NPUJIOXKEHHUE |

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHMUA TPOAYKT

Olanzapine Glenmark Europe 5 mg tabnetku, qucnprupaliiiy ce B ycrara

2. KAUYECTBEH U KOJIMYECTBEH CbCTAB
Bcsika Tabnetka, Aucrieprupaiiia ce B ycrara, Chabpika S Mg onansanus (0lanzapine).

TToMOIITHO BEIECTBO ¢ U3BECTHO JCHCTBHE: BCAKA TabIETKa, AUCTIEprUpalia ce B yctara, ChIbpika
0,23 mg acmapram.

3a IIBJIHUS CHUCHK Ha IIOMOIIHHUTE BCUICCTBA BHXXTC TOYKaA 6.1.

3. JJEKAPCTBEHA ®OPMA

Tabnetka, qucneprupaiia ce B ycrata

JKbTH, KpBIUIY, IUIOCKH TaOJIETKH, ChC CKOCEHU phOOBE M BIUTHOHATO peiedHO o3HaYeHuE ,,B” oT
e/lHaTa CTpaHa.

4. KIMHNUYHU JAHHUA

4.1 TepaneBTHUYHU MOKA3ZAHUS

Bb3pactHu
OrnaH3anvH e TI0Ka3aH 3a JedeHne Ha MHU30()PEeHMsL.

Omnan3zanuH e epeKTUBEH 32 IOAIbPKaHEe HAa KIMHUYHOTO HOJ00pEHHE IO BpEME Ha MIPOABIKUTEIHO
JIeYeHHE TPH MALUEHTH, I0Ka3aI1 HauyaJIeH TeParieBTUIECH OTIOBOP.

Olran3anyH € IoKa3aH 3a JICUeHUEe Ha YMEPECH A0 TCKbK MAHUCH CIIU300.

OraH3anuH € 1oKas3aH 3a MpouIakTHKa Ha PEIUIMBY HA MAaHUCH U301 IPU MAIIMEHTH ¢ OUIIOJIapHO
Pa3CTpOMCTBO, IIPU KOUTO 10 BpEME Ha MaHUCH €MU30/1 € OUJI MOCTUTHAT KIIMHUYEH OTTOBOP C
oJTaH3anuH (BX. Touka 5.1).

4.2 Jlo3upoBKa U HAYMH HA MPUJIOKEHHE

Bo3pactHu

[uzodpenns: [IpenmopruBanara HadanHa 1032 onaH3anuH € 10 mg/aHeBHO.

Manwnen enuzon: Hauannara 1o3a e 15 mg xaTo eAMHUYHA JTHEBHA J103a MpU MOHOoTepanus wim 10 mg
JHEBHO NMPH KOMOMHHPAHO JieueHne (BXK. Touka 5.1).

[IpodumakTika Ha peruIUB HAa OUTIOISIPHO pas3cTpoicTBo: [IpenopruBaHaTa HavYaIHA J103a €

10 mg/nueBHo. [Ipy manueHTH, KOUTO ca MoJy4YaBaiy OJIaH3alKH 32 JIeYeHHe Ha MaHHUEH eMn30/1, 32
npoduIaKTHKa Ha TOBTOPHATA UM I05Ba, C€ IPENopbhUBa NPOIb/DKaBaHE HA TEPAIUTA ChC ChIaTa

no3a. [lpu nmosiBata Ha HOB €MK30/1 HA MAaHHS, CMECEH E€MHU30/ WIH EMHU30/ Ha JeTPECHs, ICUEHHETO C
OJIaH3aIUH TPsOBa J1a MPOABIIKH (C ONTUMHU3HUPAHE Ha 103aTa, aKO € HEOOXOAMMO) C JOITBITHUTEITHO

JieyeHHEe Ha CUMIITOMUTE Ha HapylIeHHe Ha HACTPOSHUETO, aKO € KIIMHUYHO MOKa3aHo.

Ilo Bpeme Ha jeueHNETO HA MHU30(pEeHNs, MAHUEH €MTN30/1 U TPY PO MIaKTHKA HA PEIUANBH HA
OHMIOISIPHO Pa3CTPOICTBO NHEBHATA /1032 MOXKE Jla Ob/Ie KOpUTHpaHa IMOCTETIEHHO Ha 0a3arTa Ha



MHIUBHIYATHOTO KIMHUYHO ChCTOSHHE B paMkuTe Ha 5-20 mg/nueBHo. [loBumasane Ha 103aTta 10
HMBa HaJ NPENopbyBaHaTa HaYaIHA JI03a CE MPENopbhUBa caMo CJe]] ChOTBETHA KIIMHUYHA ITPEOLICHKA
u TpsiOBa a cTaBa Half-00MI0 Mpe3 UHTEPBANK HE MO-Mallku OT 24 yaca. OnaH3anuH MOXe Ja ce
npuemMa 0e3 Bpb3Ka C XpaHEHEeTO, Thii kaTo abcopOLuATa He ce MOBIUABA OT XpaHata. [Ipu
IpeyCTaHOBSIBaHE ITPHEMa Ha OJaH3aIMH TPAOBa /1a ce MMa MPEeABHI NOCTEIIEHHOTO HaMaJIsiBaHe Ha
J03aTa.

Olanzapine Glenmark Europe Ta6nerka, qucneprupaiia ce B ycrata, TpsioBa 1a Ob/ie moctaBeHa B
ycTaTa, KbJIETO TS ObP30 Ce TUCIEPrupa B CIIFOHKATA Taka, 4e Jia ObJe JIECHO MPErIbTHATA.
OTcTpaHsBaHETO OT yCTaTa Ha Isla JUCIIEprupaliia ce B ycrara tabierka e TpyaHo. Thil KaTo
JMCIIeprupaiara ce B ycrara tabjieTka € 4yIuiiBa, T TpsoBa qa Objie mpreTa BeaHara cliie/t
U3BAXKIAHETO OT OJmcTepa. J[pyra Bb3MOKHOCT € JUCTIEPTUPAHETO ¥ B IThJIHA Yallla BOJa WM Jpyra
HOAXO/ISIIa HATMTKA (MOPTOKAIOB COK, SIOBJIKOB COK, MIISIKO HITH Kade) HEMOCPEACTBEHO MPEIH
npreMa.

OmnanzanuH nofT popMaTa Ha AUCIIEPrUpaIIa ce B ycraTa TablieTka € OMOeKBeBAIIEHTEH Ha OJIaH3aIHH
00BHTH TaOJETKH, KATO MPHUTEkKaBa MOA00HA CKOPOCT U CTEIeH Ha abcopOuus. Toilt uma chinarta
JIO3MPOBKA U 4ECTOTa HA MPUIIOKEHHUE KAKTO OJIaH3amuH 00BUTH TabneTku. OnaH3anuH TabJIeTKy,
JIICTICPTUPAIIN Ce B yCTaTa, MOXKe Jia ObJic N3MON3BaH KaTo alTepPHATHBA Ha OJIaH3aMuH OOBUTH
Ta0JICTKU.

CrenuanHu nonyJIaiun

Cmapuecka év3pacm

OOUKHOBEHO HE Ce MPEnopbyBa MO-HUCKa OT OO0MUaiiHaTa HavyaiaHa 703a (5 mg/qHeBHO), HO TaKaBa
71032 MOYKE J1a Ce MMa MPEIBH/I IIPY MAIIMEHTH Ha U HaJ 65 TOIMHY TOraBa, KOraro KIMHIYHHATE
¢axTopu To Hamarat (BX. ChIo TO4Ka 4.4).

bvopeuno u/unu uepnoopodbro yepesxcoane

[Ipu TakvBa maryieHTy TPsIOBa 1a ce UMa IpEeABHU/I MTO-HUCKA HadanHa fo3a (5 mg). B ciayyan Ha
yMepeHa 4epHOIpoOHa HeocTaThuHOCT (1upo3a, Child-Pugh knac A unu B) Hayannara no3a tpsaoBa
na Obie 5 mg U a ce yBelauvaBa caMo C TIOBHIIICHO BHUMAHUE.

Ihwauu

HauannaTa 1032 1 JO30BUSIT AMANa30H HE € HE0OXOIUMO PYTHHHO JIa € TIPOMEHST MPU He-TyIayn
cnpsimo mymrayn. [lymeHeTo Mosxe J1a HHAyIpa MeTadoar3Ma Ha onlaH3anuH. [Ipernopbusa ce
KIIMHUYHO MOHUTOPHUPAHE U MOXeE JIa Ce MMa TPEABH/I IOBHIIIaBAaHE HA J03aTa Ha OJIAH3aIH, aKo €
HeoOXxoauMo (BXK. Touka 4.5).

Korato e Hanue noseye oT enuH, 3a0apsi Metaboan3ma, GakTop (KEHCKH IOJI, CTapuecKa Bb3pacrT,
Herymniay), TpsaOBa a ce MMa IIPpeABU HaMaJIsiBaHe Ha HavajiHaTta J103a. [loBuiaBaneTo Ha 03aTa,
KOTaTO TOBa € HEOOXOIMMO, TPSIOBA Jla CTaBa MOCTEIIEHHO MPH TE3U MAICHTH.

Koraro e He0o0o0Xx0/1MMO TIOBHIIIABaHE Ha j03aTa ¢ 2,5 mg, TpsoBa aa ce u3nonssa Olanzapine
Glenmark o6BuTH TabIeTKH.

(Bx. cpimio Touka 4.5 u Touka 5.2)

Ileduampuuna nonynayus

OnaH3anuH He ce MPernopbyBa 3a ynorpeda OT Jiela U IOHOIIH 1o 18-roaniHa Bb3pacT nopajiu
JIMIICA Ha JIaHHH 3a 0€30MacHOCT U epuKacHOCT. [Ipr KpaTKOCpOUYHH NPOYYBaHUS ITPH NAIMEHTH B
IOHOIIIECKA BB3PacT € ChOOIICHO 3HAaYNMO YBEIMUYECHHE Ha TEJIECHOTO TErJI0, N3MEHEHHUS B HUBATa Ha
JUNUANTE U IPOJIAKTHHA B CPABHEHHUE C TIPOYYBAHMS NIPU BB3PACTHHU MallMeHTH (BXK. TOUKH 4.4, 4.8,
5.1us.2).



4.3 TIlpoTuBomoka3aHus

CBpPBXYYBCTBUTEIHOCT KbM aKTUBHOTO BEIIECTBO WM KbM HSIKOE OT TTOMOIITHUTE BEIIECTBA,
n30poeHu B Touka 6.1. [lanmeHTH, mpu KOUTO € U3BECTHO, Y€ MMa PHCK OT IOSBaTa Ha TECHOBI'hJIHA
TJIayKoma.

4.4 ChneuuajaHu nmpeaynpesxieHus U NPeANa3Hu MePKH NPHU ynoTpeda

ITo BpeMe Ha aHTUTICUXOTHYHO JICYCHHE MOJ0OPEHHE B KIIMHUYHOTO ChCTOSIHUE HA MAIHCHTA MOJXKE J1a
OTHEME OT HSIKOJIKO JHHU JI0 HAKOJKO ceamulry. [TanuentuTe TpsaOBa qa 6baaT CTPOro HaOMIOIaBaHN B
TO3U TEPUOIL.

IIcuxo3a, cBbp3aHa C JeMEHIHs, 1/UIM MOBEJICHYECKH HapYIICHUS

OnaH3anuH He ce MPenopbyBa 3a ynoTpeda NpH NanueHTH ¢ IICUX03a, CBbp3aHa ¢ AeMEHINS, H/UIN
MIOBEZICHYECKH HapYLICHUS, IOpaly YBEIN4aBaHE HA CMBPTHOCTTA M PUCKA OT MO3bYHOCHIOBH
WHIUAEHTH. B miamne6o KOHTpoIMpany KIMHIYHU MPOYYIBAHUA (C MPOIBIDKUTEITHOCT 6-12 cemMuiin)
IpY TALMEHTU B HAIIpeAHANIa Bb3PacT (cpeiHa Bb3pacT 78 roAMHN) € IICHX03a, CBbpP3aHa ¢ AEMEHLN,
W/WITY TIOBEIEHYECKHU HAPYILICHHs € HaOJI01aBaHO 2-KpaTHO yBEIHYaBaHE HA CMBPTHOCTTA MPU
MalUEeHTHUTE, JICKYBAHU C OJIaH3aIlMH, B CPABHCHUC C MIAIUCHTUTC, TPETUPAHU C HﬂaHe6O (C'I)OTBCTHO
3,5% crpsimo 1,5%). Tlo-Bucokata CMBPTHOCT HE € CBbp3aHa ¢ Jj03aTa Ha OJIaH3aIuH (CpeaHa JHeBHA
nmo3a 4,4 mg) UK ¢ MPOABIDKUTETHOCTTA Ha JIeYeHNEeTo. PHCKoBHTE (hakTOpH, KOUTO MOTAT J1a
Npeapa3noaokaT Ta3y MOMyIalys MAUeHTH KbM YBEJINYeHA CMBPTHOCT, BKIFOUBAT Bb3pacT > 65
TOJIMHU, TUc(arus, ceqalys, HapyleHo (HeIOCTaThYHO) XpaHeHe U JeXuApaTamus, 0eIo1po0HH
3a00siBaHus (HAIp., THEBMOHUS ChC WM Oe3 acIupalivsi) Wik eAHOBpEMEHHA YyIOTpeba Ha
OcH3o/Ma3zenHy. Beipekn ToBa yectoTata Ha CMBPTHHTE CITydan € Ouiia Mmo-BUCOKa MpH
ManMueHTUTE, JICKYBAHU C OJIaH3aIlMH, B CDAaBHCHUC C HHaHe60'TpeTI/IpaHI/ITC ManueHTH HE3aBHUCHUMO OT
TE3H PUCKOBH (DaKTOPH.

B chiuTe KIMHUYHY TPOYYBAaHUS MMa ChOOIICHHUS 32 MO3bYHOCHI0BU Hexxenanu choutus (MCHC,
Harp., HHCYJT, IPEXOAEH UCXEMUYEH PHUCTHIT), BKIIFOYUTEIHO U ¢ daTaneH usxon. Habmogasano e
3-kpatHo yBenmdaBane Ha MCHC mpu manyeHTH, JeKyBaHU C OJaH3AIHH, B CpaBHEHHE C TIAI[EHTHUTE,
Tpetupanu ¢ mwianedo (crotBeTHO 1,3% cnpsamo 0,4%). Bcuuku nanuenTy, JeKyBaH! C OJIaH3AIMH
WIH U1a1e0o, U KOUTO ca HaOJII01aBaH! MO3bYHOCHI0BH HEXKETaHH ChbOUTHS, Ca C MPeIIIeCTBAIIN
puckoBH (akTopu. Be3pact > 75 rogMHU U ChJ0B/CMECEH THIT IEMEHITUS Ca UICHTU(OUIIMPAHU KATO
puckoBu dakropu 328 MCHC BBB Bpb3Ka € JISUEHHETO C OJIaH3aNMH. B Te3n npoyuBaHus He €
yCcTaHOBEHa e()MKAaCHOCTTA Ha OJAaH3aIlUH.

bonect Ha IlapkuHcoH

Ymorpebara Ha oylaH3aIWH 32 JIEYEHNE Ha IICUX03HU TIPU NAIMeHTH ¢ OonecTTa Ha [lapkuHCOH,
CBT)p?,aHI/I C HpI/IeMa Ha JOIIaMHWHOB arOHUCT HE CE€ npenoquBa. B KIIMHUYHHU HpOy‘IBaHI/IH MHOTO
YECTO U M0-YECTO B CpaBHEHHE C TUIale00 ca JOKIJIaJBaHU BIIONIABAHE HA TAPKHMHCOHOBATA
CUMITOMATHKA ¥ XaITFOIIMHAINY (BXK. TOUKa 4.8), a 0JaH3amuH He € 1Mo-e()eKTHBEH OT TuIarebo
HpI/I JICUCHUEC HA IICUXOTHUYHHU CUMIITOMH. B TE3U HpquBaHHH CC€ N3HUCKBA INAIIUCHTUTEC a4 6’I)JlaT
I'bPBOHAYATHO CTA0WIM3UPAHH ¢ Hali-HUCKaTa ePEKTUBHA /1032 aHTUIIAPKMHCOHOB JICKAPCTBEH
MPOAYKT (JIOMAaMHHOB aroHKCT) | Ja 3ama3sT CHIINTE aHTUIIAPKUHCOHOBH JIEKAPCTBEHU TPOITYKTH
Y JIO3WpaHUs 10 BpeMe Ha poyuBaHeTo. ONIaH3anuH € 3all04BaH B JI03U OT 2,5 mg/THEBHO U
TUTPUPAH 0 MaKCUMyM 15 mg/IHEBHO O NpeLeHKa Ha U3CIISA0BaTEIS.

Hesponentnyen maanruaed cuaapom (HMC)

HMC e noTeHIMaNHO )KUBOTO3aCTPAIIABAIIO ChCTOSHUE, CBBP3aHO C JICUSHHETO C
AHTHUIICXOTUYHU JICKAPCTBEHHU MPOAYKTH. Psijiko ca nokiansanu u ciayyan Ha HMC, cBbp3anu ¢
npuema Ha onan3anuH. Kimmanunure nposisu Ha HMC ca xunepnupexcus, MyCKyJIHa PUTHIHOCT,
HapyIIeHUs] B MUCJIOBHHS TIPOIIEC W JAHHH 33 BEreTaTHBHA HECTAOMITHOCT (IIPOMEHH B TTyJica MU
apTEPUANHOTO HAIISATAHE, TAXUKAP/IHs, U3MOTSIBAHE U OTKIIOHEHUS B CHP/ICYHUS PUTHM).
JonmbIHUTEIHUTE NPU3HAIM MOTaT J1a BKJIIOYBAT MMOBUIICHUE HA KpeaTHH GochoKnHa3aTa,
MHUOTTIOONHYpHS (pabaoMHO0IN3a) U 0cTpa ObOpEeUHa HEJOCTATHUYHOCT. AKO MALEHT pa3BUe




MPU3HAIM U-CUMIITOMH, TIokazatenHu 328 HMC, uim uMa HesiCHO TeMIiepaTypHO ChCTOSIHUE Oe3
Ipyru KIuHIYHY TposiBd Ha HMC, npuemMbT Ha BCHYKHA aHTHIICUXOTUYHH JIEKapCTBa,
BKIIFOUUTEITHO U Ha OJIAH3AIWH, TPsIOBa Ja Ob/ie IPEeyCTaHOBCH.

XUOEePriavuKeMus ¥ Truadet

Hedecto e noknanBaHa XHIIEPTIIUKEMHUS W/UITH PA3BUTHE WITH BIONIaBaHe HA TUa0eT, OHIKOra
CBBP3aH ¢ KeTOANN03a WM KOMa, BKITFOUHATENHO U CITyqau ¢ aTaieH u3xox (Bxk. Touka 4.8). B
HSKOH OT CIIy4auTe € JOKJIAJBaHO MPEAIISCTBAIO0 TOBUIIABAHE HA TEJIECHOTO TETJIO0, KOETO MOXKE
na 0p1e npeapasnonarain ¢axtop. IlpenopbuBa ce CbOTBETHO KIMHUYHO MPOCIEAsBaHe, CIIOPe]
W3MOJI3BAHMUTE YKA3aHUsI 32 yroTpeOda Ha aHTUTICUXOTHYHH CPEJICTBA, HAIIPUMEp H3MEpBaHE Ha
KpBBHATA 3aXap Ha M3XOJHO HUBO, HA 12-Ta ceIMUIIA CJIe]] 3al0YBaHe Ha JICUCHHETO C OJIAH3AIHH
U ClIe]] TOBA ©KeroaHo. [lanueHTuTe, JIeKyBaHU ¢ aHTUIICUXOTUYHU JICKAPCTBA, BKIIFOUUTEITHO
Olanzapine Glenmark Europe, tpssoBa 1a ce HaOIIOAaBaT 3a MIPU3HAIN K CUMIITOMH Ha
XUMNEePrInKeMus (KaTo HampuMep TOTUANTICHS, IOy pus, monudarus u c1adocT), a MaleHTuTe
ChC 3aXapeH AuadeT Wil TE3U ¢ PUCKOBH (DaKTOPH 3a 3axapeH nauabeT TpsOBa Jla ceé MOHUTOPUPAT
PEIOBHO 3a BJIOIIaBaHE HAa KOHTPOJIA Ha IIoKo3aTa. Ternoro TpsoBa 1a ceé MOHUTOPUPA PEIOBHO,
HaIpuMep Ha U3XOJAHO HUBO, Ha 4-Ta, 8-Ta 1 12-Ta ceMumIIa ciie] 3aII0UYBaHe Ha JICUCHUETO C
OJIaH3AIMH | CJIEJ] TOBA Ha BCEKU TPH Mecela.

I[IpoMeHHU B TUIIUOUTE

HaGuronaBat ce He)enaHu MPOMEHH B JIUMUANTE TIPH NALMCHTH, JICKYBaHH C OJIaH3aIlMH, B
1ane0o0 KOHTPOIMPAaHU KIMHUYHY W3MATBAaHUS (BXK. Touka 4.8). [[pomeHnTe B munmauTe TpsioBa
Jla Ce JIEKYBaT KaKTO € KIMHUYHO YMECTHO, OCOOCHO MPH NALUCHTH C JUCITUIHICMUS U TIPH
NALMCHTH C PUCKOBH (haKTOPH 3a pa3BUTHE HA HapyllueHus B unuaute. [Ipu narmenrure,
JIEKyBaHH C aHTHIICMXOTHYHH JieKapcTBa, BKmountearo Olanzapine Glenmark Europe, Tpsiosa na
ce MOHHTOPHPAT PEIOBHO HUBATa Ha JIMIUANTE, CIIOPE]] U3OI3BAHUTE YKa3aHUs 3a ynoTpeda Ha
AQHTUIICUXOTUYHH CPENICTBA, HAIIPUMEP Ha M3XOJHO HUBO, Ha 12-Ta ceMHUIIa Clie/T 3aoYBaHe Ha
JICYCHUETO C OJIAH3AIMH H CJIe]l TOBA Ha BCEKH 5 TOJMHMU.

AHTUXONMHEPTUYHA aKTUBHOCT

Bbrpeku de mpu in Vitro npoy4BaHusITa OJIaH3AMH MOKa3Ba aHTUXOJIMHEPTHYHA aKTHBHOCT,
OMUTHT 110 BpeMe Ha KIMHUYHHTE MPOYYBaHHMS, IOKA3Ba HUCKA YECTOTa Ha MOJ00HH ciryyan. Thi
KaTO KJIMHUYHUAT ONUT C OJIAH3aIMH MPH NAllMEHTH ChC ChIIBTCTBALLY 3a00JsIBAHUS € OTPaHUYEH,
IpenopbyBa ce TOH Aa ObJe NPEANrCBaH ¢ IOBUILIEHO BHUMAHUE Ha MALIUEHTHTE C XUIIEPTPOQHs
Ha TpocTaTaTa WK NapaJTuTHYeH UIEYC U MOA00HH ChCTOSHUS.

YepuoapoOHa G yHKIINA

Yecto ca HaOM01aBaHU PEXOIHHU, OE€3CHMITOMHH NOBUIIABAHUS HA YEPHOAPOOHHUTE
amuHotpancgepasu, ALT, AST, ocoGeno B HauanoTo Ha jedeHueTo. M3ucksa ce oBUILIEHO
BHUMaHUe Npu nanueHTute ¢ nopuineHr ALT w/unu AST, npu maiueHTuTe ¢ Npu3HaIy 1
CUMITOMH Ha YEPHOAPOOHO YBpEXIaHE, KAKTO U MPHU TE€3U C MPEIXOJHU ChCTOSHUS, CBBP3aHU C
OrpaHUyYEHH YepHOAPOOHN (HYHKIMOHAIHHU PE3EPBH, WIM TAKUBA, KOUTO ca OMJIIM JIEKYBaHH C
MOTEHIIMATHO XENaTOTOKCUYHH JIEKapCTBEHU MPOAYKTH. B ciydyanre, koraTo € TuarHoCTHLIMpaH
XeMaTUT (BKIIOYUTEIHO XeNaToleyIapHO, X0JIECTATHYHO HITH CMECEHO YePHOAPOOHO
YBpeXIaHe), JSUCHUETO C OJIaH3alKH TPsiOBa Aa Obje NPEyCTaHOBEHO.

HeyrtponeHnus
Heo0xomumo € BHUMaHKE TPY NAIlIMEHTUTE, KOUTO 10 HAKAaKBa MPUYKHA Ca C HUChK OpOit

JIEBKOLIUTH W/UITM HEYTPODIITH, IPU TTAIIMEHTUTE, 32 KOUTO € U3BECTHO, Y€ MOTy9aBaT MPOIYKTH,
BOJICIIIU /10 HEYTPOIIEHUS, IPY ALMEHTUTE C aHAMHE3a 32 JIEKaPCTBEHO-MHAYLIMPAHO ITOATUCKAHE
Ha KOCTHHSI MO3bK/KOCTHO-MO3b4YHA TOKCHYHOCT, MIPY MALUEHTUTE C MIOATUCKAHE Ha KOCTHUS
MO3BK MOPaJid ChITBTCTBAIIO 3200IIIBaHE, JIbUEICUCHUE WITH XUMUOTEPATIHS, KAKTO U MPH
NAaIMEHTHUTE ChC CHCTOSHUS Ha XUNIEPEO3MHO(DUIHS WIIM MUEIONpoidepaTuBHO 3a00IIsBaHe.
HeyTtponenus 0OMKHOBEHO ce I0KJIaABa YeCTO NPY €THOBPEMEHHO NMPHIOKEHNE Ha OJIaH3aIlMH C
Bajmpoar (Bx. Touka 4.8).



IIpekbcBaHe Ha JEYEHUETO
OcCTpuy CUMIITOMH KaTO TIOTEHE, Oe3ChHHE, TPEMOP, TPEBOKHOCT, TaJICHE WIIM TIOBPBILAHE ca
noknanBanu psaako (> 0,01% u < 0,1%) mpu ps3Ko ciipaHe Ha OJaH3aIliH.

QT unTepBan

B ximanYHE ipoyuBaHus ca HabmogaBanu Heuectu (0,1 % m0 1 %) KIMHUYHO 3HAYNMUA
yabiokaBanus Ha QTc-untepsana (QT xopekuus Fridericia [QTcF] > 500 munucexkyHu [msec]
1o Besiko Bpeme cien u3xoanoto EKI mpu nanuentu ¢ uzxoano QTcF < 500 msec) mpu
MAIMEHTH, JIEKYBaHU C OJIAH3aMNH, KOUTO HAMAT CHTHU(UKAHTHH Pa3Indus B CBP3aHUTE
KapIHOJIOTHYHN CHOUTHS B cpaBHEHHE ¢ TuTane6o0. Heobxoammo e obaue, oaH3anmuH 1a ce
MPENMKUCBA ¢ MOBUIIIEHO BHUMAHHUE 3a€/HO C JIEKAPCTBEHH MPOAYKTH, 32 KOUTO € H3BECTHO, U
yabmkaBar QTC-uHTepBana, 0COOSHO MPH MAIlMEHTH B CTapyecka Bh3PACT, MPU MAIMEHTH ChC
CHHPOM Ha BpojieH yabiokeH QT, 3acToiiHa ChpaeuHa HEAOCTAThYHOCT, XUIIEPTPOdUs Ha
CHPIIETO, XUTOKATHEMHUS W XHUITOMATrHE3HEMHSL.

Tpomboem60au3bM

Heuecto (> 0,1% u < 1%) ce cho0OIIaBaHo 3a Bpb3Ka BbB BPEMETO MEXKTY JICUCHUE C OJaH3AMUH U
BEHO3eH TpoMOoeMOonu3bM. He € ycTaHoBeHa MPUYMHHO-CIIEACTBEHA BPb3Ka MEXy TOsBaTa Ha
BEHO3HUS TPOMO0OEMOOIM3bM U JICUSHHETO C OJIaH3amuH. BhIpekn ToBa, Thif KATO MPH MAIMEHTHUTE C
mu30(peHus YecTo ca HaJIHIle TPUIOOUTH PUCKOBH (DaKTOpH 32 BEHO3EH TPOMOOEMOOIN3bM, TPSIOBa
na 6paaT uAeHTUUIUPaHN BCHYKHA Bh3MOXKHH PUCKOBHU ¢akTopu 3a BTE, Hamp., 06e3n1BmKkBaHe Ha
NalMeHTHTE, U a ObAaT MPEANPUETH IPOPHIAKTUIHH MEPKH.

Oo61o aeiicteue Bppxy LHHC

Karo ce umat npenBu ocHOBHUTE epekTH Ha onan3anuH BepXxy LIHC, Heo6XxoanMo e moBHUIIeHO
BHUMAaHHUE MPH KOMOMHUPAHETO HA MPOJYKTA C IPYTH IEHTPATHOACHCTBAIIM JICKAPCTBA U aJIKOXOJL.
Tbi KaTO ONAH3aIMMH iN Vitro ce MposABsABa KATO aHTATOHUCT Ha JOTIAMHMHA, BE3MOXHO € TOM /1a
aHTaroOHW3Mpa ePEKTUTE HA MPEKUTE U HEMIPEKUTE JONMAaMHUHOBU arOHUCTH.

[Ipunaneuu
OmnanzanvH TpsOBa Ja ce Mpuiiara BHUMATETHO TPH MAllUeHTH ¢ aHAMHE3a 33 TbPYOBE MM KOHTO ca

M3JI0’KEHHU Ha (aKTOpHU, KOUTO MOTaT Jla HaMaJIsT I'bpuoBHUs npar. Hepsinko ca 1oxiagBaHu cioydad Ha
rbpPUOBE MIPU TAKMBA MALMEHTH, KOUTO ca JIEKYBaHU C ofaH3anuH. [loBeueTo oT Te3u ciayvau ca Ouim ¢
aHaMHe3a 32 I'bPYOBE WIIM PUCKOBU (aKTOPHU 32 TAXHATA MOSBA.

TaparBHA TUCKHUHE3US

B cpaBHUTETHYU IPOYUYBaHUS C IPOIBIDKUTETHOCT HA JICUEHHUETO JI0 €IHA TOJMHA OJIAH3AIHH €
CBBP3aH ChC CTATHCTUYECKU 3HAUMMO TO-HUCKA YECTOTA Ha JICUCHHE Ha CIIYYauTe C MOsBa Ha
HEOYaKBaHa JUCKWHE3WsI. PUCKBT OT mosiBa Ha TapAUBHA AUCKWHE3HSI HAPACTBA C MPOIBIIKUTEIIHOCTTA
Ha eKCIO3UIINATA, IOPAN KOSTO B CIIyYaid Ha TOsBa Ha MPU3HAIM WM CHMIITOMHU Ha TapIMBHA
JIUCKWHE3WS TIPY TIAIIMEeHT Ha OJIAH3aIlMH € He0OX0IMMO J1a ce OOMUCITH HaMallsiBaHe Ha J103aTa WU
MpEeyCTaHOBsBaHe Ha JedeHneTo. CUMIITOMUTE Ha TapAWBHA AUCKUHE3US MOTAT Ja Ce BJIOIIAT
BPEMEHHO WJIU JIOPU J1a C€ TIPOSBIT Clie]] IPEeKbCBaHE HA JICYCHHUETO.

OprocTaTnyHa XUIOTOHHS

B xJIMHWYHM pOyYBaHMS C OJIAH3ATIMH NPH MAIUEHTH B HAIPEIHANA BB3pacT HEUeCTo € HallojaBaHa
opTocTaTU4HA XUITOTOHUS. [IpenoppuBa ce NepHoOANYHO NPOCIIEsIBaHE Ha apTEPHATHOTO HAJSITaHE
MIpY MAIMEHTUTE HA Bb3pacT Haja 65 TOANHH.




BHe3amnaa cppAaeUHa CMBPT

B nmocTMapkeTHHTOBY CHOOIICHHS TTPH MAIUSHTH C OJIAH3AIKH € ChOOIaBaHoO 3a CIlydai Ha
BHE3aITHA Chp/IeYHa CMBPT. B peTpocneKTHBHO 00CepBalnOHHO KOXOPTHO MPOYyYBaHE PUCKBT OT
MpejnoiaraeMa BHe3amHa Chp/IeYHa CMBPT MPH MAaIUEHTH, JIEKyBaHU C OJaH3AIHH, €
MPHUOIM3UTEITHO J[Ba IFTH MTO-BUCOK OT PHCKA MPH MAIUCHTHTE, KOUTO HE YIOTpeOsIBaT
AHTHUIICUXOTHUIU. B MpoyYBaHETO PUCKBT OT OJIAH3AIMH € CHIIOCTABUM C PHCKA OT aTUITHYHUTE
AHTUTICHXOTHIIA, KOUTO Ca BKIIFOYCHH B COOPEH aHaJIH3.

[eauatpuyuHa HoMyJaIus

OnaH3anuH He € MOoKa3aH 3a JICYSHUE Ha Jela U oHomu. [IpoyuBaHus npy NallMeHTH Ha Bh3pacT
Mexay 13 u 17 rouHu oKa3BaT pa3InyHU HeXKETaH! PEaKIiy, BKIIOUYUTEITHO HAITbIHSIBAHE,
MIPOMEHH B METAOOIUTHUTE MTapaMeTPH U yBeJMIaBaHe Ha MPOJAKTUHOBUTE HHUBA (BXK. TOUKH 4.8
us.1).

Denunananun
Olanzapine Glenmark Europe tabneTku, TUCIepryupaliy ce B yCcTara, ChabpXKaT acmapTaM, H3TOUHUK
Ha ¢eHMIANaHuH. MoXxe 1a e Bpe/ieH 3a xopa ¢ (DeHUIKETYHOPHSL.

45 B3aumoaeiicTBHE ¢ IPYTHU JeKaApCTBEHH MPOAYKTH M APYTrH (JOpMH HA B3aUMOoO/eiicTBHE
IIpoyuBaHus 3a B3aUMOJECHUCTBUSITA €A IPOBEXKIAHHA CaMO IPU Bb3PACTHHU.
IloTeHuyanHy B3aMMOICHCTBYS, TIOBJIUSIBAIY OJaH3aINH

Twit kato onanzamuH ce Metabonm3upa or CYP1A2, BemecTBa, KOUTO MOTaT CIEIUGUIHO J1a
HHAynupart uin I/IHXI/I6I/IpaT TO3U U30€CH3UM, MOT'aT Ja IOBJIHUAAT (I)apMaKOKI/IHeTI/IKaTa Ha OJIaH3aIInH.

Wanykimg nva CYP1A2

MeTa0omu3MBbT Ha OJIAH3AITKUH MOXKE Ja ObJIe MHAYIMPAH OT TEOTIOHOIYIIIEHE U KapOaMa3ernuH, KOeTOo
MOJKe J1a JIOBEJIE JI0 MOHIKAaBaHe Ha KOHIICHTPAI[MUTE Ha olaH3anuH. HabnromaBaHo € camMo JIeKo J0
yMepeHO MOBHINIaBaHe KIMPHHCA Ha OaH3anuH. KITMHNYHOTO 3HaYeHHe MO BCAKA BEPOSITHOCT €
OTPaHUYEHO, HO CE MPENophYBa KIIMHUIHO TIPOCIIEASIBAHE U OOMUCIISTHE BH3MOXKHOCTTA 32
MOBHINIABAaHE HA J[03aTa OJIaH3aIllH, aKO € Heo0X0AUMO (BXK. TOUKa 4.2).

Nuxubupane Ha CYP1A2

OnyBokcamuH, crieruduaeH CYP1A2 uHxubutop, € mokazaj 3HauuTeTHO HHXHONpaHe Ha
MeTaboau3Ma Ha onanzanuH. CpenHoTo yBennyaBaHe Ha Cmax Ha OJIAH3AIUH ciie]] pIyBOKCaMHH €
ouno 54 % npu sxeHu Henywwadky U 77 % npu Mbxe nymaud. CpeAHOTO yBeTHYaBaHe Ha IJI0MITa
MoJl KpHBaTa Ha OJIaH3aIHH € ChOTBETHO, 52 % u 108 %. IIpu maumeHTH, KOUTO IpUeMaT
¢dyBokcamuH win apyr naxubutop Ha CYP1A2 karo nunpodriokcaiuH, TpsAOBa 1a ce 00MHUCIH T10-
HHUCKa HavanHa 1o3a. HamansBane Ha go3aTa Ha oylaH3amnuH TpsiOBa 1a ce uMa peABH, B CiIydail Ha
3aroyHaro jeueHue ¢ naxuoutop Ha CYP1A2.

HamansBane Ha OMOHAJIMYHOCTTA
AKTUBHHAT BBIVIEH HaMaJIsiBa OMOHAIIMYHOCTTA Ha MepopaiHus ojian3anut ¢ 50 o 60% u tpsdBa na
ce npueMa Hali-MaJIKo 2 Jaca IIpeJy WIX CJIe/l OJIaH3allUH.

Hsama nannu, ge duiryokcernn (maxuodutop Ha CYP2D6), enuanvnan 103u aHTHAIU (QTyMUHUH,
MarHe3ui) Wik UMETHUIUH MTOBJIUABAT 3HAYUTEIHO (hapMaKOKMHETHKATA Ha OJIaH3aIlNH.

BinsHue Ha onaH3anvH BBPXY APYIH JEKAPCTBEHU IIPOAYKTH
OrnaH3anuH MOXKe J1a aHTaroHU3upa ePeKTUTE Ha MPEKUTE U HEMPEKH JOMTAMUHOBU arOHUCTH.

Omnanszanun He naxuOupa ocHoBHUTe CYP450 nzoensumu in vitro (mamp., 1A2, 2D6, 2C9, 2C19,
3A4). Jluncara Ha B3aMMOJICHCTBHUE C€ MOTBBPIKAaBa B IN VIVO poy4YBaHuUs, KbJIETO HE €
HaOJIr0IaBaHO MHXUOMpaHe Ha MeTaboIM3Ma OT CIICIHUTE aKTHBHHU BEIECTBA: TPUIIUKIMYHH
anTHenpecanTH (moBnusBaiy npeaqumuo rpymara CYP2D6), Bapdapun (CYP2C9), Treodmmu
(CYP1A2) i muazenam (CYP3A4 u 2C19).



He e ycTanoBeHO B3anMO/IeiiCTBHE Ha OJIAH3AINKH C JIUTHIA WIH OUIIEPUICH IPU €AHOBPEMEHHOTO MM
MIPUIIOKEHUE.

TepaHeBTI/I‘IHOTO MOHUTOPHPAHE HA IJIa3MCHUTEC HMBA Ha BAJIIIPOAT HE ITOKa3Ba H606XOI[PIMOCT oT
KOPCKIMA Ha J03aTa Ha BaJIIIpoaT CJICA BKIFOYBAHETO HA OJIaH3aIlMH.

06110 neiicreue Bppxy IHHHC
TpsiOBa na ce mposIBsBa MOBUIIICHO BHUMAHUE TIPY NAIIMEHTH, KOUTO KOHCYMHUPAT AJIKOXOJ HITH
MpUEMAT JICKAPCTBCHH MPOAYKTH C MOTHCKAIIO JICHCTBUE BHPXY IIEHTPAIHATA HEPBHA CHCTEMA.

He ce npenopsyuBa eTHOBPEMEHHOTO MPUIOKEHUE HA OJIAH3AMKH C aHTHIIAPKHHCOHOBH JICKAPCTBEHU
MPOAYKTH IIPU TAIIMEeHTH ¢ OoJiecTTa Ha [lapkuHCOH U neMeHIus (BX. Touka 4.4).

QTc unrepBan

Omnan3zanuH TpsAOBa Ja ce Mpujiara BHUMATEIHO SAHOBPEMEHHO C JIEKapCTBEHU MPOIYKTH, 38 KOUTO €
W3BECTHO, 4ye yBennyaBar QTC-uaTepBaia. (BxK. Touka 4.4).

4.6 @epTHINTET, ) PEMEHHOCT H KbpMeHe

BpemenHoct
Hsma choTBeTHH 10Ope KOHTPOIUPAHH MTPOYUBAHUS BEPXY OpeMeHHU eHH. [lalmeHTkuTe TpaoBa na

ObJaT ChbBETBAHM Ja YBEJOMSBAT CBOA JIeKap, aK0 3a0peMeHEsT I UMaT HaMepeHHue Ja 3a0peMeHesIT
10 BpEeMe Ha JICYEHUETO ¢ OJaH3alluH. Bhipeku ToBa, mopagy orpaHuueHust ONUT MIPH X0Pa,
OJIaH3aNuH TpsiOBa Ja ce mpuiiara o Bpeme Ha OpeMEeHHOCT CaMo, aKo IMOTEHIMAaIHAaTa [10J13a
MPEBUIIaBa OTCHIUATHHS PUCK 32 TUIOJA.

[Tpu HOBOpOIEHN, N3TIOKEHH HA AaHTUTICUXOTHUIIH (BKIIOYHTETHO OJIAH3AINH) TIPE3 TPETUS TPUMECTHP
Ha OPEMEHHOCTTa UMa PUCK OT HEXKEJIAHU JICKAPCTBEHU PEAKIUH, BKIIFOUBAIIHA SKCTPAUPAMHTHU
CUMITOMH H/WJIM CUMIITOMH Ha OTHEMAaHE CJIE]l paXIaHEeTO, KOUTO MOTaT Jia BApUPAT 110 TEKECT U
MPOABIDKUTETHOCT. JIOKIIaIBaHN ca ciy4ail Ha Bb30y/a, XUIEePTOHUS, XUTIOTOHHS, TPEMOP,
COMHOJIEHTHOCT, pECIIMPATOPEH JUCTEPC WU XPAHUTEIIHU pa3TCPOUCTBa. 3aTOBA, HOBOPOJICHUTE
TpsiOBa Ja OBJAT BHUMATEIIHO MOHUTOPHUPAHHU.

Kopmene
B npoyuBane nipu 31paBu, KbpMEIH )KCHH € YCTAHOBEHO, Y€ OJIAH3AMMH C€ EKCKPETHPa ¢ MAHIMHOTO

Misiko. CpelHaTa eKCOo3HIus 3a KbpMadeTo (mg/kg) mpu cTanmoHapHU ChCTOSIHUS € OTpe/ieieHa
karo 1,8% ot no3ara, npuera ot Maiikara (mg/kg). [TanmenTkuTe TpsiOBa N2 OBIAT CHBETBAaHU J1a HE
KbPMST JIeliaTa CH, aKo IpUeMar OJIaH3aIliH.

Peprunurer
Edextn BbpXy pepTuinteTa He ca M3BECTHH (BXK. TOUKa 5.3 3a MpeAKITUHUYHA HHPOPMAITHS).

4.7 EdexTn BbpXy cnocodHOCTTa 32 modupane u padora ¢ MAIIUHA

He ca npoBexianu mpoy4BaHus [0 OTHOIICHHE Ha e)EKTUTE BHPXY CIIOCOOHOCTTA 3a MIopHpaHe U
pabota ¢ MamuHU. Thil KaTO ONAH3aNIMH MOXE J1a JOBE/IE/IE 110 MOsABAaTa HAa ChHIMBOCT MM
3aMasHOCT, AllMEHTHUTE TPsIOBa 1a ObIAT MpeayNnpeeHH B CIydail Ha yIpaBieHUe Ha MaIlllHY,
BKITFOUHTEITHO MOTOPHHU TIPEBO3HU CPEJICTBA.

4.8 Hexenanu JieKapcTBeHH peaKuH

Pesrome Ha npoduia Ha 6€30I1aCHOCT

Bv3pacmuu
Haii-yecro ( HabmomaBanu npu > 1% OT manueHTUTe) JOKIaIBAaHUTE HEXEJIaHH JIEKapCTBEHH
peaxkuum, CBbp3aHy ¢ IPUI0KEHUETO HA OJIaH3aMMH B KIIMHUYHU U3IUTBAHMSA, Ca ChHIUBOCT ,



Ha/IJJaBaHe Ha TETJI0, €03MHODMIIHS, YBEIIMYCHU HUBA Ha TIPOJIAKTHH, XOJIECTEPOII, TIOK03a U
TpUrIHIEPUIU (BXK. ToUuKa 4.4), TIIOKO3ypHsl, YBEIUMYCH allETUT, CBETOBBPTEK, aKaTHU3US,
MAapPKUHCOHU3BM, JICBKOTICHUSI, HEYTPOTICHUS (BX TOuKa 4.4), TUCKUHE3Us, OPTOCTATUYHA XUITIOTOHUS,
AHTUXOJIMHEPTUYHU €PEKTH, MPEXOTHU OE3CUMITTOMHHU YBEIMUCHUS HA YSPHOIPOOHHUTE
amuHOTpaHc(hepasu (BXK. Touka 4.4), 0OpuB, acTEHUs, yMOpPa, MUPEKCHS, apTPAITH, TOBHUIIIEHA
ankanHa ¢ocaraza, BACOKA CTOMHOCT HA TaMa-TIIyTaMUITpaHcdepasa, BUCOKA CTOMHOCT Ha MTUKOYHA
KHCEIIMHA, BUCOKA CTOMHOCT Ha KpeaTHH(POCPOKNHA3a U OTOK.

CIuChK Ha HEXETaHUTE JEKAPCTBEHH PEaKIINH, IPEJCTaBeH B TabnuIa

B npencraBenara tabnuia ca 130pOCHU HEKENIAHU JICKAPCTBEHU PEaKIUK U 1a00paTOPHU
W3CJICIBAHUS TI0 IJAHHU OT CITIOHTAHHU CHOOIICHUS U KIIMHUYHU poy4Banus. [Ipu Besko rpynupaHe B
3aBHCUMOCT OT YEeCTOTaTa HeXKENAaHUTE PEakIMy ca MPEJACTABeHH B HU3XOJISII PeJT IO OTHOIICHUE Ha
TAXHATA CEPHO3HOCT. TepMUHHTE 3a 4eCcTOTa ca AeprHUpaHy KakTo ciensa: Muoro gectu (> 1/10),
yectd (> 1/100 mo < 1/10), neuectu (> 1/1 000 mo < 1/100), pexku (> 1/10 000 mo < 1/1 000), muOTO
penku (< 1/10 000), ¢ HensBecTHA YecToTa (HEe MOXKe fa ObJie OlIEHeHA OT HATMYHHUTE JaHHU OT
CIOHTAaHU CHOOIICHUS).




Mmnoro Yectn Heuvectn Penxn C HeusBecTHA
YecTH qecToTa
Hapyuienuss Ha KpbBTA U JUM(HATA CHCTEMA
Eosunodunus Tpombonuronenus'?
Jleskonenns™®
Heyrponenus*®
Hapyumienusi Ha MMYHHATa CHCTEMa
CBpPBXYYBCTBUTEITHOCT
11
Hapyumienuss Ha MeTa00/1M3Ma U XPAHEHETO
Ilopumasane | IloBulleHu HUBA HA | PaspuTHe WK Xunorepmus*?
Ha TerjaoTo! xoJsecTepon’s oBocTpsiHe Ha AHAGeT,
HOBHme?H HUBA HA | 1opgkora cBBp3aH ¢
TIIFOKO3a
IToBumenu HuBa Ha KeTOAMHA032 WK
TpHTITHIEpHAN®S KOMa, BKJIFOYHUTEITHO
CimoKko3ypus (aranHu cayyau (Bx.
ToBuIIeH aneTuT Touka 4.4)!
Hapyumienusi Ha HepBHAaTa CHCTEMA
ComHOIeHTHO | 3amasiHOCT I'bpuoBE, KOTAaTo B Hesponentuuen
cT Axarnsus® ] [OBEYETO CIIyYau € MAJIMTHEH CUHIPOM
HapKHHCOHHG%M JIOK/a/[BaHA aHAMHE3a | (BK. Touka 4.4)%?
Huckunesis 3a I'bPYOBE WIH CUMOTOMH Ha
PHCKOBH (D)aKTOPH 32 npexbcpane’
rbpuosel?
Jucronus
(BKITIOUUTETTHO
OKynmorupanus)*t
TapnuBHa
JTUCKITHE3HS !
Awmnesus’®
Juzaptpus
3aexpane!!
CungpoM Ha
HECHOKOHHHUTE Kpakall
CbpaeyHn HApYLIEeHHUS
Bpanguxapaus Kamepna
YapmxaBane Ha QT Taxukapaus/pudbpuna

HHTEpBaJa (BX. TOUKa
4.4)

1Msl, BHE3AMHA CMBPT
(k. Touka 4.4)!

CbaoBu HApyLICHHS

OpTocTaTnyH
a

XI/IHOTOHI/ISI:LO

TpomboemMO0IU3BM
(BKITIOYUTEITHO
OemonpodeH
eMOOIU3BM U IBIOOKA
BEHO3Ha TpoM003a)
(BX. Touka 4.4)

PecnupaToplm, I'PbAHUA U MEAUACTUHAJHU HAPYHICHUSA

| Enncraxenc®

CToManIHo-YpeBHHU HapylmceHus

Jlexu, npexogHu
AHTHXOJMHEPTUYHU
edexTH,
BKJIFOYBAIIU
oOcTumanus u
CyXOTa B ycTara

[Monysane Ha kopema®
Xunepcanupanust

[Mankpeatur!?

XenaToOMJIHAPHHM HAPYIICHHSA
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TIpexonnu,
6e3cUMITOMHI
TIOBHIIICHHUS Ha
YepHOIPOOHUTE

aMHHOTpaHchepasn

(ALT, AST),
0COOCHO B
Ha4yajoTo Ha
JIEYEHUETO (BK.
Touka 4.4)

Xenarur
(BKIJIIOYHUTEITHO
XanaToLuenyJIapHo,
XOJIECTATHIHO WIIN
CMECEHO
YepHOIPOOHO
yBpexaane)tt

Hapymemm HA KO’KAaTa M NOJAKO0XKHATA ThbKAaH

O6puB

Peaknus Ha
(hOTOUYBCTBHUTEITHOCT
Anomnenus

JlexapcTrBeHa
peakuus ¢
€03MHODHUIIHS 1
CHCTCMHHA
CHUMIITOMH
(DRESS - Drug
Reaction with
Eosinophilia and
Systemic
Symptoms)

Hapyuienusi HAa MyCKYJ/JIHO-CKeJI€THATA CHCTEMA M CheIMHUTEJHATA ThKaH

| ApTtpanrus

9

Paomomuonuzall

Hapymenusi Ha 0pOpenuTe 1 NMKOYHUTE MHTHIIA

VHKOHTHHEHIHS Ha
ypHUHATA, PETCHIHS Ha
ypuHa

3aTpynHEeHO
ypuHupane'?

CbceTosinns, CBbP3aHU ¢ OPEMEHHOCTTA, POIOBHS U NMOCJIEPOIOBHA MEPUO

Cunapom Ha
OTHEMaHe IpH
HOBOPOACHOTO (BXK.
TouKa 4.6)

Hapylnemm Ha BB3MPOU3BOAUTEIHATA CUCTEMA M I'bpAaaTa

Epextunna
JTUCYHKIUS TTpH
MBXKE

Hamaneno nuoumo
[PU MBIKE U JKSHU

AmMeHopes
VYronemsBaHe Ha
I'bpANTE

INanaxropes npu xKeHU

Mpuanuzbm*?

'uHEKOMACTHSA/YTOJIEM
SIBaHE Ha TBPINTE TPH
MBXKE
OO01u HapymieHus M e()eKTH HA MSICTOTO HA MPUJIOKEHUEe
ActeHus
YMmopa
Otok
Mupexcus'®
WN3caenBanus
TToBumenu IloBumena ankanHa | [Tosuimen 001
IUIa3MEHH docdaraszal® GupyGHH
HUBa Ha Bucoxka croiiHocT
nposakTun® Ha KpEaTHH
docdoxunazal

Bucoxka croiiHoCT
Ha rama-

riryramuirpascdep

azal®

Bucoka croiHocT
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HA TTHKOYHA
kucenunal®

' Kouamdso CUTHU(HMKAHTHO TIOBUINIABAHE HA TETJIOTO € HAOII0AaBaHO TPe3 BCUUKU H3XO0THH
kareropun Ha MHnekca Ha TemecHa Maca (MTM). Cren kpaTKOCpOYHO JiedeHre (MeInana Ha
NPOABIDKUTENHOCT 47 IHW) MOBHUILABAHE HA TETJIOTO > 7% CHOPSMO M3XOAHOTO TEJIECHO TETJI0 € MHOTO
uecto (22,2 %), > 15% e yecto (4,2 %), a> 25 % e neuecro (0,8 %). [Ipu nanmeHTH ¢ IBATOCPOUHA
ekcro3uius (1moHe 48 ceIMUIM) € MHOTO 4eCcTo HajiaBane > 7 %, > 15 % u > 25% oT u3X0AHOTO UM
TeJIeCHO Terio (choTBeTHO, 64,4 %, 31,7 % n 12,3 %).

2 CpeaiHY TIOBUIIIEHHMS B CTOMHOCTHTE HA JIMIUIUTE Ha IIanHo (o6 xonecrepoin, LDL xonectepon u
TPUTIIMIICPUIN) Ca TTO-BUCOKU TPU MAIMCHTH Oe3 JaHHU 3a HapyIlIeHUE Ha U3X0HATA PeryJallus Ha
JTUTIUUTE.

® Habmogasa ce Ipu HOPMAJIHH M3XOJHHM HUBA Ha T1agHo (< 5,17 mmol/l), kouto HapacTBar 10 Haii-
BUCOKa CTOMHOCT (> 6,2 mmol/l). [IpoMenn oT pedepeHTHUTE TPAaHUIIK B U3XOJHUTE HUBA HA OOIIUS
XOJIECTEPOJI Ha ri1afaHo (> 5,17 - < 6,2 mmol) 1o Haii-BHcOKa cTOHHOCT (> 6,2 mmol) ca MHOTO YECTH.

* HabnronaBa ce Ipy HOPMAIHUTE U3XOIHHM HUBA Ha I1aaHo (< 5,56 mmol/l), kouto HapacTBaT 10
Hai-Bucoka croitroct (> 7 mmol/l). IIpoMenu B rimfoKo03aTa Ha TIIAHO CIIPSIMO MPAHHYHHUTE M3XOTHH
croitHOCTH (> 5,56 - < 7 mmol/l) mo Hali-Bucoka cToitHOCT (> 7 mmol/l) ca MHOTO YecTH.

> HabnromaBa ce Mpy HOPMAITHUTE M3XOAHM HKMBA Ha TiagHo (< 1,69 mmol/l), kouto napactsar no
Haii-BUCOKa cTolHOCT (> 2,26 mmol/l). TIpomenu ot pedepeHTHUTE rpaHUIM B M3XOJHUTE HUBA Ha
TpurIHIepuauTe Ha riaaao (> 1,69 mmol/l - < 2,26 mmol/l) go Haii-Brcoka CTOHHOCT

(> 2,26 mmol/l) ca mHOTO YeCTH.

®B KIMHMYHU OPOYYBaHHS YECTOTATa HA HAPKMHCOHU3bM M JUCTOHUS ITPY TALUEHTH, ICKyBAHH C
OJIaH3alliH, € T0-BUCOKa, HO HE M CTATUCTHYECKU 3HAYMMO pa3indHa oT marebo. JlekyBanute ¢
OJIaH3aIUH MAIlUEeHTH UMAT [TO-HUCKA Y€CTOTa Ha MApPKUHCOHU3bM, aKaTU3Us U TUCTOHUS B CPAaBHECHUE
C TUTPUPAHU 1031 Xanonepuaoi. [Ipu muncara Ha moapoOHa nH(OpPMAIKs OTHOCHO MPEAX0HaTa
aHaMHe3a Ha WHIWBUYyATHA OCTPU U TapIMBHU €KCTPATTUPAMUIHY JIBUTATEITHH HAPYIIICHUS
TTOHACTOSIIIIEM HE MOJKE JIa CE HAIIPaBH 3aKIFOUEHUE, Ye OJIAH3AMMH MPUIHHSBA B TT0-MaJIKa CTETIEH
TapIVWBHA JUCKWHE3WSI W/WIH JPYTH €KCTPAIMPAMHTHU CHHIPOMH.

" OcTpy cUMIITOMM KaTO TIOTEHE, MHCOMHMS, TPEMOP, TPEBOXKHOCT, T'aJIEHE M MOBPBIIAHE Ca
JTOKJIaJIBaHU MPH BHE3AITHO CIIMpaHe Ha OJIaH3aIlHH.

8 B xnmanaaN Ipoy4BaHUA 10 12 CCAMUIIU IVNIa3MCHUTE KOHLCHTPAIIUU HA MTPOJIAKTHUH IIPCBULIIABAT
TOpHaTa rpaHulia Ha HOpMaJIHUA JUAIlla30H IIPpU HpH6J’IH3I/IT6J'IHO 30 % ot JICKYBAHUTC C OJIaH3aIlnH
MNanueHTH, KOUTO UMAT HOPMAJIHA U3XOJHA CTOMHOCT Ha IMMPOJIAKTHH. HpI/I IIOBEYECTO OT TC3U MAllMCHTH
ITOBHILIEHHUTA HA CTOMHOCTUTE OOMKHOBEHO ca YMEPCHHU U OCTaBaT MoJ ABYKpaTHaTa CTOMHOCT Ha
ropHaTta rpaHuiia Ha HOpMaJIHH Juala3oH.

