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1. HUME HA JIEKAPCTBEHUA TIPOAYKT

Olanzapine Cipla 2,5 mg o0BUTH Ta0NEeTKH

2. KAYECTBEH U KOJIMYECTBEH CHCTAB
BCsiKa 00BHTa TabieTka chAbpKa 2.5 mg onaH3anuH (olanzapine).

[TomorHM BelecTBa ¢ M3BECTHO JACHCTBHUE: BCsika 00BHTa TabieTka chabpxka 80.7 mg jJakro3a

MOHOXHJIPAT @(b

3a IBIHMA CIHUCHK HAa TIOMOIIHUTE BEIIECTBA, BUKTE Touka 0.1. &Qg
3. JIEKAPCTBEHA ®OPMA $
DuimupaHa TadJjieTka %®

Bbenu, kpbriu, TBOMHO U3TBKHAIUM OOBUTH TAa0JIETKHU C BIUTHOHATO penedHO enue ‘2,5’ ot

ennata crpana u ‘OLZ’ ot apyrara ctpaHa. @
4. KJIMHUYHU JAHHU Q(b

<

Bwvspacmuu @ 2
OsaH3anyuH € IO0Ka3aH 3a JICYEHNE Ha MIN30(PPEHUION

4.1 TepaneBTHYHU OKA3AHUS

Onan3anuH e eeKTUBEH 3a MO Ibp)KaHe Ha K&H/IHHOTO no/Jo0peHre o BpeMe Ha MPObIKUTEITHO
JIedeHne TPH TALMEHTH, TOKa3au Haua pareBTUYEH OTTOBOD.

OJ1aH3anyH € I0Ka3aH 3a JICUCHHUe Ha@lepeﬂn JI0 TEKKW MaHUWHU €ITU30IH.
OJraH3anyH € noKa3aH 3a npo@\afémxa Ha PelUINBH HA MAaHHUEH €MHU30/1 TIPH MaIUeHTH C
o

OWITONIApHU Pa3CTPONCTBA, WTO IO BpEME Ha MaHHEH €MU30]1 € OWJI TIOCTUIHAT KIIMHUYEH
OTTOBOD C OJIAH3AITNH (36 as.l).

4.2 Jlo3upoBKka QQMHH Ha NPUJIOKEHUE

Bv3pacmuu ;®

uzodpe. [IpenopbuBanaTa HavyanHa J03a osaH3anuH € 10 mg/nHeBHO.
Ma enuzoan. Hawannara nosa e 15 mg karo eAMHUYHA THEBHA 1032 IPH MOHOTEPAITUS UIIH
1 JHEBHO IpH KOMOMHMPAHO JieueHue (BK. Touka 5.1.)

%po@pmampn(a Ha PEeIUInB Ha OUTIOJISIPHO pa3cTpoicTBO: [IpemopruBanaTa HayaaHa J103a €
10 mg/nueBno. [Ipu manueHTH, KOUTO ca MMOJTyYaBajiy OJIAH3aIMH 32 JICUCHHE HA MAHUWHU eTTH30/IH,
3a Mpe/nasBaHe OT MOBTOPHATA MM TI0sIBa C€ MIPETIOPhUBa MPOIbDKaBaHEe HA TEpaNusITa ChC ChIaTa
J03a. HpI/I ImosgBaTa Ha HOBU €IIM30/IU HA MaHHs, CMECCHU CITU30/IU NI €IIU30/IU Ha ACTIPECUs,
JICYCHUETO C OJIAH3AIHMH TPSAOBA J1a MPOABIKY (C ONTHMHU3KUPAHE HA JI03aTa, aKO € He00X0IMMO), C
JIOT'BJIHUTEIHO JICUCHUE HA CUMIITOMHUTE Ha HApyIlIEHUE HAa HACTPOCHUETO, aKO € KIMHUYHO MOKa3aHo.

ITo Bpeme Ha JTledeHHETO HA 30 PEHIS, MAHHIHA €ITM3011 M IPY PO IIIaKTHKa Ha PEIUIUBY Ha
OUMIOJISIPHO Pa3CTPOMCTBO, THEBHATA J103a MOXKE Ja Ob/Ic KOpUTHpaHa MOCTEIIEHHO Ha 0azara Ha
HMHAMBHUIYAJHOTO KIMHUYHO ChCTOSHUE, B paMKkuTe Ha 5-20 mg/aueBHo. [loBuIiapane Ha 103aTa 110



HUBA Ha/I IPENOphYBaHATA HAYATHA J103a Ce MPETophyBa, CaMo Clie]l ChOTBETHA KJIMHUYHA TPEOICHKA
1 TpsiOBa J1a cTaBa HaH-00IIO MTPe3 WHTEPBAIN HE TTO-MalIkK OT 24 daca. OaH3amuH MOXKe Ja ce
npuema 0e3 Bpb3Ka ¢ XpaHEHETOo, Thil KaTo abcopOuusTa He ce MoBIUsIBa OT XpaHara. [Ipu
MPEYyCTaHOBSBaHE MpUeMa Ha OJIaH3aIluH TPSOBa J]a e MMa MPEIBU]I TOCTEIICHHOTO HaMalliBaHEe Ha
J103ata.

Ileduampuuna nonynayus

OraH3anvH He ce MPerophyBa 3a yrmoTpeda OT ela v IOHOIHY 1o, 18-roauirHa Bp3pacT nopain
HEJIOCTATHYHHU JIaHHU 3a 0€30MacHOCT U epeKTUBHOCT. [IpH KpaTKOCPOYHH NPOYUBAHUS TPH

MAIUCHTH B IOHOIIIECKA BH3PACT € JOKJIAJBAHO 3HAYMMO YBEIMUCHUE HA TEIICCHOTO TETJI0, U3MECHEHUS

B HUBATa Ha JIMITUIUTE U MPOJIAKTHHA B CPABHCHHE C M3MUTBAHUS NIPHU Bh3PACTHU NMAIIMECHTH (BX. (b.
Touku 4.4, 4.8, 5.1, u 5.2). @

)
llayuenmu 6 cmapuecka 8v3pacm &Q
OOUKHOBEHO HE Ce MPenopbyBa MO-HUCKA OT oOMJaiiHaTa HadaiHa fo03a (5 mg/IHeBHO), aBa
71032 MOYKE J]a Ce MMa MPEIBH/I IIPY MAIMEHTH Ha U HaJ 65 roAnHH, TOraBa, KOraTo K uTe
¢baxTopu ro Hamarar (Bx. Touka 4.4). (b(b,
THayuenmu ¢ 6pb6pPeyHo U/ unu 4epHoOpPOOHO YEPEAHCOAHE
[Tpu TakuBa nanyeHTH TPsOBA Aa ce UMa MPEABH TO-HUCKA HaYalHa 1032 ). B ciyuan Ha
yMepeHa YepHoIpoOHa HeocTaThbuHOCT (1upo3a, Child-Pugh knac A nnpRYHavanHaTa 103a TpsiOBa

na Opae 5 mg U 1a ce yBennyaBa C MOBUIIEHO BHUMaHHeE.

Ilon ®

Hauannara no3a 1 1030BUAT QUAa30H HE € HEOOXO0 MO pyT@&na €€ MIPOMEHSAT IPH JKEHHU, CIIPSIMO
MBXKE. @

Ilyuauu 2

Hauannara 1o3a 1 1030BUAT JUAIIa30H HE € He06xq)&o PYTHHHO Ja c€ MPOMEHsI IPU He-MyLIauH,
CIIPAMO ITyLIaYyH. 2

Koraro e Hanulie moBeye ot eauH 3a6a3;1 QTa60J‘II/I3Ma (akTop (PKEHCKH TOJ, CTapyecKa Bb3pacT,
HemylInay), TpsOBa Jia ce UMa MpeIBU/L @an;maﬁe Ha HayajHaTta 1o3a. [loBuIllaBaHETO Ha 703aTa,
KOraTo TOBa € He0OX0MMO, TPSIOBa, TaBa MOCTETICHHO MPH TE€3U MaI[UCHTH.

(Bmxre Touka 4.5 1 Touka 5.2\
4.3 l'[ponmonoxasa@

CBp’bX‘IYBCTBI/ITeH bM aKTHBHOTO BEIICCTBO MJIH KbM HIKOC OT IIOMOIITHUTEC BCIICCTBA,
I/136p06HI/I B TOY! .. HaHI/IeHTI/I, ITPpU KOUTO € U3BECTHO, Y€ MMaA PHUCK OT IMOABaTa Ha TCCHOBI'bJIHA

rJIayKkoma. &
4.4 éﬂnuamm npeaynpe:xIeHus ¥ NPUANA3HA MEPKH NPU ynoTpeda

Q&Me Ha aHTHUIICUXOTHYHO JICUCHUE MOI00pEHIE B KIMHUYHOTO ChCTOSIHUE Ha MalUeHTa MOXKE J1a
€Me OT HAKOJIKO JHH JI0 HAKOJIKO cenMun. [larmenTure TpsOBa ga OBAaT CTpOro HAOIIOaBaHH B
TO3U MEPUO/I.

Icuxo3a, cevpzana ¢ demenyus, u/unu n08edeHYecKy HapyuleHus

OaH3anviH He € TI0Ka3aH 3a JICUYCHUE Ha TICUX03a, CBhp3aHa ¢ JeMEHIINs, H/UIH TIOBEICHYECKN
HapyIICHUS U HE Ce MPENopbhYBa 3a yrnorpeda npu Ta3u crenuduyHa rpymna MaueHTd Iopaau
yBeJIMYaBaHE Ha CMBPTHOCTTA U PUCKA OT MO3BYHOCHOBH HHITUICHTH. B miare0o KOHTpoIupaHu
KJIIMHAYHY TPOYYBaHUS (C TIPOIBIDKATEITHOCT 6-12 ceqMUITi) TIpH MAIMEeHTH B HaIIpeIHaaa Bh3pacT
(cpenna BB3pact 78 TOAMHU) C TICHX032, CBbP3aHa C JIEMEHIIUS, W/UIIN TIOBEICHUYECKH HAPYILICHHS €
HaOJI0JTaBaHO 2-KpaTHO yBeINYaBaHE Ha CMBPTHOCTTA MPH MAUEHTHUTE, JICKYBAHU C OJIAH3AIHH, B
CpaBHEHHE C MAlMEHTHUTE, TPETHPAHH ¢ Tu1anedo (croTBeTHO 3,5% cnpsimo 1,5%). Ilo-Bucokara




CMBPTHOCT HE € CBBbp3aHa ¢ J03aTa Ha OJIaH3aIiH (cpeaHa THeBHA m03a 4,4 mg) win ¢
MPOJIBIDKUTEITHOCTTA HA JICUCHHETO. PUCKOBUTE (haKTOPH, KOUTO MOTAT Jia MPEIpasnoiiokKaT Ta3H
TMIOITYJIAIUS TTAIIMSHTU KbM YBEJIMYEHA CMBPTHOCT, BKIIFOUYBAT BH3pacT > 65 roaunu, aucdarus,
ceanus, HapymieHo (HeI0CTaThuHO) XpaHeHE U Aexuaparanus, 0e10po0Hu 3a0onsBaHus (Hamp.,
MTHEBMOHUS ChC WM 0€3 acTihpanws) Wi eTHOBpeMeHHa ynoTpeba Ha OeH3onazenuHu. Beripexu
TOBA YEeCTOTaTa Ha CMBPTHUTE CIIydaH € OWjia MO-BHCOKA MPH MAIlMeHTHUTE, JICKYBAaHH C OJIAH3aINH, B
CpaBHEHHUE C IUIaIlc00-TPETUPAHNUTE TTAIIMEHTH HE3aBUCHMO OT TE€3H PUCKOBH (DaKTOpH.

B cpmmTe KIMHUYHT TPOYYBaHUS UMa CHOOIIEHHS 32 MO3bYHOCHA0BU Hexkenann croutus (MCHC,
Harp., HHCYJT, MPEX0AEH HCXEMUYEH MPHUCTDIT), BKIIOYUTEIHO U ¢ daTaieH u3xon. Habmogasano e
3-kpatHo yBennyaBane Ha MCHC npu maneHTH, JIeKyBaHU C OJIaH3aliH, B CPAaBHEHUE C MAIIUEHTH (b.
Tpetupanu ¢ mwianebo cboTBeTHO (1,3 % crupsmo 0,4%). Bcuuku naryieHTy, JeKyBaH| C OJIaH3aI| %
WK T1a1e00, MpH KOUTO ca HaOI0AaBaH! MO3bYHOCHIOBH HEKENaHU CHOUTHS, ca C MPEIIeCT

prckoBH (Qaktopu. Be3pact > 75 ronuHu U ChAOB/CMECEH TN JEMEHIMS ca HACHTUGUIHPaHY X
puckoBu (axtopu 338 MCHC BBB Bpb3Ka C IEUEHHETO C OJIaH3anuH. B Te3u npoydBaHus

yCTaHOBeHa e(PMKACHOCTTA Ha OJIAH3AIHH. *

bonecm na llapxuncon

Ynorpebara Ha OJaH3aIUH 32 JICYEHUE Ha ICUXO03H [IPY HMAaLMEHTHU ¢ OoecTTa
CBBp3aHU C IpUEMaA Ha JOITaMHWHOB aroHucCT, HC CC IIPECIIOPHYBA. B ximmHn4H,
YeCTO U M0-YeCTO B CpaBHEHHE C TIaIe0o ca JOKJIaBaHH BIOIIABaHE Ha
CHUMIITOMATHKA U XaIIOUWHAUUH (BX. ToUKa 4.8), a onaH3anuH He € 110 TUBEH OT Iu1ane0o npu
JIeUeHHE Ha IICUXOTHYHH CUMIITOMH. B Te3u Ipoy4YBaHUA CC U3UCK rbl NCHTUTE Ja 6’BILaT
IBPBOHAYATIHO CTAOWIIM3MPAHU C Hal-HUCKaTa eheKTUBHA 1032 ApKUHCOHOB JIEKapCTBEH
IPOAYKT (AOTIaMUHOB aroHUCT) | Ja 3aMa3siT ChILUTE aHTUIIA OHOBH JIEKapCTBEHH MPOLYKTH U
JIO3UpaHus 10 BpeMe Ha npoyuBaHeTo. ONaH3anuH € 3a1;§22% JIO3H OT 2,5 mg/THEBHO U TUTPUPAH

JI0 MaKCUMyM 15 mg/mHEBHO 10 NPELeHKA Ha M3CJICA0B

Heesponenmuuen manucnen cunopom (HMC) \)@
HMC e noTeHIMamIHo >KMBOTO3aCTPAILIABAIIIO C QoﬂHne, CBBP3aHO C JICYSHUETO C AHTUTICUXOTHYHHU
JISKapCTBEHU NPOAYKTH. Psinko ca I[omazusagn ciaydyan Ha HMC, cBbp3aHu ¢ mpreMa Ha OJIaH3aIlvH.

Knuanunute nposisu Ha HMC ca xume CHsI, MyCKYJIHa PUTHIHOCT, HAPYLIEHUS B MUCIIOBHUS
NpoIIEeC M JaHHU 3a BEreTaTUBHA HECTA ocT (IIPOMEHHU B ITyJiCa WM apTepUATHOTO HaJIsITaHe,
TaxUKapus, U3MOTsIBaHE U OTKIOHEH) B ChbpACUHUS PUTHM). J[OMbIHUTETHUTE TIPU3HAIIA MOTaT Ja
BKJIIOYBAT ITIOBHUILEHUE HAa KpeaTyH PocdoknHazaTa, MUOrIIOONHYpHs (pabaoMHuoim3a) 1 ocTpa
OBOpeuHa HepocTaThuHOCT. AKONAMEHT pasBre NPU3HALM U-CUMITOMM, TToKa3aTesHu 3a HMC, nin
MMa HESICHO TeMITEPaTypHQ ostHUE 0e3 IpyTry KIMHUYHY posiBn Ha HMC, npreMbT Ha BCHYKH
AHTUIICUXOTHUYHH JIeKap, MNEKITIOYUTENTHO U Ha OJIaH3aINH, TpsOBa j1a Ob/ie IPeyCTaHOBCH.

Xunepenuxemus u O@m

Heuecro e uoxg@saﬁa XHUIIEPIIIMKEMUS] W/WIIN pa3BUTHE WK BIIOLIABaHE HA AUA0ET MOHIKOra
CBBP3aH C K Qm/mosa WM KOMa, BKJIFOUHUTENHO U ciy4au ¢ (aTajieH u3xof (Bxk. Touka 4.8). B Hiakou
oT cnyqawﬁ%ﬂomaHBaHo HpEIIeCTBAINO NOBHUIIABAHE HA TETJIOTO, KOETO MOXe /1a Ob/e

aram ¢akrop. [IpenopruBa ce ChOTBETHO KIMHUYHO MPOCIEASIBAHE, CIOPEN

HHUTE yYKa3aHus 3a ynorpeda Ha aHTUIICUXOTHYHH CPEJCTBa, HAIPUMED U3MEpBaHe Ha

aTa 3axap Ha U3XOJHO HUBO, Ha 12-Ta ceqMuLa ciie/l 3alI0YBAHE Ha JICYEHUETO C OJIAH3aIlUH U
Il TOBa eXerofHo. [lanmenTure, TeKyBaHU ¢ aHTUTIICUXOTUYHH CPEICTBA, BKITFOUUTEITHO
OLANZAPINE CIPLA, tpsi6Ba ia ce HaOnroaBaT 3a IpU3HALK M CUMIITOMH Ha XHUIIEPTIIMKEMHUS
(xaTo HanmpUMep HNONUAMIICHS, TOINYpHs, nodaudarus u caadocT), a MAUEeHTHTE ChC 3axapeH auadeT
WJIH T€3W C PUCKOBH (PaKTOPH 3a 3axapeH anader TpsiOBa Aa ce MOHUTOPHUPAT PEAOBHO 3a BIOIIABAaHE
Ha KOHTpOJIa Ha riitoko3aTa. Ternoro TpsaoBa 1a ceé MOHUTOPUPA PEAOBHO, HAIPUMEDP Ha U3XOIHO
HUBO, Ha 4-Ta, 8-Ta 1 12-Ta ceMUIIa Clie/1 3alI0YBaHEe Ha JICYCHHUETO C OJIaH3alrH, U CJIe/ TOBA Ha
BCEKHU TPU MeceLa.

Ilpomenu 6 nunudume
HabnronaBat ce HexxelaHu MPOMEHU B JIMITUINUTE TIPH IMAIIUCHTH, JICKYBaHU C OJIAH3AIHH, B TIAIE00
KOHTPOJIMPaHH KIMHUYHU U3MATBAaHMS (BXK. Touka 4.8). [IpoMeHuTe B TUnUANTE TPsiOBa 11a ce JIEKyBaT




KaKTO € KIIMHUYHO YMECTHO, 0COOEHO IPH MALMEHTH C AUCIUINIEMUS U NIPYU NALUEHTH C PUCKOBU
¢akTopu 3a pa3BUTHE Ha HapyuIeHus B aunuaute. [Ipyu nauneHTHTe, JeKyBaHU C aHTUIICUXOTUYHU
cpenctsa, BkmountesiHo OLANZAPINE CIPLA, TpsiOBa 1a ce MOHUTOpUPAT peAOBHO HUBATa Ha
JTUMUANTE, CTIOPE]] U3II0JI3BaHUTE YKa3aHuUs 3a ynoTpeba Ha aHTHIICUXOTUYHHU CPEJCTBA, HAIPUMED Ha
M3XOAHO HUBO, Ha 12-Ta ceaMuIia ciel 3all04BaHe Ha JICUEHUETO C OJIaH3AIMH U CJIE] TOBa Ha BCEKU 5
TOJVHU.

