanud BepxY LIHC, HeO6XOMUMO € MOBHIUCHO
BHHMAHHE NPH KOMOMHUPAHETO HA MPOAYKTA ¢ APYrd HEHTPANTHOAEHCTBALIM JIEKAPCTBA M AJKOXOM.
Twit kato onam3anuH in Vitro ce MpOABABA KATO AHTArOHMCT HA AONAMHHA, BE3MOXHO € TOW 7a
AHTarcHu3Hpa cHCKTHTE Ha NPEKHTE H HEIPEKUTE JOIIAMUHOBY ATOHHCTH.

Topuoee

Onanzanuy TpsGBa Aa ce NpHIara BHUMATENTHO TIPH TALMEHTH, KOWTO Ca ¢ AHAMHE3a 33 TBPUOBE HIIH

Ca UINOKEHH Ha GaKTOpH, KOMTO MOTAT 1 HAMAIAT FbPHOBHA Tpar. HeuecTo ca HOKNIANBaHH Ciiyyau
Ha CbpYOBE MPH TaKHBa NAlHEHTH, KOHTO €2 NEeKYBaHH ¢ onansanHH. Ilosedero or Tesw cnydam ca
Guin ¢ aHaMHesa 3a I'bpU0Be WM PHCKOBM (AKTOPH 33 TAXHATA MOABA.

TapnweHa nHUCKHHE3Us
B cpaBHWTE/HM TIPOYYBAHHA € MPOABIHKHTEAHOCT Ha NEUEHHEeTO A0 e€JHA TOAWHA ONaH3anuH e

CBBP3aH CBC CTATHCTHYECKH 3HAYHMO NO-HACKA YECTOTA HA JeYeHHe Ha CIyYaWTe C (10483 Ha
JAMCKUHE3Us. PHCKBT OT MosBa Ha TapJMBHA JMCKMHE3WS HAPACTBA C NPOABKMTENHOCTTA Ha
€KCMO3UIMATA, NMOpaJM KOeTO B Cllydalf Ha TIOMBA HA TIPH3HAIM WIM CHMITOMH HA TApAMBHA
AHCKHHE3MA NPY NANHEHT Ha OJlaH3anui e HeobXomumo J1a ce oOMHCIM HaMansBaHe Ha
NpeycTanoBsBaHe Ha neueHHeTo. CHMITOMHTE HA TapJHBHA JHCKMHE3WS MOraT
BPEMEHHO W/IH JIODH JIA Ce TIPOABAT CJIEL IPSKBCBAHE Ha JIEYEHHUETO.




OprocraTuHa XHNOTOHHS
B xnHHHYHK NpOYYBaHKa ¢ OIaH3ANHH NPH NALHEHTH B CTAPYECKa Bh3pacT HevecTo e Habmogasana

OPTOCTATHYHA XMIIOTOHHA. IlpenopsyRa ce NepPHOAMYHO MpOCNEASBaHe HA apTEPHANHOTO HAJTAraHe
TIPH NAHEHTHTE Ha BH3pacT Haj 65 rogHHu.

Buesanna cepaedHa cMBpPT
B nocTMapkeTHHroBH CHOGINEHHA NPH NAalWEHTH C ONAH3ANMH ce ChoblIaBa 3a Ciyyail Ha BHE3aIHA

chpaeuHa CMBpT. B perpocrmekTMBHO 06CEpBALMOHHO KOXOPTHO [IPOYYBAHE pHCKBT OT
npe)ioJiaraeMa BHE3aM{a ¢CbpAeuHa CMBPT MPH MALUUEHTH, JIEKYBaHH C OAH3aIMH, ¢ IPUOIHIHTENHO
ABa MBTH MMO-BHCOK OT PMCKA MPH MaiUeHTHTE, KOHTO He ¢a ynoTpeOfBalu aHTMICHXOTHUM. B
TPOY4BAHETO PUCKBT OT OAH3AMHMH € CBIIOCTABMM C PUCKA OT ATHIIHYHHMTE AHTUINICUXOTHIH, KOHTO ¢a
BKJUOYEHH B COOPHHA aHanu3.

IMeauaTputina Monyaanys
Onansanky He € MOKA3aH 33 JIeYeHUE Ha Jela i ioHOWM. TIpOy4BaHHS NpH TIALMEHTH Ha BB3PacT

mexnty 13 u 17 rogMHM noxazeaT pasnMYHM HeXeMaHH PeakUMM, BKJIIOYMTENHO TIORMILABAHE HA
TErA0TO, NPOMEHM B MeTabOJMTHUTE NapaMeTpd ¥ TMOBMINEHM CTOMHOCTH HA ITPOJAKTHH.
HBITOCPOUHM pesynTaTy, CRBP3AHN C TE3H CHOUTHN He Ca M3C/ICABaHH H OCTAEAT HEH3BECTHH (BXK.
Touku 4.8 u 5.1).

Jlakroza

OJIAH3AKOH Tabnerkn cpippxaT naxtoza. JIaMEHTH ¢ peikH HACAENCTBEHH npodneMn Ha
rajakTo3Ha HenmoHocumocT, Lapp nakrased AedMuMT wnM INIOK030-ranakrozna mamabeopOuus He
TpaOBa a MpHEMAaT TO34 JICKAPCTBEH NPOAYKT. :

4.5 B3anmopeiicreue ¢ Ipyre JekapeTBeHy NPOAYKTH U APYru GopmMu Ha B3auMoAelicTRHE

Ieparpuyna nonynanws
[Tpoy4panus 3a B3anMoneHCTRUE Ca IPOREMKAAHH CAMO TIPH BH3PACTHH.

Horennyanyy p3auMoneicTeNS, NOBINARAUIH OJaH3ANUH
Trit karo onamzanmH ce meTaGomuampa or CYPIA2, pemecTsara KOMTo MoraT cnemuu¥HO ja
MHEYLMPAT WM HHXHOMPAT TO3H HIOCH3UM MOTAT /2 MOBIHAAT (GapMaKOKMHETHKATA HA OJIAH3ANHH.

Huaykups na CYPIA2 -
Metabonn3MbT Ha oaH3anMH Moxe Aa Gble MHAYLHPAH OT TIOTIOHONMYILEHE H KapGaMazeniiH, KOeTo

MOXE Ja noBene No MOHIKABAHE HA KOHIIeHTpailiaTa Ha onansanue. Habmomapano e camo nieko 1o
YMepeHo MOBHILABAHE KIMPHHCA HA onag3anyH, KIMHMYHOTO 3HA4EHHE MO BCAKA BEPOUATHOCT €
OTpaHUueHO, HO CE MpPEeNnophYBa KIWHHYHO TpocnefssaHe ¥ OOMMCIANE BBIMOKHOCTTA 3a
MIOBHINABAHE Ha fio3aTa oJlan3aniH (k. Touka 4.2).

Huxubupane na CYP1A2

Onysokcamun, creimbugeH CYPIA2 wuxuGWTOp, € I0Ka3an 3HauMTENHO MHXMGUpaue Ha
MetaGonimMa Ha onal3anuH. CpenHoTo yBenwvaraHe Ha Cray Ha OfaH3anuH cnea (GaysokcamuH e
54% npH keHW Henymadky H 77% npH MExe nymaan. Cpeanoro ypennuasaHe Ha omanzanpa AUC e
CHOTRETHO 52% 1 108%. Ipu maumenTH, xouTo mpHemar (UYBOKCAMUH WM APYr MHXMOHTOp Ha
CYP1A2, kato nunpodnokcauuy TpiGsa Aa ce oOMMCIM MO-HACKA Ha4aNHa Jo3a. B ciayuail Ha
3ano4HaTto neqetne ¢ HEXUOHTOp Ha CYP1A2, nozata Ha onaHzamHH Tpabsa 12 ce MOMIHKH.