9 Hexenano C’B6I/ITI/IC, YCTAHOBCHO OT KJIMHUYHU MIPOYYBAHUSA B UHTCTpHUPAHATA 0a3a JaHHU 3a
OJIaH3aIIrH.

10 KakTo € oLeHeHo OT M3MepEHHUTE CTOMHOCTH OT KIMHMYHM MPOYYBAHMs B MHTerpupanata 6a3a JaHHH
3a OJIaH3aIMH.

11 Hexenano ch6uTHE, yCTAHOBEHO OT CIIOHTAHHU ChOOIIEHHS B OCTMAPKETHMHIOBHUS TIEPHOJT C
ollpeJiesieHa YeCTOTa, KaTo ¢ M3M0JI3BaHa HHTerpupaHaTa 0a3a JaHHU 3a OJIaH3aIIMH.

12 Hesxenano chOMTHE, YCTAHOBEHO OT CIIOHTAHHY CHOOILECHHS B IIOCTMAPKETHHIOBHUS IIEPUO]] C
M3YHCIIEHAa YeCTOTa Ha TOpHATa TpaHuna Ha 95% roBepuTeneH HHTEpBall, KaTo € U3MOJ3BaHa
WHTErpUpaHaTa 0a3a IaHHU 32 OJIAH3AINH.
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Jbirocpouna excrio3uiys (mone 48 ceIMUITN)

[Ipu nanyeHTHTe, KOUTO UMAT HEXKENNAHH, KIIMHUYHO CUTHU(UKAHTHY TPOMECHHU B HA/IJTABAHETO HA
TETJI0, B X0Jla Ha BPEMETO Ce IMOBHINABAT TIItoKo3ata, oomusat/LDL/HDL xomectepoir niu
tpurnunepuaute. [Ipu Bb3pacTHH MAUETH, KOUTO 3aBbPIIBAT 9-12-MeCceuHO JIeUeHUE, YeCTOTaTa Ha
HapacTBaHE Ha CPEJIHUTE CTOMHOCTH Ha KPBbBHATA 3aXap HaMallsBa clel MPUOIH3UTEIHO 6 Mecena.

Jonbaaurenta uadopmManus 3a CuelHUalHy TONyIaly

B xiMHNYHM TpOyYBaHUS MPU NAlUEHTH B CTapuecka Bb3pacT C IEMEHIIMS JICYEHUETO C OJIaH3alHH Ce
CBBP3Ba C [10-BUCOKA YECTOTA HA CMBPT U MO3bYHOCHI0OBH HEXKEIAHU PEAKLIMU B CPABHEHHE C
riane6o (Bk. Touka 4.4). MHOTO 4ecTH HeKellaH! Peakluy, CBbpP3aHH ¢ YHOoTpedaTa Ha OlaH3aliH
NIpY Ta3| TpyIna ManueHTH, ca abHOpMHa MoXoKa 1 najganus. Yecto ca HabIr01aBaHH THEBMOHUS,
MIOBHUIIIEHA TEJIECHA TEMIIEPATypa, JIETaprus, CPUTEM, 3pUTEIHN XaTIOLUUHALMN U MHKOHTHHEHIINA Ha
ypHHa.

B knuanyHM MMpOy4YBaHUs IIPU MAUCHTHU C JICKAPCTBCHOUHAYLIUpaHa (I[OHaMI/IHOB aFOHI/ICT) IICHUXO034,
CBbp3aHa C OolrectTa Ha HapI(I/IHCOH, MHOTI'O Y€CTO U ITI0-4YE€CTO B CPAaBHCHUE C nnaue60 ca JOoKJIaaBaHH
BJIOIIIAaBAHC Ha HapKI/IHCOHOBaTa CUMIITOMAaTHKa U XaJTrOIWHAIUH.

B enHO KTMHUYHO MPOYYBaHE MPH MAUCHTH ¢ OUTOSpHA MaHUS KOMOMHHPAHOTO JICUEHHE C
BaJIIIPOAT U OJIAII3alMH BOJH JI0 Y€CTOTAa Ha HEyTpoIeHusTa ot 4,1%); moTeHIInaneH chaehHcTBaII]
(hakTOp MOXKE J1a ca BUCOKH IIa3MEHHU HHBA Ha Banmpoat. Ojan3anuH, MPUIOKEH ¢ TUTHH WIH
BAJIIIPOAT, BOJIM JI0 MoBHINeHa yectoTta (>10%) Ha TpeMop, CyX0Ta B ycTaTa, IOBUIIICH alleTUT U
MOBHINIABaHE HA TeraIoTo. HapymieHne B ToBopa chINo € MokinaasaHo decto. [Ipu nedenue ¢ onamsanux
B KOMOWMHAIIMS C TUTHHA WIHA JUBAIPOEKC Ce HAOJF01aBa TIOBHIIIEHHE C > 7% OT N3XOHOTO TEJIECHO
terio mpu 17,4% oT manmeHTuTe mo BpeMe Ha OCTPOTO JeueHue (10 6 ceqmuiin). [IpoabmKUTenHOTO
JICUCHHUE C oOJIaH3amuH (10 12 Mecena) 3a NpoQUIaKTHKA Ha PEIUINUB MTPH MAIUCHTH C OUTIONSPHO
Pa3CTPOICTBO € CBHP3aHO C MOBUIIIEHUE C >7% OT U3XOHOTO TEIECHO Terio mpu 39,9% ot
TIAI[MEeHTHUTE.

[MenuaTpuyHa momynarys

Onamn3zanuH He € TT0Ka3aH 3a JICUCHHE MIPH Jiela U IoHomw noj 18 roguau. Makap aa He ca
MPOBEKIAHU KIMHUYHY MTPOYYBAHUS 32 CPABHABAHE HA FOHOIIUTE C Bh3PACTHUTE, TAHHUTE OT
IIpoy4YBaHuATa IIPU FOHOIIHN Ca CPaBHEHU C TE3U OT IPOYyUYBaHUATA IIPHU Bb3PACTHU.

Crnennara Tabnmna 00001IaBa HeXKETaHUTE PEAKIINH, ChOOIIABaHU C TIO-TOJISIMA YECTOTA MPH
HAILMEHTH B FOHOIIECKa Bh3pacT (Mexay 13 u 17 rogunHun), OTKOJIKOTO MPH Bb3PACTHH HALIMEHTH, HIIH
HEXEJIaH! PeaKIMi, KOUTO Ca YCTAHOBEHH CaMO MPH KPATKOCPOUHU KITHHHYHHU MTPOYUIBAHHS C
HAIMEHTH B FOHOILIECKa Bb3pacT. KIIMHUYHO CHrHU(HUKAaHTHO MOBHUIIICHHE HA TErJIOTO (> 7%)
M3IJICK/1A ce HaOJII01aBa 10-4eCTo B TOIYJIAUATa Ha FOHOIINTE B CPABHEHHUE C BB3PACTHH ChC
CpaBHHMMa €KCIIO3UIUA. Crenenrta Ha HagJgaBaHC Ha TCIJIO U ACJIBT HA MATUCHTUTC FOHOIIN, KOUTO
UMAaT KIMHUYHO 3HAYUMO HaJJJaBaHE Ha TCTJIO €Ca MO-TOJIEMH ITPU MMPOABJDKUTEIIHA CKCIIO3UIIUA (HOHC
24 ceMUILIN), OTKOJIKOTO TPH KPATKOCPOYHA EKCIIO3UIIUSL.

HpI/I BCSKO IpylnipaHe B 3aBUCUMOCT OT YCCTOTATa HEIKCIAHUTE PCAKIIUHN Ca MPEACTABEHU B HU3X OIS

pEJ1 10 OTHOIIICHHUE Ha TAXHATA CEPUO3HOCT. TepMHUHHUTE 3a yecTOoTa ca Ae(DUHUPAHH KAKTO CIIC/IBA:
mHoro vectr (> 1/10), gwectu (> 1/100 mo < 1/10).
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Hapymenus Ha MeTa00JIM3Ma U XpaHEHETO
Mmnozo yecmu: TloBuIIaBaHe Ha TETNIOTOY, HOBUIICHH HUBA HA TPUIJIMLIEPHAN . TOBHIIICH allETHT.
Yecmu: TIoBUIIEHH HUBA HA XOJIECTEPOII ™

Hapymenus Ha HepBHaTa cUCTeMa
Mmnoeo yecmu: Cennpane (BKIIOUHTEITHO: XHIIEPCOMHHSL, JIE€TAPTHsI, COMHOJIECHTHOCT).

CToMalIHO-YpeBHH HAPYLIEHHS
Yecmu: CyxoTa B ycTaTa

XenaToOuJIHAPHHU HAPYIIEHHUSA
Mnoz2o uecmu: TloBuienus Ha yepHoapoouuTe amunorpanchepasu (ALT/AST; Bx. Touka 4.4).

HN3caenpanus

Mmnoeo yecmu: Hamanen o0y Ounupyous, nopumieHa GGT, moBuIieH: 11a3MeHN HUBA Ha

nponaktun’®,

13 Cnen xpatkocpouno seuenre (MeIuaHa Ha IPOJLIKUTEIHOCT 22 THU) MOBHIIABAHE HA TEIJIOTO

> 7% ot u3xomHOTO TenecHo Terio (kg) e MHoro yecto (40,6 %), > 15% OT U3XOIHOTO TEIECHO TETIIO
e uecrto (7,1 %), a > 25 % e uecto (2,5 %). [Ipu pparocpouna excrosurus (mone 24 ceamunn) 89,4 %
Haggasat > 7 %, 55,3 % maggasar > 15%, a 29,1 % magmasat > 25% OT U3XOOHOTO CH TEIECHO TETTIO.

14 Ha6mrogasar ce 3a HOpMaIHU U3XOMHM HUBA Ha raaaHo (< 1,016 mmol/l), KouTo HapacTBaT 10 Haii-
BUCOKa CTOIHOCT (> 1,467 mmol/l), u npoMeHH OT peepeHTHHUTE IPAaHULN B U3XOJHUTE HUBA HA
TpurHiepuauTe Ha raagHo (> 1,016 mmol/l - < 1,467 mmol/l) no naii-Bucoka cToitHOCT

(> 1,467 mmol/l).

¥ TIpomenn B u3xomHKTE HUBA HA OOIIKS XOIECTEPOII Ha ITIaAHO crpsamo Hopmanuute (< 4,39 mmol/l)
JI0 Haii-BHCOKa cTOHHOCT (> 5,17 mmol/l) ca nabnronaBanu yecto. [Ipomenu ot pedepeHTHUTE
IPaHUIM B U3XOHUTE HUBA Ha OOIIKS X0JIecTepos Ha riaaHo (> 4,39 - < 5,17 mmol/l) no Haii-Bucoka
cToitHOCT (> 5,17 mmol/l) ca MHOTO YecTH.

16 TTopumenyu nua3MeHu HUBA HA MIPOJAKTHH ca A0KIaaBaHu npu 47,4% oT nalueHTUTe B IOHOIIECKA
BB3pacT.

Cro01aBane Ha MOJI03MPAHU HEXKEJIAaHH PEaKIIUK

CpoOm1aBaHeTo Ha MOI03UPAaHH HEXKEJIaH! PEeaKIUK CJIe]] pa3pellaBaHe 3a yrnoTpeda Ha JIeKapCTBEHUS
HPOJYKT € BaxkHO. ToBa M03BOJIsIBA 1a MPOABIIKY HAOJIIOIEHUETO HAa CHOTHOLIEHHETO 110J13a/pUCK 32
JIeKapcTBEHUS NMPOAYKT. OT MEIULIMHCKUTE CIIEUATIICTH CE U3UCKBA Ja ChOOLIaBaT BCSIKa
HO03MpaHa HEeXEeJIaHa PeaKlys upe3 HallOHaIHa CUCTeMa 3a ChoOIIaBaHe, IOCOUYEHa B
[Mpunoxenue V.

4.9 Ilpemo3upane

IIpusHany ¥ CUMITOMH

MHoro gecTy CUMIITOMH IIpH Iipepo3upane (uectota > 10%) BKIIOUBAT TaXUKaAPIUs,
BB30Yy/1a/arpecUBHOCT, TU3aPTPUS, PA3IUYHU eKCTPpATMPaMHTHI CUMIITOMU M HapylIeHNE Ha
CBh3HAHUETO, BAPUPAILIO OT CEAUPaHe O KoMa.

Jpyru MEIMIIMHCKY 3HAYUMH TIOCIIETUIIN Ha MIPEJ03UPAHETO ca ISP, KOHBYJICHU, KOMa, BE3MOXKEH
HEBPOJICITUYEH MAJIMTHEH CHHAPOM, TIOTHCKAaHE HA IUIIAHETO, aCIIUPALIUS, XUIIEPTOHUS HITH
XHUIIOTOHHSA, PUTBMHH HapyIeHus Ha cbpLeTo (< 2% OT ciayvanTe Ha Mpelo3upane) u
KapJHOITyIMOHApeH apecT. DaTaiHu MOCIeANIIN ca JOKIJIAABAaHH IIPH OCTPO HPeI03UpaHe € 103a OT
nopsaabka Ha 450 mg, HO CHIIO € JOKJIAJBAHO MPEXKUBSIBAHE CIIE]] OCTPO MPEI03UPAHE C
MPUOIM3UTENHO 2 g OJIaH3aMKH TePOPATHO.

Jleuenue

3a ojaH3amMH HIMa CHCHI/Iq)I/I‘leH AHTHUAO0T. He ce npenopp4Ba NPEAN3BHUKBAHC HA ITOBPBHIIAHC. Morar
Ja 6’[;}_'[8.T IMMOKa3aH! CTAHAAPTHUTC MCPKU 3a JICHCHUC HAa IPCAO3UPAHE (T.e. CTOMalllHa IMpOMHUBKaA,
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npreMaHe Ha aKTHBEH BBIVICH). ETHOBPEMEHHOTO TpUiaraHe Ha aKTUBEH BBIJICH € ITOKA3allo
HaMaJIIBaHE Ha IepopaliHaTa OMOHAIMYHOCT Ha onaH3anuH ¢ 50 1o 60%.

TpsiOBa na ce 3a0YHE CUMITOMATUYHO JICYCHUE U MIPOCIICIIBaHE HA KU3HCHUTE (DYHKIIMH B
CHOTBETCTBHE C KIIMHAYHOTO CHCTOSIHUE, BKIIFOUUTEITHO U JICYSHHE HA XUTTOTOHUTA U [IUPKYIATOPHUS
KOJIalc ¥ MOAPHKKA Ha MuxarenHara pyHknud. Jla He ce u3MmonsBar aapeHalvH, TOTTaMUH I APYTH
CUMIIATHKOMUMETHYHU CPEICTBA ¢ O€Ta-arOHUCTUYHA aKTUBHOCT, ThH KaTO O€Ta-CTUMYJIAIUATA MOXKE
Jla BJIOIIN XUIIOTOHUATa. MOHUTOPHUPAHETO Ha ChPIACIHO-CHIOBATA CHCTEMA € HEOOXOIUMO 3a
yIIaBsHE Ha Bb3MOXXHHU apUTMHUN. BHUMAaTEeTHOTO MEIUIIMHCKO HAOII0IeHNe 1 MOHUTOpHUpaHe TpsiOBa
Jla TPOIBJKU O Bh3CTAHOBSIBAHETO HA MAIlUEHTA.

5, B®APMAKOJIOIT'MYHU CBOMCTBA

51 DapMaKoOAMHAMUYHH CBOWCTBA

dapmakoTepaneBTHIHA TPyIa; ICUXOJICTITHIIN, THA3CTTUHHI, OKCA3eUHH, THA3CTTHHA U OKCETIHHH,
ATC kox: NOSA HO3.

dapmakoguHAMUYHU e(DEKTU
OraH3anuH ¢ aHTUTICUXOTUYHO, aHTUMAaHUHHO U CTa0MIIM3UPAIIl0 HACTPOSHUETO CPEICTBO, KOETO
MOKa3Ba MIMPOK (papMaKoIOTHYCH MPOGUIT IO OTHOIICHHUE HAa MHOXKECTBO PEICTITOPHU CHCTEMHU.

B npexknuHUYHY NpoyYBaHUs € H0Ka3aH ahUHUTETHT Ha OJaH3allMH KbM peula penenTopu

(Ki <100 nM) 3a ceporornt SHT2an2c, 5HT3, S5HTe; monmamun D1, Dy, D3, Ds, DS; Xonuaepruuau
MyCKapuHOBH perienrtopu Mi-Ms; anda; anpenepruyam; u xuctaMuHoBr Hi peneniropwu.
IIpoyuBaHusiTa C OJaH3aIIMH BbPXY IIOBEACHUETO Ha )KMBOTHHU okas3sa SHT, nonamMuHoB u
XOJIMHEPIHYCH aHTarOHU3bM, OTTOBAPSIL Ha PELENTOP-CBBp3BaIius mpodui. In vitro onanzanux
MOKa3Ba Mo-ToJIsIM apUHUTET KbM cepoToHHHOBUTE SHT2, 0TKOKOTO KbM J0mTaMUHOBUTE D>
petieniropu ¥ mo-rojisiMa SHT2 akTHBHOCT B cpaBHEeHHE ¢ Dy akKTHBHOCTTA TP IN VIVO MOJEITH.
EnexTpodu3nonoruuHuTe N3CIeABaHuUS MOKa3BaT, Y€ OJaH3aIMMH CEJIEKTUBHO HAMAABa
aKTUBUpaHeTO Ha Me3onmuMonyHNTE (A10) MOTaMUHEPTHYHU HEBPOHH, KaTO B CHIIOTO BpeMe €PEeKTHT
My BbpXY ITBTHIIATA B CTPUATYMa, y4acTBaIIK B MOTopHaTa (GyHKIus (A9), e Mabk. OnaH3anuH
HamaJsBa KOHIUIIMOHUPAHUS OTTOBOP Ha OTOSTBAHETO, KOKTO € TeCT, MOKa3aTeleH 3a
AHTUIICUXOTUYHA aKTUBHOCT B /1031 MIO-HUCKH OT T€3H, BOJECIIH JI0 KaTaJerchs, KOeTO € XapaKTePHO
32 MOTOPHHTE HeXeJlaH! eeKTH. 3a pa3sinka OT HAKOHU APYTH aHTHIICUXOTUYHHU CPEJICTBA, OJaH3alUuH
yCHJIBa OTTOBOPA B YCIIOBHSI Ha ,,aHKCHOJIUTHYEH  TECT.

B npoyuBanus ¢ nosurpon-emucuonna romorpadus (PET) npu 3apaBu 1o6poBosiy, oJaH3anuH B
eAnHUYHa repopaiHa 103a (10 mg) mokassa mo-rojsiMo cBbp3BaHe ¢ SHT2a B cpaBHEHME C
nonamuHoBuTe D perientopu. OcBeH ToBa, 00pa3HO U3CIeBAHE Upe3 eAMHIUYHA ()OTOH- EMUCHOHHA
kommoTbpHa ToMorpadus (SPECT) npu nmanuenTy ¢ mm3oppeHus nNokassa, 4e NpH MaueHTHTE,
YYBCTBUTEJHU KbM OJIaH3AIHH, UMa I0-MaJIKO CBbp3BaHe ¢ Dz B cTpuaryma B cpaBHEHHE C
MAIMeHTHUTE, YyBCTBUTEIHN KbM JIPYTH aHTUTICUXOTHYHH CPEJICTBA M PUCIIEPUIOH, KaTO Ta3l HaXxoKa
€ CpaBHMMA C Ta3M [PU KI03aIMH-1yBCTBUTECIHUTE MTALIUCHTH.

Knunnyna edukacHocT

B nBe ot aBe miane00-KOHTPOJIMPAHH U B IBE OT TPU CPABHUTEITHA KOHTPOJIHUPAHH MPOYIBAHUS TIPHU
noeeue ot 2 900 marueHTH ¢ mKU30(GPEHHUs, IPOSIBEHA KAKTO C HAJTMYMUETO Ha MOJIOKUTEIHU, TaKa U C
OTPUIIATEITHU CUMIITOMH, OJaH3aIHMH MTOKa3Ba CTATUCTUYECKH 3HAYMMO TI0-TOJIEMHU TIOJJOOPEHUS KaKTO
Ha HEraTUBHUTE, TaKa U HA TO3UTUBHUTE CUMIITOMH.

B MynaTHHAMOHAIHO, TBOWHO-CIISIIIO, CPABHUTEIIHO MPOYYBaHE BHPXY MIM3U(PEHUTA,
mM30aeKTUBHUTE WIN TOA00OHHU HapyleHus, BKitouBamo 1 481 manueHTa ¢ pa3nuyHa CTENEH Ha
CBBP3aHH C TOBa CUMIITOMH Ha Aenpecus (M3X0Ha cpenHa cToiHocT 16,6 mo ckanara Ha
Montgomery-Asberg 3a kiacupuIrpane Ha JeMpecusTa), MPOCIIEKTUBHUAT BTOPUYCH aHAaJIM3 Ha
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MPOMSIHATA HA M3XOTHUS CIIPSIMO KpalHUsI Pe3yiTaT Ha HACTPOCHUETO, TOKa3Ba CTATUCTUICCKH
3HaunMo mmogobpenwe (p= 0,001) B mo3a Ha onamzamuH (-6,0) cipsimo xanonepuaoi (-3,1).

[Tpu manueHTH ¢ MAaHUEH €MHU30]] MU CMECEH SIM30,I1 NP OUTIONIAPHO Pa3CTPOMCTBO OJaH3aINH
MOKa3Ba Mo-BUCOKa €(PEKTUBHOCT KAKTO CIPSIMO IUTare0o, Taka U CIpsiMO BAIIIPOAT CEMUHATPHIA
(muBanmpoekc) B HaMasIBaHe Ha CHMITOMHTE Ha MaHUS 3a ToBede oT 3 ceaqmuIty. OJlaH3amiH CHINO
MOKa3Ba CpaBHUMA C XAJIONEPUA0N e(hPUKACHOCT, U3Pa3CeHA C YaCcTTa MAlUCHTH, TIOIYYHIId PEMUCHS Ha
CHUMIITOMHUTE Ha MaHUs U Ha jenpecus 3a 6 u 12 cenMuim iedenne. B mpoy4BaHe ¢ oJlaH3anuH B
KOMOWHAIMS C TUTHHA WK BAIIPOAT 32 MUHIMYM 2 ceIMUIM 100aBsiHeTo Ha onan3anuH 10 mg
(KOMOMHUPAHO JICYCHUE C JTUTUN WIIM BAJIIPOAT) € JOBEJIO J0 MO-TOIsIMa PEIYKIUS Ha CHMITOMUTE Ha
MaHUs B CPAaBHEHHE ChC CAMOCTOSTEIIHOTO MPUIOKCHUE HA JTUTHI WX BAJIIPOAT Clie]] 6 CEIMUIIH.

B 12-meceuno npoyuBaHe npH NpopUIaKTHKa Ha pEIUANBA Ha MAaHUWHU €MTU30,11, IPH MMallUCHTH,
MOJTYYMJIM PEMUCHS TP JIEUEHHE C OJIaH3alMH U paHJOMU3HUPaHHU CJe]l TOBa Ja MoJyyaBaT OJaH3aluH
WK 11a11e00, OJTaH3alyH € [T0Ka3aJl CTATUCTUYECKH 3HaYMMO IIPEBB3X0ACTBO CHPSAMO Iu1anedo mo
OTHOILICHNE Ha IbPBUYHNUTE KPAiHU TOUKH 32 NPO(HUIAKTHKA HA PELUINBY HA MAHUIHN €IU301 TIPU
OumosnsipHO pa3cTpoiicTBO. ONaH3anMH CHUIO € MOKa3al CTATUCTHUECKH 3HAYMMO MPEAUMCTBO CIPSIMO
w1ane0o 1Mo OTHOLIEHKE Ha MPEIOTBPATIABaHEe HA PELUINBH KaKTO HA MAaHUs, TaKa U Ha ACTIPECHSL.

B®B BTOpO 12-MeceuHo mpoydBaHe NpH MpoGUIaKTHKA PEIUANBH HA MAHUWHU €U30/IH, TalueHTH,
IIPpU KOUTO € IMMOCTUTrHATa pEMHUCHS C KOM6I/IHI/IpaHO JIeUeHHU€e OJIaH3alluH U JIMTHU U paHaOMU3UpPaHA
CIIeT TOBA J1a TI0JTy9YaBaT OJIAaH3aIHH HJIH JIMTHI CAMOCTOSITEITHO, OJIAH3AIHH € TIOKa3aJl He MO-TOJISIMO
MPEBB3XOICTBO CHPSMO JIUTHI TI0 OTHOIICHUE Ha MbPBUYHUTE KPAHU TOUYKH Ha OHIIONSPHO
pasctpotictBo (onan3amut 30,0%, mutuii 38,3%; p = 0,055).

B 18-mecedno npoydBaHe Ha KOMOWHUPAHO JieUeHHe Ha MAaHUWHA WJIA CMECEHH €ITU30.I1 TIpH
HalMEeHTH, CTA0WIN3HPAHU C OJIaH3alUH ILUTIOC JIEKApCTBa, CTaOMIN3UpAlY HACTPOSHUETO (JINTUN WU
BaJIIIPOAT), IPOABIKUTEIHOTO JICUEHHUE C OJIAH3AIIMH CbBMECTHO C JINTUH WU BAJIIPOAT HE €
CTaTUCTUYECKH MO-100PO CIIPSIMO JIMTUI WM BAIIIPOAT CaMOCTOSATEIHO 110 OTHOILIEHHE 3a0aBsHe Ha
000CTPSIHETO Ha OUIIOJISIPHOTO Pa3CTPONCTBO, CHITIACHO KPUTEPUUTE 3a CHHAPOMA (JIMarHo3ara).

IlenuaTpuyHa nomyJamnus

KonTtponupanute qJaHHH 3a epUKACHOCT NPH FOHOIIH (BB3pacT 13 1o 17 ronnHn) ca orpaHUyueHH A0
KPaTKOCPOYHH MIPOYUBAHUS MPH MHM30(ppeHus (6 ceIMUIN) U IPU MaHUsl, CBbp3aHa ¢ OUIOISIPHO
pasctpoiicto tui I (3 cenmunn), mpu mo-manko ot 200 roHOomM. ONaH3anuH € U3MOA3BaH KaTo
¢excnbuiIHa 1032, 3anmoyBamia ot 2,5 u crurama 10 20 mg/aaesHo. [1pu nedenve ¢ onaH3anuH
IOHOIIINTE HaJ1aBaT CUTHU(UKAHTHO NIOBEYE Ha TEIJIO B CpaBHEHHE ¢ Bb3pacTHUTE. CTENeHTa Ha
npomeHu B ooums xonectepos, LDL xosectepona, TpUriMuepyuanTe Ha TiIafHo U MPOJIAaKTHHA (BXK.
Touk# 4.4 1 4.8) e mo-rojsMa MpH IOHOIIN, OTKOJIKOTO NMPH Bb3pacTHU. HsiMa KOHTpOIMpaHu TaHHH 3a
NoJIbpKaHe Ha eeKTa Wi 3a IBIrocpoyHa 6e3omacHocT (BX. ToUkH 4.4 u 4.8). Mndopmanusira 3a
IBITOCpOYHaTa 0€30M1aCHOCT € OrpaHWYeHa ITIaBHO 10 OTBOPEHHU, HEKOHTPOJIMPAHHU JaHHU.

5.2 dapmakoKHHeTHYHH CBOWCTBA

AOGcopOuus
OmnanzanuH ce abcopbupa 1o0pe cien NepopatHo NPUIIOKEHHE KaTo JOCTUTa MAKCUMAITHU TUIa3MEHU

KOHIICHTpAIMK MeXay 5-ust U 8-ust uac. AGcopOuusTa He ce TIOBJIHsABA OT MpHeMa Ha XpaHa.
AGcomoTHaTa OMOHATMYHOCT CIIE/ MEPOPATHO MPHUIIOKEHHE B CPABHEHNE C MHTPABEHO3HO
NPUIOKEHUE HE € OIpeIeIIsHA.

Pasnpenenenue
CBBbp3BaHETO HA OJIAH3AMMH C TIA3MEHUTE MMPOTENHH € 0K0JI0 93 % Tpu KOHIIEHTpallMy B AHaNa3oHa

ot 7 mo oxoimo 1 000 ng/ml. Onan3anuu ce cBbp3Ba IIIaBHO C ajgbyMuHa u ¢ ol-Kucemus
TJIMKOIIPOTEHUH.
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buorpanchopmanus

OnaH3anuH ce MeTa0oaM3upa B YePHUSI PO0 Upe3 KOHIOTUPAHE U OKUCIICHUE. [ IaBHUAT METa0OUT B
kpbBTa € 10-N-rmokoponwm, KOHTO He MpeMIHaBa IIpe3 KphbBHO-MO3bUHaTa Oapuepa. 3a
o0Opa3yBaHeTo Ha MeTa0oMUTHTE N-1e3METHIT U 2-XUIPOKCUMETHII JOMPHUHACAT IUTOXpoMu P450-
CYP1A2 u P450-CYP2D6. In vivo u nBata MeTabO0IUTa IIOKA3BaT 3HAYUTEIHO I10-HUCKA
(bapMaKoIOrHYHa aKTHBHOCT, OTKOJIKOTO OJIAaH3AIMH B U3CJICIBAHHS NIPH KUBOTHH. [ J1aBHATA
(bapMaKoJIOrHYHA aKTHBHOCT CE JIBJDKU HA U3XOJIHUS OJIAH3AIVH.

EnumMunupane
Crnen mepopaliHO IPUI0KEHUE CPETHUAT TEPMUHAICH STUMUHAIIMOHEH MOIYKUBOT HA OJaH3aMuH

TIPH 3[IpaBH JIUIIA BapUpa B 3aBUCUMOCT OT BBh3pacTTa H MoJa.

[Tpu 3mpaBu MHAMBUAN B HapeAHATIA BB3PacT (65 TOAMHU U MTOBEYC) CPEAHHUAT SIIMMUHAIIMOHEH
MOJTY’)KUBOT € YJIBJDKCH B CpaBHEHUE C mo-muiaante uHauBuau (51,8 cpenry 33,8 yaca), a KIIUPBHCHT €
HamauteH (17,5 cpemy 18,2 1/gac). ®apMakokrHeTHIHATa BAPHAOUITHOCT, KOATO c€ HaOIr0AaBat mpu
WHIUBUIUTE B HapeIHANIa Bb3PAcT, HE CE OTINYaBa OT Ta3u Ipu no-miagute uaausuan. [Ipu 44
MAIUCHTH C MU30(pPEHUS Ha BB3pacT HaJ 65 rouHu 1034 OT 5 10 20 mg/mHEeBHO He ca Ouin
CBBP3aHMU C HIKAKBB PA3IMICH MPohniI Ha HeXKEITaHH ChOUTHSI.

[Ipu sxeHu cpeaHUAT eMMMUHAIIMOHEH TIOY>KUBOT € JIeKO yabibkeH (36,7 cpenty 32,3 vaca) B
CpaBHEHHE C TO3H MPU MBXKETe, a KITUPBHCHT € peayuupat (18,9 cpemry 27,3 1/uac). Benpeku ToBa,
npodTbT Ha O0e30macHOCT Ha ojan3anvH (5-20 mg) e cpaBHUM MeXIy KeHuTe (n=467) 1 MbKeTe

(n=869).

br6peuHo yBpexkaane

He e ycTanoBeHa 3HaunMa pa3nuka B CpeIHS SIMMHUHAITMOHEH oIy uBOT (37,7 cripsimo 32,4 gaca)
v B kimupbHca (21,2 copamo 25,0 1/dac) Mexay nanueHTUTe ¢ yBpeaeHa 0b0pedna QyHKIUSI
(xpeaTrHnHOB KHpBHC <10 ml/min) u 3apaBute uuIUBHIU. [IpoyuBaHusTa MOKa3Bat, ue okoo 57 %
oT 6CHSI33HI/I$1 C PaAOAKTHBHU U30TOIIU OJIaH3aIllMH C€ YCTAaHOBsABA B YpUHATA INIaBHO 110/ Q)opMaTa Ha
METa0OIHUTH.

YepHoApoOHO yBpEKIaHE

Manko npoy4BaHe 3a BIUSHUAETO Ha HapylieHata (PyHKIHS Ha YepHUs Apo0 mpu 6 MaueHTy ¢
KIMHHYHO 3HaunMa (kiac A (n = 5) u kirac B (n = 1) mo knacudukarmsra Childs Pugh) nuposa
ycTaHOBsIBa cllab eeKT BbpXy (papMaKOKWHETHKATA Ha OJIaH3aIH, TIPUIIOKEH EpOPaTHO

(2,5 - 7,5 mg equnnyHa 103a): MAIMEHTUTE C yMEPEHa JI0 TeXKa YePHOAPOOHA TUCHYHKIIUS HMAT
JIEKO 3aBUIIICH CHCTEMEH KIMPBHHC U MO-KPAThK STMMUHAIIIOHEH MTOJY)KUBOT B CPAaBHEHHE C
nanueHTute 6e3 yepHoipodHa nucyHkus (n = 3). [ToBeyeTo OT manyeHTHTE ca Mymadu ¢ UPo3a
(4/6; 67 %), oTkonKOTO MaIKeHTH Oe3 yepHoaApoOHa auchyHkiwms (0/3; 0 %).

[ymene
[Tpu Hemymiauu (MBXKe U )KEHH) CPEAHUAT SJIMMHUHAIIMOHEH MOMYKHBOT € ybibkeH (38,6 cnpsiMo
30,4 yaca), a kupbHCHT € HamaseH (18,6 cpeury 27,7 1/4ac) B cpaBHEHUE ¢ MyIIAYH.

[IazmenusT KIIMPBHC Ha OJIaH3aIlMH € IIO-HUCHK MPU MAUCHTUTC B HAIIPpC/IHAJIa Bb3PacCT, B
CpaBHCHHUC C MMO-MJIAAUTC UHAWUBUAW, IIPU JKCHUTC B CPABHCHUC C MBIKCTC; KAKTO U IIPHU HCITYHIAYUTC B
CpaBHCHUC C IIyIIAYUTE. B’LHpeKI/I TOBa, 3HAYMMOCTTA Ha BIIMAHUCTO HA Bb3paCTTa, I10Jia Wi
IMMYHICHCTO BbPXY KIIMPBHCA HAa OJIaH3aIllMH U BbPXY HETOBUS IMOJTYXKUBOT € TBBPJAC MaJIKa B CPABHCHHUC
C o6maTa BapI/Ia6I/IJ'IHOCT MCKAY OTACITHUTC UHAUBUIU.

He ca ycTaHoBeHU pa3iuKu BbB (papMaKOKMHETHYHHUTE HapaMeTPU IPU IIPOYUIBAHMSI, TPOBEIACHH C
€BpONEHIIN, ATOHIU U KUTANIH.

Ilenuatrpuyna momyamuys

IOnomm (BB3pact 13 mo 17 rogunan): GapMakOKWHETHKATA HA OJIAH3AINH € IMOA00HA IIPH FOHOIITH 1
BB3pACTHU. B KIMHUYHYU MPOYyYBaHUS CpeAHATA €KCIIO3UITNS Ha OJIaH3aIliH € 0KOJIO 27% 1Mo-BUCOKa
npu toHoIH. JleMorpadckute pa3nudusi MeX1y FOHOIIM U Bh3PACTHU BKIIFOYBAT MO-HUCKO CPEITHO
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TEJIECHO TETJIO U TTO-MaIbK Opol mymauun npu oHomure. [Tomo0Hu hakTopu € Bb3MOXKHO Ja
CBJICHCTBAT 3a IMO-BHCOKATA CPEHA SKCITO3UIIHSI, HAOII0JaBaHa MPY FOHOIIIH.

5.3 IpeakJanHNYHYU JaHHM 32 0€30MaCHOCT

Octpa (Ipu eMHUYHA J1033) TOKCUIHOCT

[Mpu3HanMTe HA TOKCUYHOCT MIPH TICPOPAJICH MTPUEM TIPU TPU3AYUTE Ca XaPAKTCPHH 32 MOIIIHUTE
HEBPOJICTITUIN: XUITIOAKTUBHOCT, KOMa, TPEMOD, KIIOHHIHUA KOHBYJICHH, CalIBAIIUs M TIOTHCKAHE Ha
HaanaBaHeTo. CpeqHUTE JeTamHu 031 ca npuommsurenao 210 mg/kg (3a mumkn) u 175 mg/kg (3a
rbxoBe). Kyderara nonacsaT equHudHa niepopaisa jgo3a go 100 mg/kg 6e3 na ce Habmo1aBa JieTalieH
u3xoa. KbM KIMHAYHUTE MPU3HAIM CHaJlaT CeANPaHe, aTaKCHs, TPEMOP, YCKOPEHA ChpJeuHa YeCTOoTa,
3aTpy/JIHEHO JHUINaHe, MHO3a U aHopekcus. [Ipu MaiiMyHu einHUYHU Tiepopaiau 1o3u g0 100 mg/kg
BOJIAT JI0 TIPOCTPAITH, a TO-BUCOKHTE JO3H JIO HEMbJIHA 3ary0a Ha Ch3HAHUE.

TOKCHYHOCT IPU MHOTOKPATHO HPUI0KEHUE

B npoyuBanus BbpXy MUIIKH C MPOABIHKUTEIHOCT 10 3 Mecella U BbpXY ITbXOBE U KyueTa ¢
NPOABIDKUTENHOCT 10 |1 rognHa npeobnanaBamuTe edektn ca notuckane Ha L{THC,
AQHTHUXOJMHEPrHYHM eeKTH U NepuepHr XeMaToJIOTMYHN HapylieHus. Pa3BuBa ce TojaepaHc KbM
notuckanero Ha [{THC. ITapamerpute Ha pacTexa HaMamsiBaT MpH BUCOKU a034. [Ipu mibxoBere ca
HabIronaBaHu 00paTUMH €EKTH, KOUTO Ca B pe3yJTaT Ha MOBUIICHN HUBA HA IPOJIAKTHHA U
BKIIIOYBAT: HAMAJISIBAHE TETJIOTO HA SHYHUIIMTE M MaTKaTa, KakTo U MOP(OIOTUIHN TPOMEHU BHB
BJIAraJIMILHUS SUTET U B MIICUHHUTE JKIIE3H.

XeMaToJI0ruyHa TOKCHYHOCT

Edextn BbpXy XeMaTOIOTHYHUTE MTapaMEeTPH C€ YCTAHOBABAT IIPH BCUYKH H3CIICBAHH BUIOBE
JKUBOTHU, BKJIFOUHTEITHO J1032-3aBUCUMH TTOHIDKEHUS HA TUPKYIUPAIIUTE JICBKOIUTH ITPH MUIIKA U
HecTIeUQUYHA HaMaJIeHUs] Ha OpOsl Ha UPKYIUPAIINTE JEBKOLUTHTE MPH TUIBXOBE; HE Ce
YCTaHOBSIBAT, 00ade T0Ka3aTeICTBa 32 KOCTHOMO3bYHA IMTOTOKCHYHOCT. [Ipu orpannden 6poit
Ky4era, JleKyBaHH ¢ f03u oT 8§ mwin 10 mg/kg/mHeBHO (00ImIaTa eKCIO3HUIKS Ha OJTAH3ANMH {TUTIOMI ITO/T
kpuBata} ¢ 12 10 15 mbTH MO-BUCOKA OT Ta3| MPH YOBEKA MPH MIPHEM Ha J103a oT 12 mg), ce
HabronaBa oopaTrMa HEYTPOIeHHUS, TPOMOOIUTONICHHS MITK aHeMust. [Ipy IMTONIeHUYHN Ky4yeTa He
ca HaOrOTaBaHU HeXXeTaH! e(eKTH BbPXY MPOTEHUTOPHHUTE WX TIpor(eprpaIinTe KJISTKH B
KOCTHUS MO3BK.

PenponykTrBHA TOKCHYHOCT

OnanzanvH HAMa TepaToreHHu eext. CenanusaTa MoBIUsABa KYyIyJIaTUBHUTE CIIOCOOHOCTH Ha
MBKKHUTE TUTbX0BE. [10J10BUTE HUKIIK ce 3acsaraT npu 103u ot 1,1 mg/kg (3 mbTH 1M0-BUCOKU OT
MaKCHMAaJTHATa /1032 TPY X0paTa), a perpoAYKTUBHUTE ITapaMETPH ca 3aCErHATH NP TUTHX0BE, Ha
KOUTO € aBaHa /1032 oT 3 mg/kg (9 mbTH No-BUCOKA OT MaKCHMalIHATa J103a IIpH Y0BeKa). B
MOKOJIGHUETO Ha ITHXOBETE, Ha KOMTO € JIaBaH OJIaH3aIHH ce HaOJro1aBa 3a0aBsiHe B pa3BUTHETO HA
IJI0/1a ¥ TIPEXO/THO HaMaJIsIBAHE HUBATa HA aKTUBHOCT HA MAJIKUTE KUBOTHH.

MyTareHHocT
OnaH3anuH He € TToKa3ajl MyTareHHOCT WJIM KIIACTOT€HHOCT IIPH MPOBEJACHNUTE ITHIHHU CTaHIAPTHH

TECTOBE, BKJIFOYBAIIM TECTOBE 3a OAKTePHAIHK MyTall|K | iN VItro u in Vivo TectoBeTe MpH
003aliHUIIH.

KapimHoressoct
PesynraTuTe OT U3CaeABaHUATA BHPXY MUIIKHU U IIIBXOBE BOJAT 0 3aKJIIOUEHHUETO, Y€ OJIAH3AMMH HE
€ KapIMHOT€HEH.

6. DAPMAINIEBTUYHU JAHHAN

6.1 CnucbLK HA IOMOIIHHUTE BelllecTBa
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Manuton E421
MukpokpucTaiHa 1einyno3a
Acnapram E951
KpocnoBunon

MarunesueB cTeapat

6.2 HecbBMecTuMocTH
Henpunoxumo

6.3 Cpok Ha rogHoCT
30 mecemna

6.4 CrnenuanaHu ycJI0BHS HA ChbXpPaHeHUe
Ha ce cexpanssa mox 30°C.

6.5 Buawu cpabpikaHue Ha OMAKOBKATA

5 mg TabneTku
AnyMuHUI/aryMIHIEBH OITUCTEPH B KapTOHEHH KyTHH ¢ 28, 56 mim 70 TabaeTKu B KyTHSL.

He BcHuYKM BUIOBE OMAKOBKH MOT'aT Ja ObJAT MyCHATH Ha Ma3apa.
6.6 CnenuajaHu npeana3Hu MEPKH MPU U3XBbPJsHE

Hsama CricuyaJIHi N3MCKBaHU .

7. IMMPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEGA
Glenmark Arzneimittel GmbH

Industriestr. 31, D — 82194, Gribenzell,
I'epmanus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA
EU/1/09/588/001

EU/1/09/588/002
EU/1/09/588/003

9. JATA HA TBbPBO PAZPEINABAHE/TTOJJHOBSIBAHE HA PASPELLIEHUETO 3A
YIHOTPEBA

[Hara na mepBo paspemasane: 03 lexemBpu 2009

Jara Ha nocneano nmoxHossBane: 19 Asrycr 2014

10. [JATA HA AKTYAJIMBUPAHE HA TEKCTA

{MM/TTTIT}

IMoxpoOHa uH(popMalIKs 3a TO3U JIEKAPCTBEH MPOIYKT € peocTaBeHa Ha yeo caiira Ha EBpornerickara
areHIus mo JjiekapcreaTa http://www.ema.europa.eu/.
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1. HUME HA JIEKAPCTBEHMA TPOAYKT

Olanzapine Glenmark Europe 10 mg TabieTku, Tucriprupaiiy ce B ycrara

2. KAUYECTBEH U KOJIMYECTBEH CbCTAB
Bcsika TabneTka, aucrieprupaiiia ce B ycrara, cbabpxka 10 mg onansanun (0lanzapine).

TToMOIITHO BEIECTBO ¢ U3BECTHO JCHCTBHE: BCAKA TaOIETKa, AUCTIEprUpala ce B yctara, ChIbpiKa
0,46 mg acmapram.

3a IIBJIHUS CHUCHK Ha IIOMOIIHHUTE BCUICCTBA BHXXTC TOYKaA 6.1.

3. JJEKAPCTBEHA ®OPMA

Tabnetka, qucneprupaiia ce B ycrata

JKbnTH, KpBIUIK, IIOCKH TaOJIETKH, ChC CKOCEHU PHOOBE, ¢ BIUThOHATO penedHo o3HayeHue “OL” ot
eJiHaTa CTpaHa M BJUThOHATO pesiepHO 03HaYeHue ,,D” oT npyrara cTpaHa.

4. KIMHNUYHU JAHHUA

4.1 TepaneBTHUYHU MOKA3ZAHUS

Bb3pactHu
OrnaH3anvH e TI0Ka3aH 3a JedeHne Ha MHU30()PEeHMsL.

Omnan3zanuH e epeKTUBEH 32 IOAIbPKaHEe HAa KIMHUYHOTO NOA0OpEHHKE 110 BpeMe Ha MPOABIIKUTEIHO
JIeYeHHE TPH MALUEHTH, IOKa3aI1 HauyaJIeH TeParieBTHIECH OTIOBOP.

Olran3anyH € IoKa3aH 3a JICUeHUEe Ha YMEPECH A0 TCKbK MAHUCH CIIU300.

OraH3anuH € 1oKas3aH 3a MpouIakTHKa Ha PEIUIMBY HA MAaHUCH U301 IPU MAIIMEHTH ¢ OUIIOJIapHO
Pa3CTPOMCTBO, IIPU KOUTO 10 BpEME Ha MaHUCH €MU30/1 € OUJI MOCTUTHAT KIIMHUYEH OTIOBOD C
oJTaH3anuH (BX. Touka 5.1).

4.3 ]Iozmpomca U HAYUH HA NMPUWITOKCHUEC

Bo3pactHu

[uzodpenns: [IpenmopruBanara HadanHa 1032 onaH3anuH € 10 mg/aHeBHO.

Manwnen enuzon: Hauannara 1o3a e 15 mg xaTo eAMHUYHA JTHEBHA J103a MpU MOHOoTepanus wim 10 mg
JHEBHO NMPH KOMOMHHPAHO JieueHne (BXK. Touka 5.1).

[IpodumakTika Ha peruIUB HAa OUTIOISIPHO pas3cTpoicTBo: [IpenopruBaHaTa HavYaIHA J103a €

10 mg/nueBHo. [Ipy manueHTH, KOUTO ca MOJy4YaBaly OJIaH3alKH 32 JIeYeHHe Ha MaHUEH eMU30/1, 32
npoduIaKTHKa Ha TOBTOPHATA UM I05Ba, C€ NPENopbhUBa NPOIb/KaBaHE HA TEPAIUITA ChC ChIIaTa

no3a. [lpu nmosiBata Ha HOB €MK30/1 HA MAaHHS, CMECEH E€MHU30/ WIH EMHU30/ Ha JeTPECHs, ICUEHHETO C
OJIaH3aIUH TPsOBa 11a MPOABIDKH (C ONTUMHU3HpPaHE Ha 103aTa, aKO € HEOOXOAMMO) C TOITBIHATEITHO

JieyeHHe Ha CUMIITOMUTE Ha HapylleHHe Ha HACTPOSHUETO, aKO € KIIMHUYHO MOKa3aHo.

Ilo Bpeme Ha jeueHNETO HA MHU30(pEeHNs, MAHUEH €MTN30/1 U TPY PO MIaKTHKA HA PEIUANBH HA
OHMIOISIPHO Pa3CTPOICTBO NHEBHATA /1032 MOXKE Jla Ob/le KOpUTHpaHa IMOCTETIeHHO Ha 0azarTa Ha
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MHIUBHIYATHOTO KIMHUYHO ChCTOSHHE B paMkuTe Ha 5-20 mg/nueBHo. [loBumasane Ha 103aTta 10
HMBa HaJ NPENopbyBaHaTa HaYaIHA JI03a CE MPENopbhUBa caMo CJe]] ChOTBETHA KIIMHUYHA ITPEOLICHKA
u TpsiOBa a cTaBa Half-00II0 Mpe3 UHTEPBANK HE MO-Mallku OT 24 yaca. OnaH3anuH MOXe Ja ce
npuemMa 0e3 Bpb3Ka C XpaHEHEeTO, Thii KaTo abcopOLUATa He ce NOBIUABA OT XpaHara. [Ipu
IpeyCTaHOBSIBaHE ITPHEMa Ha OJaH3aIMH TPAOBa /1a ce MMa MPEeABHI NOCTEIIEHHOTO HaMaJIsiBaHe Ha
J03aTa.

Olanzapine Glenmark Europe Tabnerka, qucneprupaiia ce B ycrata, TpsioBa f1a Ob/ie moctaBeHa B
ycTaTa, KbJIETO TS ObP30 Ce JUCIIEPrupa B CIFOHKATA Taka, 4e Jia ObJIe JIECHO MPErTbTHATA.
OTcTpaHsBaHETO OT yCTaTa Ha Isla JUCIIEprupaliia ce B ycrara tabierka e TpyaHo. Thil KaTo
JMCIIeprupaiiara ce B ycrara tabjieTka e 4yIuiiBa, Ts TpsiOBa 1a Objie mpreTa BeaHara cliie
U3BAXKIAHETO OT OJmcTepa. J[pyra Bb3MOKHOCT € JUCIIEPTUPAHETO ¥ B IThJIHA Yallla BOJa WM Jpyra
HOAXO/ISIIa HATMTKA (MOPTOKAIOB COK, SIOBJIKOB COK, MIISIKO HITH Kade) HEMOCPEACTBEHO MPEIH
npreMa.

OmnanzanuH noJT popMaTa Ha AUCTIEPTHpAIIA ce B ycTaTra TablieTKa € OMOEKBEBAJICHTEH Ha OJaH3AINH
00BHTH TaOJETKH, KATO MPHUTEkKaBa MOA00HA CKOPOCT U CTEIeH Ha abcopOuus. Toilt uma chinarta
JIO3MPOBKA U 4ECTOTa HA MPUIIOKEHHUE KAKTO OJIaH3amuH 00BUTH TabneTku. OnaH3anuH TabJIeTKy,
JIICTICPTUPAIIN Ce B yCTaTa, MOXKe Jia ObJic N3MONI3BaH KaTo alTepHATHBA HAa OJIaH3aMH O0BUTH
Ta0JICTKU.

CrenuanHu nonyJIaiun

Cmapuecka év3pacm

OOUKHOBEHO HE Ce MPEnopbyBa MO-HUCKa OT OO0MUaiiHaTa HavyaiaHa 703a (5 mg/qHeBHO), HO TaKaBa
71032 MOYKE J1a Ce MMa MPEIBH/I IIPH MAIIMEHTH Ha U Haj 65 TOAWHY TOraBa, KOraro KIIMHHYHATE
¢axTopu To Hamarat (BX. CbIo TOUKa 4.4).

bvopeuno u/unu uepnoopodbro yepesxcoane

[Ipu TakvBa maryieHTy TPsIOBa 1a ce UMa IpEeABHU/I MTO-HUCKA HadanHa fo3a (5 mg). B ciayyan Ha
yMepeHa 4epHOIpoOHa HeocTaThuHOCT (1upo3a, Child-Pugh knac A unu B) nHayannara no3a tpsaoBa
na Obie 5 mg U 1a ce yBelnuvaBa caMo ¢ TIOBHIICHO BHUMAHUE.

Ihwauu

HauannaTa 1032 1 JO30BUSIT AMANa30H HE € HE0OXOIUMO PYTHHHO JIa € TIPOMEHST MPU He-TyIayn
cnpsimo mymrayd. [lymeHeTo Moske Jla HHAyIpa MeTadoar3Ma Ha oflaH3anuH. [IpernopbuBa ce
KIIMHUYHO MOHUTOPHUPAHE U MOXeE JIa Ce MMa TPEBU/I TOBHUINIABAHE HA J03aTa Ha OJIAH3AITNH, aKO €
HeoOXxoauMo (BXK. Touka 4.5).

Korato e Hanue noseye oT enuH, 3a0apsi Metaboan3ma, GakTop (KEHCKH IOJI, CTapuecKa Bb3pacrT,
Herymiay), Tpsa0Ba Ja ce MMa IIpeABU HaMallsiBaHe Ha HavayHata Jo3a. [loBuiaBaneTo Ha 1o03aTta,
KOTaTO TOBa € HEOOXOIMMO, TPSIOBA Jla CTaBa MOCTEIIEHHO MPH TE3U MAICHTH.

Koraro e He0o0o0Xx0/1MMO TIOBHIIIABaHE Ha j03aTa ¢ 2,5 mg, TpsoBa aa ce u3nonssa Olanzapine
Glenmark o6BuTH TabIeTKH.

(Bx. cpimio Touka 4.5 u Touka 5.2)

Ileduampuuna nonynayus

OnaH3anuH He ce MPernopbyBa 3a ynorpeda OT Jiela U IOHOIIH 1o 18-roaniHa Bb3pacT nopajiu
JIMIICA Ha JIaHHH 3a 0€30MacHOCT U epuKacHOCT. [Ipr KpaTKOCpOUYHH NPOYYBaHUS ITPH NAIMEHTH B
IOHOIIIECKA BB3PacT € ChOOIICHO 3HAYNMO yBEIHYEHHE Ha TEJIECHOTO TErJI0, N3MEHEeHUs B HUBATa Ha
JUNUANTE U IPOJIAKTHHA B CPABHEHHUE C TIPOYYBAHMS NIPU BB3PACTHHU MallMeHTH (BXK. TOUKH 4.4, 4.8,
5.1us.2).
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4.3 TIlpoTuBomoka3aHus

CBpPBXYYBCTBUTEIHOCT KbM aKTUBHOTO BEIIECTBO WM KbM HSIKOE OT TTOMOIITHUTE BEIIECTBA,
n30poenu B Touka 6.1. [lanmeHTH, mpu KOUTO € U3BECTHO, Y€ MMa PHCK OT MOSBaTa Ha TECHOBI'hJIHA
TJIayKoma.

4.4 ChneuuajaHu nmpeaynpesxieHus U NPeANa3Hu MePKH NPHU ynoTpeda

ITo BpeMe Ha aHTUTICUXOTHYHO JICYCHHE MOJ0OPEHHE B KIIMHUYHOTO ChCTOSIHUE HA MAIHCHTA MOJXKE J1a
OTHEME OT HSIKOJIKO JHHU JI0 HAKOJKO ceamuiry. [Tanuentute TpsOBa 1a ObIAT CTPOro HAOIIOIaBaHH B
TO3U TEPUOIL.

IIcuxo3a, cBbp3aHa C JeMEHIHs, 1/UIM MOBEJICHYECKH HapYIICHUS

OnaH3anuH He ce MPenopbyBa 3a ynoTpeda NpH NanueHTH ¢ IICUX03a, CBbp3aHa ¢ AeMEHINS, H/UIN
MIOBEZICHYECKH HapyILICHUS, IOpaly YBEJIN4aBaHE HA CMBPTHOCTTA M PUCKA OT MO3bYHOCHIOBH
WHIUAEHTH. B miamne6o KOHTpoIMpany KIMHIYHU MPOYYIBAHUA (C MPOIBIDKUTEITHOCT 6-12 cemMuiin)
IpY TALMEHTH B HAIIpeAHANIA Bb3pacT (cpeHa Bb3pacT 78 TOAMHU) C IICUX03a, CBbP3aHa ¢ IeMEHLUS,
W/WITY TIOBEIEHUYECKHU HAPYILICHHs € HaOJI01aBaHO 2-KpaTHO yBeIHYaBaHe Ha CMBPTHOCTTA MPU
MalUEeHTHUTE, JICKYBAHU C OJIaH3aIlMH, B CPABHCHUC C MIAIUCHTUTC, TPETUPAHU C HﬂaHe6O (C'I)OTBCTHO
3,5% crpsimo 1,5%). Tlo-Bucokata CMBPTHOCT HE € CBbp3aHa ¢ J03aTa Ha OJIaH3aIuH (CpeaHa THeBHA
nmo3a 4,4 mg) WK ¢ MPOABIDKUTETHOCTTA Ha JIeYeHNEeTo. PuckoBuTe (hakTopu, KOUTO MOTAT Jia
Npeapa3noaokaT Ta3y MOMyIalys MAUeHTH KbM YBEJINYeHA CMBPTHOCT, BKIFOUBAT Bb3pacT > 65
TOJIMHU, TUc(arus, ceqalus, HapyleHo (HeIOCTaThYHO) XpaHeHe U JeXuapaTamnus, 6eIoapooHn
3a00siBaHuUs (HAIp., THEBMOHUS ChC WM Oe3 acTiupalys) Wik eAHOBPEMEHHA yIoTpeba Ha
OcH3o/Ma3zenHy. Beipekn ToBa yectoTata Ha CMBPTHHTE CITydan € Ouiia Mmo-BUCOKa MpH
ManMueHTUTE, JICKYBAHU C OJIaH3aIlMH, B CDAaBHCHUC C HHaHe60'TpeTI/IpaHI/ITC MHanueHTH HE3aBHUCHUMO OT
TE3H PUCKOBH (DaKTOPH.