AHmuxonurepeuyHa akmugHoOCm

Brnpexu de, npu in vitro IpoyvIBaHUATA OJAH3AIIH [TOKA3Ba aHTHXOJIUHEPTHYHA AKTHBHOCT, OMUTHT

0 BpeMe Ha KIIMHUYHUTE MMPOYYBaHUs, IOKa3Ba HUCKA YECTOTA HA TOA00HM cirydan. Thii KaTo

KIIMHUYHUAT OMUT C OJIAH3AIUH MPH MAUEHTH ChC ChITBTCTBAIIM 3a00JIIBaHUS € OrpaHUYCH, @
(%

MperophYBa ce TOU Ja Ob/ie MPEANICBaH C MOBUIIICHO BHUMaHUE HA TIAITUEHTHUTE C XUIEPTPOPUs
MpOCTaTaTa WM NapaTuTUICH WICYC U MTOJOOHU ChCTOSIHHMS. Q

Yepuoopobua yuxyus QO
UYecro e HabI0JaBaHO TIPEX0HO, OE3CHMITTOMHO ITOBHUIIIABaHE HA YEPHOAPOOHUTE *B
amuHoTpaHchepasu, ananuH Tpachepasza (ALT) u acnaprar tpancdepasza (AST), oc 0B HAYAJIOTO
Ha jedyeHueTo. M3uckBa ce MOBUILIEHO BHUMAHKE NPU NAIIUEHTUTE C MOBULICHU AL%/HJIH AST, npu
NAalMeHTHTE ¢ TIPU3HALM ¥ CHMITOMH Ha YepPHOAPOOHO YBpEXKIaHe, KAaKTO H IT 31 C TIPEIIXOTHH
HapylIeHUs1 Ha YepHOApOOHaTa (PYHKIHMS WUIIM TaKUBa, KOUTO ca OWJIM JICKYB, MOTEHIIUATHO
XCMAaTOTOKCUYHHU JICKAPCTBCHU MTPOAYKTH. B CJIy4auTe, KOrato € 1uarao paH XCIaTuT
(BKJTFOUMTEITHO XEMaTOLEyTapHO, XOJIECTATUIHO HIIM CMECEHO YepHO 0 YBpeXJaHe), JICICHHETO

C OJlaH3amuH TPsOBa 1a ObJIe NPEyCTaHOBEHO. &
Heymponenus Q

Heobxomumo e BHIMaHNE TPY TAIIMEHTUTE, KOUTO TI0 HSIK B@IpanHa ca ¢ HUCHK OpOH JIEBKOLIUTH
W/WK HEYTPOMUIIH, IPH MAI[USHTUTE 32 KOUTO © H3BeCT{g\®e MOJTy9aBaT MPOAYKTH, BOJEIIH JI0
HEYTPOIIEHUS, IIPH MAIUSHTUTE C aHAMHE3a 32 TO/ITH@¥aRe Ha KOCTHUS MO3bK/KOCTHO-MO3b4HA
TOKCUYHOCT, [IPU HNALIMEHTUTE C IOATHUCKAHE Ha KOQ%X MO3BK TIOpPaJI CHITHTCTBAIIO 3a00IIsBaHe,
ThYENICYCHUE I XUMHOTEpaIus, KakTo U HP@I/IGHTI/ITG C XHUIIEPEO3UHOMIITUS HITH
MmuenonposupeparuBan 3a00ssBaHus. HeyTpoXeHus 00MKHOBEHO ce HAOJII0/aBa YeCTO IpU
€JTHOBPEMEHHO MIPWIOKEHHE Ha onamzz)mg( anmpoat (BXK. Touka 4.8).

IIpexvcsane na aieuenueno o)
OcCTpH CHMIITOMH KaTO TIOTEHE, eBC%HHe, TPEMOP, TPEBOKHOCT, TaJIEHE WM MOBPBIUIAHE Ca
noknaasanu psako (> 0,01% 0,1%) npu psA3Ko CriMpaHe Ha OAH3AIMMH.

QT unmepegan

B xiuHM4HM npoy4B ca HaOromaBanu HeuecTH (0,1% 1o 1%) KIMHUYHO 3HAYUMU Y IbIKABAHMS
Ha QTc-uHTepBana kopekust Fridericia [QTcF] > 500 MmunucexkyHan [msec] Mo BCSKO BpeMe
cien I/IBXO/:[HOTO\?KF Npu MauuenTy ¢ u3xoano Q7cF < 500 msec) nmpu NauueHTH, JIEKyBaHH C
OJIaH3alluH, 0 HAMAT CHTHU()MKaHTHU Pa3INyusl B CBbP3aHUTE KapAHOJIOTHYHU CHOUTHS B
cpaBHeHI/IeQ are60. Heobxoammo e o6ave, KakTo M MpH JAPYTHTE AaHTUIICHXOTHYHU JIEKAPCTBEHH
POy JIAH3AITUH J1a Ce MPEJITUCBA C MMOBUIIEHO BHUMAaHHE 3a€/IHO C JIEKAPCTBEHH MPOIAYKTH, 32
KO 3BECTHO, ue yabnkaBarT Q7 c-uHTEpBaia, 0COOCHO MPH MAllMEHTH B CTapyecka Bb3pacT, pH

HTU ChC CHHJIPOM Ha BpoJieH yabibkeH O7, 3acToiiHa Chp/iedHa HEAOCTATHYHOCT, XUIIEPTPOPHs

CHPLETO, XUTTOKAITNEMUS HITH XUTIOMarHe3NeMHsL.

Tpomboemboruzvm

Heuecro (= 0,1% u < 1%) ce cpo01maBa 3a Bpb3ka BEB BpEMETO MEX Ty JICUCHUE C OJaH3aIuH U
BEHO3eH TpoMOoeMOomu3bM. He € ycTaHOBeHa MPUYHHHO-CIIEICTBEHA BPh3Ka MEXTy MOsIBaTa Ha
BEHO3HUS TPOMOOEMOOIU3BM U JICUSHUETO C OJIAH3ANWH. BBIpekn ToBa, ThI KAaTO MPH MAI[UCHTUTE C
30 pEHHUS YECTO ca HaJIMIIe IPUAOOUTH PUCKOBH (DAaKTOPH 32 BEHO3EH TPOMOOEMOOIU3bM, TPsIOBa
Ja ObJaT WACHTH(DUITUpAHU BCUYKH BH3MOXKHHU pucKkoBU (akTtopu 3a BTE, Hanp. o0e3BkBaHe Ha
MAIUCHTUTE, U Ja ObJIaT NPeANPUETH TPOPUITAKTUIHI MEPKH.




Obwo oeticmsue evpxy LIHC

Karo ce nmat npensun ocHoBHHTE edekTH Ha onan3anid Bepxy LIHC, HeoOXoammo e moBUIeHo
BHUMAaHHE NMPU KOMOMHUPAHETO HA MPOJYKTA C IPYTH IIEHTPATHOCHCTBAIIY JICKApCTBA U aJTKOXOJL.
TBii KaTO ONAH3AIMH in Vitro Ce MPOSBSIBa KATO AHTATOHUCT Ha JIONIAMHHA, Bh3MOXKHO € TOM J1a
aHTaroHU3Mpa eQEeKTUTE Ha MPEKUTE U HEMPEKHUTE TOMIAMHUHOBH arOHUCTH.

Ipunadvyu
OmnanzanuH TpsAOBa Ja ce Mpujiara BHUMATEIHO MIPH MAUEHTH C aHaMHE3a 3a ThPUOBE HIIM KOMTO ca

M3JI0KEHHU Ha (haKTOPH, KOUTO MOTAT Jla HaMaJIsAT IbpuoBHs Tpar. HeuecTo ca goknaaBanu ciryyan Ha
I'bPYOBE MIPU TAKWBA MAIIMCHTH, KOUTO Ca JICKYBaHU ¢ ojlaH3anuH. [loBedeTo OT Te3u citydau ca Ouim ¢
aHaMHe3a 3a I'bPYOBE WM PUCKOBH (DaKTOPH 3a TSAXHATA MOSIBA. Q (b

Tapousna ouckunesus.: Q
B cpaBHUTETHU MPOYYBAHHS C MIPOIBKUTEIHOCT HA JICYEHHETO JI0 e/IHA TOMHA OJIaH3aMNH
CBBP3aH ChC CTATHCTHYCCKU 3HAYMMO MO-HUCKA YECTOTa Ha JICYCHHE Ha CIIy9JanuTe C MOsB
JMUCKHHE3UsA. PUCKBT OT MOSABA HA TaApAWBHA TUCKHHE3US HAPACTBA C MIPOIBIIKUTEITHOC
EKCIIO3UITUATA, TIOPAJH KOETO B CITydai Ha MMOsiBa Ha MPU3HAIM UJIM CUMITTOMH Ha T (@n
JMCKUHE3Us TIPH TAIMEHT Ha OJIAaH3aIlMH € HEOOXOIUMO J1a Ce OOMUCITH HaMaJIsB 103aTa WIN
npeycTaHoBsABaHe Ha JeueHrneTo. CHMIITOMUTE Ha TApIMBHA JUCKUHE3US MOT \%ce BJIOIIAT
BPEMEHHO WJIH JOPH JIa CE MPOSBAT ClIe]] MPEKbCBAHe Ha JICUCHHUETO. &

%)

Opmocmamuyna Xunomonus
B KIMHWYHY TIPOYYBaHMS C OJIAH3AIUH MPH MMAMEHTH B HANIPETHA ra)%)am HEYEeCTO € HaOIroJaBaHa
OpPTOCTATUYHA XUMOTOHUsI. KakTo ¥ MpH ocTaHaIMTE aHTUIICUXO W CPEIICTBA, U TYK CE
MpenopbyBa MEPUOTUYHO POCTICIABAHE HA APTCPHATTHOTO HYFHITMIC TP MAICHTUTE HA BH3PACT HAJI
65 roauHH. @

Q
Buesanna copoeuna cmopm
B mocTMapkeTHHIOBH CHOOIICHHS TPU MAMEHTH QONAH3AMMH € ChOOIaBaHo 3a cllydait Ha BHe3aIHa

ChpaedHa CMBpT. B peTpocnekTnBHO o6cep331§uo KOXOPTHO NMPOYYBaHE PUCKBT OT
IperoaraéMa BHe3alHa CbpiedHa CMbPT aI[MeHTH, JIEKYBaHH C OJIAaH3aIUH, € IPUOIN3UTEITHO

JBa ITbTH M0-BUCOK OT PUCKA NPH MaLUg , KOUTO HE YNOTpeOsIBaT aHTUTICUXOTHIIN. B
NPOYYBaHETO PUCKBT OT OJAH3AIMH € CTaBHM C PHCKa OT aTUITMYHUTE aHTUIICUXOTHIIU, KOUTO ca
BKJIIOUEHH B COOpEH aHaIIu3. \Q_

A »
Ileouampuuna nonyarayus \{‘
OJ1aH3anyvH He € MoKa3aH YeHHUE Ha Jlena U roHom. [IpoydBaHus npu malyueHTy Ha Bh3pacT
Mexnay 13 u 17 roqunu 3BaT pa3JIMYHU HEXKEJIAaHU PEaKIIUU, BKIIOUNTEITHO HAII'bIHSBAaHE,
MIPOMEHH B MeTa6OJ$TC napaMeTpH U yBEJIMYaBaHE Ha MPOJAKTUHOBUTE HUBA. He ce nmpoyuBaHu
JIBITOCPOYHUTE TIO TBUS OT T€3W HEXEJIAHW CHOUTHS U T€ OCTaBaT HEMO3HATH (BX. TOUKU 4.8 1

5.1). @

Jlakmos

HaKTo QLANZAPINE CIPLA taGnetku chabpiKaT JakTo3a. [lanmenTn ¢ HacmeacTBeHa
QEHOCT 3a TaJakTO3Ha HEMIOHOCUMOCT, Lapp JlakTa3eH AeQUITUT WK TITFOKO30-TalaKTO3HA
copOuus He TpsOBa 1a MpUeMaT TO3H JICKApCTBEH MPOIYKT.

4.5 B3auMmoneiicTBHe ¢ IPYTHU JeKapCTBEHH MPOAYKTH M APYTrH (JOpMH HA B3auMo/eiicTBHE

Ileduampuuna nonynayus
IIpoyuBaHus 3a B3aUMOJECUCTBUE Ca NMPOBEXKIAHNA CaMO IPU Bb3PACTHHU.

Lomenyuannu 83aumoodeticmsus, No8IUABAWU ONAH3ANUH
Tbit kaTo onan3anuH ce Merabom3upa or CYP1A2, BemiecTBaTa KOUTO MOTaT CrielIU(UIHO /1a
WHIyIIUPAT WK HHXUOUPAT TO3W M30€H3UM MOTAT Jia OBJIHSAT (apMaKOKHHETHKATA Ha OJaH3aIlHH.




Unoykyus na CYPIA2

MeTab0oIu3MbT Ha OJTaH3aIMH MOXe Ja ObJic MHIYIMPaH OT TIOTIOHOMYIICHE 1 KapOaMas3enuH, KOeTo
MOJKeE J1a JIOBEJIE JI0 MMOHIKAaBaHEe Ha KOHIICHTpAIMATa Ha oan3anuH. HabarogaBaHo € caMo JIeKO JI0
yMEpEHO MOBUINIaBaHE KIMPBHCA Ha OaH3anuH. KITMHUYHOTO 3HAYCHHE 0 BCSIKA BEPOSITHOCT ©
OTPaHUYCHO, HO Ce MPENophyuBa KIMHHUYHO NPOCIIeIBaHe U OOMHUCSHE Bh3MOKHOCTTA 33 TIOBUIIIABAHE
Ha J03aTa oJaH3anuH (BX. Touka 4.2).

Unxubupane na CYPI1A2

®nyBokcamuH, cnenuduaer CYP1A2 naxuOuTop, € moka3an 3HaYNTeTHO NHXUOMpaHe Ha

MeTabonau3Ma Ha onanzanuH. CpenHoTo yBennyaBane Ha Cmax Ha OJaH3aIUH ciiel] pIyBOKCaMUH €

ouno 54% mpu )keHu Henymadky u 77% npu Mbxke mymadd. CpeTHOTO yBeInyaBaHe Ha TUIOIITA 10, (b.
KpHBaTa Ha ojaH3amuH € choTBeTHO 52% u 108%. Ilpn manmenTy, KonTto mpreMat GIryBOKCAaMIH

npyr uaxuoutop Ha CYP1A2 karo uunpodiaokcanun TpsiOBa aa ce 0OMHUCIHN MMO-HUCKA HAYaIH
HamansiBane Ha n03aTa Ha OJaH3aMUH TPAOBA Ja ce UMa MPEIBU, B CIy4all Ha 3alI0YHATO JIC c
naxuoutop Ha CYP1A2.

Hamanasane na ouonaiuunocmma *
AKTUBHHAT BBIVIEH HaMaJIsiBa OMOHAIMYHOCTTA Ha MEPOpanHus onan3zanud ¢ 50% 0% u TpsiOBa
Jla ce mpueMa Hali-MajKo 2 yaca Mpeau WK Ciell OJIaH3aluH. @
Hsma nannu, ye ¢piyokcerus (maxuoutop Ha CYP2D6), enunnynn 103 aHTHanu] (ATyMUHUH,
MarHe3uil) Wiy UMMETUANH TOBIUABAT 3HAYUTEIHO (HPapMaKOKHHETHK a OJIaH3aIMH.

Brusnue na onanzanun 8bpxy ()DVZM JeKapcmeeru I’ZDOOVKWZM Q?
Olran3anuH MOXe 1a AHTaroHusupa C(l)CKTI/ITe Ha MPEKUTE U I@p " JOIIaMHWHOBH aroHUCTH.

Omnanzanue He nHXKMOHUpa ocHoBHUTE CYP450 n3zoensn @vitro (mamp. 1A2, 2D6, 2C9, 2C19, 3A4).
Jlurcara Ha B3auUMOJIEICTBHE CE TOTBBPKABA B N Vj %quBaHI/ISI, KBJIETO HE € HAOJII0JaBaHO
MHXUOUpaHe Ha MeTaboJIN3Ma OT CIIETHUTE aKTHB [IECTBA: TPULMKINIHNA aHTUACTIPECAHTH
(nmopnusBamu npeaumHo rpymnara CYP2D6), B@pm{ (CYP2C9), reodpunmu (CYP1A2) nnn
muazernam (CYP3A4 u 2C19). O

o J .
He e ycranoBeHo B3anMopeiCTBHE HA Q@uﬂanHH C IUTUH WK OUIIEpUICH, IPH EAHOBPEMEHHOTO UM
MIPUIIOKEHHE. !

TepaHeBTI/ILIHOTO MOHUTOPHUP 3 IMJIa3MCHUTC HUBA HAa BaJIIIPpOAT HE ITIOKa3Ba HGO6XOZ[I/IMOCT oT
KOPEKIMA Ha /103aTa Ha Ba E@ T, CJICJ BKIIIOUBAHCTO Ha OJIaH3aIluH.

Obuwo deticmsue gvp.
TpsiOBa na ce npost OBHMIIICHO BHUMaHHE MTPH MAIUCHTH, KOUTO KOHCYMHPAT aJIKOXO0JI UITH
npreMar neKapc‘;%eHn MPOAYKTH C MOTHCKAIIO JICHCTBHE BHPXY LICHTPAIHATAa HEPBHA CHCTEMA.

He ce npey@qBa €IHOBPEMEHHOTO MPUWIOKEHUE Ha OJIAH3AMMH C aHTUIAPKUHCOHOBH JICKAPCTBEHU
npoay pu marueHTy ¢ Oonectta Ha [lapkuHCOH 1 qeMeHIns (BXK. Touka 4.4).

H3aIMH TPsAOBa J1a ce Mpuiiara BHUMAaTEIHO €JHOBPEMEHHO C JIEKapCTBEHU MPOTYKTH, 32 KOUTO €
M3BECTHO, e yBenndaBatr (J7c-uHTepBana. (BX. Touka 4.4).

4.6 @epTUIHOCT, BpeMeHHOCT U KbpMeHe

bpemennocm
Hsama choTBeTHH T0OpE KOHTPOJIUPAHU POYUYBaHUS BEPXY OpeMeHHH skeHu. [lanmenTkuTe TpsaOBa qa

ObJIaT CHBETBAHHM J1a YBEJOMSBAT CBOS JIEKap, aKO 3a0peMEHEST HIM UMAT HaMEpeHHUe Jja 3a0peMeHesT
10 BpEMe Ha JICUEHHETO C OJIaH3aMuH. BhIpeku ToBa, mopaan OrpaHUueHUsIT OMUT MIPH X0pa,
OJIaH3aITMH TPSIOBA J1a CE MpHJjIara 1o BpeMe Ha OPEMEHHOCT, CaMO aKO MOTEHIIMATHATA 0132
MPEBHILIABA TIOTEHIMATHIS PUCK 32 TUTO/IA.



IIpu HOBOpOIEHH, H3TTO’KEHN HAa AHTUIICHXOTHUIH (BKIIFOYUTEITHO OJIAH3AINH) IIPe3 TPETHS TPHUMECTHP
Ha OPEMEHHOCTTa UMa PUCK OT HEXKEJIaHU JICKAPCTBEHU PEAKIUH, BKIIFOUBAIIH SKCTPAUPAMUIHU
CUMITOMH ¥/WJIM CUMIITOMH Ha OTHEMaHE CJIE] paXkJIaHEeTO, KOUTO MOTaT Jia BApUPAT 110 TSKECT U
MPOABIDKUTETHOCT. JIOKIIaIBaHM ca ciy4ail Ha Bb30ya, XUIEePTOHUS, XUTIOTOHHS, TPEMOP,
COMHOJICHTHOCT, PECITUPATOPEH JUCTEPC WITN XPAHUTEIHN Pa3TCPONUCTBA. 3aTOBA, HOBOPOJICHUTE
TpsA0Ba 1a ObJAT BHUMATEITHO MOHUTOPUPAHHU.

Kvpmene

B npoyuBane nipu 37paBu, KbPMEITH KEHH, € YCTAHOBEHO, Y€ OJIAH3AIINH CE EKCKPETUPa C MAWYMHOTO
Misiko. CpelHaTa eKCTOo3HIus 3a KbpMmaueTo (mg/kg), mpu cTallmoHapHU ChCTOSHUS € ONpeeiicHa (b.
karo 1,8 % ot mozara, mpuera ot maiikarta (mg/kg). [latmenTkute TpsiOBa qa OBIAT CHBETBAHU J1a

KBPMST JIelaTa CH, ako IpUeMar OJIaH3aIluH. &Q

4.7 EdexTu BbpXy cioco0HOCTTa 32 o¢upaHe U padora ¢ MALIMHHA QO

He ca npoBexnaHu mpoy4BaHus 10 OTHOILIEHHE Ha ePeKTHTE BEPXY CIIOCOOHOCTTA 3afb@mpaﬂe u
pabota ¢ mammHu. Tl KaTO, OJaH3aMH MOXKE Jja JOBEAEAE 10 [0sBaTa Ha chHEYT win

3aMasHOCT, MAllMEHTHUTE TPsIOBa J1a ObJAT MPEOYNPEACHH B CIIydail, Ha yIpasil Ha MaIlIVHH,
BKJIFOUUTETHO MOTOPHHU IIPEBO3HU CPECTBA. &
4.8 Hexenanu JekapcTBeHH peakuuu @

AN
Bvspacmnu ®
Haii-yecro ( HabmomaBanu pu > 1% OT manmeHTuTe) J0KIa, &Te HEXXEIIaHW JIEKapCTBEHU
peaKnuu, CBbP3aHu ¢ NPUIOKEHUETO Ha OJIaH3alMH B KIIU % W3MUTBaHUs, Ca ChHIUBOCT,
HaJ/IJJaBaHe Ha TETJI0, €03MHOMMIIHS, YBEIMUEHU HUBA H JIAKTHH, XOJIECTEPOJI, TIIOK03a U
TpUrIHLEpUAN (BX. Touka 4.4), TIIIOKO3ypus, YBEIH €TUT, CBETOBBPTEXK, aKaTU3US,
MIapKUHCOHU3BM, JIEBKOIIEHUS, HEYTPOIICHU wg)lgjqxa 4.4), TUCKUHE3Us, OPTOCTAaTHYHA
XUIIOTOHUA, AaHTUXOJUHCPIUIHU e(l)eKTI/I, pex: 0e3CUMITOMHU YBCJIMYCHUA HA LIepHO)Z[pOGHI/ITe
amuHOTpaHchepasu (BK. Touka 4.4), 00puB,ICN¥HHS, yMOpa, TUPEKCHUS, apTPAITHS], TOBUIIIEHA
ankanHa gocdarasza, BUCOKA CTOHHOL rama-riyTamuinTpancdepasa, BUCOKa CTOWHOCT Ha
MAKOYHA KUCEJIMHA, BUCOKA cmfm@&aa KkpeatuHpocokruHa3a U OTOK.

