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Jlanosan 5 mg ¢dunMupanu TabieTky PERIOHIE Ne T e .
Lapozan 5 mg film coated tablets R e e e o e T

2. KAYECTBEH U KOJIMYECTBEH ChCTAB

Lapozan 5 mg punmupanu tabnetku: Beska punMupana tabnetka ¢cbabpxa 5 mg

onausanu (olanzapine).

IToMOLIHM BeLLECTRA:
Beaka punmupana tabnerka ot Lapozan 5 mg tabietku cpaspka 161.32 mg nakrosa

MOHOXHMAPAT (€KBUBaJIeHTHO Ha 153.25 mg nakro3a 6e3BoaHa).

3a MTBJAHHA CNUCEK HA NMOMOILIHUTE BellecTBa BHXKTE Touka 6.1.

3. JEKAPCTBEHA POPMA

OunMupana TabrieTka.

Lapozan 35 mg ¢puaMupanu Tabnetku ca 6enu, Kpbrid ¥ 6e3 HAANMUC OT ABETE CTPaHH.

4. KIMHHUYHHA JAHHHA

4,1, TepaneBTHYHH NOKA3AHHS

Buv3pacmuu

OnaH3anviH € NoKasaH 3a JeYeHUe Ha MIU30(peHus.
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OnanzanuH ¢ eeKTHBEeH 3a MOAABPIKAHE HAa KIMHUYHOTO NOJ0OpEeHHEe Mo BpeMe Ha
MPOAB/DKUTENHO ASYECHHE IIPY NALWEHTH, ITOKa3a i HayaJleH TePArieBTHYCH OTTOBOP.
OnaH3anyH € nokasaH 3a JEUCHHUE HA YMEPEHOTEXKKH 0 TEXKKH MAHHHHU €MTU301.
Onay3anud € nokasaH 3a NpohMIAKTHKA Ha peld B HAa MaHHUEH €MU30/; NPU NAUUEHTH
OunonapHo pascTpoiCTBO, NPH KOMTO MO BPEME HA MAHHEH €NW30k € OUN MOCTHrHaT

KJIMHHYEH OTrOBOP C ONaH3anuH (BXx. Touka 5.1).

4.2. JI03MpOBKA M HAYMH HA NPUJIOKEHHE

Bw3pacmnu

Lnzodppenud: [TIpenoprusanaTa HayaNHa A03a QyaH3anuH € 10 mg/aHeBHO.

Mauuiind enuzogu: I[lpenopbuBaHaTa HavaidHa [03a oJaH3andH € 15 mg Karo
€AHOKPAaTHa AHCEBHA A03a npu MoHoTepanuda und 10 mg gHeRHO mpd KOMOHHHMpaHO

neyeHHe (BK. Touka 3.1),

IIpoduaakTHka Ha peudanB Ha OunoaspHo pascrpoiictso: IlpenopryBaHara HAyaNHa
nosa ¢ 10 mg/guesno. IIpy nanueHTH, KOUTO Ca MOAYYABa/aH OJIAH3ANHH 32 JICYEHUE HA
MaHMHHM ENU30JKN, 33 NPEBECHIIMA Ha pelMIuB  CE JIPENophuYBa MPOAB/KABAHE HA
TEPANUATa ChC Chllata J103a. [IpH nosBaTa HA HOB MaHHWEH, CMECEH WIM ACNpecUBEH
€NH30/1, JEYEHUETO C OJIAH3AINMH TPAOBa Aa NpoabkU (C onTUMU3MpaHe HA J03aTa, ako
€ HeoOXOAHMMO), C HOMBIHUTENHO JEYSHWE Ha CUMNOTOMUTE HA  pa3CTPOHCTBO Ha

HaCTpOCHHUETO, CNIPAMO KIIHMHHYHHUTE TIOKa3aHHA.

Ilo BpeMe Ha JieueHHeTo Ha wM3oPpeHHsa, MaHWEH enu30] H [pyU NpodUIaKTHKA Ha
peuMarB Ha OMMOJSpHO pascTpoiicTBO, AHEBHAaTa [03a MOXE na Opae KopurupaHa
nocreneHHo Ha 0a3ara Ha MHAMBHAYAJIHOTO KIMHHYHO CBhCTOAHME, KaTo T4 TpAOBa ja
Bapupa ot 5 so 20 mg/d. TlpunoxkeHWeTo Ha MO-BUCOKA OT MNpenopbUBaHaTa HavalHA
10332 € MOKazaHO caMo Ciell ChOTBETHA KJIMHHYHA MpeoneHKka W TpsOBa aa cTaBa rpes

MHTEPBAAH He MTO-MalKu oT 24 gaca.




DE/H/1852/002 & (004/1B/001

Onan3anMH MOXe Ja ce mnpHeMa ©Oe3 ga ce cb0M0JaBRa XpaHEHETO, Tbil Karo
abcopOuusaTa My He ce MOBIMABA OT XpaHata. IIpM TpeycraHoBABaHe “HPHEMa Ha

QJiaH3alluH TPHGBEI Aa C¢C HMa NpCABria NOCTCIICHHOTO HaMallaBaHEC Ha A03aTa.

lleduampuuna nonyaayus

OnaH3anMH HE ce npenopbusa 3a ynorpeda oT Aena v 1HOWHU noj 18-roayiiHa Bb3pacT
nopaayd JIMNCa Ha JaHHW 3a OesomacHOCT M edukacHocT. IIpH KpaTKocpo4vHH
Npoy4yBaHMA € AOKIaABAHO 3HAYHMO YBEIMUYCHHE HA TEJNECHOTO TErjo, NMpOMEHH B

HHBA4T4 HA4 JTMIIHAUTEC WU HpONaKTHHA NpH HHOIIKW B CPABHCHUEC ¢ BB3PACTHH NALMEHTH

(Bx. Touku 4.4, 4.8, 5.1 u 5.2).

Hayuenmu 8 cmapuecka evapacm

OOMKHOBEHO He ce MpenopbuyBa No-HUCKa oT obMyaiiHaTa HayanHa Jo03a (5 mg/nHeBHO),

HO TaKaBa A03a MOXE Ja C€ MMa NpPEABWI NPU NALWEHTH Ha W Haj 65 FOJHHHM TOraBa,

KOrato KI1MHW4YHUTE Pakropu ro Hanarar (BxK. Touka 4.4).

Yepeoicoane na 6vbpeunama w/unu 4eproopobrama Qynxyus

[lo-Hucka Havanna gosa (5 mg) Tpadea na ce uMa NPEJBHA MNpH TaKuBa NMauMeEHTH. B
Cly4aH Ha yMepeHa YepHoapoOHa HedocTaTbuHOCT (LUMpo3a, Child-Pugh xnac A viu B),

HayajHata Ao3a TpabBa aa 6bae 5 mg U Ja ce yBeJM4aBa C NIOBUIIEHO BHUMaHKE.
Hon

Hayanuarta 103a M J030BHAT HHTEpPBAJ OOMKHOBEHO HE € HEOOXOAUMO Ja C€ NMPOMEHST

[1IPH KCHH, CIIPAMO TC3H IIpH MBKC.

IIywmawu

HauanHaTa no3a U JO30BUAT HHTEpBaNd OOMKHOBEHO HE € HEOOXOAWMO Ja c€ MPOMEHAT

NPy HENYLIAayu, CIPIMO Te3d NMpU NyLHAYH.

Korato ¢ Hanuue mnosevye oT eauH 3abaBAw, MeTabonu3ma ¢akrop (FKEHCKH BOT

CTAPYECKA BB3PACT, HETYIHay), TpaOBRa Aa ce MMa MpeABU] TNPHIOKEHHETO Ha/f
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Ha4yallHa 4034. HpH TaKHBa TIALUCHTH TPHSBH. Ada cC€ IoAX0IH TIIpCAllasiInBO IIPpH

He0o0X0AHUMOCT OT IOBHUIIIABAHE HA A03aTA.

B cayyaure, 0pu KOHTO ce CUHTA 32 HeoOX0AHMMO MOBHIIABAHE HA A03aTa ¢ 2.5 mg

TpA0Ba A2 ce H3noaA3BaT GuaMHpanu Tabaerku Lapozan.

(Buxte Touka 4.5 n Touxa 5.2).
4.3. IIpoTHBONOKAa3aHHA

CBpBbXUYYBCTBUTENHOCT KbM AKTHUBHOTO BEIUECTBO MJIHM KBM HAKOE OT TOMOILHWUTE

BCLICCTBA.

HEII.[HEHTH, [IpKH KOUTO € U3BCCTHO, YC MMa pUCK OT MMOABATA HA IIaYKOMa ChC 3aTBOPCH

bI'bil.

4.4, CneuuajHM npeAynpexIeHNs H NpeANa3sHu MePKH NPH ynotpeba . o ;

[lo BpeMe Ha AaHTUNCUXOTUYHO JCUEHHE, NMOJOOPEHUETO B KIMHUYHOTO CHCTOSSHUE Ha
NMALUCHTA MOXE 1d OTHEME OT HIKOJKO AHY J0 HAKOJKO ceaMuily. [latuenture TpAOBa

Aa 6baat cTporo HabnAaBaHHu Mpe3 TO3M NEPHO.

Hoeuwiena CMBPIMHOGC BpU RAYUECHMU 6 CMAPYECKA b3PUCH ¢ OeMEHUUR U ROBUULEH

PUCK OM NOABA HA HEHCEAAHU MO3BYHO-CBOOEU PEAKYLY

OnansanuMH He € nOKa3aH 3a JIEUeHHEe Ha [ICMX03a, CBbp3aHa ¢ JACMEHLUMS W/ WM
NOBEACHYECKU HapyllieHHA W He ce MpenophyBa 3a yrnorpeda Npu Tasu cneurdHyHa
rpyna nauuMeHTH rnopajgd YBEJMY4BAHE HA CMBbPTHOCTTA U PHCKa OT MO3BUYHO-CBIOBH
WHUMAEHTH. B nnaue6o KOHTpOIHpaHH KIMHWYHM MPOYYBAHUS (C NPOLBIDKATENHOCT 6-
12 ceamMuuM) nNpy MauMeHTH B CTapyecka BB3pacT (CpeaHa Bb3pacT 78 TOAWHH) C
ICMX03a, CBbp3aHa ¢ AeMEHLHA W/HIR MOBEACHYECKH HapyllieHus, € HabnroxaaHo 2-

KpdTHO YBCJIIMH4dBAHC Ha CMDBPTHOCTTa B rpviiaTa Ha I[MAUHCHTUTC, JICKYBAHE

0JIaH3alKH, B CPAaBHEHHE ¢ MALHEHTUTE, JieKyBaHK ¢ mnauebo (CroTBeTHO 3,5%
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1,5%). Tlo-BHCOKaTa CMBPTHOCT HE € OMia CBBp3aHa C J03aTa Ha OJIaH3anuH (CpeaHa
AHEBHA 1032 4,4 mg) WK ¢ TIPOAB/DKUTENHOCTTAa Ha JeueHHeTo. Puckoeure dakToph,
KOUTO MOTaT Ja npeapa3noaokar Tasd NONyjalusg KbM YBE/IMYEHA CMDBLPTHOCT,
BKAKOYBAT BB3pAcT > 65 roawHu, aucgarus, celalus, HapyleHo (HEAOCTATBYHO)
XpaHeHe U AexuipaTauud, Oenoapodbuu 3abossBaHMUs (Hamp. MHEBMOHUS CbC WK Oe3
acrupanusa) HWIH €JHOBPEeMeHHa ynofpeﬁa Ha OeH3oauaszenvHu. BbnNpeku TOBa,
yeCcTOTaTa Ha CMBPTHHUTE cjiydyad € OWja No-BHCOKA TPH MNALMEHTHTE, JEKYBaHU C
0JIAH3aIMH, B CPABHEHME C TE3H Ha NNalebo, HE3aBUCHMO OT TE€3H PUCKOBH (AKTOPH.