B chiuTe KIMHUYHY TPOYYBaHUS UMa ChOOIICHUS 32 MO3bYHOCHA0BU Hexenanu choutus (MCHC,
Harp., HHCYJT, IPEXOAEH UCXEMUYEH PHUCTHIT), BKIIFOYUTEIHO U ¢ daTaneH usxon. Habmogasano e
3-kpatHo yBenndaBane Ha MCHC mpu manyeHTH, JeKyBaHHU C OJIaH3aIlMH, B CPAaBHEHHE C TIAIIMEHTHUTE,
Tpetupanu ¢ mwianedo (crorBeTHO 1,3% cnpsamo 0,4%). Bcuuku nmanueHnTy, JeKyBaH! C OJIaH3aIHH
WIH U1a1e0o, U KOUTO ca HaOJII01aBaH! MO3bYHOCHI0BH HEXKETaHH ChbOUTHS, Ca C MPeIIIeCTBAIIN
puckoBH akTopu. Be3pact > 75 roMHU U ChJ0B/CMECEH THUII JIEMEHITUS ¢a UACHTU(UIIUPAHU KAaTO
puckoBu (akropu 328 MCHC BBB Bpb3Ka ¢ JISUEHHETO C OJIaH3alMH. B Te3n npoyuBaHus He €
yCcTaHOBEHa e()MKAaCHOCTTA Ha OJAaH3aIlUH.

bonect Ha IlapkuHcoH

Ymorpebara Ha oylaH3aIWH 32 JIEYSHNE Ha TICUX03HU TIPU NAIMeHTH ¢ OonecTTa Ha [lapkuHCOH,
CBT)p?,aHI/I C HpI/IeMa Ha JOIIaMHWHOB arOHUCT HE CEC npenoquBa. B KIIMHUYHHU HpOy‘IBaHI/IH MHOTO
YECTO U M0-YECTO B CpaBHEHHE C TUIale00 ca JOKIJIaJBaHU BIIONIABAHE HA TAPKHMHCOHOBATA
CUMITOMATHKA ¥ XaITFOIMHAINY (BXK. TOUKa 4.8), a 0JaH3amuH He € Mo-e()eKTHBEH OT IuIaredo
HpI/I JICUCHUEC HA IICUXOTHUYHHU CUMIITOMH. B TE3U HpOy‘IBaHI/ISI CC€ N3UCKBaA IMAIIUCHTUTEC Oa 6T))Z[aT
I'bPBOHAYATHO CTA0WIM3UPAHH ¢ Hali-HUCKaTa ePEKTUBHA /1032 aHTUIIAPKMHCOHOB JICKAPCTBEH
MPOAYKT (JIOMAaMHHOB aroHKCT) U Ja 3ama3sT CHIINTE aHTUIIAPKUHCOHOBH JIEKAPCTBEHU MPOITYKTH
Y JIO3WpaHUs 10 BpeMe Ha poy4BaHeTo. ONaH3anuH € 3all0uBaH B 1034 OT 2,5 mg/THEBHO U
TUTPUPAH 0 MaKCUMyM 15 mg/IHEBHO O NpeLeHKa Ha U3CIISA0BaTEIS.

Hesponentnyen maanruaed cuaapom (HMC)

HMC e noTeHIMaNHO )KUBOTO3aCTPAIIABAIO ChCTOSHUE, CBBP3aHO C JICUYCHUETO C
AHTHUIICXOTUYHH JICKAPCTBEHHU MPOJYKTH. Psiko ca noknansanu u cnydan Ha HMC, cBbp3anu ¢
npuema Ha onan3anuH. Kimmanunure nposisu Ha HMC ca xunepnupexcus, MyCKyJIHa PUTHIHOCT,
HapyIIeHNs] B MUCJIOBHHS NIPOIIEC ¥ JJAHHU 33 BEreTaTHBHA HECTAOMITHOCT (IPOMEHH B TTyJica W
apTEPUANTHOTO HAIISATAHE, TAXUKAP/IHs, U3MOTSIBAHE U OTKIIOHEHUS B ChPICYHUS PUTHM).
JonmbIHUTEIHUTE NPU3HAIM MOTaT J1a BKJIIOYBAT MMOBUIICHUE HA KpeaTHH GochoKnHa3aTa,
MHUOTTIOONHYpHS (pabaoMHO0IN3a) U 0cTpa ObOpEeUHa HEJOCTATHUYHOCT. AKO MALEHT pa3BUe
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MpHU3HAIA U-CHMITTOMH, TToka3aTenHu 32 HMC, unn uma HesCHO TeMIepaTypHO ChCTOSTHUE 0e3
Ipyru KIuHIYHY TposiBd Ha HMC, npuemMbT Ha BCHYKHA aHTHIICUXOTUYHH JIEKapCTBa,
BKIIFOUUTEITHO U Ha OJIAH3AIWH, TPsIOBa Ja Ob/ie IPEeyCTaHOBCH.

XUOEePriavuKeMus ¥ Truadet

Hedecto e noknanBaHa XHIIEPTITUKEMHS W/HITH Pa3BUTHE WITH BIOIIaBaHe HA TUA0ET, TOHIKOTa
CBBP3aH ¢ KeTOANN03a WM KOMa, BKITFOUHATENHO U CITyqau ¢ aTaieH u3xox (Bxk. Touka 4.8). B
HSKOH OT CIIy4auTe € JOKJIAJBaHO MPEAIISCTBAIO0 TOBUIIABAHE HA TEJIECHOTO TETJIO0, KOETO MOXKE
na 0p1e npeapasnonarain gaxtop. IIpenopbuBa ce CbOTBETHO KIMHUYHO MPOCIENsBaHe, COpe.]
W3MOJI3BAHMUTE YKA3aHUsI 32 yroTpeOda Ha aHTUTICUXOTHYHH CPEJICTBA, HAIIPUMEp H3MEpBaHE Ha
KpBBHATA 3aXap Ha M3XOJHO HUBO, HA 12-Ta ceIMUIIA CJIe]] 3al0YBaHe Ha JICUCHHETO C OJIAH3AIHH
U ClIe]] TOBA ©KeroaHo. [lanueHTuTe, JIeKyBaHU ¢ aHTUIICUXOTUYHU JICKAPCTBA, BKIIFOUUTEITHO
Olanzapine Glenmark Europe, tpssoBa 1a ce HaOIIOAaBaT 3a MIPU3HAIN K CUMIITOMH Ha
XUMNEePrInKeMus (KaTo HampuMep TOTUANTICHS, IOy pus, monudarus u c1adocT), a MaleHTuTe
ChC 3aXapeH AUadeT Wil Te3U ¢ PUCKOBH (PAaKTOPH 3a 3axapeH auadbeT TpsOBa 1a ceé MOHUTOPUPAT
PEIOBHO 3a BJIOIIaBaHE HAa KOHTPOJIA Ha IIoKo3aTa. Ternoro TpsoBa 1a ceé MOHUTOPUPA PEIOBHO,
HaIpuMep Ha U3XOJAHO HUBO, Ha 4-Ta, 8-Ta 1 12-Ta ceMumIIa ciie] 3aII0UYBaHe Ha JICUCHUETO C
OJIaH3AIMH | CJIEJ] TOBA Ha BCEKU TPH Mecela.

I[IpoMeHHU B TUIIUOUTE

HaGuronaBat ce He)xenaHu MPOMEHH B JIUMUANTE TIPU NAIMCHTH, JICKYBaHH C OJIAH3aIlHH, B
1ane0o0 KOHTPOIMPAaHU KIMHUYHY W3MATBAaHUS (BXK. Touka 4.8). [[pomeHnTe B munmauTe TpsioBa
Jla Ce JIEKYBaT KaKTO € KIMHUYHO YMECTHO, OCOOCHO MPH MALUCHTH C JUCIUIHICMUS U TIPU
NAlMCHTH C PUCKOBH (haKTOPH 3a pa3BUTHE Ha HapylleHus B tunuaure. [Ipu narmenrure,
JIEKyBaHH C aHTHIICMXOTHYHH JieKapcTBa, BKmountearo Olanzapine Glenmark Europe, Tpsiosa na
ce MOHHTOPHPAT PEIOBHO HUBATa Ha JIMIUANTE, CIIOPE]] 3IOI3BAHUTE YKa3aHHUs 3a ynoTpeda Ha
AQHTUIICUXOTUYHH CPENICTBA, HAIPUMEP Ha M3XOIHO HUBO, Ha 12-Ta ceMHUIIa Clie/T 3aloYBaHe Ha
JICYCHUETO C OJIAH3AIMH H CJIe]l TOBA Ha BCEKH 5 TOJMHMU.

AHTUXONMHEPTUYHA aKTUBHOCT

Bbrpeku de mpu in Vitro mpoy4yBaHusATa OJIAaH3AIMH [OKa3Ba aHTHXOJMHEPTHYHA aKTHBHOCT,
OMUTHT 110 BpeMe Ha KIMHUYHHTE MPOYYBAHHMS, IIOKA3Ba HUCKA YECTOTa Ha MOI00HH cirydan. Thi
KaTO KJIMHUYHUAT ONUT C OJIAH3aIMH MPH NAllMEHTH ChC ChIIBTCTBALLY 3a00JsIBAHUS € OTPaHUYEH,
IpenopbyBa ce TOH Aa ObJe NPEANrCBaH ¢ IOBUILIEHO BHUMAHUE Ha MALMEHTHTE C XUIIEPTPOPHS
Ha TpocTaTaTa WK MapaTuTHYeH UIEYC U MOA00HHN ChCTOSHUS.

YepuoapoOHa G yHKIINA

Yecto ca HaOM01aBaHU PEXOIHHU, OE€3CHMITOMHH NOBUIIABAHUS HA YEPHOAPOOHHUTE
amuHotpancgepaszu, ALT, AST, ocobeno B HauanoTo Ha jedeHueTo. M3ucksa ce oBUILEHO
BHUMaHUe Npu nanueHTute ¢ nopuineHr ALT w/unu AST, npu nanueHTuTe ¢ NpU3HALY 1
CUMITOMH Ha YEPHOAPOOHO YBpEXIaHE, KAKTO U MPHU TE€3U C MPEIXOJHU ChCTOSHUS, CBBP3aHU C
OrpaHUyYEHH YepHOAPOOHN (HYHKIMOHAIHHU PE3EPBH, WIM TAKUBA, KOUTO ca OMJIIM JIEKYBaHH C
MOTEHIIMATHO XENaTOTOKCUYHH JIEKapCTBEHU MPOAYKTH. B ciydyanre, koraTo € 1MarHOCTHLINPaH
XeMaTUT (BKIIOYUTEIHO XeNaToleyIapHO, X0JIECTATHYHO HITH CMECEHO YePHOAPOOHO
YBpeXIaHe), JSUCHUETO C OJIaH3alKH TPsiOBa Aa Obje NPEyCTaHOBEHO.

HeyrtponeHnus
Heo0xoumo € BHUMaHKE TPY HAlIMEHTUTE, KOUTO IO HIKaKBa MPUYKHA ¢a C HUChK Opoit

JIEBKOLIUTH W/UITK HEYTPODIITH, IPU TTAIIMEHTUTE, 32 KOUTO € U3BECTHO, Y€ MOTy4aBaT MPOIYKTH,
BOJICIIIU /10 HEYTPOIIEHUS, IPY ALMEHTUTE C aHAMHE3a 32 JIEKaPCTBEHO-MHAYLIMPAHO ITOATUCKAHE
Ha KOCTHHSI MO3bK/KOCTHO-MO3b4YHA TOKCHYHOCT, MIPY MTALMEHTUTE C MIOATUCKAHE Ha KOCTHUS
MO3BK MOPaJid ChITBTCTBAIIO 3200JIsIBaHE, JIbUEICUCHUE WITH XUMUOTEPATIHS, KAKTO U MPH
NAaIMEHTHUTE ChC CHCTOSHUS Ha XUNIEPEO3MHO(DUIHS WIIM MUEIONpoidepaTuBHO 3a00IIsBaHe.
HeyTponenus 0OMKHOBEHO ce I0KJIaABa YeCTO PH €JHOBPEMEHHO NMPHUIIOKEHUE HA OJIaH3aIlUH C
Bajmpoar (Bx. Touka 4.8).
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IIpekbcBaHe Ha JEYEHUETO
OcCTpuy CUMIITOMH KaTO TIOTEHE, Oe3ChHHE, TPEMOP, TPEBOKHOCT, TaJICHE WIIM TIOBPBILAHE ca
noknanBanu psaako (> 0,01% u < 0,1%) mpu ps3Ko ciipaHe Ha OJaH3aIliH.

QT unTepBan

B ximHanyHE ipoyuBaHus ca HabmogaBanu Heuectu (0,1 % m0 1 %) KIMHUYHO 3HAYNMU
yabiokaBanus Ha QTc-untepsana (QT xopekuus Fridericia [QTcF] > 500 munucexkyHu [msec]
1o Besiko Bpeme cien u3xoanoto EKI mpu nanuentu ¢ uzxoano QTcF < 500 msec) mpu
MAIMEHTH, JIEKYBaHHU C OJIAH3aITHH, KOUTO HAMAT CUTHU(GHUKAHTHY PA3JIUYUs B CBBP3aHUTE
KapIHOJIOTHYHN CHOUTHS B cpaBHEHHE ¢ TuTane6o0. Heobxoammo e obaue, oaH3anmuH 1a ce
MPENMKUCBA ¢ MOBUIIIEHO BHUMAHHUE 3a€/HO C JIEKAPCTBEHH MPOAYKTH, 32 KOUTO € H3BECTHO, U
yabmkaBar QTC-uHTepBana, 0COOSHO MPY MAIMEHTH B CTapyecka Bh3PACT, MPU MAIUCHTH ChC
CHHPOM Ha BpojieH yabiokeH QT, 3acToiiHa ChpaeuHa HEAOCTAThYHOCT, XUIIEPTPOdUs Ha
CHPIIETO, XUTOKATHEMHUS W XHUITOMATrHE3HEMHSL.

Tpomboem60au3bM

Heuecto (> 0,1% u < 1%) ce cho0IIaBaHo 3a Bpb3Ka BbB BPEMETO MEK/TY JICUCHHE C OJaH3AMUH 1
BEHO3eH TpoMOoeMOonu3bM. He e ycTaHoBeHa MPUYMHHO-CIIEACTBEHA BPb3Ka MEXy TOsBaTa Ha
BEHO3HUS TPOMO0OEMOOIM3bM U JICUSHHETO C OJIaH3amuH. BhIpekn ToBa, Thif KATO MPH MAIMEHTHUTE C
mu30(peHus YecTo ca HaJHIle TPUI0OUTH PUCKOBH (PAKTOPH 32 BEHO3EH TPOMOOEMOOTH3BM, TpsiOBa
na 6paaT nAeHTUUIUPAHN BCHYKHA Bh3MOXKHU pUCKOBH (akTopu 3a BTE, Hamp., o0e3nBmxBaHe Ha
NalMeHTHTE, U a ObAaT MPEANPUETH IPOPHIAKTUIHH MEPKH.

Oo61o aeiicteue Bppxy LHHC

Karo ce umat npenBu ocHOBHATE eekTH Ha onaH3anuH Brpxy LHIHC, HeoOXoaumMo e moBUIIIeHO
BHUMAaHHUE MPH KOMOMHUPAHETO HA MPOJYKTA C APYTH HIEHTPATHOCHCTBAIIM JICKAPCTBA U aJIKOXOJL.
Tbi KaTO ONAH3aIMMH iN Vitro ce MposABsABa KATO aHTATOHUCT Ha JOTIAMHMHA, BE3MOXHO € TOM /1a
aHTaroOHW3Mpa ePEKTUTE HA MPEKUTE U HEMIPEKUTE JONAMHUHOBU arOHUCTH.

[Ipunaneuu
OmnanzanuH TpsOBa Ja ce Mpuiiara BHUMATEHO TIPY MallMeHTH ¢ aHaMHe3a 3a ThPY0BE MIIM KOUTO ca

M3JI0’KEHHU Ha (aKTOpHU, KOUTO MOTaT Jla HaMaJIsT I'bpuoBHUs npar. Hepsinko ca 1oxiagBaHu cioydad Ha
rbpPUYOBE [IPU TAKMBA NALMEHTH, KOUTO Ca JIEKYBaHHU C ojlaH3anuH. [loBeueTo oT Te3u ciayvau ca Ouiu ¢
aHaMHe3a 32 I'bPYOBE WIIM PUCKOBHU (aKTOPH 32 TAXHATA MOSBA.

TaparBHA TUCKHUHE3US

B cpaBHUTETHYU IPOYUYBaHUS C IPOIBIDKUTETHOCT HA JICUEHHUETO JI0 €IHA TOJMHA OJIAH3AIHH €
CBBP3aH ChC CTATHCTUYECKU 3HAUMMO TO-HUCKA YECTOTA Ha JICUCHHE HA CIIYYaHWTE C MOsSBA Ha
HEOYaKBaHa JUCKWHE3Ws. PHCKBT OT mosiBa Ha TapJUBHA JUCKUHE3HsI HAPACTBA C MPOIBIDKUTEITHOCTTA
Ha eKCIO3UIINATA, IOPAN KOSTO B CIIyYaid Ha TOsBa Ha MPU3HAIM WM CHMIITOMHU Ha TapIMBHA
JIUCKWHE3WS TIPY TAIIMEeHT Ha OJIAH3aIlMH € He0OXO0 MO /1a c€ OOMICITH HaMallsiBaHe Ha J103aTa WU
MPEeyCTaHOBsBaHe Ha JedeHneTo. CUMIITOMUTE HA TapAWBHA AUCKUHE3US MOTAT Ja Ce€ BJIOIIAT
BPEMEHHO WJIU JIOPU J1a C€ TIPOSBIT Clie]] IPEeKbCBaHE HA JICYCHHUETO.

OprocTaTnyHa XUIOTOHHS

B xIMHWYHM pOyYBaHMS C OJIaH3ATIMH NPH MAIUCHTH B HAIpeIHAIA Bb3pacT HeUecTo € HaOIltoJaBaHa
opTocTaTU4HA XUIIOTOHUS. [IpenoppuBa ce NepUOANYHO NPOCIIEAsIBaHE Ha apTEPHATHOTO HAJSITaHEe
MIpY MAIMEHTUTE HA Bb3pacT Haja 65 TOANHH.
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BHe3amnaa cppAaeUHa CMBPT

B nmocTmapkeTHHTOBY CHOOIICHHS MTPY MAIUSHTH C OJaH3aIMH € ChOOIaBaHo 3a Ciiydail Ha
BHE3aITHA Chp/IeYHa CMBPT. B peTpocneKkTHBHO 00CepBalMOHHO KOXOPTHO MPOYYBaHE PUCKBT OT
MpejnoiaraeMa BHe3amHa Chp/IeYHa CMBPT MPH MAaIUEHTH, JIEKyBaHU C OJaH3AIHH, €
MPHUOIM3UTEITHO JBa TTH ITO-BUCOK OT PHCKA MPH MAIUCHTHTE, KOUTO HE yIIOTpeOsIBaT
AHTHUIICUXOTHUIU. B MpoyYBaHETO PUCKBT OT OJIAH3AIMMH € CHIIOCTABUM C PHCKA OT aTUITHYHUTE
AHTUTICHXOTHIIA, KOUTO Ca BKIIFOYCHH B COOPEH aHaJIH3.

[eauatpuyuHa HoMyJaIus

OnaH3anuH He € MOoKa3aH 3a JICYSHUE Ha Jela U oHomu. [IpoyuBaHus npy NallMeHTH Ha Bh3pacT
Mexay 13 u 17 roJuHu oKa3BaT pa3IniHU HeXETaH! PEaKIiy, BKITIOUYUTEITHO HAIBIHIBAHE,
MIPOMEHH B METAOOIUTHUTE MTapaMeTPH U yBeJMIaBaHe Ha MPOJAKTUHOBUTE HHUBA (BXK. TOUKH 4.8
us.1).

Denunananun
Olanzapine Glenmark Europe tabneTku, TUCIepryupaliy ce B ycTara, ChabpXKaT acnapTaM, H3TOUHHK
Ha ¢eHmIANaHuH. Moxe 1a e Bpe/ieH 3a xopa ¢ (DeHUIKETYHOPHSL.

45 B3aumoaeiicTBHE ¢ IPYTHU JeKaApCTBEHH MPOAYKTH M APYTrH (JOpMH HA B3aUMOoO/eiicTBHE
IIpoyuBaHus 3a B3aUMOJECHUCTBUSITA €A IPOBEXKIAHHA CaMO IPU Bb3PACTHHU.
IloTeHuyanHy B3aMMOICHCTBYS, TOBJIUSIBALIY OJIAH3AINH

Twit kato onanzamuH ce Metabonm3upa or CYP1A2, BemecTBa, KOUTO MOTaT CIEUGUIHO /1a
HHAynupart uin I/IHXI/I6I/IpaT TO3U U30€CH3UM, MOT'aT Ja IOBJIHUAAT (I)apMaKOKI/IHeTI/IKaTa Ha OJIaH3aIInH.

Wanykimg nva CYP1A2

MeTabonu3MbT Ha OJIAH3AIMH MOXKeE Ja ObJe HHIAYIHPaH OT TIOTIOHOMYIIIEHE ¥ KapbamMas3enuH, KOeTo
MOJKeE J1a TOBEIe 0 MOHKaBaHe Ha KOHIIEHTPAIMUTE Ha olaH3anuH. HabmoaaBano € caMo JIeKo 10
YMEpEHO MOBHIIABAHE KIMPBHHCA HA OJlaH3auH. KTMHHYHOTO 3HAYCHHE TI0 BCSIKA BEPOSITHOCT €
OTpaHUYCHO, HO CE MPENophyUBa KIMHUYHO NPOCTICIBAHEe U OOMUCIISTHE Bh3MOXKHOCTTA 32
MOBHINIABAHE HA J[03aTa OJIaH3aIlNH, aKO ¢ Heo0X0auMO (BXK. ToUKa 4.2).

Nuxubupane Ha CYP1A2

OnyBokcamuH, crieruduaeH CYP1A2 uHxubutop, € mokazaj 3HauuTeTHO HHXHONpaHe Ha
MeTaboan3Ma Ha onanzanuH. CpenHoTo yBennyaBane Ha Cmax Ha OJIAH3AIUH ciie]] PIyBOKCaMHH €
ouno 54 % npu sxeHn Henmywmadyky U 77 % npu Mbxe nymaud. CpeAHOTO yBeTHYaBaHe Ha IJI0IITa
MoJl KpHBaTa Ha OJIaH3aIHH € ChOTBETHO, 52 % u 108 %. IIpu maumeHTH, KOUTO IpUeMaT
¢dyBokcamuH win apyr naxubutop Ha CYP1A2 karo nunpodriokcanuH, TpsOBa ga ce 00MUCIIH T10-
HHUCKa HavaiHa 1o3a. HamansBane Ha go3aTta Ha oylaH3amuH TpsiOBa 1a ce uMa MpeABH, B CiIydail Ha
3aroyHaro jeueHue ¢ naxuoutop Ha CYP1A2.

HamansBane Ha OMOHAJIMYHOCTTA
AKTUBHHAT BBIVIEH HaMaJIsiBa OMOHAIMYHOCTTA Ha MepopainHus onanzanul ¢ 50 o 60% u tpsdBa na
ce npueMa Haii-MaJIKo 2 Jaca IIpeJy WIX CJIe/l OJIaH3aIluH.

Hsama nannu, ge duiryokcernn (maxuodutop Ha CYP2D6), enuanvnan 103u aHTHAIU (QTyMUHUH,
MarHe3ui) Wik UMETHUIUH MTOBJIUABAT 3HAYUTEIHO (hapMaKOKMHETHKATA Ha OJIaH3aIlNH.

BinsHue Ha onaH3anvH BHPXY APYIH JEKAPCTBEHU IIPOAYKTH
OrnaH3anuH MOXKe J1a aHTaroHU3upa ePEeKTUTE Ha MPEKUTE U HEMPEKH JOITAMUHOBU arOHUCTH.

Omnanszanun He naxuOupa ocHoBHUTe CYP450 nzoensumu in vitro (mamp., 1A2, 2D6, 2C9, 2C19,
3A4). Jluncata Ha B3aMMOJICHCTBHUE CE MOTBBPIKAaBa B IN VIVO poy4YBaHuUs, KbJIETO HE €
HaOJr0IaBaHO MHXUOMpaHe Ha MeTaboM3Ma OT CIIIHUTE aKTHBHU BEIIECTBA: TPUIIMKINYHH
anTHenpecanTH (moBnusBaiy npeaqumuo rpymara CYP2D6), Bapdapun (CYP2C9), Treodmmu
(CYP1A2) i muazenam (CYP3A4 u 2C19).
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He e ycTanoBeHO B3anMo7eiicTBHE Ha OJIAH3AIMH C JIUTHIA WK OUIEPUICH IPY €THOBPEMEHHOTO MM
MIPUIIOKEHUE.

TepaHeBTI/I‘IHOTO MOHUTOPHPAHE HA IJIa3MCHUTEC HMBA Ha BAJIIIPOAT HE ITOKa3Ba H606XOI[PIMOCT oT
KOPCKIMA Ha J03aTa Ha BaJIIIpoaT CJICA BKIFOYBAHETO HA OJIaH3aIlMH.

06110 neiicreue Bppxy IHHHC
TpsiOBa 1a ce MposIBsBA MOBUIIICHO BHUMAHUE TIPY TAIIMEHTH, KOUTO KOHCYMHUPAT aJKOXOJI HIIN
MpUEMAT JICKAPCTBCHH MPOAYKTH C MOTHCKAIIO JICHCTBUE BHPXY IIEHTPAIHATA HEPBHA CHCTEMA.

He ce npenopsyuBa eTHOBPEMEHHOTO MPUIOKEHUE HA OJIAH3AMKH C aHTHIIAPKHHCOHOBH JICKAPCTBEHU
MPOAYKTH IIPU TAIIMEeHTH ¢ OoJiecTTa Ha [lapkuHCOH 1 neMeHIus (BXK. Touka 4.4).

QTc unrepBan

Omnan3zanuH TpsAOBa Ja ce Mpujiara BHUMATEIHO SAHOBPEMEHHO C JIEKapCTBEHU MPOIYKTH, 38 KOUTO €
W3BECTHO, 4ye yBennyaBar QTC-uaTepBaia. (BxK. Touka 4.4).

4.6 @epTHINTET, ) PEMEHHOCT U KbpMeHe

BpemenHoct
Hsma cboTBeTHH 10Ope KOHTPOIUPAHH MTPOYIBaHUS BEPXY OpeMeHHU keHH. [lanmenTkuTe TpsaoBa qa

ObJaT ChbBETBAHM Ja YBEJOMSBAT CBOA JIeKap, aK0 3a0peMeHEsT I UMaT HaMepeHHue Ja 3a0peMeHesIT
10 BpEeMeE Ha JICYEHUETO C OJaH3alluH. Bhipeku ToBa, mopagy orpaHuueHHst ONUT IIPH X0Pa,
OJIaH3amuH TpsOBa 1a ce mpuiiara o BpeMe Ha OpeMEHHOCT caMmo, aKO ITOTEHIIMAIHATA 107132
MPEBUIIaBa OTCHIUATHHS PUCK 32 TUIOJA.

[Tpu HOBOpOIEHN, N3TIOKEHH HA AaHTUTICUXOTHUIIH (BKIIOYHTETHO OJIAH3AINH) TIPE3 TPETUS TPUMECTHP
Ha OPEMEHHOCTTA UMa PUCK OT HEXKEJIaHU JICKAPCTBEHU PEaKIUH, BKIIFOUBAIIH SKCTparMpaMHUIHN
CUMITOMH H/WJIM CUMIITOMH Ha OTHEMAaHE CJIE]l paXIaHEeTO, KOUTO MOTaT Jia BApUPAT 110 TEKECT U
MPOABIDKUTETHOCT. JIOKIIaIBaHN ca ciy4ail Ha Bb30y/a, XUIEePTOHUS, XUTIOTOHHS, TPEMOP,
COMHOJIEHTHOCT, pECIIMPATOPEH JUCTEPC UM XPAHUTENIHU pa3TCPOHCTBA. 3aTOBA, HOBOPOJIEHUTE
TpsiOBa Ja OBJAT BHUMATEIIHO MOHUTOPHUPAHHU.

Kopmene
B npoyuBane nipu 31paBu, KbpMEIH )KCHH € YCTAHOBEHO, Y€ OJIAH3AMMH C€ EKCKPETHPa ¢ MAHIMHOTO

Misiko. CpeiHaTa eKCIo3uIus 3a KbpMadeto (mg/kg) mpu cTanimoHapHU CHCTOSHUS € OIpe/IelieHa
karo 1,8% ot no3ara, npuera ot Maiikara (mg/kg). [lanmenTkuTe TpsiOBa na OBAAT CHBETBAaHU J1a HE
KbPMST JIeliaTa CH, aKo IpUeMar OJIaH3aIliH.

Peprunurer
Edextn BbpXy pepTuinteTa He ca M3BECTHH (BXK. TOUKa 5.3 3a MpeAKITUHUYHA UHPOPMAITHS).

4.7 EdexkTn BbpXy cnocodHOCTTa 32 modupaHe u padoTa ¢ MAITUHA

He ca npoBexianu mpoy4BaHus [0 OTHOIICHHE Ha e)EKTUTE BHPXY CIIOCOOHOCTTA 3a MIopHpaHe U
pabota ¢ MamuHU. Thil KaTO ONAH3aNIMH MOXE J1a JOBE/IE/IE 110 MOsABAaTa HAa ChHIMBOCT MM
3aMasHOCT, NAllMEHTHUTE TPsIOBa J1a ObJAT MpeaynpeaAeHH B CiIydail Ha ynpaBieHHe Ha MallUHY,
BKITFOUHTEITHO MOTOPHHU TIPEBO3HU CPEJICTBA.

4.8 Hexenanu JieKapcTBeHH peaKuH

Pesrome Ha npoduia Ha 6€30I1aCHOCT

Bv3pacmuu
Haii-yecto ( HabmomaBanu npu > 1% OT manueHTUTe) JOKIaIBAHUTE HEXEJIaH! JIEKapCTBEHH
peakuuu, CBbp3aHy ¢ IPUI0KEHUETO Ha OJIaH3aINH B KIIMHUYHU U3MUTBAaHMsI, Ca ChHIMBOCT ,

26



Ha/IJJaBaHe Ha TETJI0, €03MHODMIIHS, YBEIIMYCHU HUBA Ha TIPOJIAKTHH, XOJIECTEPOII, TIOK03a U
TpUIHIEPUAA (BK. TOUKa 4.4), TIHIOKO3ypHsl, YBEIIMYCH allETUT, CBETOBBPTEIK, aKATH3HS,
MApPKUHCOHU3BM, JICBKOTICHUSI, HEYTPOTICHU (Bxk Touka 4.4), TUCKUHE3Us, OPTOCTATUYHA XUITOTOHUS,
AHTUXOJIMHEPTUYHU €PEKTH, MPEXOTHU OE3CUMITTOMHHU YBEIMUCHUS HA YSPHOIPOOHHUTE
amuHOTpaHc(hepasu (BXK. Touka 4.4), 0OpuB, acTEHUS, yMOpPa, MUPEKCHS, apTPAITH, TOBHUIIICHA
ankaiHa docdaraza, BUCOKa CTOWHOCT Ha ramMa-TIIyTaMIITpaHc(hepas3a, BHCOKa CTOMHOCT Ha TMKOYHA
KHCEIIMHA, BUCOKA CTOMHOCT Ha KpeaTHH(POCPOKNHA3a U OTOK.

CIuChK Ha HEXETaHUTE JEKAPCTBEHH PEaKIINH, IPEJCTaBeH B TabnuIa

B npencraBenara Tabnuia ca 130pOCHU HEKENAHU JICKAPCTBEHU PEaKLIUK U JTa00paTOPHH
W3CJICIBAHUS TI0 TJAHHU OT CIIOHTAHHU CHOOIICHUS U KIMHUYHY Mpoy4Banus. [Ipu Besko rpynupaHe B
3aBHCUMOCT OT YEeCTOTaTa HeXKENAaHUTE PEakIMy ca MPEJACTABeHH B HU3XOJISII PeJT IO OTHOIICHUE Ha
TAXHATA CEPHO3HOCT. TepMUHHTE 3a YeCcTOTa ca AeprHIUpaHu KakTo cienasa: Muoro gectu (> 1/10),
yect (> 1/100 mo < 1/10), neuectu (> 1/1 000 mo < 1/100), penku (> 1/10 000 mo < 1/1 000), muOTO
penku (< 1/10 000), ¢ HensBecTHA YecToTa (HEe MOXKe fa ObJie OlIEHeHA OT HATMYHHUTE JaHHU OT
CHOHTaHU CHOOIICHUS).
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Mmnoro Yectn Heuvectn Penxn C HeusBecTHA
YecTH qecToTa
Hapyuienuss Ha KpbBTA U JUM(HATA CHCTEMA
Eosunodunus Tpombonuronenus'?
Jleskonenns™®
Heyrponenus*®
Hapyumienusi Ha MMYHHATa CHCTEMa
CBpPBXYYBCTBUTEITHOCT
11
Hapyumienuss Ha MeTa00/1M3Ma U XPAHEHETO
Ilopumasane | IloBulleHu HUBA HA | PaspuTHe WK Xunorepmus*?
Ha TerjaoTo! xoJsecTepon’s oBocTpsiHe Ha AHAGeT,
HOBHme?H HUBA HA | 1opgkora cBBp3aH ¢
TIIFOKO3a
IToBumenu HuBa Ha KeTOAMHA032 WK
TpHTITHIEpHAN®S KOMa, BKJIFOYHUTEITHO
CimoKko3ypus (aranHu cayyau (Bx.
IoBuIiieH aneTuT Touka 4.4)!!
Hapyumienusi Ha HepBHAaTa CHCTEMA
ComHOeHTHO | 3amasiHOCT I'bpuoBE, KOTAaTo B Hesponentuuen
cT Axarnsus® ] [OBEYETO CIIyYau € MAJIMTHEH CUHIPOM
HapKHHCOHHG%M JIOK/a/[BaHA aHAMHE3a | (BK. Touka 4.4)%?
Huckunesis 3a I'bPYOBE WIH CUMOTOMH Ha
PHCKOBH (D)aKTOPH 32 npexbcpane’
rbpuosel?
Jucronus
(BKITIOUUTETTHO
OKynmorupanus)*t
TapnuBHa
JTUCKITHE3HS !
Awmnesus’®
Juzaptpus
3aexpane!!
CungpoM Ha
HECHOKOHHHUTE Kpakall
CbpaeyHn HApYLIEeHHUS
Bpanguxapaus Kamepna
YapmxaBane Ha QT Taxukapaus/pudpuna

HHTEpBaJa (BX. TOUKa
4.4)

1Msl, BHE3AMHA CMBPT
(k. Touka 4.4)!

CbaoBu HApyLICHHUS

OpTocTaTnyH
a

XI/IHOTOHI/ISI:LO

TpomboemMO0IU3BM
(BKITIOYUTEITHO
OemonpodeH
eMOOIU3BM U IBIOOKA
BEHO3Ha TpoM003a)
(BX. Touka 4.4)

PecnupaToplm, I'PbAHUA U MEAUACTUHAJHU HAPYHICHUSA

| Enncraxenc®

CToManIHo-4YpeBHU HapylmceHus

Jlexu, npexogHu
AHTHXOJMHEPTUYHU
edexTH,
BKJIFOYBAIIU
oOcTumanus u
CyXOTa B ycTara

[Monysane Ha kopema®
Xunepcanupanust

[Mankpeatur!?

XenaToOMJIHAPHHM HAPYIICHHSA
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TIpexonnu,
6e3cUMITOMHI
TIOBHIIICHHUS Ha
YepHOIPOOHUTE

aMHHOTpaHchepasn

(ALT, AST),
0COOCHO B
Ha4yajoTo Ha
JIEYEHUETO (BK.
Touka 4.4)

Xenarur
(BKIJIIOYHUTEITHO
XanaToLuenyJIapHo,
XOJIECTATHIHO WIIN
CMECEHO
YepHOIPOOHO
yBpexaane)tt

Hapymemm HA KO’KAaTa M NOJAKO0XKHATA ThbKAaH

O6puB

Peaknus Ha
(hOTOUYBCTBHUTEITHOCT
Anomnenus

JlexapcTrBeHa
peakuus ¢
€03MHODUIHS U
CHCTCMHHA
CHUMIITOMH
(DRESS - Drug
Reaction with
Eosinophilia and
Systemic
Symptoms)

Hapyuienusi HAa MyCKYJ/JIHO-CKeJI€THATA CHCTEMA M CheIMHUTEJHATA ThKaH

| ApTtpanrus

9

Paomomuonuzall

Hapymenusi Ha 0pOpenuTe 1 NMKOYHUTE MHTHIIA

VHKOHTHHEHIHS Ha
ypHUHATA, PETCHIHS Ha
ypuHa

3aTpynHEeHO
ypuHupane'?

CbeTosinns, CBbP3aHU ¢ OPEeMEHHOCTTA, POIOBHS U NMOCJIEPOIOBHUA MEPUOT

Cunapom Ha
OTHEMaHe IpH
HOBOPOACHOTO (BXK.
TouKa 4.6)

Hapylnemm Ha BB3MPOU3BOAUTEIHATA CUCTEMA M I'bpAaaTa

Epextunna
JTUCYHKIUS TTpH
MBXKE

Hamaneno nuoumo
[PU MBIKE U JKSHU

AmMeHopes
VYronemsBaHe Ha
I'bpANTE

INanaxropes npu xKeHU

Mpuanuzbm*?

'uHEKOMACTHSA/YTOJIEM
SIBaHE Ha TBPINTE TPH
MBXKE
OO01u HapymieHus M e()eKTH HA MSICTOTO HA MPUJIOKEHUEe
ActeHus
YMmopa
Otok
Mupexcus'®
WN3caenBanus
TToBumenu IloBumena ankanHa | [Tosuimen 001
ILUIa3MEHH docdaraszal® GupyGHH
HUBa Ha Bucoxka croitHocT
nposakTun® Ha KpEaTHH
docdoxunazal

Bucoxka croiiHoCT
Ha rama-

riryramuirpascdep

azal®

Bucoka croiHocT
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HA TTHKOYHA
kucenunal®

' Kouamdso CUTHU(HMKAHTHO TIOBUIIIABAHE HA TETJIOTO € HAOII0IaBaHO MPe3 BCHUYKH U3XOHH
kareropun Ha MHnekca Ha TemecHa Maca (MTM). Cren kpaTKOCpOYHO JiedeHre (MeInana Ha
NPOABIDKUTENHOCT 47 IHW) MOBHUILABAHE HA TETJIOTO > 7% CHOPSMO M3XOAHOTO TEJIECHO TETJI0 € MHOTO
uecto (22,2 %), > 15% e yecto (4,2 %), a> 25 % e neuecro (0,8 %). [Ipu nanmeHTH ¢ TBATOCPOUHA
ekcro3uius (moHe 48 ceMUIM) € MHOTO YeCcTO HajaBane > 7 %, > 15 % u > 25% oT u3X0AHOTO UM
TeJIeCHO Terio (choTBeTHO, 64,4 %, 31,7 % n 12,3 %).

2 CpeHY TIOBUIIIEHHS B CTOMHOCTHTE HA JIMIIUAWTE Ha I1aaHo (o6 xonectepon, LDL xonectepon n
TPUTIIMIICPUIN) Ca TTO-BUCOKU MPU MAIMCHTH Oe3 JaHHU 3a HapyIICHUE Ha U3X0HATA PeTyJiallisl Ha
JTUTIUUTE.

® Habmogasa ce Ipu HOPMAJIHH M3XOJHHM HUBA Ha T1agHo (< 5,17 mmol/l), kouto HapacTBar 10 Haii-
BUCOKa CTOMHOCT (> 6,2 mmol/l). [IpoMenn oT pedepeHTHUTE TPAaHHUIIN B U3XOJHUTE HUBA HA OO
XOJIECTEPOJI Ha r1afHo (> 5,17 - < 6,2 mmol) 10 Haii-BHCcOKa cTOHHOCT (> 6,2 mmol) ca MHOTO YeCTH.

* HabnronaBa ce Ipy HOPMAIHUTE U3XOIHHM HUBA Ha I1aaHo (< 5,56 mmol/l), kouto HapacTBaT 10
Hal-BHCOKa cTOMHOCT (> 7 mmol/l). [IpoMeHH B TiIr0KO3aTa Ha TJIJHO CIIPSIMO IPAHUYHUTE M3XOHU
croitHOCTH (> 5,56 - < 7 mmol/l) mo Hali-Bucoka cToitHOCT (> 7 mmol/l) ca MHOTO YecTH.

> HabnromaBa ce Mpy HOPMAITHUTE M3XOAHM HKMBA Ha TiagHo (< 1,69 mmol/l), kouto napactsar no
Haii-BHCOKa cTolHOCT (> 2,26 mmol/l). TIpomenu ot pedepeHTHUTE TPaHUIU B U3XOJHUTE HIBA HA
TpurIHIepuauTe Ha riaaao (> 1,69 mmol/l - < 2,26 mmol/l) go Haii-Brcoka CTOHHOCT

(> 2,26 mmol/l) ca mHOTO YeCTH.

®B KIMHMYHU OPOYYBaHHS YE€CTOTATa HA NAPKMHCOHU3bM M JUCTOHUS ITPY TALUEHTH, IEKyBaHH C
OJIaH3alliH, € T0-BUCOKa, HO HE M CTATUCTHYECKU 3HAYMMO pa3indHa oT manebo. JlekyBanure ¢
OJIaH3aIUH MAIlUEeHTH UMAT [TO-HUCKA Y€CTOTa Ha MApPKUHCOHU3bM, aKaTU3Us U TUCTOHUS B CPAaBHECHUE
C TUTPUPAHU 103U Xajonepuaoi. [Ipu muncara Ha moapoOHa HH(GOPMAIIKS OTHOCHO MPEAX0IHATA
aHaMHe3a Ha WHIUBUYyaIHA OCTPU U TapIMBHH €KCTPAITMPAMUIHU IBUTATEITHU HAPYIICHUS
TTOHACTOSIIIIEM HE MOJKE JIa CE HAIIPaBH 3aKIFOUEHUE, Ye OJIAH3AMMH MPUIHHSBA B TT0-MaJIKa CTETIEH
TapIVWBHA JUCKWHE3WSI W/WIH JPYTH €KCTPAIMPAMHTHU CHHIPOMH.

" OcTpy cUMIITOMM KaTO TIOTEHE, MHCOMHMS, TPEMOP, TPEBOXKHOCT, T'aJIcHE M TOBPBILAHE Ca
JTOKJIaJIBaHU MPH BHE3AITHO CIIMpaHe Ha OJIaH3aIlHH.

8 B xnmanaaN Ipoy4BaHUA 10 12 CCAMUIIU IVNIa3MCHUTE KOHLCHTPAIIUU HA MTPOJIAKTHUH IIPCBULIIABAT
TOpHaTa rpaHulia Ha HOpMaJIHUA JUAIlla30H IIPpU HpH6J’IH3I/IT6J'IHO 30 % ot JICKYBAHUTC C OJIaH3aIlnH
MNanueHTH, KOUTO UMAT HOPMaJIHA U3XOJHA CTOMHOCT Ha MMPOJIAKTHH. HpI/I IIOBECYCTO OT TC3U NAIlMCHTH
ITOBHILIEHHUTA HA CTOMHOCTUTE OOMKHOBEHO ca YMEPCHHU U OCTaBaT MoJ ABYKpaTHaTa CTOMHOCT Ha
ropHaTta rpaHuiia Ha HOpMaJIHH Juala3oH.

9 Hexemano C’L6I/ITI/IG, YCTAHOBCHO OT KJIMHUYHU MIPOYYBAHUSA B UHTCTpHUPAHATA 0a3a JaHHU 3a
OJIaH3aIIrH.

10 KakTo € oLeHeHo OT M3MepEHHUTE CTOMHOCTH OT KIMHMYHM MPOYYBAHMs B MHTerpupanata 6a3a JaHHH
3a OJIaH3aIMH.

11 Hexxenano ch0uMTHE, yCTAHOBEHO OT CIIOHTAHHU ChOOIIEHHS B TOCTMAPKETHHIOBUS IEPUOJT C
ollpeJiesieHa YeCTOTa, KaTo ¢ M3M0JI3BaHa HHTerpupaHaTa 0a3a JaHHU 3a OJIaH3aIIMH.

12 Hesxenano chOMTHE, YCTAHOBEHO OT CIIOHTAHHY CHOOILECHHS B IIOCTMAPKETHHIOBHUS IIEPUO]] C
M3YHCIIEHAa YeCTOTa Ha TOpHATa TpaHuna Ha 95% roBepuTeneH HHTEpBall, KaTo € U3MOJ3BaHa
WHTErpUpaHaTa 0a3a IaHHU 32 OJIAH3AINH.
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Jbirocpouna excrio3uiys (mone 48 ceIMUITN)

[Ipu nanyeHTHTe, KOUTO UMAT HEXKENNAHH, KIIMHUYHO CUTHU(UKAHTHY TPOMECHHU B HA/IJTABAHETO HA
TEeTJI0, B X0a Ha BPEMETO Ce IMOBHINABAT TItoko3ata, oomusat/LDL/HDL xonectepos wim
tpurnunepuaute. [Ipu Bb3pacTHH MAUETH, KOUTO 3aBbpIIBAT 9-12-MeCceuHO JieUeHUe, 4eCTOTaTa Ha
HapacTBaHE Ha CPEJIHUTE CTOMHOCTH Ha KPBbBHATA 3aXap HaMallsBa clel MPUOIH3UTEIHO 6 Mecena.

Jonbaaurenta uadopmManus 3a CuelHUalHy TONyIaly

B ximMHNYHM TpOyYBaHUS NPHU NALIUEHTH B CTapuecka Bb3pacT C IEMEHIMS JIEUEHUETO C OJaH3alHH ce
CBBP3Ba C [10-BUCOKA YECTOTA HA CMBPT U MO3bYHOCHI0OBH HEXKEIAHU PEAKLIMU B CPABHEHHE C
riane6o (Bk. Touka 4.4). MHOTO 4ecTH HeKellaH! Peakluy, CBbpP3aHH ¢ YHOoTpedaTa Ha OlaH3aliH
NIpY Ta3W TpyIla MaueHTH, ca a0HOpMHa MOXoKa U Maganus. Yecto ca HabIr01aBaHU THEBMOHHS,
MIOBHUIIIEHA TEJIECHA TEMIIEPATypa, JIETaprus, CPUTEM, 3pUTEIHN XaTIOLUUHALMN U MHKOHTHHEHIINA Ha
ypHHa.

B knuanyHM MMpOy4YBaHUs IIPU MAUCHTHU C JICKAPCTBCHOUHAYLIUpaHa (I[OHaMI/IHOB aFOHI/ICT) IICHUXO03a,
CBbp3aHa C OolrectTa Ha HapI(I/IHCOH, MHOTI'O Y€CTO U I10-4YE€CTO B CPAaBHCHUEC C nnaue60 ca JOoKJIaaABaHH
BJIOIIIAaBAHC Ha HapKI/IHCOHOBaTa CUMIITOMAaTHKa U XaJTrOIWHAIUH.

B enHO KTMHUYHO MPOYYBaHE MPH MAUCHTH ¢ OUTOSpHA MaHUS KOMOMHHPAHOTO JICUEHHE C
BaJIIIPOAT U OJIAII3alMH BOJH JI0 Y€CTOTa Ha HEyTpomeHusTa ot 4,1%); moTeHInaneH chaencTBaIg
(hakTOp MOXKE J1a ca BUCOKH IIa3MEHHU HHBA Ha Banmpoat. Ojan3anuH, MPUIOKEH ¢ TUTHH WIH
BAJIIIPOAT, BOJIM JI0 MoBHINeHa yectoTta (>10%) Ha TpeMop, CyX0Ta B ycTaTa, IOBUIIICH alleTUT U
MOBHINIABaHe HA TeraIoTo. HapymieHne B roBopa chINo € MokimaaBaHo decto. [Ipu nedenue ¢ onamsanux
B KOMOWMHAIIMS C TUTHHA WIHA JUBAIPOEKC Ce HAOJF01aBa TIOBHIIIEHHE C > 7% OT N3XOHOTO TEJIECHO
terio mpu 17,4% oT manmeHTuTe mo BpeMe Ha OCTPOTO JeueHue (10 6 ceqmuiin). [IpoabmKUTenHOTO
JICUEHHUE C OJIaH3amuH (0 12 Mecena) 3a NpoQUIAKTHKA Ha PEIUINUB MTPH MAIUSHTH C OUTIOIAPHO
Pa3CTPOICTBO € CBHP3aHO C MOBUIIIEHUE C >7% OT U3XOHOTO TEIECHO Terio mpu 39,9% ot
TIAI[MEeHTHUTE.

[MenuaTpuyHa momynarys

Onamn3zanuH He € TT0Ka3aH 3a JICUCHHE MPH Jiela U IoHommw noj 18 roguan. Makap aa He ca
MPOBEKIAHU KIMHUYHY MTPOYYBAHUS 32 CPABHABAHE HA FOHOIIUTE C Bh3PACTHUTE, TAHHUTE OT
IIpoy4YBaHuATa IIPU FOHOIIHN Ca CPaBHEHU C TE3U OT IPOYyUYBaHUATA IIPHU Bb3PACTHU.

Crnennara Tabnmna 00001IaBa HeXXEaHUTE PEAKIINH, ChOOIIABaHU C TIO-TOJISIMA YECTOTA MPH
HAILMEHTH B FOHOIIECKa Bh3pacT (Mexay 13 u 17 roguHu), OTKOJIKOTO MPH Bb3PACTHH HMAL[MEHTH, HIIH
HEXEJIaH! PeaKIMi, KOUTO Ca YCTAHOBEHH CaMO MPH KPATKOCPOUHU KITHHHYHHU MTPOYUIBAHHS C
HAIMEHTH B FOHOILIECKa Bb3pacT. KIIMHUYHO CHrHU(HUKAaHTHO MOBHUIIICHHE HA TErJIOTO (> 7%)
M3IJIEK/IA ce HaOJI0/1aBa 1o-4eCTo B IOIYJIAUATa Ha FOHOIINTE B CPABHEHUE C BB3PACTHH ChC
CpaBHHMMa €KCIIO3UIUA. Crenenrta Ha HagJgaBaHC Ha TCIJIO U ACJIBT HA MATUCHTUTC FOHOIIN, KOUTO
UMAaT KIMHUYHO 3HAYUMO HaJJJaBaHE Ha TCTJIO €Ca MO-TOJIEMH ITPU MMPOABJDKUTEIIHA CKCIIO3UIIUA (HOHe
24 ceMUILIN), OTKOJIKOTO TPH KPATKOCPOYHA EKCIIO3UIIUSL.

HpI/I BCSKO IpyliipaHe B 3aBUCUMOCT OT YC€CTOTATAa HEIKCIIAHNUTE PCAKIIUHN Ca MPEACTABEHHU B HU3X OIS

PeJi 110 OTHOIICHHE Ha TSXHATA CePHO3HOCT. TepPMHUHUTE 3a YecToTa ca JeUHUPAHN KaKTO CIIe/Ba:
mHoro uectu (> 1/10), gectu (> 1/100 no < 1/10).
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Hapymenust Ha MeTa0oJM3Ma U XpaHEHeTO
Mmnozo yecmu: TloBuIIaBaHe Ha TETNIOTOY, HOBUIICHH HUBA HA TPUIJIMLIEPHAN . TOBHIIICH allETHT.
Yecmu: TIoBUIIEHH HUBA HA XOJIECTEPOII ™

Hapymenus Ha HepBHaTa cUCTeMa
Mmnoeo yecmu: Cennpane (BKIIOUHTEITHO: XUIIEPCOMHHUS, JIETAPTUsl, COMHOJICHTHOCT).

CToMalIHO-YpeBHH HAPYLIEHHS
Yecmu: CyxoTa B ycTaTa

XenaToOuJIHAPHHU HAPYIIEHHUSA
Mnoz2o uecmu: TloBuienus Ha yepHoapoouuTe amunorpanchepasu (ALT/AST; Bx. Touka 4.4).

HN3caenpanus

Mmnoeo yecmu: Hamanen o0y omnupyous, nopuiieHa GGT, MOBUIICHH TJIa3MEHU HUBA HA

nponaktun’®,

13 Cnen xpatkocpouno euenue (MeIuaHa Ha IPOJbIKUTEIHOCT 22 THU) MOBHIIABAHE HA TEIJIOTO

> 7% ot u3xomHOTO TenecHo Terio (kg) e MHoro yecto (40,6 %), > 15% OT U3XOIHOTO TEIECHO TETIIO
e uecto (7,1 %), a > 25 % e uecto (2,5 %). [Ipu pparocpouna excrosurus (mone 24 ceamunn) 89,4 %
Haggasat > 7 %, 55,3 % maggasar > 15%, a 29,1 % magmasat > 25% OT U3XOOHOTO CH TEIECHO TETTIO.

14 Ha6mrogasar ce 3a HOpMaIHU U3XOMHM HUBA Ha raaaHo (< 1,016 mmol/l), KouTo HapacTBaT 10 Haii-
BUCOKa CTOIHOCT (> 1,467 mmol/l), u npoMeHH OT pedepeHTHUTE IPAaHULY B U3XOJHUTE HUBA HA
TpurHiepuauTe Ha raagHo (> 1,016 mmol/l - < 1,467 mmol/l) no naii-Bucoka cToitHOCT

(> 1,467 mmol/l).

¥ TIpomenn B u3xomHKTE HUBA HA OOIIKS XOIECTEPOII Ha ITIaAHO crpsamo Hopmanaute (< 4,39 mmol/l)
JI0 Haii-BHCOKa cTOHHOCT (> 5,17 mmol/l) ca nabnronaBanu yecto. [Ipomenu ot pedepeHTHUTE
IPaHUIM B U3XOHUTE HUBA Ha OOIIKS X0JIecTepos Ha riaaHo (> 4,39 - < 5,17 mmol/l) no Haii-Bucoka
cToitHOCT (> 5,17 mmol/l) ca MHOTO YecTH.

16 [Topumeny TIa3MeHN HUBA HA MPOJIAKTHH ca NOKIaaBanu npu 47,4% ot nalMeHTUTe B FOHOIIIECKA
BB3pacT.

Cro01aBane Ha MOJI03MPAHU HEXKEJIAaHH PEaKIIUK

CpoOm1aBaHeTo Ha MOI03UPAaHH HEXKEJIaH! PEeaKIUK CJIe]] pa3pellaBaHe 3a yrnoTpeda Ha JIeKapCTBEHUS
HPOIYKT € BaxkHO. ToBa M03BOJIsIBA /1a MPOABILKH HAOIIOICHUETO Ha ChOTHOIIEHUETO 110J13a/PHCK 32
JIeKapcTBEHUS NMPOAYKT. OT MEIULIMHCKUTE CIIEHUAIICTH CE U3UCKBA Ja ChOOLIaBaT BCSIKa
HO03MpaHa HEeXEeJIaHa PeaKlys upe3 HallOHaIHa CUCTeMa 3a ChoOIIaBaHe, IOCOUYEHa B
[Mpunoxenue V.

4.9 Ilpemo3upane

[Ipu3HAIM U CUMIITOMH

MHoro yecTn CMMITOMH TIpH TipeAo3upaHne (decrtora > 10%) BKIFOUBAT TaXUKAPAUS,
BB30Yy/1a/arpecUBHOCT, TU3aPTPUS, PA3IUYHU eKCTPpATMPaMHTHI CUMIITOMU M HapylIeHNE Ha
CB3HAHMETO, BApUPAIIO OT CeIUpPaHe 10 KOMa.

Jlpyru MEIMIIMHCKY 3HAYUMH TIOCIIETUIIN Ha MIPEJ03UPAHETO ca JIeNIUp, KOHBYJICHU, KOMa, Bh3MOKEH
HEBPOJICITUYEH MAJIMTHEH CHHAPOM, TIOTHCKAaHE HA IUIIAHETO, aCIIUPALIUS, XUIIEPTOHUS HITH
XHUIIOTOHHSA, PUTBMHH HapyIeHus Ha cbpLeTo (< 2% OT ciayvanTe Ha Mpelo3upane) u
KapJHOITyIMOHApEH apecT. DaTaiHu MOCIEANIIM ca JOKIIaIBaHN IIPH OCTPO MPEJ03UpaHe C 71032 OT
nopsaabka Ha 450 mg, HO CHIIO € JOKJIABAHO MPEKUBSIBAHE CIIE]] OCTPO MPET03UPAHE C
MPUOIM3UTENHO 2 g OJIaH3aMKH TePOPATHO.