Cnucwvk Ha Hexceranume Jzekapgna‘euu peakyuu, npedcmaeeH 6 ma@zuua

B npencraBenara Tabauia ¢ OCHH HEXKEJIaHH JICKAPCTBEHHU PEAKIMU 1 JTa00paTOpHH
W3CJIC/IBAHUS T10 TAHHU O TAaHHH CHOOIICHUS U KJIMHUYHU NPOoy4YBaHus. [Ipu BCAKO rpymnupane B
3aBHCUMOCT OT YECTOTal JKEJTAHUTE PEaKIIMU ca TPEJCTABCHN B HU3XO/ISII PEJI IO OTHOIICHUE Ha

TAXHATA CEPUO3HOC MHUHHUTE 33 4YeCTOTa ca JeUHUPAaHU KakTo ciieasa: Muoro yectu (> 1/10),
yectr (> 1/100 1 %’ ), Hedectu (> 1/1 000 mo < 1/100), peaxu (> 1/10 000 mo < 1/1 000), mHOTO

penku (< 1/10 , C HEM3BECTHA YeCTOTa (He MOXe Ja ObJie OLIEHeHa OT HAJITMYHUTE JaHHU OT
CIIOHTaHHU C SHUS).
~
MpHor. ™ ‘ Yectn ‘ Heuyectn ’ Penxu
Ha(@ HHS1 HA KPBbBTA M JIMM(HATA CHCTeMAa
\@‘V Eosunodunus Tpom6ouuronenus'!
> Jleskonenus'®
Heyrponenus'®
Hapyuienusi Ha MMYHHAaTa cHcTeMa
CBpPBXUYBCTBUTEIHO
orll
Hapymenus Ha MeTa00JIM3Ma U XPaHEHETO
IloBumaBane Ha IloBuienu HUBa Ha PazBuTne nnm Xunorepmus'?
TEernoro’ xoJecTepon>3 o6ocTpsiHe Ha
[ToBuienn HUBa Ha anaber, TOHSIKora

rroko3a’

CBBP3aH C




IToBumenu HUBa Ha
TpUrIMLEpUIH>’
I'mroxo3ypus
IloBumeH aneTur

KETO0aIn103a W
KOMa, BKITFOUHTEITHO
daraaHu cirydan
(Bx. Touka 4.4)!!

Hapyuienusi Ha HepBHATA CHCTEMA

COMHOJIEHTHOCT

3amastHOCT
Axaruzus®
[TapkuHCOHU3BM
Juckunesus®

6

I'spyoBe, koraro B
MOBEYETO CIIy4yau €
JIOKJIaIBaHa
aHaMHe3a 3a I'bpYOBe
WINA PUCKOBU
dakTopu 3a
rypuose’!

Jucronus
(BKITFOUHTEITHO
okynorupanus)'!
TapnuBhHa
TTUCKUHE3US !
Awmuesns’

1
\

Hesponentuuen
MaJIUTHEH CHHIPOM
(k. TOuKa 4.4)'?

CuMIITOMH Ha
npexbeBane’ 12

©
/\Q@
O
o
o
>®~2*

N
Jwuzaprpus n@

PecnHpaTOPHH, IPbIHH H MeTHACTHHAJIHN Hapylienns 5N

CbpJieyHn HAPYIIEHUSA

Q@

‘ EHI/ICTaKCI/IQQ\‘O ‘
~

A4
Jus
Bane Ha QT

Vi
\)(s@. Touka 4.4)

bpan

Kamepna

TaxuKap s/ hudpuail
usl, BHE3aITHA CMBPT
(k. TOuka 4.4)!!

CbaoBM HapyLIeHust

OpTtocratuuHa

XUITIOTOHUA 10

TpomOoeMO0IH3bM
(BKITIOUHTEITHO
oenoapobeH
eMOO0IIM3BbM U IBIOOKA
BEHO3Ha TPOMO03a)
(Bk. Touka 4.4)

CTOMaHIHO-‘lpeBHI/I Ha

&K
@%

K1, TIPEXOIHU
AHTHXOJMHEPTHYHH
e(heKTH, BKITFOUBAIIU
obcTunanus U cyxora
B ycTara

ITonyBane Ha
xopema’

[Mankpeatut!!

Xenam-ﬁﬁh‘pfap}m Hap

ICHUSA

KX
&

IIpexonHu,
0e3CHUMITTOMHU
MOBHIICHUS Ha
YEepPHOAPOOHHUTE
amuHOTpaHchepasn
(ALT, AST), ocobeno
B HAYaJI0TO Ha
JIe9eHneTO (BXK. TOUKa

4.4)

XenaTtut
(BKITFOUHTEITHO
XarnaTouenyJaapHo,
XOJIECTATUYHO WIIH
CMeCEeHO YepHOpOOHO
yBpeskaane)'!

Hapymemm Ha KO’KAaTa M NOJAKO0XKHATA ThbKAaH

O6pus

Peakmus Ha
(hOTOUYBCTBUTEITHOCT
Anonernus

Hapymeﬂml Ha MYCKYJHO-CKeJIETHATA CUCTEMA U CHbCIMHUTEC/IHATA ThKAaH

9



| Aprpanrus’ | PaGomuonu3a’’
Hapymienusi Ha 6bOpenuTe 1 NMKOYHUTE MbTHIIA
NHKOHTHHEHIUA HA
ypUHaTa, peTeHLUS
Ha yprHa
3aTpyaHeHO
ypunupane'!
| | |
Hapyumienusi Ha Bb3MPOM3BOANTEIHATA CUCTEMA H I'bpaTa ,
Epextuina Amenopest [puanussm'? O
JUCHYHKITHS TPH VYronemsiBane Ha %)
MBKE TBpJIUTE &Q
Hamaneno mubuno npu | I'amakropest npu )eHd QO
MBKE H KESHU I'MHEKOMACTHS/yroieM *
sIBaHE Ha ThPJNTE MPH {b'
MBbKE Ny
OO01M HApYIIeHUs U e()eKTH HA MACTOTO HA MPUHJIOKEHHE JRO
Acrtenus \“)
Ymopa \\>
Ortox Qe
HI/IpeKCI/Iﬂlo ,,2)
WN3cnensanus (\'U'
Tosumieny miasmenu | [[oBuIIeHA ankanHa | LIoBHIERpO
HUBA Ha MPOJIAKTHH® docdaraza'® 6HJ’II/I}@I/IH
Bucoka croitHOCT Ha \2\
KpeaTuH %)
docdokunaza'’ “>‘
Bucoka croiiHOCT @
rama-
rnyTaMHnTp’{?c epa
BI/ICO a (%I/IHOCT Ha
rm;g%éﬂé’ kucenuHa'’
A C HeW3BeCTHA YeCTOTa
CbcTosiHus, CBbpP3a Yﬁi)eMeHHOCTTa, POAOBHS U MOCJEPOIOBUS NIEPHOJ
Q Cunnpom Ha
Q OTHEMAaHE MPH
‘2‘ HOBOPOJEHOTO (BXK.
,(@ Touka 4.6)

c)\
Kn ‘%Ho CUTHU(DMKAHTHO MOBUINIABAHE HA TETJIOTO € HAOJ0JaBaHO Mpe3 BCUYKU H3XOHU
K ;)I/II/I Ha Unnekca Ha Tenmecna maca (MUTM). Crien kpaTKOCpOYHO JieueHne (MeanaHa Ha
&QHBH)KHTGHHOCT 47 nHW) TOBHUIIIABaHE Ha TETJIOTO > 7% CIPsIMO U3XOAHOTO TEJIECHO TETIIO0 € MHOTO
yecTo (22,2 %), > 15% e gecrto (4,2 %), a > 25 % e neuecro (0,8 %). [Ipu manmeHTH ¢ ABATOCPOIHA
ekcrio3uius (1moHe 48 ceIMUIM) € MHOTO YecTo HajiaBane > 7 %, > 15 % u > 25% oT u3X0AHOTO UM
TeJeCHO Tero (cboTBeTHO, 64,4 %, 31,7 % u 12,3 %).

1

2 .

CpeHY IOBHINIEHUS B CTOMHOCTHTE Ha JTUMUINUTE Ha TIaaHo (0011 xonectepoi, LDL xomectepon u
TPUTIHIIEPUIN) ca TTO-BUCOKH MPH MAIMEHTH 0e3 JaHHW 32 HapyIIeHNE Ha U3XO0HATa Peryallis Ha
JUTHAIATE.

3 HabGmroiaBa ce mpy HOPMAITHU U3XO/IHHM HUBA Ha I1aaHo (< 5,17 mmol/l), KouTo HapacTBaT 10
Half-BUCOKa CTOMHOCT (> 6,2 mmol/l). IIpomenu ot pedepeHTHUTE TPaHULIM B U3XOAHUTE HUBA HA

10



001 X0JIeCTepos Ha riafaHo (> 5,17 - < 6,2 mmol) 1o Haii-BHCOKa cTOHHOCT (> 6,2 mmol) ca MHOTO
YECTH.

4 HaGmromaBa ce py HOPMAJIHKMTE M3XOHU HHMBA Ha IIanHo (< 5,56 mmol/l), KonTo HapacTBaT 10
Hali-BuCOKa cTorHOCT (= 7 mmol/l). [[poMeHu B TIr0KO3aTa Ha TJIAJHO CIIPSMO IPAHUYHUTE M3XOTHU
cToiiHOCTH (> 5,56 - < 7 mmol/l) no Hali-Bucoka ctoiiHOCT (= 7 mmol/l) ca MHOTO YecTH.

> Habnrogasa ce npy HOPMAIHUTE U3XOIHU HMBA Ha rIanno (< 1,69 mmol/l), konTo HapacTBaT 10
Hall-BHCOKa CTOWHOCT (> 2,26 mmol/l). [Ipomenu ot pedepeHTHUTE TPAaHUIN B H3XOAHNUTE HABA HA
TpuriuiepuanTe Ha rnaano (> 1,69 mmol/l - < 2,26 mmol/l) g0 Haii-BucOKa CTOWHOCT

(> 2,26 mmol/l) ca MHOTO YecTH. Q(b'

B KJIMHUYHU IPOYYBAHHS YECTOTATA HA TAPKMHCOHU3BM M JUCTOHUS MIPH TIAIMEHTH, neKyBa@
OJIaH3aIlMH, € TI0-BUCOKa, HO HE M CTAaTUCTHYECKH 3HAYMMO pa3iuydHa oT mianedo. JlekyBan
OJIaH3aITMH MMALIMEHTH UMAT M0-HUCKA YECTOTa Ha NapKHUHCOHU3bM, aKaTU3UA U TUCTOHU QpaBHeHI/Ie
C TUTPUPAHU 1031 Xajonepuaoi. [Ipu aurcara Ha nmoagpoOHa HHPOPMALIUS OTHOCHO IT fﬁoaHaTa
aHaMHe3a Ha WHAWBUYyaJTHU OCTPU U TapJAUBHU €KCTPATUPAMUIHH IBUTATEIHH HA HUS
MIOHACTOSIIEM HE MOJKE J1a CE HANpaBH 3aKII0UEHHUE, Ye OJIaH3aNNH NPUYHHSIBA 122& *f1anKa cTerneH
TapJUBHA AUCKUHE3MSI W/WIH IPYTU €KCTPAIUPAMUIHU CUMITOMH. %)

7 OcTpH CUMIITOMHM KaTO TIOTEHE, MHCOMHHMS, TPEMOP, TPEBOKHOCT, AL HOBPBUIAHE ca
JOKJIaIBaHH [IPHU BHE3AIHO CIIMPAaHE Ha OJIaH3allMH. )

8 B KIMHUYHM TPOYYBaHKs 10 12 CeAMMIM IIa3MEHUTE KOHueH’QuHI/I HAa MPOJAKTUH MPEBHIIABAT
ropHaTa rpaHuIla Ha HOPMAJIHUS TUATIa30H PH HpI/I6HI/I3I/ITCJl® 30 % oT NeKyBaHUTE C OJIaH3AITNH

MalMeHTH, KOUTO UMAT HOpMaHa U3X0IHA CTOMHOCT Hf;g@uamym. IIpu moBedeTo OT Te3u MalUeHTH
MOBUIIIEHUATA HA CTOWHOCTUTE OOMKHOBEHO Ca YMEPEHWW OCTaBaT IO/ ABYKpaTHAaTa CTOMHOCT Ha
ropHaTa IrpaHulla Ha HOPMAITHUS THATa30H. 5

? Hexenano C’L6I/ITI/Ie, YCTAaHOBCHO OT KHH&HI/I MMpOYy4YBaHUA B UHTCTpHUPAHATA 0aza JaHHH 3a
OJIaH3aIluH.
o

10 Kakro e OLICHCHO OT UBMCPCHUTC S&HOCTH OT KJIMHUYHU IIPOYYBAaHUA B UHTCTpUPAHATA 0aza
JaHHH 3a OJIaH3aIInH. &
b

' Hesxenano coutue, ycr, CHO OT CIIOHTAHHU CHhOOIICHUS B TOCTMAPKETHHTOBUS IIEPUO]T C
olpejiesieHa YeCcToTa, K@ 3I10J13BaHa MHTErpHpaHara 0a3a JaHHU 3a OJIAH3AIINH.

12 Hesxenano %61@?, YCTaHOBEHO OT CIIOHTaHHU CHOOIIEHHSI B TOCTMApKETUHIOBUS TEPHO/T
C U34YHUCIICHA 0Ta HAa TOpHATa rpaHuia Ha 95% noBepuUTENEH HHTEPBAI, KaTo €
H3H0ﬂ3Ba}{ TerpupaHara 0a3a JaHHU 3a OJAH3AIUH.

B2 caﬁa excnoszuyus (noue 48 ceomuyu)
II EHTUTE, KOUTO UMAT HEeXKEJIaH!U, KIMHUYHO CUTHU(HUKAHTHHU TPOMEHHU B HAAJaBaHETO Ha
0, B X0/1a Ha BPEMETO Cce MOBHIIaBAT riroko3ara, oonmat/LDL/HCL xonecrepon uiu
urnunepuaure. [lpy Bp3pacTHU manyeTH, KOUTO 3aBbpIIBaT 9—12-MecevHo JiedeHre, YecToraTa Ha
HapacTBaHE Ha CPEJHUTE CTOMHOCTH Ha KpbBHATA 3axap HaMallsiBa ciiell NpuOIM3UTEeIHO 6 Mecena.

Honvanumenna ungopmayus 3a cneyuainu nonyaiayuu

B ximHWYHY TpOYYBaHUS NP MAIIMEHTH B HAIIpeIHAIA BB3PacT C IEMEHIH JISYEHHUETO C OJaH3aIiH
Ce CBBP3Ba C I10-BUCOKA YECTOTA HA CMBPT U MO3bYHOCHA0BU HEXKEJIAHU PEaKIUU B CPAaBHEHHUE C
riane6o (Bxk. cbio Touka 4.4). MHOTo uecTu HeXellaH! peakiiy, CBbP3aHu ¢ yrnoTpedaTta Ha
OJIaH3aIMH MPH Ta3u rpyla NauueHTy, ca abHOPMHA TT0XO0/IKa U MagaHus. Yecto ca HaOmoqaBaHn
THEBMOHHS, IOBUILICHA TEJIECHA TEMIIEpaTypa, JIETapTHsl, EPUTEM, 3PUTEIIHU XATIOMUHALIIHA 1
MHKOHTHHEHIIVSI Ha ypUHAa.
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[Ipn KIMHUYHA TPOYYBAHUS C TIAIIUEHTH C JIEKAPCTBEHOMHIyIIpaHa (JOMTaMUHOB arOHUCT) TICKX034,
cBBbp3aHa ¢ O6onectta Ha [[apKUHCOH, MHOTO YECTO U MO-4ECTO B CpaBHEHHME C MTanebo ca TOKIaABaHu
BIomaBane Ha [lapkuHCOHOBaTa CUMOTOMATHKA U XATIOIIMHAIIH.

[Ipu eHO KITMHUYIHO MPOYYBAHE C MAIESHTH ¢ OUTIOJISIpHA MaHHUS KOMOMHHPAHOTO JICUCHHE C

BaJINPOAT W OJIAM3aliH BOJHU J0 YeCTOTa Ha HeyTporeHusTa 4,1%; MoTeHIMANCH ChIeHCTRAII (JaKTOp
MOJKe J]a ca BUCOKH ITJIa3MEHHU HUBA Ha Bampoar. Onan3anuH, IPUIOKEH C JINTHH UK BaJIIPOAT,

BOJIM JI0 TIoBHIIIeHa YecToTa (>10%) Ha TpeMop, CyxoTa B ycTara, IOBUIIICH alleTUT U TIOBUIIABaHE Ha
ternoro. HapyuieHue B ToBopa ChINO € JOKIaaBaHo vecTo. [Ipu ieueHune ¢ onam3anud B KoMOWHAINS

C JINTUH WU TUBAJIIIPOEKC ce HaOIroAaBa MOBHUIIEHHUE € = 7% OT M3XOIHOTO TEJIECHO TETJIO PU (b
17,4% oT manmeHTHTE 10 BpeMe Ha OCTPOTO JedeHue (10 6 cenmuiin). [IpoabmKUTeTHOTO TeueH
onan3amnuH (10 12 Mecena) 3a npoQUIIaKTHKA Ha PEIUINB PU NAIIMEHTH ¢ OUTIONSAPHO Pa3CTPOig

€ CBBP3aHO C MOBHIIEHHUE C >7% OT U3XOIHOTO TENECHO Tero npHu 39,9% oT manmeHTuTe. O

Tleouampuuna nonyviayus *
Onan3zanuH He € TToKa3aH 3a JICUCHHE MPH Jielia U IoHoIH noj 18 roguan. Makap n&(@ca
MPOBEXKIaHU KIMHUYHU MPOYYBAHUS 32 CPABHSIBAHE Ha IOHOIIUTE C BL3paCTHI/§26 HUTE OT

IMpoy4BaHuATa IMIPU IOHOIIHN Ca CPABHCHU C TE3U OT MPOYUBAHUATA IIPU Bb3pacC

Crnennara Tabnmna 00001aBa HeXXEJTaHUTE PEAKIIMH, ChOOIIaBaHU C no-l@\?fna YecToTa MpH
MAalMEeHTH B IOHOIIECKA BB3pacT (Mexay 13 u 17 romuHu), OTKOJIKOT Bb3PacTHU NALUEHTH, U
HE)KEIIaH! PEeaKIiH, KOUTO Ca yCTAHOBEHH CaMO MPHU KPaTKOCPOd HUYHHU TIPOYYBAHHS C
MAIMEHTH B IOHOIIecKa Bb3pacT. KiimHinuHO curaudukanTHO mokgIIcHrEe Ha TerioTo (> 7%)
M3IIIEK/IA ce HAO/I0AaBa MO-4eCTO B MOMy/IAlUATa Ha OHOUIKZ) B CPaBHEHHE C B3PACTHH ChC
CpaBHHMMa €KCIIO3UIU. CreneHrta Ha HaagaaBaHE Ha TEIJI @[eHLT Ha MalfMCHTHUTC IOHOIIN, KOUTO
nMaT KJIMHUYHO 3HAYMMO HaJaaBaHE HA TETJI0, Ca HO-FO%/H/I IIpyU NPOABIDKUTEIIHA CKCITIO3ULIUA (HOHe
24 cenMuIIM), OTKOJIKOTO MPU KPATKOCPOUHA EKCITO s1.

[Tpu Besiko rpynupaHe B 3aBUCUMOCT OT qecm@%HemenaHHTe peaKiuy ca MpeCTaBeHH B HU3X OIS
PEeJ1 10 OTHOIICHUE Ha TAXHATA CEPUO3HOC GepMI/IHI/ITe 3a 4ecToTa ca JieUHUPAaHU KaKTO CIIe/[Ba!
MHOTO YectH (> 1/10), wectr (> 1/100 Ef& 1/10).

O

Hapymenust Ha meTa0os1u3Ma u x}b‘ﬂ’eﬂem

Mmnozo uwecmu: TloBuiasane %MOTOB, MOBHUIIEHN HUBA HA TPUIJIMLIEPHIN ¥, TIOBHILIEH ATIETHT.
Yecmu: ToBuinenu HuBa Ha X\grectepos '

Hapyumenusi Ha HepBHa TeMa

Mnoeo vecmu: Ceﬂnpﬂ@ KIIFOUMTEJIHO: XUIIEPCOMHHS, JIETapIUsi, COMHOJICHTHOCT).
CroManiHo-4peB yiIeHust

Hecmu: CyxoTa Bycrara

Xenam-ﬁmm@‘n HApYIICHUSs!

Mnozo ue [ToBumreHus: Ha YepHOIpoGHITE aMMHOTpaHchepasu (ALT/AST; Bk. Touka 4.4).
W3cae;uyis

Mhno, cmu: Hamanen o0 6unnpy6us, nosuieHa GGT, moBumeHn ria3MeHH HUBA Ha

I THH'S,

N
% Crnen KpaTKOCPOYHO JieueHHe (MeraHa Ha MTPOIBIDKUTEITHOCT 22 THU) MOBUINIABAHE HA TETIIOTO
> 7% ot m3xoaHO0TO TenecHo Terio (kg) e maoro gecto (40,6 %), > 15% OT U3XOIHOTO TEIECHO TETIIO
e uecto (7,1 %), a> 25 % e yecro (2,5 %). [Ipu apiarocpouna excro3uiius (oune 24 cenmuim) 89,4 %
Haagasat > 7 %, 55,3 % waggasat > 15 %, a 29,1 % "agnasat > 25% 0T U3XOHOTO CH TEJIECHO
TETJIO.