B ¢BIiHTE KIMHMYHA MPOYYBAHMA HMa CHOOIMECHMS 34 MO3BYHOCHAOBH HEKEIAHH
ceOuTra (MCHC, Hanp., HHCYAT, fipexofeH UCXEMHYEH MPHUCTHI), BKIIOUUTENHO U ¢
datanen u3xoa. Habmomapano e 3-kpatHo ymenuuasaHe Ha MCHC npu naumentw,
JIEKYBAHH C OJIaH3alMKWH, B CpaBHEHHME ¢ NMarHeHTUTe, JeKyBaHu ¢ maanebo (1,3 % copamo
0,4%, cbOTBETHO). BCHUKKM MalnueHTH, TeKYBaHH ¢ OJIaH3aMMH MM fiauebo, Npu KOUTo
ca HalJIIpaaBaHd MO3BYHO-CBHAOBH HEXKENaHW CcbOMTHA, ¢a HMManu npeiliecTsalli
puckoBu dakropu. Bwipact > 75 roauHu ®u CbAOB/CMECEH THUM AEMEHLMA Ca
MACHTHOHMUMpAHU KaTo pHcKoBH ¢aktopy 32 MCHC BBB Bpb3ka € JICUEHHETO C

oiiaH3anud. B Te3m npoyuBaHuA He € YCTaHOBSBaHAa e(PHKACHOCTTA Ha OJaH34aTIHH.

boarecm na Haprxuucon

Yrnorpebata Ha oaaH3anuH 33 JIeUEHHEe HA MCHXO03M TIpH NanueHTH ¢ fonecrra Ha
[lapkHHCOH, CBbLp3aHH ¢ MpHeMa Ha JOMAMHHOB aroHWCT, HE Cce npenopwysa. B
KAHHUYHK NPOYYBAHHWA MHOIO YECTO W MO-4YECTO B CPAaBHEHHUE ¢ Miauedo ca 10KIaABaHK
Cly4¥a Ha BJIOLUIABAHE HA MAPKHHCOHOBATA CHMNTOMATHKA K XANKOUMHALHMH (BXK. TOYKA
4.8), a onaHsanuu He € 6uI no-epeKTHBEH OT MJIalgto Npy NeYeHUe Ha TE3W NCHXOTHYHH
caumnToMH. B Te3d NpoyyBaHHA C€ HM3MCKBA MNALMEHTHTE Aa OBAAT MBPBOHAYATHO
crabunusMpaHd c Hai-HUcCKaTa €(PEKTHBHA Jl03a OT AHTUNAPKWHCOHOB JIEKApPCTBEH
NMPOAYKT (AONMAMHHOB arOHMCT) M & OCTAHAT Ha CBUIOTO JI€YeHHEe W NO3HPOBKaA IO
BpeMe Ha npoyusaneTo. OnaH3anuH € 3arno4HaT ¢ 034 OT 2,5 mg/AHEBHO Y TUTpPHpaH

00 MAaKCUMYM |5 mg/AHeBHO Mo NpeLieHKa HA U3Ce10BaTeN.
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Hesponenmuven manuznen cunopom (HMC)

HMC e noteHuManHo >XWBOTO3AaCTPALIABAIL(O CLCTOSHUE, CBBP3aHO C JEYEHHETO C
AHTUTICUXOTHYEH JICKapCTBEH NpPOAYKT. Psako ca poknaaBaHu W ciaydyan #Ha HMC,
CBBP3aHH C MpHeMa Ha onaHsanuH. Knuuuunure npossu Ha HMC ca xunepnuapexkcus,
MYCKYJIHa PHTMIHOCT, HapyUICHUA B MMCJIOBHUA NpPOLEC U JaHHM 334 BereTaTHBHA
HECTAOUIHOCT (IPOMEHH B NYJICA WM apTePHAITHOTO HaNsSTaHe, TaXMKapAus, H3NoTaBaHe
M HapyIIeHHA HA CHPACYHUA pUTHM). JIONBIHHWTEIHUTE NPH3HALM MOTaT Ja BKJIOYBAT

[IOBULIEHHE Ha KpeaTHHMH(OcHOKUHA3aTa, MHOTIOOMHYpUA (pabaoMHOIM3a) H OCTpa

OBOpeyHa HEJOCTATBUHOCT. AKO MAIMEHT pa3Bue MPH3HALM U CHMIITOMM, MOKA3aTEIHH

3a HMC, unn uma HesacHO TeMmnepaTypHO CbCTOSHHE 0€3 JpyrH KAMHWYHU NPOABU Ha
HMC, npueMbT Ha BCHYKH QHTUIICHXOTUYHU TPOAYKTH, BKIIHOUMTETHO U Ha OJIaH3aMuH,

TpAOBa Aa ObJe npeycTaHOBEH.

Xunepzauxemus u ouabem

Psaaxo € poknaagana XuneprivkeMus Wiy npossa Wiy JESKOMIICHCAllWA HA M3BECTEH
AHabdeT, NOHAKOra CRBP3aH ¢ KETOAUMA03a WIH KOMA, BKIIFOUMTEIIHO U cllydau ¢ araieH
u3x0A (BX. Touka 4.8). B HAKOM OT Cly4auTe € I0KNaABAHO NpelUeCTBALl0 NOBHIIABAHE
Ha TeraoTo, KOeTo MOXe Aa Obje npeapasnosaraiuy ¢gakrop. Ilpenopsusa ce KAHHHYHO
MPOCNCIABAHE B CHOTBETCTBUE C MPAKTHUECKUTE PHKOBOJCTBA 3a MPAaBHIIHO JIEYEHHE C
aHTHUIICUXOTHLIK, HANPUMEP W3MEPBaHE HA KPbBHATA 3axap B HaYanoTo, 12 ceAMHLH Clien,
3aMoUBaHe Ha JieHeHHeTOo ¢ OJIaH3alnHH W Ha rofuiiHa 6aza ciacha topa. IlauueHTUTE Ha
NEYEHHE ¢ HAKAKbB AaHTUICUXOTHYEH MPOAYKT, BKMOUYMTENHO ¢ Lapozan, TpsadBa na ce
npocneasear 3a 6enesn ¥ CUMITOMH Ha XMNEPriHKeMus (KaTo MONHAMIICHS, MOMTHYpHA,
nojudarus U cnabocr), a NAUHEHTUTE ChC 3aXapeH AHafeT uiv Te3H ¢ PUCKOBU BHaKTOpH
3a pa3sBUTHE Ha 3axapeH Adader TpAOBa Ja ce MOHUTOPHPAT PEJAOBHO 3a BJIOLUIABAHE HA
TIMKEMUYHW KOHTpOA. PenoBHO Tpabea fa ce cneau TEJNECHOTO TErilo, HarpuMmep B
HAYaJI0TO Ha JeueHHeTo, Ha 4-Ta, 8-Ta U 12-Ta ceaMumila Cael 3alMOYBAHE HA JICUSHHETO C

ONAH3aNUH ¥ Ha UHTEPBAJ OT 3 MeceLa ciel TORA.

IIpomenu 6 aunuonume noxazamenu
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HaGnopaear ce HexenaHH NpoMEHW B CEPYMHHTE HHBA Ha JIMIMIWTE NMPH MALUCHTH,
JICKYBAHW € QJIaH3aNUH B NMnauedo KOHTPOAUpaHU KIHHWYHU U3NUTBAHMA (BX. TOUKA
4.8). Ilpomenure B cepyMHHTE NHIMHAM TpAOBA Ja c€ JIEKYBAT KAaKTO € BB3NPHETO B
KJIMHAYHATA NPakTHKa, OCOOEHO MPHU MALMEHTH C AUCTUIIHACMUS H NMPU NALUUEHTH C
PUCKOBH (PaKTOpW 3a pa3sBUTHE HA JIMITHIHM HapymieHHA. Jlunuanute nokasatend Ha
[TALUHEHTH HA JICUEHHE ¢ AHTUACUXOTHUYHM TIPOAYKTH, BKIIOUHTETHO Lapﬂzan TpﬂﬁBa
PEAOBHO JAa €€ MNpOCieAdBaT B CHLOTBETCTBHE ¢ MNPAKTUYECKWTE  PBKOBOACTBA 34
MPaBUITHO JICHEHUE C AaHTHUIICUXOTHLIM, HAIPUMEP B HAYANOTO Ha AeyeHuero, 12 ceaMmuLiu

CJIe ) HAa4YaIoTO Ha JIEYEHUETO U Ha BCEKM S rAHHH CJIed TOBA.

Anmuxoaunepeuung aKmueHoOCH

Boopekn uye npu in vitro npoyuBaHMsATAa OJIAH3aNMH [MOKAa3Ba AHTUXOJHUHEPrHYHa
AKTUBHOCT, ONMHUTBT MO BpeMe HAa KIMHUYHHUTE [POYUBAHUA, [TOKA3Ba HUCKA 4€CTOTa HA
MoA0OHH ciayyad. TBM KATO KIMHUYHWAT ONHT C OJIAH34MWH [PH NAUEHTH CbC
CBILTCTBALUM 3a00JIABAaHMA € OrpaHMUEH, MPEenopwLuBa ce Tol Aa Oble npeanucBaH C
MOBHLICHO BHHMAaHWE HA MALKMEHTHTE C XHTEPTPOGHs Ha MpoCTaTaTa Wik NApaTHTHYCH

HIICYC U CBBbpP3aHH C.TAX CHCTOAHHUAL.

HYeprodpobua dhynxyus

Uecto e wuwabmoparaHo nOpexofHOo, O€3CHMUTOMHO TOBUINABAHE Ha CEPYMHUTE
Tpancdepasu - anaHuH amuHoTpachepasa (ALT) v acnaprar amuHorpancdepasa (AST),
OCOOEHO B HaYanoTO HA JeueHHeTo. [lopumeHo BHUMAHUE U NMOXXOIALLO NMPOCIEAABAHE
Ce M3MCKBA NpU nauveHTuTe ¢ nosumeHd ALT w/unmn AST, npu naudeHTUTEe ¢ NpU3HAUU
M CUMIITOMHK HA YepHOAPOOHO YBPEXKAAHE, KAKTO U nj:m Te3u ¢ NpeaxosHH 3a00saBaHHsl,
IOBend 00 orpaHudaBade Ha yHKUMOHANHWA pe3epB Ha yYepHMA ApO0 HUAM TaKKBa,
KOUTO ca OuiM JIeKyBaHH C NOTEHLUMAJHO XEMaTOTOKCHYHM JekapcTBa. B ciydaure,
KOraTo € AMarHOCTHLUHpPAH XENaTUT (BKIKUYBAIl XEnMaTolelyaapHO, XOJeCTaTHYHO HIIM
CMECEHO uepHOApoOHO yBpeXJaHE), JEUEHHETO ¢ OnaH3anuH TpaAdBa na Obae

NpeyCTaHOREHO.

Heymponenus
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Heobxoaumo € BHUMaHWe MpH MALMEHTH, KOHTO MO HAKaKBa MPUYMHA ¢a ¢ HUCHK OpOH
JICBKOLUTH W/UIU HeyTpoWIM, NpH NALUCHTUTE 34 KOUTO € WU3BECTHO, 4Y¢ IONyyaBar
MPOAYKTH, BOAECLUM 10 HEYTPOINEHMs, MPH NALMEHTHTE C aHAMHE3a 3a MNOTHUCKAHE Ha
KOCTHUS MO3BK/KOCTHO-MO3BbYHA TOKCUYHOCT, [IPU NMAIIMEHTUTE C NOTUCKAHE HA KOCTHUS
MO3BK [1I0PaJH ChITBTCTBAIIO 3aD0NsABaHE, IBYCACUEHUE UM XMMHOTEpallis, KAKTO H NIPH
TALUEHTUTE C €O3HHODUINA WU MuenonponudeparueHu 3abossBaHusg. HeyTponeHus

OOHKHOBEHO Ce AORINIaABa 4YCCTO INpH CAHOBPCMCHHO TNPUWJIOKCHHUC Hd OJIdH3allHH H

paJimpoar {BxkK. To4ka 4.8).