HamansBane Ha OMOHAIMYHOSTTA
AXTHBHHAT BBLIVICH HaMaiiBa OHOHATHYHOCTTA HA HICPOPATHMSA ONaH3amvH ¢ 50% o
Ha ce npuemMa Ha¥i-Manko 2 yaca TipesH WM CiI¢/l OTaH3aTIMH, -

Hsama naninu, ue dnyoxcerun (nexuburop va CYP2D6), equuuuHy 1030 71034 auT
MarHesuii) Wik LIMMETH/IVH TIOBIMABAT 3HAYHTEHO (apMaKOKMHETHKATA Ha OJIaH3



BiingHve Ha QNAHZATIMH BEDXY ADYTH J1€KADCTREHH IPOAYKTH

OnaH3aMHH Mo3Ke 1a AHTArOHH3MPA e(PEKTUTE HA TIPEKHTE M HENPeKH JOMAMUHOBH ArOHUCTH.
Onanzama He WHxHOupa ocHoBHure CYP450 Haoenzumu in vitro (manp. 1A2, 2D6, 2C9, 2C19,
3A4). Jlnncata Ha B3aMMOJEHCTBHE Ce INOTBBPKAABA B N Vivo pOY4YBaHHA, KEBJETO HE &
HabmonasaHo MHXHOupaHe Ha MertaGoMM3Ma OT ClCJHHTe AKTHBHH BELIECTBA: TPHMLMKIMYHW
AHTHJENPECAHTH (NOBNHARAIGA npenumuo rpynara CYP2D6), sapgapun (CYP2C9), reodmmun
(CYP1A2) wim nuazenam (CYP3A4 u 2C19).

He e ycranoBeHo B3auMO/eiicTaye Ha ONIAH3AIHH C JIHTHI WM GHTEpU/IeH, IPH eAROBPEMEHHOTO HM
IPHIOKEHHE,

TepaneBTHYHOTO MOHWTOPUpEHE HA TIA3MEHUTE HHBA HA BAINPOAT HE NOKA3BAa HEOOXOMMMOCT OT
KOPEKLHA Ha JO34Ta Ha BANIPOAT, CNEA BKIIOYBAHETO HA OAH3ANMH,

Obwmo seiicteue BRpxy [[HC

Tpabea na ce NpoABABa NOBMIIEHO BHUMAHME TIPH TMALMEHTH, KOHTO KOHCYMHPAT AJKOXOJ HIH
NpHeMaT IEKapCTBEHH NIPOAYKTH ¢ MOTHCKALIO NEeHCTRHE BhPXY LieHTpAJIHaTa HEPBHA CUCTEMA,

He ce npenopbyBa eIHOBPEMEHHOTO TIPHIOKECHHE Ha OIAH3AIMHH C aHTHNAPKUHCOHOBH TEKAPCTBCHH
NPOAYKTH [pH nauueHTH ¢ onecTTa Ha IlapkHHCOH M AeMEHIHR (B, Touka 4.4),

QTc unrepran

Onanzanun TpaGea fa ce NpHTara BHHMATEIHO €HOBPEMEHHO C JISKAPCTREHH MPONYKTH, 32 KOHTO €
M3BECTHO, ve ysennyarat QTc-unreprana. (Bx. Touxa 4.4).

4.6 Peprunnter, GpeMEHHOCT U KhpMene

bpemeHsocT
Hsma choTBeTaH 00pe KOHTpONMpaus npoyuBaHns shpxy Gpemennd sxenu. [lanmenTkure TpsOra aa

6bAaT CHBCTRAHM 18 YBGROMABAT CBOR MEKap, aKo 3a6peMEHEAT HTH UMaT HaMepeHHe 12 3abpeMeHesT
[0 BpEME Ha JEYCHWETO C ONaH3ankH. Bhnpekd TOBa, MOpagH OrpaHMMEHHMST OIHT NIPH XOpa,
oylaHzanud Tpabea 1a ce TpHara Mo BpeMe Ha GPeMEHHOCT, camo aKoe TOTEHLMATHATA NON3a
[peBHINABA OTEHITHATHHA PHCK 33 Iofa.

lipu HOBOpOaEHH, H3NOXKEHH HA AHTHIICHXOTHLH (BKIIOYHUTENHO OIAH3ATIMH) NIPE3 TPETH TPUMECTDD
Ha GpPeMEHHOCTTA MMa PHCK OT HEXCNIAHM JIeKAPCTBeHM PeakiMy, BKMIOUBALIH €KCTPalMpaMHIHH
CHMNTOMM H/WTH CHMINTOMH HA OTHEMaHe CJIe]l PAXJAaHETO, KOMTO MOTAT Ja BAPHpAT IO TEXKECT U
npoas/KHTENHOCT. J[OKNanBanu c¢a ciywad Ha BRb30yda, XMIEPTOHMA, XWIOTOHMS, TPEMOP,
COMHOJIEHTHOCT, PECITMpaTtopeH JMCTPEC MM XpaHWTeNHH PasTpoOicTBa. 3aTOBa, HOBOPOJEHHTE
TpabBa A2 6B1aT BHHMATENHO MOHUTOPHPAHH.,

Knpmene
B npoyusane npu 31paBK, KbPMELIM KeHH € YCTAHOBEHO, U¢ ONAH3ANMH Ce SKCKpeTHpa ¢ MaliyMHOTO

Mnsko. CpejiHaTa eKCno3HUMA 3a KppMadeTo (mg/Kg), MpH CTAHOHAPHH CHLCTOSHHSA € ONpejencHa
kato 1,8 % ot aosara, npueta or Maiixata (mg/kg). IlaunentinTe Tpabpa a2 Gnaar chrBeTRAHM Aa He
KbPMAT fiellaTa CH, aKo PHEeMAT OJIaH3aNyH,

DepTUNIHTET
Edexth pbpxy deprinurera He ca H3BecTHH (BX TOuUKa 5.3 32 NpekiMHMuHa MHOpMaLws).

4.7 - EdexTn upxy cnocobnocrra 3a modpupane u paGora c MAammum

He ca nporexnanu rpoyuBaHvs 110 oTHOIWEHHE Ha eeKTHTE BBPXY cnocobHOCTTA 33
pabota ¢ mamunu. Thil KaTo, ONaH3aNMMH MOXKE 12 NOBE/E A0 NOSBATa HA CHHMMBOCT
naupeHTHTE TpabBa Aa 6BaaT NpeaynpeeHH 1a BHMMARAT NIpH paboTa C MalIHHM, B
YliparJjieHHEe MOTOPHH MIPEBO3HH CPEACTBa.




4.8 Hexesann JekapcTBeHH peaknnu

PesioMe Ha nipoduna Ha 6ezonackocT

Bispacthu :

Hai-uecto (Habmopapanu npH > 1% OT NamveHTHTE) CHOGLIABAHWTE HEMENAHM JEKAPCTBEHH
peakuMy, CREP3aHH ¢ IPHIOMKCHHETO Ha ONaH3aNWH B KIHHHYHY H3NMTBAHHA ©4 CHHIMBOCT,
ITOBHIIABAHE HA TErJIOTO, €O3MHOMGMINS, YBeIMYECHHM HHMBA HA NPOJAKTHH, XOJECTEpoJi, TIOKO03a K
TpUriHuepHau (Bx. Touka 4.4), IJIOKO3YpHs, TMOBHIIEH AMETHT, CBETOBBPTENK, AKATHIMA,
MAPKMHCOHUIEBM, JIEBKOMNEHHS, HEYTPONEHM (B ToUKa 4.4), TUCKHHE3HA, OPTOCTATHYHA XHIIOTOHKA,
AHTHXONMHEPTMYHY  e(eKTH, NpexoNHH Oe3CHMMITOMHH YBENMYEHHS Ha uepHOAPOOHuUTE
aMHHOTpaHc(epasn (BK. Touka 4.4), obpuB, acTenud, yMopa, IHPEKCHs, APTPAIrHA, TIOBHIIEHA
ankanHa Qocdaraza, BUCOKH CTOMHOCTH Ha rama-DIyTamunTpaHcepa’a, BUCOKH CTOMHOCTH Ha
[IMKOYHA KMCEAHHA, BUCOXA CTOHHOCT Ha KpeaTHH(poCchOKHHA3a U OTOK.

Tabnpuia Ha yeskenanuTe JieKAPCTREHN pEaKLIK

B npeacrasenata Tabnmma ca W3bpoeHH HeXenaHH JIEKAPCTREHH peakUMM H  abopaTOpHM

W3CIEBAHHS 11O AAHHH OT CIIOHTAHHH CBOGILEHHS ¥ KTMHUYHK Npoy4uBaHud. [IpH BCAKO rpynupane B

338BMCHMOCT OT 4ECTOTATA HEXEIIAHHTE PeaKiHK Ca [IPECTABEHH B HM3XOAAL! PEA [0 OTHOLIEHHE HA

TAXHATA CEPHO3HOCT, TePMHHKTE 32 4ecTOTa ¢a AeHHUPAHU KaKTO cnesa:

Mtoro uectu (> 1/10), uectu (> 1/100 mo < 1/10), weuecty (> 1/1000 zo < 1/100), penxu (> 1/10 000
Ao < [/1000), muoro peaxu (< 1/10 000), c HeMsBecTHa yectora (He MOXe A2 OBae oueHeHa oT

HaJIMYHUTE JJAHHH OT CHOHTAaHM CLOGIeHH).