14 Ha6nronasar ce 3a HOpMAJIHU U3XOHHM HUBA Ha raaHo (< 1,016 mmol/l), KouTo HapacTBaT 10 Hali-
BUCOKa cToiHOCT (> 1,467 mmol/l), u mpoMeHH OT pe)epEHTHHUTE IPAHUIIN B H3XOJHUTE HUBA HA
TpUrIMLEepUaAnTe Ha ragHo (> 1,016 mmol/l - < 1,467 mmol/l) 1o Haii-BHCOKa CTOMHOCT

(> 1,467 mmol/l).
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15 [IpoMeHH B M3XOJHUTE HUBA HA OOLIMS XOJIECTEPOI Ha TIIAJHO CIpsAMO HopMmaiHuTe (< 4,39 mmol/l)
JI0 Haii-BHCOKa CTOMHOCT (> 5,17 mmol/l) ca nabaronaBanu yecto. [Ipomenu ot pedepeHTHUTE
TPAHUIU B M3XOJHUTE HUBA HA OOIIHS X0JIECTEpOIT Ha raamHo (> 4,39 - < 5,17 mmol/l) no Haii-BrCcOKa
ctoiHOCT (> 5,17 mmol/l) ca MHOTO YecTH.

16 TToBumeny nua3MeHy HUBA Ha MPOJIAKTHH ca NOKIaaBaHu Ipu 47,4% OT MallMeHTHTE B FOHOIIECKA
BB3pAacT.

4.9 Ilpeno3upane

(o
Ipusnayu u cumnmomu @b
MHoro 4ecT CUMIITOMH TIpH Nipeao3upane (dectota > 10%) BKIIIOUBAT TaxXUKapaus, Q
BB30y/a/arpecuBHOCT, JU3APTPUSL, PA3IUUHU €KCTPAIMPAaMUIHI CUMIITOMU M HapylLIeHHe Hb«
CH3HAHUETO, BApHUPAILIO OT CeAUpaHe A0 KOMa. Q

Jpyru MEeAUIIMHCKY 3HAYUMU TOCIEIUIN Ha MIPEAO3UPAHETO Cca EIHP, KOHByncnnigbla, Bb3MOXKCH
HEBPOJICTITUYEH MAJIMTHEH CUHAPOM, IIOTUCKAHE HA JUIIAHETO, ACTIMPAIIUs, XUIICQTOAMS WITH

XUIIOTOHUS, pUTBMHHU HapyIIeHus Ha chpueTo (< 2% ot ciaydyaurte Ha Npero3 )
KapAuoIlyJIMOHapeH apecT. daTanHu mocaeuy ca JOKIaABaH! IIPU OCTP TIO3MpaHe ¢ 1032 OT
nopsiibka Ha 450 mg, HO CBHIIO € AOKJIAABAHO NPEKUBIBAHE CIIE OCTPO O3UpaHe C

IPUOTU3UTETHO 2 g OJaH3alNH ePOPATHO.

$)
Jleyenue ®

3a onan3anuH HsAMa crienuduveH antuaoT. He ce npenoquB@pe M3BUKBAaHE HA NOBpbILaHe. Morar
Ja ObaT OKa3aHU CTAaHJAPTHUTE MEPKHU 3a JICUCHUE Ha IMgRpJlo3upaHe (T.€. CTOMAIlIHA IPOMUBKA,
IpreMaHe Ha aKTHBEH BbIJIEH). ETHOBpEMEHHOTO IpHIT € Ha aKTHBEH BBITIEH € II0Ka3aJI0
HaMaJsIBaHE Ha NepopajiHaTta OMOHAIWYHOCT Ha ona}@mH ¢ 50 o 60%.

TpsiOBa na ce 3a0YHE CHMITOMATHIHO nequ%pocneszaHe HA JKU3HEHUTE (PYHKIUHU B
CBOTBETCTBHUE C KIIMHUYHOTO CHCTOSHUE, B TEJTHO U JISYCHUE Ha XUIIOTOHUATA U IUPKYIATOPHUS
KOJIAIIC ¥ MOAJIPHKKA Ha TUXaTeIHaTa ns1. Jla He ce M3MoI3BaT aJpeHANH, TOTAMUH WA JPYTH
CUMIIATHKOMHUMETHYHU CPEJICTBA C O OHHCTHYHA aKTUBHOCT, Thi1 KATO O€Ta-CTUMYJIAIHUSITA MOXKE
JIa BJIOIIH XUITIOTOHUsTA. MOHUTOP €TO Ha CHPJIEYHO-CH0BATa CHCTEMa € He0OX0IUMO 32
yIIaBsiHE Ha BH3MOKHHU apUTMHU B{II/IM&TCJ’IHOTO MEJIMIIMHCKO HAOJIF0ICHUE U MOHUTOPHUPaHe TPsiOBa
Jla TIPOIBIDKH 10 BB3CTAHOBS 0 Ha IaI[heHTa.

8

5. DAPMAKO YHU CBOMCTBA

5.1. (I)apMa@‘Haan}m CBOMCTBA

q)apMathp TIeBTUYHA TpyIa: Ana3enuHy, okcazennuu u Tnazenuau ATC xoxa: NOSAHO3.

Da 0 OUHAMUYHU ehexmu
@%mzm € aHTUTICUXOTUYHO, aHTUMAaHUHHO U CTa0MIIM3HUPAIIO HACTPOSHUETO CPENICTBO, KOETO
ka3Ba MHUPOK (HapMaKoJOrHueH MPOQHII IO OTHOIIEHUE Ha MHOYKECTBO PELICIITOPHU CUCTEMH.

B npexnvHIYHYN TPOYYBaHUS € I0Ka3aH apUHUTETHT HA OJAH3AIMH KbM PEIUlla PEIeNTOpU

(Ki <100 nM) 3a ceporonut 5 HT2anc, 5 HT3, 5 HTg; momamun Dy, D, D3, D4, Ds; xonuneprudau
MyCKapuHOBH perientopu M -Ms; anda;- agpeHeprudnu; 1 XucTaMruHOBH H perientopu.
IIpoyuBaHusTa ¢ OJlaH3aMKUH BbPXY MOBEACHUETO Ha XKMBOTHHU Moka3Ba SHT, nomamMunoB u
XOJIMHEPTHUEH aHTarOHU3bM, OTTOBAPSI] Ha PEIEeTITOP-CBBP3BaIius npodui. /n vitro onaH3anvH
MOKa3Ba Mo-royisiM aQUHUTET KbM cepoToHuHoBUTE SHT,, 0TKOIKOTO MomamMuHoBHTE D, perientopu u
no-rojsiMa 5 HT, akTUBHOCT B cpaBHEHUE ¢ D, akTUBHOCTTA IIPH i1 VIVO MOJIEIIH.
EnextpodusnonornunuTe n3ciae1BaHus MOKa3BaT, e OJIAH3AIMMH CEICKTUBHO HaMasiBa
aKTHBUpPAHETO Ha Me30mMOngHuTe (A 10) JOMTaMIUHEPTUIHA HEBPOHH, KaTO B CBHIIIOTO BPeME €PEKTHT

13



MY BBPXY ITBTUINATA B CTPHATyMa, y9acTBaImu B MOTopHUTE HyHKINHU (A9), € Marsk. OnaH3anuH
HaMaJsBa KOHIUIIMOHUPAHHUS OTTOBOP HA OTOATBAHETO, KOETO € TECT, II0OKa3aTeleH 32
AHTUIICUXOTUYHA aKTUBHOCT B JIO3U MIO-HUCKU OT TE3H, BOJCIIH JI0 KaTaJeICHs, KOETO € XapaKTEePHO
32 MOTOPHHUTE HEXKEIaHU €PEKTHU. 3a pa3jivKa OT HSIKOU JPYTH aHTUTICUXOTHYHH CPEJICTBA, OJIAH3AIUH
yCHIIBa OTTOBOpPA B YCIIOBHS HA ,,aHKCHOJIUTHYEH  TECT.

[IpoyuBanus ¢ mo3utpoH-mucuonna Tomorpadus (PET) npu 3apaBu 1oOpoBoIIy, 0JIaH3avH B
eanHUYHA repopaiHa 1o3a (10 mg) mokassa mo-roismMo cBbp3BaHe ¢ SHT»a, B cpaBHEHNE C
nmonamuHOBHUTE D> perienitopu. OcBeH TOBa, 00pa3HO M3CICABaHE Upe3 eAUHNIHA (POTOH-eMHUCHOHHA
kommtoTbpHa ToMorpadus (SPECT) npu nanueHTr ¢ mm30ppeHus oKa3Ba, ue MpH MalueHTUTE
YyBCTBUTEIIHU KbM OJIaH3AIMH UMa I0-MaJIKO CBbp3BaHe ¢ D, B cTpuaryma B CpaBHEHHE C (b.
MAIMEHTHTE, YYBCTBUTEIIHU KbM JIPYTH aHTUTICUXOTHYHY CPEJICTBA M PUCIIEPUJIOH, KATO Ta3H HaX
€ CpaBHMMA C Ta3W MPU KIIO3AMUH-IYBCTBUTCITHUTE MAIUCHTH. &Q

O

Knunuuna ecdpuxacnocm 9
H
9

B aBe ot aBe miane00-KOHTPOIMPAHU | B IBE OT TPH CPABHUTEITHU KOHTPOJIUPAHH IIPO usl Ipu
noBeue ot 2 900 manueHTH ¢ MHU30(PEHNS, MPOsIBEHA KaKTO C HATMYHUETO Ha HOJ‘IO)I(I/%UH TaKka u
OTpULATCIHU CUMIITOMU, OJIaH3allMH IMOKa3Ba CTATUCTUYCCKU 3HAYUMO HO}Z[O6peHI/I€haKTO Ha
HCTaTHUBHUTC, TaKa U HA IIO3UTUBHUTC CUMIITOMU. @

B MynTuHaANmOHATHO, TBOWHO-CIISAO, CPABHUTEITHO MMPOYYBaHE BHPXY I peHmsITa,
mu30a)eKTUBHUTE WM TIOJOOHHU HapyleHus, BKiIo4Baio 1 481 maiy C pasjinyHa CTENEH Ha
CBBP3aHU C TOBa CUMIITOMH Ha Aenpecust (M3X0Ha CpelHa CTOIHO IO CcKajaTa Ha
Montgomery-Asberg 3a knacudumnmpaHe Ha ACMPECUATA), TPOC BHUS BTOPUYCH aHAIIN3 Ha
NpOMSIHATa HA U3XOJHUS CIIPSIMO KpalHUsI CKOp Ha HACTOCHUGA0, NOKa3Ba CTATUCTUIECKH 3HAYUMO
nonoopenwue (p=0,001) B mon3a Ha onan3amnuH (-6,0) cnpﬁ@@nonepnnon (-3,1).

IIpu marmeHT ¢ MAaHUWHU €NU30AH UM CMECEHH eIl & npy OUTIOJIapHH Pa3CTPOMCTBA, OJIaH3AIMNH
MOKa3Ba Mo-BUCOKa €(PEKTUBHOCT KaKTO CIIPSIMO nqag{?o, Taka ¥ CIpsSMO BaJIIpoaT CEMUHATPUI
(muBanIpoexc) B HaMasBaHEe Ha CUMIITOMUTE g&amm 3a moBeyve oT 3 cenmuur. OJaH3aluH CHILO
MOKa3Ba CpaBHUMA C XaJIONEpHI0i epuracHQCA3paseHa ¢ yacTTa MaueHTH, NOIyYHIn PEMUCHS Ha
CUMIITOMH Ha MaHUS U Ha JICTIpecus 3a)6 ceZIMUILIM JiedeHrne. B mpoyuBaHe ¢ olaH3anuH B
KOMOMHANUs C JIUTUI WK BaJIpoar 3a@;HHMyM 2 cepMuny, 100aBsHETO Ha oaH3anuH 10 mg
(KOMOMHHPAHO JIEYEHUE C JIUTHH HJ@J‘IH})O&T) € JIOBEJIO JI0 MO-ToJIIMa PEAyKIMs Ha CHMIITOMUTE Ha

MaHUsA B CPAaBHCHHUE CbC CaMOCTO&HTe HOTO IPUIIOKCHNUEC HA JINTAMN UITH BaJIIIpoart CJiea 6 CCIMUIIN.
b

MOJIyYHNJIN pEMUCHA 1P HEC C OJIaH3aIlMH U paHAOMU3UPAHU Na MMOJIydYaBaT OJIaH3aIlluH U
Hnaue60, OJIaH3aIThuH a3aJl CTaTUCTUYCCKU 3HAYMMO ITPEBB3XOJACTBO CIIPSAMO nnaue6o 10
OTHOIICHUE HA IIb UTC KpaﬁHH TOYKH 3a HpO(l)I/IJ'IaKTI/IKa Ha peuUINBU HA MaHUMHU CIM30aU IIpH
6I/IHOJ'I$IpHO pas ncTBo. OnaH3anuH ChIIO € IMOKa3aJl CTATUCTUYCCKU 3HAYNMO MMPECANUMCTBO CIIPAMO
Hnaue6o 10 MIEHUC Ha NIPEAOTBpaTABaHC HAa PEIUAVBY KaKTO HA MaHU, TaKa U HA ACTIPECUS.

B 12 meceuno npoy4Bane @hpo@pmakmxa Ha peuyvBH Ha MAaHUWHH €MTU301H, IPUIALUEHTH,

pu 0 € IMIOCTUTHATA PEMUCHS ¢ KOMOMHHMPAHO JICUCHHUE OJaH3alliH U JINTUN, PAaHIOMU3HPAHU Ja
ABaT OJIAH3AIIMH WJIN JIUTUH CAMOCTOSATEIHO, OJIAH3AIIMH € IT0Ka3aJl He MO-TOJIsSIMO

BB3XOJICTBO CIIPSIMO JINTHI 110 OTHOIICHHUE HAa MbPBUYHUTE KpaliHU TOYKH 32 MPO(HUIaKTHKA HA
peruIMBY Ha OUTIONSIpHO pa3cTpoiicTBo (onanzamuH 30,0%, mutuit 38,3%; p=0,055).

IIpn B@) 2 Mece4yHO MpoyYBaHe Npu NPO(YUITAKTHKA PELMINBA HA MAHUIHHN €MTU301H, AlMEHTH,

HpI/I 18-meceuno MMpoy4YBaHC Ha KOM6I/IHI/IpaHO JICUCHHE Ha MAHMIHH MM CMECCHHU CIIHU30IH1 npu
IMalfMCHTH, CTa6I/IJ'II/I3I/IpaHI/I C OJIaH3allMH IUII0C JICKApCTBa CTa6I/IJ'II/I3I/IpaH.[I/I HAaCTpPOCHUCTO (HI/ITI/Iﬁ NI
BannpoaT), MIPOABILKUTEIIHOTO JICYHEHUE C OJIaH3aIlMH, CbBMECTHO C JINTUN WA BaJIIIpoat HE €
CTaTUCTUYCCKH HO-IIO6p0 CIIpsIMO JINTUN WA BaJIIIpoaT CaMOCTOATEIIHO, 110 OTHOIICHUE OTJIaraHe Ha
O60CTp$IHeTO Ha 6I/IHOJ'I$IpHOTO pa3CTp0f/’ICTBO, ChIVIaCHO KPUTCPUUTEC 3a CUHAPOMA.
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Ileduampuuna nonynayus

OnutsT npu 1oHOIH (BB3pacT 13 1o 17 roguHn) € orpaHuyeH A0 KPaTKOCPOUHHU JaHHHU 32
e(eKTHBHOCT NpH mu3odpenus (6 ceAMUIM) U [IPU MaHUs, CBbp3aHa ¢ OUITONSPHO PA3CTPOICTBO TUI
I (3 cenmunm), mpu no-masnko ot 200 roHomw. OJaH3auH € U3M0I3BaH KaTo ¢uiekcHOnIHa 1034,
3amoyBamia ot 2,5 u crurama a0 20 mg/nuesHo. [Ipu gedenue ¢ onaH3anuH IOHOIIATE HAIIaBaT
CUTHHU(HMKAHTHO IIOBEYE HA TETJIO B CPABHEHME C Bh3pacTHUTE. CTeneHTa Ha IPOMEHH B OO
xoiectepod, LDL xomnecTepona, TPUTTHIIEPUANTE Ha TIAAHO U TIPOJaKTHHA (BXK. TOUKH 4.4 n 4.8) e
MO-TOJIsIMa MPH IOHOLIH, OTKOJIKOTO MPH Bb3pacTHU. HsiMa naHHM 3a moagbpkaHe Ha edekra, a
JIAHHWUTE 3a JBJITOCPOYHATA 0E30MaCHOCT ca OrpaHu4eHU (BXK. TOUKH 4.4 u 4.8).

5.2 ®dapMakoKWHeTHYHH CBONCTBA @fb

Abcopbyus Q
Onansanun ce abcopbupa 100pe cliel] NEPOPATHO NPUIOKEHUE KATO JOCTHIa MAKCUMAITHH 18'%1\/1 HU
KOHIIEHTPALMU MEXY 5-ust U 8-1s yac. AGcopOLuUATa He Ce TIOBIMsABA OT IPUEMA Ha Xpa
A6comoTHaTa GHOHATMYHOCT CJIE]] IEPOPAIHO NPHIIOKEHUE B CPABHEHHE C HHTPABEHO

MIPUJIOKEHUE HE € ONpeIelisHa. (b(b'
Pasnpedenenue Q >
CBBp3BaHETO Ha OJIAH3AIMH C TIA3MEHUTE MPOTENHH € 0KoJIo 93 % mpu KO Tpalyy B AHAnazoHa

ot 7 o okoino 1 000 ng/ml. Onan3anuH ce cBbp3Ba TIIaBHO C alI0yMUHA 1@ 1-KUCEIHs
TJIMKOMPOTEHH. )

buompancgopmayus (b

Onansanus ce MeTaboNM3upa B YepHUs 1pob Ypes KoHtorupa@yu dxucnenye. [naBHuAT MeTaboIuT B
KpbBTa € 10-N-rIroKopoHUI, KOUTO HE IpeMUHAaBa IIpe3 K@%HO—MOSL‘IHaTa Oapuepa. 3a
o0Opa3yBaHeTo Ha MeTaboMUTHTE N-Ie3METHI U 2-XH]IP METUJI TONPUHACIT HuTOoXpomu P450-
CYP1A2 u P450-CYP2D6. In vivo u nBata meTado. @ IIOKa3BaT 3HAYUTEIIHO I10-HUCKA

(bapMaKonoquHa AKTHUBHOCT, OTKOJIKOTO OJIaH34, H3CJIICABAHUA ITPU ) KUBOTHHU. I'maBHaTa
(l)apMaKOJ'IOFI/ILIHa AKTHUBHOCT C€ OBbJIDKW HA U3 S OJIaH3aIIrhH.

Enumunupane J «O
Crie mepopatHO TIPHUIIOKEHHE, CPEe]T TEPMUHAJICH €IMMUHAIIMOHEH TTOTYXHBOT HA OJIAH3AITNH
TIpH 37paBH JIMIIA Bapupa B 3aBUCH OT BB3pPAcTTa U MoJa.

Y
[Ipu 3mpaBy HHAMBUAN B HA Haya Bb3pacT (65 r. v moBeue) CPeTHUAT eNIMMUHAIIMOHEH
MIOJIYKUBOT € YABJIKEH B eHue ¢ mo-mianute nHAMBUAHN (51,8 cpemry 33,8 daca), a KIUPBHHCHT €
Hamares (17,5 cpemry 1@ /aac). dapMaKOKHHETHYHATA BAPUEOMITHOCT, KOSATO C€ HAOJIF01aBaT pu
WHIWBUJIUTE B HAI a BB3pacT He ce OTJIMYaBa OT Ta3| MpH Mmo-miaante uaausuan. [pu 44
MalMEeHTH C IINU3 HUS Ha BB3pacT Haja 65 1. go3u ot 5 1o 20 mg/neH He ca OWiM CBbP3aHU C
HAKAKBB pa3i PO U Ha HEXKEIAHU CHOUTHSL.

IIpu xe €/IHUS1 eTMMHUHALIMOHEH TOJIY>KUBOT € JIEKO yABbIDKeH (36,7 cpeuty 32,3 yaca) B

CpaBH C TO3M MIPU MBXKETE, a KIIUPBHCHT € pexyiupad (18,9 cpemry 27,3 1/gac). Benpeku ToBa,
np @1 T Ha 0€30IaCHOCT Ha ojiaH3anuH (5-20 mg) € cpaBHUM MKy KeHuTe (n=467) U MBIKETE
é@).