[lpexvceane na reuenuemo

CHMIITOMM Kato moreHe, 0e3ChHME, TPEMOp, TPEBOXKHOCT, TaJICHE WKW MNOBpPbLIAHE ca

aokiaansaHyu MHoOro paako (< 0,01%) npu pa3ko cnupane Ha OJIaH3aluH.

QT unmepean

B knvHMuHH NpoyuBanuaA ca HaOmogaBaHu HeuectH (0,1% po 1%) KAMHHYHO 3HAYMMMU
yabKkaBaHud Ha QTc-unrepBana (QT xopekuus Fridericia [QTcF] = 500 MmunmucekyHam
[msec] no Bcako Bpeme cnea uszxoaHoto EKIT npu nmanmentu ¢ uixoaed QTcF < 500
MSEC) NPH MAUMEHTH, JJIEKYBAHH ¢ ONIaH3aIMMH, KOUTO HAMAT CHTHU(UKAHTHH pa3Nuuus B
CBbp3aHUTE ¢ TAX KapAUOJOTHYHM CHOHTHA B cpaBHeHHe ¢ miaile6o. Heobxoanmo e
oDave, KakTo ¥ NPy APYTrUTEe AaHTUIICHXOTHUYHH JIEKAPCTBEHU NPOAYKTH, ONAH3aNKH 12 Ce
NPEANUCBA ¢ MNOBHIIEHO BHUMAHHWE 3ae/lHO C JIEKAPCTBEHM IMPOAYKTHU, 32 KOHTO €
U3BECTHO, Ye yabKkaBar QTc-uHTepBana, 0codeHO NMpU NaLKMEHTH B CTapuecKa Bb3pacT,
MpH MagMeHTH CbC CHHAPOM Ha BpoJdeH yabnkeH QT, 3actoiiHa cbpaeyHa

HCAOCTATBHYHOCT, XHHEPTPO(])HH Ha CHPUICTO, XHIMOKANTUEMHA HIIH XHITOMarH€3ncMHAl.

Tpombembonuzovm

Heuecto (= 0,1% u < 0,01%) ce cpobiuasa 3a Bph3Ka BbB BPEMETO MEXKAY JICUCHHE C

OJIAH3aNUH M BEHO3eH TpoMOemOonm3sM. He ¢ ycraHoBeHa NPHYHHHO-CIICACTBEHA

BpB3Ka MEXKAY MMOABAaTA HAa BECHO3HHA TPOMOOEMOOJIM3IBM H JIEUCHUETO € OJIaH3alluH,

B T -
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BCUYKW BB3MOXKHHW puUcKOBY (pakropu 3a BTE, nanp., obe3aBHKBaHe Ha NalMEHTUTE, U

‘-'I

na 0saatT npeAnpueTy NnpoPUIaKTUYHH MEPKH.

Qbugo deiicmeue gvpxy I[HC

Karo ce umar npensusa ocHoBHUTE edekTH Ha odanzanuH Bepxy LIHC, nHeobxoaumo ¢
[IOBHLIECHO BHHMaHHE NpH KOMOUHHUPAHETO HA NMPOAVKTA ¢ APYIU UEHTPANHOACHCTRALLA
JICKApCTBA U alKoX0J. Thi KaTo OnaH3amuH ip Vvifro ce MposABABA KATO aHTArOHUCT Ha
AONAaMUHA, B3IMOXKHO € TOW A3 AHTAaroHusupa ePEeKTHTE HA JHPEKTHUTE U MHANPEKTHU

AOITAMHHOBH aroHUCTH.

I vpuosge

OnaHzanui TpsaOGBa fa ce npuiara BHUMATENHO Mpd DalMeHTH ¢ aHaMHE3a 34 I'bpUYOBE
WJTH KOMTO €2 U3N0XEHH Ha (PAKTOPH, KOMTO MOraT Jia HamansaT I'epuoBHA fpar. Paako ca
AOKJIaABaHH CIY4ad Ha rbpUYOBE NPH TaKUMBA NAIACHTH, KOUTO ¢a JIEKYBAHH C OJIAH3AMKH.

[Tpy rmoBedEeTO OT TE3IM cAYYAM € UMATO AHAMHE3A 32 MbPUYOBE WU PHCKOBU (PAKTOPH 34

TAXHATA noABea.

Tapouena Juckunesus

B KJIMHHYHM NMpOYYBaHHS C IEKAPCTBEH NPOAYKT 32 CpaBHEHHAE M NPOAB/DKUTE/IHOCT Ha
JICYEHHUETO €1Ha NoAMHA WM MO-MAJKa, NPHIOKEHHETO Ha OJIaH3aNMMH € CBBP3aHO ChC
CTATUCTHYECKH 3HAYMMA MO-HHUCKA YECTOTA HaA C/YYaWTe Ha AUCKHHE3Hs, U3HCKBAIH
CAEIIHO JieueHwe. PHCKBT OT mnosiBa Ha TapAWBHA JAMCKWHE3MsT HapacTBa C
MPOAL/KUTEIHOCTTA HA €KCMO3ULMATA , IOpaAH KOETO B C/1y4yail Ha nosiBa HA NMpH3HALM
WK CUMITTOMHU Ha TapAuBHA AWMCKWHE3WA MpH MALMEHT Ha onaH3anuH € HeoOX0AuMOo Ja
ce 0OMHC/IM HAMAJIABaHE HA 103aTa WM CMHMpaHe Ha ApHeMa Ha NMpoayKTa, CUMIITOMHTE
Ha TapAMBHA JUCKUHE3Ws MOraT Ja C€ BJOIIAT BPEMEHHO WU JOPH Ja C€ MOABAT CleH

MPEKBCBAHE HA NEYEHHETO.

OpmocmamuyHa Xunomonusi

B KNIMHWYHUA NPOYYBAHHA C GJIAH3AMWH NPH MAlMEHTH B HanpeHala Bb3pacT Heue
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CPCACTBA, U TYK CC NMPpEeNopbYBa NEPHOIHYHO MPOCeaaBaHe Ha apTCpHANHOTO HalATraHeE

[IpH NanUEHTUTE Ha BB3PACT HaA 05 rogunu,

Bresanna cvpoedna cmopm

B nocTMapkeHTWHrOBH NOKNAM 33 ONAH3AMMH € JOKIa/BaHa BHE3aMHa ChPASYHa CMBPT
NpyU NalUeHTH, rMpUeMallll olaH3anuH. IIpu peTpocnekTHBHO HAOMOAATEIHO KOXOPTHO
MPOYYBAaHE PHUCKBT OT MpeAnojaracMa BHeE3amHa ChpAE€YHA CMBPT NPH MAaLHEHTHUTE,
JICKYBAHM ¢ OndH3anMH € Oun npuOaU3UTEeNHO [Ba NOBTU NO-TOJIM OT PUCKA NpH
MaLUHEHTH, KOMTO HE MpPHEMaT AHTUICHXOTULMH. [IpH nNpoy4yBaHETO PHCKBT MpH
OJIAH3a0HH € OWA CBhIIOCTABUM C PWCKA MPH aTUMTMUHUTE @HTHIICUXOTHLM, BKJIIOUEHHU B

cOOpHuUs aHaIu3.

lleduampuuna nonvaayus

OnaH3andH He e NoKa3aH 3a JCUEHUE Ha Aela U oHoluM. [IpoyuBaHus npu nanueHTH HA
Bh3pact MeXAay 13 v 17 roauty NoxassaT pasnMuHKM HEKENaHW PEaKuu#K, BKIKUHTENHO
HAMTBbJIHABAHE, MPOMEHH B  MeTa0OMHTHHUTEC MNapaMeTpH W YBEJIHYaBAHE = HA
MPOJIAKTHHOBOTO HHMBO. He ce npoyyBaHW ABLArOCPpOUYHUTE TIOCHEACTBHS OT TE3H

HEeXENaHU CbOUTHA M Te OCTABAT HeMno3HaTH (BxkK. Touku 4.8 u 5.1).

Jlaxmosa:

Lapozan ¢punmMupanu TaGNeTKH chbABPKAT JaKTo3a. [TallHEHTH ¢ pEAKUTE HACHCACTBEHH
GOpMH HAa HEMOHOCHMOCT KBM 1aKTo3a , Lapp nakTased AePHUMT WIM TITHOKO30-

raJakTo3Ha MajabcopOuma He TpAOBa Aa MPUEMAT TO3U JIEKAPCTBEH NMPOAYKT.

4.5. B3aumoaeHcTBHE ¢ APYrH JeKAPCTBEHH NPOAYKTH H APYrH (pOPMH HA

B3aUMOAEHCTEHE

[leduampuuna nonyaayus

[IpoyuBaHUA 3a IEKAPCTBEHH B3aMMOAECHCTBHUA ca MPOBEACHUA CaMO ITPH Bb3PacTHH.

Tomenyuainu 63aumooeicmeus, ROGAUASAWY OAAHIANUN
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Toit kaTo onanszanuH ce Merabonuzupa or CYPLA2, BelwecTBata KOMTO MOTaT
CrICLM(PUUHO [Ja WHAYUMPAT WM MHXUOMpAT TO3HW H30€H3IUM MOorar Aa [OBAHAAT

¢apMaKOKMHETHKATA Ha OJIAH3aMHH.

Huoyxyus na CYPI1A2

MetabonusMbT Ha oJaH3amMH Moxke aa OpAe HHAYUHpad OT TIOTIOHONYUIEHE H
kapbaMasernvH, KoeTo MOXE Ja J0BeAe A0 MOHHMKABAHE Ha KOHLUEHTpauuaATa Ha
onanwzanud. HalGnropaBaHo € camo J€Ko A0 yMepeHO [OBHINABAaHE KIUPBHCA Ha
onau3anvd. KIMHMMHOTO 3HauY€HWe 10 BCAKA BEPOSTHOCT € OrpaHUYeHo, HO Ce
npernopbiBa KIMHHUHO APOCHEAsiBaHe U OOMHUC/ISIHE BB3IMOXKHOCTTA 38 MOBHIIABAHE Ha

J03aTa ONaH3alHH npu HeoOXO0ZUMOCT (BXK. TOUKa 4.2),

Huxubupane na CYPIA42

DnaysokcamuH, cieudduucH CYPIA2 HuxubUTOp, € nokasan 3HAYUTEITHO MHXHOMpaHe

Ha MeTabosiM3Ma Ha onansanud. CpedHOTO yBenWyaBaHe HA (g HA OJAH3ANMH Cliel
¢nyBokcamuH e 6uno 54% npu KeHU Henmymwadkn 4 77% npu Mbxke nymavud. CpeaHoTo
YBEJA4ABAHE Ha AUC HA 0JIaH3aNUuH € cboTBeTHO 52% u 108%. Ilpu nauueHTH, KOUTO
npHemat ¢uyBokcaMdH Wid Apyr HuaxubuTtop Ha CYPlA2 kxaro umunpogokcauyH
TpsiObBa Ja ce OOMHCIIM MO-HWCKA HauyanHa A03a. HamansBaHe Ha po3ara Ha OJIaH3aNWH

TpsOBa 1a ce MMa npeaBH, B CAyYail Ha 3anouHato neyenue ¢ uHXUOGHTOp Ha CYPLA2.

Hamanseare ua Guoraiitdiocmma

AKTMBHHST BbrieH Hamansdsa OHOHANMYHOCTTA Ha MepopaiHua ojanzandH ¢ 50% no

60% u Tpadea xa ce npyeMa HaM-Manko 2 yaca npeau WiM ciel oOJlaH3arnuH.