Mnuoro uectn  (Yecrn Hewecrn Penxn C
o ' HCH3IBECTHA
YECTOTA
Hapymenns HA KPLBTA H ABMO AT cCHcTEMA ,
Eosuxodunus TpoMGoLHTONEHHS I
Jlesxonenus'
Heyrponenus'

Hap!mem{n HAa HMYHHATA CHCTEMA

CBPBXUYRCTEHTEHOCT

Hapymenuy Ha MeTab0aH3MA H XpAHEHETO

Hopuiapane na/lToumen  Hupa  Ha{Passutne Win o6ocTpsane| XHnoTepmus -

Ternoro’ xomectepon’” Ha guaber, TmoHAKOTa
IloBMmend HHBA Ha|cBBp3am ¢ KeToaumzo3a
rmokosa’ WIH KOM3, BKTIOUHTEIHO
[lopmmenu HuBa Ha|daTanuy cnyuau (BK.
TpUrIMLEpUANn>’ Touka 4.4)"

Tmioxozypas

TloBuiieH ameTHT .

Hapyuenns na nepsrarta cuctema

ComHOneHTHOCT 3aMasHOCT AkaTu3ns | bPYOBE,  KOTato B Hesponentuyen

IapkunconuzLM® NoBeYeT0  CIY4aH  €|MaJiMTHEH CHHJApPOM
IIPICKMHEBHR(’ JIOKRaABaHa aHamHe3a 3a|(Bxk, Touka 4. 4)12
FBPUYOBE  HITH pHGKOBH CuMirroMy Ha
¢axropu 3a repuoBe’ |pexparssane 2
Hucronus
(BRIIOYMTENHO
oKynompauml)' !

TapanBsHa JUCKHHE3Ms'




AMHe3ns’ JuzapTpus

Chpaeynn napymeHas

Bpapuxapaus
VYavmkapane
(Bk. Touka 4.4)

Ha

QT.

KamepHa
TAXKKApIHA/
bubGpunaums,
BHE3aMHa CMBPT
(mx. Touka 4.4)"!

CuJ0BH napymennn

OprocTaTuuHa
xunoronus’’

Beuosna
TpomMBoembonna
(BKNOYHTENHO
GenonpobHa embonus u
IbnGoka BEHO3Ha
TpoMGBo3a) (BK. TOUKA

4.4)

Pecuuuparophn, rpbAHA H MEeINACTHHAJIHE HAPYLICHAS

l

[ Err_ncmrccncg

i

Cromamno-upesnn Hapymenns

Jlexu, nmpexonuu
AHTHXOJTHHEPTHYHK
edeKTH, BRIIOYBAIIH
ofcTHNALHA ¥ CYXOTA B
ycTaTa

TMonypane Ha kopema®

Mankpearur

Xenaro-Onanapuy HapymeHust

Ipexonnmu,
BescUMITOMHY
MOBUILIEHNS Ha
4epHOAPOoOHUTE

|amMHHOTpanCchepasy

(ALT, AST), ocobeno
B HAYAJIOTO Ha
JieMeHneTo (BXK. ToUKa
4.4)

Xenarur
(BKMIOUKTENHO
XanaToueTynapHo,
XOIECTAaTHYHO HIIH
CMECEHO
uepHOIpPOOHO
yBpexzane)'’

OGpun

Hapyuennst na xoxara # H0IKOKHATA THKAR

Peakuys na
(hOTOMYBCTBHTEHOCT
Anonelus

HﬁpyIHEHIflﬂ Ha MYCKYJIHO-CKEJICTHATA CHCTEMA M CheAHHNUTE/INATA THKAK

|Aprpanrus’

|Pabgomuonuaa’

Hapywenust na 6n0peunTte H THKOIHATE ILTHIIA

HuxonTureHMa Ha

YPUHATA, PETCHINA Ha
ypHHa
3arpyaneHo

ypunupane '’
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0X0BHS W NOCJAEPONOBHSI NEPHON

CreTonnng, cBLP3aHU ¢ OPpeMeHHOCTTA

CunsipoM  Ha
OTHEMaHe [IpH
HOBOPOJAEHOTO
(Bx. TouKa 4.6)

Hapyluenml HA Bh3INPON3IBOAHTE/IHATA

CHCTEMA H I'bpPAATA

Epextunna Awmenopen HpHanmth_
mchynKIra
IpY MBKC Yronemasane Ha
CBPIWTE
Hamaneno mbuno npu |anakropen npu sxeHu
MBXKE H HKEeHH I'iHexomacTHs/
yroneMsBaHe Ha I'bpaUTE
TpH MBS
O61mn HapymeHHs ¢ eeKTH Ha MACTOTO HA HPHJIOKeNHe
AcTeHHs
Ymopa
Orox
Tupexcus'®
Hacnenpanns
TNorHLEHN TloBuMI¢HA anKaTHA TMoswnen ooy

nuasMeny HuBa |docdarasa’’

Ha nponakTHe® |Bucoka cTOMHOCT Ha

KpeaTHH

docthokunasa'’ Bucoka

CTOHHOGT Ha

rama-

myTaMnnTpaH(:(jJepasa
Bucoka croifHoct Ha

NIHKOYHA KMcenuHa'®

6unupy6un

KJMHY9HO 3HauMMO MOBHINARaHE Ha TENVIOTO € HabnmIONaBaHo Mpe3 BCHYKY H3XOAHH KaTerOpHH Ha
Hupexca Ha TenecHa mMaca (MTM). Clies KpaTkocpouHO neuerue (CpeaHa NpoNbIDKUTENHOCT 47 1Hu)
NOBHILIABAHE Ha TECNOTO ¢ >7% CHApAMO H3XOAHOTO TENECHO TErNO € MHOTO YecTo (22,2 %), ¢ >15% e
Yecto (4,2 %), a ¢ > 25 % e Heuecto (0,8 %). IIpu nanmentu ¢ Abarocpouna excnosuums (mone 48
CEAMMLH) € MHOTO uecTo Hapnasade >7 %, >15 % u >25% OT W3XOOHOTO MM TEJECHO TErIO
(cvorBeTHO, 64,4 %, 31,7 % 1 12,3 %).

? Cpeflud NOBUINEHHUS B CTOHHOCTHTE Ha JIHITH/ANTE Ha rmagho (06w xodecrepon, LDL xorecrepon u
TPUIJIMLEPHAM) Ca 10-BHCOKH NP auyeHTH 6e3 NaHHM 32 HApYIUCHHE HA M3XOJHATA perynaiis Ha
AHMHANTE.

} HaGmonaBa ce 1IpH HOPMAJIHH M3XOAHH HUBaA Ha riafHo (<5,17 mmol/l), xouTo HapacTear 10 Haii-
BHCOKA cTOHHOCT (= 6,2 mmol/l). IIpomenn or pedepenTHHTE rpaHuLM B W3XOJHUTE HHBA HA OOLUMA
X0/1eCTepONI Ha [Maio (=5,17 - <6,2 mmol) a0 Hali-BHCOKA cTolHOCT 6,2 mmol) ca MHOTO yecTH,

* HabmiopaBa ce TIpH HOpPMATHHTE M3XOIHW HHRA HA IMafHoO (<5,56 mmol/l), kouTo HapacTeaT [0
Hali-BHcoKa ¢TorHOoCT (=7 mmol/l). TIpomenn B rmoko3aTa Ha rIajHO CTIPAMO CPAHHMHUTE U3XOAHW
erounocm (5,56 ~ <7 mmol/l) no Haii-Bucoka croiHoct (>7 mmol/1} ca MHOrO HYecTH.

5 Habnioxara ce [IPH HOPMAJTHUTE M3XOAHHM HHBA Ha 1afHo (<{,69 mmol/l), kouTo HapacTear o
Hali-Bucoka crofiHoct (22,26 mmol/l). [Tpomenn oT pedepeHTHHTE TPAHMUIIM B M3XOAHHTE HHBA HA
TPUIIMLEPHAKRTE Ha ragHo (1,69 mmol/l - <2,26 mmol/1) o Haii-BUcOKa cTOHHOCT
¢a MHOTO HECTH.