Jleuenue

3a ojaH3amMH HIMa CHCHI/Iq)I/I‘leH AHTHUAO0T. He ce npenopp4Ba NPEAN3BHUKBAHC HA ITOBPBHIIAHC. Morar
Ja 6’[;}_'[8.T IMMOKa3aH! CTAHAAPTHUTEC MCPKH 3a JICHCHUC HAa TPECAO3HUPAHC (T.e. CTOMAlllHa MpOMUBKa,
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npreMaHe Ha aKTHBEH BBIVICH). ETHOBPEMEHHOTO TpUiaraHe Ha aKTUBEH BBIJICH € ITOKA3allo
HaMaJIIBaHE Ha IepopaliHaTa OMOHAIMYHOCT Ha onaH3anuH ¢ 50 1o 60%.

TpsiOBa na ce 3a0YHE CUMITOMATHYHO JICUCHUE U MTPOCIICIABAHE HA KU3HCHUTE (DYHKIIMH B
CHOTBETCTBHE C KIIMHHYHOTO CHCTOSIHUE, BKITFOUUTEITHO U JICYSHIE HA XUTTOTOHHTA U IIUPKYJIATOPHUS
KOJIalc ¥ MOAPHKKA Ha MuxarenHara pyHknud. Jla He ce u3MmonsBar aapeHalvH, TOTTaMUH I APYTH
CUMIIATHKOMUMETHYHU CPEICTBA C O€Ta-arOHUCTUYHA aKTUBHOCT, ThH KaTO O€Ta-CTUMYJIAIUATA MOXKE
Jla BJIOIIN XUIIOTOHUATa. MOHUTOPHUPAHETO Ha ChPIACIHO-CHIOBATA CHCTEMA € HEOOXOIUMO 3a
yIIaBsHE Ha Bb3MOXXHHU apUTMHUN. BHUMAaTEeTHOTO MEIUIIMHCKO HAOII0IeHNe 1 MOHUTOpHUpaHe TpsiOBa
Jla TPOIBJKU 0 BH3CTAHOBIABAHETO HA MAI[UCHTA.

5, B®APMAKOJIOIT'MYHU CBOMCTBA

51 DapMaKoAMHAMUYHH CBOHCTBA

dapmakoTepaneBTHIHA TPyIa; ICUXOJICTITHIIN, THA3CTTUHHI, OKCA3eUHH, THA3CTTHHA U OKCETIHHH,
ATC kox: NOSA HO3.

dapmakoguHAMUYHU e(DEKTU
OraH3anuH ¢ aHTUTICUXOTUYHO, aHTUMAaHUHHO U CTa0MIIM3UPAILO0 HACTPOSHUETO CPEICTBO, KOSTO
MOKa3Ba MIMPOK (papMaKoJIOTHYCH MPOGHIT IO OTHOIICHNWE Ha MHOXKECTBO PELICTITOPHU CHCTEMHU.

B npexknuHUYHY NpoyYBaHUs € H0Ka3aH ahUHUTETHT Ha OJaH3allMH KbM peula penenTopu

(Ki <100 nM) 3a ceporornt SHT2a52c, 5HT3, S5HTs; monmamun D1, Dy, D3, Ds, DS; Xxonuaepriuuau
MyCKapuHOBH perienrtopu Mi1-Ms; anda; anpenepruyam; u xuctaMuHoBr Hi peneniropu.
IIpoyuBaHusiTa C OJaH3aIIMH BbPXY IIOBEACHUETO Ha )KMBOTHHU okas3sa SHT, nonamMuHoB u
XOJIMHEPIHYCH aHTarOHU3bM, OTTOBAPSIL Ha PELENTOP-CBBp3BaIius mpodui. In vitro onanzanux
MOKa3Ba Mo-ToJIsIM apUHUTET KbM cepoToHnHOBUTE SHT2, 0TKOMKOTO KBbM J0TaMUHOBUTE D>
petieniropu ¥ mo-rojisiMa SHT2 akTHBHOCT B cpaBHEeHHE ¢ Dy akKTHBHOCTTA TP IN VIVO MOJEITH.
Enextpodu3nonoruuHuTe U3CieABaHus IOKa3BaT, Y€ OJIaH3aMUH CEIEKTUBHO HaMaJIsiBa
aKTUBUpaHeTo Ha Me3onmuMongHuTE (A10) MOTTaMUHEPTHYHN HEBPOHH, KaTO B CHIIOTO BpeMe e(heKThT
My BbpXY ITBTHIIATA B CTPUATYMa, y4acTBaIIK B MOTopHaTa (GyHKIus (A9), e Mabk. OnaH3anuH
HamassBa KOHAWIMOHUPAHUS OTTOBOP Ha OTOATBAHETO, KOWTO € TeCT, IIOKa3aTelIeH 3a
AQHTUIICUXOTUYHA aKTUBHOCT B /1031 MIO-HUCKH OT T€3H, BOJEIIH JI0 KaTaJerchus, KOeTO € XapaKTePHO
32 MOTOPHHTE HeXeJlaH! eeKTH. 3a pa3sinka OT HAKOHU APYTH aHTHIICUXOTUYHHU CPEJICTBA, OJaH3alUuH
yCHJIBa OTTOBOPA B YCIIOBHSI Ha ,,aHKCHOJIUTHYEH  TECT.

B npoyusanus ¢ no3urpon-emucuonna romorpadus (PET) npu 3apaBu 1o6poBosiy, olaH3anuH B
eAnHUYHa repopaiHa 103a (10 mg) mokassa mo-rojsiMo cBbp3BaHe ¢ SHT2a B cpaBHEHME C
nonamuHoBuTe D perientopu. OcBeH ToBa, 00pa3HO U3CIeBAHE Upe3 eAMHIUYHA ()OTOH- EMUCHOHHA
kommoTbpHa ToMorpadus (SPECT) npu nmanuentu ¢ mm3oppeHns Nokaspa, e NpH NaueHTHTE,
YYBCTBUTEJHU KbM OJIaH3AIHH, UMa I0-MaJIKO CBbp3BaHe ¢ Dz B cTpuaryma B cpaBHEHHE C
MAIMeHTHUTE, YyBCTBUTEIHN KbM JIPYTH aHTUTICUXOTHYHH CPEJICTBA M PUCIIEPUIOH, KaTO Ta3l HaXxoKa
€ CpaBHMMA C Ta3| [IPU KI03aIMH-1yBCTBUTECIIHUTE MTALIUCHTH.

Knunnyna edukacHocT

B nBe ot aBe miane00-KOHTPOJIMPAHH U B IBE OT TPU CPABHUTEITHA KOHTPOJIHUPAHH MPOYIBAHUS TIPHU
noeeue ot 2 900 marueHTH ¢ mKU30(GPEHHUs, IPOSIBEHA KAKTO C HAJTMYMUETO Ha MOJIOKUTEIHU, TaKa U C
OTPUIIATEITHU CUMIITOMH, OJaH3AIHH MTOKa3Ba CTATUCTUYECKH 3HAYMMO TI0-TOJIEMHU TIOJJOOPEHHS KaKTO
Ha HEraTUBHUTE, TaKa U HA TO3UTUBHUTE CUMIITOMH.

B MynaTHHAMOHAIHO, TBOWHO-CIISIIIO, CPABHUTEIIHO MPOYYBaHE BHPXY MIM3U(PEHUTA,
mM30aeKTUBHUTE WIN TOA00OHHU HapyleHus, BKitouBamo 1 481 manueHTa ¢ pa3innyHa CTENEeH Ha
CBBP3aHM C TOBa CUMIITOMH Ha JeTipecus (M3X0Ha cpeHa cToiHHoCT 16,6 mo ckanara Ha
Montgomery-Asberg 3a kiacupuIrpane Ha JeMpecusTa), MPOCIIEKTUBHUAT BTOPUYCH aHAaJIM3 Ha
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MPOMSIHATA HA M3XOHUS CIIPSIMO KpalHUsI Pe3yiTaT Ha HACTPOCHUETO, TOKa3Ba CTATUCTUICCKU
3HaunMo mogobpenwe (p= 0,001) B mo3a Ha onamzamuH (-6,0) cipsmo xanonepuaoi (-3,1).

[Tpu manueHTH ¢ MAaHUEH €MHU30]] MU CMECEH SIM30,I1 NP OUTIONIAPHO Pa3CTPOMCTBO OJaH3aINH
MOKAa3Ba Mo-BUCOKa €(PEKTUBHOCT KAKTO CIIPSIMO I11a1e00, Taka U CIpsiMO BAIIPOAT CEMUHATPHN
(muBanmpoekc) B HaMasiBaHe HA CAHMIITOMHTE Ha MaHHS 3a TTOBeYe OT 3 ceamurty. OJlaH3amuH ChHIT0
MOKa3Ba CpaBHUMA C XAJIONEPUA0N e(hPUKACHOCT, U3Pa3CeHA C YaCcTTa MAlUCHTH, TIOIYYHIId PEMUCHS Ha
CHUMIITOMHUTE Ha MaHU U Ha jaenpecus 3a 6 u 12 cenMuim jiedeHre. B mpoy4BaHe ¢ oJaH3aIlvH B
KOMOWHAIMS C TUTHHA WIH BAJIIPOAT 32 MUHIMYM 2 CEIMHUIN 100aBsiHETO Ha onaH3anuH 10 mg
(KOMOMHUPAHO JICYCHUE C JTUTUN WIIM BAJIIPOAT) € JOBEJIO J0 MO-TOIsIMa PEIYKIUS Ha CHMITOMUTE Ha
MaHUs B CPAaBHEHHE ChC CAMOCTOSTEIIHOTO MPUJIOKCHUE HA JIUTHH WK BAIIPOAT Clie] 6 CEIMUIIH.

B 12-meceuno npoyuBaHe npH NpopUIakTHKa Ha PEIUANBA Ha MAaHUWHU €MTU30,1H, I MAllUCHTH,
MOJTYYMJIM PEMUCHS TP JIEUEHHE C OJIaH3alMH U paHJOMU3HUPaHHU CJe]l TOBa Ja MoJyyaBaT OJaH3aluH
WK 11a11e00, OJTaH3alyH € [T0Ka3aJl CTATUCTUYECKH 3HaYMMO IIPEBB3X0ACTBO CHPSAMO Iutanedo mo
OTHOLICHNE Ha IbPBUYHNUTE KPAHU TOUKH 33 NPO(HUIAKTHKA HA PELUINBY HA MAHUIHN €IU301 TIPU
OumosnsipHO pa3cTpoiicTBO. ONaH3anMH CHUIO € MOKa3al CTATUCTHUECKH 3HAYMMO MPEAUMCTBO CIPSIMO
w1ane0o 1Mo OTHOLIEHKE Ha MPEIOTBPATABaHe HA PELMINBH KaKTO Ha MaHUs, TaKa U Ha JACTIPECHsL.

B®B BTOpO 12-MeceuHo mpoydBaHe NpH MpoGUIaKTHKA PEIUANBH HA MAHUWHU €U30/IH, TalueHTH,
IIPpU KOUTO € IMMOCTUTrHATa pEMHUCHS C KOM6I/IHI/IpaHO JIeUeHHU€e OJIaH3alluH U JIMTHU U paHaOMU3UpPaHA
CIIeJT TOBA J1a TI0JTy9YaBaT OJIAH3aIMH WJIH JIMTHH CAMOCTOSITEITHO, OJIAH3AIHH € TIOKa3aJl He TO-TOJIIMO
MPEBB3XOICTBO CHPSMO JIUTHI TI0 OTHOIICHUE Ha MbPBUYHUTE KPAHU TOUYKH Ha OHIIONSPHO
pasctpotictBo (onan3amut 30,0%, mutuii 38,3%; p = 0,055).

B 18-mecedno npoydBaHe Ha KOMOWHUPAHO JieUeHHe Ha MAaHUIHN WA CMECEHH €IH30,IU TIPH
HalUEeHTH, CTA0WIN3HPAHU C OJIaH3alUH IUIIOC JIEKApCTBa, CTaOWIN3UpAI HACTPOSHUETO (JINTUH WU
BaJIIIPOAT), IPOABIKUTEIHOTO JICUEHHUE C OJIAH3AIIMH CbBMECTHO C JINTUH WU BAJIIPOAT HE €
CTaTUCTUYECKH MO-I100PO CIIPSIMO JIUTUI WM BAIIIPOAT CaMOCTOSITETIHO 110 OTHOLLICHHE 3a0aBsHE Ha
000CTPSIHETO Ha OUIIOJISIPHOTO Pa3CTPONCTBO, CITIACHO KPUTEPUUTE 3a CHHAPOMA (IMarHo3ara).

IlenuaTpuyHa nomyJamnus

KonTtponupanute qJaHHH 3a epUKACHOCT NPH FOHOIIH (BB3pacT 13 1o 17 ronnHn) ca orpaHUyueHH A0
KPaTKOCPOYHH MIPOYUBAHUS MPH MKM30(ppeHus (6 ceIMUIN) U PU MaHUs, CBbp3aHa ¢ OUIOJISIPHO
pasctpoiicto tui I (3 cenmunn), mpu mo-manko ot 200 roHOomM. ONaH3anuH € U3MOA3BaH KaTo
¢excnbuiIHa 1032, 3anmoyBamia ot 2,5 u crurama 10 20 mg/aaesHo. [1pu nedenve ¢ onaH3anuH
IOHOIINTE HaJ1aBaT CUTHU(HUKAHTHO [IOBEYE Ha TEIJIO B CpaBHEHHE C Bb3pacTHUTE. CTeneHTa Ha
npomeHu B ooums xonectepos, LDL xosectepona, TpUriMuepyuanTe Ha TiIafHo U MPOJIAaKTHHA (BXK.
Touk# 4.4 1 4.8) e mo-rojsMa MpH IOHOIIN, OTKOJIKOTO NMPH Bb3pacTHU. HsiMa KOHTpOIMpaHu TaHHH 3a
HOTbpIKaHe Ha e(heKTa WITH 3a IbJITocpouHa 6e3omacHocT (Bxk. Touku 4.4 u 4.8). UndopmarusTa 3a
IBITOCpOYHaTa 0€30M1aCHOCT € OrpaHWYeHa ITIaBHO 10 OTBOPEHHU, HEKOHTPOJIMPAHHU JaHHU.

5.2 dapmakoKHHeTHYHH CBOWCTBA

AOGcopOuus
OmnanzanuH ce abcopbupa 1o0pe cien nepopaIHo IPUIOKEHHE KaTo JOCTUTa MAaKCUMAITHU TUTa3MEeHH

KOHIICHTpAIMK MeXay 5-us U 8-ust uac. AGcopOuusTa He ce TIOBJIHsABA OT MpHeMa Ha XpaHa.
AGcomoTHaTa OMOHATMYHOCT CIIE/ MEPOPATHO MPHUIIOKEHHE B CPABHEHNE C MHTPABEHO3HO
NPUIOKEHUE HE € OIpeIeIIsHA.

Pasnpenenenue
CBBbp3BaHETO HA OJIAH3AMMH C TIA3MEHUTE MMPOTEUHH € 0KO0JI0 93 % TpyW KOHIIEHTpallMy B AUaNia30Ha

ot 7 mo oxoimo 1 000 ng/ml. Onan3anuu ce cBbp3Ba IIIaBHO C ajgbyMuHa u ¢ ol-Kucemus
TJIMKOIIPOTEHUH.
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buorpanchopmanus

OnaH3anuH ce MeTa0oaM3upa B YepHUSI PO0 Upe3 KOHIOTUPAHE M OKUCIICHUE. [ IaBHUSAT METa0OIUT B
kpbBTa € 10-N-rimokoponwm, KOHTO He MpeMuHaBa IIpe3 KPhBHO-MO3bUHaTa Oapuepa. 3a
o0Opa3yBaHeTo Ha MeTa0oMUTHTE N-1e3METHIT U 2-XUIPOKCUMETHII JOMPHUHACAT IUTOXpoMu P450-
CYP1A2 u P450-CYP2D6. In vivo u nBata MeTabO0IUTa IIOKA3BaT 3HAYUTEIHO I10-HUCKA
(dbapMaKoIOrHYHa aKTUBHOCT, OTKOJIKOTO OJIAH3AMWH B U3CJICIBAHHS TIPH KUBOTHHU. [ T1aBHATA
(bapMaKoJIOrHYHA aKTHBHOCT CE JIBJDKU HA U3XOJIHUS OJIAH3AIVH.

EnumMunupane
Crnen mepopaliHO IPUI0KEHUE CPETHUAT TEPMUHAICH STUMUHAIIMOHEH MOIYKUBOT HA OJaH3aMuH

TIPH 3[IpaBH JIUIIA Bapupa B 3aBUCUMOCT OT BB3pacTTa | Moja.

[Tpu 3mpaBu MHAMBUAK B HapeaHAIA BB3PacT (65 TOAMHU U MOBEYEC) CPEAHHUAIT SIIUMUHAIIMIOHEH
MOJTY’)KUBOT € YJIBJDKCH B CpaBHEHUE C mo-muiaante uHauBuau (51,8 cpenry 33,8 yaca), a KIIUPBHCHT €
HamaureH (17,5 cpemy 18,2 1/gac). ®apMakoknHeTHYHATa BApHAOUITHOCT, KOSATO € HaOII0AaBaT mpH
WHIUBUIUTE B HaIpeIHANIA Bb3PACT, HE CE OTINYaBa OT Ta3u IpHu no-miagute uaauBuan. [pu 44
MAIUCHTH C MU30(pPEHUS Ha BB3pacT HaJ 65 rouHu 1034 OT 5 10 20 mg/mHEeBHO He ca Ouin
CBBP3aHHU C HIKAKBB PA3IMICH MPohniI Ha HEXKETaHH ChOUTHS.

[Ipu sxeHu cpeaHUAT eMMMUHAIIMOHEH TIOY>KUBOT € JIeKo yabibkeH (36,7 cpenry 32,3 vaca) B
CpaBHEHHE C TO3H MPU MBXKETe, a KITUPBHCHT € peayuupat (18,9 cpemry 27,3 1/uac). Benpeku ToBa,
npodTbT Ha O0e30macHOCT Ha ojan3anvH (5-20 mg) e cpaBHUM MeXy KeHuTe (n=467) 1 MbKeTe

(n=869).

br6peuHo yBpexkaane

He e ycTanoBeHa 3HaunMa pa3nuka B CpeIHS SIMMHUHAITMOHEH oIy uBOT (37,7 cripsimo 32,4 gaca)
v B kimupbHca (21,2 copamo 25,0 1/dac) Mexay nanueHTUTe ¢ yBpeaeHa 0b0pedna QyHKIUSI
(xpeatrHnHOB KHpBHC <10 ml/min) u 3apaBute uHIUBHIU. [IpoyuBaHusTa MOKa3BaT, e OKOJIO 57 %
oT 6CHSI33HI/I$1 C PaAOAKTHBHU U30TOIIU OJIaH3aIllMH C€ YCTAaHOBsABA B YpUHATA INIaBHO 110/ Q)opMaTa Ha
METa0OIHUTH.

YepHoApoOHO yBpEKIaHE

Manko npoy4BaHe 3a BIUSHUAETO Ha HapylieHata (PyHKIHS Ha YepHUs Apo0 Npu 6 MaIMeHTy ¢
KIMHHYHO 3HaunMa (kimac A (n = 5) u kiiac B (n = 1) mo knacudukarmsra Childs Pugh) nuposa
ycTaHOBsIBa cllab eeKT BbpXy (papMaKOKWHETHKATA Ha OJIaH3aIH, TIPUIIOKEH EpOPaTHO

(2,5 - 7,5 mg equnnyHa 103a): MAIMEHTUTE C yMEPEHa JI0 TeXKa YePHOAPOOHA TUCHYHKIIUS UMAT
JIEKO 3aBUIIICH CHCTEMEH KIMPBHHC U MO-KPAThK SITMMUHAIIOHEH MTOJY)KUBOT B CPAaBHEHHE C
nanueHTute 6e3 yepHoipodHa nucyHkus (n = 3). [ToBeyeTo OT manyeHTHTE ca Mymadu ¢ UPo3a
(4/6; 67 %), oTkonKOTO MaIKeHTH Oe3 yepHoaApoOHa auchyHkiwms (0/3; 0 %).

[ymene
[Tpu Hemymiauu (MBKe U )KEHH) CPEAHUAT SITMMHUHAIIMOHEH MOJTYKUBOT € ybibkeH (38,6 cipsiMo
30,4 yaca), a kupbHCHT € HamaseH (18,6 cpeury 27,7 1/4ac) B cpaBHEHUE ¢ MyIIAYH.

[IazmenusT KIIMPBHC Ha OJIaH3aIlMH € IIO-HUCHK MPU MAUCHTUTC B HAIIPpC/IHAJIa Bb3PacCT, B
CpaBHCHHUC C MMO-MJIAAUTC UHAWUBUAW, IIPU KCHUTC B CPABHCHUC C MBIKCTC; KAKTO U P HCMTYIIAYUTC B
CpaBHCHUC C IIyIIAYUTE. B’LHpeKI/I TOBa, 3HAYMMOCTTA Ha BIIMAHUCTO HA Bb3paCTTa, I10Jia Wi
IMMYHICHCTO BbPXY KIIMPBHCA HAa OJIaH3aIllMH U BbPXY HCTOBUS IMOJYKUBOT € TBBPJAC MaJika B CDABHCHUC
C o6maTa BapI/Ia6I/IJ'IHOCT MCKAY OTACITHUTC UHAUBUHN.

He ca ycTaHoBeHU pa3iuKu BbB (papMaKOKMHETHYHHUTE HapaMeTPU IPU IIPOYUIBAHMSI, TPOBEIACHH C
€BpONEHIIN, ATOHIU U KUTANIH.

Ilenuatrpuyna momyamuys

IOnomm (Bw3pact 13 mo 17 roguamn): GapMakoOKMHETHKATA HA OJIAH3AITHH € MO00Ha IIPH FOHOIITH U
BB3PAaCTHU. B KIMHUYHYU MPOYYBaHUS CpeaHATa €KCIIO3UITNS Ha OJIaH3aMMH € 0KOJIO 27% Mo-BUCOKa
npu toHoIH. JleMorpadckute pa3nudusi MeX1y FOHOIIM U Bh3PACTHU BKIIFOYBAT MO-HUCKO CPEITHO
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TEJIECHO TETJIO U TMO-MaJIbK Opol mymadu npu oHomure. [Tomo0Hu hakTopy € BE3MOXKHO /1
CHJICHCTBAT 3a IMO-BHCOKATA CPEHA SKCITO3UIVSI, HAOJI0JaBaHa IIPH FOHOIIIH.

5.3 IpeakJanHNYHYU JaHHM 32 0€30MaCHOCT

Octpa (Ipu eMHUYHA J1033) TOKCUIHOCT

[Mpu3HanMTe HA TOKCUYHOCT MIPH TICPOPAJICH MTPUEM TIPU TPU3AYUTE Ca XaPAKTCPHH 32 MOIIIHUTE
HEBPOJICITUIN: XUIIOAKTUBHOCT, KOMa, TPEMOP, KIOHHYHHA KOHBYJICHH, CAITUBAIIMS W TOTUCKAHE HA
HaanaBaHeTo. CpeqHUTE JeTamHu 031 ca npuommsurenao 210 mg/kg (3a mumkn) u 175 mg/kg (3a
rbxoBe). Kyderara nonacsaT equHudHa iepopaisa jgo3a jgo 100 mg/kg 6e3 na ce HabmoaBa JieTaieH
u3xoa. KbM KIMHAYHATE MPU3HAIM CHaJlaT CeANPaHe, aTaKCHs, TPEMOp, YCKOPEHA ChpJIedHa YeCcToTa,
3aTpy/JIHEHO JHUINaHe, MHO3a U aHopekcus. [Ipu MaiiMyHu einHUYHU Tiepopaiau 1o3u g0 100 mg/kg
BOJIST JI0 IPOCTPAITH, a IO-BUCOKHTE JO3M JIO HEMbJIHA 3ary0a Ha Ch3HAHUE.

TOKCHYHOCT IPU MHOTOKPATHO HPUI0KEHUE

B npoyuBanus BbpXy MUIIKH C MPOABHKUTEIHOCT 0 3 Mecella U BbpXY ITbXOBE U KyueTa ¢
NPOABIDKUTENHOCT 10 |1 rognHa npeobnanaBamuTe edektn ca notuckane Ha L{THC,
AHTHUXOJIMHEPIHYHM eeKTH U NepruepHr XeMaToJIOrMYHN HapylieHus. Pa3BuBa ce Tonepanc KbM
notuckanero Ha [{THC. ITapamerpute Ha pacTexa HaMassiBaT MpU BUCOKU A03U. [Ipu mirexosete ca
HabIronaBaHu 00paTUMH €EKTH, KOUTO Ca B pe3yJTaT Ha MOBUIICHN HUBA HA IPOJIAKTHHA U
BKIIIOYBAT: HAMAJISIBAHE TETJIOTO HA SSIHYHUIIMTE M MaTKaTa, KAKTO H MOP(OIOTHYHU TPOMEHH BHB
BJIAraJIMILHUS SUTET U B MIICUHHUTE JKIIC3H.

XeMaToJI0ruyHa TOKCHYHOCT

Edextn BbpXy XeMaTOIOTHYHUTE MTapaMEeTPH C€ YCTAHOBABAT IIPH BCUYKH H3CIICBAHH BUIOBE
JKUBOTHU, BKJIFOUHTEITHO J1032-3aBUCUMH TTOHIDKEHUS HA TUPKYIUPAIIUTE JICBKOIUTH ITPH MUIIKA U
HecTIeUpUYHA HaMaJIeHUs! Ha OpOsl Ha UPKYIUPAIINTE JEBKOLUTHTE MPH TUTHXOBE; HE Ce
YCTaHOBSIBAT, 00ade T0Ka3aTeICTBa 32 KOCTHOMO3bYHA IMTOTOKCHYHOCT. [Ipu orpannden 6poit
Ky4era, JleKyBaHH ¢ f03u oT 8§ mwin 10 mg/kg/mHeBHO (00ImIaTa eKCIO3HUIKS Ha OJTAH3ANMH {TUTIOMI ITO/T
kpuBata} ¢ 12 10 15 mbTH MO-BUCOKA OT Ta3| MPH YOBEKA MPH MIPUEM Ha J103a oT 12 mg), ce
HabronaBa oopaTrMa HEYTPOIeHHUS, TPOMOOIUTONICHHS MITK aHeMust. [Ipy IMTONIeHUYHN Ky4yeTa He
ca HaOrOTaBaHU HeXXeTaH! e(eKTH BbPXY MPOTEHUTOPHHUTE WX TIpor(eprpaIinTe KJISTKH B
KOCTHHS MO3BK.

PenponykTrBHA TOKCHYHOCT

OnanzanuH HsAMa TepaToreHHu eextu. CenanusaTa MoBIMsABa KYMyJIaTUBHUATE CIIOCOOHOCTH Ha
MBKKHUTE TUTbX0BE. [10J10BUTE HUKIIK ce 3acsaraT npu 103u ot 1,1 mg/kg (3 mbTH 1M0-BUCOKU OT
MaKCHMAaJTHATa /1032 TPU X0paTa), a perpoAYKTUBHUTE ITapaMeTpH ca 3aCErHaTH IpH TUIbX0BE, Ha
KOHUTO € aBaHa /1032 oT 3 mg/kg (9 mbTH No-BUCOKA OT MaKCHMalIHATa J103a TIpH Y0BeKa). B
MOKOJIGHUETO Ha ITHXOBETE, Ha KOMTO € JIaBaH OJIaH3aIHH ce HaOJro1aBa 3a0aBsiHe B pa3BUTHETO HA
IJI0/1a ¥ TIPEXOTHO HaMaIsIBAaHE HUBATa HA aKTUBHOCT HA MAJIKUTE YKUBOTHH.

MyTareHHocT
OnaH3anuH He € TToKa3ajl MyTareHHOCT WJIH KJIACTOT€HHOCT IIPH MPOBEACHUTE ITHIHHU CTaHIAPTHH

TECTOBE, BKJIFOYBAIIM TECTOBE 3a OAKTePHAIHK MyTall|K | iN VItro u in Vivo TectoBeTe MpH
003aliHUIIH.

KapimHoressoct
PesynraTuTe OT U3CaeaBaHUATA BHPXY MUILIKHU U IIIBXOBE BOJAT 0 3aKJIIOUEHHUETO, Y€ OJIAH3AMNH HE
€ KapIMHOT€HEH.

6. DAPMAIIEBTUYHU JAHHU
6.1 CnucbLK HA IOMOIIHHUTE BelllecTBa
Mauwnron E421
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MukpokpucTaiHa 1einyno3a

Acmapram E951

Kpocnosunon

Marune3ueB creapat

6.2 HechBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHoCT

30 mecera

6.4 CrnenyajaHu yCJI0BHS HA CbXpPaHeHHue
Ja ce cexpanssa mox 30°C.

6.5 Bun u chabp:kaHne HA OMAKOBKATA

10 mg TabneTku
AnyMuHU/alyMUHUEBH OJIUCTEPU B KapTOHeHH KyTHH ¢ 28, 56 mim 70 TaOaeTKH B KyTHSL.

He BcHuKM BUIOBE OMAKOBKH MOT'aT jJa ObJIAT MyCHATH Ha Ma3apa.
6.6 CnenuajaHu Mpeana3Hu MEPKH NPU U3XBbPJsHE

Hsama CricuyaJIHi N3MCKBaHU .

7. INPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA
Glenmark Arzneimittel GmbH

Industriestr. 31, D — 82194, Grébenzell,

I'epmanus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA
EU/1/09/588/004

EU/1/09/588/005

EU/1/09/588/006

9. JATA HA IT'BbPBO PAZPEINIABAHE/IIOJTHOBABAHE HA PASPELIEHUETO 3A
YIIOTPEBA

[Hara Ha mepBo paszpemasane: 03 lekemspu 2009

[Hara Ha nocneano nogHoBsBane: 19 Asrycr 2014

10. JATA HA AKTYAJIMU3BUPAHE HA TEKCTA
{MM/TTTIT}

[MoxpoOHa uHpoOpMAaIIKs 3a TO3U JICKAPCTBEH MPOIYKT € peocTaBeHa Ha yeb caiira Ha EBporetickarta
areHIus mo JiekapcreaTa http://www.ema.europa.eu/.
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1. HUME HA JIEKAPCTBEHMA TPOAYKT

Olanzapine Glenmark Europe 15 mg Ta6uieTku, tucriprupaiiy ce B ycraTra

2. KAUYECTBEH U KOJIMYECTBEH CbCTAB
Bcsika TabneTtka, aucrieprupaiiia ce B ycrara, Cbabpika 15 mg onansanun (olanzapine).

TToMOIITHO BEIECTBO ¢ U3BECTHO JCHCTBHE: BCAKA TabIETKa, AUCTIEprUpalia ce B yctara, ChIbpika
0,69 mg acmapram.

3a IIBJIHUSA CHUCHK Ha IIOMOIIHHUTE BCUICCTBA, BHXKTC TOYKA 6.1.

3. JJEKAPCTBEHA ®OPMA

Tabnetka, qucneprupaiia ce B ycrata

JKbnTH, KpBIUIK, IIOCKH TaOJIETKH, ChC CKOCEHU PHOOBE, ¢ BIUThOHATO penedHo o3HayeHue “OL” ot
eJlHaTa CTpaHa M BIUTbOHATO penedHo o3HaueHue ,,E” oT npyrara crpaHa.

4. KIMHNUYHU JAHHUAU

4.1 TepaneBTHUYHU MOKA3ZAHUS

Bb3pactHu
OrnaH3anvH e TI0Ka3aH 3a JedeHne Ha MHU30()PEeHMsL.

Omnan3zanuH e epeKTUBEH 32 IOAIbPKaHEe HAa KIMHUYHOTO NOA0OpEHHKE 110 BpeMe Ha MPOABIIKUTEIHO
JIeYeHHE TPH MALUEHTH, I0Ka3aI1 HauyaJIeH TeParieBTUIECH OTIOBOP.

Olran3anyH € IoKa3aH 3a JICUeHUE Ha YMEPEH A0 TCKBbK MAHUCH CIIU30M0.

OraH3anuH € 1oKas3aH 3a MpouIakTHKa Ha PEIUIMBY HA MAaHUCH U301 IPU MAIIMEHTH ¢ OUIIOJIapHO
Pa3CTpOMCTBO, IIPU KOUTO 10 BpEME Ha MaHUCH €MU30/1 € OUJI MOCTUTHAT KIIMHUYEH OTTOBOP C
OJIaH3amuH (BX. Touka 5.1).

4.4 Jlo3upoBKa M HAYUH HA MPUJIOKEHHE

Bo3pactHu

[uzodpenns: [IpenmopruBanara HadanHa 1032 onaH3anuH € 10 mg/aHeBHO.

Manwnen enuzon: Hauannara 1o3a e 15 mg xaTo eAMHUYHA JTHEBHA J103a MpU MOHOoTepanus wim 10 mg
JHEBHO NMPH KOMOMHHPAHO JieueHne (BXK. Touka 5.1).

[IpoduakTika Ha peruIUB HAa OUTIOSIPHO pas3cTpoicTBo: [IpenopruBaHaTa Ha4YaIHA J103a €

10 mg/nueBHo. [Ipy manueHTH, KOUTO ca MOJy4YaBaly OJIaH3alKH 32 JIeYeHHe Ha MaHUEH eMU30/1, 32
npoduIaKTHKa Ha TOBTOPHATA UM I05Ba, C€ IPENopbhUBa NPOIb/DKaBaHE HA TEPAIUTA ChC ChIaTa

no3a. [lpu nmosiBata Ha HOB €MK30/1 HA MAaHHS, CMECEH E€MHU30/ WIH EMHU30/ Ha JeTPECHs, ICUEHHETO C
OJIaH3aIUH TPsOBa 11a MPOABIDKH (C ONTUMHU3HpPaHE Ha 103aTa, aKO € HEOOXOAMMO) C TOITBIHATEITHO

JieyeHHe Ha CUMIITOMUTE Ha HapylIeHHE Ha HACTPOSHUETO, aKO € KIIMHUYHO MTOKa3aHo.

Ilo Bpeme Ha jeueHNETO HA MHU30(pEeHNs, MAHUEH €MTN30/1 U TPY PO MIaKTHKA HA PEIUANBH HA
OHMIOISIPHO Pa3CTPOICTBO NHEBHATA /1032 MOXKE Jla Ob/le KOpUTHpaHa IMOCTETIeHHO Ha 0azarTa Ha
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MHIMBHIYATHOTO KIMHUYHO ChCTOSHHE B paMkuTe Ha 5-20 mg/nueBHo. [loBumasane Ha 103aTta 10
HMBa HaJ NPENopbyBaHaTa HaYaIHA JI03a CE MPENopbhUBa caMo CJe]] ChOTBETHA KIIMHUYHA ITPEOLICHKA
u TpsiOBa a cTaBa Half-00II0 Mpe3 UHTEPBANK HE MO-Mallku OT 24 yaca. OnaH3anuH MOXe Ja ce
npuemMa 0e3 Bpb3Ka C XpaHEHEeTO, Thii kaTo abcopOuusaTa He ce NOBIUsABA OT XpaHata. [Ipu
IpeyCTaHOBSIBaHE ITPHEMa Ha OJaH3aIMH TPAOBa /1a ce MMa MPEeABHI NOCTEIIEHHOTO HaMaJIsiBaHe Ha
J03aTa.

Olanzapine Glenmark Europe Ta6nerka, qucneprupaiia ce B ycrata, TpsioBa 1a Ob/ie moctaBeHa B
ycTaTa, KbJIETO TSI ObP30 Ce TUCIEPrupa B CIIFOHKATA Taka, 4e Jia Obje JIECHO MPErIbTHATA.
OTcTpaHsBaHETO OT yCTaTa Ha Isla JUCIIEprupaliia ce B ycrara tabierka e TpyaHo. Thil KaTo
JMCIIeprupaiiara ce B ycrara tabjieTka e 4yIuiiBa, Ts TpsiOBa 1a Objie mpreTa BeaHara cliie
U3BAXKIAHETO OT OJmcTepa. J[pyra Bb3MOKHOCT € TUCIIEPTHPAHETO i B ITBJIHA Yallla BOJa WM Ipyra
HOAXO/ISIIa HATMTKA (MOPTOKAIOB COK, SIOBJIKOB COK, MIISIKO HITH Kade) HEMOCPEACTBEHO MPEIH
npreMa.

OmnanzanuH nofT ¢popMaTa Ha AUCIIEpPrUpaIia ce B ycraTa TableTKa € OMOeKBeBAIIEHTEH Ha OJIaH3AINH
00BHTH TaOJETKH, KATO MPHUTEKaBA MOA00HA CKOPOCT U CTEeTeH Ha abcopOums. Tol uma chinara
JIO3MPOBKA U 4ECTOTa HA MPUIIOKEHHUE KAKTO OJIaH3amuH 00BUTH TabneTku. OnaH3anuH TabJIeTKy,
JIICTICPTUPAIIN Ce B yCTaTa, MOXKe Jia ObJic N3MON3BaH KaTo alNTepHATHBA HA OJIaH3aMuH OOBUTH
Ta0JICTKU.

CrenuanHu nonyJIaiun

Cmapuecka 6v3pacm

OOUKHOBEHO HE Ce MPEnopbyBa MO-HUCKa OT OO0MUaiiHaTa HavyaiaHa 703a (5 mg/qHeBHO), HO TaKaBa
71032 MOYKE J1a Ce MMa MPEIBH/I IIPH MAIIMEHTH Ha U Haj 65 TOAWHY TOraBa, KOraro KIIMHHYHATE
¢axTopu To Hamarat (BX. ChIo TO4Ka 4.4).

bvopeuno u/unu uepnoopodro yepescoane

[Ipu TakvBa maryieHTy TPsIOBa 1a ce UMa IpEeABHU/I MTO-HUCKA HadanHa fo3a (5 mg). B ciayyan Ha
yMepeHa 4epHOIpoOHa HeocTaThuHOCT (1upo3a, Child-Pugh knac A unu B) nHayannara no3a tpsaoBa
na Obie 5 mg U a ce yBelauvaBa caMo C TIOBHIIICHO BHUMAHUE.

Ihwauu

HauannaTa 1032 1 JO30BUSIT AMANa30H HE € HE0OXOIUMO PYTHHHO JIa € IPOMEHST MpU He-TylIayn
cnpsimo mymrayd. [lymeHeTo Moske Jla HHAyIpa MeTadoar3Ma Ha oflaH3anuH. [IpernopbuBa ce
KIIMHUYHO MOHUTOPHUPAHE U MOXeE JIa Ce MMa TPEABH/I IOBHIIIaBAaHE HA J03aTa Ha OJIAH3aIH, aKo €
HeoOxoauMo (BXK. Touka 4.5).

Korato e Hanue noseye oT enuH, 3a0apsi Metaboan3ma, GakTop (KEHCKH IOJI, CTapuecKa Bb3pacrT,
Herymniay), TpsaOBa a ce MMa IIpeABH HaMallsiBaHe Ha HadayiHata Jo3a. [loBuiaBaneTo Ha 1o3aTa,
KOTaTO TOBa € HEOOXOIMMO, TPsIOBA J]a CTaBa MOCTETIEHHO TPH TE3H MAIlUEHTH.

Koraro e He0o0o0Xx0/1MMO TIOBHIIIABaHE Ha j03aTa ¢ 2,5 mg, TpsoBa aa ce u3nonssa Olanzapine
Glenmark o6BuTH TabIeTKH.

(Bx. cpimio Touka 4.5 u Touka 5.2)

Ileduampuuna nonynayus

OnaH3anuH He ce MPernopbyBa 3a ynorpeda OT Jiela U IOHOIIH 1o 1§-roaniHa Bb3pacT nopaiu
JIMIICA Ha JIaHHH 3a 0€30MacHOCT U epuKacHOCT. [Ipr KpaTKOCpOUYHH NPOYYBaHUS ITPH NAIMEHTH B
IOHOIIIECKA BB3PacT € ChOOIICHO 3HAYNMO yBEIHYEHHE Ha TEJIECHOTO TErJI0, N3MEHEeHUs B HUBATa Ha
JUNUANTE U IPOJIAKTHHA B CPABHEHHUE C TIPOYYBAHMS NIPU BB3PACTHHU MALMEHTH (BXK. TOUKH 4.4, 4.8,
5.1us.2).
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4.3 TIlpoTuBomoka3aHus

CBpPBXYYBCTBUTEIHOCT KbM aKTUBHOTO BEIIECTBO WM KbM HSIKOE OT TTOMOIITHUTE BEIIECTBA,
n30poeHu B Touka 6.1. [lanmeHTH, mpu KOUTO € U3BECTHO, Y€ MMa PHCK OT IOSBaTa Ha TECHOBI'hJIHA
TJIayKoma.

4.4 ChneuuajaHu nmpeaynpesieHus U NPEANa3Hu MePKH NPHU ynoTpeda

ITo BpeMe Ha aHTUTICUXOTHYHO JICYCHHE MOJ0OPEHHE B KIIMHUYHOTO ChCTOSIHUE HA MAIHCHTA MOJXKE J1a
OTHEME OT HSKOJIKO JHHU JI0 HAKOJKO ceamuld. [Tanuentute TpsaOBa qa 6baaT CTPOro HaOMOJaBaHN B
TO3U TEPUOIL.

IIcuxo3a, cBbp3aHa ¢ JeMEHIHsI, 1/WIM OBEJICHYECKH HAapYIICHUS

OnaH3anuH He ce MPenopbyBa 3a ynoTpeda NpH NanueHTH ¢ IICUX03a, CBbp3aHa ¢ AeMEHINS, H/UIN
MIOBEZICHYECKH HapyILICHUS, IOpaly YBEIM4aBaHEe HA CMBPTHOCTTA M PUCKA OT MO3bYHOCHIOBH
WHIUIECHTH. B miamne6o KOHTpoIMpany KIMHIYHN TPOYYBAHUA (C MPOIBIDKUTETHOCT 6-12 cemMuIn)
IpY TALMEHTH B HAIIpeAHANIA Bb3pacT (cpeHa Bb3pacT 78 TOAMHU) C IICUX03a, CBbP3aHa ¢ IeMEHLUS,
W/WITY TIOBEIEHYECKHU HAPYILICHHs € HaOJI01aBaHO 2-KpaTHO yBEIHYaBaHE HA CMBPTHOCTTA MPU
MalMEeHTUTE, JICKYBAHU C OJIaH3aIllMH, B CPABHCHUC C IMTAHUCHTUTC, TPETUPAHU C Hnaue60 (CBOTBCTHO
3,5% crpsimo 1,5%). Tlo-Bucokata CMBPTHOCT HE € CBbp3aHa ¢ J03aTa Ha OJIaH3aIuH (CpeaHa THeBHA
nmo3a 4,4 mg) UK ¢ MPOABIDKUTETHOCTTA Ha JIeYeHNEeTo. PHCKoBHTE (hakTOpH, KOUTO MOTAT J1a
Npeapa3nosaokaT Ta3y HOMyIalys MAUEeHTH KbM YBEJIMY€HA CMBPTHOCT, BKJIFOUBAT Bb3pacT > 65
TOJIMHU, TUc(arus, ceqalus, HapyleHo (HeIOCTaThYHO) XpaHeHe U JeXuapaTamnus, 6eIoapooHn
3a00siBaHus (HAIp., THEBMOHUS ChC WM Oe3 acIupalivsi) Wik eAHOBpEMEHHA YyIOTpeba Ha
OcH30/1Ma3enHy. Bripekn ToBa yecToTata Ha CMBPTHHTE CITydan € Ouiia Mo-BUCOKa MPH
ManMueHTUTE, JICKYBAHU C OJIaH3aIlMH, B CDAaBHCHUC C HHaHe60'TpeTI/IpaHI/ITC MHanueHTH HE3aBHUCHUMO OT
TE3H PUCKOBH (DaKTOPH.

B chiuTe KIMHUYHY MTPOYYBAHUS MMa ChOOIICHUS 32 MO3bYHOCHI0BU Hexenanu cboutus (MCHC,
Harp., HHCYJT, IPEXOAEH UCXEMUYEH PHUCTHIT), BKIIFOYUTEIHO U ¢ daTaneH usxon. Habmogasano e
3-kpatHo yBenndaBane Ha MCHC mpu manyeHTH, JeKyBaHHU C OJIaH3aIlMH, B CPAaBHEHHE C TIAIIMEHTHUTE,
Tpetupanu ¢ mianedo (crorBeTHO 1,3% cnpsamo 0,4%). Bcuuku nmanuenTy, JeKyBaHH € OJaH3alliH
WIH U1a1e0o, U KOUTO ca HaOJII01aBaH! MO3bYHOCHI0BH HEXKETaHH ChbOUTHS, Ca C MPeIIIeCTBAIIN
puckoBH akTopu. Be3pact > 75 roMHU U ChJ0B/CMECEH THUII JIEMEHITUS ¢a UACHTU(UIIUPAHU KAaTO
puckoBu Qakropu 328 MCHC BBB Bpb3Ka ¢ JIeUEHHETO C OJIaH3ankH. B Te3u npoy4BaHus He €
yCcTaHOBEHa e()MKAaCHOCTTA Ha OJAaH3aIlUH.

bonect Ha IlapkuHcoH

Ymorpebara Ha oylaH3aIWH 32 JIEYSHNE Ha TICUX03HU TIPU NAIMeHTH ¢ OonecTTa Ha [lapkuHCOH,
CBT)p?,aHI/I C HpI/IeMa Ha JOIIaMHWHOB arOHUCT HE CE€ npenoquBa. B KIIMHUYHHU HpOy‘IBaHI/IH MHOTO
YECTO U M0-YECTO B CpaBHEHHE C IUIaNe0o0 ca JOKIJIaJBaHU BIIONIABAHE HA TAPKHMHCOHOBATA
CUMITOMATHKA ¥ XaITFOIMHAINY (BXK. TOUKa 4.8), a 0JaH3amuH He € Mo-e()eKTHBEH OT IuIaredo
HpI/I JICUCHUEC HA IICUXOTHUYHHU CUMIITOMH. B TE3U HpquBaHHH CC€ N3HUCKBA INAIIUCHTUTEC a4 6’I)JlaT
I'bPBOHAYATHO CTA0WIM3UPAHH ¢ Hali-HUCKaTa ePEKTUBHA /1032 aHTUIIAPKMHCOHOB JICKAPCTBEH
MPOAYKT (JIOMAaMHHOB aroHKCT) U Ja 3ama3sT CHIINTE aHTUIIAPKUHCOHOBH JIEKAPCTBEHU MPOITYKTH
Y JIO3WpaHUs 10 BpeMe Ha poyuBaHeTo. ONIaH3anuH € 3all04BaH B JI03U OT 2,5 mg/THEBHO U
TUTPUPAH 10 MaKCUMyM 15 mg/IHEBHO 10 NPELeHKa Ha U3CJICA0BATEIS.

Hesponentnyen maanruaed cuaapom (HMC)

HMC e noTeHIMaNHO )KUBOTO3aCTPAIIABAIO ChCTOSHUE, CBBP3aHO C JICUYCHUETO C
AHTHUIICXOTUYHU JICKAPCTBEHHU MPOAYKTH. Psijiko ca nokiansanu u ciayyan Ha HMC, cBbp3anu ¢
npuema Ha onanzanuH. Kimmanunure nposisu Ha HMC ca xunepnupexcus, MyCKyJIHa pUTHIHOCT,
HapyIIeHNs] B MUCJIOBHHS NIPOIIEC ¥ JJAHHU 33 BEreTaTHBHA HECTAOMITHOCT (IPOMEHH B TTyJica W
apTEPUANHOTO HAIISATAHE, TAXUKAP/IHs, U3MOTSIBAHE U OTKIIOHEHUS B CHP/ICYHUS PUTHM).
JlonmbIHUTEIHUTE NPU3HALM MOTaT Ja BKJIIOYBAT [TOBUIICHUE HA KpeaTHH GochoKnHa3aTa,
MHUOTTIOONHYpHS (pabaoMHO0IN3a) U 0cTpa ObOpEeUHa HEJOCTATHUYHOCT. AKO MALEHT pa3BUe
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MPU3HAIM U-CUMITOMH, TIokazatenHu 328 HMC, uim uMa HesiCHO TeMIiepaTypHO ChCTOSIHUE Oe3
Ipyru KnuHIYHA TposiBM Ha HMC, nmpuemMbT Ha BCHYKY aHTHIICHXOTHYHH JIEKApCTBA,
BKIIFOUUTEITHO U Ha OJIAH3AIWH, TPsIOBa Ja Ob/ie IPEeyCTaHOBCH.

XUOEePriavuKeMus ¥ Truadet

Hedecto e noknanBaHa XHIIEPTITUKEMHS W/HITH Pa3BUTHE WM BIOIIaBaHe HA TUA0ET, IOHIKOTa
CBBP3aH ¢ KeTOANN03a WM KOMa, BKITFOUHATENHO U CITy4an ¢ daTaieH m3xoa (Bk. Touka 4.8). B
HSKOH OT CIIy4auTe € JOKJIAJBaHO MPEAIISCTBAIO0 TOBUIIABAHE HA TEJIECHOTO TETJIO0, KOETO MOXKE
na 0p1e npeapasnonarain gaxtop. IIpenopbuBa ce CbOTBETHO KIMHUYHO MPOCIENsBaHe, COpe.]
W3MOJI3BAHHUTE YKA3aHUsI 32 yroTpeOda Ha aHTUTIICUXOTHYHH CPEICTBA, HAIIPUMEp H3MEpBaHE Ha
KpBBHATA 3aXap Ha M3XOJHO HUBO, HA 12-Ta ceIMUIIA CJIe]] 3al0YBaHe Ha JICUCHHETO C OJIAH3AIHH
U ClIe]] TOBA ©KeroaHo. [lanueHTuTe, JIeKyBaHU ¢ aHTUIICUXOTUYHU JICKAPCTBA, BKIIFOUUTEITHO
Olanzapine Glenmark Europe, tpsioBa a ce HaOIIOAaBaT 3a MPU3HAIIA K CUMIITOMH Ha
XUMNEePrInKeMus (KaTo HampuMep TOTUANTICHS, IOy pus, monudarus u c1adocT), a MaleHTuTe
ChC 3aXapeH AuadeT Wi Te3U ¢ PUCKOBH (PaKTOPH 3a 3axapeH nuabeT TpsaOBa 1a ce MOHUTOPUPAT
PEIOBHO 3a BJIOIIaBaHE HAa KOHTPOJIA Ha IMtoKo3aTa. Ternoro TpsdBa 1a ce MOHUTOpUPA PEAOBHO,
HaIpuMep Ha U3XOJAHO HUBO, Ha 4-Ta, 8-Ta 1 12-Ta ceMumIIa ciie] 3aII0UYBaHe Ha JICUCHUETO C
OJIaH3AIMH | CJIEJ] TOBA Ha BCEKU TPH Mecela.

I[IpoMeHHU B TUIIUOUTE

HaGuronaBat ce He)xenaHu MPOMEHH B JIMITUANTE TP ALUCHTH, JICKYBaHHU C OJIaH3aIllKH, B
1ane0o0 KOHTPOIMPAaHU KIMHUYHY W3MATBAaHUS (BXK. Touka 4.8). [[pomeHnTe B munmauTe TpsioBa
Jla Ce JIEKYBaT KaKTO € KIMHUYHO YMECTHO, OCOOCHO MPH MALUCHTH C JUCIUIHICMUS U TIPU
NAlMCHTH C PUCKOBU (haKTOPH 3a pa3BUTHE Ha HapylleHus B unuaute. [Ipu nanmenrture,
JIEKyBaHH C aHTHIICMXOTHYHH JieKapcTBa, BKmountearo Olanzapine Glenmark Europe, Tpsiosa na
ce MOHHTOPHPAT PEIOBHO HUBATa Ha JIMIUANTE, CIIOPE]] 3IOI3BAHUTE YKa3aHHUs 3a ynoTpeda Ha
AQHTUIICUXOTUYHH CPEIICTBA, HAIPUMEP Ha M3XOHO HUBO, Ha 12-Ta ceaMuIIa Clie]l 3a0YBaHe Ha
JICYCHUETO C OJIAH3AIMH H CJIe]l TOBA Ha BCEKH 5 TOJMHMU.

AHTUXONMHEPTUYHA aKTUBHOCT

Bbrpeku de mpu in Vitro mpoy4yBaHusATa OJIAaH3AIMH [OKa3Ba aHTHXOJMHEPTHYHA aKTHBHOCT,
OMUTHT 110 BpeMe Ha KIMHUYHHTE MPOYYBaHHMS, IOKA3Ba HUCKA YECTOTa Ha MOJ00HH ciryyan. Thi
KaTO KJIMHUYHUAT ONUT C OJIAH3aIMH MPH NAllMEHTH ChC ChIIBTCTBALLY 3a00JsIBAHUS € OTPaHUYEH,
IpenopbyBa ce TOH Aa ObJe NPEANrCBaH ¢ IOBUILIEHO BHUMAHUE Ha MALMEHTHTE C XUIIEPTPOPHS
Ha TpocTaTaTa WK NapaJTuTHYeH UIEYC U MOA00HH ChCTOSHUS.

YepuoapoOHa G yHKIINA

Yecto ca HaOm01aBaHU PEXOIHHU, OE€3CHMITOMHH OBUIIABAHUS HA YEPHOAPOOHHUTE
amuHotpancgepaszu, ALT, AST, ocobeno B HauanoTo Ha jedeHueTo. M3ucksa ce oBUILEHO
BHUMaHUe Npu nanueHTute ¢ nopuineHr ALT w/unu AST, npu maiueHTuTe ¢ Npu3HaIy 1
CUMITOMH Ha YEPHOAPOOHO YBpEXKIaHe, KaKTO U MPH TE€3H C MPEIXOJAHN ChCTOSHUS, CBBP3aHU C
OrpaHUyYEHH YepHOAPOOHN (HYHKIMOHAIHHU PE3EPBH, WIM TAKUBA, KOUTO ca OMJIIM JIEKYBaHH C
MOTEHIIMATHO XENaTOTOKCUYHH JIEKapCTBEHU MPOAYKTH. B ciydyanre, koraTo € TuarHoCTHLIMpaH
XeMaTUT (BKIIOYUTEIHO XENaToleyIapHO, X0JIeCTATHYHO M CMECEHO YePHOAPOOHO
YBpeXIaHe), JSUCHUETO C OJIaH3alKH TPsiOBa Aa Obje NPEyCTaHOBEHO.

HeyrtponeHnus
Heo0xoumo € BHUMaHKE TPY HAlIMEHTUTE, KOUTO IO HIKaKBa MPUYKHA ¢a C HUChK Opoit

JIEBKOLIUTH W/UITK HEYTPODIITH, IPU TTAIIMEHTUTE, 32 KOUTO € U3BECTHO, Ye MOTyJYaBaT MPOIYKTH,
BOJICIIIU /10 HEYTPOIIEHUS, IPY ALMEHTUTE C aHAMHE3a 32 JIEKaPCTBEHO-MHAYLIMPAHO ITOATUCKAHE
Ha KOCTHHSI MO3bK/KOCTHO-MO3b4YHA TOKCHYHOCT, MIPY MTALMEHTUTE C MIOATUCKAHE Ha KOCTHUS
MO3BK MOPaJiy ChITHTCTBAIIO 3200JIsIBaHE, IbUEICUeHUE WITH XUMHUOTEPAITHS, KaKTO U MPU
NAaIMEHTHUTE ChC CHCTOSHUS Ha XUNIEPEO3MHO(DUIHS WIIM MUEIONpoidepaTuBHO 3a00IIsBaHe.
HeyTponenus 0OMKHOBEHO ce I0KJIaABa YeCTO PH €JHOBPEMEHHO NMPHUIIOKEHUE HA OJIaH3aIlUH C
Bajmpoar (Bx. Touka 4.8).
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IIpekbcBaHe Ha JEYEHUETO
OcCTpY CUMIITOMH KaTO TIOTEHE, OE3ChHHE, TPEMOP, TPEBOXKHOCT, TaJICHE WJIM TIOBPBINAHE ca
noknanBanu psaako (> 0,01% u < 0,1%) mpu ps3Ko ciipaHe Ha OJaH3aIliH.

QT unTepBan

B ximanYHE ipoyuBaHus ca HabmogaBanu Heuectu (0,1 % m0 1 %) KIMHUYHO 3HAYNMUA
yabiokaBanus Ha QTc-untepsana (QT xopekuus Fridericia [QTcF] > 500 munucexkyHu [msec]
1o Besiko Bpeme cien u3xoanoto EKI mpu nanuentu ¢ uzxoano QTcF < 500 msec) mpu
MAIMEHTH, JIEKYBaHU C OJIAH3aMH, KOUTO HAMAT CHTHU(UKAHTHHU Pa3Indus B CBP3aHUTE
KapIHOJIOTHYHN ChOUTHS B cpaBHEHHE ¢ Tutane6o. HeoOxoammo e o6ade, ojaH3aIiH aa ce
MPENMKUCBA ¢ MOBUIIIEHO BHUMAHHUE 3a€/HO C JIEKAPCTBEHH MPOAYKTH, 32 KOUTO € H3BECTHO, U
yabmkaBar QTC-uHTepBana, 0COOSHO MPH MAIMEHTH B CTapuecka Bh3PACT, MPU MAIUCHTH ChC
CHHPOM Ha BpojieH yabiokeH QT, 3acToiiHa ChpacuHa HEOCTAThYHOCT, XUTIEPTPOHs Ha
CHPIIETO, XUTOKATHEMHUS W XHUITOMATrHE3HEMHSL.