Hsama panuu, ve duyokceTuH (muxuburop Ha CYP2D6), €IOHOKparHH A03W aHTHAUHI
(AanyMHHHH, Marne3uii) WJIH LUMETHINH HOBJIMABAT 3HAUMTENHO (PAapMaKOKHHETHKATA Ha

OJIAH3AllIHH.

Homenyuan Ha oranzanun 0a 8ause 8bPXY OPY2U 1EKAPCIMBEHU NPOOYKMY
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OnaH3aniH MOKe Ja aHTarcHusMpa egekTure Ha  AUPEKTHHTE M WHAUPEKTHH

AOMMAMHHOBH aroHUCTH, .

OnansandH He HHXUOKMpa ocHOBHUTE CYP450 B30eH3uMH in vitro (Hanp. 1A2, 2D6, 2C9,
2C19, 3A4). Jluncara Ha B3aMMOAEHCTBHE Ce TOTBBPXKIAABA B in Vivo TIPOYUYBaHNA,

Kp/IETO He € Hadnwoaasano wuHxubupane da Mertabonu3Ma Ha ClieHHTES AKTHBHM

BELLECTBA: TPULUMKIMYHKA aHTUAcnpecaHTH ( MeTaboaMsMpaiqd c€ InpeaHMHO OT
CYP2D6), Bapdapun (CYP2C9), teopunun (CYPLA2) wnn auasenam (CYP3A4 wu
2C19).

He e ycraHoBeHo B3aMMOJECHCTBHE HA ONaH3allMH ¢ JUTHA HIW OWnepuIcH, NpPH

CAHOBPEMCHHOTO HM IPHIONKCHUC.

Tepaneamqﬂom JEKAPCTBCHO MOHHUTOPHpPAHE Ha TIIasMCHUTE HHBA Ha BaJINIpOoatT HC

noka3Ba HeODXOIUMOCT OT KOPEKLHA Ha J03aTa Ha BaNNpoar, CAc/ BKIOYBAHETO HA

OJIAH34ITUH.

Brusnue evpxy IIHC

TpsbBa pa ce nposBABA MNOBHILNEHO BHUMaHWE MpPU MNALUEHTH, KOHTO KOHCYMHpAT
ankoxol WJIW TpUEMAaT JIEKAPCTBEHH [MPOAYKTH ¢ [MOTUCKAIHO ACHCTBHE BBPXY

byHKiMKHTE HAa UEHTpAHATA HEPBHA CHCTEMA.

He ce NpenopriBa €IHOBPCMCHHOTO NMPHUIIOKCHHUE Ha OJIaH3alvMH ¢ aHTHINIAPKHHCOHOBH

NEeKapCTBEHM MPOAYKTH MpH nauudeHtd ¢ Oonecrra Ha [TapkvHCOH M JeMeHUMA (BK.

To4Ka 4.4).

Q1. unmepean

Heobxoaumo e BHUMaHue, korato Onansanud ce npunara eIHOBPEMEHHO ¢ NEKapCcTBeHU

[MPOAYKTH, 34 KOUTO € W3BECTHO, Ye yabkaBaT QT uHrepBana. (Bx. Touka 4.4).

4.6. DPepTHIAHTET, OPEMEHHOCT H KbPMEHE
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bpemenrnocm

Hama pocratbuen Opod AoOpe KOHTpPOJAHpaHH IPOYYBAHHA MNPU OpEMEHHH MEHH.
IlaunenTkure TpsaGea na 6bAAT CHBETBAHHM A3 YBEIOMABAT CBOs JIeKap, ako 3a0peMeHeAT
WJIN UMAT HaMepeHMe Ja 3a0peMeHedT 1o BpeMe Ha JICYSHHETO ¢ OJIaH3aluH. Bunpeku
TOBa, MOPaaH OrPaHHYEHUAT ONMT MPU XOpa, ONIaH3aNKH TPAOBA Ja ce npuara no BpeMe
Ha OpPEeMEHHOCT, caMO aKO MOTEeHUMAaJHAaTa M0J3a IPEeBUIIABA MOTCHIHAIHHMA PHCK 3a

1o aa.

[lpy HOBOpoOAEHM, KOMTO ca OWIM M3NOXKEHM HA AHTHICHMXOTHLUHU (BKJIIOYUTENHO
OJIaH3arHH) npe3 TPETHA TPUMECTLP HA OPEMEHHOCTTA CBIIECTBYBA PUCK OT HEXEIaHH
peaKLMH, BKIHOUYUTETHO eKCTpanupaMMIHH ¥/ HIIM CUMIITOMM HA OTHEMAaHeE, KOHUTO MOrat
/1A BApUpaT Mo TeXECT U NPOALMKUTENHOCT cieq paxkianero. Jloxnaasanit ca 8p3dyna,
XUNOTOHHS, TPEMOP, CBHJMBOCT, PECIIHPATOPEH AUCTPEC M HapyIIEHO XpaHeHe. Bns

BPB3KA € TOBA € HEOOXOAMMO BHUMATENHO Mpoc/iesBaHe Ha HOBOPOACHHTE.

Kvpuene .

B KIMHWYHO NPOYYBAHE NPH 3[paBH, KbPMEIH KEHH, € YCTAHOBCHO, 4¢ OJIAH3ANHH CE
eKCKpeTHpa ¢ MaitumHoTO MJako. CpenHaTa eKcmosvuusa 3a KepmaueTto (mg/kg), npu
CTALMOHAPHO CBCTOAHHE € onpeaencHa kKaro 1.8 % ot mosara, npueTta Oor Makkara

(mg/kg). llaunwentkure Tpabea ma ObAAT CBBETBAaHM Oa HE KBPMAT JellaTa CH, ako

[MPUEMAT OJIaH3aMKH.

4.7. EdexTH BLpxy criocobHocTTa 3a miopupane u paboTa ¢ MALIHKRN

He ca npoBexiaHi NpoyyBaHHA 10 OTHOIIEHME HA e(eKTHTE BLPXY CHOCOOHOCTTA 34

wodupane u paboTa ¢ MalIKUHHU.

T Karo, oNaH3almvH MOKE ha J0Beje A0 nosgBara Ha CBHIMBOCT HJIH 3aMasHOCT,
naluveHTuTe TpsAbBa Aa ObAaT NpeAynpeaeH B CNy4aid, Ye UM ce Hajlara Ja ynpaBiaBaT

MALLIMHH, BKTIOYHATETHO MOTOPHH NPEBO3HH CPEJCTBRA.
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4.8. HeXenaHu JekapcTBeHH peakuuy

Buwipacmnu

Haii-yecto ( Habmopaanu npu > 1% oOT nauueHTWTE) AOKIAABAHATE HEKEAAHH
JCKAPCTBEHH peaKIHH, CBLP32HH C MNPWIOXKEHHETO Ha O0JaH3aNlWuH - B KIMHHYHM
M3MUTBAHUA, €A CBHAUBOCT, HAAAARAHE HA TErjo, €03dHOPHUIUA, YBEIMYEHM HHBA HA
NPOJIAKTHH, XOJECTEPOsa, TIHKO03a W TpUriuuepuad (BXK. Touka 4.4), rmoko3ypus,
yBEJIYYEH aneTuT, CBETOBBPTEK, aKaTu3udA, TMapKHHCOHH3BM (BX. TOUKa 4.4),
AUCKUHE3US, OpPTOCTAaTHYHA XMIMOTOHMA, AaHTHXOJNMHEPTrHYHU edeKkTH,” npemﬂﬁﬁ
0e3CMMNTOMHO YyBeAMUEHWEe Ha CepyMHHTe TpaHcdepasn (Bxk. Touxka 4.4), oOpus,

aCTEHUA, YMOPa U OTOK.

B npeacrasenaTa tabnuua ca U30pOEHH HEXENAHU NEKAPCTBEHH PEAKIMK H OTKIIOHEHUS
Ha nabopaTropHM mMoOKa3arend Mo JaHHA OT CHOHTAHHM CHOOIEHMA W KIMHHYHH
npoyuBaHus. [Ipu BCAKO rpynupanHe o 4ecToTa, HEKEIaHUTE JIEKAPCTBEHH peaKkiliM ca
[PENCTABEHHA B HHM3XOMAALL PeA M0 OTHOWIEHWE Ha TAXHaTa CepUO3HOCT. TepMUHUTE 34
4ecTOTa ca JeHHUpPAHK KakTo ciaeasa: Muoro uectd (>>10%), yect (= 1% u < 10%),
HeuecTH (= 0,1% u < 1%), peaku (> 0,01% u < 0,1%), MHoro peaku (< 0,01%), c

HEH3BECTHA YeCTOTa (He MOXKE Ja Ob/ie onpee/eHa 0T HaTHIHHTE AaHHH OT CTIOHTAaHHH

L

CLOOUIEHNSA).
Mmuoro yvecta | Ueern HeuecTn C Heu3BecTHA
YeCTOTA
Hapyimenns Ha KPpbBTA M JUM@HATA CHCTEMA
Eo3uHopunna JleBKONeHuUA TpombounuTonennd

Heyrponenus

HapyiueHns Ha HMYHHATA CHCTEMA

AnepruuHa peaknus

Hapywenun Ha MeTal0/IH3Ma H XPAHEHETO

[lopHlnaBade Ha | [TosHIIeHO HUBQ IlosiBa U --

2.3

rl“'E:F.I'I*Cl']‘Dl Ha XonecTepon ACKOMIICHCAL MY
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[lopuiieHO HUBO
Ha [II0K03a”
[[oBUILIEHO HUBO
HA

25
TPUrNULEPHIN
[ moko3ypus

[1oBUILLIEH ATIETHT

auadeT, MoHAKOora
CBBD3aH ¢ KEToaLwa03a
HJIM KOMa, BKJIFOUHUTETHO
(haTaiHA CAy4YaH (BK.
Touka 4.4)

XUnoTepMu

Hapywenus Ha HepBHATA cCHCTEMA

3aMaAqHOCT
6

COMHOJIEHTHOCT

AKATU3UA

[lapxkuHCOH m3eM°

JIMCKUHE3Us"

I"'spuoBe, KOTaTO B
NOBEYETO C/yyan ¢a
NOKJIaJBaHH aHAMHE3a 32
I'bpP4Y0BE UM PUCKOBH
(aKTOPH 3a MbPUOBE
HeBpoaentuueH
MaJIUrHEH CHHAPOM (BXK.
TOouKa 4.4)

JIMCTOHUA (BKJIIFOUUTENHO
OKYJIOTHpALM )
TapanBHa TUCKHHE3HS

CHMIITOMH H4 OTHEMAaHe'

Cobpaeynd HapyieHHSA

bpanukapaus
Y apaxaeane Ha QT
UHTEpBaNa( BXK. TOYKa

4.4)

Kamepua
TaxyuKap auspudpunanusg, |
BHe3arHa CMBPT (BXK.

To4Ka 4.4)

CunoBH HApYUIEHHS

OprocTaTuyHa

XHUITOTOHHA

Tpombembon3BLM
(BKJIKQUHTEHO
OenoapodeH
eMOOIH3IBM U

Tpom003a Ha
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IBJIOOKUTE BEHH)

(Bx. Touka 4.4)

CToOMamIHO-YpPEeBHH HAPYIUEHRS

Jleku, npexoaHu
AHTUXOJHHEPTHUHN
edekTH,
BKJIFO4YBALIH
oOcTHnauysa 1

CyXO0Ta B yCTaTa

[lankpeaTur

-

XenarTo-OHIHAPHH HAPYUIEHHS

[Ipexoanu,
0€3CHMINTOMHH
NOBUIICHHS HA
CEpYMHUTE
TpaHCAMKHHAa3H
(ALT, AST),
0CODEHO B
HAYaT0TO Ha
JICYCHHETO (BXK.