B winnnanu TIPOYH4BaHHA HECTOTATa HA MAPKHMHCOHMIBEM W JHCTOHHS IIpH 0
ONaH3amHH € r0-BHCOKA, HO He M CTATHCTHYECKH 3HAYHMO Pa3/iHviHa OT
OMaH3aNHH MAUMEHTH HMAaT [O-HHCKE YeCTOTa Ha MAapKHHCOHH3IBM, aka
CpaBHEHHME C THTPUPAHM n02u xanonepuaon. TIpH nuncara Ha noapoGHa

11
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MPEAXOAHATA AHAMHEI2 HA MHIMBUAYATHH OCTPH M TAPIMBHY EKCTPANHPaMHHK JBATATENHH
HapyLIeHHs TOHACTOANIEM He MOXKE [a ce HalpaBH 3aKIIOYEHHE, Y€ OJIAH3ANHH NPKUMHABA B §1O-
MaJiKa CTCTieH TAPAMBHA JUCKMHEIHS W/HIIH APYrH eKCTpanipaMHIHH CHHIAPOMH.
7 -OCTpM CHMITTOMHM KaTo TIOTEHE, WHCOMHHS, TPEMOp, TPEBOKHOCT, TaJeHe M TNOBPLILAHE ca
JAOKNAABAHH IPH BHE3AMHO CMHPAHE HA OIAH3aIHH.
! B knmmpunn npoy4yBaHus Jo 12 cenMuIM Niia3MeHHTe KOHUEGHTPAIHH Ha MPOJAKTHH MpeBHINIABAT
ropHaTa TPaHWLA Ha HOPMANHMs AHaNa3oH NpH npHOnusuTenHo 30 % oT JieKyBaHWTE ¢ ONAH3ANHH
MalMeHTH, KOMTO HMMAT HOPMAJiHA H3XOAHA CTOHWHOCT Ha mposakTHH. [IpH mNoseueTo OT Te3u
NAUMEHTH MOBHINEHHATA HA CTOMHOCTHTE OOHKHOBEHO Ca YMEPEHH W OCTaBaT (IOR JBYKpaTHATa
CTOHHOCT H4 FOPHATA IpaHriia Ha HOPMAaIHIA JHANasol.
? Hexemano cuGHIHE, YCTAHOBEHO OT KIMHHYHH NpoyyYBaHHA B WMHTerpHpaHara Oaza JaHHM 3a
OJ1aH3aITHH.
" KakTo ¢ oleHeHo OT M3aMepeHHTe CTOMHOCTH OT KIMHUYHK TIpoy4BaHHMs B WHTerpupasara 6asa
JaHHH 33 ONaH3allHH. ' ‘ ‘ ‘
"' Hemenano cubuTHe, YCTAHOBEHO OT CIOHTAHHH CHOGWCHUS B TIOCTMapKeTHHIOBKA TIEpHOT C
onpejieNeHa YeCTOTa, KaTo ¢ M3110/13RaHA HHTerpUpaHaTa 6a3a JaHHY 3a OaH3anuH.

Hexenano ¢uOMTHE, YCTAHOBEHO OT CMOHTAHHH CHOGINEHHS B NOCTMapKETUHTOBHS TEPHO.N ¢
M3YMCIIEHA YeCTOTa Ha FopHaTa rpaHdua Ha 95% JoBepHTeNeH HHTEpBall, KATO € H3MOJI3BAHA
HHTErpupanara 6a3a JJaHHHU 34 OJIAH3AMHH, ‘

Jbirocpousa excnosuig (noie 48 ceamunm)

YacTTa Ha NaLMEHTHTE, KOWTO €A ITOKA3ANN HEKENAHH, KIMHHYHO 3HAYMMM [IPOMEHH [IOBUIIABAHE Ha
TErneTo, rawkosara, oSuwar/LDL/HCL xomectepon Mnu 1pMITHUEPHAMTE, CE € YBENMYWIA C
Bpemero. [Ipi BR3PACTHH MALMETH, KOMTO 34BLPHIBAT 9-12-MECCHHO NCHGHHE, HECTOTATa HA
HapacTBAHE HA CPEAHUTE CTOHHOCTH HA KPBRHATA 3aXap HaMalsaBa cllex npubnuauTesHo 6 Mecela, e

JlonbanurenHa HadopMaIis 3a CICUMAIHH NOYIAIHY .
B kiMHUuHY MpOyHBaHHA NPU NMALMEHTH B CTAPYSCKA BH3PACT ¢ ACMEHIIMS, JICUCHHETO ¢ OIAH3ATTHE @
CC CELP3BA C NO-BHCOKA YECTOTA HA CMBPT M MOIBYHO-CHAOBH HENENAHH PEaKuMy B CDaBHEHMe ¢
nnanebo (Bx. Touka 4.4). MHOTO 4ecTH HeXeNaHH PeakiHH, CBbp3aHM ¢ ynorpelaTa Ha onaHsamuH
[IpU Ta3W Ipyna NalMeHTH, ca aBHOpMHA NOXOAKA M najanyd. Yecto ca HaGMOOABAHN TIHEBMOHMS,
NOBHIIEHA TEJICCHA TEMIIEPATYpPa, JIETAPrHA, €PUTEM, IPHTENHN XATIOUMHAAIAN H MHKOHTHHEHWHs Ha
ypHHa.

Hlpy xnuHWuHW NPOYUBANMA ¢ MALMEHT] C NEKAPCTECHOMHAYIMPAHA (JI0NIAMHHOB arOHHCT) [ICHX03a,
cBbp3aha ¢ Gonectra Ha [lapkHHCOH, MHOTO YECTO ¥ [O-4ECTO B CPaBHEHME ¢ Mnanebo ca NOKTanBaHK!
BJIOIABAHE Ha [TapKHHCOHOBATA CHMITOMATHKA H XAMIOIWHALKH.

Mpa eARO KIMHUYHO NIPOYYBAHE ¢ MAUHEHTH ¢ OHNOMIPHA MaHMA KOMOMHMDAHOTO JIeYeHHE ¢
BA/MIPOAT W OJIATI3AMNYAH BOJIM 10 YeCTOTa Ha HeyTponenuaTa 4,1%; notenunanen chaekicrsaly haxTop.
MOXKe [Ia ca BUCOKH TUIA3MCHU HHBa HMa Banmpoar. OnansanuH, NpwIokKeH ¢ IMTHIA WKW BAINPOAT,
BOJHM 110 TOBHIIEHA YecToTa (>10%) Ha Tpemop, cyxXoTa B ycTaTa, IORMINESH aTIeTHT W MOBHILIARAHE Ha
terjoro. Hapywenpe B rosopa cbiulo ¢ foxnaxsano decto, IpH JledeHHe ¢ onansanHy B KoMGHuams
¢ JMIHH HAn puBannpoexc ce nabmroxasa NoBUINCHHE ¢ >7% OT M3XOAHOTO TENECHO TEINIO MpH
17,4% oT nauMeHTHTE MO BpeMe Ha WHTEH3MBHOTO JieveHue (10 6 ceamuum). TIpoabInKUTEHOTO
nevenne ¢ onawsanui (go 12 mecena) 3a NpodnIaKTHKA HA PELMNHB NPH TALMEHTH C GHIIONAPHO
pa3CTPOHCTRO € CRBP3aHO ¢ TOBMIUCHWE ¢ >7% OT HM3XOAHOTO TENECHO Teino npH 39,9% or
NalyCHTHTE. oo o

Henuatpyuna nonymnauus

OnanzanuH He € MOKasaH 3a JiedeHde NpU Jiella W oHowM roa 18 roamum /
MPOBEKNAHK KIIMHMYHKE TPOYUBAHHS 33 CPAaBHABAHE HA IOHOIIMTE C BH3PA
HPOYHBAHUATA PU KOHOWH €& CPABHEHH C TE3H OT MPOYYBAHUATA [IPH BE3PACTHH.
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Chesmata Tabmuua o6obliaBa HEKENAaHWTe pPeaKlMH, CHOGINABAHM C TO-TOIAMA 4YeCTOTa NpH
TIAIHEHTH B IOHOIIECKA Bh3pacT (Mexxny 13 u 17 roguHu), OTKOIKOTO IPH BB3PACTHY MALMEHTH, HITH
HexKenaHH PeaKLHH, KOHTO Ca YCTEHOBEHHM CaMO MpPH KPATKOCPOYHH KIHHHYHH MPOYYBAHHA C
NALKEHTH B IOHOWECKA Bh3pacT. KNMHHYHO 3HAYHMMO NOBHIEHHME Ha TernoTo (= 7%) HM3riexaa ce
HaﬁﬂiO,I(&B& Mo-HCCTO B nOnOyJialiHATA Ha IOHOIIHTE B CPaBHCHHC C BR3PACTHH CBC CLpaBHHMA
excrosiupsi, CTeneHTa Ha HAJMABAHE HAa TeNIO W JEeNET HA TMAUMEHTHTE HOHOWIH, KOHTO WMAT
KIHHHYHO 3HAYHMO HaJdaBaHe Ha TErNO Ca NO-TOJEMH NPH NPOSBDKHTENHA eKCrno3uums (roHe 24
CEAMHUIIM), OTKOMKOTO TPH KPaTKOCPOYHA EXCTIOSHIHS.