Tpomboem60au3bM

Heuecto (> 0,1% u < 1%) ce cho0IIaBaHo 3a Bpb3Ka BbB BPEMETO MEK/TY JICUCHHE C OJaH3AMUH 1
BEHO3eH TpoMOoeMOonn3bpM. He e ycraHOoBeHa MPUYMHHO-CIIEICTBEHA Bpb3Ka MEXKIY MMOsiBaTa Ha
BEHO3HUS TPOMO0OEMOOIM3bM U JICUSHHETO C OJIaH3amuH. BhIpekn ToBa, Thif KATO MPH MAIMEHTHUTE C
mu30(peHus YecTo ca HaJHIle TPUI0OUTH PUCKOBH (PAKTOPH 32 BEHO3EH TPOMOOEMOOTH3BM, TpsiOBa
na 6paaT nAeHTUUIUPAHN BCHYKA B3MOXKHU pUCKOBH (akTopu 3a BTE, Hamp., 00e3nBmkBaHe Ha
NalMeHTHTE, U a ObAaT MPEANPUETH IPOPHIAKTUIHH MEPKH.

Oo61o aeiicteue Bppxy LHHC

Karo ce umat npenBu ocHOBHATE eekTH Ha onaH3anuH Brpxy LHIHC, HeoOXoaumMo e moBUIIIeHO
BHUMAaHHUE NMPH KOMOMHUPAHETO Ha MPOJYKTA C APYTH LIEHTPATHOICHCTBAIIH JICKApCTBA U aJIKOXOI.
Tbi KaTO ONAH3aIMMH iN Vitro ce MposABsABa KATO aHTATOHUCT Ha JOTIAMHMHA, BE3MOXHO € TOM /1a
aHTaroOHW3Mpa ePEKTUTE HA MPEKUTE U HEMIPEKUTE JONAMHUHOBU arOHUCTH.

[Ipunaneuu
OmnanzanuH TpsOBa Ja ce Mpuiiara BHUMATEHO TPY MallMeHTH ¢ aHAaMHEe3a 3a TbPYOBE MM KOUTO ca

M3JI0’KEHHU Ha (aKTOpHU, KOUTO MOTaT Jla HaMaJIsT I'bpuoBHUs npar. Hepsinko ca 1oxiagBaHu cioydad Ha
rbpPUYOBE [IPU TAKMBA NALMEHTH, KOUTO Ca JIEKYBaHHU C ojlaH3anuH. [loBeueTo oT Te3u ciayvau ca Ouiu ¢
aHaMHe3a 32 I'bPYOBE WIIM PUCKOBU (aKTOPHU 32 TAXHATA MOSBA.

TapauBHA TUCKHUHE3US

B cpaBHUTETHYU IPOYUYBaHUS C IPOIBIDKUTETHOCT HA JICUEHHUETO JI0 €IHA TOJMHA OJIAH3AIHH €
CBBP3aH ChC CTATHCTUYECKU 3HAUMMO TO-HUCKA YECTOTA Ha JICUCHHE HA CIIYYaHWTE C MOsSBA Ha
HEOYaKBaHa JUCKWHE3WsI. PUCKBT OT mosiBa Ha TapAUBHA AUCKWHE3USI HAPACTBA C MPOIBIDKUTEITHOCTTA
Ha eKCIO3UIINATA, IOPAN KOSTO B CIIyYaid Ha TOsBa Ha MPU3HAIM WM CHMIITOMHU Ha TapIMBHA
JIUCKWHE3WS TIPY TAIIMEeHT Ha OJIAH3aIlMH € He0OXO0 MO /1a c€ OOMICITH HaMallsiBaHe Ha J103aTa WU
MpEeyCTaHOBsBaHe Ha JedeHneTo. CUMIITOMUTE Ha TapAWBHA AUCKUHE3US MOTAT Ja Ce BIIOMIAT
BPEMEHHO WJIU JIOPU J1a C€ TIPOSBIT Clie]] IPEeKbCBaHE HA JICYCHHUETO.

OprocTaTnyHa XUIOTOHHS

B xIMHWYHM pOyYBaHMS C OJIaH3ATIMH NPH MAIUCHTH B HAIpeIHAIA Bb3pacT HeUecTo € HaOIltoJaBaHa
OopTocTaTU4HA XUITOTOHUS. [IpenoppuBa ce NeEpUOANYHO NPOCIEAsIBaHE Ha apTEPUATHOTO HAJSTaHe
MIpY MAIMEHTUTE HA Bb3pacT Haja 65 TOANHH.
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BHe3amnaa cppAaeUHa CMBPT

B nmocTmapkeTHHTOBY CHOOIICHHS MTPY MAIUSHTH C OJaH3aIMH € ChOOIaBaHo 3a Ciiydail Ha
BHE3aITHA Chp/IeYHa CMBPT. B peTpocneKTHBHO 00CepBalnOHHO KOXOPTHO MPOYyYBaHE PUCKBT OT
Mpe/noiaraeéMa BHe3amHa Chp/IeYHa CMBPT IPH MAIUEHTH, JIEKYBaHU C OJaH3AIHH, €
MPHUOIM3UTEITHO JBa TTH ITO-BUCOK OT PHCKA MPH MAIUCHTHTE, KOUTO HE yIIOTpeOsIBaT
AHTHUIICUXOTHUIU. B MpoyYBaHETO PUCKBT OT OJIAH3AIMH € CHIIOCTABUM C PHCKA OT aTUITHYHUTE
AHTUTICHXOTHIIA, KOUTO ca BKJIFOYCHH B COOPEH aHaJIH3.

[eauatpuyuHa HoMyJaIus

OnaH3anuH He € MOoKa3aH 3a JICYSHUE Ha Jela U oHomu. [IpoyuBaHus npy NallMeHTH Ha Bh3pacT
Mexay 13 u 17 roJuHu MoKa3BaT pa3IniHU HEeXKEJaH! PEaKIiy, BKIIOUYUTEITHO HAITbIHSIBAHE,
MPOMEHH B METAOOIUTHUTE MTapaMeTPH U yBeIMIaBaHE Ha MPOJAKTHHOBHTE HHUBA (BXK. TOUKH 4.8
us.1).

Denunananun
Olanzapine Glenmark Europe tabneTku, TUCIepryupaliy ce B ycTara, ChabpXKaT acnapTaM, H3TOUHHK
Ha ¢eHMIANaHuH. MoXxe 1a e Bpe/ieH 3a xopa ¢ (DeHUIKETYHOPHSL.

45 B3aumoaeiicTBHE ¢ IPYTU JeKAPCTBEHH MPOAYKTH U APYru (popMH HA B3auMojeiicTBHE
IIpoyuBaHus 3a B3aUMOJECHUCTBUSITA €A IPOBEXKIAHHA CaMO IPU Bb3PACTHHU.
IloTeHuyanHy B3aMMOICHCTBYS, TOBJIUSIBALIY OJIAH3AINH

Twit kato onanzamuH ce Metabonm3upa or CYP1A2, BemecTBa, KOUTO MOTaT CIEIUGUIHO J1a
HHAynupart ujin I/IHXI/I6I/IpaT TO3U U30€CH3UM, MOT'aT Ja IMOBJIHUAAT (I)apMaKOKI/IHeTI/IKaTa Ha OJIaH3aIInH.

Wanykimg nva CYP1A2

MeTa0omu3MBbT Ha OJIAH3AITKUH MOXKE Ja Ob/Ie MHAYIMPAH OT TIOTIOHOMYIIEHE U KapOaMaserrH, KOeTo
MOJKe J1a JIOBEJIE JI0 MOHIKaBaHe Ha KOHIICHTPAI[MUTE Ha oaH3anuH. HabnrogaBaHo € caMo JIeKO J10
yMepeHO MOBHINIaBaHe KIMPHHCA Ha OaH3anuH. KITMHNYHOTO 3HaYeHHe MO BCAKA BEPOSITHOCT €
OTPaHUYEHO, HO CE MPENophYBa KIIMHUIHO TIPOCTIEAIBAHE U OOMUCIISTHE BB3MOXHOCTTA 32
MOBHINIABAaHE HA J[03aTa OJIaH3aIllH, aKO € Heo0X0AUMO (BXK. TOUKa 4.2).

Nuxubupane Ha CYP1A2

OnyBokcamuH, crieruduaeH CYP1A2 uHxubutop, € mokazaj 3HauuTeTHO HHXHONpaHe Ha
MeTaboan3Ma Ha onanzanuH. CpenHoTo yBennyaBane Ha Cmax Ha OJIAH3AIUH ciie]] PIyBOKCaMHH €
ouno 54 % npu >xeHu Henywwadky U 77 % npu Mbxe nymaud. CpeAHOTO yBeTHYaBaHe Ha IJIOLITa
MoJl KpHBaTa Ha OJIaH3aIHH € ChOTBETHO, 52 % u 108 %. IIpu maumeHTH, KOUTO IpUeMaT
¢dyBokcamuH win apyr naxubutop Ha CYP1A2 karo nunpodriokcanuH, TpsOBa ga ce 00MUCIIH T10-
HHUCKa HavanHa 1o3a. HamansBane Ha go3aTa Ha oylaH3anuH TpsiOBa 1a ce uMa MpeABH, B CiIydail Ha
3aroyHaro jeueHue ¢ naxuoutop Ha CYP1A2.

HamansBane Ha OMOHAJIMYHOCTTA
AKTUBHHAT BBIVIEH HaMaJIsiBa OMOHAIMYHOCTTA Ha MepopainHus onanzanul ¢ 50 o 60% u tpsdBa na
ce npueMa Hali-MaJIKo 2 Jaca IIpeJy WIX CJIe/l OJIaH3allUH.

Hsama nannu, e ¢iryokcerun (maxudburop Ha CYP2D6), enuanyam 1031 aHTHANA] (A TyMUHUH,
MarHe3ui) Wik UMETHUIUH MTOBJIUABAT 3HAYUTEIHO (hapMaKOKMHETHKATA Ha OJIaH3aIlNH.

BinsHue Ha onaH3anvH BHPXY APYIH JEKAPCTBEHU IIPOAYKTH
OrnaH3anuH MOKe J1a aHTarOHU3Upa €PEeKTUTE HA MMPEKUTE U HEMPEKH JOITAMUHOBU ar OHUCTH.

Omnanszanun He naxuOupa ocHoBHUTe CYP450 nzoensumu in vitro (mamp., 1A2, 2D6, 2C9, 2C19,
3A4). Jluncata Ha B3aMMOJICHCTBHUE CE MOTBBPIKAaBa B IN VIVO poy4YBaHuUs, KbJIETO HE €
HaOJr0IaBaHO MHXUOMpaHe Ha MeTaboIM3Ma OT CIICIHUTE aKTHBHHU BEIIIECTBA: TPUIIMKITUIHU
anTHenpecanTH (moBnusBaiy npeaqumuo rpymara CYP2D6), Bapdapun (CYP2C9), Treodmmu
(CYP1A2) i muazenam (CYP3A4 u 2C19).
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He e ycTtanoBeHO B3anMoO7eiicTBHE Ha OJIAH3AINMH C JIUTHIA WK OUIEPUICH IPY €THOBPEMEHHOTO MM
MIPUIIOKEHUE.

TepaHeBTI/I‘IHOTO MOHUTOPHPAHE HA IJIa3MCHUTC HMBA HAa BAJIIIPOAT HE ITOKa3Ba HCOGXOI[I/IMOCT oT
KOPCKIMA Ha J03aTa Ha BaJIIIpoaT CJICA BKIFOYBAHETO HA OJIaH3aIlMH.

06110 neiicreue Bppxy IHHHC
TpsiOBa 1a ce MposIBsBA MOBUIIICHO BHUMAHUE TPY NAIIMEHTH, KOUTO KOHCYMHUPAT AJIKOXOJ HITH
MpUEMAT JICKAPCTBCHH MPOAYKTH C MOTUCKAIIO JICHCTBUE BHPXY IIEHTPaIHATAa HEPBHA CHCTEMA.

He ce npenopsyuBa eTHOBPEMEHHOTO MPUIOKEHUE HA OJIAH3AMKH C aHTHIIAPKHHCOHOBH JICKAPCTBEHU
MPOAYKTH IIPY TAIIMEHTH ¢ OoJiecTTa Ha [lapkuHCOH 1 nemeHIus (BX. Touka 4.4).

QTc unrepBan

Omnan3anuH TpsOBa Ja ce Mpujlara BHUMATEIHO SHOBPEMEHHO C JIEKAPCTBEHH MPOIYKTH, 38 KOUTO €
W3BECTHO, 4ye yBennyaBar QTC-uaTepBaia. (BxK. Touka 4.4).

4.6 @epTHINTET, ) PEMEHHOCT U KbpMeHe

BpemenHoct
Hsma choTBeTHH 10Ope KOHTPOIUPaHH MTPOYIBaHUS BEPXY OpeMeHHU KeHH. [lanmenTkuTe TpsaoBa na

ObJaT ChbBETBAHM Ja YBEJOMSBAT CBOA JIeKap, aK0 3a0peMeHEsT I UMaT HaMepeHHue Ja 3a0peMeHesIT
10 BpEeMeE Ha JICYEHUETO C OJaH3alluH. Bhipeku ToBa, mopagy orpaHuueHHst ONUT IIPH X0Pa,
OJIaH3amuH TpsOBa 1a ce mpuiiara o BpeMe Ha OpPeMEHHOCT caMo, aKO ITOTEHIIMATHATA 107132
MPEBUIIaBa OTCHIUATHHS PUCK 32 TUIOJA.

[Tpu HOBOpOIEHN, N3TIOKEHH HA AaHTUTICUXOTHUIIH (BKIIOYHTETHO OJIAH3AINH) TIPE3 TPETUS TPUMECTHP
Ha OPEMEHHOCTTA UMa PUCK OT HEXKEJIaHU JICKAPCTBEHH PEAKIUH, BKIIFOUBAIIHA SKCTPAUPAMHTHU
CUMITOMH H/WJIM CUMIITOMH Ha OTHEMAaHE CJIe]l paXKIaHEeTO, KOUTO MOTaT Jia BApUPAT T10 TEIKECT U
MPOABIDKUTETHOCT. JIOKIIaIBaHN ca ciy4ail Ha Bb30y/a, XUIEePTOHUS, XUTIOTOHHS, TPEMOP,
COMHOJIEHTHOCT, pECIIUPATOPEH JUCTEPC UM XPAHUTENIHU pa3TCPOHCTBA. 3aTOBA, HOBOPOJICHUTE
TpsiOBa Ja OBJAT BHUMATEIIHO MOHUTOPHUPAHHU.

Kopmene
B npoyuBane nipu 31paBu, KbpMEIH )KCHH € YCTAHOBEHO, Y€ OJIAH3AMMH C€ EKCKPETHPa ¢ MAHIMHOTO

Misiko. CpeiHaTa eKCIo3uIus 3a KbpMadeto (mg/kg) mpu cTanimoHapHU CHCTOSHUS € OIpe/IelieHa
karo 1,8% ot no3ara, npuera ot Maiikara (mg/kg). [TanmenTkuTe TpsiOBa na OBAAT CHBETBAHU Ja HE
KbPMST JIeliaTa CH, aKo IpUeMar OJIaH3aIliH.

Peprunurer
Edextn BbpXy pepTuinteTa He ca M3BECTHH (BXK. TOUKa 5.3 3a MpeAKITUHUYHA UHPOPMAITHS).

4.7 EdexTn BbpXy cnocodHOCTTa 32 modupane u padora ¢ MAIIUHA

He ca nmpoBexianu mpoy4BaHus [0 OTHOIICHHE HAa €PEKTUTE BHPXY CIIOCOOHOCTTA 3a MIopHUpaHe U
pabota ¢ MamuHU. Thil KaTO ONAH3aNIMH MOXE J1a JOBE/IE/IE 110 MOsABAaTa HAa ChHIMBOCT MM
3aMasHOCT, NAllMEHTHUTE TPsIOBa 1a ObJAT MpeayNpeeHH B CIydail Ha yIpaBieHUEe Ha MAINHY,
BKITFOUHTEITHO MOTOPHHU TIPEBO3HU CPEJICTBA.

4.8 Hexenanu JieKapcTBeHH peaKuH

Pesrome Ha npoduia Ha 6€30I1aCHOCT

Bv3pacmuu
Haii-yecto ( HabmomaBanu npu > 1% OT manueHTUTe) JOKIaIBAHUTE HEXEJIaH! JIEKapCTBEHH
peaxkuum, CBbp3aHy ¢ IPUI0KEHUETO HA OJIaH3aMMH B KIIMHUYHU U3IUTBAHMSA, Ca ChHIUBOCT ,
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Ha/IJJaBaHe Ha TETJI0, €03MHOMMIIHS, YBEIIMYCHU HUBA Ha TIPOJIAKTHH, XOJIECTEPOII, TIIOK03a 1
TpUIHIEPUAA (BK. TOUKa 4.4), TIHIOKO3ypHsl, YBEIIMYCH allETUT, CBETOBBPTEIK, aKATH3HS,
MAapPKUHCOHU3BM, JICBKOTICHUSI, HEYTPOTICHUS (BX TOuKa 4.4), TUCKUHE3Us, OPTOCTATUYHA XUITIOTOHUS,
AHTUXOJIMHEPTUYHU €PEKTH, MPEXOTHU OE3CHMIITOMHHU YBEIMUCHUS HA YSPHOIPOOHHUTE
amuHOTpaHc(hepasu (BXK. Touka 4.4), 0OpuB, acTEHUS, yMOpPa, MUPEKCHS, apTPAITH, TOBHUIIICHA
ankanHa ¢ocaraza, BACOKA CTOMHOCT HA TaMa-TIIyTaMUITpaHcdepasa, BUCOKA CTOMHOCT Ha MTUKOYHA
KHCEIINHA, BUCOKA CTOMHOCT Ha KpeaTHH(POCPOKNHA3a U OTOK.

CIuChK Ha HEXETaHUTE JEKAPCTBEHH PEaKIINH, IPEJCTaBeH B TabnuIa

B npencraBenara Tabnuia ca 130pOCHU HEKENAHU JICKAPCTBEHU PEaKLIUK U JTa00paTOPHH
W3CJICIBAHUS TI0 IJAHHU OT CITIOHTAHHU CHOOIICHUS U KIIMHUYHY poy4Banus. [Ipu Besko rpynupaHe B
3aBHCUMOCT OT YEeCTOTaTa HeXKENAaHUTE PEakIMy ca MPEJACTABeHH B HU3XOJISII PeJT IO OTHOIICHUE Ha
TAXHATA CEPHO3HOCT. TepMUHHTE 3a YeCcTOTa ca AeprHIUpaHu KakTo cienasa: Muoro gectu (> 1/10),
yectd (> 1/100 mo < 1/10), newectu (> 1/1 000 mo < 1/100), penku (> 1/10 000 mxo < 1/1 000), muaOTO
penku (< 1/10 000), ¢ HensBecTHA YecToTa (HEe MOXKe fa ObJie OlIEHeHA OT HATMYHHUTE JaHHU OT
CHOHTaHU CHOOIICHUS).
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Mmnoro Yectn Heuvectn Penxn C HeusBecTHA
YecTH qecToTa
Hapyuienuss Ha KpbBTA U JUM(HATA CHCTEMA
Eozunodpunus TpombGormronenus
Jleskonenns™®
Heyrponenus*®
Hapyumienusi Ha MMYHHATa CHCTEMa
CBpPBXYYBCTBUTEITHOCT
11
Hapyumienuss Ha MeTa00/1M3Ma U XPAHEHETO
Ilopumasane | IloBulleHu HUBA HA | PaspuTHe WK Xunorepmus*?
Ha TerjaoTo! xoJsecTepon’s oBocTpsiHe Ha Anager,
HOBHme?H HUBA HA | 1opgkora cBBp3aH ¢
TIIFOKO3a
IToBumenu HuBa Ha KeTOaln03a HITH
TpHTITHIEpHAN®S KOMa, BKITFOUNUTEITHO
CimoKko3ypus (arannu caydau (BK.
IoBuIiieH aneTuT Touka 4.4)!!
Hapyumienusi Ha HepBHAaTa CHCTEMA
CoMHOMIEHTHO | 3aMasHOCT I'spuose, korato B Hesponentuuex
cr Axarnsus® 6 MOBEYETO CIIyYau € MaJIMTHEH CHHIPOM
HapKHHCOHHG%M JIOK/a/[BaHA aHAMHE3a | (BK. Touka 4.4)%?
AuckHHesus 3a I'bPYOBE WIH CUMOTOMH Ha
PHCKOBH (D)aKTOPH 32 npexbcpane’
rbpuosel?
Jucronus
(BKITIOUUTETTHO
OKynmorupanus)*t
TapnuBHa
JTUCKITHE3HS !
Awmnesus’®
Juzaptpus
3aexpane!!
CungpoM Ha
HECHIOKOHHUTE Kpakall
CbpaeyHn HApYLIEeHHUS
Bpaguxapaus Kamepna
VYabmxaBane Ha QT Taxukapaus/pudpuna

HHTEpBaJa (BXK. TOUKa
4.4)

1Usl, BHE3AMHA CMBPT
(k. Touka 4.4)!

CbaoBu HapyLICHHS

OpTocTaTuyH
a

XI/IHOTOHI/ISI:LO

TpomboeMOoIH3EM
(BKITIOYUTEITHO
OemonpodeH
eM00In3BM U AbI00Ka
BEHO3Ha TPoM003a)
(Bk. Touka 4.4)

PecimpaTopHu, rpbAHM H MeIHACTHHAJIHM HAPYIIEHH

| Emncraxenc®

CToMalmiHO-4YpeBHM HAPYILEHHS

Jlexu, npexogHu
AHTUXOJIMHEPTUIHU
edexTH,
BKJIFOYBAIIA
oOcTHmanys u
CyXoTa B ycrara

[MonyBane Ha kopema®
Xurnepcanupanus

[Mankpeatur!?
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XenaToOMJIHAPHHM HAPYIICHHSA

TIpexonnu,
0e3CUMIITOMHA
MTOBUIIICHUS Ha
YepHOIPOOHUTE
aMHHOTpaHchepasn
(ALT, AST),
0co0eHO B
HAYaJ0TO Ha
JIEYEHUETO (BK.
Touka 4.4)

Xenarur
(BKJIFOYHUTEITHO
XaIaTolelyIapHo,
XOJIECTaTHYHO UIIH
CMECEHO
YepHOIPOOHO
yBpexaaHe)*t

Hapymemm HA KO’KAaTa M NOJAKO0XKHATA ThbKAaH

O6puB

Peaknms Ha
(hOTOUYBCTBHUTEITHOCT
Anonenus

JlexapcTBeHa
peakuus ¢
€03MHODUIHS U
CHUCTCMHH
CHUMIITOMH
(DRESS - Drug
Reaction with
Eosinophilia and
Systemic
Symptoms)

Hapyienusi Ha MyCKYJTHO-CKeJIETHATA CHCTEMA U CheIMHUTETHATA ThKAH

| Aprpanrus®

Pa6romuonusall

Hapymenusi Ha 0bOpennTe M NMKOYHUTE IbTUIIA

WHKOHTHHEHLIMA HA
ypHHAaTa, peTeHIUs Ha
yprHa

3aTpyIHEHO
ypuHupane'!

C'bCTOﬂHI/IH, CBbpP3aHu C ﬁpeMeHHOCTTa, POAOBHUSA H ITOCJTCPOTOBHUS MEPUOJ

Cungpom Ha
OTHEMaHe MpH
HOBOPOJIEHOTO (BXK.
TouKa 4.6)

Hapyumenusi Ha Bb3MPOM3BOANTETHATA CHCTEMA M I'bpAATA

Epextunna
JTUCYHKIUS TTpH
MBXKE

Hamaneno mu6uno
NPU MBKE U KEHN

AmMeHopes
YronemsiBane Ha
I'bpANTE

INanaxropes npu xeHu

Mpuanuzbm*?

I'mHekomacTusi/yroiem
sIBaHE HA I'BPINTE TPH
MBXKE
OO0 HapymeHnsi M e(peKTH HA MACTOTO HA MPHJIOKEHHE
Acrenus
YMmopa
Otok
TMupexcus®
M3caensanus
TToBumenu IloBumena ankanna | [Tosuimen 00T
TIa3MeHn docparazal® GuHpyOHH
HUBa Ha Bucoxka croitHocT
nponakTun® Ha KpeaTHH
pocdokunazall

Bucoka croiiHocT
Ha rama-
TIIyTaMuITpanchep
azal?
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Bucoka croinoct
Ha MUKOYHA
kucenuaal®

' Kouamdso CUTHH()MKAHTHO MOBHUINIABaHE HA TETIIOTO € HAOIIOJaBaHO Mpe3 BCHYIKU H3XOTHU
kareropun Ha MHnekca Ha TemecHa Maca (MTM). Cren kpaTKOCpOYHO JiedeHre (MeInana Ha
MPOABIDKUTETHOCT 47 JHH) TIOBHIIABaHE HA TETJIOTO > 7% CIPsIMO U3XOAHOTO TEJIECHO TETIIO € MHOTO
uecto (22,2 %), > 15% e yecto (4,2 %), a> 25 % e neuecro (0,8 %). [Ipu narmeHTH ¢ IBATOCPOUHA
ekcro3uius (moHe 48 ceMUIM) € MHOTO 4eCcTO HajiaBane > 7 %, > 15 % u > 25% oT u3X0AHOTO UM
TeJIeCHO Teryo (ChOTBETHO, 64,4 %, 31,7 % u 12,3 %).

2 CpeHY TIOBUIIEHHS B CTOMHOCTHTE HA JIMIIUAWTE Ha I1aaHo (o6 xonectepon, LDL xonectepon n
TPUTIHIIEPUIN) Ca TTO-BUCOKH TIPH MAIMEeHTH 0e3 JaHHW 3a HapylIeHHe Ha U3XO0JHATa Peryalis Ha
JTUTIUUTE.

$ HaGmronaBa ce Mpu HOPMAITHM M3XO/HHM HUBA Ha raauo (< 5,17 mmol/l), kouTto HapacTBar 10 Haii-
BUCOKa CTOMHOCT (> 6,2 mmol/l). [IpoMenn oT pedepeHTHUTE TPAaHHUIIN B U3XOJHUTE HUBA HA OO
XoJyecTepos Ha riagHo (> 5,17 - , JI0 Hali-BHCOKAa CTOMHOCT (> 6, MHOTO YECTH.
oJlecTepolt Ha rmagHo (> 5,17 - < 6,2 mmol) mo Ha COKa cToiHOCT (> 6,2 mmol) ca MHOTO Yec

* HabnronaBa ce Ipy HOPMAIHUTE U3XO/IHHM HUBA Ha ry1aaHo (< 5,56 mmol/l), kouto HapacTBaT 10
Hal-BHCOKa cToMHOCT (> 7 mmol/l). [IpoMeHH B TiIr0KO3aTa Ha TJIJHO CIIPSIMO IPAHUYHUTE M3XOIHU
croiiHocTH (> 5,56 - < 7 mmol/l) no Hali-Bucoka cToiHOCT (> 7 mmol/l) ca MHOTO YecTH.

> Ha6nromaBa ce Mpy HOPMAITHUTE M3XOAHM HKUBA Ha TiagHo (< 1,69 mmol/l), kouto napactsar 1o
Haii-BUCOKa cToHHOCT (> 2,26 mmol/l). [Ipomenu oT pedepeHTHITE TPAHKLI B U3XOTHUTE HUBA Ha
TpurIHIepuanTe Ha riaaao (> 1,69 mmol/l - < 2,26 mmol/l) 1o Haii-Brcoka CTOWHOCT

(> 2,26 mmol/l) ca mHoOTO YeCTH.

® B KIMHMYHU OPOYYBaHHS YE€CTOTATa HA NAPKMHCOHU3bM M JUCTOHUS IIPH TALMEHTH, IEKYyBaHH C
OJlaH3alliH, € T0-BUCOKa, HO HE M CTATUCTHYECKU 3HAYMMO pa3indHa oT marebo. JlekyBanute ¢
OJIaH3alH MAIMEeHTH UMaT IO-HUCKA YeCTOTa Ha MApKUHCOHU3bM, aKaTU3US U TUCTOHUS B CPAaBHEHHE
C TUTPUPAHU 103U Xajomnepuaoi. [Ipu muncara Ha moapoOHa HH(GOPMALIKS OTHOCHO MPEAX0IHATA
aHaMHe3a Ha WHIWBUyaTHA OCTPU U TapIMBHU €KCTPATTUPAMUIHY JIBUTATEITHH HAPYIIICHUS
MTOHACTOSIIEM HE MOKE Jla CE€ HalpaBU 3aKJII0UCHHE, Y€ OJaH3allMH MIPUYUHSBA B IIO-MaJIKa CTENICH
TapIVMBHA JUCKUHE3WS W/WIH JPYTH €KCTPAMPAMHTHU CHHIPOMH.

! OCTpI/I CUMIITOMH KAaTO NOTCHEC, MTHCOMHUSA, TPEMOP, TPECBOXKHOCT, I'a/ICHC U ITIOBPHIIAHE Ca
JOKJIaJABaHU IIPpX BHE3aITHO CIIMPAHE HAa OJIaH3alllH.

8 B xiuHMYHEYN npoyuBaHys 10 12 ceIMMIM IUIa3MEHUTE KOHIIEHTPALMH Ha ITPOJIAKTUH IIPEBUIIABAT
ropHaTa rpaHulla Ha HOPMaITHUS Iuana3oH rnpu npuoiamsutenHo 30 % ot JeKyBaHUTE C OJlaH3aluH
MAalMUEHTH, KOUTO UMAT HOpMaaHa U3X0JHA CTOMHOCT Ha npoyiakTUH. [Ipu moBeueTo OT Te3u NauueHTU
MOBHIIIEHUATA HA CTOWHOCTUTE OOMKHOBEHO Ca YMEPEHHU M OCTaBart IO/ ABYKpaTHATa CTOWHOCT Ha
ropHaTa rpaHyila Ha HOpMaJlHUSl IMana3oH.

° Hexenano ch0MTHE, yCTAHOBEHO OT KJIMHUYHY TIPOYYBAHMS B HHTETpUpaHara 6a3a JaHHHM 32
OJIaH3aIUH.

10 Kakro e OLCHCHO OT USMCPCHUTC CTOMHOCTH OT KIIMHUYHH IpOoy4YBaHU B UHTErpUpaHara baza JaHHH
3a OJIaH3aIlvuH.

11 Hexenano ch6uTHE, yCTAHOBEHO OT CIIOHTAHHU ChOOIIEHHS B IOCTMAPKETHHIOBHUS IEPUOJT C
orpejiesieHa YeCTOTa, KaTo ¢ M3M0JI3BaHa MHTerpupaHarta 0a3a JaHHU 3a OJIaH3aIlHH.
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12 Hexxenano ch0uTHE, yCTAHOBEHO OT CIIOHTAHHU CHOOIIEHHS B IOCTMAPKETHHIOBUS TIEPUOJT C
M3UHKCIICHA YeCTOTa Ha ropHaTa rpaHuia Ha 95% AoBepuTeIeH UHTEPBa, KaTo € U3MO0I3BaHa
WHTErpUpaHaTa 0a3a IaHHU 32 OJIAH3aINH.

Jlparocpoyna excrno3uuus (rmone 48 ceAMHUIIN)

[Tpu manueHTUTE, KOUTO UMAT HEIKEIIAHU, KIMHUYHO CUTHU(UKAHTHHA TPOMEHH B HAJJIaBaHETO Ha
TErJI0, B XO7la Ha BPEMETO ce MOBHIaBaT ritoko3ara, oomuat/LDL/HDL xonecrepon niu
Tpuriaunepuante. [Ipu Bb3pacTHH MAIUETH, KOMTO 3aBbpIIBAT 9-12-MeCeUHO JeUEeHUE, YECTOTATa Ha
HapacTBaHE Ha CPETHUTE CTOMHOCTH Ha KPhBHATA 3aXap HaMaJIsiBa Cie]l MPUOJIM3UTEIIHO 6 Mecela.

JonbnHuTenHa HHGOPMAIIHS 33 CIICITUATHYU TOTYIaIHK

B kTMHUYHY TPOYYBaHUSI TPH NAIMEHTH B cTapyecka Bh3PacT C JICMEHIIUS JICYCHUETO C OJIaH3aIHH Ce
CBBP3Ba C [M0-BUCOKA Y€CTOTa HA CMBPT U MO3bYHOCHIOBH HEKEIIAHU PEAKIIMU B CPABHEHUE C
rrane6o (Bk. Touka 4.4). MHOTO 4ecTH HeXellaH! peakilni, CBhP3aHu ¢ yIoTpedaTa Ha ONaH3aluH
NIPY Ta3W TpyIa MaueHTH, ca a0HOpMHA MOXoIKa U ajganus. YecTo ca HaOJIr0IaBaHH THEBMOHUS,
MOBUIIIEHA TEJICCHA TEMIICPaTypa, JICTAPrus, PUTEM, 3PUTCITHU XATIOIMHAIIIN U MHKOHTUHEHITHUS Ha
ypHHA.

B knmuHMYHM Npoy4YBaHUS IPU HALMEHTH C JIEKApCTBEHOWHAYLIMPAHA (JOMAaMHHOB arOHKCT) IICUX034,
cBBbp3aHa ¢ OonectTa Ha [TapKHHCOH, MHOTO Y€CTO M O-YECTO B CPaBHEHUE C IIIaIe00 ca JOKIIaIBaHU
BJolIaBaHe Ha [lapkHCOHOBaTa CUMIITOMATHKA U XaIIOIMHALIY.

B eaHo KMMHUYHO NPOyYBaHE NPU MALUEHTH ¢ OUITOSIPHA MAaHHUsSI KOMOMHUPAHOTO JICUEHHE C
BAJIIIPOAT U OJAI3alMH BOJIY 10 Y€CTOTa HA HeyTponeHusnTa ot 4,1%; nmoreHuuaneH chaelcTBal]
(axTop MOXe Jja ca BUCOKH IUIa3MEHHU HUBA Ha Baynnpoat. OJan3anut, IpUIoKEeH ¢ TUTHH Win
BAJINIPOAT, BOJIM JI0 NoBHIIIeHa yecToTa (>10%) Ha TpeMop, CyXOoTa B ycTaTa, MOBHUIIICH alleTUT
HOBHIIABaHE Ha TeryoTo. Hapyienue B roBopa ChIIIo € A0KjIaABaHo yecTo. [Ipu neueHue ¢ onan3anux
B KOMOMHAIIUS C JINTHH WK TUBAIIPOEKC ce HAOI0JaBa MOBUIICHHUE € > 7% OT U3XOAHOTO TEIECHO
terso npu 17,4% ot nauueHTuTe MO BpeMe Ha OCTPOTO JeueHue (1o 6 cenmunn). [IpoabmxurenHoro
JIedeHue ¢ oylaH3anuH (1o 12 mecemna) 3a MpoQUIaKTHKA Ha PEIUANB MIPH MAIIUSHTH C OUTIONSPHO
Pa3CTPONCTBO € CBBP3aHO C MOBULICHHUE € =7% OT U3XOIHOTO TeJeCHO Terio npu 39,9% ot
NauECHTUTE.

IlenmaTpryHa IonyaaIus

Onan3zanvH He € IOKa3aH 3a JEUYEeHHE MPH el U IoHomHu noj 18 rogunu. Makap aa He ca
MPOBEkKJIAHU KIMHUYHU TPOYYBAHUS 32 CPABHSIBAHE HA IOHOILIUTE C Bb3PACTHUTE, JAHHUTE OT
MPOYYBAHUSATA IPU FOHOLIYU Ca CPABHEHU C TE3H OT MPOYUYBAHUATA IIPU Bb3PACTHH.

Crnennara Tabiuna 00001aBa HeXXEJaHUTE PEaKLUH, ChOOIIaBaHU C MO-TOJIsIMA YECTOTA MPH
MAI[MEeHTH B IOHOIIECKa Bb3pacT (Mexay 13 u 17 roaunmn), OTKOJIKOTO MPY BH3PACTHH MALMEHTH, WIH
HEe)XeJIaHU PeaKIiH, KOUTO ca YCTAaHOBEHHU CaMO MPH KPATKOCPOUHU KIMHUYHH MIPOYYBAHUS C
NAlMEeHTH B FOHOIIECKA Bb3pacT. KIIMHUYHO CUrHU(UKAHTHO MOBHUILICHHE HA TErI0TO (> 7%)
M3IeXIa ce HabJ01aBa Mo-4ecTo B IOMyJIalusaTa Ha FOHOIINTE B CPAaBHEHUE C BB3PACTHU ChC
cpaBHMMa ekcro3uiys. CTeneHTa Ha HaJJaBaHe Ha TETJIO U IEIbT Ha MAUEHTUTE FOHOIIHN, KOUTO
UMaT KJIMHUYHO 3HAYMMO Ha/JJaBaHe Ha TEIJIO ca IMO-T0JIEMH MPH MIPOABIDKUTEIHA eKCIIO3ULHUS (TIOHE
24 cenMUIM), OTKOJIKOTO MPH KPATKOCPOUHA SKCIIO3HIIUS.

IIpu BesKo rpynupaHe B 3aBUCHMOCT OT YECTOTATa HEXKEJIAHUTE PEAKLMU Ca MPEJCTABEHU B HU3X OIS

pell 10 OTHOIIICHHE HA TAXHATA CEPUO3HOCT. TepMUHHTE 3a YecToTa ca Je(h)UHUPAHN KAKTO CIIe/IBA:
MHoro vectu (> 1/10), yectu (> 1/100 no < 1/10).
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Hapymenus Ha MeTa00JIM3Ma U XpaHEHETO
Mmnozo ywecmu: TloBuIIaBaHe Ha TETNIOTOY, HOBUIEHH HUBA HA TPUIJIMLIEPHAN . TOBHIIIEH allETHT.
Yecmu: TIoBUIIEHH HUBA HA XOJIECTEPOII ™

Hapymenus Ha HepBHaTa cUCTeMa
Mmnoeo yecmu: Cennpane (BKIIOUHTEITHO: XUIIEPCOMHHUS, JIETAPTUsl, COMHOJICHTHOCT).

CToMalIHO-YpeBHH HAPYLIEHHS
Yecmu: CyxoTa B ycTaTa

XenaToOuJIHAPHHU HAPYIIEHUSA
Mnoz2o uecmu: TloBuienus Ha yepHoapoouuTe amunorpanchepasu (ALT/AST; Bx. Touka 4.4).

HN3caenpanus

Mmnoeo yecmu: Hamanen o0y omnupyous, nopuiieHa GGT, MOBUIICHH TJIa3MEHU HUBA HA

nponaktun’®,

13 Cnen xpatkocpouno seuenre (MeuaHa Ha IPOILIKUTEIHOCT 22 THU) MOBHIIABAHE HA TEIJIOTO

> 7% ot u3xomHOTO TenecHo Terio (kg) e MHoro yecto (40,6 %), > 15% OT U3XOIHOTO TEIECHO TETIIO
e uecto (7,1 %), a > 25 % e uecto (2,5 %). [Ipu pparocpouna excriosurus (mone 24 ceamunn) 89,4 %
Haggasat > 7 %, 55,3 % maggasar > 15%, a 29,1 % magmasat > 25% OT U3XOOHOTO CH TEIECHO TETTIO.

14 Ha6mrogasar ce 3a HOpMaIHU U3XOMHM HUBA Ha raaaHo (< 1,016 mmol/l), KouTo HapacTBaT 10 Haii-
BUCOKa CTOIHOCT (> 1,467 mmol/l), u npoMeHH OT peepeHTHHUTE IPAaHULN B U3XOJHUTE HUBA HA
TpurHiepuauTe Ha riagno (> 1,016 mmol/l - < 1,467 mmol/l) no naii-Bucoka cToitHOCT

(> 1,467 mmol/l).

¥ TIpomenn B u3xomHKTE HUBA HA OOIIKS XOIECTEPOII Ha ITIaAHO crpsamo Hopmanaute (< 4,39 mmol/l)
JI0 Haii-BHCOKa cTOHHOCT (> 5,17 mmol/l) ca nabnronaBanu yecto. [Ipomenu ot pedepeHTHUTE
IPaHUIM B U3XOHUTE HUBA Ha OOIIKS X0JIecTepos Ha riaaHo (> 4,39 - < 5,17 mmol/l) no Haii-Bucoka
cToitHOCT (> 5,17 mmol/l) ca MHOTO YecTH.

16 [Topumeny TIa3MeHN HUBA HA MIPOJIAKTHH ca TOKIaABaHu npu 47,4% oT naleHTUTe B FOHOIIIECKA
BB3pacT.

Cro01aBane Ha MOJI03MPAHU HEXKEJIAaHW PEaKIUK

CpoOm1aBaHeTo Ha MOI03UPAaHH HEXKEJIaH! PEeaKIUK CJIe]] pa3pellaBaHe 3a yrnoTpeda Ha JIeKapCTBEHUS
HPOIYKT € BaxkHO. ToBa M03BOJIsIBA /1a MPOABILKH HAOIIOICHUETO Ha ChOTHOIIEHUETO 110J13a/PHCK 32
JIeKapcTBEHUS MPOAYKT. OT MEIUIMHCKUTE CIIEHUATIICTH C€ M3UCKBA J]a ChOOIIaBaT BCsKa
HO03MpaHa HEeXEeJIaHa PeaKlys upe3 HallOHaIHa CUCTeMa 3a ChoOIIaBaHe, IOCOUYEHa B
[Mpunoxenue V.

4.9 Ilpemo3upane

IIpusHany ¥ CUMITOMH

MHoro gecTy CUMIITOMH IIpH Iipepo3upane (uectota > 10%) BKIIOUBAT TaXUKaAPIUs,
BB30Yy/1a/arpecUBHOCT, TU3aPTPUS, Pa3IMYHU EKCTPATUPAMUIHI CUMIITOMU M HapyIlIeHHEe Ha
CBh3HAHUETO, BAPUPAILIO OT CEAUPaHe O KoMa.

Jlpyru MEIMIIMHCKY 3HAYUMH TIOCIIETUIIN Ha MIPEJ03UPAHETO ca JIeNIUp, KOHBYJICHU, KOMa, Bh3MOKEH
HEBPOJICITUYEH MAJIMTHEH CHHAPOM, TIOTHCKaHE HA IUIIAHETO, aCIIUPALIUS, XUIIEPTOHUS HIIH
XHUIIOTOHHSA, PUTBMHH HapyIeHus Ha cbpLeTo (< 2% OT ciayvanTe Ha Mpelo3upane) u
KapJHOITyIMOHApEH apecT. DaTaiHu MOCIEANIIM ca JOKIIaIBaHN IIPH OCTPO MPEJ03UpaHe C 71032 OT
nopsaabka Ha 450 mg, HO CHIIO € JOKJIAJBAHO MPEXKUBSIBAHE CIIE]] OCTPO MPEI03UPAHE C
MPUOIM3UTENHO 2 g OJIaH3aNKH TePOPATHO.

Jleuenue

3a ojaH3amMH HIMa CHCHI/Iq)I/I‘leH AHTHUAO0T. He ce npenopp4Ba NPEAN3BHUKBAHC HA ITOBPBHIIAHC. Morar
Ja 6’[;}_'[8.T IMMOKa3aH! CTAHAAPTHUTEC MCPKH 3a JICHCHUC HAa TPECAO3HUPAHC (T.e. CcTOMallIHa IMPOMHUBKA,
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npreMaHe Ha aKTHBEH BBIVICH). ETHOBPEeMEHHOTO TpUiiaraHe Ha aKTUBEH BBIJICH € MTOKA3aJIo
HaMaJIIBaHE Ha IepopaliHaTa OMOHAIMYHOCT Ha onaH3anuH ¢ 50 1o 60%.

TpsiOBa na ce 3a0YHE CUMITOMATHYHO JICUCHUE U MTPOCIICIABAHE HA KU3HCHUTE (DYHKIIMH B
CHOTBETCTBHE C KIIMHAYHOTO CHCTOSIHUE, BKITFOUNTENHO U JICYeHHE HA XUMTOTOHUATA U IIUPKYIaTOPHUS
KOJIalc ¥ MOAPHKKA Ha MuxarenHara pyHknud. Jla He ce u3MmonsBar aapeHalvH, TOTTaMUH I APYTH
CUMIIATHKOMUMETHYHU CPEICTBA C O€Ta-arOHUCTUYHA aKTUBHOCT, ThH KaTO O€Ta-CTUMYJIAIUATA MOXKE
Jla BJIOIIN XUIIOTOHUATa. MOHUTOPHUPAHETO Ha ChPIACIHO-CHIOBATA CHCTEMA € HEOOXOIUMO 3a
yIIaBsHE Ha Bb3MOXXHHU apUTMHUN. BHUMAaTEeTHOTO MEIUIIMHCKO HAOII0IeHNe 1 MOHUTOpHUpaHe TpsiOBa
Jla TPOIBJKU 0 BH3CTAHOBIABAHETO HA MAI[UCHTA.

5, B®APMAKOJIOIT'MYHU CBOMCTBA

51 DapMaKoOAMHAMUYHH CBOWCTBA

dapmakoTepaneBTHUHA IPYyIa; ICUXOJICITUIIN, THA3SUHHI, OKCA3eTHHH, THA3CITHHN U OKCETINHH,
ATC kox: NOSA HO3.

dapmakoguHAMUYHU e(DEKTU
OraH3anuH ¢ aHTUTICUXOTUYHO, aHTUMAaHUHHO U CTa0MIIM3UPAILO0 HACTPOSHUETO CPEICTBO, KOSTO
MOKa3Ba MIMPOK (papMaKoIOTHUCH PO IO OTHOIICHHUE HA MHOXKECTBO PEIICTITOPHU CHCTEMHU.

B npexknuHUYHY NpoyYBaHUs € H0Ka3aH ahUHUTETHT Ha OJaH3allMH KbM peula penenTopu

(Ki <100 nM) 3a ceporornt SHT2a52c, 5HT3, S5HTs; monmamun D1, Dy, D3, Ds, DS; Xxonuaepriuuau
MyCKapuHOBH perienrtopu Mi-Ms; anda; anpenepruyam; u xuctaMuHoBr Hi peneniropwu.
IIpoyuBaHusiTa C OJaH3aIIMH BbPXY IIOBEACHUETO Ha )KMBOTHHU okas3sa SHT, nonamMuHoB u
XOJIMHEPIHYCH aHTarOHU3bM, OTTOBAPSIL Ha PELENTOP-CBBp3BaIius mpodui. In vitro onanzanux
MOKa3Ba Mo-ToJIsIM apUHUTET KbM cepoToHHHOBUTE SHT2, 0TKOKOTO KbM J0mTaMUHOBUTE D>
petieniropu ¥ mo-rosisiMa SHT2 akTHBHOCT B cpaBHEeHHE ¢ Dy aKTHBHOCTTA MPH IN VIVO MOIEITH.
Enextpodu3nonoruuHuTe U3CieABaHus IOKa3BaT, Y€ OJIaH3aMUH CEIEKTUBHO HaMaJIsiBa
aKTUBUpaHeTO Ha Me3onmuMonyHNTE (A10) MOTaMUHEPTHYHU HEBPOHH, KaTO B CHIIOTO BpeMe €PEeKTHT
My BbpXY ITBTHIIATA B CTPUATYMa, y4acTBaIIK B MOTopHaTa (QyHKIus (A9), e Mabk. OnaH3anuH
HamassBa KOHAWIMOHUPAHUS OTTOBOP Ha OTOATBAHETO, KOWTO € TeCT, IIOKa3aTelIeH 3a
AHTUIICUXOTUYHA aKTUBHOCT B /1031 MIO-HUCKH OT T€3H, BOJECIIH JI0 KaTaJerchs, KOeTO € XapaKTePHO
32 MOTOPHHTE HeXeJlaH! eeKTH. 3a pa3siuka OT HAKOHU APYTH aHTHIICUXOTUYHHU CPEJICTBA, OJaH3aluH
yCHJIBa OTTOBOPA B YCIIOBHSI Ha ,,aHKCHOJIUTHYEH  TECT.

B npoyusanus ¢ nosurpon-emucuonna romorpadus (PET) npu 3apaBu 1o6poBosiy, oJaH3anuH B
eAnHUYHa repopaiHa 103a (10 mg) mokassa mo-rojsiMo cBbp3BaHe ¢ SHT2a B cpaBHEHME C
nonamuHoBuTe D perientopu. OcBeH ToBa, 00pa3HO U3CIeBAHE Upe3 eAMHIUYHA ()OTOH- EMUCHOHHA
kommoTbpHa ToMorpadus (SPECT) npu nmanuentu ¢ mu3odppeHns NoKkasBa, ue Mpyu NalueHTHTE,
YYBCTBUTEIHU KbM OJIaH3AIHMH, UMa I0-MaJIKO CBbp3BaHe ¢ Dz B cTpuaryma B cpaBHEHHE C
MAIMeHTHUTE, YyBCTBUTEIHN KbM JIPYTH aHTUTICUXOTHYHH CPEJICTBA M PUCIIEPUIOH, KaTO Ta3l HaXxoKa
€ CpaBHMMA C Ta3| [IPU KI03aIMH-1yBCTBUTECIIHUTE MTALIUCHTH.

Knunnyna edukacHocT

B nBe ot ABe miane00-KOHTPOJIMPAHH U B IBE OT TPU CPABHUTEITHA KOHTPOJIHUPAHH MMPOYIBAHUS TIPH
noeeue ot 2 900 marueHTH ¢ mKU30(GPEHHUs, IPOSIBEHA KAKTO C HAJTMYMUETO Ha MOJIOKUTEIHU, TaKa U C
OTPUIIATEITHN CUMITTOMH, OJIaH3AIHH [TOKa3Ba CTATUCTUYECKH 3HAYMMO TI0-TOJIEMHU TIOJJOOPEHUS KaKTO
Ha HEraTUBHUTE, TaKa U HA TO3UTUBHUTE CUMIITOMH.

B MynaTHHAMOHAIHO, TBOWHO-CIISIIIO, CPABHUTEIIHO MPOYYBaHE BHPXY MIM3U(PEHUTA,
mM30aeKTUBHUTE WIN TOA00OHHU HapyleHus, BKitouBamo 1 481 manueHTa ¢ pa3innyHa CTENEeH Ha
CBBP3aHH C TOBa CUMIITOMH Ha Aenpecus (M3X0Ha cpenHa cToiHocT 16,6 mo ckanara Ha
Montgomery-Asberg 3a kiacupuIupane Ha JeMpecusTa), MPOCIIEKTUBHUAT BTOPUYCH aHAaJIN3 Ha
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MPOMSIHATA HA M3XOHUS CIIPSIMO KpalHUsI Pe3yiTaT Ha HACTPOCHUETO, TOKa3Ba CTATUCTUICCKU
3HaunMo mmogobpenwe (p= 0,001) B mo3a Ha onamzamuH (-6,0) cipsimo xanonepuaoi (-3,1).

[pu manueHTH ¢ MAaHUEH SIHU30]] MU CMECEH SIM30,I1 NP OUTIONIApHO Pa3CTPOMCTBO OJaH3aINH
MOKAa3Ba Mo-BUCOKa €(PEKTUBHOCT KAKTO CIIPSIMO I11a1e00, Taka U CIpsiMO BAIIPOAT CEMUHATPHN
(muBanmpoekc) B HaMasiBaHE HA CHMIITOMHTE Ha MaHHS 3a TToBede OT 3 ceamuIty. OJaH3aliH ChHI0
MOKa3Ba CpaBHUMA C XAJIONEPUA0N e(hPUKACHOCT, U3Pa3CeHA C YaCcTTa MAlUCHTH, TIOIYYHIId PEMUCHS Ha
CHUMIITOMHUTE Ha MaHU U Ha jaenpecus 3a 6 u 12 cenMuim jiedeHre. B mpoy4BaHe ¢ oJaH3aIlvH B
KOMOWMHAIMS C TUTHHA WK BAIIPOAT 32 MUHIMYM 2 ceIMUIM 100aBsiHeTo Ha onan3anuH 10 mg
(KOMOMHUPAHO JICYCHUE C JTUTUN WIIM BAJIIPOAT) € JOBEJIO J0 MO-TOIsIMa PEIYKIUS Ha CHMITOMUTE Ha
MaHUs B CPAaBHEHHE ChC CAMOCTOSTEIIHOTO MPUJIOKCHUE HA JIUTHH WK BAIIPOAT Clie] 6 CEIMUIIH.

B 12-meceuno npoyuBaHe npH MpopuIakTHKa Ha PEIUANBH HA MAHUHHU €MTU30/11, IPY TallMeHTH,
MOJTYYMJIM PEMUCHS TP JIEUEHHE C OJIaH3alMH U paHJOMU3HUPaHHU CJe]l TOBa Ja MoJyyaBaT OJaH3aluH
WK 11a11e00, OJTaH3alyH € [T0Ka3aJl CTATUCTUYECKH 3HaYMMO IIPEBB3X0ACTBO CHPSAMO Iutanedo mo
OTHOILICHHE HAa IbPBUYHUTE KPAaHHU TOUYKH 32 IPO(UIAKTHKA HA PELUANBY HA MAaHUHHY €U3041 IpU
OumosnsipHO pa3cTpoiicTBO. ONaH3anMH CHUIO € MOKa3al CTATUCTHUECKH 3HAYMMO MPEAUMCTBO CIPSIMO
w1ane0o 1Mo OTHOLIEHKE Ha MPEIOTBPATABaHe HA PELMINBH KaKTO Ha MaHUs, TaKa U Ha JACTIPECHsL.

B®B BTOpO 12-MeceuHo mpoydBaHe NpH MpoGUIaKTHKA PEIUINBA HA MAHUIHU €MTU30/1H, AlMEHTH,
IIPpU KOUTO € IMMOCTUTrHATa pEMHUCHS C KOM6I/IHI/IpaHO JIeUeHHU€e OJIaH3alluH U JIMTHU U paHaOMU3UpPaHA
CIIeT TOBA J1a TI0JTy4YaBaT OJIAH3aIMH HJIH JIMTHH CaMOCTOSITEITHO, OJIAH3AIHH € TIOKa3aJl He MO-TOJISIMO
MPEBB3XO/ICTBO CHPSMO JIUTHI TI0 OTHOIICHUE Ha MbPBUYHUTE KPAHU TOUYKH Ha OHUIIOJISIPHO
pasctpotictBo (onan3amut 30,0%, mutuii 38,3%; p = 0,055).

B 18-mecedno npoydBaHe Ha KOMOWHUPAHO JieUeHHe Ha MAaHUIHN WA CMECEHH €IH30,IU TIPH
HAalUEeHTH, CTAOWIN3UPAHU C OJIaH3alKH ILTIOC JIEKApCTBa, CTAOMIN3UpAI HACTPOSHUETO (JIUTHH HIIH
BaJIIIPOAT), IPOABIKUTEIHOTO JICUEHHUE C OJIAH3AIIMH CbBMECTHO C JINTUH WU BAJIIPOAT HE €
CTaTUCTUYECKH MO-I100PO CIIPSIMO JIUTUI WM BAIIIPOAT CaMOCTOSITETIHO 110 OTHOLLICHHE 3a0aBsHE Ha
000CTpsIHETO Ha OUIIOJISIPHOTO Pa3CTPONCTBO, CHITIACHO KPUTEPUUTE 3a CHHIPOMA (IMarHo3ara).

IlenuaTpuyHa nomyJamnus

KonTtponupanute qJaHHH 3a epUKACHOCT NPH FOHOIIH (BB3pacT 13 1o 17 ronnHn) ca orpaHUyueHH A0
KPaTKOCPOYHH MIPOYUBAHUS MPH MK30(ppeHus (6 ceIMUIN) U PU MaHUs, CBbp3aHa ¢ OUIOJISIPHO
pasctpoiicto tutl I (3 cenmunn), mpu mo-manko ot 200 roHOomH. ONaH3anuH € U3MOA3BaH KaTo
¢excnbuiIHa 1032, 3anmoyBamia ot 2,5 u crurama 10 20 mg/aaesHo. [1pu nedenve ¢ onaH3anuH
IOHOIIINTE HaJ1aBaT CUTHU(HUKAHTHO NIOBEYE Ha TETJIO B CPaBHEHHE C Bb3pacTHUTE. CTENeHTa Ha
npoMeHu B ooums xonectepos, LDL xosectepona, TpUriavuepyuauTe Ha Iiaa Ho U MPOJIAKTHHA (BX.
Touk# 4.4 1 4.8) e mo-rojsMa MpH IOHOIIN, OTKOJIKOTO NMPH Bb3pacTHU. HsiMa KOHTpOIMpaHu TaHHH 3a
NoJIbpKaHe Ha eeKTa WM 3a IbJIrocpodHa 6e3omacHocT (BX. ToUkH 4.4 u 4.8). Mndopmanusra 3a
IBITOCpOYHaTa 0€30M1aCHOCT € OrpaHWYEHA ITTaBHO JI0 OTBOPEHU, HEKOHTPOJIMPAHU JaHHU.