TouKa 4.4)

XenaruTt ( BKIYBalll
XanaTrouenynapHo,
XO0JIECTATUYHO UJIH

CMECEHO YEPHOAPOOHO

yBpex aaHe)

- o

HapyuleHHsl HA KOKaTa H NOAKOKHATA ThHKAH

QObpus Peaxuus Ha
(pOTOYYBCTBHUTENAHOCT

Anoneuus

HapyuwieHss HA MYCKYJIHO-CKE/IE€THATA CHCTEMA M CheAMHHTEIHATA ThKaH

Pabgomuony3a

Hapywenust Ha 0p0pennre 4 MHKOYHHTE THTHLHA

HHKOHTHHEeHLUA HA

ypHHATa

3aKBCHABAHE HA

HAYaJI10TO HA MUKLUHUATA

BpeMeHHOCT, yprnepuyMa H HEPHHATAIHH ChCTOAHHS
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HeoHaTtajieH cCUHApOM Ha |
JEKAPCTBEHO OTHEMAHE
(BX. Touka 4.6)
HapymeHns #a Bb3npOH3BOIANTEIHATA CHCTEMA H I'bpAATA
[Ipuanuzsm
O01n HapylIeHH H ePeKTH HA MACTOTO HA MPHJIOKEHHE
ACTCHHA
YMopa |
OTtok -
H3cneapanus
IloBulueHH Bucoka [ loBuilieHa ankanHa
niasMeHH HUBA kpeatuHpocokuHasa | gocdarasa
Ha MPONaKTHH" [ToBuiieHn obmi
OnnupyOuH

' Knunnuno CHFHH(HMKAHTHO MOBHLIABAHE HA TEMNIOTO € HabMI0JaBAaHO MNpe3 BCHYKH
U3XOAHH KaTteropuu 1o Munekca na renecna maca (MTM). Cnen kpatkocpouHo neuenue
(cpenHa NpoAbLIKHUTENHOCT 47 ceaMHIIM) TMOBHILABAHE HA Teryioto ¢ > 7% cnpsamo
M3XOAHOTO TEJIECHO TETJIO € MHOIO 4ecTo (22.2%), ¢ = 15% cnopsaMo U3XOAHOTO TEJIECHO ¢
Teryio € yecto (4.2%), a ¢ > 25% cnpamMo H3XOAHOTO TEAECHO Ter1o € HevecTo (0.8%).
HappaBane ¢ > 7%, > 15% u >25% ot u3xoaHoTo TelecHO Terno (64.4%, 31.7% u
12.3% pecnekTUBHO) € MHOTO YECTO TPH MALMEHTH C ITPOABIKUTE/IHA €KCITO3HULIHA (NIOHE

48 ceamMuLId) .

2
CpeaHOoTO NOBULLEHUE HA KOHUEHTpalMMTE Ha TWMUAUTE HA raaaHo (o0L xonecrepod,
xonecreponn B LDL u Tpurnvuepuad) € no-BUCOKO NpPH nauueHTH Oe3 AaHHHM 3a

HapyIIEHHUE HA JTUNMHIHUA METa00IM3BM B HAYAIOTO HAa MPOYYBAHETO.

* HabmonaBa ce NpH HOPMalHM M3XOJHH HHBA HA XojecTepol Ha riaaHo (< 5,17

mmol/l), kouro HapacTBar g0 BucokH (> 6,2 mmol/l). TIpoMeHH B U3XOXHIATE HUBA
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OOLIMA XONEeCTEPOI HA MIaJHO OT rpaHuunM (= 5,17 - < 6,2 mmol) 10 Bucokn (> 6,2

.
-

mmol) ca MHOro 4ecTH.

* Ha6Gnioaagra ce [PY HOPMAaJllHU W3XO/JHW HHWBA HA T'MIOK03a Ha rnmaaHo (< 5,56 mmol/l),
KOHMTO HapacTsar 40 BUCOKHU (= 7 mmol/l). [I[poMeHn B U3XOAHUTE HUBA HA TIFOKO34Ta HA

MajHO OT rPaHUYHU W3XOAHH CTOMHOCTH (> 5,56 - <7 mmol/l) no Bucoku (> 7 mmol/l)

€4 MHOTO YCCTH.

> Habmonara ce Npv HOPMAJIHH W3XOJHM HUBA HA TPUTIMUEPUAMTE Ha TaaHo (< 1,69
mmol/l), kowro HapacTBaT g0 BHcoOkHM (> 2,26 mmol/]). [IlpoMeHH B W3XOAHMTE HHUBA HA
TPUCNULEPHAMTE Ha MaAHO OT rpaHH4YHH (= 1,69 mmol/l - < 2,26 mmol/l) 1o Bucoku (>

2,26 mmol/l) ca MHOro uectH.

° B KkIMHHYHH NPOYUYBAHHA 4E€CTOTATA HA MAPKAHCOHU3ZBM U JAMCTOHHSA TIPU TMALHEHTH,
JIEKYBAHH € OJIaH3aMuH, € NO-BUCOKA, HO 0€3 CTAaTUCTHYECKH 3HAYUMM pas3IuKH COpsSMO
magedo. [lpu nekyBaHMTe ¢ oOnaH3alHH TIALWAEHTH MMa [MO-HHUCKA 4YeCcTOoTa HAa
MapKWUHCOHW3bM, AKATU3WA YW JAWUCTOHHUA B CPaBHEHUE ¢ JIEKYBAaHM C TUTPHUPAHH 03U
xanonepuaon. [lpu nuncara Ha noapoOHa wHpopMaLusa OTHOCHO MpeaxoaHaTa aHaMHes3a
38 UHAUBMJAYAJIIHW OCTPH W TApJAUBHH e€KCTpalHpaMHAHH IBUCATEIIHH HapyLIeHHS
MOHACTOSLIEM HE MOXE 1A C€ HANpaBM 3aKIOUECHHE, Y€ ONaH3anmuH NpuyuKMHsIBa B MO-

MaJjika CTEMEeH TApAUBHA AUCKUHE3UA W/HUAHW JPYTH €KCTpanupaMHIHU CHHIPOMHM.

" CHMNTOMHM KaTo TIOTeHE, HHCOMHHA, TPEMOp, TPEBOXKHOCT, FaJcHe W TIOBPbILAHE Ca

AOKJAaABAHH IPH BHC3AIMTHO CITHPAHC Ha OJaH3allkH.

8 [Ipy KJIAMHHUYHA NPOYYBAHHMA C TMPOABDKUTENHOCT A0 12 ceaMuuM I1a3MEHHTE
KOHLEHTPAllUH Ha TMPOJAKTHH Cca TMPEeBUIIWIH TOPHWTE TCpaHHLM HA HOPMANHUTE
CTOHHOCTH npd npuOnuzureaHo 30% or naudeHTHTe ¢ HOPMAallHH CTOHHOCTH Ha

[IPONNAKTHH B Ha4YaJ10TO Ha JICYCHHETO, JICKYBAaHH C OJIAH3aIIHH, le*[ MOBECUYETO OT TC3H

[MALMEHTH MOBUILISHUETO € OUJIO JIEKO M € OCTaHA/IO MO CTOHHOCTH OT [Ba MbTH FOPHHTE
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[OTCHLUMATHO CBBP3aHUTE C I'bpPAATa U MEHCTpYauuaTa KIHHHYHH NPOABH (Hanmpumep,
aMEHOpEA, YrojJeMsaBaHE Ha rlbp,um‘e, ranakropes IpH S>KEHU, W THHEKOMAacTus/
YyroleMsaBaHe HA T'bpRUTE NpH Mbxe) ca Ound HedecTu. Uecro ca nHabmojaBaHM
HEXKENAHH peakUHH, CBbP3aHW CBbC CEKCyalHata (yHKUUA (HanpuMmep, €peKTHIIHa

AMCPYHKUMA NPH MBXKe W MOHMKEHO JTHOKUI0 W NMPpH JBATA 11011a).

Ipoovaxncumenna yvnompeba (nore 48 ceomuyu)

C BpemeTo OpoAT HA DAUMSHTHTE, KOMTO PA3BUBAT HEKEJIAHM NICKAPCTBEHW PEAKLIMHY,
KaTO KJIMHHYHO CHTHH(PHMKAHTHHY NPOMEHU B NOKAYBAHE Ha TETJIOTO, KpbBHATA [IIOKO034,
oowmaT/LDL/HCL xonectepon unu Ttpuriuuepvaure ce yeeawuana. [Ipy BB3pacTHU
nauueTH, KOUTO 3aBbpLIBAT 9-12-mMeceyHO neueHue, 4eCcToTarta HA HaApacTBaHe Ha

CpEeAHUTE CTOMHOCTH HA KPBBHATA 3axap HaMalsiBa cJjel NpudIu3UTEIHO 6 MeceLa.

Iayuernmu ¢ Oemenyun

B KTHHWYHU MPOYYBAHUA TIPH NALMEHTH B CTapuecka Bb3pacT C AEMEHIHA JEYEHHETO ¢
OJIaH3aMKWH C€ CBbLP3Ba C MO-BHCOKA 4E€CTOTA HA CMBPTHH CAy4Yad M MO3BYHOCBHAOBU
HEKENIAHM PeaKklud B cpaBHeHME ¢ Iutanebo (BX. cbilo Touka 4.4). MHoro uecrw
HEXKEJIaHH PEaKLUM, CBbP3aHH ¢ YIoTpebara Ha OJlaH3aIldH MPU Ta3d rpyna nauueHTy, ca
CMYIIIEHHA B MoxoJkaTa M nazaHusd. Yecto ca HaOmMoOJaBaHM NMHEBMOHMA, MOBUINEHA

TEJIECHA TEMIIEPATYPA, JIETAPTHsl, EPUTEM, 3PUTEITHU XANIOLUMHALMH 1 HHKOHTHHEHIHA Ha

YpHHA.

[Ipy KIHHHYHHM NPOYYBAHUA NPH MALUEHTH C JICKApPCTBEHOMHAYyLMpaHa (JOMTaMHHOB
aroHMCT) NCUX03a, CBbp3aHa ¢ Oonectta Ha IlapKMHCOH, MHOTO 4€CTO W MO-YECTO B
cpaBHEHME C alebo ca JoKiaaBaHW BjOWIaBaHe Ha NAapKMHCOHOBaTa CHMMTOMaTHKa W

XaAMFOLMHALIU A,

[Ipy enHO KIMHWYHO MpoyuBaHe € MAUMEHTH ¢ OHMMOISpHA MaHHA KOMOWHUPAHOTO

fAe4yeHHe C BaJmpoar W OnNam3anmdH BOJAM A0 uecToTa Ha HeyTponeHuATa 4,1%;

MOTCHUHANEH ChAcHCTBal (akrop MOXe Ja ¢a BHCOKM NNAa3MEHH HHUBA Ha BaINpo:s
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TPEMOP, CYXOTa B yCTara, [OBHINCH ANETHT M NOBUILABaHe Ha Terjaoro. HapynieHue Ha
roBopa Cbllo ¢ AoKnaaBaHo 4Yecto. Ilpu nedenue ¢ onansanHH B KoMOHHAUUA C JTUTHHA
WA TUBANNPOEKC ce HaOnmoaasa NOBHIIEHUE ¢ > 7% OT U3XOAHOTO TEJACCHO TEMI0 MPH
17,4% OT nauMeHTUTE 1O BpEME HA JIeYEHHE HA OCTPOTO ChCTOAHHWE (A0 6 ceaMHLn).
[1poasKHTENHOTO NedeHre ¢ onausanud (10 12 Mecela) 3a nMpo¢UIaKTHKA Ha pPELIMIUB
(IpM NAUHEHTH ¢ OWNONAPHO PA3CTPOUCTBO € CBBP3aHO ¢ MNOBHIIEHHE ¢ >7% OT

U3XOIHOTO TeJEeCHO Ternio nipu 39,9% ot naudeHTHTE.