Ilpu BCsKO rpynWpaHe B 3aBHCHMOCT OT YeCTOTATA, HEKEJIAHHTE peakUMH ca TpeiCTaBcHH B
HH3XOJAN pe/l 10 OTHOIIEHYE Ha TAXHATA cepuosHocT. TepMHHUTE 32 4eCTOTa ca JeDHHHUPAHU KaKTO
caefBa: MHOFO decTH (>1/10), uectu (>1/100 n0 <1/10).

Hapymenus ua MeraGoiasma n xpanenero
Mio020 wecru: TloBuiuaBane Ha TerI0T0", NOBMIICHH HHRBA HA TPUIIHIEPHAK ", [IOBHILIEH aNeTHT.
Yecmu: TIOBAIICHH HHBA Ha XONECTEPO 3

Hapymenns Ha HepsuaTa cHCTEMA
Mnozo vecmu: Cepupane (Bkmoqmenno XMITEPCOMHUS, JIeTAPTHA, COMHONEHTHOCT).

CToMAIIHO-1peBHA HAPYIDCHUA
Yecmu: Cyxora B yetara

XenarobuiHapHn HAPYIIEHHS
Muozo yecmu: IToRuiieHus Ha ‘iepHO,[[pOﬁHPITe dMHHU[‘paHCdlepaSH (ALT/AST; Bx. Touka 4.4).

Hscaensanns

Muozo vecmu; Hamanen ofin GuaupyGHH, [OBHINGHA GGT [MOBHINEHH IUIA3MEHH HUBE HA |
16

fiponakTHH'

3 Criet KpaTKoCpOUHO JIeHeH e {cpenna npoasmKUTENHOCT 22 HH) NOBHIIARAHE HA TETNIOTO

2 7% ot usxoanoTo Tenecko Terno (kg) e muoro wecro (40,6 %), ¢ =15% OT H3XOOHOTO TeJICCHO
Terno e uecto (7,1 %), a 225 % e uecto (2,5 %). Ilpu xparocpouna excrosuLs (oHe 24 ceaMuuy) - _,-
89.4 % mamuapaTt c =7 %, 55,3 % HAINABaT ¢ >l5%, a 29, 1 % Haqnaear >25% OT HM3XOJHOTO CH ¥
TENRECHO TErNo.

" HabmonaBasu ca Hopmaiy W3xoIry HiBa Ha riiamHo (<1,016 mmol/l), kouro HapacTear xo Hai-
BHCOKA CTOAHOCT (>1,467 mmol/l), 1 mpomeHH OT pedepeHTHNTE rpaHHUY B M3XOXHUTE HHBA Ha
TPHIITHLUEPHAMTE Ha rnagHo {1, 016 mmol/l - <1,467 mmol/l) no Hali-BACOKa cToiHOCT (21,467
mmol/l)

* ITpOMeHH B W3XOAHMTE HUBA Ha OBLKA XOJIeCTEPOJT Ha I7IafiHO CNpsMO HopmasHuTe (<4,39 mmol/l)
1o Hai-ucoka croiHOCT (25,17 mmol/l) ca wabmopasanu uwecro. Tlpomenr or pedepenTHUTE
TPaHHLHK B H3XOJHHTE HHBA HAa 06NN XonecTepon Ha rmagHo (24,39 - <5,17 mmol/l) xo Haii-ucoka
croitHoeT (25,17 mmol/l) ca MHOro wecTH.

' NMosmweny nasmeny HEBa Ha TMPONIAKTHH ca AoKIansany npu 47,4% oOr nalueHTHTE B IOROLIECKA
BL3pACT. :

Cpobiapane Ha [I0N03HPAHN HEXKETAHU PCAKIIHU

Crobiasanero Ha OJ03HPAHY HEXKEJIAHH PEaKLRM CIIE Pa3peIuaBane 3a ynoTpeba Ha J1eKapCTBEHHA
ApoxyKT ¢ Baxno. Tosa No3ronasa aa APOABLKN HaO/HOAEHHETO Ha CHOTHOLICHHETO NON3a/PHEK 3a
nexapcTBeHUs NPOMYKT. OT MCHHIMHCKUTE CHOeNHAIHCTH C€ M3MCKBA Aa ChOGINABAT BCAKA
NIOA03¥PaHa HeXKeJIAHA PeaKLins upes:

Hanvanwrenna arcHUA Nno JICKapcTBaTa
yit. ,Jamau Ipyes™ Ne 8

1303 Codus

Ten.: +359 2 8903417

yebealit: www.bda.bg
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4.9 HOpesosnpane

Tlpu3Hany ¥ cuMOTOMH
Muoro uyecTd cumnromMd mNpH npexosupane (dectora  >10%) BKMIOYBAT  TAXMKAapAMA,

B530ya/arpecUBHOCT, AM3APTPMA, PA3NMYHH ©KCTPANMPAMHIHH CHMITOMH K HApYIIEHHE Ha
CB3HAHWETO, BAPHPALID OT CeAHPaHe OO KOMA. ‘

JpyTi MEeAHLMHCKH 3HAYHMH NMOCHERANLH Ha NpeJo3UPaHeTo ¢a ACTHP, KOHBYJICHH, KOMA, BB3MOXKEH
HEBPONIENTHYEH MAIWTHEH CHHIAPOM, MOTHCKAHE HA NWIIAHETO, ACTIMPALMH, XMIIEPTOHHS WM
XUIOTOHHSA, PUTBMHM HapyIIeHHA Ha Ccbplero (<2% oT caydauTe Ha INpego3HpaHe) KapaHo-
nynMonaneH apect. daranHu NOCHCAMUW ca AOKIAABAHH NpH OCTPO HpEo3UpaHe ¢ 7038 OT
nopaaska Ha 450 mg, HO CBINO € JOKIANBAHO TNPEXHBABAHE CAEH OCTPO NPEIO3UpAHE C
NpHONM3MTETHO 2 g ONIAH3ANKH EPOPAITHO,

TepanerTH4HM MEPKU
3a onaH3anMH HAMa cneunduien anTHROT. He ce npenopbuna npeMIBUKBAaHE HA NOBpbUIaHe, Morart

na GbAaT MoKa3aHM CTAHAAPTHMTE MEPKH 3a JICHEHME Ha Npeio3upade (T.e. CTOMAIIHA MpOMHBKA,
npHeMaHe Ha AKTHReH BbriieH). FAHOBPEMEHHOTO NpWITAarake Ha aKTHBCH BBIVIEH € IIOKA3ano
HaMaJIABaHEe Ha NepOPATHATa GHOHAIM4HOCT Ha OnaH3amuH ¢ 50 mo 60%.

Tpabsa na ce 3amouHe CUMITOMATHYHO JIEYEHHE M NpPOCAENABAHE HA KH3HEHHTE (QYHKUHM B
CBOTBETCTBHE C KIMHMYHOTO CBCTOAHHE, BKIIOUHMTENHO KM /CUEHHWE HA XHIIOTOHHATA W
UMPKYIATOPHHA KONANC M MOAKPBKKA HA AuXaTenHata QyHKImMs. Jla He ¢ M3MOM3BAT AfpeHATHH,
JAonaMuH MW APYTH CHMNIATHKOMHMETHYHH CpeicTBa ¢ GeTa-aroHUCTHYHA AKTHBHOCT, TH Karo
GeTa-CTUMynaiMaTa MOXE [a BIOIMM XWNOTOHMATZ. MOHHTOPHpaMeTo Ha ChPAEHHO-CBHIOBATA
CHCTEMa € HeoOXONMMO 3a YJaRAHE HA BBIMOMKHM APUTMHM. BHHMMATENHOTO MEJMUMHCKO
HabmrofeH1e U MOHHTOpHpare TpsAGBa 13 MPOALILKH 10 BE3CTAHOBABAHETO HA NALHEHTA, | ;

5. ®APMAKOJIOTMYHH CBOMCTBA
5.1 PapMakoIMHAMAYHH CBOHCTEA

dapmaxorepaneBTHYHA PyNa: AHa3eITHHH, OKCA3EIMHH, THA3ETIHHH J OKCENHHH.
ATC kox: NOSAHO3.