S

bvopeuno yepescoane

He e ycranoBeHa 3HaunMa pas3ivka B CpelHUsI eNMMUHALMOHEH onyXHuBoT (37,7 cripsimo 32,4 vaca),
KaKTO U B KimpbHca (21,2 cipsimo 25,0 1/9ac) Mexay nanpeHTuTe ¢ yBpeaeHa 0b0peuna QpyHKus
(kxpeaTrHUHOB KiIHpBHC <10 ml/min) u 3apaBuTe uHIUBHIU. [IpoyduBaHusATa TOKA3BAT, Y€ OKOJIO 57%
OT OessI3aHMs C paliOaKTUBHU U30TOIN OJIaH3AIIMH CE YCTAHOBSBA B ypUHATa IJ1aBHO 1o ¢opmara Ha
METa0OIHTH.
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Ilvwauu
IIpu mymra4n ¢ exocTeneHHa YepHoIpoOHa AUCPYHKINS, CPEAHAAT SINUMUHAIIOHEH ITOTYKHBOT

(39,3 vaca) e ybimkeH, a KIupbHCHT (18,0 1/dac) HaMmaneH, B cpaBHEHHUE ChC 3/IpaBU HEITyIIAYH
(cpoTBeTHO 48,8 yaca u 14,1 l/gac).

IIpu Hemymaun (MBKe ¥ )KEHH) CPSTHUAT eITMMHHAIIMOHEH TOTYXUBOT € yabibkeH (38,6 cipsimo 30,4
yaca), a KTUpBHCHT € HaMaueH (18,6 cpemry 27,7 1/dac) B cpaBHEHHUE € MyIIAYH.

IInasmenusT KIIMPBHC HAa OJIaH3aIlMH € II0-HUCHK IIPU MAIMUCHTUTE B HAIIpEIHaJIa Bb3pacT, B
CpaBHCHUC C MMO-MJIAAUTC UHAUBUIH, IIPU )KCHUTEC B CPABHCHUEC C MBIKCTE, KAKTO U IIPU HECNIYIIAYUTEC B

CpaBHEHHUE C MyIIayuTe. BhIpeku ToBa, 3HAYMMOCTTA Ha BIUSHUETO HA BH3PACTTA, M0JIa WU (b.
MYNICHETO BbPXY KIUPHHCA HA OJIAH3AMWH U BbPXY HETOBUSI MOTYKUBOT € TBBPJIC MaJIKa, B CPaBH

¢ o011aTa BapuaOWITHOCT MKy OT/ICITHUTE HHTUBUJIH. Q

He e ycranoBeHa pa3nuka BbB (apMaKOKHHETHYHHUTE MAPAMETPH IIPH MPOYUBAHHSI HpOBC@C
€BpONEHIN, ATOHIU U KUTAHIU. *
Tleouampuuna nonyiayus \2\

HOnomm (Bp3pact 13 mo 17 roguan): ®apMakoKHHETHKATA HA OJIAH3AIHH € OHa IpY FOHOIIH U

BB3pACTHU. B KIMHUYHY NPOYUBaHUS CpeHATA EKCIIO3UIIMS Ha OJlaH3aIl K0J10 27% 10-BUCOKA
npu roHo. Jlemorpadckure paznuuus MeKay FOHOIIN U Bb3PACTHU ?’%qsm MO-HUCKO CPEITHO
TEJIECHO TETJIO U MO-MaIbK Opol mymauun npu oHomure. [lomgo0H pH € BB3MOXKHO J1a
ChJICICTBAT 3a MO-BUCOKAaTa CPeAHA EKCIIO3UIINS, HaOM0AaBaHa HOLIIY.

<

Z

A8
Ocmpa (npu eounuuna 003a) MOKCUYHOC
[pH3HALTE HA TOKCHYHOCT TIPH IIEPOPAICH IPHENONPU IPH3AUHTE Ca XapAKTEPHH 32 MOIHHTE
HEBPOJICIITUIN: XUITIOAKTUBHOCT, KOMa, TPEMO HUYHYU KOHBYJICUH, CAIMBAIIMSA, ¥ TIOTUCKAHE HA
HajanaBaHeTe. CpeHUTE JIETATHU 103U ca surenHo 210 mg/kg (3a mumkn) u 175 mg/kg (3a
urbxoBe). Kyderara monacst CAMHIYHG rﬁz{o 100 mg/kg 6e3 na ce HaOMrO1aBa JIETAICH U3XO/.
KbM KIMHUYHHTE TIPU3HALM CIIA/IaT C aHe, aTaKCusl, TPEMOp, YCKOPEH ChpJICUeH PUTHM,
3aTpyJHEHO AMILIAHE, MUO03a, U AaHO s. [Ipy MaliMyHH eIMHUYHY niepopainau 1034 10 100 mg/kg
BOJIAIT 10 IPOCTpALus, a BHCOKI;I{e ?[EZH U J10 Hel'bJIHA 3ary0a Ha Ch3HaHHE.

5.3 IlpeaxkIUHUYHM JAHHU 32 6€30MACHOCT

Tokcuunocm npu MHOZOKpamXO NPULOHCEHUE

B npoyuBanus BpXxy M C IPOBIDKUTEIHOCT A0 3 MECela U BbPXY IUITBXOBE U Ky4eTa ¢
MPOABIDKUTEIHOCT C THO 10 1 ronuna, npeobnanaBamy edexru ca notuckane Ha LIHC,
AHTUXOJINHEPTUYH KTH ¥ IeprUQepHN XeMaTOJIOTHYHU HapyleHus. Pa3BuBa ce TojaepaHc KbM
MOTHCKAHETO H C. ITapameTpute Ha pacTexa HaMalABaT IPU BUCOKH 103U. [Ipu mibpxoBeTe ca
HabronaBa paTuMu e(heKTH, KOUTO ca B pe3yJITaT Ha MOBUILIEHH HUBA HA MPOJIAKTHHA U
BKITIOUBATY I%nansmeme TETJI0TO Ha SUYHUIIMTE H MaTKaTa, KAKTO U MOP(OIIOTUYHY TPOMEHHU BHB
BJIar WS EMUTEN ¥ B MIIEYHUTE KIIE3H.

Xa&vmozzoeuwa MOKCUYHOCT

€KTH BHPXY XEMaTOJIOTUYHHUTE TIApaMETPH CE YCTAHOBSIBAT MIPU BCHUYKH M3CIIEIBAHHI BUIOBE
YKUBOTHH, BKIIFOUUTEIHO J1030-3aBHCUMO MOHIKEHHE Ha HUPKYJIUPALINTE JIEBKOLUTH PU MUIIKH 1
HecTenupUIHO HaMaleHue Ha Oposi Ha HMPKYJIHPALIUTE JIEBKOLUTUTE IPH ILTHXOBE; HE CE
yCTaHOBSBAT 00ade JJ0Ka3aTeJCTBa 32 KOCTHOMO3bYHA LIMTOTOKCUYHOCT. IIpu orpanuden Opoit
KyueTa, JieKyBaHu ¢ 1034 oT 8 uinn 10 mg/kg/nen (obmara eKCro3uiys Ha oJlaH3amyH [IU1011 oA
kpuBata] € 12 1o 15 mbTH MO-BHUCOKA OT Ta3M NPH YOBEKa, IIPH NIPUEM Ha /1032 OT 12 mg THEBHO), ce
HaOJro1aBa oOpaTrMa HEeYTPOIEHUS, TPOMOOLUTONICHUS MK aHeMusL. IIpy nuToneHnYHy KyyeTa He
ca HaOJIIOTaBaHN HEXKeTaHH €EeKTH BbPXY MPOTCHUTOPHHUTE KISTKU WM NPOIH(eprpaniiTe KISTKU B
KOCTHHS MO3BK.
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Penpooykmusna moxcuunocm

OmnanzanuH HAMa TepaToreneH edext. CemanusaTa MOBIKABA KyMyJIaTUBHATE CIIOCOOHOCTH Ha
MBKKHUTE TUTbX0BE. [10J0BUAT UKD ce 3acsira npu go3u ot 1,1 mg/kg (3 mbTH M0-BUCOKU OT
MaKCHMAaJTHATa JI03a IPU X0para), a pepOAYKTUBHUTE MApaMETPH Ca 3aCErHATH NPU TUTbXOBE, Ha
KOHUTO € 1aBaHa 103a ot 3 mg/kg (9 mbTi Ho-BHUCOKA OT MaKCHMaIHATA /1032 TIPX Y0BeKa). B
ITOKOJICHUETO Ha IUTbXOBETE, Ha KOMTO € JJaBaH OJIaH3alliH Ce HaOIt01aBa 3a0aBsiHe B Pa3BUTHETO Ha
TUI0/Ia ¥ IPEXOTHO HaMaJIsIBaHEe Ha HUBOTO Ha aKTUBHOCT HA MAJIKUTE )KUBOTHH.

Mymaeennocm
OnaH3anuH He € oKa3aj MyTareHHOCT WJIM KIACTOI€HHOCT, IIPU MPOBEACHUTE IIBJIHUA CTAHAPTHU

TECTOBE, BKIIFOUBAIIN OaKTEpUATHUS MyTallHOHEH TECT U in Vifro U in vivo TeCTOBETe NMpu 603aI7IHI/IL%(b.

KCIDMUHOZQHHOCWZ Qg
Pe3y'J'ITaTI/ITe OT U3CJICABAHUATA BbPXY MUIIKU U IIJIBXOBC BOAAT A0 3aKIIHOUYCHUETO, YC OHaHZ@ HC

€ KapIUHOT'CHCH. *Q
a0

6. ®APMAIEBTUYHU JAHHU

6.1. ChnucbK Ha MTOMOIIHHUTE BEIECTBA &
Aopo na mabremkama Qe
JlakT03a MOHOXHUIPAT Ny
[{apeBn4HO HUILIECTE Q(b
XUAPOKCUTIPOTIHI [ETYI03a @

Marne3sueB creapaT

Tabremna obsuska @
Opadry II 65510, ChABPKAILO: 0\

Xunpomenosa (E464)
TutanoB guokcua (E171) @
JlakTo3a MOHOXUIPAT 5
[onuerunen rauron 3000 ¢
['munepon Tpuauerat \&O

6.2. HecbBMeCTHMOCTH !& 4

He mpuitoxumo. O

6.3. Cpoxk HaroO
b @Q\RQ&
\4

6.4. gmnamm yCJIOBHS HA ChbXPaHeHne

%@;’BXP&HHB& B OpUI'MHAJIHA OITaKOBKaA.

%a ce chxpansBa mpu temmepatypa mox 30° C.

3 roauHu

6.5. Bua M chbabp:KaHUE H 32 ONAKOBKATa
Cryneno ¢popMoBaHU aTyMHUHHEBHU OJHMCTEPH B KyTHHU C 28 MU 56 TaONETKH B KyTHS.
He Bcuuku BUOBE OIIAaKOBKM MOTaT Aa ObJaT IyCHATH B IIpoaaxoa.

6.6. CrenmaJHU NpeANa3HA MEPKH NPH U3XBbPJIsTHE
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Hsma crienmanau u3uCKBaHMS.

7. HNPUTEXATEJI HA PABPEHIEHUETO 3A YIIOTPEBA

Cipla (EU) Limited
Hillbrow House
Hillbrow Road
Esher

Surrey

KT10 9NW
Bemukobputanus @fb
%
Q

8. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA O

EU/1/07/426/001 —Olanzapine Cipla —2.5 mg — 00ButHu TabneTu - 28 TabieTKy, 3a o@a

ge)

EU/1/07/426/002 — Olanzapine Cipla — 2.5 mg — o6BuTH TabneTH - 56 T&LGJI&}T&?J@ OITaKOBKa

N

9. JATA HA I'BbPBO PA3PEHIABAHE/IIOJJTHOBSIBAHE H&i}PEHIEHI/IETO 3A
YIIOTPEBA &

Hata Ha mbpBO pa3pewaBane: 14 nmoemspu 2007 @Q

[Hata Ha nocnegHoto noanosiBane: 01 OxTomBpu 2@12
R
10. JATA HA AKTYAJINBUPAHE HA '&CTA

(MM/YYYY} @O
*_O

IMToapo6ua nHdopMarus 3a TO3WIIBKAPCTBEH MPOAYKT € MpeocTaBeHa Ha yeOcaiita Ha EBporeiickara
areHnus no jekapcreata (E ttp://www.ema.europa.eu/
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1. HUME HA JIEKAPCTBEHUA TIPOAYKT

Olanzapine Cipla 5 mg oOBuTH TabneTKH

2. KAYECTBEH U KOJIMYECTBEH CHCTAB
BCsiKa 00BHTa TabJaeTKa ChAbpKa 5 mg onaH3anuH (olanzapine).

ITomoniHM BelecTBa ¢ M3BECTHO JICUCTBHUE: BCSKa 00BUTA TablieTka Chabpxa 161.3 mg makrosa

MOHOXHJIPAT @(b

3a IBIHHA CIUCHK HAa IOMOLIHUTE BELIECTBA, BUXKTE. TOUKa.0. 1. &Q
3. JEKAPCTBEHA ®OPMA $
duimupaHa TadJjieTka Q)

Bbenu, kpbriu, TBOMHO U3TBKHAIUM OOBUTH TAaOJETKHU C BIUTHOHATO penedHO enue ‘OLZ 5’ ot

enanara ctpana 1 ‘NEQO’ ot apyrara cTpaHa @
4.1 TepaneBTUYHHU NOKA3AHUSA Q(b

<

Bwv3pacmuu
OraH3anuH € 1oKa3aH 3a JCUeHUE Ha MU30(QPSHHUSL. \2\@

Oman3anuH e eq)CKTHBeH 3a NOAABPIKAHE HAa KHHH&TO HO,I[O6peHI/I€ 10 BpEMC Ha NMMPOABJIZKUTCIIHO
JICYCHUC ITPU MaIUCHTH, ITOKa3aJIu HaA4YaJICH TG%%%TI/I‘IGH OTTOBOP.

OlraH3anyH € IoKa3aH 3a JICUeHUEe Ha yM%@I J10 TCIKKHU MaHUMHU CIIM30aH1.

OJaH3anuH € MoKa3aH 3a MpoguIaK @1 Ha peIUINBY HA MAHUEH CMHU30/T IPH MAIUEHTH C
OUIIOapHU Pa3CTPOICTBa, IPU 01/1% 10 BpeMe Ha MaHUEH eMU30/1 € OWJI MOCTUTHAT KIIMHUYCH
OTTOBOP C OJIAaH3AIKH (BXK. TOY

4.2 Jlo3upoBKa U Ha@ NPUJIOKEHHUE

Bvspacmnu
uzodpenus: WOpE‘IBaHaTa HavayHa J1o3a onaH3anuH e 10 mg/nqHeBHO.

Mauuiian onu: Havannarta no3a € 15 mg kaTo equHUYHA THEBHA 1032 IPU MOHOTEpAIUs UIU
10 mg &HO Mpu KOMOWHMPAHO JieueHne (Bx. Touka 5.1.)

JIAKTUKA Ha PEIUINB Ha OUTIONSAPHO pa3cTpoicTBo: [IpenopruBanara HadamHa 1032 €
g/ZIHeBHO. HpI/I ManreHTH, KOUTO Ca IoJIydaBalid OJIaH3alllH 3a JICUCHNEC Ha MaHUWHHA €304,
3a MpeJra3BaHe 0T MOBTOPHATA MM ITOSIBa C€ IPENophuBa MPOAb/DKaBaHe Ha TEPAIUATA ChC ChIllaTa
no3a. [Ipu mosiBaTa Ha HOBM €NTM30/IM HA MaHUsl, CMECEHH THU30H UK eITU30/I1 Ha JIepecus,
JIEYCHUETO C OJIAH3AMMH TPSAOBA Ja MPOIBIDKH (C ONTUMHU3UPAHE HA J03aTa, aKo € He00X0IUMO), ¢
JIOIBJIHUTEITHO JICYCHUE Ha CUMIITOMUTE Ha HApYIICHHWE Ha HACTPOCHHUETO, aKO € KJIIMHHUYHO [TOKA3aHO.

ITo BpeMe Ha nedYeHUETO Ha MU30(PPEHUS, MAHUHHU €MU30H U TPY NPOUITAKTHKA HA PEIUANBH HA
OMTIONIAPHO Pa3CTPOMCTBO, THEBHATA J103a MOXKE J1a ObJIc KOpUTHpaHa IMOCTENICHHO Ha Oa3ara Ha
WHIUBUIYaITHOTO KIIMHUYHO ChCTOSIHUE, B paMKkuTe Ha 5-20 mg/mHeBHo. [loBHIiaBaHe Ha j103aTa 10
HUBA HaJl IPEMOpbhYBaHATA HAYAITHA JI03a CE MPETOPhYBa, CaMO CJIE]l ChOTBETHA KIIMHIYHA TPEOIICHKA
1 TpsiOBa J1a cTaBa HAK-00IIO MTPe3 UHTEPBAIN HE TTO-MaJIKK OT 24 daca. OaH3anmuH MOXKe Ja ce
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nmpuema 6e3 Bpb3Ka ¢ XpaHEHETO, Thil KaTo abCcopOIMATa HE CE TIOBIUABA OT XpaHaTa. [Ipu
NpeycTaHOBsSBaHE MpUEMa Ha OJIAH3aIVMH TPSAOBa Ja ce UMa MPEIBU]I TIOCTEIIEHHOTO HaAMAJIIBaHEe Ha
Jo3ara.

Ileduampuuna nonynayus

OnaH3anvH He ce MPerophyBa 3a yImoTpeda OT J1ela 1 IOHOIHN 1o 18-roauirHa Bp3pacT nopain
HEJOCTaThYHM JaHHH 33 0€301acHOCT U epekTHBHOCT. [Ipu KpaTKOCPOUYHU MPOYUBAHUS IPU
MAIMEHTH B IOHOIIECKA BB3PACT € JOKJIAIBAHO 3HAYMMO YBEJIIMYCHUE HA TEIECHOTO TETJI0, H3MEHEHUS
B HUMBATA Ha JIMNTIJIUTE U MPOJIAKTHHA B CPABHEHHE C U3MUTBAHUS ITPH BH3PACTHU MAUEHTH (BXK.
touku 4.4, 4.8, 5.1, u 5.2).

OOHUKHOBEHO HE ce penopbuBa MO-HUCKA OT 0OMYaifHaTa HavalHa 103a (5 mg/IHEBHO), HO TaK
J103a MOXe€ J]a c€ MMa MPEJIBU/I P MallUeHTH Ha ¥ HaJ 65 TOJMHHU, TOraBa, KOraTo KIIMHUYH
¢axTopu ro HamaraT (BX. Touka 4.4).

THayuenmu 6 cmapuecka 6v3pacm ’ZQ

Hayuenmu ¢ 6vbpeyno w/unu 4epHodpoodbHO yepesicoane *
I1py TakWBa IALIEHTH TPSOBA JIa CE MMa IIPESIBHI MO-HICKA HadatHa 103a (5 mg). §Xyqan na
yMepeHa uepHoApoOHa HemocTaThuHOCT (mrpo3a, Child-Pugh xirac A wiu B), é JTHATA 7032 TpsiOBa

Ja Obe 5 mg U J1a ce yBenn4yaBa ¢ MOBUIIICHO BHUMaHHE. &
Tlon @
HauannaTa 7032 ¥ 1030BUSAT JUaNa30H HE € HE0OXOAMMO PYTHHHO POMEHST MPH JKEHH, CIIPSIMO

N

Ihywauu
Hauannara go3a ¥ 1030BHUAT AUAaNa30H HE € HeOGXOHHwHHHo Jla ce TIPOMEHS IIPH He-ITyIIavH,
CIIPSIMO MYTIIAYH. @

Koraro e Hanuie noseye oT euH 3a0aBsii MC%?&’IHSM& (axTop (>K€HCKH I10J1, CTapyecKa Bb3pacT,
HemyIay), TpsOBa Jla ce MMa MpeIBU HaMm € Ha HavayHata 703a. [loBumasaHeTo Ha 103arta,
KOTaTo TOBa € He0OXOMMO, TPIOBa 1a ST OCTETICHHO TIPH TE3H HMallUCHTH.