Heouampuyna nonynayus .~

OnansanuH He € NoKasaH 3a JIeYeHHUE NIPM Jelua ¥ oHowu nog 18 rogunu. Makap na He
ca MPOBCHKAAHHW KIIHHMYHM MPOYYBAHUA 332 NApajicHO CpaBHABAHE HA BIHAHMETO Ha
OJIAH3aNHH TNPH IOHOIIKUTE COPAMO BBIPACTHUTE, JAHHHATE OT MPOYYBAHUATA TIPH IOHOWIN

Ca CpPABHCHH € TE€3H OT MPOYyUYBaHHATA IIPH Bb3PACTHH.

Cnenxara tabmuua 00o6uiaBa HEXXENAHUTE peaklH, ChOOIIABAHU C NO-rOJIMa 4€CTOTA
MpY MagueHTH B KOHOIIECKa Bb3pacT (Mexay 13 w 17 roavHu), OTKOAKOTO NpH
Bb3PAaCTHH MNALWEHTH, WIM HEXE/NaHW peakuud, KOWTO Ca YCTAHOBEHH CaMO IpH
KPaTKOCPOUYHH KIAMHUYHM MPOYUBAHUS TIPU MalMEHTH B WHOIIECKa Bb3pacT. KIMHUYHO
CUFHU(PHMKAHTHO MOBHLIEHWE HA Ternoro (= 7%) usrnexia ce Habnoaasa 1o-4ecTo B
MONyNalMATa HAa IOHOLIWTE B CPABHCHWE C BBIPACTHH TPH CpaBHUMA éﬁCHOSHﬁﬁlﬂ.
CTeneHTa Ha HaaAaBaHE Ha TET10 M ASHbT HA IOHOUINTE, KOUTO HMAT KIIMHHYHO 3HAYUMO
HaQdaBaHe HA Terno, ca Oo-rofieMd [pd NPOALKUTENHA eKcnosuuusa (noHe 24

CEAMULN )}, OTKOJKOTO NPH KPATKOCPOUHA EKCIO3HLMA.

Ilpy BCsKO rpynMpadHe B 3aBHCHMOCT OT YeCTOTATa HEXCIAHWTE peakUHu ca
NpeACTaBEHH B HU3XOJALL, pen Mo OTHOLIEHHEe Ha TAXHATa cepuosHocT. Yecrtorata no-

nony € aepuHupana Kakto ciaeasa: Muoro uectu (= 10%), Yectu (> 1%, Ho < 10%).

HapynieHus Ha MeTAG0AHM3MA H XPAHEHETO

10
Mhuozo vecmu: TTopuimasane Ha TerJIo0TO , MOBHIUEHO HMBO Ha TPUTTIHUEPHIHN /,.—-

MMOBHLICH &IICTHT.
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Yecmu: TIOBULIEHO HUBO HA XONECTEPON

HapylueHHsi HA HEPBHATA CHCTEMA

Muoeo veemu: Ceanpane (BKNKOUHTENIHO: XUIIEPCOMHUA, NETAPTHUA, COMHOIEHTHOCT).

CTOMalIHO-YPEBHH HAPYIIIEHHA

Yecmu: CyXxoTa B ycTaTa

XenaTro-OnnuapHu HAPYILCHHA

Mruozo vecmu: [ToBrwieHns Ha cepymHMTe TpaHcdepasu (ALT/AST; Bxk. Touka 4.4).

HacieapaHus
Mrnoeo wecmu: [lonvxen 061 6unupy6uH, nopuimeda GGT, nOBUIIEHO NIA3MEHO HHUBO

HA MPONAKTHH *.

’ Cnen KpaTKOCPOYHO JIeUeHHEe (CpellHa NMPOAB/IDKHTENHOCT 22 AHH), NOBUIIABAHE Ha
TErnoTo ¢ = 7% OT U3X0AHOTO TenecHo Terno (kg) ce Habmrogaea MHoro decto (40.6%),
> 15% 0T U3X0aHOTO TenecHo Terio ce Habmonaasa yecto (7.1%), a > 25% ot U3Xx0aHOTO
TEJIECHO Terjo € HadmoaaeaHa vecto (2.5%). IIpu awarocpouna ekcriosuuusa (noHe 24
ceamuun), 89.4% ca Happanu > 7%, 55.3% ca wapganm > 15%, a 29.1% ca Hagnanm >

25% OT U3XOAHOTO CH TEICCHO TerJio.

'® Ha6nionasar ce 3a HOPMalHA M3X0JHU HHBA Ha raagHo (< 1,016 mmol/l), kouto
HapacTBaT A0 BuHcokn (= 1,467 mmol/l), u npoMsra B H3IXOAHHUTE HHBA HAa

TPUMTHLEPHINTE HA PAAHO OT rpaidung (= 1,016 mmol/l - < 1,467 mmol/l) no BHCOKH

> 1,467 mmol/l).

-

' [IpoMeHH B U3XOJHHTE HHBa Ha OOLIMA XOASCTEpOJ Ha rJagHO OT HopMaiHu (< 4,39
mmol/l) no Bucoku (= 5,17 mmol/l) ca HabmoxapaHu yecto, IIpoMeHH B U3XOAHUTE
HWBa Ha OOILMS XOJIECTEPOS Ha FIaJHO OT rpaHudyHU (> 4,39 - < 5,17 mmol/l) 1o BHCOKH

(> 5,17 mmol/l) ca MHOTO YecTH.

HOHOLICCKA Bb3pacT.
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4.9. Ilpeaosupane

Hpusznayu u cumnmomu
MHoro uectd CHAMNTOMM Npu mnpegosupade (dectora >10%) BKIOUBAT TaxXHUKapMs,
Bb30y/1a/arpeCUBHOCT,  QU3apTpusa, pPas3ldyHH  eKCTpanupaMuJHW  CHMIITOMHU. U

HapyleHue HA Ch3BaHHETO, Bapupailo OT 0OHYOMIaLHO A0 KOMA.

JApyrn MeAUUMHCKM 3HAYHMH NOCAEIULH Ha NPEAO3ZHPAHETO Ca JAENHp, KOHBYICHH,
KOMa, BB3MOKEH HEBPONCOTAYEH MaNWIrHeH CHUHAPOM, MNOTUCKaAHE Ha JHILAHETO,
acrnupanms, XMNEPTOHUS WM XHNOTOHUS, PUTBMHHU HapyillleHMA Ha cbpuero (< 2% ot
ClIyyauTe Ha Npeao3upaHe) W KapavonyiaMoHapeH apect. PartanHu OOCIEeAWIH ca
JOKJNaJBaHU TIpH OCTPO Ipeao3upane ¢ Ao3a OT nopsaabka Ha 450 mg, HO CBIIO €
OOKNANBaHO MPEKMUBABAHE CACH OCTPO Mpelo3HpaHe ¢ NpUOIM3IUTENHO 2 g ONaH3anuH

nepopaHo.

Jlevenue na npedozupanemo .

3a onaHsanuH HAMa crneudpuueH aHTUAoT. He ce mpenopbyBa NpeAU3BHKBAHE Ha
noBpeilaHe. Moxe Ja ce NpuiIokar CTAaHAAPTHUTE MEPKHU 3a NSYSHUE NpH Npedo3HpaHe
(T.€. CTOMAIIHA NPOMHBKa, MIPUEMaHe Ha AKTUBEH BBITICH). EAHOBpEMEHHOTO NMpUHIaraHe

HA aKTUBEH BLIJICH € TIOKA3aJI0 HaMalsBaHe HAa OMOHAJMYHOCTTA HAa OJIaH3anuH ¢ S0 A0

60%.

Tpadea pa ce 3anouHe CUMITOMATHMHO JIEYEHUE M OPOCIEJABAHE HA IKH3HECHUTE
GYHKUUH B CBLOTBETCTBHE C KIWHWYHOTO CBHCTOSHME, BKIIIOYHMTEIHO M JICHCHME Ha
XUNOTOHUATA W IIMPKYJIATOPHUA KONANC W NMOJUIPbKKa Ha auxarenHata ¢yHkumna. Jla He
ce M3MO0J3BaT afpeHaNHH, JOMaMHH WIH APYrH CUMIIATHKOMHUMETHYHM CPEeACTBaA ¢ OeTa-
arOHUCTWYHA AKTHBHOCT, ThH KaTo Oera-CTUMynauuATa MOXKE Oa BJOLUU XANOTOHUSTA.
MOHUTOPHPAHETO Ha CHPACYHO-CHAOBATA (PyHKUHA € HEoOXOoAMMO ¢ LeA YNaBsAHE Ha
Bb3MOYKHH apUTMHH. BHUMATETHOTO MeAMIIMHCKO HADII0IEHHEe H MOHUTOpHpaHe TpAORA

da NPOABILKH 40 Bb3CTAHOBABAHCTO Ha NALLKMCHTA.
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5. DPAPMAKOJIOTHYHU CBOUCTBA

5.1. dapMakoAHHAMHYHH CBOHCTBA

CIlapmal{oTepanequHa rpyna. JHa3CliiMHH|, OKCa3CIIMHH H THa3CINHHH

ATC koa: NOSA HO3

OnaHzankH € aHTHNCUXOTHYEH, AaHTHMaHMEH M CTAaOMJIM3Mpall HacTPOSHUETO
JICKAPCTBEH MPOAYKT, KOWTO MOKa3Ba UPOK (hapMaKoIOrHyeH Mpodyn Mo -0THOLIEHKHE

HA4 MHOKCCTBO PELCNTOPHH CHCTCMH.

B npekiMHUYHM NpoyuyBaHWA € jAokaszaH adHHHUTETHT Ha OJIAH3alMH KbM peauna
penentopu (Ki; <100 nM) 3a cepotoHud 5 HT»anc, 5 HT3, 5 HTg;, aonamuu Dy, D-, D;,
Dy, Ds; XonuHepruuHd MyckapuHosu peuentopu M1 - MS; anda,- aapeHepruysy; u
xucramuHoBH H, peuentopu. IlpoyuBanMsaTa 3a BIMSHME Ha OJAH3alHH BBPXY
[IOBESJICHUETO MPH XMBOTHHU Mokaspa SHT, nonaMWHOB H XOJIHHEPrHu€H aHTAroHHU3bM,
OTrOBapslll HA PELUENTOP-CBBP3BALLHUA Npodui. [rn vifro onaH3alHH MOKasBa NoO-TrojsM
apuHuTeT KBM CepoToHHHOBHTe SHT,, orkonkoro momamuHoBuTe D) peuentopu U mo-
roasmMa S5 HT; aktuBHOCT B cpaBHeHMe ¢ D> aKTHBHOCTTA IpH M VIVve MOJENH.
Enextpogu3uonoryuHuTe U3CNSABAHHS TIOKA3BaT, Y€ OJaH3aNUH CeNIEKTHUBHO HAaMaJlsBa
AKTUBUPAHETO Ha Me3oauMOuYHuTe (A10) nonaMuHEpPrUdyHH HEBPOHH, KaTO B CHLUOTO
BpeMe epeKThT MY BBPXY NBTHILIATA B CTPHATYMa, Y4acTBalllh B MOTOPHUTE (PYHKUHM
(A9), e manbk. OnaH3anMH MOTHCKA YCTOBHHA peduieKc Ha OTOsirBaHe, KOETO € TECT,
I0Ka3aresieH 33 AHTUNCHXOTWYHA AKTHBHOCT B A03M MO-HHCKH OT TE€3H, BOACHLIM 10
KaTanencus, epekT MoacKasBall] HEXKeNaHO NMOBIHABAaHE HAa MOTOPHUTE (¢yHKUWH. 3a
pa3JiMKa OT HAKOHM IPYrH aHTHNCHUXOTHYHH CPEACTBA, ONaH3alWH YCHIBA OTroBOpa nNpH

[IpOBEHKAAHEC Ha TECTOBC, 38 YCTAHOBABAHC Ha aHKCHOAUTUYHA AaKTUBHOCT.