QapmakoguHamMiuHl edekTH

OnaH2anuH ¢ aHTUIICHXOTHYHO, AHTHMAHHHHO M CTalHWIH3HPAI0 HACTPOSHHETO CPEACTRO, KOETO
T0Ka3Ba WHPOK $HapMaKoIOruyeH Npodml 1o OTHOIIEHHE HA MHOXKECTEO PEIICTITOPHK CHCTEMH.

B npexauuv4HM NpoyuBaHus € [0Ka3aH aMHHTETHT Ha OJAH3AIMH KEM peaxua peuenropu (K <100
nM) 3a ceporonun 5 HT2s4c, 5 HTy, 5 HTg nomamun D,, D,, Ds, Dy, Ds; xomumeprumm
MyckapuHOBH perentopd M;-Ms; anda;- aapenepruday; u xucTaMHHOBH Hy peuenTops.
Ifpoy4BanHMaATd ¢ OlaH3aNUH BBPXY MOBEACHHETO HA KHBOoTHH mnokassa SHT, ponamMuHOB M
XOJIMHEpruyeH aHTArOHW3BM, OTroBapslll Ha PELENTOP-CBBP3RAINMA Tpodwn. [r vitro OnaH3anuu
MOKa3Ba No-rofam aduuurer KoM cepotoHunosure SHT2, oTkonkoto nonamunorute D2 penentopn
u no-ronsmMa 5 HT2 axrueHOcT B cpaBHenme ¢ D2 akTMBHOCTT2 TNpu in vivo MOAENH.
EnexTpodusnonoruynure H3cA€ABAHMA [OKa3BaT, Ye OJIAH3aNMH  CCJICKTMBHO  HaMmaispa
aKTHBHPEHETO Ha Me30aHMOuuHHTe (AlQ) RONMaMHHEprHYHH HEBPOHH, Karto B CHIIOTO BPEME
edeKTbT My BBPXY MBTHILATA B CTPHATYMA, Y4acTBAUIM B MOTOpHuTe (yHKiMH (A9), e MaTbk.
OnaHzanue HamassiBa KOHIMIMOHMPAHHA OTFOROP HA OTOArBaHETO, KOETO € TECT, NOKa3aTeleH 3a
AHTUIICHXOTHYHA AKTHBHOCT B I03H MNO-HHUCKH OT Te3H, BOJCIIH IO KATANencHs, KOeTo g X

eOHRAUYHA nepopanHa Jo3a (10 mg) nokasea nmo-rondaMo cBLp3BaHe ¢ 5
AonamuHoBuTe D; peuentopu. OcBeH ToRa, 06pa3HO H3cNedBaHe 4pes eaMHUYHE
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xoumcm.pﬁa Tomorpa(blu (SPECT) npu nauneﬂ'm c mmocbpemm noxaana, ue npn nauuemu're
GYBCTBMTE/IHH KBM ONAH3ANWH MMAa [O-MATKO CBBp3BaHe ¢ D2 B CTpHaryMa.B CpaBHEHHE .C
MAUMEHTHTE, JYBCTBHTENHH KEM ADYIM AHTHMIICHXOTHYHM CDEICTBA M PHCTICPUACH, KATO TasH
HAXO/Ka ¢ CPABHHMA C Ta3u MpH K/I03aNHH-YYBCTBHTE/IHHTE MAlMEHTH.

Knunuyna eduracHoeT

B ase or ase mtaneo-KOHTPONHMPaHK ¥ B IBE OT TPH CPABHMTENHH KOHTPOIMPAHM POYYBAHUA [IPH
noeede o7 2900 nauueHTH ¢ wHsOMpeHHs, NPOABEHA KAKTO ¢ HAJTHYMETO Ha NMOJOXKHTENHM, TaKa W
OTPHUATCIIHK CHMITTOMH, OJIaH3AINHH TI0KA3Ba CTATHCTHYECKH 3HAYMHMO HO,[[06PEHHC KaKTo Ha
HCTATMBHUTE, TAKa U HA TIO3UTUBHHUTE CHMITTOMH.

B MynTMHauMoHanHO, ABOHHO-CNANO, CPABHMTENHO NpPOYYBaHE BBPXY  IUM3MpPEHUATE,
mM30adeKTHBRMTE HAM MOoAOGHK HapyUIeHHd, BKIOURawo 1481 naumeHTa ¢ pasiyuHa CTEFEH Ha
CBBEP3aHH C TORA CHMNTOMM Ha JAenpecHs (M3XonHa cpeAHa croifnoct 16,6 1m0 ckalara Ha
Montgomery-Asberg 3a xnacupuimpaHe Ha IenpecHsTa), NPOCTEKTHBHUSA BTOPHYEH aHAIM3 Ha
APOMAHATA HA W3XOAHHA CTIPAMO KPalfHUS CKOpP Ha HACTOCHHETO, [10KA3BA CTATHCTMHECKH 3HAYKMO
nonobpenue (p=0,001) B non3a na onausanxH (-6,0) cipsmo xanonepunon (-3,1).

[lpy nanueHTH ¢ MaHUAHHM €NMM30AH WIH CMeCeHH enu3oiM mnpH OGHIOMApHH PaicTpoicTRa,
OJIAH3AITHH TIOKA3Ba MO-BHCOKA e()CKTHBHOCT KAKTO COPAMO mianefo, Taka W CNpAMO Bajanpoar
CeMMHATPHA (IMBAINIPOCKC) B HAMANABAHE HA CHMIITOMHTE HAa MaHMA 3a TIOBEYE OT 3 CEXMHLM.
Onadzan¥H cblIO TOKA3Ba CPABHHMA C XANTONEPHAOT ePUKACHOCT, M3pa3cHa ¢ YACTTA [al{HEHTH,
NOJYMHNH peMHCHMA Ha' CHMIOTOMM Ha MaHM{ M Ha JenpecHs 3a 6 uw 12 cegmuuu nedenwe. B
NPOYYBaHe C OJIaH3aMKE B KOMOHHAIIMA C IMTHI HITM BAJIPOAT 338 MUHHMYM 2 ceIMHLy, noGansuero
Ha onmausanuH 10 mg (koMOMHHpaHO JedeHHE ¢ JHTUll WM BaiINpoaT) € AOoReno: #0 no-rofaMa
PENYKLHA Ha CUMITTOMHTE Ha MAHUA B CPABHEHHE ChC CaMOCTOATENHOTO HPWIOXKEHNE Ha THTAR WK
BaNMpoaT ciel & CenMHITH,

B 12 Meceuno npoy4sane npu npodunakrika Ha PeUMIMBY HA MAHWHHW CNIHU30IM, LPH MAIMEHTH,
TONYUHIH PEMHMCHS IIPH JIEHCHHE C OJIAH3ATIHH M PAHIOMM3UPAHW Na MOJNy4aBat ,QAaH3aiuH WM
mnanefo, onaH3aMH € Mokasall CTATHCTHHECKH 3HaUMMO UPEBLIXOACTBO cnpaMo nauebo no
OTHOLICHHE Ha MEPBHYHKTE KpaHHH TOUKH 33 MPOGHANAKTHKA HA PEIHIUBY HA MAHMIHY enuzon npu
bunonspuo pasctpoiicreo. OnaHzamWH CHILO € MOKAIAT ' CTATUCTHYECKM 3HAYMMO [IPEIMMCTBO
cnpamo nanebo mo OTHOLIEHHE 'HA npenompamnaﬂe HA PENHJHBM KaKTO Ha MAHMH, Taka ¥ Ha
ASTIPECHS.

[pn Bropo 12 meceuno npoyusase npH NPOodUIAKTHKA PELMAKBH HA MaHUHHK €MM30H, NALMEHTH,
[IPH KOUTO € [I0CTHTHATA PEMUCHA C KOMOMHUPAHO JIeUeHNe OIaH3aNMH ¥ JIMTHH, PaHJOMHIHPAHA Ja
TMONy4aBaT ONAH3ANMHH WM JIMTHA CAMOCTONTENHO, ONAH3allMH € MOKa3an He MO-TOISMO
IIPeBL3XO/ICTBO CHPAMO JIMTHH 1O OTHOMIEHME HA IMbPBUMHUTE KPaifHH TOYKH 33 NPO(MIaKTHKA Ha
pelyamer Ha SunonspHo pascrpolicrso (onanzanny 30,0%, nuruit 38,3%; p=0,055).