(Buxre Touka 4.5 1 Touka 5.2.) !O

4.3 IIporuBomoKazaHus

CBp’bX'-IYBCTBI/ITeHHOCT WBHOTO B€IICCTBO HMJIM KBM HAKOC OT IIOMOOIHUTEC BCIICCTBA,
I/I36p06HI/I B TOYKa 6. HUCHTH, ITPU KOUTO € U3BECTHO, Y€ UMA PUCK OT IMOABAaTa HA TCCHOBI'bJIHA

rIaykoma. Q

4.4 Cneu@nn NnpeaynpexIeHns 1 NIPHANA3ZHA MEPKH NPH ynorpeda

a QHTHUIICUXOTUYHO JICUCHHC n01106peHHe B KIHMHUYHOTO CBCTOAHHEC HA ITAIIMCHTA MOXEC J1a
T HAKOJIKO JHHU A0 HAKOJKO CCAMMIIN. HaL[I/IeHTI/ITe Tpr6Ba Ja 6I>I[aT CTpOro Ha6J'H-O,Z[aBaHI/I B

%cuxow, CBbP3AHA ¢ 0eMeHyUsl, UW/UIU NOBEOeHeCKYU HAPYUIeHUS]
OrnaH3anuH He € MMOKa3aH 3a JICYCHHUEe Ha [ICUX03a, CBhP3aHa C IEMEHIIHS, U/WIH TTOBEICHYCCKH
HapyIIeHUs ¥ HE ce TIPENophyBa 3a YoTpeda NpH Ta3H crielupUIHa IrpyIia MalueHTd TOpaIn
YBEJIN4YaBaHE HA CMBPTHOCTTA U PUCKa OT MO3BbYHOCHAOBU MHIIUJACHTH. B nnaueGo KOHTpPOJIMpaHn
KIMHUYHU TPOYYBAHUS (C MPOIBIDKUTEITHOCT 6-12 CEIMUIIM) TTpH NMAIMCHTH B HAlpEIHAIa B3PacT
(cpenHa BB3pacT 78 TOAWHMU) C IICUX03a, CBbP3aHa C JIEMCHIINS, 1/WIN TIOBEJCHUYECKU HAPYIIICHUS €
HaOJF0/1aBaHO 2-KPaTHO YBEJIMYaBaHE HA CMBPTHOCTTA MPH MAIUCHTHUTE, JIEKYBaHU C OJIAaH3AINH, B
CpaBHEHHE C MAllMEHTHUTE, TPETHPAHH ¢ Tu1anedo (croTBeTHO 3,5% cnpsimo 1,5%). Ilo-Bucokara
CMBPTHOCT HE € CBhp3aHa C J103aTa Ha oJlaH3anuH (CpeHa JHEBHA 1103a 4,4 mg) Witu ¢
MPOJBIDKUTEIIHOCTTA HA JICUCHHETO. PHCKOBHUTE (paKTOPH, KOUTO MOTAT Jia MPEIPa3oiokKatr Ta3u
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MOITyJIaIYs TIAIIMEHTH KbM YBEITHYEHa CMBPTHOCT, BKITFOUBAT BB3pacT > 65 roJuHu, qucharus,
cefanus, HapymieHo (He0CTaThbuHO) XpaHeHe U Aexuaparanus, 6erxoapodHu 3a0onsBanus (Hamp.,
MTHEBMOHUS ChC WM 0€3 acmupaliys) Wid ¢THOBPEMEHHa yrnorpeda Ha OeH3oauazenuuu. Bernpeku
TOBA YECTOTaTa HA CMBPTHUTE CITyYau ¢ OWia MO-BUCOKA MPU MAIUESHTHUTE, JICKYBAHU C OJIAH3AIINH, B
CpaBHEHHE C ITaneO0-TPETUPAHHUTE MAIUCHTH HE3aBUCHMO OT TE3U PHUCKOBHU (DAKTOPH.

B chimTe KIMHUYHYE POYYBAHUS UMa CHOOIICHHS 32 MO3bUHOCHA0BU Hexxenanu choutus (MCHC,
HAIp., HHCYIIT, PEXO0/IeH UCXEMUIEH IIPUCTHIT), BKIIOUHUTENHO U ¢ paTaneH m3xon. Habmrogasano e
3-kpatHo yBenndaBane Ha MCHC mpu manyeHTH, JeKyBaHHU C OJIaH3alliH, B CPABHEHHE C TIAIIMEHTHUTE,
TpeTupanu ¢ mwianedo cboTBeTHO (1,3 % cupsmo 0,4%). Bcuuku nanueHTy, JISKyBaHU ¢ OJIaH3aIUH

WM TU1a1e0o, Py KOUTO ¢a HaOJI0JaBaH! MO3bYHOCHIOBH HEXKEIaHH ChOUTHS, ca C TIPEAIIECTBA (b.
puckoBH (axTopu. Be3pact > 75 ronuHN U ChA0B/CMECEH THUII IEMEHIUS ca WACHTU(DUITUPAHN Kﬁ;@%
puckoBu (aktopu 338 MCHC BBB Bpb3Ka C JISUCHHUETO C OJaH3alKH. B Te3u npoy4BaHus HE €

ycTaHOBeHa e(hMKAaCHOCTTa Ha OJaH3aIliH. Q

O
bonecm na llapxuncon §
Ynorpebara Ha 0JaH3aIUH 3a JICYEHUE Ha TICUXO03H MPH NanueHTu ¢ 6onectTta Ha [TagPgHCbH,
CBBP3aHH C IIpUEeMa Ha JONAMUHOB arOHHUCT, HE C€ MpenopbuBa. B KMuHUYHK npoyﬁhnm MHOTI'0
YeCcTO U M0-4eCTO B CPaBHEHHE C IU1ane0o ca JOKJIaJABaH! BIIOLIABaHE HA MAPK HOBAaTa
CHUMIITOMATHKA U XaNIOLWHALWY (BXK. Touka 4.8), a oaH3amnuH He e no-ege H OT I1ane6o npu
JIeUeHHE Ha IICUXOTUYHH CUMIITOMH. B Te3u IIpOoy4YBaHuAd C€ U3MCKBa I1a ure 1a 6’bI[aT
I'BPBOHAYATIHO CTAOMIM3HUPAHU C Hail-HUCKaTa epeKTUBHA 1032 aHTU COHOB JICKapCTBEH
IMPOAYKT (ILOHaMI/IHOB aI‘OHI/ICT) " [1a 3arassAT CbIIUTC aHTUIIAPKUHC JICKapCTBCHU NPOAYKTHU U
JIO3UpaHus 10 BpeMe Ha npoyuBaHeTo. OaH3aluH € 3a10YBaH oT 2,5 mg/nHEeBHO U TUTPHPaH
JI0 MaKCUMyM 15 mg/mHeBHO 1O TIperieHKa Ha mcneL[OBaTeJm®

Hesponenmuuen manuenen cunopom (HMC) szs@

HMC e noTeHIMamHo 5KMBOTO3aCTPAILIABAIIO0 ChCTOSpIE, CBbP3aHO C JICUCHHETO C aHTHIICUXOTUYHU
JIEKapCTBEHU MPOAYKTH. Psiko ca qokmaaBanu u c@gn Ha HMC, cBbp3anu ¢ mpreMa Ha OJIaH3aIliH.
Kiunununute nposisu Ha HMC ca xuneprnupex YCKYJTHA PUTHIHOCT, HAPYIIICHUS B MUCIIOBHUS
MIPOLIEC M JJAHHU 33 BEreTaTUBHA HECTAOMITHQCTNAIPOMEHH B ITyJICA WIIM apTEPUATHOTO HaJISITaHE,
TaXUKapIUsl, U3MOTABAHE U OTKIIOHCHUS neuHvist puThM). JIONBIHUTETHUTE MPU3HAIIM MOTAT Ja

BKJIIOYBAT ITOBUILEHUE HAa KPEaTHUH (bocd@mHasaTa, MHOTTIOOMHYpHS (padIoMHONIN3a) U OCTpa
O0BOpevHa HeZJOCTATHYHOCT. AKO 13 Qi pasBue MpU3HALM U-CUMITTOMH, TToka3aTtenHu 3a HMC, nnm
MMa HESICHO TeMIIepaTypHO CI,CTOﬂ}%E 0e3 npyru knuHuYHY nposiBu Ha HMC, mpueMbT Ha BCUYKH
AQHTHUIICUXOTUYHH JIEKapCTBa, MUTEJTHO U Ha OJIaH3aIlvH, TPAOBA Jia Ob/Ie IIPEyCTaHOBEH.

Xunepenuxemus u Ouad Q\
Heuecto e noxnans ﬁnepmnkew/m W/WITY pa3BUTHE WU BIIOIIABAaHE HA IWA0ET MOHAKOTa
CBBP3aH C KCTO&HH&HHH KOMa, BKJIFOUMTEITHO | CiTy4dan ¢ araneH u3xo] (Bx. Touka 4.8). B Hsaxon
OT CIy4auTe € n@haﬂBaHo NpEeIEeCTBAIIO MOBUIIABAHE HA TETJIOTO, KOETO MOKe J1a Obie
MIpeIpas3nodL ¢axTop. [IpenopruBa ce CHOTBETHO KJIMHUYHO MIPOCIIEASIBAHE, CIIOPEL]

M3H0H3BaH{( yKa3aHWs 3a yroTpeda Ha aHTHIICHXOTHYHHU CPEZCTBA, HAPUMED N3MEpBaHe Ha

Xap Ha MU3XOJIHO HMBO, Ha 12-Ta ceMuIIa Clie]] 3arI0YBaHe Ha JIEYEHUETO C OJIaH3aIHH U

a exxerofHo. [lanuenTHTe, TeKyBaHU ¢ aHTUIICUXOTUYHU CPEJCTBA, BKIIOYUTETHO

ZAPINE CIPLA, Tpsi6Ba na ce HabII0gaBaT 3a MPU3HAIN U CHMITTOMH Ha XUTIEPTIIMKEMHUS

0 HaNpUMep MOJTUIUTICHS, TOJUYPHS, TOJM(arus u cIadocT), a NAUEHTUTE ChC 3aXapeH AHadeT
WM TE€3U C PUCKOBHU (PAKTOPH 3a 3axapeH AuadeT TpsAOBa ga ce MOHUTOPHUPAT PEAOBHO 32 BIIOIIABAHE
Ha KOHTpOJIa Ha Iiitoko3aTa. Ternoro TpaoBa fa ce MOHUTOpPHpA PEIOBHO, HAIPUMEDP Ha U3XOIHO
HHBO, Ha 4-Ta, 8-Ta 1 12-Ta ceaMuIIa cjie] 3alI0YBaHE Ha JICUCHHUETO ¢ OJIAaH3aIIMH, U CIIe]l TOBa Ha
BCEKH TPH MeECeIla.

IIpomenu 6 nunudume

HabmronaBat ce HexeaHU IPOMEHH B JIMITUANUTE [IPU HALMEHTH, JIEKYBaHU C OJIaH3aIlMH, B I1a11e00
KOHTPOJIMPAaHU KIMHUYHH W3MUTBaHUS (BX. Touka 4.8). [IpomMenute B munuaute TpsiOBa 1a ce JeKyBat
KaKTO € KIIMHUYHO YMECTHO, 0COOEHO NPH MALMEHTH C AUCIUTHIEMHS U TIPH MALUEHTH C PUCKOBU
(axTopu 3a pa3BUTHE Ha HapyIIeHUs B munuaute. [Ipu manueHTure, IeKyBaH! ¢ aHTHIICUXOTHIHU
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cpencta, BrrounTeTHo OLANZAPINE CIPLA, Tps6Ba 1a ce MOHUTOpHpAT pEJOBHO HUBATa Ha
JUIMANATE, CTIOPE]] U3IIOJI3BAHUTE YKa3aHHUs 32 YIOoTpeda Ha aHTHIICUXOTUYHU CPEJICTBA, HATPUMED Ha
W3XO0JTHO HUBO, Ha 12-Ta cemMuIia Clie/l 3alI0YBaHe Ha JICUCHUETO C OJIAH3AIHH U CJIC/ TOBA Ha BCEKHU S5
TOJINHU.

AHmuxOJzuHepeutma aKkmueHocm

B’I)HpCKI/I qe, npu in vitro OpOy4YBaHUATA OJIAH3AIIUH ITOKa3Ba aHTUXOJIMHEPTUYHA dKTUBHOCT, OITUTHT
110 BpEME Ha KIIMHUYHHUTE MPOYyYBaHUs, ITOKa3Ba HUCKa Y€CTOTA HA HO,I[O6HI/I CJIydau. Twii KaTo
KIIMHUYHUAT OIUT C OJIaH3aITMH IIPH MAIMCHTH ChC ChIIBTCTBAIIN 3a00JIIBaHUS € OrpaHH4CH,
mpernopswYBa CC TOM Ja 6’LI[C MMpEeAINKMCBaH C MOBUIICHO BHUMAHUC HA MAIIUCHTUTE C XPIHGprO(l)I/IH Ha
mpocraraTa Wik napajuTudcH njieyCc u HOHO6HI/I CHbCTOSHUA. @@

Yeprnodpobdna gynryus
YecTo e HabII01aBaHO NPEXOTHO, OE3CUMIITOMHO MOBHUIIIABaHE HA YePHOIPOOHUTE &Q
amuHOTpaHchepasy, ananuH Tpachepasa (ALT) u acmaprar tpancdepasa (AST), ocobenq, qaII0TO
Ha JledeHneTo. M3nckBa ce MOBUIIIeHO BHUMAHKE TIpH NarueHTuTe ¢ mopumeHd ALT w/ AST, npu
MalMEeHTUTE C IpHU3HAlX U CUMIITOMU Ha LICpHOI[pO(SHO YBpPEIKAAHE, KAKTO U IIPU TC3 JIXOJHHU
HAPYIICHHs HA YePHOAPOOHATA (DYHKIUS MM TAKHBA, KOMTO Ca OWIH JIeKyBanH ¢ TPSHIHAIHO
XeMaTOTOKCUYHH JIEKAPCTBEHH NPOLYKTU. B ciaydanTe, Korato € AMarHOCTULH enaTuT
(BKJIFOUUTETHO XEMaTOLENyIapHO, XOJIECTATHYHO M CMECEHO qepHozxpo6 €XKJaHe), TeYCHUETO
C OJIaH3aIUH TPsiOBa ja Ob/Ie MPEeyCTaHOBEHO.

Heymponenus Q

Heo0x0auMo ¢ BHUMaHUE TP MAIMEHTUTE, KOUTO 10 HIKaKBa Ha ca C HUCHK OpOil JICBKOIUTH
u/Wiy HeyTpo(WIId, IPU MALUEHTUTE 32 KOUTO € U3BECTHO, U Y%‘IaBaT MPOAYKTH, BOACIIH 11O
HEYTPOIIECHUS], P MALMEHTUTE C aHAMHE3a 32 IIOATUCKAH CTHI/IH MO3BK/KOCTHO-MO3bYHA
TOKCHYHOCT, TIPH MAIMEHTHUTE C MOJITUCKaHE HA KOCTHH ‘5K TIOPaJIM CHITBTCTBAIIO 3a00JIsIBaHE,
JIBYCJICUCHUEC WIN XUMUOTEPAIIUA, KaKTO U IIPH Ial] THUTEC C XI/IHepeO?,I/IHO(i)I/IJ'II/ISI U
MuenoIponrpepaTUBHN 3a00IBaHUS. HeyTponeBz;g%HKHOBeHo ce HabJroaBa YeCTO MPH
€HOBPEMEHHO MPWIIOKEHNE Ha OJIAH3AIINH C B 0art (BX. Touka 4.8).

IIpexvcsane na reuenuemo
OcTpH CHMITOMH KaTo TOTeHE, 66301, TpeMop, TPEBOKHOCT, TaJICHe MU MOBPBILAHE ca
noknagsanu psaako (> 0,01% u < % TIPH PSI3KO CITUPAHE Ha OJIaH3allvH.

QT unmepegan

B knmuHUYHN TpoyYBaHUS JHOI[aBaHI/I HeuectH (0,1% m0 1%) KIMHUYHO 3HAYUMU yIBJIKABAHU
Ha QTc-unrepana (OT ust Fridericia [QTcF] > 500 munucexyHu [msec] 1mo BCSIKO Bpeme
cinen uzxoauoro EKT, @ nanuenTu ¢ m3xoaHo Q7ckF < 500 msec) Mpu MarueHTy, JISKYBaHH C
OJIaH3aIlvH, KOI/ITO T CHTHH(DMKAHTHU Pa3Inyusi B CBbP3aHUTE KapMOJIOTUIHN CHOUTHS B
CpaBHEHHE C nn 0. Heobxoaumo e obaue, KakTo U P APYTrUTE aHTUIICUXOTUYHH JIEKapCTBEHU
MPOAYKTH, O, aHI/IH Jla ce MpenicBa ¢ MOBUILIEHO BHUMaHNE 3a€THO C JIEKAPCTBEHU IPOAYKTH, 3a
KOHUTO € mé\ HO, 4e yabipkaBaT Q7 c-uHTepBaia, 0COOCHO MPH MAalMEeHTH B CTapyecKa Bb3pPacT, MPH
nare '5C CHHJIPOM Ha BpoJieH yabinkeH O7, 3acToifHa Chp/iedHa HEAOCTATHYHOCT, XUIIEPTPOPHS
Ha C TO, XUTIOKAJTMEMHS WM XUIIOMarHe3ueMusl.

QgﬁM6oeM60ﬂu3bM

Q

Heuecto (= 0,1% u < 1%) ce cpo01aBa 3a Bpb3Ka BbB BPEMETO MEK/IY JICUEHHE C OJIaH3aINH U
BEHO3eH TpoMOoeMOonn3bpM. He € ycTaHoBeHa MPUYMHHO-CIIEACTBEHA BPb3Ka MEXy HOsBaTa Ha
BEHO3HUS TPOMOOEMOOIM3bM U JICUSHHETO C OJIaH3amuH. BhIpekn ToBa, Thil KATO MPH MAIIMEHTHUTE C
MM30(PEHUs YECTO ca HANUIE MPUIOOUTH PUCKOBHU (aKTOPH 32 BEHO3EH TpOMOOEeMOOIN3bM, TpsiOBa
Ja ObIaT uACHTHPULIUPAHH BCHUKH Bb3MOXHHU puckoBu ¢aktopu 3a BTE, Hanp. obe3aBuxBaHe Ha
HNalMeHTHTE, U Ja ObAaT MPeANPUETH MPOPUIAKTUIHH MEPKH.

Obwo oeticmesue svpxy LIHC
Karo ce uMaT npeBu OCHOBHHUTE eekTr Ha onan3anuH Bepxy [THC, He0OX01UMO € TIOBHUIIICHO
BHUMaHHE ITPH KOMOMHHMPAHETO Ha MIPOAYKTA C IPYTH MEHTPAIHOICHCTRAIIHN JIEKApCTBA U aJIKOXOJL.
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Twit KaTo ONaH3aIMH in Vitro ce MPOsIBIBA KATO aHTAarOHUCT HA TIOTIaMUHA, BB3MOXKHO € TOU Ja
aHTaroHM3Mpa eHEeKTUTE Ha TPEKUTE U HEMPEKUTE TONaMHUHOBH arOHUCTH.

Ipunadvyu
OmnanzanuH TpsAOBa Ja ce Mpujiara BHUMATEIHO [IPH MAlEHTH C aHaMHE3a 3a ThPUOBE MM KOMTO ca

M3TI0’KEeHH Ha ()aKTOpH, KOWTO MOTAT J1a HAaMaJIsIT I'bpYoBHA Tipar. HeuecTo ca moknagBaHu cIydan Ha
I'bPYOBE MIPU TAKWBA MAIIMCHTH, KOUTO Ca JICKyBaHH ¢ ojlaH3anuH. [loBeueTo oT Te3u ciryyau ca Ouim ¢
aHaMHe3a 3a I'bPYOBE WM PUCKOBH (DaKTOPH 3a TSAXHATA MOSIBA.

Tapouena ouckunesus:
B cpaBHUTETHM IPOYUBAHUS C TPOIBIIKUTEIIHOCT HA JICYSHHETO JI0 ¢/THA FOJIMHA OJIAH3AIHH € (b.
CBBP3aH ChC CTATHCTHYCCKU 3HAYMMO TTO-HMCKA YECTOTa Ha JICYCHUE Ha CIIyJIanuTe C MosBa Ha ®©
JUCKHHE3UsA. PUCKBT OT MOsABA HA TapAWBHA TUCKHHE3US HAPACTBA C MPOIBIKUTETHOCTTA Ha Q

WA

EKCIO3UIIUATA, OPAIU KOSTO B CIIydail Ha MOsIBa HA MPU3HAIIM WM CUMIITOMH Ha TapJAUBHA
JMUCKWHE3WS TIPY TAIIMEeHT Ha OJIAH3aIlMH € He0OXO0MMO /1a c€ OOMICITH HaMalsiBaHe Ha T
MIPEyCTaHOBsBaHE Ha JedeHneTo. CHMITOMUTE Ha TapAWBHA AVNCKUHE3MS MOTaT Ja Ce B T
BPEMEHHO WJIU JIOPH J1a C€ IIPOSBIT Clie]] IPEeKbCBaHE Ha JICUCHHUETO. (b(b,

Opmocmamulma XUNOMOHUA
B xauHHYHN MIpOy4YBaHUs C OJIaH3allMH MPU NAIIMCHTU B HAIIp€aHala Bbh3pal

€CTO € HaOJIro1aBaHa

IpenopbyBa NEPUOANIHO ITPOCICAABAHE Ha apTEPHUATTHOTO HAJIATAHE AllMCHTUTC HA BB3pacT HaJ

65 roguHu. @(b

Bneszanna cvpoeuna cmvpm Q
B mocTMapKeTHHTOBY CHOOIIECHHS TIPH MAIUSHTH C OJIaH3 @e ChOOIIaBaHO 32 ClTy4yail Ha BHE3aITHa
ChpJedHa CMBPT. B peTpocniekTuBHO 06CcepBaIiOHHO K HO MPOYYBaHE PUCKBT OT
MpeJinojiaraeéMa BHe3aHa Chbp/iedHa CMBPT NPU H&HP@T , JIEKyBaHH C OJIaH3aIUH, € TIPUOJIN3UTEITHO
JIBa ITGTH TO-BHCOK OT PHCKA TIPH MAIMEHTUTE, KOXKIS He YIOTpeOsABaT aHTUIICHXOTHIM. B
NPOYYBaHETO PUCKBT OT OJAH3AIMH € ChIIOCTa, pHCKa OT aTUITUYHUTE aHTUIICUXOTHIIU, KOUTO ca
BKJIIOUEHH B COOpEH aHaIIu3. O

&

Ileouampuuna nonyarayus %
OJ1aH3anyH He € IT0Ka3aH 3a JIeueH Q neria ¥ roHomu. [IpoydBanus npu manueHTyH Ha BB3pacT
Mexay 13 u 17 roquHu moka3Ba, p;%;nqm/l HE)KEJIaHU PeaKliy, BKIIOUNTETHO HaIl'bIHSABAHE,

MIPOMEHHU B META0OJIUTHUTE €TpHY U yBelIMYaBaHE Ha MIPOJIAKTHHOBUTE HUBA. He ce mpoyuBanu
JUBJITOCPOYHHTE TIOCIIEICT T T3 HEXKETaHU CHOUTHUSA M T€ OCTaBaT HEMO3HATH (BXK. TOUKH 4.8 U

5.1). O
Jlakmo3za QQ

Jlaktoza: OLA PINE CIPLA Tabnerku chbabpikart TakTo3a. IlarueHTn ¢ HacjaeacTBeHa
oOpemeHeH rajlakTo3Ha HEMOHOCUMOCT, Lapp jtakraszeH JeUIUT UK TIHOK030-TAIAKTO3HA
Mana6co&g'q HE TPpsIOBa J1a IpUeMaT TO3H JIEKAPCTBEH MPOIYKT.