[TpoyuBanus ¢ no3uTpoH-MucuoHHa toMorpadus (PET) npu 3apaBu 100pOBOIILMH,
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NAUMEHTH ¢ 1IM30(QpeHHA NMOKa3Ba, Y€ NMPU NALUKUCHTUTE YYBCTBUTEIHH KBM OJIAH3ANHH
MMa MO-MaTKO CBbp3paHe ¢ D; B CTpHATYMAa B CpaBHEHHE ¢ MALMEHTHTE, YYBCTBHTEHH
KbM JIDYTH aHTHNICUXOTUYHH CPEICTBA M PUCTIEPHIIOH, KATO TA3W HAXOAKa € CpaBHUMA C

TAa3u NMpH KJO3alIHH~-YYBCTBUTCIHHUTE TTALIHCHTH.

B nge oT ABe miaue6Go KOHTpOIMpPAHW M B IOBE OT TPM, KOHTPOJIHUPaAHH C JICKAPCTBEH
NPOJYKT 3a CpaBHEHMWE, KIWHHYHH Tpoy4YBaHHA NpH noBeye oT 2 900 pnaumeHTH C
IUM30(PEHHA, MPOABEHA KAKTO ¢ HAJMYHETO Ha TOJOKHUTSIHU, TAKa H OTPULIATENHH
CUMITTOMH, OJIaH3allHH NOKa3Ba CTATHCTHYECKH 3HAYMMO 00J00peHHEe KaKToO Ha

HECATUBHUTE, TaKa H Ha MO3UTUBHHUTE CHUMITTOMM.

B MynaTHHaUMOHANHO, ABOWHOCIANO, CPABHUTEIHO MPOYUBAHE BBPXY LIM3UppPEHHUAITA,

InH30aeKTUBHUTE MITH NOAOOHM HapylueHus, BKaroyBamo 1 481 nauﬂeHTa‘f: pasziuyHa
CTENEH Ha CBLP3aHU ¢ TOBA CUMIITOMU Ha Aenpecus (M3XoAHA cpeiHa cTtorHoceT 16,6 o
cKanara Ha Montgomery-Asberg 3a oOleHABAHE Ha TEKECTTa Ha ACNPECHATA),
MPOCMEKTHBHUA BTOpUYEH aHAJIW3 HA MpPOMSAHATA HA M3XOAHaTa CIpAMO KpaHHaTta
OLICHKa Ha HaCTPOEHUETO, MOKAa3Ba CTaTHUCTHYECKH 3Ha4YuMo noaodpenue (p= 0,001) B

noJr3a Ha osaH3anul (-6,0) cnpaMo xanonepuaon (-3,1).

[lpuy nauuweHTH ¢ MaHUHHM eMM30AM WM CMECEHM emu30aM npu  OUNoJapHO
pascTPOHCTBO, ONaH3alMH TMOKA3BA O-BHCOKA e(EKTHBHOCT KaKTO cnpaMo nnaue6o,
Taka H CripAMO BaapoaT CEMMHATPUHA (OUBAINIIPOEKCS) NPU HAMANABAHE HA CUMIITOMHTE
Ha MaHMA 3a NMoBeue OT 3 ceaMHULM, OnaH3anii Chilo MOKA3Ba CPAaBHHMA € XANONEepHAC
e(pHKACHOCT, U3pa3cHa ¢ YacTTa MALUMEHTH, TMOJIYUMIH PEMUCHA Ha CUMIITOMH HA MaHWA
W Ha Aaenpecus 3a 6 U 12 ceaMHuILIM neueHHe. B oTAeAHO KaTO JOMBIHEHHE HA JIEUSHUE C
JIMTHA WV BAINPOarT 3a MHHHMYM 2 ceaMuuu, 1o0aBsHETO HA onaH3anvH 10 mg
(KOMOWHHPAHO JICYCHHME C JIUTHH WK BAINPOAT) € AOBENO A0 M0-roisMa peAYKIUHA Ha
CHMITOMUTE HAa MaHUs B CpaBHEHHE CHC CAMOCTOSTEIHOTO MPUNIOKEHUE HA JIUTHHN WU

BAJINPOAT cnesl 6 ce IMHLH.
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B 12 - MeceuyHo mpoyuBaHe 3a Npo@uUIakTHKa Ha pEeUMAMB Ha MAHWEH eNM304, NpH
NALUEHTH, NOJYYMJIM PEMHUCHA TpK JNEYCHUE C OJIaH3anHH W paHJIOMU3HpaHM Jia
MONy4YaBar OJaH3anuMH WM Nialebo, olan3anmnd € MOKa3al CTATUCTUYECKH 3HAYWMO
IPEBB3XCACTBO CHPAMO [alebo no OTHOLIEHME HA IBPBUMYHATA KpaiHa TodKa 3a
npodunakTika Ha peudivB Ha MaHWUEH €Nu304 MNpH OMMOAAPHO pPa3CTPOHCTRO.
Onan3anuH Cbillo € MoKa3ad ¢TaTHCTHYECKH 3HAYWMO NPEIUMCTBO CIpsAMO nnaueto mo

OTHOLIEHHE HA npoduIaKTHUpaHe HA PELINAUBY KAKTO HAa MaHUA, TAKd U HA JIENPECU.

[lpu BTOpo 12 - MecewHo npoyuybaHe npH npo¢GUNAKTHKA pelWAHBA HA MAaHWHHU
CNU30/M, MAlMEeHTH, MPH KOWUTO € NOCTHIHATA PEMHCHS C KOMOMHUPAHO NEe4YEHHE
OJlaH3alMH U JIUTHH, paHIOMH3WpaHH Ja [OMyYyaBaT OJIaH3anuH MWAM  JTHTUHR
CAMOCTOATE/THO, ONIAH3aNMH € MOoKa3al CXoAHa KIMHHYHA epHMKACHOCT KATO Ta3u Ha
AWTUHA NO OTHOLICHKWE HA MBPBUYHATA KpajiHa TOUKA 3a MPOPUNAKTUKA HA PEeLUIMUB HE

ounonspHo pascrpoicTso (onansanuu 30,0%, autuii 38,3%; p=0,055).

[Tpu 18-MeceyHo npoydBaHe HAa KOMOMHUPAHO fIEUEHNE HAa MAHUEH UITH CMECEH E€MU30],
Npd NAaUuMEHTH, CTabKuNu3MpaHd ¢ OJlaH3anMH TUI0C  JICKapCeTBa  CTabDHAM3HpaLLH
HACTpOEHWeTO (JIMTUH HMIM Bannpoar), NpOAbKHUTEIHOTO JISYEHUE C OJIAH3AMWUH,
CBBMECTHO € JIMTHH WM BaJNIPOAT HE € ChC CTATUCTHYECKH 3HAaUUMa no-A00pa KIMHWYHA
e(PMKACHOCT CIPAMO JIUTHIX UMM BanNnpoar caMoOCTOATE/HO, M0 OTHOLUSHWE OTJaraHe Ha
o0OCTpSAHETO Ha OMNOAAPHOTO PA3CTPOMCTBO, CHINACHO AHATHOCTHYHHWTE KPUTCPHH HA

CUHIpOMA,

Hleduampuuna nonyiayus

OnuTsT Npu WHOIUM (BB3pacT 13 Ao 17 roaMHu) € orpaHH4YeH A0 KPATKOCPOYHH NaHHH
332 e(PEKTUBHOCT NpH WHM3odpeHnsa (6 ceAMUUM) U NPY MaHHA, CBbp3aHa ¢ OMNOJApHO
pasctpoiicteo Tvn 1 (3 ceamuum), npu no-manko ot 200 roHomu. ONaH3anuH e

M3MON3BaH Kato (ieKCHOWIHA J03a, 3anouBaing or 2,5 u cturama ao 20 mg/aHeBHo.

Ilpu neuenme ¢ 0JaH3an¥H KHOIIKTE HALJARAT CUTHUGMKAHTHO MOBEUE HA TEINJIO B
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MO-rojisiMa IpHv IOHOLUUA, OTKOJIKOTO NpPH BB3pacTHU. HAMma AaHHM 3a MOALBLPIKAHE HA

edpexra, a JAHHUTE 3a ABATOCPOUYHATA OE30MACHOCT ca OrpaHHuYeHM (BK. TOUKH 4.4 1 4.8).
3.2. dapMaAKOKMHETHMHH CBOHCTBA

OnaH3anuH ce adbcopbupa nodpe ciiel nepopanHO MPUI0KEHHE KaTo JOCTHUra MHKOBH
MIa3sMEHM KOHUECHTpaLMK MeXAy 5-ufi U 8-us yac. AGcopdumAaTa He C€ MOBJHABA OT
npyueMa Ha Xpana. AOconoTHaTta OMOHANIMYHOCT cClie [EpOpanHo NPHICKEHHE B

CpaBHEHHME C MHTPABEHO3HO TPUIOKEHHE HE € OTPEACTsaHa, -

OnanzanuH c¢e Metaboaudsupa B 4YEpPHHA JApo0 upe3 KOHIOTMPAHE W OKMCJCHHE.
OcuoBHuAT meTabonuT B KpbBTa € 10-N-rmoxopoHna, KOWTO He NpeMMHaBa TIpes
KpbBHO-MO3b4uHaTa Oapuepa. 3a obpasyBaHeTto Ha Merabosutute N-Ae3Merun H 2-
XHIPOKCHMeETUN JonpuHacaAT uuroxpomu P450- CYPLIA2 n P450-CYP2D6. In vivo
ABata MeTaloaWTa noKa3BaT 3HAUMTENHO TMNO-HUCKA (apMakogordyHa akTHBHOCT,
OTKOJIKOTO OJIAH3AlMH B M3CIeABAHUA TPUH KHBOTHU. [NlaBHata dapMakojIorHyHa
AKTUBHOCT C€ ABJDKW Ha U3XOIHUANCKAPCTBEH MPOAYKT. Clel nepopadHO NMPHI0KEHHE,
BpEME Ha MONYXHMBOT HA OJIAH3anWH MpH 3ApaBd JNdila BapHpa B 3daBHCHMOCT OT

BBL3PACTTA U I10J1A.

Ilpy 3apaBu UHAMBUIM B CTAp4YecKa Bb3pacT (65 I'. ¥ MOBEUE) BPEMETO Ha MOJIY)KHBOT €
yIBIKEHO B cpaBHeHHe ¢ no-Miuaiaute HHAMBUaH (51,8 cpewy 33,8 uaca), a KIIMPBHCHT €
HamaneH (17,5 cpemy 18,2 l/uac). ®apMakokAHETHYHATa BapUAOUIHOCT, KOATO C€
Ha0MOJaBaT NMpyv WHAMBHAWTE B CTApYECKa BB3PACT HE € OTJIH4YaBa OT TasH [pH IO-
MnajauTe HHAUBWAY. [1pu 44 nauyenTd ¢ KH30¢peHHs Ha BB3pACT HAA 635 I. J03H OT 5 1o

20 mg/neH He ca GWUJIK CBBP3aHH C HAKAKBB pa3jinded npodun Ha HeXenraHH CHONUTHA.