5.2 dapmakoKHHeTHYHH CBOWCTBA

AOGcopOuus
OmnanzanuH ce abcopbupa 1o0pe cien nepopaIHo IPUIOKEHHE KaTo JOCTUTa MAaKCUMAITHU TUTa3MEeHH

KOHIICHTpAIMH MeXay 5-us U 8-ust uac. AGcopOuumsTa He ce TIOBJIHABA OT IPHEMa Ha XpaHa.
AGcomoTHaTa OMOHATMYHOCT CIIE/ MEPOPATHO MPHUIIOKEHHE B CPABHEHNE C MHTPABEHO3HO
NPUIOKEHUE HE € OIpeIeIIsHA.

Pasnpenenenue
CBBbp3BaHETO HA OJIAH3AIMMH C TIA3MEHUTE MMPOTEUHH € 0KO0JI0 93 % TpyW KOHIIEHTPAllMK B IHMAMa3oHa

ot 7 mo oxoimo 1 000 ng/ml. Onan3anuu ce cCBbp3Ba INIABHO ¢ ajgbyMuHa U ¢ ol-Kucemus
TJIMKOIIPOTEHUH.
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buorpanchopmanus

OnaH3anuH ce MeTa0oaM3upa B YepHUSI PO0 Upe3 KOHIOTUPAHE M OKUCIICHUE. [ IaBHUSAT METa0OIUT B
kpbBTa € 10-N-rmokoponwm, KOHTO He MpeMIHaBa IIpe3 KphbBHO-MO3bUHaTa Oapuepa. 3a
o0pa3yBaHeTo Ha MeTa0oMUTHTE N-1e3METHIT U 2-XUIPOKCUMETHII JOMPHUHACAT IUTOXpoMu P450-
CYP1A2 u P450-CYP2D6. In vivo u nBata MeTabO0IUTa IIOKA3BaT 3HAYUTEIHO I10-HUCKA
(bapMaKoIOrHYHa aKTHBHOCT, OTKOJIKOTO OJIAaH3AIMH B U3CJICIBAHHS NIPH KUBOTHH. [ J1aBHATA
(bapMaKoJIOrHYHa aKTHBHOCT CE JIBJDKU HA U3XO/IHUS OJIAH3AIIHH.

EnumMunupane
Crnen mepopaliHO IPUI0KEHUE CPETHUAT TEPMUHAICH STUMUHAIIMOHEH MOIYKUBOT HA OJaH3aMuH

TIPH 3[IpaBH JIUIIA Bapupa B 3aBUCUMOCT OT BB3pacTTa | Moja.

[Tpu 3mpaBu MHAVMBUAN B HapeAHATIA BB3PacT (65 TOAMHU U MTOBEYC) CPEAHHUAT SITMMUHAITUOHEH
MOJTY’)KUBOT € YJIBJDKCH B CpaBHEHUE C mo-muiaante uHauBuau (51,8 cpenry 33,8 yaca), a KIIUPBHCHT €
HamaureH (17,5 cpemy 18,2 1/gac). ®apMakoknHeTHYHATa BApHAOUITHOCT, KOSATO € HaOII0AaBaT mpH
WHIUBUIUTE B HapeIHANIa Bb3PAcT, HE CE OTINYaBa OT Ta3u Ipu no-miagute uaausuan. [pu 44
MAIUCHTH C MU30(pPEHUS Ha BB3pacT HaJ 65 rouHu 1034 OT 5 10 20 mg/mHEeBHO He ca Ouin
CBBP3aHHU C HIKAKBB PA3IMICH MPohniI Ha HEXKETaHH ChOUTHS.

[Ipu sxeHu cpeaHUAT eMMMUHAIIMOHEH TIOY>KUBOT € JIeKO yabibkeH (36,7 cpenty 32,3 vaca) B
CpaBHEHHE C TO3H MPU MBXKETe, a KIIUPBHCHT € pexyuupat (18,9 cpemry 27,3 1/uac). Benpeku ToBa,
npodTbT Ha O0e30macHOCT Ha ojan3anvH (5-20 mg) e cpaBHUM MeXy KeHuTe (n=467) 1 MbKeTe

(n=869).

br6peuHo yBpexkaane

He e ycTanoBeHa 3HaunMa pa3nuka B CpeIHS eIMMHUHAITMOHEH oMy )uBoT (37,7 cipsimo 32,4 gaca)
v B kimupbHca (21,2 copamo 25,0 1/dac) Mexay nanueHTUTe ¢ yBpeaeHa 0b0pedna QyHKIUSI
(xpeaTrHnHOB KHpBHC <10 ml/min) u 3apaBute uuIUBHIU. [IpoyuBaHusTa MOKa3Bat, ue okoo 57 %
oT 6CHSI33HI/I$1 C PaAOAKTHBHU U30TOIIU OJIaH3aIllMH C€ YCTAHOBsABA B YpUHATa INIaBHO 110/ (bopMaTa Ha
METa0OIHUTH.

YepHoApoOHO yBpEKIaHE

Manko npoy4BaHe 3a BIUSHUAETO Ha HapylieHata (PyHKIHS Ha YepHUs Apo0 Npu 6 MaIMeHTy ¢
KIMHHYHO 3HaunMa (kiac A (n = 5) u kirac B (n = 1) mo knacudukarmsra Childs Pugh) nuposa
ycTaHOBsIBa cllab eeKT BbpXy (papMaKOKWHETHKATa Ha OJIaH3aIHH, TIPUIIOKEH EpOPaATHO

(2,5 - 7,5 mg equnnyHa 103a): MAIMEHTUTE C yMEPEHa JI0 TeXKa YePHOAPOOHA TUCHYHKIIUS UMAT
JIEKO 3aBUIIICH CHCTEMEH KIMPBHHC U MO-KPAThK STMMUHAIIIOHEH MTOJY)KUBOT B CPAaBHEHHE C
nanueHTute 6e3 yepHoipodHa nucyHkus (n = 3). [ToBeyeTo oT manueHTHTE ca Mymadu ¢ Upo3a
(4/6; 67 %), oTkonKOTO MaIKeHTH Oe3 yepHoaApoOHa auchyHkiwms (0/3; 0 %).

[ymene
[Tpu Hemymiauu (MBXKe U )KEHH) CPEAHUAT SJIMMHUHAIIMOHEH MOMYKHBOT € ybibkeH (38,6 cnpsiMo
30,4 yaca), a kupbHCHT € HamaseH (18,6 cpeury 27,7 1/4ac) B cpaBHEHUE ¢ MyIIAYH.

[IazmenusT KIIMPBHC Ha OJIaH3aIlMH € IIO-HUCHK MPU MAUCHTUTC B HAIIPpC/IHAJIa Bb3PacCT, B
CpaBHCHHUC C MMO-MJIAAUTC UHAWUBUAW, IIPU JKCHUTC B CPABHCHUC C MBIKCTC; KAKTO U IIPHU HCITYHIAYUTC B
CpaBHCHUC C IIyIIAYUTE. BBHpeKI/I TOBA, 3BHAYMMOCTTA HA BIIMAHUETO HA Bb3pacCTTa, I10Jjia UJIn
IMMYHICHCTO BbPXY KIIMPBHCA HAa OJIaH3aIllMH U BbPXY HCTOBUS IMOJYKUBOT € TBBPJAC MaJika B CDABHCHUC
C o6maTa BapI/Ia6I/IJ'IHOCT MCKAY OTACITHUTC UHAUBUIU.

He ca ycraHoBeHU pa3iuky BbB (papMaKOKHHETHYHHUTE NTAapaMETPH IIPH MTPOYUYBAHUS, IPOBEICHH C
€BpONEHIIN, ATOHIU U KUTANIH.

Ilenuatrpuyna momyamuys

IOnomm (Bw3pact 13 mo 17 roguamn): GapMakoOKMHETHKATA HA OJIAH3AITHH € MO00Ha IIPH FOHOIITH U
BB3pACTHU. B KIMHUYHYU MPOYYBaHUS CpeaHATA €KCIIO3UITHS Ha OJIaH3aIiH € 0KOJIO0 27% 1Mo-BUCOKa
npu toHoIH. JleMorpadckute pa3nudusi MeX1y FOHOIIM U Bh3PACTHU BKIIFOYBAT MO-HUCKO CPEITHO
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TEJIECHO TETJIO U TMO-MaJIbK Opol mymadu npu oHomure. [Tomo0Hu hakTopy € BE3MOXKHO /1
CBJICHCTBAT 3a IMO-BHCOKATA CPEHA SKCITO3UIIHSI, HAOII0JaBaHa MPY FOHOIIIH.

5.3 IpeakJanHNYHU JaHHM 32 0€30IACHOCT

Octpa (Ipu eMHUYHA J1033) TOKCUIHOCT

[Mpu3HanMTe HA TOKCUYHOCT MIPH TICPOPAJICH MTPUEM TIPU TPU3AYUTE Ca XaPAKTCPHH 32 MOIIIHUTE
HEBPOJICTITUIN: XUITIOAKTUBHOCT, KOMa, TPEMOD, KIIOHHIHNA KOHBYJICHH, CAJTBAIIM H TIOTHCKAHE Ha
HaanaBaHeTo. CpeqHUTE JeTamHu 1031 ca nmpuommsurenao 210 mg/kg (3a mumkn) n 175 mg/kg (3a
rbxoBe). Kyderara nonacsaT equHudHa iepopaisa jgo3a jgo 100 mg/kg 6e3 na ce HabmoaBa JieTaieH
u3xoa. KbM KIMHAYHUTE MPU3HAIM CHaJlaT CeANPaHe, aTaKCHs, TPEMOP, YCKOPEHA ChpJeuHa YeCTOoTa,
3aTPy/JHEHO JHUINaHe, MHO3a U aHopekcus. [Ipu MaiiMyHu euHIYHU riepopainau 1o3u g0 100 mg/kg
BOJIST JI0 IPOCTPAITH, a IO-BUCOKHTE JO3M JIO HEMbJIHA 3ary0a Ha Ch3HAHUE.

TOKCHYHOCT IPU MHOTOKPATHO HPUI0KEHUE

B npoyuBaHus BpXy MUIIKH C MPOABIHKUTEIHOCT 10 3 MEcella M BbPXY MIIBXOBE U KydeTa C
NPOABIDKUTENHOCT 10 |1 rognHa npeobnanaBamuTe edektn ca notuckane Ha L{THC,
AHTHUXOJIMHEPIHYHM eeKTH U NepruepHr XeMaToJIOrMYHN HapylieHus. Pa3BuBa ce Tonepanc KbM
notuckanero Ha [THC. ITapamerpute Ha pacTexa HaMassBaT Mpu BUCOKH A034. [Ipu mirpxoseTe ca
HabIronaBaHu 00paTUMH €EKTH, KOUTO Ca B pe3yJTaT Ha MOBUIICHN HUBA HA IPOJIAKTHHA U
BKIIIOYBAT: HAMAJISIBAHE TETJIOTO HA SSIHYHUIIMTE M MaTKaTa, KAKTO H MOP(OIOTHYHU TPOMEHH BHB
BJIAraJIMILHUS SUTET U B MIICUHHUTE JKIIE3H.

XeMaToJI0ruyHa TOKCHYHOCT

Edextn BbpXy XeMaTOIOTHIHUTE TTAPAMETPH CE YCTAHOBSBAT MTPH BCUYKH H3CIICBAHH BHIOBE
JKUBOTHU, BKJIFOUHTEITHO J1032-3aBUCUMH TTOHIDKEHUS HA TUPKYIUPAIIUTE JICBKOIUTH ITPH MUIIKA U
HecTIeUQUYHA HaMaJIeHUs] Ha OpOsl Ha UPKYIUPAIINTE JEBKOLUTHTE MPH TUIBXOBE; HE Ce
YCTaHOBSIBAT, 00aue I0Ka3aTeICTBa 32 KOCTHOMO3bYHA MIUTOTOKCUYHOCT. [Ipn orpannden Opoit
Ky4era, JleKyBaHH ¢ f03u oT 8§ mwin 10 mg/kg/mHeBHO (00ImIaTa eKCIO3HUIKS Ha OJTAH3ANMH {TUTIOMI ITO/T
kpuBata} ¢ 12 10 15 mbTH MO-BUCOKA OT Ta3W MPH YOBEKA MPH MIPHEM Ha Ji03a oT 12 mg), ce
HabronaBa oopaTrMa HEYTPOTICHHUS, TPOMOOIIUTONICHHS MITK aHeMust. [Ipu IUTONeHNYHN Ky4yeTa He
ca HaOrOTaBaHU HeXXeTaH! e(eKTH BbPXY MPOTEHUTOPHHUTE WX TIpor(eprpaIinTe KJISTKH B
KOCTHHS MO3BK.

PenponykTrBHA TOKCHYHOCT

OnanzanvH HsAMa TepaToreHHu eext. CenanusaTa MoBIUsABa KYIyJIaTUBHUATE CIIOCOOHOCTH Ha
MBKKHUTE TUTbX0BE. [10J10BUTE HUKIIK ce 3acsaraT npu 103u ot 1,1 mg/kg (3 mbTH 1M0-BUCOKU OT
MaKCHMAaJTHATa /1032 TPU X0paTa), a perpoAYKTUBHUTE ITapaMeTpH ca 3aCErHaTH IpH TUIbX0BE, Ha
KOHUTO € JaBaHa /1032 oT 3 mg/kg (9 mbTH mo-BUCOKA OT MaKCHMaIHaTa J03a pH YoBeKa). B
MOKOJIGHUETO Ha ITHXOBETE, Ha KOMTO € JIaBaH OJIaH3aIHH ce HaOJro1aBa 3a0aBsiHe B pa3BUTHETO HA
IJI0/1a ¥ TIPEXOTHO HaMaIsIBAaHE HUBATa HA aKTUBHOCT HA MAJIKUTE YKUBOTHH.

MyTareHHocT
OnaH3anuH HE € TToKa3ajl MyTareHHOCT WJIM KJIACTOTC€HHOCT IIPH MPOBEACHUTE ITBJIHU CTAHIAPTHU

TECTOBE, BKJIFOYBAIIM TECTOBE 3a OAKTePHAIHK MyTall|K | iN VItro u in Vivo TectoBeTe MpH
003aliHUIIH.

KapimHoressoct
PesynraTuTe OT U3CaeqBaHUATA BHPXY MUILIKHU U IIIBXOBE BOJAT 10 3aKJIFOUEHHUETO, Y€ OJIAH3AMMH HE
€ KapIMHOT€HEH.

6. DAPMAIIEBTUYHU JAHHHU
6.1 CnucbLK HA IOMOIIHHUTE BelllecTBa
Mauwnron E421

54



MukpokpucTaiHa 1einyno3a

Acmapram E951

Kpocnosunon

Marune3ueB creapat

6.2 HechBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHoCT

30 mecera

6.4 CrnenyajaHu yCJIOBHSI HA CbXpPaHeHHue
Ja ce cexpanssa mox 30°C.

6.5 Bun u chabp:kaHne HA OMAKOBKATA

15 mg TabneTku
AnyMuHU/alyMUHUEBH OJIUCTEPU B KapTOHeHH KyTHH ¢ 28, 56 mim 70 TaOaeTKH B KyTHSL.

He BcHuKM BUIOBE OMAKOBKH MOT'aT jJa ObJIAT MyCHATH Ha Ma3apa.
6.6 CnenuajaHu npeana3Hu MEPKH MPU U3XBbPJsHE

Hsama CricnyaJIHi N3UCKBaHU .

7. INPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA
Glenmark Arzneimittel GmbH

Industriestr. 31, D — 82194, Grébenzell,

I'epmanus

8. HOMEP(A) HA PASPEHLIEHUETO 3A YIIOTPEBA
EU/1/09/588/007

EU/1/09/588/008
EU/1/09/588/009

9. JATA HA ITBPBO PASPEINIABAHE/ITIOJHOBSIBAHE HA PASPEHLIEHHUETO 3A
YIHOTPEBA

Hara Ha mepBO pazpemasane: 03 lexemspu 2009

[ara Ha nocnenHo moxHoBsiBaHe: 19 Arrycr 2014

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

{MM/TTIT?}

IMoxpoOHa uH(popMalIus 3a TO3U JIEKAPCTBEH MPOIYKT € peocTaBeHa Ha yeb caiita Ha EBpornetickara
areHIus 1o Jiekapceraata http://www.ema.europa.eu/.
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1. HUME HA JIEKAPCTBEHMA TPOAYKT

Olanzapine Glenmark Europe 20 mg TabuieTku, Tucriprupaiiy ce B ycrara

2. KAUYECTBEH U KOJIMYECTBEH CbCTAB
Bcsika TabneTtka, aucrieprupaiiia ce B ycrara, cbabpxka 20 mg onansanus (0lanzapine).

IToMOIITHO BEIIECTBO ¢ U3BECTHO JCHCTBHE: . BCAKA TabJIETKa, AUCTICPTHUPAIIA CE B YCTATa, ChAbPKA
0,92 mg acmapram.

3a IIBJIHUS CHUCHK Ha IIOMOIIHHUTE BCUICCTBA BHXXTC TOYKaA 6.1.

3. JJEKAPCTBEHA ®OPMA

Tabnetka, qucneprupaiia ce B ycrata

JKbnTH, KpBIUIK, IIOCKH TaOJIETKH, ChC CKOCEHU PHOOBE, ¢ BIUThOHATO penedHo o3HayeHue “OL” ot
eJlHaTa CTpaHa M BJUThOHATO pesiehHO O3HAYeHHUE ,,F” OT npyrara cTpaHa.

4. KIMHNUYHU JAHHUA

4.1 TepaneBTHUYHU MOKA3ZAHUS

Bb3pactHu
OnaH3anvH e ToKa3aH 3a JeueHHe Ha MHU30()PEeHMsL.

Omnan3zanuH e epeKTUBEH 32 IOAIbPKaHEe HAa KIMHUYHOTO NOA0OpEHHKE 110 BpeMe Ha MPOABIIKUTEIHO
JIeYeHHE TPH MALUEHTH, I0Ka3aI1 HauyaJIeH TeParieBTUIECH OTIOBOP.

Olran3anyH € IoKa3aH 3a JICUeHUEe Ha YMEPECH A0 TCKbK MAHUCH CIIU30M0.

OraH3anuH € 1oKas3aH 3a MpouIakTHKa Ha PEIUIMBY HA MAaHUCH U301 IPU MAIIMEHTH ¢ OUIIOJIapHO
Pa3CTpOMCTBO, IIPU KOUTO 10 BpEME Ha MaHUCH €MU30/1 € OUJI MOCTUTHAT KIIMHUYEH OTTOBOP C
oJTaH3anuH (BX. Touka 5.1).

4.2 103MpoBKAa U HAYNH HA MPHJIOKEHUE

Bo3pactHu

[uzodpenns: [IpenmopruBanara HadanHa 1032 onaH3anuH € 10 mg/aHeBHO.

Manwnen enuzon: Hauannara 1o3a e 15 mg xaTo eAMHUYHA JTHEBHA J103a MpU MOHOoTepanus wim 10 mg
JHEBHO NMPH KOMOMHHPAHO JieueHne (BXK. Touka 5.1).

[IpoduakTika Ha peryuIUB HAa OUTIOSIPHO pas3cTpoicTBo: [IpenopruBaHaTa Ha4YaIHA J103a €

10 mg/nueBHo. [Ipy manueHTH, KOUTO ca MOJy4YaBaly OJIaH3alKH 32 JIeYeHHe Ha MaHUEH eMU30/1, 32
npoduIaKTHKa Ha TOBTOPHATA UM I05Ba, C€ IPENopbhUBa NPOIb/DKaBaHE HA TEPAIUTA ChC ChIaTa

no3a. [lpu nmosiBata Ha HOB €MK30/1 HA MAaHHS, CMECEH €30 WM €NHU30/ Ha JeTpechs, JICIEHHETO C
OJIaH3aIUH TPsOBa 11a MPOABIDKH (C ONTUMHU3HpPaHE Ha 103aTa, aKO € HEOOXOAMMO) C TOITBIHATEITHO

JieyeHHEe Ha CUMIITOMUTE Ha HapylIeHHe Ha HACTPOSHUETO, aKO € KIIMHUYHO MOKa3aHo.

ITo Bpeme Ha JieueHUeTo Ha MU30(peHNs, MAHHEH eIU30/1 U NP MPOQUIAKTHKA Ha PEIUANBY Ha
OHMIOISIPHO Pa3CTPOICTBO NHEBHATA /1032 MOXKE Jla Ob/le KOpUTHpaHa IMOCTETIeHHO Ha 0azarTa Ha
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MHIUBHIYATHOTO KIMHUYHO ChCTOSHHE B paMkuTe Ha 5-20 mg/nueBHo. [loBumasane Ha 103aTta 10
HHBa HaJ NPENopbyBaHaTa HaYaIHA JI03a CE MPENophUBa caMo CJie]] ChOTBETHA KIMHUYHA ITPEOLICHKA
u TpsiOBa a cTaBa Half-00II0 Mpe3 UHTEPBANK HE MO-Mallku OT 24 yaca. OnaH3anuH MOXe Ja ce
npuemMa 0e3 Bpb3Ka C XpaHEHEeTO, Thii kaTo abcopOLuATa He ce MOBIUABA OT XpaHata. [Ipu
IpeyCTaHOBSIBaHE ITPHEMa Ha OJaH3aIMH TPAOBa /1a ce MMa MPEeABH NOCTENEHHOTO HaMaJIsiBaHe Ha
J03aTa.

Olanzapine Glenmark Europe Ta6nerka, qucneprupaiia ce B ycrata, TpsioBa 1a Ob/ie moctaBeHa B
ycTaTa, KbJIETO TS ObP30 Ce TUCIEPrupa B CIIFOHKATA Taka, 4e Jia ObJe JIECHO MPErIbTHATA.
OtcTpaHsBaHETO OT ycTara Ha IisTa IUCIIeprHpaliia ce B ycrara tabietka e TpyaHo. Thil KaTo
JMCIIeprupaiiara ce B ycrara tabjieTka e 4yIuiiBa, Ts TpsiOBa 1a Objie mpreTa BeaHara cliie
U3BAXKIAHETO OT OJmcTepa. J[pyra Bb3MOKHOCT € JUCTIEPTUPAHETO ¥ B IThJIHA Yallla BOJa WM Jpyra
HOXO/ISIIa HATMTKA (IOPTOKAJIOB COK, SIOBJIKOB COK, MIISIKO HITH Kade) HEMOCPEACTBEHO MPEIH
npreMa.

OmnanzanuH nofT ¢popMaTa Ha AUCIIEpPrUpaIia ce B ycraTa TableTKa € OMOeKBeBAIIEHTEH Ha OJIaH3AINH
00BHTH TaOJETKH, KATO MPHUTEkKaBa MOA00HA CKOPOCT U CTEIeH Ha abcopOuus. Toilt uma chinarta
JIO3MPOBKA U 4ECTOTa HA PUIIOKEHHUE KAKTO OJIaH3amuH 00BUTH TabneTku. OnaH3anuH TablIeTKy,
JIICTICPTUPAIIN Ce B yCTaTa, MOXKe Jia ObJic N3MON3BaH KaTo alNTepHATHBA HA OJIaH3aMuH OOBUTH
Ta0JICTKU.

CrenuanHu nonyJIaiun

Cmapuecka év3pacm

OOUKHOBEHO HE Ce MPEnopbyBa MO-HUCKA OT O0MYaiiHaTa HavyaimHa J03a (5 mg/qHeBHO), HO TaKaBa
71032 MOYKE J1a Ce MMa MPEIBH/I IIPH MAIIMEHTH Ha U Haj 65 TOAWHY TOraBa, KOraro KIIMHHYHATE
¢axTopu To Hamarat (BX. ChIo TO4Ka 4.4).

bvopeuno u/unu uepnoopodbro yepesxcoane

IIpu TakvBa maryieHTH TPsIOBa 1a ce UMa IpEeABU/ [TO-HUCKA HadamHa fo3a (5 mg). B ciayyan Ha
yMepeHa 4epHOIpoOHa HeocTaThuHOCT (1upo3a, Child-Pugh knac A unu B) nHayannara no3a tpsaoBa
na Obie 5 mg U a ce yBelauvaBa caMo C TIOBHIIICHO BHUMAHUE.

Ihwauu

HauannaTa 1032 1 JO30BUSIT AMANa30H HE € HE0OXOIUMO PYTHHHO JIa c€ IPOMEHST MPU He-TyIayn
cnpsimo mymrayd. [lymeHeTo Moske Jla HHAyIpa MeTadoar3Ma Ha oflaH3anuH. [IpernopbuBa ce
KIIMHUYHO MOHUTOPHUPAHE U MOXeE JIa Ce MMa TPEABH/I IOBHIIIaBAaHE HA J03aTa Ha OJIAH3aIH, aKo €
HeoOXxoauMo (BXK. Touka 4.5).

Korato e Hanue noseye oT enuH, 3a0apsi MeTabonu3ma, pakTop (KEHCKH I0JI, CTapyuecKa Bb3pacrT,
Herymniay), TpsaOBa a ce MMa IIpeABH HaMallsiBaHe Ha HadayiHata Jo3a. [loBuiaBaneTo Ha 1o3aTa,
KOTaTO TOBa € HEOOXOIMMO, TPSIOBA Jla CTaBa MOCTEIIEHHO MPH TE3U MAICHTH.

Koraro e Heo0o0Xx0/1MMO TIOBHIIIABaHE Ha Ji03aTa ¢ 2,5 mg, TpsaoBa aa ce u3nonssa Olanzapine
Glenmark o6BuTH TabIeTKH.

(Bx. cpimio Touka 4.5 u Touka 5.2)

Ileduampuuna nonynayus

OnaH3anuH He ce MPernopbyBa 3a ynorpeda OT Jiela U IOHOIIH 1o 18-roaniHa Bb3pacT nopajiu
JIMIICA Ha JIaHHH 3a 0€30MacHOCT U epuKacHOCT. [Ipr KpaTKOCpOUYHH NIPOYYBaHUS ITPH NAIMEHTH B
IOHOIIIECKA BB3PacT € ChOOIICHO 3HAYNMO yBEIHYEHHE Ha TEJIECHOTO TErJI0, N3MEHEeHUs B HUBATa Ha
JUNUANTE U IPOJIAKTHHA B CPABHEHHUE C TIPOYYBAHMS NIPU BB3PACTHHU MallMeHTH (BXK. TOUKH 4.4, 4.8,
5.1us.2).
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4.3 TIlpoTuBomoka3aHus

CBpPBXYYBCTBUTEIHOCT KbM aKTUBHOTO BEIIECTBO WM KbM HSIKOE OT TTOMOIITHUTE BEIIECTBA,
n30poeHu B Touka 6.1. [lanmeHTH, mpu KOUTO € U3BECTHO, Y€ MMa PHCK OT IOSBaTa Ha TECHOBI'hJIHA
TJIayKoma.

4.4 ChneuuajaHu mpeaynpesxieHus U NPeANa3Hu MePKH NPHU ynoTpeda

ITo BpeMe Ha aHTUTICUXOTHYHO JICYCHHE MOJ0OPEHHE B KIIMHUYHOTO ChCTOSIHUE HA MAIHCHTA MOJXKE J1a
OTHEME OT HSKOJIKO JHHU JI0 HAKOJKO ceamuld. [Tanuentute TpsaOBa qa 6baaT CTPOro HaOMOJaBaHN B
TO3U TEPUOIL.

IIcuxo3a, cBbp3aHa C JeMEHIHs, 1/UIM MOBEJICHYECKH HapYIICHUS

OnaH3anuH He ce MPenopbyBa 3a ynoTpeda NpH NanueHTH ¢ IICUX03a, CBbp3aHa ¢ AeMEHINS, H/UIN
MIOBEZICHYECKH HapyILICHUS, IOpaly YBEIM4aBaHEe HA CMBPTHOCTTA M PUCKA OT MO3bYHOCHIOBH
WHIIAEHTH. B miane0o KOHTpopany KIMHIYHN TPOYYBaHHA (C MPOIBIDKUTETHOCT 6-12 cenMuIm)
IpY TALMEHTH B HAIIpeAHANIA Bb3pacT (cpeHa Bb3pacT 78 TOAMHU) C IICUX03a, CBbP3aHa ¢ IeMEHLUS,
W/WITY TIOBEIEHYECKHU HAPYILICHHs € HaOJI01aBaHO 2-KpaTHO yBEIHYaBaHE HA CMBPTHOCTTA MPU
MalUEeHTHUTE, JICKYBAHU C OJIaH3aIlMH, B CPABHCHUC C MIAIUCHTUTC, TPETUPAHU C HHaHC6O (CBOTBCTHO
3,5% crpsimo 1,5%). Tlo-Bucokata CMBPTHOCT HE € CBbp3aHa ¢ J03aTa Ha OJIaH3aIuH (CpeaHa THeBHA
nmo3a 4,4 mg) UK ¢ MPOABIDKUTETHOCTTA Ha JIeYeHNEeTo. PHCKoBHTE (hakTOpH, KOUTO MOTAT J1a
Ipeapa3noaokaT Ta3| MNOMyalys MAUEeHTH KbM YBEJINYEeHA CMBPTHOCT, BKJIFOUBAT Bb3pacT > 65
TOJIMHU, TUc(arus, ceqalus, HapyleHo (HeIOCTaThYHO) XpaHeHe U JeXuapaTamnus, 6eIoapooHn
3a00siBaHus (HAIp., THEBMOHUS ChC WM Oe3 acIupalivsi) Wik eAHOBpEMEHHA YyIOTpeba Ha
OcH3o/1Ma3zenHy. Beipekn ToBa yectoTata Ha CMBPTHHTE CITydan € Ouiia o-BUCOKa MPH
ManMueHTUTE, JICKYBAHU C OJIaH3aIlMH, B CDAaBHCHUC C HHaHe60'TpeTI/IpaHI/ITC MHanueHTH HE3aBHUCHUMO OT
TE3H PUCKOBH (DaKTOPH.

B chiuTe KIMHUYHY TPOYYBAaHUS MMa ChOOIICHHUS 32 MO3bYHOCHI0BU Hexxenanu choutus (MCHC,
Harp., HHCYJT, IPEX0AEH UCXEMUYEH PHUCTHIT), BKIOYUTENHO U ¢ daTaneH usxon. Habmogasano e
3-kpatHo yBenndaBane Ha MCHC mpu manyeHTH, JeKyBaHHU C OJIaH3aIlMH, B CPAaBHEHHE C TIAIIMEHTHUTE,
Tpetupanu ¢ mwianedo (crotBeTHO 1,3% cnpsamo 0,4%). Bcuuku nanuenTy, JeKyBaH! C OJIaH3AIMH
WIH U1a1e0o0, IpU KOUTO ca HaOJII0JaBaH! MO3bYHOCHI0BH HEXKETaHU ChbOUTHS, Ca C MPEeAIIeCTBAIN
puckoBH akTopu. Be3pact > 75 roMHU U ChJ0B/CMECEH THUII JIEMEHITUS ¢a UACHTU(UIIUPAHU KAaTO
puckoBu dakropu 328 MCHC BBB Bpb3Ka € JISUEHHETO C OJIaH3aNMH. B Te3n npoyuBaHus He €
yCcTaHOBEHa e()MKAaCHOCTTA Ha OJaH3aINH.

bonect Ha IlapkuHcoH

Ymorpebara Ha oylaH3aIWH 32 JIEYSHNE Ha TICUX03HU TIPU NAIMeHTH ¢ OonecTTa Ha [lapkuHCOH,
CBT)p?,aHI/I C HpI/IeMa Ha JOIIaMHWHOB arOHUCT HE CE€ npenoquBa. B KIIMHUYHHU HpOy‘IBaHI/IH MHOTO
YECTO U M0-YECTO B CpaBHEHHE C IUIaNe00 ca JOKIJIaJBaHU BIIOIIABaHE HAa MAPKUHCOHOBATA
CUMITOMATHKA ¥ XaITFOIMHAINY (BXK. TOUKa 4.8), a 0JaH3amuH He € Mo-e()eKTHBEH OT IuIaredo
HpI/I JICUCHUEC HA IICUXOTHUYHHU CUMIITOMH. B TE3U HpquBaHHH CC€ N3HUCKBA INAIIUCHTUTEC a4 6’I)JlaT
I'bPBOHAYATHO CTA0WIM3UPAHH ¢ Hali-HUCKaTa ePEKTUBHA /1032 aHTUIIAPKUHCOHOB JICKApCTBEH
MPOAYKT (JIOMAaMHHOB aroHKCT) U Ja 3ama3sT CHIINTE aHTUIIAPKUHCOHOBH JIEKAPCTBEHU MPOITYKTH
Y JIO3WpaHUs 10 BpeMe Ha poyuBaHeTo. ONIaH3anuH € 3all04BaH B JI03U OT 2,5 mg/THEBHO U
TUTPUPAH 0 MaKCUMyM 15 mg/IHEBHO O NpeLeHKa Ha U3CIISA0BaTEIS.

Hesponentnyen maanruaed cuaapom (HMC)

HMC e noTeHIMaNHO )KUBOTO3aCTPAIIABAIO ChCTOSHUE, CBBP3aHO C JICUYCHUETO C
AHTHUIICXOTUYHU JICKAPCTBEHHU MPOAYKTH. Psijiko ca nokiansanu u ciayyan Ha HMC, cBbp3anu ¢
npuema Ha onanzanuH. Kimanunure nposisu Ha HMC ca xunepnupekcus, MycKyJIHa pUTHIHOCT,
HapyIIeHNs] B MUCJIOBHHS NIPOIIEC ¥ JJAHHU 33 BEreTaTHBHA HECTAOMITHOCT (IPOMEHH B TTyJica W
apTEPUANHOTO HAIISATAHE, TAXUKAP/IHs, U3MOTSIBAHE U OTKIIOHEHUS B CHP/ICYHUS PUTHM).
JonmbaHUTETHUTE TPU3HALM MOTaT Ja BKJIIOYBAT [TOBHUIICHUE HA KpeaTHH (ocOoKrHA3aTa,
MHUOTTIOONHYpHS (pabaoMHO0IN3a) U 0cTpa ObOpEeUHa HEJOCTATHUYHOCT. AKO MALEHT pa3BUe
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MPU3HAIM U-CUMITOMH, TIokazatenHu 328 HMC, uim uMa HesiCHO TeMIiepaTypHO ChCTOSIHUE Oe3
Ipyru KIuHIYHY TposiBd Ha HMC, npuemMbT Ha BCHYKHA aHTHIICUXOTUYHH JIEKapCTBa,
BKIIFOUUTEITHO U Ha OJIAH3AIWH, TPSIOBa a Ob/Ie IPEeyCTaHOBCH.

XUOEePriavuKeMus ¥ Truadet

Hedecto e noknanBaHa XHIIEPTITUKEMHS W/HITH Pa3BUTHE WM BIOIIaBaHe HA TUA0ET, IOHIKOTa
CBBP3aH ¢ KeTOANN03a WM KOMa, BKITFOUHATENHO U CITyqau ¢ aTaieH u3xox (Bxk. Touka 4.8). B
HSIKOH OT CIIy4auTe € JOKJIAJBaHO MPEAIISCTBAIIO0 TOBUIIABAHE HA TEJIECHOTO TEIJIO0, KOETO MOXKE
na 0p1e npeapasnonarain gaxtop. IIpenopbuBa ce CbOTBETHO KIMHUYHO MPOCIENsBaHe, COpe.]
W3MOJI3BAHMUTE YKA3aHUsI 32 yroTpeOda Ha aHTUTICUXOTHYHH CPEJICTBA, HAIIPUMEp H3MEpBaHE Ha
KpbBHATA 3aXap Ha U3XOJHO HUBO, HA 12-Ta ceIMUIIA CIe]] 3a0YBaHe Ha JICUCHUETO C OJIAH3AIHH
U ClIe]] TOBA ©KeroaHo. [lanueHTuTe, JIeKyBaHU ¢ aHTUIICUXOTUYHU JICKAPCTBA, BKIIFOUUTEITHO
Olanzapine Glenmark Europe, tpsioBa 1a ce HaOIIOAaBaT 3a IPU3HAIN K CUMIITOMH Ha
XUNEePrInKeMus (KaTo HampuMep TOMUANIICHS, TIONHYpus, monudarus u c1adoct), a MarueHTHTe
ChC 3aXapeH AuadeT Wi Te3U ¢ PUCKOBH (PaKTOPH 3a 3axapeH nuabeT TpsaOBa 1a ce MOHUTOPUPAT
PEIOBHO 3a BJIOIIaBaHE HAa KOHTPOJIA Ha IIoKo3aTa. Ternoro TpsoBa 1a ceé MOHUTOPUPA PEIOBHO,
HaIpuMep Ha U3XOJHO HUBO, Ha 4-Ta, 8-Ta 1 12-Ta ceMmIIa ciie] 3aII0UYBaHe Ha JICUCHUETO C
OJIaH3AIMH | CJIEJ] TOBA Ha BCEKU TPH Mecela.

I[IpoMeHHU B TUIIUOUTE

Ha6ﬂIOI[aBaT CC€ HCXKCJIAaHU IPOMCHHU B JIMIIUAWUTE NIPU NMALIUCHTH, JICKYBaHHU C OJIaH3alllH, B
1ane0o0 KOHTPOIMPAaHU KIMHWYHY U3MATBAHUS (BXK. Touka 4.8). [[pomennTe B munuaute TpsioBa
JIa ce JIEKyBaT KaKTo € KITMHUYHO YMECTHO, 0COOCHO IMPY MALMEHTH C JUCIUITUACMUS U TIPU
ManrueHTH C pPUCKOBU q)aKTOpI/I 3a Pa3BUTUC HAa HAPYLICHUS B JIMIIUAUTEC. HpI/I MMaIUCHTHUTCE,
JIEKyBaHH C aHTHIICMXOTHYHH JieKapcTBa, BKmountearo Olanzapine Glenmark Europe, Tpsiosa na
ce MOHHTOPHPAT PEIOBHO HUBATa Ha JIMIUANTE, CIIOPE]] 3IOI3BAHUTE YKa3aHHUs 3a ynoTpeda Ha
AHTHUIICUXOTUYHU CPEJICTBA, HAIPUMED Ha M3XOAHO HUBO, Ha 12-Ta ceMMIIa cIie]l 3aIll04BaHe Ha
JICYCHUETO C OJIAH3AIHMH H CJIe]l TOBA Ha BCEKH 5 TOMHHU.

AHTUXONMHEPTUYHA aKTUBHOCT

Bbrpeku de mpu in Vitro mpoy4yBaHusATa OJIAaH3AIMH [OKa3Ba aHTHXOJMHEPTHYHA aKTHBHOCT,
OMUTHT 110 BpeMe Ha KIMHUYHHTE MPOYYBaHHMS, IOKA3Ba HUCKA YECTOTa Ha MOJ00HH ciryyan. Thi
KaTO KJIMHUYHUAT ONUT C OJIAH3aIMH MPH MAlMEHTH ChbC ChII'BTCTBAILY 3a00JsIBAHUS € OTPaHUYEH,
IpenopbyBa ce TOH Aa ObJe NPEANrCBaH ¢ IOBUILIEHO BHUMAHUE Ha MALMEHTHTE C XUIIEPTPOPHS
Ha TpocTaTaTa WK NapaJTuTHYeH UIEYC U MOA00HH ChCTOSHUS.

YepuoapoOHa G yHKIINA

Yecto ca HaOnr01aBaHU PEXOIHHU, OE€3CHMITOMHH NOBUIIABAHUS HA YEPHOAPOOHHUTE
amuHotpancgepaszu, ALT, AST, ocobeno B HauanoTo Ha jedeHueTo. M3ucksa ce oBUILEHO
BHUMaHUe Npu nanueHTute ¢ nopuineHr ALT w/unu AST, npu maiueHTuTe ¢ Npu3HaIy 1
CUMITOMH Ha YepHOAPOOHO YBpEXIaHe, KAKTO U MPH TE€3H C MPEIXOAHN ChCTOSHUSI, CBBP3aHH C
OrpaHUyYEHH YepHOAPOOHN (HYHKIMOHAIHHU PE3EPBH, WIM TAKUBA, KOUTO ca OMJIIM JIEKYBaHH C
MOTEHIIMATHO XENaTOTOKCUYHH JIEKapCTBEHU MPOAYKTH. B ciydyanre, koraTo € TuarHoCTHLIMpaH
XeMaTUT (BKIIOYUTEIHO XeNaToleyIapHO, X0JIECTATHYHO HITH CMECEHO YePHOAPOOHO
YBpeXIaHe), JeUCHUETO C OJIaH3alMH TPsiOBa aa Objie NPeyCTaHOBEHO.

HeyrtponeHnus
Heo0xoumo € BHUMaHKE TPY HAlIMEHTUTE, KOUTO IO HIKaKBa MPUYKHA ¢a C HUChK Opoit

JIEBKOLIUTH W/UITM HEYTPODIITH, IPU TTAIIMEHTUTE, 32 KOUTO € U3BECTHO, Y€ MOTy9aBaT MPOIYKTH,
BOJICIIIU /10 HEYTPOIIEHUS, IPY ALIMEHTUTE C aHAMHE3a 3 JIEKAPCTBEHO-MHAYLIUPAHO ITOATUCKAHE
Ha KOCTHHSI MO3bK/KOCTHO-MO3b4YHA TOKCHYHOCT, MIPY MTALMEHTUTE C MIOATUCKAHE Ha KOCTHUS
MO3BK MOPaJid ChITBTCTBAIIO 3200IIIBaHE, JIbUEICUCHUE WITH XUMUOTEPATIHS, KAKTO U MPH
NAaIMEHTHUTE ChC CHCTOSHUS HAa XUNIEPEO3MHODUIIHS WIIM MUEIONpoirudepaTuBHO 3a00IIBaHe.
HeyTponenus 0OMKHOBEHO ce I0KJIaABa YeCTO PH €JHOBPEMEHHO NMPHUIIOKEHUE HA OJIaH3aIlUH C
Bajmpoar (Bx. Touka 4.8).
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IIpekbcBaHe Ha JEYEHUETO
OcCTpy CUMIITOMH KaTo TIOTeHE, OE3ChHUE, TPEMOP, TPEBOKHOCT, TaJICHE HIIM TIOBPBIAHE ca
noknanBanu psaako (> 0,01% u < 0,1%) mpu ps3Ko ciipaHe Ha OJaH3aIliH.

QT unTepBan

B ximanYHE ipoyuBaHus ca HabmogaBanu Heuectu (0,1 % m0 1 %) KIMHUYHO 3HAYNMUA
yabiokaBanus Ha QTc-untepsana (QT xopekuus Fridericia [QTcF] > 500 muucexkyHu [msec]
1o Besiko Bpeme cien u3xoanoto EKI mpu nanuentu ¢ uzxoano QTcF < 500 msec) mpu
MAIMEHTH, JIEKYBaHU C OJIAH3aMH, KOUTO HAMAT CHTHU(UKAHTHHU Pa3Indus B CBP3aHUTE
KapIHOJIOTHYHN CHOUTHS B cpaBHEHHE ¢ TuTane6o0. Heobxoammo e obaue, oaH3anmuH 1a ce
MPENKUCBA ¢ MOBUIIIEHO BHUMAHHUE 3a€/HO C JIEKAPCTBEHH MPOIYKTH, 32 KOUTO € H3BECTHO, U
yabmkaBar QTC-uHTepBana, 0COOSHO MPH MAIMEHTH B CTapuecka Bh3PACT, MPU MAIUCHTH ChC
CHHPOM Ha BpojieH yabiokeH QT, 3acToiiHa ChpaeuHa HEAOCTAThYHOCT, XUIIEPTPOdUs Ha
CHPIIETO, XUTOKATHEMHUS WIH XHUITOMATrHE3HEMHSL.

Tpomboem60au3bM

Heuecto (> 0,1% u < 1%) ce cho0IIaBaHo 3a Bpb3Ka BbB BPEMETO MEK/TY JICUCHHE C OJaH3AMUH 1
BEHO3eH TpoMOoeMOonu3bM. He € ycTaHoBeHa MPUYMHHO-CIIEACTBEHA BPb3Ka MEXy TOsBaTa Ha
BEHO3HUS TPOMOOEMOOIM3bM U JICUSHHETO C OJlaH3anuH. BhIpeku ToBa, Thil KATO MPH MAIEHTHTE C
mu30(peHus YecTo ca HaJHIle TPUI0OUTH PUCKOBH (PAKTOPH 32 BEHO3EH TPOMOOEMOOTH3BM, TpsiOBa
na 6paaT uAeHTUUIUPaHN BCHYKHA Bh3MOXKHH PUCKOBHU ¢akTopu 3a BTE, Hamp., 06e3n1BmKkBaHe Ha
NalMeHTHTE, U a ObAaT MPEANPUETH POPHIAKTUIHH MEPKH.

Oo61o aeiicteue Bppxy LHHC

Karo ce umat npenBu ocHOBHATE eekTH Ha onaH3anuH Brpxy LHIHC, HeoOXoaumMo e moBUIIIeHO
BHUMAaHHUE MPH KOMOMHUPAHETO HA MPOJYKTA C IPYTH IEHTPATHOACHCTBAIIM JICKAPCTBA U aJIKOXOJL.
Tbii KaTO ONAH3aIMMH iN Vitro ce MposABsABa KATO aHTATOHUCT Ha JOTIAMHMHA, BE3MOXHO € TOM /1a
aHTaroOHW3Mpa ePEKTUTE HA MPEKUTE U HEMIPEKUTE JONAMHUHOBU arOHUCTH.

[Ipunaneuu
OmnanzanvH TpsOBa Ja ce Mpuiiara BHUMATETHO TPH MAllUeHTH ¢ aHAMHE3a 33 TbPYOBE MM KOHTO ca

U3JI0’KEHHU Ha (aKTOpH, KOUTO MOTaT Jla HaMaJIsT r'bpuoBus npar. Hepsiako ca moknanBaHy ciydan Ha
rbpPUYOBE [IPU TAKMBA NALMEHTH, KOUTO Ca JIEKYBaHHU C ojlaH3anuH. [loBeueTo oT Te3u ciayvau ca Ouiu ¢
aHaMHe3a 32 I'bPYOBE WIIM PUCKOBU (aKTOPHU 32 TAXHATA MOSBA.

TaparBHA TUCKHUHE3US

B cpaBHUTETHU IPOYYBaHUS C IPOIBIDKUTEITHOCT HA JICUEHUETO JI0 €IHA TOJIMHA OJIAH3AIHH €
CBBP3aH ChC CTATHCTUYECKU 3HAUMMO TO-HUCKA YECTOTA Ha JICUCHHE HA CIIYYaHWTE C MOsSBA Ha
HEOYaKBaHa JUCKWHE3WsI. PUCKBT OT mosiBa Ha TapAUBHA AUCKWHE3HSI HAPACTBA C MPOIBIIKUTEIIHOCTTA
Ha eKCIO3UIINATA, IOPaTH KOSTO B CIyYail Ha T0sBa Ha MPU3HAIM WJIM CUMIITOMH Ha Tap/IWBHA
JIUCKWHE3WS TIPY TAIIMEeHT Ha OJIAH3aIlMH € He0OXO0 MO /1a c€ OOMICITH HaMallsiBaHe Ha J103aTa WU
MpEeyCTaHOBsBaHe Ha JedeHneTo. CUMIITOMUTE Ha TapAWBHA AUCKUHE3US MOTAT Ja Ce BJIOIIAT
BPEMEHHO WJIM JIOPU J1a C€ TIPOSBIT Clie]] IPEKbCBaHE HA JICYCHHUETO.

OprocTaTnyHa XUIOTOHHS

B xIMHWYHM pOyYBaHMS C OJIaH3ATIMH NPH MAIUCHTH B HAIpeIHAIA Bb3pacT HeUecTo € HaOIltoJaBaHa
opTocTaTU4HA XUITOTOHUS. [IpenoppuBa ce NepHoOANYHO NPOCIIEsIBaHE Ha apTEPHATHOTO HAJSITaHE
IIpH MAIUEHTHUTE HA Bb3pacT Haj 65 TOANHH.
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BHe3amnaa cppAaeUHa CMBPT

B nmocTmapkeTHHTOBY CHOOIICHHS MTPY MAIUSHTH C OJaH3aIMH € ChOOIaBaHo 3a Ciiydail Ha
BHE3aITHA Chp/IeYHa CMBPT. B peTpocneKTHBHO 00CepBalnOHHO KOXOPTHO MPOYyYBaHE PUCKBT OT
mpejnoiiaraeéMa BHe3amHa Chpe9Ha CMBPT MPH MallMeHTH, JIEKYBaHU C OJIAH3AIHH, €
MPHUOIM3UTEITHO JBa TTH ITO-BUCOK OT PHCKA MPH MAIUCHTHTE, KOUTO HE yIIOTpeOsIBaT
AHTHUIICUXOTHUIU. B MpoyYBaHETO PUCKBT OT OJIAH3AIMH € CHIIOCTABUM C PHCKA OT aTUITHYHUTE
AHTUTICHXOTHIIA, KOUTO Ca BKIIFOYCHH B COOPEH aHaJIH3.

[leauaTpuyHa MOMyIAIHs

OnaH3anuH He € MOoKa3aH 3a JeUeHHe Ha JIela U FoHOIIH. [IpoyuBaHus IPH MAIIMEHTH Ha Bb3PacT
Mexay 13 1 17 rojguHu mokasBar pasIMdHN HEXKETaHH PEaKiii, BKIIOYUTETHO HAITbIHABAHE,
IPOMEHH B METAOOJIMTHUTE TAPAMETPH U YBEJIMYaBaHe Ha MPOJaKTHHOBUTE HUBA (BK. TOUKH 4.8
us.1).

Denunananun
Olanzapine Glenmark Europe tabneTku, TUCIepryupaliy ce B ycTara, ChabpXKaT acnapTaM, H3TOUHHK
Ha ¢eHMIANaHuH. MoXxe 1a e Bpe/ieH 3a xopa ¢ (DeHUIKETYHOPHSL.

45 B3aumopeiicTBHE ¢ IPYTd JeKAPCTBEHN MPOAYKTH H APYrH (popMH HA B3auMo/eiicTBHE
IIpoyuBaHus 3a B3aUMOJECHUCTBUSITA €A IPOBEXKIAHHA CaMO IPU Bb3PACTHHU.
IloTeHuyanHy B3aMMOICHCTBYS, TOBJIUSIBALIY OJIAH3AINH

Twit kato onanzamuH ce Metabonm3upa or CYP1A2, BemecTBa, KOUTO MOTaT CIEIUGUIHO J1a
HHAynupart uin I/IHXI/I6I/IpaT TO3U U30€CH3UM, MOT'aT Ja IOBJIHUAAT (I)apMaKOKI/IHCTI/IKaTa Ha OJIaH3aIIuH.

Wanykimg nva CYP1A2

MeTa0omu3MBbT Ha OJIAH3AITKUH MOXKE Ja Ob/Ie MHAYIMPAH OT TIOTIOHOMYIIEHE U KapOaMaserrH, KOeTo
MOJKe J1a JIOBEJIE JI0 MOHIKAaBaHe Ha KOHIICHTPAI[MUTE Ha olaH3anuH. HabnromaBaHo € camMo JIeKo J0
yMepeHO MOBHINIaBaHe KIMPHHCA HA ONaH3anmuH. KITMHNYHOTO 3HaYeHHE M0 BCSIKA BEPOSITHOCT €
OTPaHUYEHO, HO CE MPENophYBa KIIMHUIHO TIPOCTIEAIBAHE U OOMUCIISTHE BB3MOXHOCTTA 32
MOBHINIABAaHE HA J[03aTa OJIaH3aIllH, aKO € Heo0X0AUMO (BXK. TOUKa 4.2).

Nuxubupane Ha CYP1A2

OnyBokcamuH, crieruduaeH CYP1A2 uaxubutop, € moxkazai 3HaYNTeTHO HHXHONpaHe Ha
MeTaboan3Ma Ha onanzanuH. CpenHoTo yBennyaBane Ha Cmax Ha OJIAH3AIUH ciie]] PIyBOKCaMHH €
ouno 54 % npu sxeHu Henywwadky U 77 % npu Mbxe nymaud. CpeAHOTO yBeTHYaBaHe Ha IJI0MITa
MoJ1 KpHBaTa Ha OJIaH3aIHH € ChOTBETHO, 52 % 1 108 %. IIpu maumeHTH, KOUTO IpUeMaT
¢dyBokcamuH win apyr naxubutop Ha CYP1A2 karo nunpodriokcanuH, TpsOBa ga ce 00MUCIIH T10-
HHUCKa HavanHa 1o3a. HamansBane Ha go3aTa Ha oylaH3amnuH TpsiOBa 1a ce uMa peABH, B CiIydail Ha
3aroyHaro jeuenue ¢ naxuoutop Ha CYP1A2.

HamansBane Ha OMOHAJIMYHOCTTA
AKTUBHHAT BBIVIEH HaMaJIsiBa OMOHAIMYHOCTTA Ha MepopainHus onanzanul ¢ 50 o 60% u tpsdBa na
ce npueMa Hali-MaJIKo 2 Jaca IIpeJy WIX CJIe/l OJIaH3allUH.

Hsama nannu, ge ¢ryokcerun (maxudutop Ha CYP2D6), enuanyan 1031 aHTHANW] (2TyMUHUH,
MarHe3ui) Wik UMETHUIUH MTOBJIUABAT 3HAYUTEIHO (hapMaKOKMHETHKATA Ha OJIaH3aIlNH.

BinsHue Ha onaH3anvH BHPXY APYIH JEKAPCTBEHU IIPOAYKTH
OrnaH3anuH MOXKe J1a aHTaroHU3upa ePeKTUTE Ha MPEKUTE U HEMPEKH JOMTAMUHOBU arOHUCTH.

Omnanszanun He naxuOupa ocHoBHUTe CYP450 nszoensumu in vitro (mamp., 1A2, 2D6, 2C9, 2C19,
3A4). Jluncata Ha B3aMMOJICHCTBHUE CE MOTBBPIKAaBa B IN VIVO poy4YBaHuUs, KbJIETO HE €
HaOJIr0IaBaHO MHXUOMpaHe Ha MeTaboIM3Ma OT CIICIHUTE aKTHBHHU BEIECTBA: TPUIIUKIMYHH
anTHaenpecanTH (moBnusBaiy npeaqumuo rpymara CYP2D6), sBapdapun (CYP2C9), teodmnma
(CYP1A2) i muazenam (CYP3A4 u 2C19).
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He e ycTtanoBeHO B3anMoO7eiicTBHE Ha OJIAH3AINMH C JIUTHIA WK OUIEPUICH IPY €THOBPEMEHHOTO MM
MIPUIIOKEHUE.

TepaHeBTI/I‘IHOTO MOHUTOPHPAHE HA IJIa3MCHUTEC HMBA Ha BAJIIIPOAT HE ITOKa3Ba H606XOI[PIMOCT oT
KOPCKIMA Ha J03aTa Ha BaJIIIpoaT CJICA BKIFOYBAHETO HA OJIaH3aIlMH.

06110 neiicreue Bppxy IHHHC
TpsiOBa 1a ce MposIBsBA MOBUIIICHO BHUMAHUE TPY NAIIMEHTH, KOUTO KOHCYMHUPAT AJIKOXOJ HITH
MIpUEMAT JICKAPCTBCHH MPOAYKTH C MOTHCKAIIO JICHCTBHE BHPXY IIEHTPaIHATa HEPBHA CHCTEMA.

He ce npenopsyuBa eTHOBPEMEHHOTO MPUIOKEHUE HA OJIAH3AMKH C aHTHIIAPKHHCOHOBH JICKAPCTBEHU
MPOAYKTH IIPY TAIIMEHTH ¢ OoJiecTTa Ha [lapkuHCOH 1 nemeHIus (BX. Touka 4.4).

QTc unrepBan

Omnan3zanuH TpsAOBa Ja ce Mpujiara BHUMATEIHO SAHOBPEMEHHO C JIEKapCTBEHU MPOIYKTH, 38 KOUTO €
W3BECTHO, 4ye yBennyaBar QTC-uaTepBaia. (BxK. Touka 4.4).

4.6 @epTHINTET, ) PEMEHHOCT U KbpMeHe

BpemenHoct
Hsma choTBeTHH 10Ope KOHTPOIUPAHH MTPOYUBAHUS BEPXY OpeMeHHU eHH. [lalmeHTkuTe TpaoBa na

ObJaT ChbBETBAHM Ja YBEJOMSBAT CBOA JIeKap, aKO 3a0pEeMEHEST WM UMaT HaMepeHHue Jia 3a0peMeHes T
10 BpEeMeE Ha JICYEHUETO C OJaH3alluH. Bhipeku ToBa, mopagy orpaHuueHHst ONUT IIPH X0Pa,
OJIaH3aNuH TpsiOBa Ja ce mpuiiara o Bpeme Ha OpeMEeHHOCT CaMo, aKo IMOTEHIMAaIHAaTa [10J13a
MPEBUIIaBa OTCHIUATHHS PUCK 32 TUIOJA.