4.5 (ﬁaHMOHQﬁCTBI/Ie ¢ APYI'¥M JIeKAPCTBEHM MPOAYKTH M APYIrH (pOpMHU Ha B3auMOJeiicTBHE

Q&duammﬂma NONYAayusl
IIpoyuBaHus 3a B3aUMOECUCTBUE Ca NPOBEXKIAHNA CaMO IPU Bb3PACTHHU.

Homenyuaanu 3aumooeticmeust, NOGAULEAUU OAAH3ANUH
Twit kaTo onan3anuu ce Metabonm3upa o CYP1A2, BemecTBaTa KOUTO MOTaT CHEITUGUIHO 1A
WHIYIHPAT WIH HHXUOMPAT TO3M U30CH3UM MOTAT J]a TIOBIUAAT (PapMaKOKWHETHKATA Ha OJIaH3aITHH.

Unoyxyus na CYPIA2

MeTaboau3MBT Ha OJTaH3aIMH MOXe fa ObJe HHIAYLIHPaH OT TIOTIOHOMYIIEHE 1 KapbaMas3elnH, KOETO
MOe Jla TOBEZIE 0 MOHMKABaHE Ha KOHIICHTPAIIUATA Ha oaH3aniH. Habmo1aBaHo e caMo JIeKO J10
YMEpEHO MOBHIIIABAHE KIUPBHHCA Ha OJlaH3amuH. KITMHUYHOTO 3HAYCHHE TI0 BCSIKA BEPOSITHOCT €
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OTpaHUYEHO, HO Ce MPENophyUBa KIMHUYHO NPOCIIeIBaHe U OOMHUCSHE BH3MOKHOCTTA 32 TIOBUIIIABaAHE
Ha J03aTa oJaH3anuH (BX. Touka 4.2).

Unxubupane na CYPIA2

®nyBokcamuH, cnenuduaer CYP1A2 naxuOuTop, € moka3an 3HaYNTeTHO NHXUOMpaHe Ha
MeTtabonm3ma Ha ojar3anuH. CpenHoTo yBenmdaBaHe Ha Crax HA OJaH3AMNMH ciie]l (IIyBOKCAMUH €
ouno 54% mpu keHu Henmymayky u 77% npu Mbxke mymadd. CpeTHOTO yBeJInyaBaHe Ha TUIOLITa MO
KpHBaTa Ha ojlaH3anuH € chboTBeTHO 52% u 108%. IIpn manmenTH, konto mpueMaT GIyBOKCAMHUH WA
npyr naxuouTop Ha CYP1A2 karo numpodaokcannH TpsOBa 1a ce 0OMUCIIH MTO-HUCKa HavYalHa 03a.
HamansiBane Ha J03aTa Ha OJaH3alUH TPAOBa Jja ce MMa MPeIBU/, B CIydail Ha 3a[l0YHATO JICUCHUE C

naxubutop Ha CYP1A2. Q (b'
Hamanssane na buonanuunocmma g
AKTHBHUSAT BBIJICH HaMaJlsiBa OMOHATMYHOCTTA Ha TiepopaiHus oan3anuH ¢ 50% a0 60% u a

Jla ce IprueMa Hali-Mayko 2 yaca Mpeau WU Clell OJIaH3aIMMH. Q

Hsama nannu, ye ¢pyokcerun (maxuoutop Ha CYP2D6), enuanynn 1034 1031 aHTMa%ﬁ(fmyMMHm‘/i,
MarHesuii) MM AMETH/IHH TIOBHSABAT 3HAYMTENHO (apMAKOKHHETHKATA Ha Oan3&RIf.

Bruanue na onanzanun 6bpxy opyeu rexkapcmeenu npooyKmu %)

OnaH3anuH MOXe Jja aHTaroHu3upa e(heKTUTE Ha MPEKUTE U HETIPEKH 10 OBU aroHHUCTH.
Omnanzanun He nHXUOUpa ocHoBHUTE CYP450 n3oeH3umu in vitro 1A2, 2D6, 2C9, 2C19, 3A4).
Jlurcara Ha B3auMOJEICTBUE CE MOTBBPKIAaBa B in Vivo IPOYYB / KBJICTO HE € Ha0JII0/ITaBaHO
WHXHOUpaHe Ha MeTaboNMM3Ma OT CIIeIHUTE aKTHBHU BEIIECTRAy, TINMIIUKINIHN aHTHETIPECAaHTH
(nmoBnmsBamum npeaumHoO Tpynata CYP2D6), Bapdapus ( 9), reopmmun (CYP1A2) unn
nuazenam (CYP3A4 u 2C19). Q\

Hee YCTAaHOBCHO BBaHMOHeﬁCTBI/Ie Ha OJIaH3aIInH Q&HI\/’I I 6I/IH€pI/I,I[eH, npu €AHOBPEMECHHOTO UM

MIPIIOKEHUE. 2@

TepaHeBTI/I‘lHOTO MOHUTOpPHUPAHE Ha HJB%&@ITe HHBa Ha BAJIIIPOAT HE ITOKa3Ba HCO6X0,I[I/IMOCT oT
KOPCKIMA Ha 103aTa Ha BAJIIIPOAT, CHGWIO“IB&HCTO Ha OJIaH3aIIuH.

Obwo oenicmsue evpxy LIHC \&

Tpr6Ba Ja Cc€ NIpoABABa MOBU ‘BHHMaHI/IQ IIpyU MaUEeHTHU, KOUTO KOHCYMHPAT AJIKOXOJI UJIN
nmpueMar JICKapCTBECHH IIPO, C IIOTHUCKAIIIO ﬂeﬁCTBHe BBpPXY HCHTpaJIHAaTa HEPBHA CUCTEMA.
He ce npenopbyBa € CMCHHOTO IMPUJIOKCHUE Ha OJIaH3aIllMH C aHTUIIAPKUHCOHOBH JICKAPCTBCHU

MIPOYKTH IIPU Ham@ c Oonectra Ha IlapkuHCOH 1 HeMeHIus (BXK. TOUKa 4.4).

Tc unmepe,
Onamanw& OBa J1a ce Impuiiara BHUMATeITHO €JHOBPEMEHHO C JICKApCTBEHH MPOYKTH, 32 KOUTO €

I/ISBGC@C yBenuuaBaT Q7Tc-uHTepBana. (BX. Touka 4.4).
4@&(0 ®@epTriHOCT, BpeMeHHOCT U KbpPMeHe

%Qefweimocm
Hsima choTBeTHH 100pE KOHTPOJIMPAaHU IPOYYBaHUS BbpXY OpeMeHHH skeHH. [lanmenTkure TpsiOBa na
ObJIaT CHBETBAHHM J1a YBEJOMSIBAT CBOS JIEKap, aKO 3a0peMEHEesIT I HMaT HaMepeHHue Jia 3a0peMeHesIT
10 BpEME Ha JICUEHHETO C OJIaH3aMuH. BhIpeku ToBa, mopaau OrpaHUuEHUsIT OMUT MIPH X0pa,
oNlaH3anuH Tps0Ba Ja ce mpuiiara o BpeMe Ha OpeMEHHOCT, CaMO aKo MOTEHIIMATHATA 10132
NPEBUIIaBa TOTCHIUATHHS PUCK 32 TUTOJA.

IIpu HOBOpOIEHH, M3TTO’KEHN HAa AHTUIICUXOTHUIH (BKIIFOYUTEITHO OJIAH3AINH) IIpe3 TPETHS TPHUMECTHP

Ha 6peMeHHOCTTa HMa pUCK OT HCXKCJIaHU JICKAPCTBCHU PCAKIWH, BKITFOUBAIIU CKCTPpAIIMpaMUuIHN
CHMIITOMU H/UJIM CHMIITOMH Ha OTHEMAaHe CJICH paXXIaHETO, KOMTO MOraT ga Bapupar I10 TEXKECT U
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MPOABIDKUTENHOCT. JIOKIIaIBaHM ca ciy4ail Ha Bb30ya, XUIEePTOHUS, XUTIOTOHHS, TPEMOP,
COMHOJICHTHOCT, PECITUPATOPEH JUCTEPC WITH XPAHUTEIHN Pa3TCPONUCTBA. 3aTOBA, HOBOPOJICHUTE
TpsOBa na ObAT BHUMATEITHO MOHUTOPUPAHHU.

Kvpmene

B npoyuBane nipu 31paBu, KbPMEITH )KEHH, € YCTAHOBEHO, Y€ OJIAH3AITNH Ce eKCKPETHpa C MAWIMHOTO
Misiko. CpelHaTa eKCIOo3HIus 3a KbpMmaueTo (mg/kg), mpu cTallmoHapHU ChCTOSHUS € ONpeiesicHa
karo 1,8 % ot mozara, mpuera ot maiikata (mg/kg). [larmenTkure TpsiOBa Aa ObIAT CHBETBAHU J1a HE
KBPMSIT JIeTiaTa CH, ako IprueMar OJIaH3aIliH.

4.7 EdexTn BbpXy cnioco0HOCTTA 32 WI0(upaHe u padoTa ¢ MAIINHA & (b.
He ca npoBexxaanu npoy4yBaHus M0 OTHOLIEHHE Ha e()EKTUTE BBPXY CIOCOOHOCTTA 32 moq)npaﬂ@
pabota ¢ mammHK. T KaTO, OJTAH3aIIMH MOJKE JIa TOBEJE/IE 1O MOsIBaTa Ha CHbHINBOCT WU

3aMasHOCT, MAllMEHTHUTE TPsIOBa 1a ObJAT MpeayNpeeHH B CIydai, Ha yIpaBIeHHE Ha Ma{@{,
BKJIFOUHUTEIIHO MOTOPHU IPEBO3HU CPE/ICTBA. *

o
>
3

4.8 Hexenanu JeKapcTBeHH peakuuu

Bwvspacmnu
Hati-uecto ( HaOmogaBany npH > 1% OT NallMEHTUTE) HOKJIaJIBAHUTE HE U JIEKaApCTBEHU

peaKnuy, CBbP3aHu C NPUWIOKEHUETO Ha OJIAH3AMKH B KIMHUYHH U311 s, ca CbHJIMBOCT,
Ha/[TaBaHe Ha TErJo, €03MHOMIIINSA, YBETHUEHH HUBA Ha MPOTAKTHAIPNECTEPOI, TITI0K03a U
TPUIHLEPUAHN (BXK. TOUKa 4.4), TII0KO3ypHsl, YBEJIMYEH alleTuT, bom)pTexc aKaTHU3us,
NapKUHCOHU3bM, JIEBKOIICHH, HEYTpOnieHUsT  (BX Touka 4.4 %HHGC&I/IH, OpTOCTaTHYHA
XHUIIOTOHMS, aHTUXOJIMHEPTUYHH e(heKTH, IPEXOAHU Oe3cH HH yBEJIMUYEHHS Ha YePHOAPOOHHUTE
amuHOTpaHcepasu (BK. Touka 4.4), o0puB, aCTEHHUS, Y IIUPEKCHUs, apTPaITHsl, IOBULIEHA
ankanHa ¢ocaraza, BACOKA CTOMHOCT Ha TaMa-TITyTgutTpaHcdepasa, BUCOKA CTOMHOCT Ha MTUKOYHA
KHCEJINHA, BUCOKA CTOMHOCT Ha eraTI/IH(I)OC(i)OKI/II{&II OTOK.

Cnucvk Ha Hedcenanume 1eKapCcmeetu peawz&npedcmaeen 6 mabauya

B mpencraBenara tabauia ca H36p0eH3 aHU JICKAPCTBEHU PEaKIIUU U J1JaOOpaTOpHU
W3CJIEABAHUS 10 JAHHU OT CIIOHTAHHU &mem/m W KIMHUYHY Tpoy4Banus. [Ipu BCsAko rpynupaHe B
3aBHCHUMOCT OT Y€CTOTaTa HEeXKeJIaH eaKLII/II/I ca MpeCTaBEHU B HU3XOJAI PEJl 0 OTHOIIEHHE Ha
TAXHATA CEPUO3HOCT. TepMUHUT 3a ecToTa ca AeGUHUpaHHu KakTo cieasa: MHoro uectu (> 1/10),
yectu (> 1/100 no < 1/10) He 1 (> 1/1 000 10 < 1/100), peaxu (> 1/10 000 10 < 1/1 000), MHOTO
penxu (< 1/10 000), c Hen a yectoTa (He MOXKe J1a Ob/Ie OIICHEHA OT HATMYHUTE TaHHU OT
CITOHTaHHW CHOOIICHHS). O

MHoro 4yectn <\‘<| Yectn | Heuvectn | Penxu
Hapymenus Ha@pLBTa W JuM@pHaTa cucTemMa
Eosunodums TpombGonuronenus'!
&Q Jleskonenus '
no Heyrponenus'’
Hap@»®nus Ha MMyHHATA CHCTEMA
@‘b CBpPBXUYYBCTBUTEITHO
\ op!!

"Hapyuiennsi Ha MeTa60,IM3MA H XPAHEHETO

IToBumasane Ha
TeraoTo!

[MoBuIIICHN HUBA HA
xoJsectepon’?
IloBunieHu HYUBa Ha
rmoko3a’
[ToBHIIICHN HUBA HA
TPUTIIULEPU U™
I'mroko3ypust
[ToBuiieH aneTur

Pa3zButne umm
o0ocTpsiHE Ha
nHradeT, MMOHSIKOora
CBBP3aH C
KETOAI103a HITH
KOMa, BKIIFOUUTEIIHO
daraaHu cirydan
(Bx. Touka 4.4)!!

Xunorepmus'?
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Hapyumienusi Ha HepBHATAa CUCTEMA

(BX. TOUKa 4

COMHONIEHTHOCT 3amastHOCT I'spuoBe, koraro B Hesponentruuen
AKaTI/I3I/IH6 IIOBEYETO CIIy4Yau € MAaJIMTHEH CUHAPOM
[MapxuHCOHM3HM® JOKJIA/[BaHA (k. Touka 4.4)'?
Hucxumesus® aHaMHE3a 3a ThPUOBE
WJIM PUCKOBH CammToMH 17{%2
(baxTopu 3a npeKbCeBaHe”
repuone! !
Jucronus (
(BKITFOUHTEITHO @
oKyJorupanus)'! Q®
TapauBHa &
MUCKUHE3us ! QO
Awmuesns’ *
Hwuzaprpus A
PecnimpaTopHu, rpbAHM U MeIMACTUHAJIHU HAPYIICHHUS O\ <
| Enucrakcuc’ A
CbpJeyHH HaApyUIeHusl A
Bpaaukapaus O | Kamepua
VY wmkaBaHe Ha TaxuKapus/hpudpuair

¥isi, BHE3AIHA CMBPT
(k. Touka 4.4)!!

xOQ)

£
Cb/10BH HApYIIEHHUS _
OpTtocratuuHa TPO$M6OHI/I3’[:M
xunotoHus '’ YUTEITHO
) oJipobeH

@) eMOomu3BM 1 1BI60KA

BEHO3HA TPOMO03a)
(Bk. Touka 4.4)

CTOMaHIHO-‘lpeBHI/I Ha

pyIIEeHUsI

N

I N
AN

)
Jlexw, npg@ﬂn
AHTHXQJIMNEPTUYHH
ede BKTrouBaIM

o&% s U CyxoTta
Qs ara

IlonyBane Ha
xopema’

[Mankpeatut!!

Xenaro-OuinapHu

™~
\
CHHUSA

N\
X
&
O
&
S\Q

[Tpexonnu,
0e3CHUMITTOMHU
MOBUIICHUS Ha
YEepPHOAPOOHHUTE
amMmuHOTpaHchepasn
(ALT, AST), ocobeno
B HAYaJI0TO Ha
JIe9eHneTO (BXK. TOUKa

4.4)

XemnaTur
(BKITFOUHTEITHO
XarnaTouenyJaapHo,
XOJIECTATUYHO WIIH
CMeCEeHO YepHOapOOHO
yBpexaane)'!

Hapymeﬂml Ha KO’KaTa M NOJAKO0XKHATA ThbKAaH

Oo6pus

Peaknug na
(hOTOUYBCTBUTEITHOCT
Anonernus

Hapymemm Ha MYCKYJHO-CKeJIETHATA CUCTEMA U CHCIMHUTEC/IHATA ThbKAH

| Aprpanrus’

‘ Pa6romuomnusa'!

Hapymienusi Ha 0b0pennTe M NMKOYHUTE MBTHINA

NuxoHTHHEHIIMS HA
ypuHaTa, pETCHIIMS
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Ha ypUHA

3aTpyaHeHO

ypunupane!'!

| | |

Hapymienusi Ha Bb3MPOM3BOANTEIHATA CUCTEMA H I'bPAATA

EpexrinHa AmeHopest [puanuzbm'?
AUChYHKIUS IPH VronemsiBate Ha

MBKE I'bp/HUTE

Hawmaneno nmuOuzno npu | Ianaktopest npH sxeHu )
MBXKE U JKEHH ['uHeKoMacTHsi/yroaem @

sIBAHC HAa I'bPJAUTE IPHU

MBXKe AQ

OO0y HapyuieHus1 M e(peKTH HA MSICTOTO Ha NPUWIOKEHHUE A()‘ )
Actenus N
Ymopa *
OTtox (b(b'
[upekcnust '’ BN

N3caensanus \Q‘

[ToBuienu mnasmenu | [Tosuiiena ankanna | [ToBuieH o6 N

HHBA Ha NPOJIAKTHH® docdaraza'® ounmMpyOouH Q@
Bucoka croiiHOCT Ha $e)
KpeaTuH Q(b
docdokunaza'l QO

Bucoka cTtoriHOCT Ha @
rama- \2\

rnyramuntpanchepa &
io N
3a

Bucoka croiinoct @

I[TMKOYHa KUCCJ} 10

TN
A C Heu3BeCTHA 4eCToTa

hJ
Chcrosinusi, cBbp3anu ¢ 6peMey§dCTTa, POIOBHS M NOCAEPOIOBHS IEPHO
» Cunnpom Ha
OTHEMaHe Npu

@% HOBOPOJIEHOTO (BX.

Ko} Touka 4.6)

4

N

' Knnamano cur &caﬂmo MOBUIIIABAHE HA TETJIOTO € HAOJI0AaBaHO Mpe3 BCUYKU H3XOHU
KaTeropuH Ha ekca Ha tenecHa Maca (MTM). Crieqr kpaTKOCpOYHO JieueHre (Merana Ha
npom:mm/}{o@ow 47 nHW) IOBHUIIIABAHE HA TETJIOTO > 7% CIPSIMO U3XOAHOTO TEJIECHO TETJIO0 € MHOTO
9eCTO (2@ %), > 15% e gecto (4,2 %), a> 25 % e neuecto (0,8 %). [Ipn marmeHT ¢ IBATOCPOIHA
€KCII v (ore 48 ceaMuIM) € MHOTO YecTo HajmaBaHe > 7 %, > 15 % u > 25% oT u3xo1HO0TO UM
Te@o Tersio (choTBeTHO, 64,4 %, 31,7 % 1 12,3 %).

<
QCpe;lHI/I TIOBHUIIIEHUS B CTOWHOCTHTE Ha JIMIUIUTE Ha TiaaHo (001 xonecrepoi, LDL xonecteporn u

TpI/IFJ'II/ILIepI/I}_'[I/I) Ca IMO-BUCOKMU IIpH NAITUCHTH 0e3 JaHHU 3a HApYIICHUC HA U3X0JHAaTa peryjianusa Ha
JIUITUAUTE.

3 Habmogasa ce IIpy HOPMAJIHH M3XOJHHM HUBA Ha T1agHo (< 5,17 mmol/l), kouto HapacTBar 10
Half-BUCOKa cTOMHOCT (> 6,2 mmol/l). [IpoMeHn oT pedepeHTHUTE TPAHHITU B U3XOHUTE HUBA Ha
o0mus xonecTepod Ha riafaHo (> 5,17 - < 6,2 mmol) 1o Haii-Bucoka cToiHOCT (> 6,2 mmol) ca MHOTO
YECTH.
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4 HaGmoaBa ce Ipy HOPMAIHKMTE M3XOJHM HUBA Ha IIaaHo (< 5,56 mmol/l), konTo HapacTBar 10
Hali-BUCOKa CTOWHOCT (> 7 mmol/l). [IpomMeHu B riitoko3aTta Ha IJIaHO COPSIMO TPAaHHYHUTE U3XOTHU
cToiHOCTH (= 5,56 - < 7 mmol/l) no Haii-Bucoka cToiHocT (= 7 mmol/l) ca MHOTO YecTH.