[Tpn KeHn BpeMeTO NONyXHUBOT € eko yIabnkeHo (36,7 cpewny 32,3 yaca) B CpaBHEHHE ¢
TO3W MpPU MBKETE, a KIMPBHCHT € peayuupaH (18,9 cpemy 27,3 l/uac). Benpeku ToBa,
npoduILT Ha Ge3onacHoCT Ha ojaH3amuH (5-20 mg) € cpaBHUM MexAy XeHHTe (=400}

U MBIKeTe (n=869).
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He € ycraHOBEHa 3HaykMa pa3jiMka BbB BpeMeTo Ha nonyxuBot (37,7 crnpamo 32.4
yaca), Kakto W B KauMpbHca (21,2 cnpamo 25,0 1/9ac) MexXay NMalMeHTHTe ¢ ynpe,ﬁeﬁa
On0peyna (PyHKUMS (KpeaTHHMHOB KIMpBHC <10 ml/min) u 3apaBuTe HHAMBHAM,
[IpoyyBpanusiTa mnokassar, 4e Okojo 57% oT Oenda3aHdd ¢ pajHOAKTHBHH HW30TOMNU

0JlaH3anMH CE€ YCTAHOBABA B YPUHATA MIABHO N0 popMaTa Ha METaOOIHUTH.

[1pu nywauu ¢ NexocTeneHHa yepHoapodHa AucyHKIMs, BpEMETO HA MOXYXKHUBOT (39,3
yaca) € yab/KeHo, a KIupbHChT (18,0 l/yac) HamaneH, B cpaBHEHHME CBC 3JpaBH

HenmymadK (CeoTBeTHO 48,8 vaca u 14,1 l/gac).

[Tpy Henywayu (MBXKE KU XKEHH) BPEMETO Ha TOJIYKHBOT € yabJikeHo (38,6 cnpamo 30,4

yaca), a KIMPBHCHT € Hamanew (18,6 cpemy 27,7 l/uac) B cpaBHeHHE ¢ NyLIAYH.

[Ina3sMeHUAT KNUPBHC Ha OJIaH3aNMH € MO-HUCHK NPH NMALHEHTUTE B CTAPUECKa Bb3pacT,
B CPaBHEHHE C MO-MJIAAUTE HHAMBUH, IIPH KEHHUTE B CPABHEHUE C MBXKETE, KAKTO H MNpH
HEMYIAUUTE B CPaBHEHHE ¢ MyluayuTe. BBOpEKM TOBA, CTENeHTa Ha BJIMAHHE Ha
BB3pACTTa, MMOJIA MM MNYLICHETO BBPXY KIUPBHCA HA OAQH3ANMH W BBPXY HETOBHA

MOJY>XKUBOT € TBBPJAEC MAJIKA, B CpaBHEHHE ¢ 00LIATA MHTEPUHAHBHAYAIHA BAPHAOUTHOCT.

He e ycraHoBeHa pa3iikKa BbB (PapMaKOKHHECTHUYHWUTE TNapaMeTpH I[IpH NpPOyUYBaHHA

MPOBEASHU Cpel €BPOMNMEHLIIH, SATTOHUUA U KUTANLIM.

Cebp3BaHeTO Ha ONlaH3aNUH ¢ MJA3MEHUTE MNPOTEHHH € 93% npu KOHUEHTPALWK ‘B
paMmkuTe ot 7 1o okoJio 1 000 ng/ml. Onan3anuy ce CBBp3Ba riaBHO ¢ andyMuH v anda, -

KHCEJI INTHKONPOTCHH.

Heoduampuyura nonyiayus
IOnomu (re3pact 13 Ao 17 roauun): PapMakOKMHETHKATA Ha ONaH3aNud € NoJo0Ha npu
FOHOIUM M Bb3pacTHU. B KNHWHWYHH MPOYYBaHHUA CPEAHATA €KCIIO3ULKMA HA ONaH3aMuH € €

okono 27% n
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toHowuure. [lonobuu dakropu € BB3IMOXKHO Jia JONPHHACAT 3a i[10-BUCOKATa CpeaHa

eKCIO3ULHMs1, HabnroaaBana MpH KHOIIA,
3.3. llpeakiuHHUHE JaHHH 32 Oe301aACHOCT

Ocmpa mokcuwnocm (npu npunazatie Ha eOHOKpamua 0034a)

[Ipru3HalMTe Ha TOKCHMYHOCT IPH MOepopajieH NpUeM NpU IpU3avyuTe ca XapakTepHH 3a
MOILHHTE HEBPOJENTHUH: XHMIOAKTHBHOCT, KOMA, TPEMOP, KIOHWUYHW KOHBYJICHU,
CallMBalkg, ¥ MOTHCKAHE HA YBEeAMYaBaHeTO Ha Terjioro. CpeAHwuTe JNEeTanHW J03H ca
npubnusutenHo 210 mg/kg (3a muku) U 175 mg/kg (3a nnbxose). Kyuerara noHacat
eqHokparHa fgo3a 10 100 mg/kg 6e3 pa ce HaGnmoaapa neraneH u3xon, KM KIIMHHYHHTE
[IpOABH CNazaT CEAMpaHe, aTakCHA, TPEMOP, YCKOPEH NYJIC, 3aTPYAHEHO AUILIAHE, MHO3a,
U aHopekcusa. llpu MaiiMyHH e€aMHMYHU nepopanHd A03d Jo 100 mg/kg BoasaT 1o

npocTpanua, a BACOKHTEC N03H Y 10 MNOTUCKAHE Ha Cbh3HAHHUCTO.

XPOHUYHA MOKCUYHOCT .-

B npoyuysaHua BBPXY MUIIKM ¢ MPOABIKHTENTHOCT A0 3 MECela ¥ BBPXY IUIBXOBE H
Kyyeta ¢ NpPOABIKUTEIHOCT CBOTBETHO 10 | roguHa, npeoOnajapaiiy edexta ca
notuckave Ha [IJHC, autuxonunepruunm edektH u nepudepHU XEMAaTOJIOTHYHH
HapyuleHus. Pa3suBa ce Tosepanc kpM notuckadeTo Ha LIHC. [lapamerpure Ha pacTexa
HamMaiABaT NpH BUCOKM A03H. [IpuM nukXxoBeTe ca HabmoJAaBaHW 0OpaTUMK edekTH,
KOMTO C€a B pe3y/TaT Ha MOBHIICHM HHMBA Ha MpOJAKTHHa W BKIKOUBAT: HamMajsABaHE
TErJIOTO Ha AHYHULMTE ¥ MaTKaTa, KAKTO U MOP(QOJOTHYHH NPOMEHH BbB BiarajiviiiHHA

CIMUTCIT U B MJICHHHUTC KNC3H,

XeMamonoeuung MmoKCusHocm:

EdekTd BbpXy XE€MATOJOTHYHHUTE [APAMETPU CE YCTAHOBABAT NPH BCHYKH H3CJICBaHH

BUOOBE JKWBOTHH, BKIHUYHUTEJIHO [O0O303aBHCHMO NOHHXKCHUE Ha LHPKYJIHPALLHTC

JICBKOLMTU TIPpd MHUIUKM M Hecneuu(@r4HO HamajleHue Ha Opos HAa LHPKYJIMpalIWTE
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(obmara excnosuiuud Ha onanzanuH {AUC] e 12 ao 15 mbTH no-BMCOKa OT Ta3H NpH
YOBCKA, NPU NpUEM Ha Jo3a ot 12 mg nHeBHO), ¢e Hab:aoaBa oOpaTiMa HEYTPOIIEHHS,
TpoMOoLMTONEeHHd WKW aneMua. IIpW Kydeta ¢ IMTONMEeHHA He ca HaOmogaBaHH

HEXENAHH eeKTH BBbPXY TNPOrcHUTOPHUTE KICTKH WIH npoaudepupailiuTe KICTKU B

KOCTHHWUA MO3DBK.

Penpooyxmuena moxcuqnocm

Onan3zanuH HsMa TepaToreHeH egekr. Cepauusata [MOBAMABA  KYIMYJATHBHHTE
CIIOCOOHOCTH HA MBXKHTE TUTBXOBE. TTONOBUAT LIMKEI €€ 3acATa npu A03W oF 1,1 mg/kg
(3 IBTH NO-BHCOKH OT MakCHMalHaTa jo3a Mpu XopaTta), a penpoayKTUBHUTE NapaMeTpH

€a 3aCETrHAaTH NpH IIBX0BE, Ha KOWTO ¢ JaeaHa Jo3a ot 3 mg/kg (9 nbTH 110~-BHCOKA OT
MaKCHMallHaTa 0032 NMpu voBeka). B mokoneHueTro Ha NABXOBETE, HA KOWTO € JaBaH

OJIaH3allkH CC HﬂﬁJ'II'O,II.&Bﬂ 3abaBaHe B PaA3BUTHCTO KU HGMAIABAHC HUBOTO HA dKTHBHOCT.

Mymazennocm
OuylaH3anuH He € MOKa3aj] MYTar¢HHOCT WKW KJIACTOTCHHOCT, MPU MPOBEACHUTE B ITBJIEH

00€eM CTAaHAAPTHHU TECTOBE, BKIIOUBAINK OakTepUAlHH MYTALUMOHHU TECTOBE H in Vitro W

In vive TeCTOBETE TIPH O03alHHLIM.

Kanyepoeennocm
PEB}’HT dTUTE OT HU3CACABAHHUATA BBPXY MUKW H MIIBXOBE BOMAT N0 3aKMIOYCHUETO, YO

OJIaH34aHHH HC ¢ KAHLCPOTCHCH.

6. DPAPMAIIEBTUYHH JAHHU

6.1. CHucLK HA IOMOINHHUTE BelllecTRA

JlakTo3a MoOHOXUApAT
LlapeBnuHo HUILECTE
XHUIPOKCUMPOMUILIENYI03a

Mardesres cTeapat
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[lokpurue Ha Tabnerkara:
Opadry 11 33G28707 cneTos1io ce oT:
XHITPOMEIIO3a

TurtanoB auoxcupa (E171)

JlakT03a MOHOXHApAT
Makporon 3000

TpuaueTHH.

6.2. HecLBMeCTHMOCTH

He e npuaoxkumo.

6.3. Cpok Ha roaHocT

3 roauHHU.

6.4. Cpneunua/IHM yCN10BHA HA ChbXPAHEHHE

Ja ce cbxpanssa noa 30° C.

I[a CC CbXpPaHABa B OpHIrHHA/IHATA OIIAKOBKA, 34 Aa CC Mnpe€Aalia3n OT CBCTJIMHA M Bllara.

6.5. Jannu 33 onaKkoBKaTA o ,
Lapozan (punaMupanu TabNeTKH ce AocTaBsaT B KyTHu ¢ 7, 14, 20, 28, 30, 35, 50,
56 unu 70 puamupanu tabneTku B GnuctepHu onakosku (Tpuniactoso Al /Al gonno).

He BCHUKH BHAOBE ONAKOBKHM MOTAT aa ObJaT NYCHAaTH B mpoaaxoa,

6.6. CneunajiHH NpeAna3HA MEPKH NPH H3XBLP/sHe/H pabdoTa
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HeusnonspaHuaT OpoAyKT WIIH OTNAABYHUTE MaTEpUaNd OT Hero Tpa0Ba Ja ce

YHULIOXKAT B CBOTBETCTBUEC € MECTHHUTE U3INCKBAHMUA.

7. IIpuTexkaTea Ha pa3pelieHHETO 32 YHoTpeba

- -

Medochemie Ltd., [-10 Constantinoupoleos str, P.O. Box 51409, Limassol, CY 3505,
Kunsp |

8. Homep(a) Ha paspemieHueTo 3a ynorpeda
Lapozan 5 mg ¢unmupanu tabnetku: 20100079

9. JlaTa Ha NbLPBO pa3peniaBaHe/OJHOBSBAHE HA Pa3pelIeHHETOo 3a ynorpeda

Ilata Ha NBPBO paspelleHue: 09.02.2010

JlaTta Ha mocCJieAHO TIOAHOBIBAHE: -

10. /ara Ha akTya/iM3HpaHe HA TEKCTAa

Mapt 2012