[Tpu HOBOpOIEHN, N3TIOKEHH HA AaHTUIICUXOTHUIIH (BKIIOYHTETHO OJIAH3AINH) TIPE3 TPETUS TPUMECTHP
Ha OPEMEHHOCTTA UMa PUCK OT HEXKEJIaHU JICKAPCTBEHH PEAKIUH, BKIIFOUBAIIHA SKCTPAUPAMHTHU
CUMITOMH H/WJIM CUMIITOMH Ha OTHEMAaHE CJIE]l paXIaHEeTO, KOUTO MOTaT Jia BApUPAT 110 TEKECT U
MPOABIDKUTETHOCT. JIOKIIaIBaHN ca ciy4ail Ha Bb30y/a, XUIEePTOHUS, XUTIOTOHHS, TPEMOP,
COMHOJIEHTHOCT, pECIIUPATOPEH JUCTEPC UM XPAHUTENIHU pa3TCPOHCTBA. 3aTOBA, HOBOPOJICHUTE
TpsiOBa Ja OBJAT BHUMATEIIHO MOHUTOPHUPAHHU.

Kopmene
B npoyuBane mipu 31paBu, KbpMEIIH )KCHH € YCTAHOBEHO, Y€ OJIAH3AITNH C€ eKCKPETHPa C MAHIHMHOTO

Misiko. CpeiHaTa eKCIo3uIus 3a KbpMadeto (mg/kg) mpu cTanimoHapHU CHCTOSHUS € OIpe/IelieHa
karo 1,8% ot no3ara, npuera ot Maiikara (mg/kg). [TanmenTkuTe TpsiOBa N2 OBIAT CHBETBAaHU J1a HE
KbPMST JIeliaTa CH, ako IpUeMar OJIaH3aIlvH.

Peprunurer
Edextn BbpXy pepTuinteTa He ca M3BECTHH (BXK. TOUKa 5.3 3a MpeAKITUHUYHA UHPOPMAITHS).

4.7 EdexTn BbpXy cnocodHOCTTa 32 modupane u padora ¢ MAIIUHA

He ca npoBexaHu Mpoy4BaHus 10 OTHOLIEHHE HAa €PEKTUTE BHPXY CIIOCOOHOCTTA 3a MIOpHUpaHe U
pabota ¢ MamuHU. Thil KaTO ONAH3aNIMH MOXE J1a JOBE/IE/IE 110 MOsABAaTa HAa ChHIMBOCT MM
3aMasHOCT, NAllMEHTHUTE TPsIOBa 1a ObJAT MpeayNpeeHH B CIydail Ha yIpaBieHUEe Ha MAINHY,
BKITFOUHTEITHO MOTOPHHU TIPEBO3HU CPEJICTBA.

4.8 Hexenanu JieKapcTBeHH peaKuH

Pesrome Ha mpoduiia Ha 6€30MacHOCT

Bv3pacmuu
Haii-yecto ( HabmomaBanu npu > 1% OT manueHTUTe) JOKIaIBAHUTE HEXEJIaH! JIEKapCTBEHH
peaxkuum, CBbp3aHy ¢ IPUI0KEHUETO HA OJIaH3aMMH B KIIMHUYHU U3IUTBAHMSA, Ca ChHIUBOCT ,
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Ha/IJJaBaHe Ha TETJI0, CO3MHOMMIIHS, YBEIIMYCHN HUBA HA TIPOJIAKTHH, XOJIECTEPOJI, TIIF0K03a
TpUIHIEPUAA (BK. TOUKa 4.4), TIHIOKO3ypHsl, YBEIIMYCH allETUT, CBETOBBPTEIK, aKATH3HS,
MAapPKUHCOHU3BM, JICBKOTICHUSI, HEYTPOTICHUS (BX TOuKa 4.4), TUCKUHE3Us, OPTOCTATUYHA XUITIOTOHUS,
AHTUXOJIMHEPTUYHU €PEKTH, MPEXOIHN OE3CUMIITOMHHN YBEIUUCHUS Ha YSPHOAPOOHUTE
amuHOTpaHc(hepasu (BXK. Touka 4.4), 0OpuB, acTEHUS, yMOpPa, MUPEKCHS, apTPAITH, TOBHUIIICHA
ankanHa ¢ocaraza, BACOKA CTOMHOCT HA TaMa-TIIyTaMUITpaHcdepasa, BUCOKA CTOMHOCT Ha MTUKOYHA
KHCEIIMHA, BUCOKA CTOMHOCT Ha KpeaTHH(POCPOKNHA3a U OTOK.

CIuChK Ha HEXETaHUTE JEKAPCTBEHU PEaKIINH, IPECTaBeH B TabIHIa

B npencraBenara Tabnuia ca 130pOCHU HEKENAHU JICKAPCTBEHU PEaKLIUK U JTa00paTOPHH
W3CJICIBAHUS TI0 IJAHHU OT CITIOHTAHHU CHOOIICHUS U KIIMHUYHU poy4Banus. [Ipu Besko rpynupaHe B
3aBHCUMOCT OT YEeCTOTAaTa HeXKENAHUTE PEaKIMU ca IPEACTABCHH B HU3XO/ISAII PeJI IO OTHOIICHUE Ha
TAXHATA CEPHO3HOCT. TepMUHHTE 3a YeCcTOTa ca AeprHIUpaHu KakTo cienasa: Muoro gectu (> 1/10),
yectd (> 1/100 mo < 1/10), neuectu (> 1/1 000 mo < 1/100), pexku (> 1/10 000 mo < 1/1 000), muOTO
penku (< 1/10 000), ¢ HensBecTHA YecToTa (HEe MOXKe fa ObJie OlIEHeHA OT HATMYHHUTE JaHHU OT
CHOHTaHU CHOOIICHUS).
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Mmnoro Yectn Heuvectn Penxn C HeusBecTHA
YecTH qecToTa
Hapyuienuss Ha KpbBTA U JUM(HATA CHCTEMA
Eosunogunus TpombGormronenus
Jleskonenns™®
Heyrponenus*®
Hapyumienusi Ha MMYHHATa CHCTEMa
CBpPBXYYBCTBUTEITHOCT
11
Hapyumienuss Ha MeTa00/1M3Ma U XPAHEHETO
Ilopumasane | IloBulleHu HUBA HA | PaspuTHe WK Xunorepmus*?
Ha TerjaoTo! xoJsecTepon’s oBocTpsiHe Ha AMaser,
HOBHme?H HUBA HA | 1opgkora cBBp3aH ¢
TIIFOKO3a
IToBumenu HuBa Ha KeTOaln03a HITH
TpHTITHIEpHAN®S KOMa, BKITFOUNUTEITHO
CimoKko3ypus (arannu caydau (BK.
IoBuIiieH aneTuT Touka 4.4)!!
Hapyumienusi Ha HepBHAaTa CHCTEMA
CoMHOMIEHTHO | 3aMasHOCT I'spuose, korato B Hesponentuuex
cr Axarnsus® 6 MOBEYETO CIIyYau € MaJIMTHEH CHHIPOM
HapKHHCOHHG%M JIOK/Ia/[BaHA aHAMHE3a | (BK. Touka 4.4)%?
AuckHHesus 3a I'bPYOBE WIH CUMOTOMH Ha
PHCKOBH (D)aKTOPH 32 npexbcpane’
rbpuosel?
Jucronus
(BKITIOUUTETTHO
OKynmorupanus)*t
TapnuBHa
JTUCKITHE3HS !
Awmnesus’®
Juzaptpus
3aexpane!!
CungpoM Ha
HECHIOKOHHUTE Kpakall
Cobpaeynn HapylleHus
Bpaguxapaus Kamepna
VYabmxaBane Ha QT Taxukapaus/pudpuna

HHTEpBaJa (BXK. TOUKa
4.4)

1Usl, BHE3AMHA CMBPT
(k. Touka 4.4)!

CbaoBu HapyLICHHS

OpTocTaTuyH
a

XI/IHOTOHI/ISI:LO

TpomboeMOoIH3EM
(BKITIOYUTEITHO
OemonpodeH
eM00In3BM U AbI00Ka
BEHO3Ha TPoM003a)
(Bk. Touka 4.4)

PecimpaTopHu, rpbAHM H MeIHACTHHAJIHM HAPYIIEHH

| Emncraxenc®

CToMalmiHO-4YpeBHM HAPYILEHHS

Jlexu, npexogHu
AHTUXOJIMHEPTUIHU
edexTH,
BKJIFOYBAIIA
oOcTHmanys u
CyXoTa B ycrara

[MonyBane Ha kopema®
Xurnepcanupanus

[Mankpeatur!?
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XenaToOMJIHAPHHM HAPYIICHHSA

TIpexonnu,
0e3CUMIITOMHA
MTOBUIIICHUS Ha
YepHOIPOOHUTE
aMHHOTpaHchepasn
(ALT, AST),
0co0eHO B
HAYaJ0TO Ha
JIEYEHUETO (BK.
Touka 4.4)

Xenarur
(BKJIFOYHUTEITHO
XaIaTolelyIapHo,
XOJIECTaTHYHO UIIH
CMECEHO
YepHOIPOOHO
yBpexaaHe)*t

Hapymemm HA KO’KAaTa M NMOJAKO0XKHATA ThbKAaH

O6puB

Peaknms Ha
(hOTOUYBCTBHUTEITHOCT
Anonenus

JlexapcTBeHa
peakuus ¢
€03MHODUIHS U
CHUCTCMHH
CHUMIITOMH
(DRESS - Drug
Reaction with
Eosinophilia and
Systemic
Symptoms)

Hapyienusi Ha MyCKYJTHO-CKeJIETHATA CHCTEMA M CheIMHUTETHATA ThKAH

| Aprpanrus®

Pa6romuonusall

Hapymenusi Ha 0bOpennTe M NMKOYHUTE IbTUIIA

WHKOHTHHEHLIMA HA
ypHHAaTa, peTeHIUs Ha
yprHa

3aTpyIHEHO
ypuHupane'!

C'bCTOﬂHI/IH, CBbpP3aHu C ﬁpeMeHHOCTTa, POAOBHUSA U ITOCJTCPOTOBHUS MEPUOT

Cungpom Ha
OTHEMaHe IpHu
HOBOPOJIEHOTO (BXK.
TouKa 4.6)

Hapyumenusi Ha Bb3MPOM3BOANTETHATA CHCTEMA M I'bpAATA

Epextunna
JTUCYHKIUS TTpH
MBXKE

Hamaneno mu6uno
NPU MBKE U KEHN

AmMeHopes
YronemsiBane Ha
I'bpANTE

INanaxropes npu xeHu

Mpuanuzbm*?

I'mHekomacTusi/yroiem
sIBaHE HA I'BPINTE TPH
MBXKE
OO0 HapymeHnsi M e(peKTH HA MACTOTO HA MPHJIOKEHHE
Acrenus
YMmopa
Otok
TMupexcus®
M3caensanus
TToBumenu IloBumena ankanna | [Tosuimen 00T
TIa3MeHn docparazal® GuHpyOHH
HUBa Ha Bucoxka croitHocT
nponakTun® Ha KpeaTHH
pocdokunazall

Bucoka croiiHocT
Ha rama-
TIIyTaMuITpanchep
azal?
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Bucoka croinoct
Ha TUKOYHA
kucenuaal®

' Kouamdso CUTHH()MKAHTHO MOBHUINIABaHE HA TETIIOTO € HAOIIOJaBaHO Mpe3 BCHYIKU H3XOTHU
kareropun Ha MHnekca Ha TemecHa Maca (MTM). Cren kpaTKOCpOYHO JiedeHre (MeInana Ha
MPOABIDKUTETHOCT 47 JHH) TIOBHIIABaHE HA TETJIOTO > 7% CIPsIMO U3XOAHOTO TEJIECHO TETII0 € MHOTO
uecto (22,2 %), > 15% e yecto (4,2 %), a> 25 % e neuecro (0,8 %). [Ipu narmeHTH ¢ IBATOCPOUHA
ekcro3uiys (moHe 48 ceMUIM) € MHOTO 4eCcTo HajiaBane > 7 %, > 15 % u > 25% oT u3X0AHOTO UM
TEJECHO Tero (choTBeTHO, 64,4 %, 31,7 % u 12,3 %).

2 CpeHY TIOBUIIEHHS B CTOMHOCTHTE HA JIMIIUAWTE Ha I1aaHo (o6 xonectepon, LDL xonectepon n
TPUTIHIIEPUIN) Ca TTO-BUCOKH TIPH MAIMEeHTH 0e3 JaHHW 3a HapylIeHHe Ha U3XO0JHATa Peryalis Ha
JTUTIUTUTE.

® Ha6momaBa ce mpy HOPMaIHU U3XOJHM HUBA Ha raaHo (< 5,17 mmol/l), kouto HapacTBar 10 Haii-
BUCOKa CTOMHOCT (> 6,2 mmol/l). [IpoMenn oT pedepeHTHUTE TPAaHHUIIN B U3XOJHUTE HUBA HA OO
XoJyecTepos Ha riagHo (> 5,17 - , 10 Hali-BHCOKAa CTOMHOCT (> 6, MHOTO YECTH.
oJlecTepolt Ha rmagHo (> 5,17 - < 6,2 mmol) mo Ha COKa cToiHOCT (> 6,2 mmol) ca MHOTO Yec

* HabnronaBa ce Ipy HOPMAIHUTE U3XOIHM HUBA Ha IaaHo (< 5,56 mmol/l), kouto HapacTBaT 10
Hal-BHCOKa cToMHOCT (> 7 mmol/l). [IpoMeHH B TiIr0KO3aTa Ha TJIJHO CIIPSIMO IPAHUYHUTE M3XOIHU
croiiHocTH (> 5,56 - < 7 mmol/l) o Hali-BucoKa cToiHOCT (> 7 mmol/l) ca MHOTO YecTH.

> Ha6nromaBa ce Mpy HOPMAITHUTE M3XOAHM HUBA Ha riagHo (< 1,69 mmol/l), kouto napactsar no
Haii-BUCOKa cToHHOCT (> 2,26 mmol/l). [Ipomenu oT pedepeHTHITE TPAHKLI B U3XOTHUTE HUBA Ha
TpurIHIepuanTe Ha riaaao (> 1,69 mmol/l - < 2,26 mmol/l) 1o Haii-Brcoka CTOWHOCT

(> 2,26 mmol/l) ca mHOTO YeCTH.

® B KIMHMYHU OPOYYBaHHS YE€CTOTATa HA NAPKMHCOHU3bM M JUCTOHUS IIPH TALMEHTH, IEKYyBaHH C
OJlaH3alliH, € T0-BUCOKa, HO HE M CTATUCTHYECKU 3HAYMMO pa3indHa oT marebo. JlekyBanute ¢
OJIaH3allMH MAIMEHTH UMaT T0-HUCKA YeCTOTa Ha MApKHHCOHU3bM, aKaTHU3Us U TUCTOHUS B CpAaBHEHUE
C TUTPUPAHU 103U Xajomnepuaoi. [Ipu muncara Ha moapoOHa HH(GOPMALIKS OTHOCHO MPEAX0IHATA
aHaMHe3a Ha WHIWBUyaTHA OCTPU U TapIMBHU €KCTPATTUPAMUIHY JIBUTATEITHH HAPYIIICHUS
MTOHACTOSIIEM HE MOKE J]a CE€ HAIpaBU 3aKJIIOUCHHE, Y€ OJaH3alMH MPUYUHSIBA B TIO-MaJIKa CTENICH
TapIVMBHA JUCKUHE3WS W/WIH JPYTH €KCTPAMPAMHTHU CHHIPOMH.

! OCTpI/I CUMIITOMH KAaTO NOTCHEC, MTHCOMHUSA, TPEMOP, TPECBOXKHOCT, I'a/ICHC U ITIOBPHIIAHE Ca
JOKJIaJABaHU IIPpX BHE3aITHO CIIMPAHE HAa OJIaH3alllH.

8 B xiuHMYHEYN npoyuBaHys 10 12 ceIMMIM IUIa3MEHUTE KOHIIEHTPAIMH Ha ITPOJIAKTUH IIPEBUIIABAT
ropHaTa rpaHulla Ha HOPMaITHUS Iuana3oH rnpu npuoiamsutenHo 30 % ot JeKyBaHUTE C OJlaH3aluH
MAalMUEHTH, KOUTO UMAT HOpMaIHa U3X0JHA CTOMHOCT Ha MpoJyiakThH. [Ipu moBeueTo OT Te3u NauueHTH
MOBHIIIEHUATA HA CTOWHOCTUTE OOMKHOBEHO Ca YMEPEHHU M OCTaBarT IO ABYKpaTHATa CTOWHOCT Ha
ropHaTa rpaHyila Ha HOpMaJlHUSl IMana3oH.

° Hexenano ch0MTHE, yCTAHOBEHO OT KJIMHUYHY TIPOYYBAHMS B HHTETpUpaHara 6a3a JaHHHM 32
OJIaH3aIUH.

10 Kakro e OLCHCHO OT U3BMCPCHUTC CTOMHOCTH OT KIIMHUYHHU IIpOyYBaHH B UHTErpUpaHara baza JaHHH
3a OJIaH3aIlvuH.

11 Hexenano ch6uTHE, yCTAHOBEHO OT CIIOHTAHHU ChOOIIEHHS B IOCTMAPKETHHIOBHUS IEPUOJT C
orpejiesieHa YeCTOTa, KaTo ¢ M3M0JI3BaHa MHTerpupaHarta 0a3a JaHHU 3a OJIaH3aIlHH.
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12 Hexxenano ch0MTHE, yCTAaHOBEHO OT CIIOHTAHHU ChOOIIEHHS B OCTMAPKETHMHIOBHUS IEPHOJT C
M3UHKCIICHA YeCTOTa Ha ropHaTa rpaHuia Ha 95% AoBepuTeIeH UHTEPBa, KaTo € U3MO0I3BaHa
WHTErpUpaHaTa 0a3a IaHHU 32 OJIAH3aINH.

Jlparocpoyna excrno3uuus (rmone 48 ceAMHUIIN)

[Tpu manueHTHTE, KOUTO UMAT HEKEIIAHU, KIMHUYHO CHTHU(UKAHTHHA TPOMEHU B HAJ/IABAHETO Ha
TErJI0, B XO7la Ha BPEMETO ce MOBHIaBaT ritoko3ara, oomuat/LDL/HDL xonecrepon niu
Tpuriaunepuante. [Ipu Bb3pacTHH MAIUETH, KOMTO 3aBbpIIBAT 9-12-MeCeUHO JeUEeHUE, YECTOTATa Ha
HapacTBaHE Ha CPETHUTE CTOMHOCTH HA KPhBHATA 3aXap HaMaJsiBa CJe/ MPHOIM3UTEIHO 6 Meceria.

JonbnHuTenHa HHGOPMAIIHS 33 CIICITUATHYU TOTYIaIHK

B kTMHUYHY TPOYYBaHUSI TPH NAIMEHTH B cTapyecka Bh3PacT C JICMEHIIUS JICYCHUETO C OJIaH3aIHH Ce
CBBP3Ba C [M0-BUCOKA Y€CTOTa HA CMBPT U MO3BYHOCHIOBH HEXKEJIAHU PEAKIIUU B CPAaBHCHUE C
rrane6o (Bk. Touka 4.4). MHOTO 4ecTH HeXellaH! peakilni, CBhP3aHu ¢ yIoTpedaTa Ha ONaH3aIuH
NIPY Ta3W TpyIa MaueHTH, ca a0HOpMHA MOXoIKa U ajganus. YecTo ca HaOJIr0IaBaHH THEBMOHUS,
MOBHIIIEHA TEJICCHA TEMIICPaTypa, JICTAPrusl, PUTEM, 3PUTCITHH XATIONMHAIIUN 1 MHKOHTUHEHITHS Ha
ypHHA.

B knmuHMYHM Npoy4YBaHUS IPU HALMEHTH C JIEKApCTBEHOWHAYLIMPAHA (JOMAaMHHOB arOHKCT) IICUX034,
cBBbp3aHa ¢ OonectTa Ha [TapKHHCOH, MHOTO Y€CTO M O-YECTO B CPaBHEHUE C IIIaIe00 ca JOKIIaIBaHU
BJolIaBaHe Ha [lapkrMHCOHOBaTa CUMIITOMATHKA U XaNIOIMHALIH.

B eaHo KMMHUYHO NPOyYBaHE NP MALUEHTH ¢ OUITOISIPHA MAaHHUsSI KOMOMHUPAHOTO JICUECHHE C
BAJIIIPOAT U OJAI3alMH BOJIY 10 Y€CTOTa HA HeyTponeHusnTa ot 4,1%; nmoreHuuaneH chaelcTBal]
(axTOp MOXe Ja ca BUCOKH IUIa3MEHHU HUBA Ha Baanpoar. Oan3anut, IPUIOKEH ¢ JINTHHA WK
BAJINIPOAT, BOJIM JI0 NoBHIIeHa yecToTa (>10%) Ha TpeMop, CyX0oTa B ycTaTa, MOBHUIIICH alleTUT U
HOBHIIABaHE Ha TeryoTo. Hapyienue B roBopa ChIIIo € A0KjIaABaHo yecTo. [Ipu neueHue ¢ onan3anux
B KOMOWHAIIUS C JINTHI WK TUBAIPOEKC ce HaOII0aBa OBUIICHHUE € > 7% OT U3XOAHOTO TEIECHO
terso npu 17,4% ot naumeHTuTe MO BpeMe Ha OCTPOTO JeueHue (1o 6 cenmunn). [Ipoabmxurennoro
JIedeHue ¢ oylaH3anuH (1o 12 mecemna) 3a MpoQUIaKTHKA Ha PEIUANB MIPH MAIIUSHTH C OUTIONSPHO
Pa3CTPONCTBO € CBBP3aHO C MOBULICHUE € =7% OT U3XOIHOTO TeJeCHO Terio npH 39,9% ot
NauECHTUTE.

IlenmaTpryHa IonyaaIus

Onan3zanvH He € IOKa3aH 3a JEUYEeHHE MPH el U IoHomHu noj 18 rogunu. Makap aa He ca
MPOBEkKJIAHU KIMHUYHU TPOYYBAHUS 32 CPABHSIBAHE HA IOHOILIUTE C Bb3PACTHUTE, JAHHUTE OT
MPOYYBAHUSATA IPU FOHOLIYU Ca CPABHEHU C TE3H OT MPOYUYBAHUATA IIPU BH3PACTHH.

Crnennara Tabiuna 00001aBa HeXXEJaHUTE PEaKLUH, ChOOIIaBaHU C MO-TOJIsIMA YECTOTA MPH
MAI[MEeHTH B IOHOIIECKa Bb3pacT (Mexay 13 u 17 roaunmn), OTKOJIKOTO MPY BH3PACTHH MALMEHTH, WIH
HEe)XeJIaHU PeaKIiy, KOUTO ca YCTAaHOBEHH CaMO NMPH KPATKOCPOUHHU KIMHUYHH MPOYUBAHUS C
NAlMEeHTH B FOHOIIECKA Bb3pacT. KIIMHUYHO CUrHU(UKAHTHO MOBHUILICHHE HA TErI0TO (> 7%)
M3IeXIa ce HabJ01aBa Mo-4ecTo B IOMyJIalusaTa Ha FOHOIINTE B CPAaBHEHUE C BB3PACTHU ChC
cpaBHMMa ekcro3uiys. CTeneHTa Ha HaJaBaHe Ha TETJIO M JIEJIbT Ha MA[UEHTUTE FOHOIIHN, KOUTO
UMaT KJIMHUYHO 3HAYMMO Ha/JJaBaHe Ha TEIJIO ca IMO-T0JIEMH MPH MIPOABIDKUTEIHA eKCIIO3ULHUS (TIOHE
24 cenMUIM), OTKOJIKOTO MPH KPATKOCPOUHA SKCIIO3HIIUS.

IIpu BesKo rpynupaHe B 3aBUCHMOCT OT YECTOTATa HEXKEJIAHUTE PEAKLUU Ca NPEACTABEHU B HU3X OIS

pell 10 OTHOIIICHHE HA TAXHATA CEPUO3HOCT. TepMUHHTE 3a YecToTa ca Ae(hUHUPAHN KAKTO CIIe/IBA:
MHoro vectu (> 1/10), yectu (> 1/100 no < 1/10).
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Hapymenus Ha MeTa00JIM3Ma U XpaHEHETO
Mmnozo yecmu: TloBuIIaBaHe Ha TETNIOTOY, HOBUIICHH HUBA HA TPUIJIMLIEPHAN . TOBHIIICH allETHT.
Yecmu: TIoBUIIEHH HUBA HA XOJIECTEPOII ™

Hapymenus Ha HepBHaTa cUCTeMa
Mmnoeo yecmu: Cennpane (BKIIOUHTEITHO: XUIIEPCOMHHUS, JIETAPTUsl, COMHOJICHTHOCT).

CToMalIHO-YpeBHH HAPYLIEHHS
Yecmu: CyxoTa B ycTaTa

XenaToOuJIHAPHHU HAPYIIEHHUSA
Mnoz2o uecmu: TloBuienus Ha yepHoapoouuTe amunorpancepasu (ALT/AST; Bx. Touka 4.4).

HN3caenpanus

Mmnoeo yecmu: Hamanen o0y omnupyous, nopuiieHa GGT, MOBUIICHH TJIa3MEHU HUBA HA

nponaktun’®,

13 Cnen xpatkocpouno seuenre (MeIuaHa Ha IPOJLIKUTEIHOCT 22 THU) MOBHIIABAHE HA TEIJIOTO

> 7% ot u3xomHOTO TenecHo Terio (kg) e MHoro yecto (40,6 %), > 15% OT U3XOIHOTO TEIECHO TETIIO
e uecto (7,1 %), a > 25 % e uecto (2,5 %). [Ipu pparocpouna excriosurus (mone 24 ceamunn) 89,4 %
Haggasat > 7 %, 55,3 % maggasar > 15%, a 29,1 % magmasat > 25% OT U3XOOHOTO CH TEIECHO TETTIO.

14 Ha6mrogasar ce 3a HOpMaIHU U3XOMHM HUBA Ha raaaHo (< 1,016 mmol/l), KouTo HapacTBaT 10 Haii-
BUCOKa CTOIHOCT (> 1,467 mmol/l), u npoMeHH OT peepeHTHHUTE IPAaHULN B U3XOJHUTE HUBA HA
TpurHiepuauTe Ha ruagHo (> 1,016 mmol/l - < 1,467 mmol/l) no naii-Bucoka cToitHOCT

(> 1,467 mmol/l).

¥ TIpomenn B u3xomHKTE HUBA HA OOIIKS XOIECTEPOII Ha ITIaAHO crpsamo Hopmanaute (< 4,39 mmol/l)
JI0 Haii-BHCOKa cTOHHOCT (> 5,17 mmol/l) ca nabnronaBanu yecto. [Ipomenu ot pedepeHTHUTE
IPaHUIM B U3XOHUTE HUBA Ha OOIIKS X0JIecTepos Ha riaaHo (> 4,39 - < 5,17 mmol/l) no Haii-Bucoka
cToitHOCT (> 5,17 mmol/l) ca MHOTO YecTH.

16 [Topumeny TIa3MeHN HUBA HA MIPOJIAKTHH ca TOKIaABaHu npu 47,4% oT naleHTUTe B FOHOIIIECKA
BB3pacT.

Cro01aBane Ha MOJI03MPAHU HEXKEJIAaHH PEaKIIUK

CpoO11aBaHeTo Ha MOI03UPAaHH HEXKEJIaH! PeaKIUy CIIe]] pa3pelaBaHe 3a yrnoTpeoda Ha JeKapCTBEHUs
HPOIYKT € BaxkHO. ToBa M03BOJIsIBA /1a MPOABILKH HAOIIOICHUETO Ha ChOTHOIIEHUETO 110J13a/PHCK 32
JIeKapcTBEHUS NMPOAYKT. OT MEIULIMHCKUTE CIIEUATIICTH CE U3UCKBA Ja ChOOLIaBaT BCSIKa
HO03MpaHa HEeXXEeJIaHa PeaKlys upe3 HalloHalHa CUCTeMa 3a ChoOIIaBaHe, IOCOYEHa B
[Mpunoxenue V.

4.9 Ilpemo3upane

IIpusHany ¥ CUMITOMH

MHoro gecTy CUMIITOMH IIpH Iipepo3upane (uectota > 10%) BKIIOUBAT TaXUKaAPIUs,
BB30Yy/1a/arpecUBHOCT, TU3aPTPUS, PA3IUYHU eKCTPpATMPaMHTHI CUMIITOMU M HapylIeHNE Ha
CBh3HAHUETO, BAPUPAILIO OT CEAUPaHe O KoMa.

Jlpyru MEIMIIMHCKY 3HAYUMH TIOCIIETUIIN Ha MIPEJ03UPAHETO ca JIeNIUp, KOHBYJICHU, KOMa, Bh3MOKEH
HEBPOJICITUYEH MAJIMTHEH CHHAPOM, TIOTHCKAaHE HA IUIIAHETO, aCIIUPALIUS, XUIIEPTOHUS HITH
XHUIIOTOHHSA, PUTBMHH HapyIeHus Ha cbpLeTo (< 2% OT ciayvanTe Ha Mpelo3upane) u
KapJHOITyIMOHApEH apecT. DaTaiHu MOCIEANIIM ca JOKIIaIBaHN IIPH OCTPO MPEJ03UpaHe C 71032 OT
nopsaabka Ha 450 mg, HO CHIIO € JOKJIAJBAHO MPEXKUBSIBAHE CIIE]] OCTPO MPEI03UPAHE C
MPUOIM3UTENHO 2 g OJIaH3aMKH TePOPATHO.

Jleuenue

3a ojaH3amuH HIMa CHCHI/Iq)H‘leH AHTHUAO0T. He ce npenopp4Ba NPEAN3BHUKBAHC HA ITOBPBHIIIAHC. Morar
Ja 6’[;}_'[8.T IMMOKa3aH! CTAHAAPTHUTEC MCPKH 3a JICHCHUC HAa TPECAO3HUPAHC (T.e. CcTOMallIHa IMPOMHUBKA,
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npreMaHe Ha aKTHBEH BBIVICH). ETHOBPEMEHHOTO TpUiaraHe Ha aKTUBEH BBIJICH € ITOKA3allo
HaMaJIIBaHE Ha IepopaliHaTa OMOHAIMYHOCT Ha onaH3anuH ¢ 50 1o 60%.

TpsiOBa na ce 3a0YHE CUMITOMATHYHO JICUCHUE U MTPOCIICIABAHE HA KU3HCHUTE (DYHKIIMH B
CHOTBETCTBHE C KIIMHAYHOTO CHCTOSIHUE, BKIIFOUUTEITHO U JICYSHHE HA XUTTOTOHUTA U [IUPKYIATOPHUS
KOJIaIC ¥ MOAPHKKA Ha MuxarenHara ¢yHKkous. Jla He ce U3Ioi3Bar afpeHalrH, TOTIaMUH WIH APYTH
CUMIIATHKOMUMETHYHU CPEICTBA C O€Ta-arOHUCTUYHA aKTUBHOCT, ThH KaTO O€Ta-CTUMYJIAIUATA MOXKE
Jla BJIOIIN XUIIOTOHUATa. MOHUTOPHUPAHETO Ha ChPIACIHO-CHIOBATA CHCTEMA € HEOOXOIUMO 3a
yIIaBsiHE Ha Bb3MOXXHU apUTMHUU. BHUMATETHOTO MEIUIIMHCKO HaOII0IeHNe 1 MOHUTOpHUpaHe TpsiOBa
Jla TPOIBJKU 0 BH3CTAHOBIABAHETO HA MAI[UCHTA.

5, B®APMAKOJIOIT'MYHU CBOMCTBA

51 DapMaKoOAMHAMUYHH CBOWCTBA

dapmakoTepaneBTHUHA IPYyIa; ICUXOICTITHIIN, THA3CTUHH, OKCA3CeTHHH, THA3CITHHN 1 OKCCITHHH,
ATC kox: NOSA HO3.

dapmakoguHAMUYHU e(DEKTU
OraH3anuH ¢ aHTUTICUXOTUYHO, aHTUMAaHUHHO U CTa0MIIM3UPAILO0 HACTPOSHUETO CPEICTBO, KOSTO
MOKa3Ba MIMPOK (papMaKoIOTHYCH MPOGUIT IO OTHOIICHHUE HAa MHOXKECTBO PEICTITOPHU CHCTEMHU.

B npexknuHUYHY NpoyYBaHUs € H0Ka3aH ahUHUTETHT HA OJaH3AIIMH KbM penla peuenTopu

(Ki <100 nM) 3a ceporornt SHT2a52c, 5HT3, S5HTs; monmamun D1, Dy, D3, Ds, DS; Xxonuaepriuuau
MyCKapuHOBH perienrtopu Mi-Ms; anda; anpenepruyam; u xuctaMuHoBr Hi peneniropwu.
IIpoyuBaHusiTa C OJaH3AIIMH BbPXY IIOBEACHUETO Ha )KMBOTHHU nokas3sa SHT, nonmamMuHoB 1
XOJIMHEPIHYCH aHTarOHU3bM, OTTOBAPSIL Ha PELENTOP-CBBp3BaIius mpodui. In vitro onanzanux
MOKa3Ba Mo-ToJIsIM apUHUTET KbM cepoToHHHOBUTE SHT2, 0TKOKOTO KbM J0mTaMUHOBUTE D>
petieniropu U mo-rosisiMa SHT2 akTHBHOCT B cpaBHEeHHE ¢ Dy akTHBHOCTTA MpH IN VIVO MOJIEITH.
Enextpodu3nonoruuHuTe U3CieABaHus IOKa3BaT, Y€ OJIaH3aMUH CEIEKTUBHO HaMaJIsiBa
aKTUBUpaHeTO Ha Me3onmuMonyHNTE (A10) MOTaMUHEPTHYHU HEBPOHH, KaTO B CHIIOTO BpeMe €PEeKTHT
My BbpXY ITBTHIIATA B CTPUATYMa, y4acTBaIIK B MOTOpHaTa (GyHKIus (A9), € Manbk. OnaH3anvH
HamassBa KOHAWIMOHUPAHUS OTTOBOP Ha OTOATBAHETO, KOWTO € TeCT, IIOKa3aTelIeH 3a
AHTUIICUXOTUYHA aKTUBHOCT B /1031 MIO-HUCKH OT T€3H, BOJECIIH JI0 KaTaJerchs, KOeTO € XapaKTePHO
32 MOTOPHHTE HEXeJlaH! eeKTH. 3a pa3yiuka OT HAKOHU APYTH aHTHUIICUXOTHYHU CPE/ICTBA, OJIaH3aNuH
yCHJIBa OTTOBOPA B YCIIOBHSI Ha ,,aHKCHOJIUTHYEH  TECT.

B npoyusanus ¢ nosurpon-emucuonna romorpadus (PET) npu 3apaBu 1o6poBosiy, oJaH3anuH B
eAnHUYHa repopaiHa 103a (10 mg) mokassa mo-rojsiMo cBbp3BaHe ¢ SHT2a B cpaBHEHME C
nonamuHoBuTe D perientopu. OcBeH ToBa, 00pa3HO U3CIeBaHE Upe3 eAUHIUYHA (POTOH- EMUCHOHHA
kommoTbpHa ToMorpadus (SPECT) npu nmanuentu ¢ mu3odppeHns NoKkasBa, ue Mpyu NalueHTHTE,
YYBCTBUTEJHU KbM OJIaH3AIHH, UMa I0-MaJIKO CBbp3BaHe ¢ Dz B cTpuaryma B cpaBHEHHE C
MAIMeHTHUTE, YyBCTBUTEIHNA KbM JIPYTH aHTUTICUXOTHYHH CPEJICTBA M PUCTIEPUIOH, KaTO Ta3u HaXxoKa
€ CpaBHMMA C Ta3| [IPU KI03aIMH-1yBCTBUTECIIHUTE MTALIUCHTH.

Knunnyna edukacHocT

B nBe ot aBe miane00-KOHTPOJIMPAHH U B IBE OT TPU CPABHUTEITHA KOHTPOJIHUPAHH MPOYIBAHUS TIPHU
noeeue ot 2 900 marueHTH ¢ mu30(GPEHUs, IPOSIBEHA KAKTO C HAJTMYMUETO Ha IMOJIOKUTEIHU, TaKa U C
OTPUIIATEITHN CUMITTOMH, OJIaH3AIHH [TOKa3Ba CTATUCTUYECKH 3HAYMMO TI0-TOJIEMHU TIOJJOOPEHUS KaKTO
Ha HEraTUBHUTE, TaKa U HA TO3UTUBHUTE CUMIITOMH.

B MynaTHHAMOHAIHO, TBOWHO-CIISIIIO, CPABHUTEIIHO MPOYYBaHE BHPXY MIHU3U(PEHUATA,
mM30aeKTUBHUTE WIN TOA00OHHU HapyleHus, BKitouBamo 1 481 manueHTa ¢ pa3innyHa CTENEeH Ha
CBBP3aHH C TOBa CUMIITOMH Ha Aenpecus (M3X0Ha cpenHa cToiHocT 16,6 mo ckanara Ha
Montgomery-Asberg 3a kiacupuHpane Ha AMPecusTa), IPOCIEKTUBHUIT BTOPHUYCH aHAIIN3 Ha
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MPOMSIHATA HA M3XOHUS CIIPSIMO KpalHUsI Pe3yiTaT Ha HACTPOCHUETO, TOKa3Ba CTATUCTUICCKU
3HaunMo mmogobpenwe (p= 0,001) B mo3a Ha onamzamuH (-6,0) cipsimo xanonepuaoi (-3,1).

[Tpu manueHTH ¢ MAaHUEH €MHU30]] MU CMECEH SIM30,I1 NMPHU OUTIONIAPHO Pa3CTPOMCTBO OJaH3aIHH
MOKAa3Ba Mo-BUCOKa €(PEKTUBHOCT KAKTO CIIPSIMO I11a1e00, Taka U CIpsiMO BAIIPOAT CEMUHATPHN
(muBanmpoekc) B HaMasIBaHe Ha CHMITOMHTE Ha MaHUS 3a ToBede oT 3 ceaqmuIty. OJlaH3amiH CHINO
MOKa3Ba CpaBHUMA C XAJIONEPUA0I e(PUKACHOCT, U3pa3cHa C YacTTa MallUeHTH, TTOTYYHIId PEMUCHUS Ha
CHUMIITOMHUTE Ha MaHU U Ha jaenpecus 3a 6 u 12 cenMuim jiedeHre. B mpoy4BaHe ¢ oJaH3aIlvH B
KOMOWHAIMS C TUTHHA WK BAIIPOAT 32 MUHIMYM 2 ceIMUIM 100aBsiHeTo Ha onan3anuH 10 mg
(KOMOMHUPAHO JICYCHUE C JTUTUN WM BAJIIPOAT) € JJOBEJIO JIO MO-TOIsIMa PEIYKIUS Ha CHMITOMUTE Ha
MaHUs B CPAaBHEHHE ChC CAMOCTOSTEIIHOTO MPUJIOKCHUE HA JIUTHH WK BAIIPOAT Clie] 6 CEIMUIIH.

B 12-meceuno npoyuBaHe npH NpopUIaKTHKa Ha pEIUANBA Ha MAaHUWHU €MTU30,11, IPH MMallUCHTH,
MOJTYYMJIM PEMUCHS TP JIEUEHHE C OJIaH3alMH U PaHJOMU3HPaHHU CJe]l TOBa Ja MOJIyyaBaT OJaH3aluH
WK 11a11e00, OJTaH3alyH € [T0Ka3aJl CTATUCTUYECKH 3HaYMMO IIPEBB3X0ACTBO CHPSAMO Iutanedo mo
OTHOILICHNE Ha IbPBUYHNUTE KPAiHU TOUKH 32 NPO(HUIAKTHKA HA PELUINBY HA MAHUIHN €IU301 TIPU
OUIoNsIpHO pa3cTpoiicTBO. ONaH3anMH CHUIO € MOKa3al CTATUCTHUECKH 3HAYMMO MPEAUMCTBO CIPSMO
w1ane0o 1Mo OTHOLIEHKE Ha MPEIOTBPATABaHe HA PELMINBH KaKTO Ha MaHUs, TaKa U Ha JACTIPECHsL.

B®B BTOpO 12-MeceuHo mpoydBaHe NpH MpoGUIaKTHKA PEIUANBH HA MAHUWHU €U30/IH, TalueHTH,
IIPpU KOUTO € IMMOCTUTrHATa pEMHUCHS C KOMGI/IHI/IpaHO JISUeHHE OJIaH3aINH U JTUTUH U paHaOMU3UpPaHn
CJIeJ] TOBA J1a TIOy4aBaT OJIAH3AIMH MU JTUTUH CAMOCTOSTEITHO, OJTAH3AIHNH € MOKa3aJl He TO-TOJIIMO
MPEBB3XOICTBO CHPSMO JIUTHI TI0 OTHOIICHUE Ha MbPBUYHUTE KPAHU TOUYKH Ha OHIIONSPHO
pasctpoiictBo (onan3anu 30,0%, nutuit 38,3%; p = 0,055).

B 18-mecedno npoydBaHe Ha KOMOWHUPAHO JieUeHHe Ha MAaHUIHN WA CMECEHH €IH30,IU TIPH
HalMEeHTH, CTA0WIN3HPAHU C OJIaH3alUH ILUTIOC JIEKApCTBa, CTaOMIN3UpAlY HACTPOSHUETO (JINTUN WU
BaJIIIPOAT), IPOABIKUTEIHOTO JICUEHHUE C 0JIAH3AIIMH CbBMECTHO C JIMTUH WU BaJIIpoaT HE €
CTaTUCTUYECKH MO-I100PO CIIPSIMO JIUTUI WM BAIIIPOAT CaMOCTOSITETIHO 110 OTHOLLICHHE 3a0aBsHE Ha
000CTPSIHETO Ha OUIIOJISIPHOTO Pa3CTPONCTBO, CHITIACHO KPUTEPUUTE 3a CHHAPOMA (JIMarHo3ara).

IlenuaTpuyHa nomyJamnus

KonTtponupanute qaHHu 3a epUKaCHOCT NPH FOHOIIH (BB3pacT 13 1o 17 ronuHM) ca orpaHUyueHH 10
KPaTKOCPOYHH MIPOYUBAHUS MPH MK30(ppeHus (6 ceIMUIN) U PU MaHUs, CBbp3aHa ¢ OUIOJISIPHO
pasctpoiicto tui I (3 cenmunn), mpu mo-manko ot 200 roHOomM. ONaH3anuH € U3MOA3BaH KaTo
¢excnbuiIHA /1032, 3anmoyBamia ot 2,5 u crurama 10 20 mg/auesHo. [1pu nedenre ¢ onaH3anuH
IOHOIIINTE HaJ1aBaT CUTHU(HUKAHTHO NIOBEYE Ha TETJIO B CPaBHEHHE C Bb3pacTHUTE. CTENeHTa Ha
npomeHu B ooums xonectepos, LDL xosectepona, TpUriMuepyuanTe Ha TiIafHo U MPOJIAaKTHHA (BXK.
Touk# 4.4 1 4.8) e mo-rojsMa MpH IOHOIIN, OTKOJIKOTO NMPH Bb3pacTHU. HsiMa KOHTpOIMpaHu TaHHH 3a
NoJIbpKaHe Ha eeKTa WM 3a IbJIrocpodHa 6e3omacHocT (BX. ToUkH 4.4 u 4.8). Mndopmanusra 3a
IBITOCpOYHaTa 0€30M1aCHOCT € OrpaHWYeHa ITIaBHO 10 OTBOPEHHU, HEKOHTPOJIMPAHHU JaHHU.

5.2 dapmakoKHHeTHYHH CBOWCTBA

AOGcopOuus
OmnanzanuH ce abcopbupa 1o0pe cien nepopaIHo IPUIOKEHHE KaTo JOCTUTa MAaKCUMAITHU TUTa3MEeHH

KOHIICHTpAIMK MeXay 5-ust U 8-ust uac. AGcopOuusTa He ce TIOBJIHsABA OT MpHeMa Ha XpaHa.
AGcomoTHaTa OMOHATMYHOCT CIIE/ MEPOPATHO MPHUIIOKEHHE B CPABHEHNE C HHTPABEHO3HO
NPUIOKEHUE HE € OIpeIeIIsHA.

Pasnpenenenue
CBBbp3BaHETO HA OJIAH3AIMMH C TIA3MEHUTE MMPOTEUHH € 0KO0JI0 93 % TpyW KOHIIEHTPAllMK B IHMAMa3oHa

ot 7 mo oxoimo 1 000 ng/ml. Onan3anuu ce cBbp3Ba IIIaBHO C ajgbyMuHa u ¢ ol-Kucemus
TJIMKOIIPOTECHUH.
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buorpanchopmanus

OnaH3anuH ce MeTa0oaM3upa B YepHUSI PO0 Upe3 KOHIOTUPAHE M OKUCIICHUE. [ IaBHUSAT METa0OIUT B
kpbBTa € 10-N-rmokoponwm, KOHTO He MpeMIHaBa IIpe3 KphbBHO-MO3bUHaTa Oapuepa. 3a
o0pa3yBaHeTo Ha MeTa0OMUTHTE N-Ie3MeTHIT U 2-XUIPOKCUMETHII JOMPHUHACAT UTOXpoMHU P450-
CYP1A2 u P450-CYP2D6. In vivo u nBata MeTabO0IUTa IIOKA3BaT 3HAYUTEIHO I10-HUCKA
(bapMaKoIOrHYHa aKTHBHOCT, OTKOJIKOTO OJIAaH3AIMH B U3CJICIBAHHS NIPH KUBOTHH. [ J1aBHATA
(bapMaKoJIOrHYHA aKTHBHOCT CE JIBJDKU HA U3XOJIHUS OJIAH3AIVH.

EnumMunupane
Crnen mepopallHO IPUIOKEHUE CPEIHUIT TEPMUHAICH STUMUHAIIMOHCH MOTYKUBOT HA OJaH3aMuH

TIPH 3[IpaBH JIUIIA Bapupa B 3aBUCUMOCT OT BB3pacTTa | Moja.

[Tpu 3mpaBu MHAMBUAN B HapeAHATIA BB3PacT (65 TOAMHU U MTOBEYC) CPEAHHUAT SIIMMUHAIIMOHEH
MOJTY’)KUBOT € YJIBJDKCH B CpaBHEHUE C mo-muiaante uHauBuau (51,8 cpenry 33,8 yaca), a KIIUPBHCHT €
HamaureH (17,5 cpemy 18,2 1/gac). ®apMakoknHeTHYHATa BApHAOUITHOCT, KOSATO € HaOII0AaBaT mpH
WHIUBUIUTE B HapeIHANIa Bb3PAcT, HE CE OTINYaBa OT Ta3u Ipu no-miagute uaausuan. [Ipu 44
MAIUCHTH C MU30(pPEHUS Ha BB3PacT HaJ 65 rouHu 1031 OT 5 10 20 mg/mHEeBHO He ca Ouin
CBBP3aHHU C HIKAKBB PA3IMICH MPohniI Ha HEXKETaHH ChOUTHS.

[Ipu sxeHu cpeaHUAT eMMMUHAIIMOHEH TIOY>KUBOT € JIeKO yabibkeH (36,7 cpenty 32,3 vaca) B
CpaBHEHHE C TO3H MPU MBXKETe, a KIIUPBHCHT € penyuupat (18,9 cpemry 27,3 1/uac). Benpeku ToBa,
npodTbT Ha O0e30macHOCT Ha ojan3anvH (5-20 mg) e cpaBHUM MeXy KeHuTe (n=467) 1 MbKeTe

(n=869).

br6peuHo yBpexkaane

He e ycTanoBeHa 3HaunMa pa3nuka B CpeIHS SIMMHUHAITMOHEH oIy uBOT (37,7 cripsimo 32,4 gaca)
wm B kiupbHca (21,2 copamo 25,0 1/gac) Mexay nanueHTHTe ¢ yBpeaeHa 0b0pedna QyHKIUSL
(xpeaTrHnHOB KHpBHC <10 ml/min) u 3apaBute uuIUBHIU. [IpoyuBaHusTa MOKa3Bat, ue okoo 57 %
oT 6CHSI33HI/I$1 C PaAOAKTHBHU U30TOIIU OJIaH3aIllMH C€ YCTAaHOBsABA B YpUHATA INIaBHO 110/ Q)opMaTa Ha
METa0OIHUTH.

YepHoApoOHO yBpEKIaHE

Manko npoy4BaHe 3a BIUSHUAETO Ha HapylieHata (PyHKIHS Ha YepHUs Apo0 Npu 6 MaIMeHTy ¢
KIMHHYHO 3HaunMa (kiac A (n = 5) u kirac B (n = 1) mo knacudukarmsra Childs Pugh) nuposa
ycTaHOBsIBa cllab eeKT BbpXy (papMaKOKWHETHKATA Ha OJIaH3aINH, TIPUIIOKEH MEPOPATHO

(2,5 - 7,5 mg equnnyHa 103a): MAIMEHTUTE C yMEPEHa JI0 TeXKa YePHOAPOOHA TUCHYHKIIUS UMAT
JIEKO 3aBUIIICH CHCTEMEH KIMPBHHC U MO-KPAThK STMMUHAIIIOHEH MTOJY)KUBOT B CPAaBHEHHE C
nanueHTute 6e3 yepHoipodHa nucyHkus (n = 3). [ToBeyeTo OT manMeHTHTE ca MymIadu ¢ UPo3a
(4/6; 67 %), oTkonKOTO MaIKeHTH Oe3 yepHoaApoOHa auchyHkiwms (0/3; 0 %).

[ymene
[Tpu Hemymiauu (MBXKe U )KEHH) CPEAHUAT SJIMMHUHAIIMOHEH MOMYKHBOT € ybibkeH (38,6 cnpsiMo
30,4 yaca), a kupbHCHT € HamaseH (18,6 cpeury 27,7 1/4ac) B cpaBHEHUE ¢ MyIIAYH.

[IazmenusT KIIMPBHC Ha OJIaH3aIlMH € IIO-HUCHK MPU MAUCHTUTC B HAIIPpC/IHAJIa Bb3PacCT, B
CpaBHCHHUC C MMO-MJIAAUTC UHAWUBUAW, IIPU JKCHUTC B CPABHCHUC C MBIKCTC; KAKTO U IIPHU HCITYHIAYUTC B
CpaBHCHUC C IIyIIAYUTE. B’LHpeKI/I TOBa, 3HAYMMOCTTA Ha BJIIMAHUECTO HA Bb3pacCTTa, I10JIa UiIn
IMMYHICHCTO BbPXY KIIMPBHCA HAa OJIaH3aIllMH U BbPXY HCTOBUS IMOJYKUBOT € TBBPJAC MaJika B CDABHCHUC
C o6maTa BapI/Ia6I/IJ'IHOCT MCKAY OTACITHUTC UHAUBUIU.

He ca ycTaHoBeHU pa3iuKu BbB (papMaKOKMHETHYHHUTE HapaMeTPU IPU IIPOYUIBAHMSI, TPOBEIACHH C
€BpONEHIIN, ATOHIU U KUTANIH.

Ilenuatrpuyna momyamuys

IOnomm (Bw3pact 13 mo 17 roguamn): GapMakoOKMHETHKATA HA OJIAH3AITHH € MO00Ha IIPH FOHOIITH U
BB3pACTHU. B KIMHUYHYU MPOYyYBaHUS CpeAHATA €KCIIO3UITNS Ha OJIaH3aIliH € 0KOJIO 27% 1Mo-BUCOKa
npu toHoIHU. JleMorpadckute pa3inudusi MeX1y FOHOIIN U Bh3PAaCTHU BKITIOYBAT ITO-HUCKO CPEITHO
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TEJIECHO TETJIO U TMO-MaJIbK Opol mymadu npu oHomure. [Tomo0Hu hakTopy € BE3MOXKHO /1
CBJICHCTBAT 3a IMO-BHCOKATA CPEHA SKCITO3UIIHSI, HAOII0JaBaHa MPY FOHOIIIH.

5.3 IpeakJanHNYHYU JaHHM 32 0€30MaCHOCT

Ocrtpa (Ipu eMHUYHA J1033) TOKCUYHOCT

[Mpu3HanMTe HA TOKCUYHOCT MIPH TICPOPAJICH MTPUEM TIPU TPU3AYUTE Ca XaPAKTCPHH 32 MOIIIHUTE
HEBPOJICTITUIN: XUITIOAKTUBHOCT, KOMa, TPEMOD, KIIOHHIHNA KOHBYJICHH, CAJTBAIIM H TIOTHCKAHE Ha
HaanaBaHeTo. CpeqHUTE JeTamHu 031 ca npuommsurenao 210 mg/kg (3a mumkn) n 175 mg/kg (3a
rbxoBe). Kyderara nonacsaT equHudHa iepopaisa jgo3a jgo 100 mg/kg 6e3 na ce HabmoaBa JieTaieH
u3xoa. KbM KIMHAYHUTE MPU3HAIM CHaJlaT CeANPaHe, aTaKCHs, TPEMOP, YCKOPEHA ChpJeuHa YeCTOoTa,
3aTpy/JHEHO JHUINaHe, MHO3a U aHopekcus. [Ipu MaiiMyHu euHUYHH TIepopaitiu go3u g0 100 mg/kg
BOJIST JI0 IPOCTPAITH, a IO-BUCOKHTE JO3M JIO HEMbJIHA 3ary0a Ha Ch3HAHUE.

TOKCHYHOCT IPU MHOTOKPATHO HPUI0KEHUE

B npoyuBanus BbpXy MUIIKH C MPOABIHKUTEIHOCT 10 3 Mecella U BbpXY ITbXOBE U KyueTa ¢
NPOABIDKUTENHOCT 10 |1 roguHa npeobnaaaBamute epextu ca notuckane Ha LHHC,
AHTHUXOJIMHEPIHYHM eeKTH U NepruepHr XeMaToJIOrMYHN HapylieHus. Pa3BuBa ce Tonepanc KbM
notuckanero Ha [{THC. ITapamerpute Ha pacTexa HaMamsiBaT MpH BUCOKU a034. [Ipu mibxoBere ca
HaOIroaBaHu 00paTUMHU €EKTH, KOUTO ca B pe3yNTaT Ha MOBUIICHU HUBA HA TIPOJIAKTHHA
BKIIIOYBAT: HAMAJISIBAHE TETJIOTO HA SSIHYHUIIMTE M MaTKaTa, KAKTO H MOP(OIOTHYHU TPOMEHH BHB
BJIAraJIMILHUS SUTET U B MIICUHHUTE JKIIE3H.

XeMaToJI0ruyHa TOKCHYHOCT

Edextn BbpXy XeMaTOIOTHYHUTE MTapaMeTPH C€ YCTAHOBABAT IIPH BCUYKH H3CIICIBAHU BHIOBE
JKUBOTHU, BKJIFOUHTEITHO J1032-3aBUCUMH TTOHIDKEHUS HA TUPKYIUPAIIUTE JICBKOIUTH ITPH MUIIKA U
HecTIeUQUYHA HaMaJIeHUs] Ha OpOsl Ha UPKYIUPAIINTE JEBKOLUTHTE MPH TUIBXOBE; HE Ce
YCTaHOBSIBAT, 00aue I0Ka3aTeICTBA 32 KOCTHOMO3bYHA IUTOTOKCUYHOCT. [Ipn orpanuden 6poit
Ky4era, JleKyBaHH ¢ f03u oT 8§ mwin 10 mg/kg/mHeBHO (00ImIaTa eKCIO3HUIKS Ha OJTAH3ANMH {TUTIOMI ITO/T
kpuBata} ¢ 12 10 15 mbTH MO-BUCOKA OT Ta3W MPH YOBEKA MPH MIPHEM Ha Ji03a oT 12 mg), ce
HabronaBa oopaTuMa HEYTPOIeHHUS], TPOMOOIUTONICHHS MIT aHeMust. [Ipy IMTONIeHNYHH Ky4yeTa He
ca HaOrOTaBaHU HeXXeTaH! e(eKTH BbPXY MPOTEHUTOPHHUTE WX TIpor(eprpaIinTe KJISTKH B
KOCTHHS MO3BK.

PenponykTrBHA TOKCHYHOCT

OnanzanvH HAMa TepaToreHHu eext. CenanusaTa MoBIUsABa KYyIyJIaTUBHUTE CIIOCOOHOCTH Ha
MBKKHUTE TTbX0BE. [10J10BUTE HUKIIK ce 3acsraT mpu j1o3u ot 1,1 mg/kg (3 mbTH 1M0-BUCOKHU OT
MaKCHMAaJTHATa /1032 TPU X0paTa), a perpoAYKTUBHUTE ITapaMeTpH ca 3aCErHaTH IpH TUIbX0BE, Ha
KOUTO € aBaHa /1032 oT 3 mg/kg (9 mbTH No-BUCOKA OT MaKCHMalIHATa J103a IIpH Y0BeKa). B
MOKOJIGHUETO Ha ITHXOBETE, Ha KOUTO € JIaBaH OJIaH3aIMH ce HaOJro1aBa 3a0aBsiHe B Pa3BUTHETO HA
IJI0/1a ¥ TIPEXOTHO HaMaIsIBAaHE HUBATa HA aKTUBHOCT HA MAJIKUTE YKUBOTHH.