Mpu 18-mecevHo mpoyuBaHe Ha KOMOMHMDAHO NEYEHWE HA MaHMIHHM WIH CMECEHM enH3oaM IIpH
NAUMENTH, CTA0UTHINPAHN C ONAH3ANMH TLTIOC NeKapeTRa cTabuTH3upall HacTPoeHKeTo (JIMTHIT MITH
BAJIMPOAT), TPOAL/LKHTETHOTO JICUEHHE C OJAH3AMH, CHBMECTHO C NMTHH WIK BaINMpOaT He €
CTATUCTHYECKH NO-H00PO CIPAMO JTUTHI MITM BAIPOAT CAMOCTOATENHO, [0 OTHOLIEHHE OTaraHe Ha
00oCTpsHETO Ha 6HIIOJ'lﬂpHDTO pascTpoOiCTBO, CHITIACHO KPHTEPHHTE 32 CHHAPOMA.

Iennarpuuda nonynaums
KoHTponupaHuTe JaHHH 38 eHKXACHOCT NpH toHOmM (Bu3pact 13 1o 17 roguuu) ca OTpaHuHellt JI0
ey

KPaTKOCPOYHKM TIPOYHBaHMA NpH M3odpends (6 ceaMHUM) W NpY MaHHA, cm,ps 3
pascTpoiicTro THIT [ (3 cenmuum), npu mo-manko ot 200 rououm. Onansamin /Uty
driekcubuina 103a, 3anousauia or 2,5 u crurama o 20 mg/nnesno. Tipu ne
TOHOLIMTS HA/RaBaT CHrHMGMMKAHTHO TIOBEYE HA TErNO B CPAaBHEHHE C BH3p
ripomern B ofitrraA xonectepon, LDL xonecrepona, Tpuriiuepuaute Ha riaj
Toukd 4.4 u 4.8) e mo-ronAma NpH HHOWM, OTKOJIKOTO TPH BL3pacTHH. Hsma 1
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3a NOJUTEpKaHe Ha ehexTa WIH 3a AWIrocpouna Gesonachoct (Bx. Touku 4.4 1 4.8). Unpopmaimara

3a ABJITOCPOYHATA 6esonacHocT € OrpaHH4CHAa TTIABHO MO OTROPEHH, HEKOHTPOJHUPAHH JaHHH,

5.2 PapMaKOKHHETHYHH CBOlcTBA

AGcopbuus
Onansanys ce abcopBupa xobpe cen nepoparHo MPHIOKEHKE KAaTO JOCTHra MAKCHMANHHW ILUTa3MEeHH

KOHIIEHTPAUMH MexXAy 5-Ha W 8-Ha uac. AGcopfumATa He c¢ MOBIUABA OT fPHEMa HA XpaHa.
AGcomornata OMOHANMMHOCT CNEX NMEPOPATHO IPWIOKEHHE B CPABHEHME C MHTPABEHOZHO
OPHIIOKEHHE HE € OnpeaeliHa.

Pasnpenenenue
CB’LpSBaHeTO HA OAAH3ANHH ¢ IUIA3MEHHTE IMPOTEHAH € OKOAO 93 % pH KOHLEHTPALHA B THAIA30HA

oT 7 mo okono 1000 ng/ml. OnamsaniH ce CBbP3Ba I7aBHO ¢ anGymMuHa M ¢ ol-KHCeNHs
TJIHKONPOTEHH. :

buoTpanchopmaiius

Onansamin ce MeTaGoMM3Hpa B YePHHA Apo0 Ype3 KOHIOTHpAHe K oKHciacHHe. [/IaBRHAT MeTabomuT B
kpheta ¢ 10-N-rIOKOpOHMA, KOHTO He MpEeMHHABA INpPE3 KPLBHO-MO3LYHATA Gapuepa. 3a
o6pasysaneTo na merabonurure N-e3mMeTHI H 2-XMIPOKCHMETH MONpHHACAT LppToXpomH P450-
CYPIA2 n P450-CYP2D6. In vivo W pApara MeTabogHMTA NOKA3BAT 3H@YMTENHO MO-HHUCKA
¢apMaKonOTHyHa  aKTHBHOCT, OTKONIKOTO 'OfaH3aNMH B W3CIEABAHWS IIpY >KHBOTHM. I naBHaTa
(hapMaKoIOryyHa aKTHBHOCT C€ ABJLKH Ha H3XOAHHA OJTaH3AIIHH.

EnuMuHupane
Crell riepopanso NpUIoKeHHe, CPeNHHAT TepMHHANeH C/IMMHHATIMOHEH MOJYXKHBQT HA O/aH3AIMH

I1IpH SIlpaBI'l Jinna Bapipa B 3aBUCHMOCT OT BB3PACcTTa Y 110J1a,

Ipu 3apaBu MHAMBHAH B cTapyecKa BB3PacT (65 I ¥ IOBEYE) CPSIHHAT eHHMHHaunomsH MONYKHBOT

€ YABIKEH B CpaBHEHHE ¢ mo-myiaaute WHMBUAHM (51,8 cpemty 33,8 uaca), a KIMPBHGET € Hamanel
(17,5 cpemy 18,2 lyac). PapmakokuHeTH4HATa BapHabWIHOCT, KOATO ce HafjjliofaBat IpH
MHIHBHINTE B CTAPUECKA BBH3PACT HE C& OTNHYABA OT TA3H NpPU NMO-MIIAAMTe HHAMBAAM. Tlpu 44
nauxeHTH ¢ miw3odipenus Ha BB3pacT Hag 65 r. no3u ot 5 po 20 mg/nen He ca GunH CBLp3aHK ¢
HAKAKBR pasiHYeH TpoduA Ha HeXenanu chOHTHS.

llpy XeHH CPeAHMAT eJIMMHHALMOHEH MOMY;KHBOT ¢ sieko yuwmked (36,7 cpeuty 32,3 waca) s
CPaBHEHHE C TO3H NPH MBKETE, 8 KTUPLHCET ¢ peayumpan (18,9 cpewy 27,3 /4ac). Bropexu Tora,
npodmner Ha Ge30nacHOCT Ha onanzanud (5-20 mg) € cpaBHUM Mexy xeHuTe (n=467) U MBKeTe
(n=869).

bulpeunio vepexaaHe _

He ¢ ycranosena snauuma pasnnka B cpeHus eluMHHALMOHEH Nony:xkHeoT (37,7 cnpamo 32,4 uaca),
Kakro ¥ B Knupbhca (21,2 cnpamo 25,0 [/uac) Mexnay maimaeHTuTe © yBpeneHa 6uOpevHa hyHKIMSA
(xpeaTHH1HOB KIMpBHC <10 ml/min) u 3npaBuTe naaMBUIM. TpoyuRaHHATa IOKA3BAT, Ye OKONIO 57%
ot fenaszaHHA ¢ paanoaxmsﬂu H30TONM OAAH3aIHH C€ YCTRHOBABRA B ypHHaTa FJIABHO 1O cpopmara
Ha MeTabOMUTH.

Iyinayuu
Tlpn 1nywavu ¢ nekocTenieHHa 4epHOJPOOHA AMCHYHKLMS, CPSIHUST €NMMHAHALMOHEH TTONYKUBOT
(39,3 uaca) ¢ yawmxen, a KipsHesT (18,0 /vac) Hamanen, b cpasnenne CLC 3ApABH Henylayy
(crorBeTno 48,8 uaca u 14,1 luac).

[Tpu Henymaum (MbXKe U XKSHH) CPERHUAT STHMHHALMOHEH NONYKHUBOT € YIBIKEH
uaca), a KIHpeHCHT € HaManeH (18,6 cpetwy 27,7 /uac) B cpaBHeHHE ¢ nylnauw.
IlrazMenuaT KNMPHHC HA ONIAH3ATIMH € O-HUCHK NP BALMCHTHTE B CTAPRECKA
€ NO-MNaAWTE HHAUBHIIM, TIPH XKEHHTE B CPABHEHHE'C MBXKETE, KAKTO M IIPH HE )
€ nyuiavure. BaneKn TOBA, 3HAUHMOCTTA Ha BIIHSHUETO Ha BmpacTTa nona
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KIHPBHCA HA ONIAH3allMH H BEPXY HETOBHA TONYXMBOT € TEBPIE MAJKa, B cpaBHeHHe ¢ obuiata
BApHAOKITHOCT MeXJIY OTACTHHTE HHAMBHAH, - - ‘
He e ycranosena pasnuka BEB (apMakOKMHETHYHHTE apaMeTPH NpH NPOYYBAHMS HPOBENEHH C
EBpOTICHIH, ATIOHLM H KUTalIy, ‘

IenuatpuaHa nonyaauns

FOnoww (Be3pacT 13 no 17 roaunn): dapmakokMHeTHKATa Ha OJaH3anyH e noaoGHa TIPHA HOHOLA W
BB3PACTHU. B IIHHUYRY NpoYYBaHMS cpe/lHATA €KCITOZHUMSA HA ONAH3AMNH & OKOMo 27% No-BHCOKa
npy roHomH. JleMorpadekute pasnudhd Mexy IOHOWIM ¥ BE3PACTHA BKIIIOWBAT NO-HUCKO CPEIHO
TEJIECHO TerNo W mo-Mankk Opoff mymaun npu roHomwmte. [TomofHi (GaxkTopH € BR3MOXHO fa
ChACHCTBAT 32 MO-BUCOKATA CPefHA eKCITO3MLMS, HAOIFORaBAHA [IPH IOHOMLIM.

53 IpeakmauaHKE Janud 3a Geonacnoct

Octpa (1IpH eMHKHYHA J1038) TOKCHUHOCT

ITpusHaiuTe Ha TOKCHUMHOCT TpU TIEPOPanicH NPHEM NPH TPUIAUHTE CA XAPAKTEPHM 33 MOM(EHTE
HERPONTETITHUM: XHITOAKTHBHOCT, KOMa, TPEMOP, KHIORHYHH KOHBY/ICHH, CRIMBAIIHA, H NOTHCKAHE HA
Hapzasareto. CpenHATe JeTanwy J03M ca npubausurenno 210 mg/kg (3a Mumku) 1 175 mg/kg (3a
nibXoee). Kyuetata nonacsaT enunnuna jo3a go 100 mg/kg 6ez na ce HaGnofara JeTaieH H3XOM.
KbM KIHHWYHHTE OpU3HAIM COAfaT CEAMpaHe, ATAKCHS, TPEMOp, YCKOPEH CHpACHEH DHTHM,
3ATPYAHEHO JMUIaHe, MHO3a, H aHOpeKcHs. [Tpu MaliMyHu exyniuHK Mepopanay fozu Ao 100 me/kg
BOJIAT 10 NPOCTPALIMS, & BUCOKUTE 03U M /IO HEITHIIHA 3ary0a Ha ChaHaHHe. '

ToKrcHYHOCT TIPH MHOTOKPATHO TIDUIIOIKEHHE
B mpoyuraHuA BBEPXY MHIIKH ¢ NPOABIIKUTEITHOCT 710 3 Mecella H BBPXY JUIBXOBE W Kywera ¢

NPOILIDKUTEIHOCT -CHOTBETHO A0 1 roawHa, npeobnamasamm edekTn ca nm*u%@ne Ha IHC,
AHTHXOTUHEPTUYHH eeKTH H nepudepHn XeMaToNOrHuH HapyIIeHHUS. Pa3ssuneg, ce. Tonepate kem
noruckarero Ha LIHC. [TapameTpurte Ha pacTexa HaMangBaT (pH BHCOKH J03M. Hpy nrsxosere ca
nabmonapain 00paTHMK edeKTH, KOMTO ca B pPe3y/ITaT Ha NOBHILEHM HHBA HA TPOJAKTMHA H
BKIJIIOYBAT. HaMajiiBaHe TErNIoTO Ha AHYHMLIMTE H MATKATa, KAKTO' M MOPQONOTHHHE NMPOMEHH BbB
BJIATATALIHHUSA EMTUTEN U B MITEUHHTE JKIIE3U. '

XeMaToaoruyHa TOKCHYHOCT

Egextnt Bupxy xemaTONOrMYHHTE TAPAMETPH CE YCTAHOBABAT TPH BCHYKM M3CTEABAHM BUIOBE
KUBOTHH, BKTIOYHTETHO JO30-3aBHCHMO MOHIKEHHE HA IMPKYIMPAILMTE JIEBKOLMTH TIPH MHUIKH M
HecnelMbuHO HamaneHHe Ha Opos Ha [MPKYJIMpPAlUMTE JICBKOUMTWIE IPW IUTXOBE, HE CE
yeTaHOBABAT ofaye NOKA3ATENCTBA 33 KOCTHO-MO3hUHA LMTOTOKCHYHOCT. [Ipu orpaHuuen Gpoit
KydeTa, JleKysanu ¢ 7031 ot 8 unu 10 mg/kg/men (06ara eKCIOMIMA Ha ONAH3ANUH [IJIOM TIOM
kpusara] e 12 no 15 MeTH [0-BMCOKA OT TA3M DK YOBeEKa, NPH MPHCM Ha 1038 OT 12 mg HEBHO), ce
Hab)nosaBa obpaThma HEyTponeHHs, TPOMBOIHTONE s Wiy aneMus. TTpy IMTONEHNSHE KydeTa He
ca HabJIOMABAHM HEKeNauu ¢HeKTH BHPXY NPOreHHTOPHUTE KIeTKH WM Npoudepupautire K1eTku
B KOCTHUS MO3BK. :

PenpoayKTHBHA TOKCHYHOCT

Onanzatti HaMa tepaToreHeH efiexr. CefauuaTa MOBIMABA KyHYJIATHBHHTE CHIOCOGHOCTH HA
MBKKHT® TUIbXoBe. I10JIOBMST uMK®a ce 3acara mpu nosu or 1,1 mg/kg (3 nuTH TIO-BHCOKM OT
MaKCHMANHATa /1032 NPYU XOpaTa), a PelpoJyKTUBHHTE NMapaMerpy ¢a 3acerHaTH MpH [LTLXOBe, Ha
KOWTO € saBaHa Jlo3a oT 3 mg/kg (9 meTH mMo-BHMcOka OT MakCWMarnHaTa 703d NPH HoBeka). B
[OKONIEHHETO Ha MITBXOBETE, HA KOWTO € JaBaH ONaH3anuH ce Habnonasa 3abaesde B pas :
IUTO/IA W TPEXOHO HAMATHBAHE HUBOTO HA AKTHBHOCT Ha MAITKHMTE XHBOTHH.

MyTtarenHoeT
OflaH3anMH He ‘€ MOKA3an MYyTATCHHOCT MIH KITACTOreHHOCT, TIpH TIPOBENCHUTE
TECTOEE, BRITOUBAIIHN GaKrepHallHUA MyTalMoHeH TECT M in Vitro | in vivo TecTolik
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KapuuHoreHHogT ‘ . . y ‘ A
Pe3yATaTHTE OT W3CACABAHHATA RBEPXY MHIIKM M IUTHXOBE BOJAT JI0 3aKTO4MCHMETO, e ONIAH3ANHH HE
€ KapUHHOTEHEH, ‘ ' ' ' ' - '
6. GAPMANEBTHYHH JAHHH

6.1 CrouchE Ha NOMOIKHHTE BeIECTRA

TlomouraH BeniecTBa

JlakT03a MOHOXHAPAT

Kpocnosunon

KBAPOKCUTIPOIHIT LIETYNo3a

Marnesues creapar

6.2 HecwBmecTHMOCTH

Henpunoxumo

6.3 Cpok Ha rognocT

2 rofivHAN.

6.4 Crenua ny ycIoBHA HA ChXpaHeHHe

Ja ce cvxpanssa non 25°C.

6.5 Bun 4 chIBpiKAHNE HA OIAKOBKATA

Baucrep or AVAL onuo B kapronesa kyrud, no 28 wm 30 TaGneTky B KyTud.
He BcyuKM BHAOBE ONAKOBKHM MOTAT Aa OBbJIAT TYCHATH Ha ra3apa.

6.6 CrienHaIuy TpeAnasHn MepKH NPH HIXBbPJsAHE

HaMma crieuvanHy H3HCKBaHUA.

7, TIPUTEXATEJ HA PASPEIIEHHETO 3A YIIOTPEBA
GAPMAKOHC AJ SR

Gyn. ,Tletio K. SIsopos” Ned4, et.1

Codms 1164 o

brarapus

8. HOMEP(A) HA PASPEHIEHMETO 3A YIIOTPEBA

Per. Ne 20170207
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9. AATA HA TBPBO PASPEIIABAHEMIOAHOBSIBAHE HA PA3PEIIERVIETO 3A
YIIOTPEERA

JaTa Ha mBpRO paspemanare; 14 oau 2017

10. AATA HA AKTYAJIM3HPAHE HA TEKCTA

05/2022
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