MyTareHHocT
OnaH3anuH He € TToKa3ajl MyTareHHOCT WJIM KIIACTOT€HHOCT IIPH MPOBEJACHNUTE ITHIHHU CTaHIAPTHH

TECTOBE, BKJIFOUBAIIM TECTOBE 3a OAKTepHAIHU MyTally  iN VItro u in Vivo TectoBeTe mpH
003aliHUIIH.

KapimHoressoct
PesynraTuTe OT U3CaeqBaHUATA BHPXY MUILIKHU U IIIBXOBE BOJAT 10 3aKJIFOUEHHUETO, Y€ OJIAH3AMMH HE
€ KapIMHOT€HEH.

6. OAPMAIIEBTUYHU JAHHHU
6.1 CnucbLK HA IOMOIIHHUTE BelllecTBa
Manuron E421
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MukpokpucTaiHa 1einyno3a

Acmapram E951

Kpocnosunon

Marune3ueB creapat

6.2 HechBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHoCT

30 mecera

6.4 CrnenyajaHu yCJIOBHSI HA CbXpPaHeHHue
Ja ce cexpanssa mox 30°C.

6.5 Bun u chabp:kaHne HA OMAKOBKATA

20 mg tabneTku
AnyMuHU/alyMUHUEBH OJIMCTEPU B KapTOHeHH KyTHH ¢ 28, 56 mim 70 TaOaeTKH B KyTHSL.

He BcHuKM BUIOBE OMAKOBKH MOT'aT jJa ObJIAT MyCHATH Ha Ma3apa.
6.6 CnenuajaHu npeana3Hu MEPKH MPU U3XBbPJsHE

Hsama CricuyaJIHi N3MCKBaHU .

7. INPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA
Glenmark Arzneimittel GmbH

Industriestr. 31, D — 82194, Grébenzell,

I'epmanus

8. HOMEP(A) HA PASPEHLIEHUETO 3A YIIOTPEBA
EU/1/09/588/010

EU/1/09/588/011
EU/1/09/588/012

9. JATA HA IBPBO PASPEIIABAHE/IIO/ITHOBSIBAHE HA PASPELIIEHUETO 3A
YIHOTPEBA

Jara Ha epBO pazpemasane: 03 lexemspu 2009

[ara Ha nocnenHo moxHoBsiBaHe: 19 Arrycr 2014

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

{MM/TTIT?}

[MoxpoOHa uH(popMalIus 3a TO3U JIEKAPCTBEH MPOIYKT € peocTaBeHa Ha yeo caiira Ha EBpomnerickara
areHIus 1o Jiekapceraata http://www.ema.europa.eu/.
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MNPUJIOXKEHHUE |1
A. TIPOU3BOIUTEJIN, OTTOBOPHHU 3A OCBOBOXKIABAHE HA ITAPTUAU
b. YCJIOBUSA WM OTPAHUYEHUSA 3A JTOCTABKA U YIIOTPEBA
B. JAPYI'M YCJIOBUSA U UBUCKBAHUSA HA PASPEILIEHUETO 3A YIIOTPEBA

.  YCJI0BUsA UJIN OTPAHUYEHUS 3A BE3OITACHA 1 E@EKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUSA ITPOAYKT
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A.  NPOU3BOIUTEJIN, OTTOBOPHHU 3A OCBOBOXKJIABAHE HA ITAPTHU/U

Hme u aapec Ha npou3BOAMTENS(TE), OTTOBOPEH(H) 3a 0cBOoOOKaaBane Ha nmapruaure B EMO
Glenmark Pharmaceuticals s.r.o

Fibichova 143, 566 17

Vysoké Myto

Yemka PerryOmmka

b. WJIM OTPAHUYEHNS 3A JOCTABKA U YIIOTPEBA

.HCKapCTBeHI/IﬂT MPOAYKT C€ OTIIYCKa I10 JICKAPCKO NPpEANINCaHUC.

B. JPYI'M YCJIOBUA U U3BUCKBAHUS HA PASPEIIEHUETO 3A YIIOTPEBA

o TlepyoaMYHHM AKTVAJH3IHPAHH JOKJIAAN 32 0€30IACHOCT

KBM MOMeHTa Ha U3/1aBaHe Ha pa3pelIeHueTo 3a ynoTpeda He ce N3UCKBa I10/1aBaHe Ha IePUOANIHU
aKTyaJIM3UPaHH JOKIaaM 3a 6€30IacCHOCT 3a TO3HU JIEKapCTBEH NPOoAyKT. IIpurexarendar Ha
paspemnieHneTo 3a ynorpeda, odaue, TpsaOBa J1a 1Mo1aBa NePHOIUYHH aKTyaTH3UPAaHH JOKIAIN 32
0€30I1aCHOCT 3a TO3H JICKAPCTBEH MPOIYKT, aKO MPOAYKTHT € BKIIOUCH B CIIUCHKA C peepeHTHUTE
nmatu Ha EBpomneiickus cpio3 (EURD crimewk), npenBuex B wi. 1078, an. 7 ot Jupextusa 2001/83/EO
U IyOJIMKyBaH Ha eBPOIECHCKUS yeOrnopTa 3a JIeKapcTBa.

I.  YCJI0BUA UJIHN OTPAHUYEHUSA 3A BE3OITACHA 1 EOEKTUBHA YIIOTPEBA
HA JJEKAPCTBEHUSA TPOAYKT

e [Lian 3a ynpasjenue Ha pucka (ITYP)

Henpunoxumo
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NPUJIOKEHHUE Il

O3HAYEHMUSA BBPXY OITAKOBKATA U JIMCTOBKATA
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A. JAHHHU BBPXY OITAKOBKATA

i



JAHHHU, KOUTO TPABBA JIA ChbADBPKA BTOPUYHATA OITIAKOBKA
KAPTOHEHA KYTHUA

‘ 1. HUME HA JIEKAPCTBEHMA ITPOAYKT

Olanzapine Glenmark Europe 5 mg tabnetku, qucneprupariy ce B ycrata
Onan3zanuH

‘ 2. OBSBSBAHE HA AKTUBHOTO/MTE BEHIECTBO/A

Bcska Tabnerka chabpika 5 My oJaH3aIMH.

‘ 3. CIIUCBK HA IOMOIIHUTE BEINECTBA

Coabpika acnapTaM. BiokTe aucToBkarta 3a JObJIHUTENIHA HHGOpMAaLS.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

Tabnetka, qucneprupaiia ce B ycrata

28 TabneTKu, qUCTIePTUPAIIH CE B ycTaTa
56 TabneTku, TUCHIEeprupany ce B ycrata
70 TabneTkH, AUCTIEPTUpPAILH Ce B ycTaTa

5. HAYUH HA ITPUJIATAHE U ITBT/MIIA HA BBBEXKJIAHE

TabnerkaTa TpsOBa Ja ce pa3TBOPH B yCTaTa Wi B HanuTKa. [Ipenu ynotpeda npoyerere IMCTOBKATA.

IlepopasiHo npuIIOKEHHE

6. CHELHUAJIHO NPEAYHPEXIEHUE, UE JEKAPCTBEHUAT NPOAYKT TPSABBA
A CE CbXPAHSIBA HA MSCTO JAJIEYE OT HOTIJIEJA U TIOCET'A HA JIELTA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTBITHO 3a JACHaA.

‘ 7. JAPYI' CHEIIUAJIHUA ITPEJAYIIPEXJIEHUA,AKO E HEOBXOJANMO
‘ 8. JATA HA U3STHUYAHE HA CPOKA HA TOAHOCT

TI'onen no:
‘ 9. CIIEMAJIHA YCJIIOBUS HA CbXPAHEHHUE

[a ce cpxpanssa mox 30°C.

10. CHELUAJIHU ITPEAITAZHA MEPKMU 11PU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPUAJIAN OT THX,
AKO CE UBUCKBAT TAKHUBA
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11. NME " AJIPEC HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Glenmark Arzneimittel GmbH
Industriestr. 31, D — 82194, Grobenzell,
I'epmanus

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/09/588/001
EU/1/09/588/002
EU/1/09/588/003

13. ITAPTUAEH HOMEP

ITaptuma Ne

| 14.  HAYMH HA OTIYCKAHE

JlexapCTBEHUSAT MPOAYKT €€ OTITyCKa I10 JEKAPCKO IPEAIUCAHUE.

| 15.  YKA3AHHSI 3A YIIOTPEBA

|16, MH®OPMAILIMS HA BPAIJIOBA A3BYKA

Olanzapine Glenmark Europe 5 mg tabnetku, qucneprapaiiy ce B ycraTa

‘ 17. YHUKAJIEH WAEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JByn3mepeH 0apko ¢ BKJIIOYECH YHUKAIECH HACHTU(DHUKATOD

‘ 18. YHUKAJIEH WIEHTU®UKATOP — IAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JAHHH, KOUTO TPSABBA JJA CBABPXAT BJIUCTEPUTE U JIEHTUTE

AJIYMUHUEBHU BJIMCTEPU

| 1. HUME HA JIEKAPCTBEHMA TPOAYKT

Olanzapine Glenmark Europe 5 mg tabnetku, qucneprupariy ce B ycrata
Onanzanux

| 2. NME HA IIPUTEXKATEJIS HA PASPEHIEHUETO 3A YIIOTPEBA

Glenmark Arzneimittel GmbH

| 3. JATA HA NI3TUYAHE HA CPOKA HA T'OJHOCT

TI'onen no:

| 4. MNAPTUJEH HOMEP

ITapTuma Ne

| 5. JIPYT'O
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JAHHHU, KOUTO TPABBA JIA ChbADBPKA BTOPUYHATA OITIAKOBKA
KAPTOHEHA KYTHUS

‘ 1. HUME HA JIEKAPCTBEHMA ITPOAYKT

Olanzapine Glenmark Europe 10 mg Ta6ieTku, TUCTIEprupaliy ce B ycrara
Onan3zanuH

‘ 2. OBSBSBAHE HA AKTUBHOTO/MTE BEHIECTBO/A

Bcska tabnerka cpabpika 10 Mg oran3anuiH.

‘ 3. CIIUCBK HA IOMOIIHUTE BEINECTBA

Coabpika acnapTaM. BiokTe aucToBkarta 3a JONBJIHUTENHA HHGOpMALS.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

Tabnetka, qucneprupaiia ce B ycrata

28 TabneTKu, qUCTIePTUPAIIH CE B ycTaTa
56 TabneTKu, AUCTIEPTUPAIIHN CE B ycTaTa
70 TabneTku, AUCIIEPTUPAIIH CE B ycTaTa

5. HAYUH HA ITPUJIATAHE U ITBT/MIIA HA BBBEXKJIAHE

TabnerkaTa TpsOBa Ja ce pa3TBOPH B yCTaTa Wi B HanuTKa. [Ipenu ynotpeda npoyerere IMCTOBKATA.

IlepopasiHo npuIIOKEHHE

6. CHELHUAJIHO NPEAYHPEXIEHUE, UYE IEKAPCTBEHUAT ITPOAYKT TPSBBA
A CE CbXPAHSIBA HA MSCTO JAJIEYE OT HOTJIEJA U TOCET'A HA JIELIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTBITHO 3a JACHaA.

‘ 7. JAPYI' CHEIIUAJIHUA ITPEJAYIIPEXJIEHUA,AKO E HEOBXOJANMO
‘ 8. JATA HA U3STHUYAHE HA CPOKA HA TOAHOCT

TI'onen no:
‘ 9. CIIEMAJIHU YCJIIOBUSA HA CbXPAHEHHUE

[a ce cpxpanssa mox 30°C.

10. CHELHUAJIHU TPEAITAZSHA MEPKMU 11PU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPUAJIAN OT THX,
AKO CE UBUCKBAT TAKHUBA
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11. NME N AJIPEC HA ITIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Glenmark Arzneimittel GmbH
Industriestr. 31, D — 82194, Grobenzell,
I'epmanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/09/588/004
EU/1/09/588/005
EU/1/09/588/006

13. ITAPTUAEH HOMEP

ITaptuma Ne

| 14.  HAYMH HA OTIIYCKAHE

JlexapCTBEHUSAT MPOAYKT €€ OTIIyCKa I10 JEKAPCKO IPEANUCAHUE.

‘ 15. YKA3AHMUA 3A YIIOTPEBA

|16, MH®OPMAILIMS HA BPAIJIOBA A3BYKA

Olanzapine Glenmark Europe 10 mg Ta6ieTku, TUCTIieprupaliy ce B ycrara

‘ 17. YHUKAJIEH WIEHTU®UKATOP — JIBYU3IMEPEH BAPKO/|

JByn3mepeH 0apko ¢ BKJIIOYCH YHUKAIECH HICHTU(DHUKATOD

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JJAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JAHHH, KOUTO TPSABBA JJA CBABPXAT BJIUCTEPUTE U JIEHTUTE

AJIYMUHUEBHU BJIMCTEPU

| 1. HUME HA JIEKAPCTBEHMA TPOAYKT

Olanzapine Glenmark Europe 10 mg Ta6yieTku, Tucrieprupaliy ce B ycrara
Onanzanux

| 2. NME HA ITIPUTEXKATEJISAA HA PASPEHIEHUETO 3A YIIOTPEBA

Glenmark Arzneimittel GmbH

| 3. JATA HA NI3TUYAHE HA CPOKA HA T'OJHOCT

TI'onen no:

| 4. MNAPTUJEH HOMEP

ITapTuma Ne

| 5. JIPYT'O
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JAHHH, KOUTO TPABBA JIA ChbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUs

1. HNME HA JIEKAPCTBEHUSA TPOAYKT

Olanzapine Glenmark Europe 15 mg Ta6ieTku, TuCrieprupaliy ce B ycrara
OnaH3anuH

‘ 2. OBSABABAHE HA AKTUBHOTO/UMTE BEINECTBO/A

Bceska Tabnerka cpappika 15 Mg onaH3anuH.

| 3, CIIUCHK HA IOMOILIHUTE BEILECTBA

Coabpika acnapTaM. BikTe amucToBkarta 3a JOMbJIHUTENHA HHGOpMALUS.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

TaOnerka, qucneprupaia ce B ycrata

28 TabaeTKH, TUCIIEPTUpaIly CE B ycTaTa
56 TabneTku, AUCTIEPTUPAIIN CE B ycTaTa
70 TabneTku, AUCTIEPTUPAIIH CE B ycTaTa

5. HAYHMH HA TTPUJIAI'AHE U ITBT/MIIA HA BBBEXKJAHE

TabnerkaTa TpsOBa Ja ce pa3TBOPH B yCTaTa WM B HanuTKa. [Ipenu ynotpeda mpoyereTre JMCTOBKATA.

IlepopasiHo npuIIOKEHHE

6. CIHIEHUAJIHO TPEAYHOPEXJIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CbXPAHABA HA MSICTO JAJIEYE OT IIOI'VIEJA U JOCET'A HA TELIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTBITIHO 3a JACHA.

‘ 7. JAPYI' CHEIIUAJIHUA ITPEJAYIIPEXJIEHUA,AKO E HEOBXOANMO
‘ 8. JATA HA U3STHNYAHE HA CPOKA HA TOAHOCT

T'onen no:
‘ 9. CIIEMAJIHU YCJIOBUSA HA CbXPAHEHHUE

Ha ce cexpanssa mox 30°C.

10. CIHEHUAJIHU ITPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UWJIHN OTITAABYHU MATEPUAJIN OT THX,
AKO CE UBUCKBAT TAKHUBA
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11. HUME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Glenmark Arzneimittel GmbH
Industriestr. 31, D — 82194, Grobenzell,

T'epmanus

12. HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

EU/1/09/588/007
EU/1/09/588/008
EU/1/09/588/009

13. ITAPTUJAEH HOMEP

ITapTuma Ne

‘ 14. HAYMH HA OTITYCKAHE

JlekapcTBEHUAT MPOIYKT CE OTITyCKa IO JIEKAPCKO MPEANUCaHue.

| 15.  YKA3AHUSI 3A YIIOTPEBA

‘ 16. HH®OPMAIIMSA HA BPAMJIOBA A3BYKA

Olanzapine Glenmark Europe 15 mg Ta6ieTku, ucrieprupaliy ce B ycrara

‘ 17. YHUKAJIEH WAEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JIByn3mepeH 0apKoJi C BKIIIOUEH YHUKAJICH UICHTU(DUKATOD

‘ 18. YHUKAJIEH WAEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JAHHH, KOUTO TPSABBA JJA CBABPXAT BJIUCTEPUTE U JIEHTUTE

AJIYMUHUEBHU BJIMCTEPU

| 1. HUME HA JIEKAPCTBEHMA TPOAYKT

Olanzapine Glenmark Europe 15 mg TabieTku, ucrieprupaliy ce B ycrara
Onanzanux

| 2. NME HA IIPUTEXKATEJIS HA PASPEHIEHUETO 3A YIIOTPEBA

Glenmark Arzneimittel GmbH

| 3. JATA HA NI3TUYAHE HA CPOKA HA T'OJHOCT

TI'onen no:

| 4. MNAPTUJEH HOMEP

ITapTuma Ne

| 5. JIPYT'O

86



JAHHH, KOUTO TPABBA JIA ChbABPKA BTOPUYHATA OITAKOBKA
KAPTOHEHA KYTHUA

‘ 1. HUME HA JIEKAPCTBEHMA ITPOAYKT

Olanzapine Glenmark Europe 20 mg Ta6yieTku, TUCTIeprupaliy ce B ycrara
Onan3zanuH

‘ 2. OBSBSBAHE HA AKTUBHOTO/MTE BEHIECTBO/A

Bcska tabnerka chabpika 20 MQ oaH3aIiH.

‘ 3. CIIUCBK HA IOMOIIHUTE BEINECTBA

Coabpika acnapTaM. BiokTe aucToBkarta 3a JObJIHUTENIHA HHGOpMAaLS.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

Tabnetka, qucneprupaiia ce B ycrara

28 TabneTKu, qUCTIePTUPAIIH CE B ycTaTa
56 TabneTku, TUCHEeprupany ce B ycrata
70 TabneTkH, AUCTIEPTUpPAILH Ce B ycTaTa

5. HAYUH HA ITPUJIATAHE U ITBT/MIIA HA BBBEXKJIAHE

TabnerkaTa TpsOBa Ja ce pa3TBOPH B ycTaTa WiK B HanuTKa. [Ipeaun ymotpeda nmpodereTe IMCTOBKATA.

IlepopasiHo npuIIOKEHHE

6. CHELHUAJIHO NPEAYHPEXIEHUE, UYE IEKAPCTBEHUAT ITPOAYKT TPSBBA
A CE CbXPAHSIBA HA MSCTO JAJIEYE OT HOTIJIEJA U TIOCET'A HA JIELTA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTBITHO 3a JACHaA.

‘ 7. JAPYI' CHEIIUAJIHUA ITPEJAYIIPEXJIEHUA,AKO E HEOBXOJANMO
‘ 8. JATA HA U3STHUYAHE HA CPOKA HA TOAHOCT

TI'onen no:
‘ 9. CIIEMAJIHU YCJIIOBUSA HA CbXPAHEHHUE

[a ce cpxpanssa mox 30°C.

10. CHELUAJIHU ITPEAITAZHA MEPKMU 11PU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPUAJIAN OT THX,
AKO CE UBUCKBAT TAKHUBA
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11. NME N AJIPEC HA ITIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Glenmark Arzneimittel GmbH
Industriestr. 31, D — 82194, Grobenzell,
I'epmanus

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/09/588/010
EU/1/09/588/011
EU/1/09/588/012

13. ITAPTUAEH HOMEP

ITaptuma Ne

| 14.  HAYMH HA OTIYCKAHE

JlexapCTBEHUSAT MPOAYKT €€ OTITyCKa I10 JEKAPCKO IPEANUCAHUE.

| 15.  YKA3AHHSI 3A YIIOTPEBA

|16, MH®OPMAILIMS HA BPAIJIOBA A3BYKA

Olanzapine Glenmark Europe 20 mg Ta6yieTku, Tucrieprupaliiy ce B ycrara

‘ 17. YHUKAJIEH WAEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JIByn3mepeH 0apKoJi C BKIIIOUEH YHUKAJICH UICHTU(DUKATOD

‘ 18. YHUKAJIEH WAEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
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MUHHUMYM JAHHH, KOUTO TPSABBA JJA CBABPXAT BJIUCTEPUTE U JIEHTUTE

AJIYMUHUEBHU BJIMCTEPU

| 1. HUME HA JIEKAPCTBEHUMA NIPOAYKT

Olanzapine Glenmark Europe 20 mg TabyieTku, Tucrieprupaliy ce B ycrara
Onanzanux

| 2. NME HA IIPUTEXKATEJIS HA PASPEHIEHUETO 3A YIIOTPEBA

Glenmark Arzneimittel GmbH

| 3. JATA HA NI3TUYAHE HA CPOKA HA T'OJHOCT

TI'onen no:

| 4. MNAPTUJEH HOMEP

ITapTuma Ne

| 5. JIPYT'O
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b. JUCTOBKA
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JlncroBka: undopmanusi 3a NoTpeduTENA

Olanzapine Glenmark Europe 5 mg Tabnetku, qucneprupaliy ce B ycrara
Olanzapine Glenmark Europe 10 mg tabneTku, AUCHEPTHUPAIIH CE B ycTaTa
Olanzapine Glenmark Europe 15 mg Ta6ieTku, TuCIieprupaliy ce B ycrara
Olanzapine Glenmark Europe 20 mg Ta6ieTku, TUCTIEprupaliy ce B ycrara

Omnanzanun (Olanzapine)

IIpoyerere BHMMATEIHO LSJIATA JHUCTOBKA MPeIH 1A 3alI0YHeTe /1a pUeMaTe TOBa JIEKAPCTBO,
ThH KaTo T ChbAbP:Ka BaxHa 3a Bac nandopmanus.

- 3amasere Ta3u JIMCTOBKA. Moe Jja ce HaJ0XHU JAa 51 IPOYeTeTe OTHOBO.

- AKO nMaTe HSKaKBU JOIBIHUTEIHH BBIPOCH, MoNUTalTe Bamust gekap i hapMaresr.

- ToBa sekapcTBO € IPEANNUCaHO €AUHCTBEHO U JIMYHO Ha Bac. He ro npeorcreiBaiite Ha ApyTH
xopa. To Moxe 1a UM HaBpenu, HE3aBUCHMO , Y€ MPU3HALUTE Ha TAXHOTO 3a00JsIBaHeca ChILUTE KaTO
Bammre.

- AKO mosyuuTe HSIKaKBUHEKEIAaHH peakluH yBeaomere Bamus nexap unu gapmanesT. ToBa
BKJIIOYBA ¥ BCUYKH Bb3MOYKHH HEXKEJIAHU PEAKLMH, HEOMMCAHU B Ta3U JIUCTOBKA BIDKTE TOUKA 4.

KakBo cbabpika Ta3u JUCTOBKA!

Kaxkso npencrasmnsisa Olanzapine Glenmark Europe u 3a kakBo ce U3mos3Ba
Kaxkso TpsibBa na 3unaere, npenu aa npuemere Olanzapine Glenmark Europe
Kaxk ma npuemare Olanzapine Glenmark Europe

Bb3M0KHM HEXETaHU pEeaKIUK

Kak nma cexpanssate Olanzapine Glenmark Europe

ChbabppkaHue Ha ONIaKOBKATa M JOMBJIHUTEIHA HH(POPMALIUS

Uk wdE

1. Kakso npeacrapasia Olanzapine Glenmark Europe u 3a kakBo ce u3moJi3Ba

Olanzapine Glenmark Europe csasprxa akTuBHOTO BemiecTBo onansanun. Olanzapine Glenmark
Europe mpunaiexu KpM rpyrara JIeKapcTBa, HApedeHH aHTUTICUXOTHIIA U

C€ M3I10JI13Ba 3a JICUEHHE Ha CIIeJHUTE 3a00JsIBaHHU!

e [ITuzodpenus - 3abonsiBaHe CbCCUMITOMH KaTo YyBaHe, BIDKAAHE WIIM yCEllaHe Ha
HECBIIECTBYBAIIN O0EKTH, HATYAHU MUCIIH, HEOOMYaliHa OJO3PUTEIHOCT U 3aTBapsHE B
ce0e cu. XopaTa ¢ TOBa 3a00JIsIBaHE MOXKE CBILIO J1a C€ YyBCTBAT MOATHCHATH, TPEBOKHU HITH
HaIlpErHaTH.

o YMepeHo TEXKKH J0 TeXKKH MAaHUIHU MTU30/IU - ChCTOSHUSI ChC CUMIITOMU Ha B30y 1a HITH

eydopust.

Olanzapine Glenmark Europe noka3sa, 4e mpena3sa moBTOpHA MOsBa HA Te3U CUMIITOMH TIPH
HAICHTH ¢ OUIOJSIPHO Pa3CTPONUCTBO, IPU KOMTO MAHUWHHAT EMU30/1 CE TIOBJIHSH OT JICYEHHE C
OJIAH3AIIHH.

2. Kaxso TpsoBa 1a 3Haete, npeau aa npuemarte Olanzapine Glenmark Europe

He npuemaiite Olanzapine Glenmark Europe

o - aKoO CTC aJICpTUYHU (CBp’bX‘IYBCTBI/ITeHHI/I) KBM OJIaH3aIluH NI KbM HAKOS OT OCTAaHAJINTE
CHhCTaBKHU Ha TOBA JICKAPCTBO (M30pOCHHU B TOUKA 6). AllepriuyHara peakiys Moxe Jia ce
pasno3Hae Mo HAIMYHETO Ha 00PUB, ChpOEK, OTOK Ha JIMIETO, MO{yBaHE HA YCTHUTE WIIH
HEIOCTUT Ha BB3IyX. AKO TOBa ce ciiyuH ¢ Bac, o0bpHeTe ce kbM Bamms nexap.

o ako Bu e mocraBena auarsosa npoodJieMu ¢ 04nTe, KaTo HIKOU (popMu Ha Ti1aykoMa (MTOBUIICHO
HaJISITaHEe B OUUTE).
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IIpexynpesxaeHusi ¥ MpeINa3sHu MePKH

T'oBopere ¢ Bamms ekap win apmareBt, npeau aa npuemere Olanzapine Glenmark Europe.

o He ce mpenopbuBa ynorpedara na Olanzapine Glenmark Europe npu narueHTH B crapyecka
BB3PACT C AEMEHIIUS, Thil KaTO MPH TAX TOBA JICKAPCTBO MOXKE J]a MMa CEPUO3HH HEKEIaH!
JICKapCTBCHU PEAKIIUH.

. JlexapcTBa OT TO3H THIT MOTAT Jia MPEAN3BUKAT HEOOMYAHHN IBHKEHHS IPEAUMHO B 00JacTTa
Ha JINIETO U e3uKa. AKO TOBa ce ciy4uu cien kato cre nmpuenu Olanzapine Glenmark Europe,
KakeTe Ha Bammms nekap.

. MHOT0 psIIKO, JIEKApCTBA OT TO3HM THIT MOTAT /I3 MPEAN3BUKAT KOMOUHALHS OT TEMIIepaTypa,
YYECTCHO JMIIaHe, TIOTEHE, CKOBAHOCT HAa MYCKYJIMTE U CHHIMBOCT HJIH O€3ChbHUE. AKO TOBa ce
clly4u, He3a0aBHO NOTHpceTe Bamms igekap.

o Hab6mromaBaHo € HaJmaBaHe Ha TETJIO MPH maruenTw, kouto mpuemar Olanzapine Glenmark
Europe. Bue u Bamusr nekap TpsOBa peloBHO 11a IpoBepsiBate Teriioto Bu. Mmaiite mpeasug
HACOYBaHE KbM JICKap-JIMETOJIOT WIIM TIOMOII C IUIaH 3a JIUeTa, aKo € HE0OX0AUMO.

o [Tpu maumenty, kouto npuemar Olanzapine Glenmark Europe, ca HaGmogaBaHu BUCOKH HHBA
Ha KpbBHA 3aXap W HA MACTH B KPHBTa (TPUIJIHIEPUIN U XOJIecTepo). Bammusrt nekap TpsoBa
Jla TIpaBU KPBBHU M3CIICIBAHMS, 32 []a IPOBEPsiBa KPbBHATA 3aXap U HUBATa Ha HIKOH MAcCTH,
npenu na 3anounere npuema Ha Olanzapine Glenmark Europe u penoBHo mo Bpeme Ha
JICYCHUETO.

. YBenomere nekapsi, ako Bue ninu Hskoi BbB BaieTo ceMelcTBO HSKOra cTe MUMajil KPbBHU
CHCHPELH, T KaTO JIGKapCTBa KaTO TOBA CE CBHP3BAT C 00pa3yBaHETO HA KPBBHU CHCHPELIH.

Axo cTpajare OT HIKOe 0T U30pOCHHUTE M0-10JTy 3a00JsIBaHus, yBeioMeTe Bamis iekap Bb3MOXKHO
Ha-0bp30:

WucynT unu “MUHNA” HHCYAT (BpEMEHHHU NPU3HALN HA HHCYIIT)
Bbonect na ITapkuHcoH

[Mpobnemu c mpocraTtara

YpeBHa HEMPOXOJUMOCT (TTApaTUTHYCH HIICYC)

YeproapoOHO uin Ob0pedHo 3a00siBaHe

3a0oJsiBaHUs HA KPBBTA

Cwpaeuno 3aboisiBaHe

Junaber

I'spuoBe

AKo 3HaeTe, 4e MOXe J]a UMate 3aryba Ha COJIM B pe3yJjITaT Ha MPOIbDKUTEHA TEXKA TUapUs U
NOBpBILAHE WK YIOTpeOa Ha quypeTuiy (OTBOAHSIBAIIM TaOIETKH)

AKo cTpagare oT 1eMeHLus, Bue niau 4oBekbT, KOWTO ce rpwxu 3a Bac/Bam pognuHa Tpsa6Ba na
nHpopMupa Bamms nekap, ako HIKOTa CT€ UMalld HHCYIIT WK “MUHHA~ WHCYJIT.

Karo pyTtuHHa npeamasna Mspka, ako CTe Ha Bb3pacT Haj 65 ronuHu, BameTo KpbBHO HaJsITaHe
TpsOBa 1a ce HabmoAaBa oT Bamus sekap.

Jeua v roHOIIM
Olanzapine Glenmark Europe He e mpeaHasHaveH 3a MareHTH Mo/ 1 8-roauIiHa Bb3pacT.

Apyru aexaperBa u Olanzapine Glenmark Europe

IMpuemaiite npyru jgekapcTsa o Bpeme Ha Jieuenneto cbe Olanzapine Glenmark Europe, camo ako
Bammsar nexap Bu e kxa3ain, ue ToBa € Bb3MOXHO. Bre Moxe J1a TO4yBCTBaTE ChHIUBOCT, aKO
npuemate Olanzapine Glenmark Europe B koMOMHAIMS C aHTUICTIPECAHTH WM JIEKApCTBA 32 JICUCHHUE
Ha TPEBOYKHOCT WJIM TaKWBa MOIIOMAraiy ChHs (TPAaHKBUIIN3ATOPH).

Wndopmupaiite Bamms nexap, ako npremare, HACKOPO CT€ MPUEMAaJIH WK € Bb3MOXKHO J1a IpHeMaTe
JIpYyTH JIEKapcTBa

HO-CHCLII/IaJ'IHO YBECAOMCETE Bamms JIEKap, aKO IMpUeMarTe:
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e JiekapcTBa 3a OosiecTTa Ha [TapKUHCOH.

e KapOaMasenuH (IIPOTHBOEIMIIENITHYHO U CTAOMIM3HUPAII0 HACTPOEHHUETO JIEKAPCTBO),
(ryBOKCAaMUH (QaHTHIETIPECAHT), I IUMIPOdIIOKCcayH (aHTUOMOTHK), Thil KATO TOBA MOXE J1a
HAIIO’KHU MpoMsHa Ha Barmara mo3za Olanzapine Glenmark Europe.

Olanzapine Glenmark Europe ¢ ankoxoa
He nmiiTe ankoxour, mo Bpeme Ha jdederneTo cbe Olanzapine Glenmark Europe, Thii kato
€THOBPEMEHHO € aJIKOXOJI MOJKE JIa JOBEJIE JI0 TOsIBaTa Ha ChHIIMBOCT.

bpemeHHoCT U KbpMeHe

AKo cTe OpeMeHHA W KbPMHTE, CMATATe, Y¢ MOXKE J1a CTe OpeMEHHa WM IJIaHupaTe OpeMEeHHOCT,
MOCHBETBalTE ce ¢ Bamms iekap npeau ynorpedarta Ha TOBa JEKapCTBO.

Bue He TpsiOBa 1a mpuemMaTe TOBa JISKAPCTBO, B CIyYail HA KbPMEHE, Thil KaTO MaJIKO KOJUYECTBO OT
Olanzapine Glenmark Europe mosxe 1a mpemMute B KbpMara.

CremHUTe CUMIITOMH MOTAT Jia Ce MOSIBSIT IIPH HOBOPOICHH, YMHTO MAMKH ca yHoTpeOsBaIu
Olanzapine Glenmark Europe npe3 mocieaaust TpuMecTbp (MTOCTASTHUTE TPH MeECela OT
OpeMEHHOCTTA): TPEIePEeHEe, CKOBAHOCT M/WJIH ¢1a00CT Ha MYCKYJIUTE, ChHIMBOCT, B30y,
npoOJIeMH ¢ AUIIAHETO U 3aTPYAHEHHS B XpaHeHeTo. AKO mpu Bareto 6e6e ce nmposiBu HAKO# OT Te31
CHMIITOMH TIOTBPCETE CBOSI JIEKAp

Ilopupane u padoTa ¢ MAIIUHU

Mma onacHOCT OT mosiBaTa Ha ChHJIMBOCT 10 BpeMe Ha npuema Ha Olanzapine Glenmark Europe. Ako
TOBA Ce CIIy4H He moQHpaiTe U He paboTeTe ¢ HUKAKBa anaparypa Wil MalliHU. YBegomere Barust
JeKap.

Olanzapine Glenmark Europe cbabpska Jakro3a
Olanzapine Glenmark Europe cpabspixka acriapTam, H3TOYHHK Ha (peHmIamanna. Moxe /1a € Bpe/ieH 3a
xopa ¢ (heHUKETyHOPHSI.

3. Kak na npuemate Olanzapine Glenmark Europe

Bunaru npuemaiite TOBa JIEKapCTBO TOYHO KakTo Bu e ka3an Bammsr jgexap. Ako He CTe CUTYpHU B
Hello, nonuraiTe Bamus nexap unu GpapmanesT.

Bammmst nmekap e Bu kaxe konko tabmetku Olanzapine Glenmark Europe ma mpuemate u KOJIKO
IBJIT0 Jia Tu npueMare. JlneBHara fq03a Ha Olanzapine Glenmark Europe e mexay 5 mg u 20 mg.
Koncynrupaiite ce ¢ Bamms niekap, ako ciMIToMd Bu ce Bb300HOBSAT, HO HE CITUpalTe MpUeMa Ha
Olanzapine Glenmark Europe, nokato Bamms jiekap He Bu mochBeTBa ja 1o HarpaBuTe.

Bue tpsioBa na npuemare Olanzapine Glenmark Europe BeaHbx THEBHO, CIIeIBAHKH MPEMOPHKHUTE HA
Bammus nexap. OnuTBaiite ce 1a B3eMare TaOJIETKUTE 1O €HO U CHINO BpeMe, BCeku AeH. [IpueMbT Ha
TabJeTKUTE He 3aBUCH OT TpreMa Ha xpana. Olanzapine Glenmark Europe tabsieTku ce mpruemar mpe3
ycrara. [locTaBete TabneTkaTa B ycrara. Ts 11e ce pa3TBopH B ycraTa Bu v iecHO 1ie s mperabpTHETE.
Bb3MOXHO € ChIIO Taka Jja MOCTaBUTE TabJIETKAaTa B II'bJIHA Yallla BOAA WM JPYyra MOIX0/IsIIa
HanuTKa (MMOPTOKAJIOB COK, IOBJIKOB COK, MIIIKO WK Kade) u Aa pa30obpkate. M3nuiiTe BenHara.

AKo cTe mpuesu MoBeye oT HeoOxoaumata no3a Olanzapine Glenmark Europe

[pu mareHTUTe, MPUENH MoBeYe 0T HeoOxoanMoTo KosmdectBo Olanzapine Glenmark Europe ce
HaOJII0aBaT CIICIHUTE CUMIITOMH: y4eCTeHa Chp/ieuHa AeHHOCT, Bb30y/1a/arpeCuBHOCT, IPOOIEMH €
roBOpa, HeoOMYaiHu ABKEHUs (0cOOEHO Ha JIMLETO WM €3UKa) U pa3iIMyHa CTEIeH Ha HapylIeHUe
Ha Ch3HaHMETO. J[pyru cuMnToMn Moke 1a ObJaT: BHE3aMHa O0BPKAHOCT, IPUIIAABK (€MHUIISTICHS),
KOMa, KOMOMHAITUS OT TPECKa, y4eCTEHO JHIIaHe, 3MOTABAHE, MyCKYJTHAa CKOBAHOCT ¥ 3aMasTHOCT WJIH
CHHJIMBOCT, 3a0aBsHE HA ChpJeYHAaTa YeCTOTa, aCIUPALUs, TOBUIIEHO WM IOHIKEHO KPBBHO
HaJlsiraHe, HapyIleH ChpAeueH puThbM. Bennara norspcere Bamus nexap wim HanpaBo OTHAETE B Haii-
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OJIM3KOTO OOJTHUIHO 3aBCJICHHUC, aKO UMATC HSIKOM OT TOPHUTE CUMIITOMHU. ITokaxxeTe Ha JICKaps
OIakoBKara Ha Bamnrte TabiaeTku.

Axo cre npomycHaau 1a npuemere Olanzapine Glenmark Europe
B3emere TabieTkuTE BeIHAra ImoM ce cetute. He mpremaiite n18e 103U B €IMH JCH.

Axo cte cnpesin npuema Ha Olanzapine Glenmark Europe

He cnimpaiiTe nedeHneTo ¢ TaOIETKUTE CaMo 3aIl0TO CTe CE MOYYBCTBAIN MO-I00pe. BaxHo e ma
npoxsipkute na npuemate Olanzapine Glenmark Europe tonkosa abiro, konkoro Bu e mpemoppuan
Bamusar nekap.

Axo BHe3amHO crpere aa npuemate Olanzapine Glenmark Europe, moske ma ce HaGrogaBat Ipu3HaIN
KaTO HAIPUMEP M3MOTsABaHE, HECIIOCOOHOCT JIa C€ CITH, TPEMOP, TPEBOKHOCT WITH I'aJIcHE U
noBpbiane. Bammsr exap Moske 1a Bu mpeaioxku 1a HaManuTe j03arta MOoCTENEHHO, MPEIH 1a
CIIPETE JICYEHHETO.

AKO UMaTe HSIKaKBU JOIBIHUTEIHN BBIIPOCH OTHOCHO yroTpebaTa Ha TOBA JIEKAPCTBO, OMUTANTE
Bamus nexkap wnu gpapMarieBT.

4, Bb3MOKHU HeKeJTaHU pe€aKkuumn

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE 1a INPEAMN3BHKA HEKCIaHU PCaKIIUU, BBIIPEKU Y€ HC
BCCKM I'l ITOJTy4aBa.

HezabaBHo kaxxete Ha Bamms nexap, ako nMare:

e HeoOHMuaiiHM JBKEHUs (YecT HexenaH eeKT, KoiTo Moxe /1a 3acerHe 70 1 Ha 10 yoBeka)
IJIaBHO Ha JIMIETO WIIH €3UKa;

® KPBHBHU CHCUPEIIM BHB BEHHUTE (HeUeCT HexenaH eekT, KoiTo Moxe na 3acerHe a0 1 Ha 100
4YOBeKa), 0COOCHO B Kpakara (MpU3HAINTE BKIIOYBAT OTOK, OOJIKA M 3aUepBsIBaHE HA KpaKa),
KOHMTO MOJKE JIa C€ MPUABUKAT 0 KPbBOHOCHUTE ChJOBE 10 Oenusi Apo0, NMpruunHsIBalKy O0JIKa B
o0acTTa Ha TPBIHUS KOII M 3aTPYAHEHO AWIIaHe. AKO 3a0eNe)KUTe HAKOW OT Te3H MPU3HAIIH,
MOTHhpPCETEe METUIIMHCKU ChBET He3a0aBHO

e KOMOMHALUS OT TEMIIEpPATypa, y4eCTEeHO AUIIAHE, 3NOTIBaHEe, MyCKYJIHa CKOBAaHOCT U
JPEMIIMBOCT WJIM CHHIIMBOCT (4€CTOTAaTa HAa TO3M HEXelaH e(eKT He MOXKe 1a Objie OLEHEHA OT
HAJIMYHUTE JAHHU)

MHOT0 4ecTH HeXelaHu peakimu (MoKe J1a 3acerHar nmoeve ot 1 Ha 10 yoBeka) BKIIIOYBAT
HaJIJaBaHE Ha TETJIO ChHIMBOCT W MOBHUINICHNS B HUBATA HA MPOJAKTHH B KPbBTA. B Hayanoto Ha
JICYCHUETO HIKOHM XOpa MOTaT Jia MOYYBCTBAT 3aMastHOCT MIIK CJ1a0oCT (ChC 3a0aBsiHE HA Chp/IeYHATA
4eCTOTa), 0COOCHO MPH U3MPABSIHE OT JICTHAJIO UITH CeTHAJIO MOJIoKeHHe. ToBa 0OMKHOBEHO
MpEeMHUHAaBa OT caMo ce0e CH, HO aKO TOBa He CTaHe, yBefoMmeTe Baius nekap.

YecTr He)XeNaHU peakiuu (Moyke 1a 3acernat 1o 1 Ha 10 yoBeka) BKIIIOYBAT MPOMEHH B HUBATa Ha
HSKOU KPbBHU KJIETKH, MACTH B KPHBOOOPAIIICHUETO U B HAYAJIOTO Ha JICUYSHUETO BPEMEHHO
MOBHILIEHUE HA YEPHOPOOHUTE CH3UMH; IIOBUIIICHUS B HUBAaTa Ha 3aXapTa B KPhBTA U YPUHATA;
TIOBHIIIEHUS B HUBATa Ha MMKOYHATA KUCENIMHA U KpeaTnH(pochoKnHa3aTa B KPHBTA; 3aCHICHO
YYBCTBO Ha TJIaJT; 3aMastHOCT; OE3MOKONUCTBO; TPEMOP; HEOOMYAWHU TBUKCHUS (IUCKUHE3HH); 3arIeK,
CyXoTa B ycTaTa; 0OpuB; 3ary0a Ha CHJIa; IPeKOMEpHa YMOPSEMOCT; 3aIbpKaHe Ha BOJIa, BOJIEIIO JI0
OTHYAaHE Ha PBIIETE, TJIE3CHUTE WU Ha CThIIajaTa; BUCOKA TeMIepaTypa; OOJIKH B CTABUTE U
CeKcyaliHu TUCHYHKIMH, KaTO HaMaJICHO JTUOUIO0 IIPH MBIKE U JKEHHU MJIU €PEKTHIIHA TUCHYHKIUS TPH
MBXKE.

Hedectu Hexxenanu peakiuu (Moxe ja 3acersat o 1 Ha 100 4oBeka) BKITFOUBAT
CBPBXYYBCTBUTEIHOCT (HAIIp., IOJlyBaHE HA YCTaTa U I'bPIOTO, ChpOEK, OOpUB); AHAOET HITU
BJIOIIIaBaHE HA quabeTa, MOHIKOTa CBhP3aHO ¢ KeToalua03a (KeTOHH B KPhBTA U ypUHATA) WU KOMa,;
I'bPUOBE, OOMKHOBEHO CBBP3aHU C I'HPUOBE B MUHAIOTO (CTHIIETICHS); MyCKYJTHA CKOBAHOCT HITH
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Cra3Mu (BKJIIOUMTENHO JBWKEHHS HAa OYUTE); CHHIPOM Ha HECTTOKOWHUTE Kpaka; MpoOIeMH ¢ TOBOPA;
3acKBaHe; 0aBEH CHPJICUCH ITYJIC; YYBCTBUTEIHOCT KbM CI'bHYEBA CBETIIMHA; KbPBEHE OT HOCA;
MoJyBaHe HA KOpeMa; TIOBUILIEHO CIIOHOOT/EISHE; 3ary0a Ha maMeT Wiu 3a0paBsHe; He3aabpiKaHe Ha
ypHUHATa; 3aTpyAHEHUE MPY YPUHUPAHE; KOCOMA; JUICA UM HAMAJICHHE Ha MEHCTPYaTHUTE LIUKIU U
MIPOMEHH B TBPAUTE MIPHU MBKE U JKEHH, KaTO IMaTOJIOTUYHA TIPOAYKIKS Ha KbpMa HITH ITaTOJIOTUIHO
HapacTBaHe.

Penxu Hexxenanu peakimu (Mosxe ma 3acerrat m0 1 Ha 1 000 yoBeka) BKIIIOYBAT MOHIDKABAHE HA
HOpMAaJIHATa TEJICCHA TEMIepaTypa; HapyIlICHHS Ha ChPACYHHS PUTHM; BHE3aITHA HEOOSICHIUMA CMBPT;
BB3MAJICHUE HA IMAHKpeaca, MPUYMHSBAIIO CUIIHA KOPEMHa 00JiKa, TeMIepaTypa U Hepa3loJIoKeHHUE,
4epHOPOOHO 3a00IsIBaHe, TIPOSBIBAIIO CE KATO IMOXKBITABAHE HAa KOXKaTa M Ha Os1aTa 4acT Ha OYHUTE,
MYCKYJTHO 3a00JIsIBaHe, MPOSBABAIIO C€ KaTO HEOOSCHIMHA OOJIKHU M CTPaJaHUsI U IPOABIDKATEITHA
n/umu 60J1e3HEHA SPEKITHS.

MHoOro peakn HeXXelTaH! PeaKkIHy ca CEPUO3HUTE aJIePTUYHH PEaKIMU KaTo JICKApCTBEHATA PEAKIIHS C
eosuHodums 1 cucteMuu cumnromu (Drug Reaction with Eosinophilia and Systemic Symptoms -
DRESS). DRESS nbpBoHa4aiHO Ce IPOSBSIBA KaTO IPUIIONOI00HH CUMIITOMHU C OOPHB IO JIMLIETO, a
CJIe]] TOBa C pa3npocTpaHeH oOpHB, BUCOKA TEMIIEpaTypa, yBeauueH: TUM(GHHU Bb3JH, TOBUIIICHH HUBA
Ha YepHOPOOHNTE SH3UMH NPU KPHBHUTE M3CIICABAHNS U OBUILICHNE HA €IWH B O KPHBHU
Tenma (€03MHODUITHS).

JloxaTo npuemat oylaH3aIuH, NallMeHTUTE B HallpeAHaIa Bb3pacT ¢ AEMEHLUS, MOraT Aa MoJy4yaT
WHCYJT, THEBMOHUS, HE3aIbpKaHe Ha ypUHATa, alaHusl, CUJIHA YMOPSIEMOCT, 3pUTETHU
XaJIOIMHAINH, TIOKaYBaHE HA TeMIlepaTypaTa, 3a4epBsBaHe Ha KOXKaTa U Jla UMaT MPpoOJIeMH C
noxozxkara. B tasu cnenuduyna rpyna nanueHTH uMa ChOOLICHHS U 3a HAKOJIKO ciiydasi ¢ daTajeH
U3XOZ.

I[Tpu manmentu ¢ 6onecrra Ha [lapkuncon, Olanzapine Glenmark Europe mosxe na noBene 10
BJIoOIIaBaHEC HA CUMIITOMMUTEC.

Cpo01IaBaHe HA HeKeJIaHU peaKl U

AKO NOJTyuHTe HAKAKBU HEXKEIIAaHU JISKAPCTBEHH PEaKIlny, yBeoMeTe Batiust iexkap ik MeIUIIMHCKa
cectpa. ToBa BKIIFOUBA BCHYKH Bh3MOXKHH HEOIMCAHU B Ta3M JINCTOBKA HEXEJIAHU peakiui. Moxere
CBIIO J1a ChOOIIUTE HEXKEIAHH PEaKIMU TUPEKTHO Ype3 HAlMOHAJIHATA CHCTEMa 32 ChOOIIaBaHe,
nocoueHa B [Ipunoxenue V. Karo cro0maBare HeXelnaHu Peakiiy, MOXKETe 1a J1aJIeTe CBOSI IPHHOC
3a [0JTy4aBaHe Ha MoBeye HHPOpMALs OTHOCHO 0e30MacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na coxpansiBane Olanzapine Glenmark Europe

I[a CC CbXpaHsBa Ha MACTO, HCAOCTBITHO 3a ACHaA.

He u3non3BaiiTe TOBa JIGKAPCTBO CIIE]] CPOKA HA TOAHOCT OTOE/SA3aH BbPXY KaPTOHEHATa OIaKOBKA U
ommcrepa cien ,,l'onen 10:”. CpoKbT Ha TOJHOCT OTrOBapsi Ha TIOCTIEIHUS JIEH OT TIOCOYEHUS MECEII.

Coxpanssaiite mox 30°C.

He u3xBbpisTe JekapcTBaTa B KaHATU3AIMATA WIK B KOHTEHHEpa 3a JOMalTHu oTrnanpiu. [lomuraiite
Bamus dapmanieBT kak Ja U3XbpIsaTe JeKapcTBaTa, KOUTO Bede He u3Moi3Bare. Te3n MepKu Ie
CIIOMOT'HAT 32 Olla3BaHe Ha OKOJIHATA Cpeia.

6. Cl,m)pmalme HAa OMAaKOBKaTa U J0IIbJHUTEC/IHA I/IH(l)OpMaIH/Ifl

Kakso coaspaxa Olanzapine Glenmark Europe
- AKTHBHOTO BEIIECTBO € OJIAH3aITHH.
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- Bcska tabierka Olanzapine Glenmark Europe csabpaxa 5 mg, 10 mg, 15 mg mmu 20 mg
OJIaH3aIIuH.

- Jlpyrute cheraBku ca: Mmanutodn (E 421), MukpokpucTanHa menysosa, acnaptam (E951),
KpPOCTIOBHIOH, MarHe3ueB cTeapar.

Kaxk m3raexna Olanzapine Glenmark Europe u kakBo cbIbpika 0NIaKOBKATA

Olanzapine Glenmark Europe 5 mg ce nocrass mox ¢ppopmara Ha:
JKDBJITHU, KPBIJIA, IITTIOCKU Ta6J'IeTKI/I, Ayucneprupaiiy ¢c€ B yctata CbC CKOCCHHA p’b6OBC n BILJTI)6HaTO
penedHO o3HavYeHwue ,,B” or enHara crpaHa.

Olanzapine Glenmark Europe 10 mg ce mocrtass mox ¢opmara Ha:

JKBJITH, KPBIJIH, ITIOCKA TaOJIETKH, TUCTICPTUPAIIU CE B yCTaTa ChC CKOCCHU PHOOBE, C BITBOHATO
penedno o3naueHue “OL” oT eqHaTa cTpaHa v BAIBOHATO penedHO o3HaueHue,, D ot apyrara
CTpaHa.

Olanzapine Glenmark Europe 15 mg ce nocrass moa popmara Ha:

XKBIJITH, KPBIJIH, IUIOCKH TabJIETKH, UCIIEPTUPAIIH CE B yCTaTa ChC CKOCEHH PHOOBE, C BIUTHOHATO
penedHo o3HadyeHue “OL” oT efHaTa cTpaHa U BJUITLOHATO penehHO O3HauYeHue ,,E” ot nqpyrara
CTpaHa.

Olanzapine Glenmark Europe 20 mg ce mocrtass moa ¢opmara Ha:

KBITH, KPBIIIH, TNTIOCKU TaOJIETKH, JUCIIEPIHPAIH CE B yCTaTa ChC CKOCEHU PhOOBE, C BINILOHATO
penedHo o3Havenne “OL” oT egHaTa cTpaHa u BIUTKOHATO penedHOo o3HadYeHue ,,F” ot apyrara
CTpaHa.

Olanzapine Glenmark Europe 5 mg, 10 mg, 15 mg, 20 mg ca onakoBaH# B OJIMCTEPH OT ATYMHHHUEBO
¢dommo, o 28, 56 wiu 70 TabNeTKH, TUCTIEPTHPAILHN CE B yCTaTa B KAPTOHEHA KYTHSL.

He BcHuKM BUIOBE ONAKOBKH MOT'aT jJa ObJAT MyCHATH Ha Mas3apa.

HpnTemaTeﬂ Ha Pa3peliCeHUuETO 3a yHOTpeﬁa U IMMPOU3BOAUTEJL

IIpuTeskaTes Ha pa3peLIeHUETO 32 yoTpeda
Glenmark Arzneimittel GmbH
Industriestr. 31, D — 82194, Grébenzell,

I'epmanus

IIpousBoaguren
Glenmark Pharmaceuticals s.r.o.
City Tower, Hvézdova 1716/2b, 140 78 Praha 4

Yemka Peny6nmka

3a AonmBIHKUTENTHA HHPOPMAITUS OTHOCHO TOBA JIGKAPCTBO, MOJIS, CBBPIKETE CE C JIOKATHUS
NpPEICTaBUTEN HAa PUTEKATENS HA Pa3pelIeHHeTo 3a yrnorpeda:

Belgié/Belgique/Belgien Lietuva

Glenmark Arzneimittel GmbH, Germany Glenmark Arzneimittel GmbH, Germany
Tel/Tel: + 49 (8142) 44392 0 Tél/Tel: + 49 (8142) 44392 0

Bouarapus Luxembourg/Luxemburg

Glenmark Arzneimittel GmbH, Germany Glenmark Arzneimittel GmbH, Germany
Tél/Tel: + 49 (8142) 44392 0 Tél/Tel: + 49 (8142) 44392 0
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Ceska republika
Glenmark Arzneimittel GmbH, Germany
Tél/Tel: + 49 (8142) 44392 0

Magyarorszag
Glenmark Arzneimittel GmbH, Germany
Tél/Tel: + 49 (8142) 44392 0

Danmark
Glenmark Pharmaceuticals Nordic AB
Tel/Tel: + 46 (0) 40 35 48 10

Malta
Glenmark Arzneimittel GmbH, Germany
Tél/Tel: + 49 (8142) 44392 0

Deutschland
Glenmark Arzneimittel GmbH
Tel: + 49 (8142) 44392 0

Nederland
Glenmark Pharmaceuticals B.V.
Tél/Tel: + 31 800 33 555 33

Eesti
Glenmark Arzneimittel GmbH, Germany
Tél/Tel: + 49 (8142) 44392 0

Norge
Glenmark Pharmaceuticals Nordic AB
Tél/Tel: + 46 (0) 40 35 48 10

EALGoa
Glenmark Arzneimittel GmbH, Germany
Tel/Tel: + 49 (8142) 44392 0

Osterreich
Glenmark Arzneimittel GmbH, Germany
Tél/Tel: + 49 (8142) 44392 0

Espafia
Viso Farmacéutica S.L.U
Tél/Tel: + 34 911 593 944

Polska
Glenmark Arzneimittel GmbH, Germany
Tél/Tel: + 49 (8142) 44392 0

France
Glenmark Arzneimittel GmbH, Germany
Tél/Tel: + 49 (8142) 44392 0

Portugal
Glenmark Arzneimittel GmbH, Germany
Tél/Tel: + 49 (8142) 44392 0

Hrvatska
Glenmark Arzneimittel GmbH, Germany
Tél/Tel: + 49 (8142) 44392 0

Romania
Glenmark Arzneimittel GmbH, Germany
Tél/Tel: + 49 (8142) 44392 0

Ireland
Glenmark Arzneimittel GmbH, Germany
Tél/Tel: + 49 (8142) 44392 0

Slovenija
Glenmark Arzneimittel GmbH, Germany
Tél/Tel: + 49 (8142) 44392 0

island
Glenmark Pharmaceuticals Nordic AB
Tél/Tel: + 46 (0) 40 35 48 10

Slovenska republika
Glenmark Arzneimittel GmbH, Germany
Tél/Tel: + 49 (8142) 44392 0

Italia
Glenmark Arzneimittel GmbH, Germany
Tél/Tel: + 49 (8142) 44392 0

Suomi/Finland
Glenmark Pharmaceuticals Nordic AB
Tél/Tel: + 46 (0) 40 35 48 10

Kvnpog
Glenmark Arzneimittel GmbH, Germany
Tél/Tel: + 49 (8142) 44392 0

Sverige
Glenmark Pharmaceuticals Nordic AB
Tél/Tel: + 46 (0) 40 35 48 10

Latvija
Glenmark Arzneimittel GmbH, Germany
Tél/Tel: + 49 (8142) 44392 0

United Kingdom (Northern Ireland)
Glenmark Arzneimittel GmbH, Germany
Tél/Tel: + 49 (8142) 44392 0

JlaTa Ha MoCJIeHO 0100peHne Ha iucToBKaTa {MM /rrTr}.

IMonpo6Ha uH(popMalus 3a TOBA JICKAPCTBO € IpeocTaBeHa Ha yeb caiita Ha EBporneiickaTa areHius
1o JiekapcTeata http://www.ema.europa.eu/.
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