> Habnrogasa ce npy HOPMAJIHUTE U3XOAHU HMBA Ha rIanno (< 1,69 mmol/l), konTo HapacTBaT 10
Hall-BHCOKa CTOWHOCT (> 2,26 mmol/l). [Ipomenu ot pedepeHTHUTE TPAaHUIN B H3XOAHNUTE HABA HA
TpUTIUIEpUANTE Ha TiIagHo (> 1,69 mmol/l - < 2,26 mmol/l) no Hali-BUCOKa CTOWHOCT

(= 2,26 mmol/l) ca mHOTO YecTH.

B KJIMHUYHU NPOYYBAHMS YECTOTATA HA MAPKMHCOHU3BM M JUCTOHUS IIPH TIALMEHTH, JIEKYBAHHU C
OJIaH3alNH, € T0-BUCOKa, HO HE M CTATUCTHYECKH 3HAUMMO pa3indHa oT marebo. JlekyBanute ¢ (b'
OJIaH3aIUH NAallUEHTH UMAT [TO-HUCKA Y€CTOTa HAa MAPKUHCOHU3bM, aKaTHU3Us U TUCTOHUS B CPaBH

C THTPHUPAHU 103U Xanonepuaoi. [Ipu nuncara Ha moapoOHa HHPOPMAIIKS OTHOCHO TPEIXOTH,

aHaMHe3a Ha WHAWBUYyaTHU OCTPU U TapAUBHU €KCTPATUPAMUIHH IBUTATEITHH HapyHIeHI/IﬂO
TIOHACTOSIIEM HE MOJKE J1a CE HANPaBH 3aK/II0UYEHHUE, Ye OJIaH3alHH MPUYHHSBA B ITO-MaJl CIeH
TapJUBHA AUCKWHE3MSI W/UITU IPYTH €KCTPATUPAMUIHU CHMIITOMH. &

>

7 OcTpH CUMIITOMHM KaTO TIOTEHE, MHCOMHHS, TPEMOP, TPEBOKHOCT, TaJIEHE U MOB aHe ca
JIOKJIaABaHU IPYU BHE3AITHO CIIUPAHE HA OJaH3aIlNH. @

8 B KTHHUYIHT npoy4BaHus 10 12 ceaMuLY MIa3MEHUTE KOHIEHTPALH
rOpHaTa rpaHMIla Ha HOPMaJHUS TUara3oH npu npuoam3utenHo 30 9
MalMeHTH, KOUTO UMAaT HOpMaTHa U3X0HA CTOMHOCT Ha MPOJIAKT,
MOBUIIIEHUATA HA CTOWHOCTUTE OOMKHOBEHO Ca YMEPECHHU U OCTAR
rOopHaTa rpaHuIla Ha HOPMAITHUS TAATa30H.

POJTAaKTUH NPEBUILIABAT
JIEKyBaHWUTE C OJAH3aINH

PY IIOBEYETO OT TE3H MMALMEHTH
[IOJ, IByKpaTHaTa CTOMHOCT Ha

? Hexenano C’L6I/ITI/IG, YCTAaHOBCHO OT KHHHH‘IHH&)@'—IB&HI/IH B MHTCIpUpaHaTa 0aza JaHHH 3a
OJIaH3aIluH. \%
10 KaxTto e OLCHCHO OT U3MCPECHUTC CTOI\/'IHOCTI/&w KIIMHUYHHA MPOYy4YBAHUA B HHTCIpUpPAHATa 0aza
JaHHH 3a OJIaH3aIluH.
0
' Hesxenano crbutne, yCTaHOBeHOQQHOHTaHHI/I CHOOILEHUS B IOCTMAPKETUHTOBUS MIEPUOJT C
OornpeacjicHa 4€CToTa, KaTo GKSHO 3BaHa MHTCTpUpaHaTa 0a3a JaHHU 3a OJIaH3aIlrH.
b

12 Hexenano crbutue, OBEHO OT CIIOHTAaHHU CHOOIIEHUS B TOCTMAPKETUHTOBUS TIEPUO]T
C U3YUCIIEHA YecToTa OpHaTa rpanuiia Ha 95% noBepuTeneH HHTEPBaJ, KaTo €
U3II0JI3BaHa HHTeré@HaTa 0Oa3a JaHHU 32 OJIaH3aIlNH.

JHvazocpouna 0&3“14“}1 (none 48 ceomuyu)

IIpn naun'e& , KOUTO UMaT HEXKEJIaH!, KITMHUYHO CUTHU(UKAHTHU IPOMEHH B HAJ|IaBAaHETO HA
TErJo, B Ha BpEMETO ce MoBHIIaBat Iiroko3ara, oommsat/LDL/HCL xonectepon wim
TPUIJL uaute. [Ipu Bp3pacTHU mManneTH, KOUTO 3aBbpIIBaT 9—12-MeceqHo iedeHre, YyecToraTa Ha

Ha[s HC HAa CPCAHUTC CTOMHOCTHU Ha KpbBHATA 3aXap HaMaJisiBa CIIC HpI/I6J'II/ISI/ITeJ'IHO 6 Mecena.

&nmﬁumeﬂﬁa uHghopmayua 3a_ cneyuaniny nonyIayuu
B ximHWYHY TpOYYBaHUS P MAIMEHTH B HAIIPeIHAIA BB3PacT C IEMEHIH JISYEHHUETO C OJTaH3aIiH
ce CBBP3Ba C MO-BHUCOKA YECTOTA HA CMBPT U MO3bYHOCHIAOBH HEXKEITAHHU PEAKIINH B CPAaBHEHHE C
iane6o (Bk. cbiio Touka 4.4). MHOro uecTu HeXellaH! peakiiy, CBbP3aHu ¢ yrnoTpedarta Ha
OJIaH3aIMH MPH Ta3u rpyIa NalueHTH, ca a0HOPMHA MOXO0IKa U najaHus. Yecto ca HaOmogaBann
THEBMOHHS, TIOBUILICHA TEJIECHA TEMIIEpaTypa, JIETapTusl, EpPUTEM, 3PUTEIHU XATIOIUHALUHN U
MHKOHTHHEHIIVSI Ha ypUHAa.
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[Ipn KIMHUYHY TPOYYBAHUS C MAIUEHTH C JIEKAPCTBEHOMHIyIIpaHa (JOMTaMUHOB arOHUCT) TICKX034,
cBBp3aHa ¢ 6onecrra Ha [lapkrHCOH, MHOTO YECTO | ITO-YECTO B CpaBHEHHE C TUIaIedo ca JTOKJIaBaHu
BIomaBaHe Ha [lapkuHCOHOBaTa CUMOTOMATHKA U XATIOI[MHAIIH.

[Ipu eHO KITMHUYIHO MPOYYBAHE C MAIESHTH ¢ OUTIOJISIpHA MaHHS KOMOMHHPAHOTO JICUCHHE C

BaJIIIPOAT W OJIAM3AIMH BOJX J0 YeCTOTa Ha HeyTporeHusnTa 4,1%; moTeHnuaneH cpaencTranl pakTop
MO’ J1a ca BUCOKH TUIa3MECHU HUBA Ha Bajmpoar. Onan3anuH, MPUIoKEH C TUTHH WIK BaJlIIpoar,

BOJIM JI0 TIoBHIIIeHa YecToTa (>10%) Ha TpeMop, CyxoTa B yCTara, HOBUIIICH alleTUT U TIOBUIIABaHE Ha
Ternoto. Hapymienue B roBopa ChIINo € T0KIaiBaHo YecTo. [Ipu eueHune ¢ oan3anuy B KOMOWHAITHSI

C JINTUH WU TUBAJIIPOCKC ce HaOII0AaBa MOBHUILIEHUE C > 7% OT M3XOIHOTO TEJICCHO TETJIO MPU

17,4% OT manmeHTHTe 0 BpeMe Ha OCTPOTO JedeHue (1o 6 cenmuiu). [IpoabKATETHOTO JIedeHne (b
oan3anuH (o 12 mMecerna) 3a Mpo¢MIakKTHKA Ha PEIHUINB TP MAMCHTH ¢ OHUTIOIIPHO Pa3CTPOIC

€ CBBP3aHO C MOBHIIEHHUE € >7% OT U3XOJHOTO TEIECHO Tero npHu 39,9% oT manmeHTuTe. «Q
Ileduampuuna nonynayus O
Omnamn3anyH He € T0Ka3aH 3a JISYeHUeE TIPH Jielia 1 IoHoIH noj 18 roaunu. Makap na He
MPOBEKIAHU KIMHUYHK MTPOYYBAHUS 32 CPABHSABAHE HA FOHOIIUTE C BH3PACTHUTE, TE OT
MPOYYBAHUATA TIPU FOHOIIIN Ca CPABHEHHU C TE3U OT MPOYYBAHUATA MPH BmpaCTH{}‘

Crnennara Tabnuia 0000IaBa HeXXeTaHUTE PEAKINH, ChOOIaBaHH C MO-TO YecToTa Mpu
MAIMEeHTH B IOHOIIECKa Bb3pacT (Mexay 13 u 17 roguHu), OTKOIKOTO 11 @ 3pacTHU NALUEHTH, WU
HE)KEJIaHU PEaKINU, KOUTO Ca YCTAHOBEHU CaMO IIPU KPaTKOCPOUHH WYHU POYYBAHHUS C
MalMeHTH B I0HOMIECKa Bb3pacT. KIIMHIYHO CHrHU()UKaHTHO MTOBH € Ha TersoTo (= 7%)
u3riex/a ce Habmo/aBa Mo-4ecTo B MOMyJIAlMATa Ha IOHOIINTE'R $PABHEHUE C Bb3PACTHU ChC
CpaBHHMMa €KCIIO3UIU. CreneHrta Ha HagaaBaHE Ha TEIJIO U [@bT Ha MalfMCHTHUTC FOHOIIN, KOUTO
MMaT KIMHMYHO 3HAYMMO HaJUIaBaHE Ha TETJI0, ca N0-Tog@Y IIPU NPOIBIUKUTENHA €KCIIO3HIMS (TTOHE
24 ceqMuLM), OTKOJIKOTO IIPU KPAaTKOCPOUHA eKCHO3I/ILII/§\

[Tpu BCsiKO TpyMUpaHE B 3aBUCHMOCT OT YECTOTAZPACKETAHNTE PEAKIIUH Ca TPEJICTABCHN B HU3X OIS
pell TI0 OTHOIIICHHE Ha TAXHATA CepI/IO3HOCT T THUTE 32 YeCcToTa ca Je(hMHUPAHU KAKTO CIIe/IBA:
MHOTO YectH (> 1/10), wectr (> 1/100 mo < «

Hapyumenuss Ha meTa0oau3mMa u X 1eTo
Mmnoeo wecmu: TloBuiaBane Ha TerXTO'?, OBHUIIIEHN HUBA HA TPUIJIMLEPUIH'?, TOBUILIEH AMETHT.
Yecmu: Tosuiienu HuBa Ha xQAecsepon '’

Hapymienus Ha HepBHATA eMa
Mnozo wecmu.: Cenupane YUTEJIHO: XMIIEPCOMHHUSL, JIETAPTHsl, COMHOJIEHTHOCT).
CToMalHO-4YpeBHH fienus

Yecmu: CyxoTta B Y

Xenmo-ﬁnnngge}lapymeﬂnﬂ

Mnoeo uecmu @)OBuieHns Ha yeproapoOHUTe aMUHOTpaHcepazu (ALT/AST; Bk. Touka 4.4).
I/Isc.nezma,@
Mnozo :&gtu: Hamanen o611 6unupy6us, nosumena GGT, HOBHIICHH [UIa3MEHN HUBA HA
16
po. H°.

ag

Q@Enen KpaTKOCPOYHO JIeUeHHe (MearuaHa Ha MPOABIHKUTEIIHOCT 22 JTHH) TIOBUIIIABaHE HA TETJIOTO

> 7% ot m3xoaHOTO TenecHo terio (kg) e maoro gecto (40,6 %), > 15% OT U3XOAHOTO TEIECHO TETIIO
e uecto (7,1 %), a> 25 % e uecro (2,5 %). [Ipu pparocpouna excrio3utus (one 24 cenmuim) 89,4 %
Haagasat > 7 %, 55,3 % waggasat > 15 %, a 29,1 % "HagnaBaT > 25% 0T U3XOJHOTO CH TEJICCHO
TEerJo.

14 HaGmomaBar ce 3a HOpMaJIHM M3XOJHU HKMBA Ha riaafano (< 1,016 mmol/l), KouTo HapacTBar 10 Haii-
BUCOKa cTolHOCT (> 1,467 mmol/l), u mpoMeHH OT pe)epEHTHHUTE IPAHUIIN B H3XOJHUTE HUBA Ha
TpUIHIEPUANUTE HA TagHo (> 1,016 mmol/l - < 1,467 mmol/l) mo Hali-BHCOKa CTOWHOCT

(> 1,467 mmol/l).

29



5 TIpoMens B M3X0HATE HUBA HA OOIIMS XOIECTEPOII HA TIIAJHO CIIPsAMO HopManHute (< 4,39 mmol/l)
JI0 Haii-BHcoKa cToiHOCT (> 5,17 mmol/l) ca HabnronaBanu yecto. [Ipomenn ot pedepeHTHUTE
TPAHUIY B M3XOJHUTE HUBA HA OOIIHS X0JIeCTEepOII Ha raamHo (> 4,39 - < 5,17 mmol/l) no Haii-BuCcOKa
cToiHOoCT (> 5,17 mmol/l) ca MHOTO YecTH.

16 TToBumeny na3MeHy HUBA Ha MIPOJIAKTHH ca NOKIaaBaHu Ipu 47,4% OT MalMeHTHTE B FOHOIIECKA
BB3pAacT.

4.9 Ilpeno3upane

Ipusnayu u cumnmomu <:®

MHoro 4ecT CUMIITOMH NpH Nipeao3upane (dectota > 10%) BKIIOUBAT TaxUKapaus, @
BB30y/a/arpecuBHOCT, TU3APTPUSL, PA3IUYHU €KCTPAIMPaMUIHI CUMIITOMU M HapylLlIeHHue Ha Q
CBH3HAHHUETO, BApUPALIO OT CEAUPaHE O KoMa. O

Jpyru MeAMLIMHCKY 3HAYUMHU [TOCIIE UM Ha IPEI03UPAHETO ca AP, KOHBYJICHUH, KO gSMO)KGH
HEBPOJICIITUYCH MAJIMTHEH CUHAPOM, IIOTUCKAHC HAa JUIIAHETO, aCIupalua, XUIepT: 501041
XUIIOTOHUS, pUTBMHHU HapyleHus Ha cbpueTo (< 2% oT ciiydanTe Ha Mpeo3upage
KapIuoIlyJIMOHapeH apecT. DaTalHu NocIeIUIU ca JOKIIaABaHH IIPU OCTPO IT UpaHe ¢ 103a 0T
nopsiibka Ha 450 mg, HO CBHIIO € AOKIJIaJBaHO MPEKUBSIBAHE CIIE] OCTPO II paHe ¢

MPUOIM3UTETTHO 2 g OJIAH3aMKH TePOPAITHO. @
Jleuenue rb !

3a onanzanuH HAMa crienuduyeH antuaoT. He ce mpenopbuBa n€S)M3BUKBaHE Ha MOBpbIane. Morat
Ja ObaT MOKa3aHW CTAaHIAPTHUTE MEPKH 3a JICUCHUE Ha npe@ypane (T.e. croMamnIHa MPOMHUBKA,
npHeMaHe Ha aKTUBEH BBIVICH). ETHOBPEMEHHOTO MpuiIargpe Ha akTHBEH BBIICH € ITOKa3aI0
HamaJsBaHe Ha NepopaiHarta OMOHAIMYHOCT Ha onamau%ﬂ ¢ 50 no 60%.

TpsiOBa na ce 3am0YHE CHMITOMATHYHO JICYCHUE OCIIe/IsIBaHE HA JKU3HEHUTE PYHKINU B
CBOTBETCTBHUE C KIMHUYHOTO ChCTOSHHUE, BKII JTHO ¥ JISYCHNE Ha XUTIOTOHUATA U IUPKYIATOPHHS
KOJIAIIC ¥ MOAJPHKKA Ha IuXareiHara GyH ¥ Jla HE ce u3mon3BaT afpeHaINH, JOTIAMHUH WIH APYTH
CUMIIATUKOMUMETHYHU CPEJICTBA C 6eTg—a§Q CTHYHA aKTUBHOCT, Thil KaTo OeTa-CTUMYIAINATa MOXKE
JIa BIIOIIN XUIIOTOHUsITAa. MOHUTOPHD, Ha ChP/IEYHO-CHI0BATa CUCTEMA € HEOOXOIMMO 3a
yJIaBsiHE Ha BH3MOXXHHU apuTMUU. B TEJTHOTO MEIAMIIMHCKO HAOIIOICHUE U MOHUTOPUPAHE TPsOBa
Jla TIPOIBIDKHU 10 BL3CTaHOBﬂBa;<TQ Ha IarnueHTa.

O

5.  ®APMAKOJIO U CBOMCTBA
5.1. d)apMalco&Q%m}m CBOIICTBA

dapmakoTe TUYHA Ipyna: Jua3zenuHy, okcazenuay U THazenuHu ATC xox: NOSAHO3.

cbaww@ummuquu egexmu

On @ MH € aHTUTIICUXOTHYHO, aHTUMaHUIHO 1 CTaOMIIM3UPAIL0 HACTPOSHUETO CPEACTBO, KOETO

@&Ba HIMPOK (apMaKoJOTHICH MPOQUIT M0 OTHONICHHUE Ha MHOXKECTBO PEICTITOPHHA CHCTEMH.

QB NPEKJIMHAYHU IPOYYBaHUA € JI0Ka3aH apUHUTETHT Ha OJIaH3AIMH KbM PEeIUlla PEUENTOPH
(K; <100 nM) 3a ceporouun 5 HT2anc, S HT3, 5 HTg; momamun Dy, D, D3, D4, Ds; xonmuaepruanu
MyCKapuHOBH perientopu M -Ms; anda;- agpeHeprudnu; 1 XucTaMruHOBH H perientopu.
IIpoyuBaHusTa C OJIaH3aNMH BbPXY OBEJICHUETO HA XKUBOTHU Noka3Ba SHT, nonamuHOB 1
XOJMHEPTHYEH aHTarOHU3BM, OTTOBAPSAL] Ha PELENITOP-CBBP3BaIIHs podu. /n vitro oJaH3anuH
MOKa3Ba Mo-royisiM aQUHUTET KbM cepoToHuHoBUTE SHT,, 0TKOIKOTO MomamMuHoBHTE D, perientopu u
no-ronsima 5 HT, akTUBHOCT B cpaBHEHME ¢ D2 aKTUBHOCTTA NPH iA Vivo MOJIEIH.
EnexTpodu3nonornuHuTe U3CieABaHUS MOKa3BaT, Y€ OJaH3alMH CEJIEKTUBHO HaMaJIsIBa
aKTHBUPAHETO Ha Me3oymMOngHuTe (A 10) JOMTaMUHEPTUIHA HEBPOHH, KaTO B CBHIIIOTO BPEME €PEKTHT
My BBbpXY IBTHIIATA B CTpUATyMa, yyacTBallyd B MOTOpHUTE QyHKUUH (A9), e Manbk. OnaH3anuH
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HaMaJIiBa KOHIUITUOHHUPAHWA OTTOBOP Ha 0T6}II‘BaHeTO, KOCTO € TCCT, IIOKA3aTCJICH 3a
AHTHUIICUXOTHUYHA aKTUBHOCT B IO3H IMO-HUCKHU OT TE3U, BOACIIHN N0 KATAJICIICUA, KOCTO € XapaKTEPHO
34 MOTOPHHUTEC HCIKCIIAHU e(beKTI/I. 3a pas3ivKa OT HAKOU APYTY aHTUIICUXOTUYHU CPEACTBA, OJIaH3allnH
yCuijiBa OTTrOBOpa B YCJIOBUA Ha ,,aHKCI/IOHI/ITI/I‘leH” TECT.

IIpoyuBanus ¢ mozutpoH-mucuoHHa Tomorpadus (PET) mpu 3npaBu m1oOpoBoy, OJaH3auH B
eAMHUYHA nepopanHa 1o3a (10 mg) mokassa mo-roysiMo cBbp3Bane ¢ SHT24, B cpaBHEHHE C
nmonamuHOBHTE D> perienitopu. OcBeH TOBa, 00pa3HO M3CICABaHE Upe3 eAUHNIHA (DOTOH-eMHCHOHHA
koMImroTbpHa ToMorpadust (SPECT) mpu nmaruenTH ¢ mm3odpeHns moKaspa, ue IpH MallieHTHTE
YyBCTBUTEIIHU KbM OJIaH3aIIMH UMa [T0-MaJIKoO cBbp3BaHe ¢ D, B cTpratyMa B cpaBHEHHE C

MAaIMEHTHUTE, YyBCTBUTEIHU KbM JAPYTH aHTUIICUXOTHYHH CPEJCTBA M PUCIIEPUIOH, KATO Ta3H HaXO a(b.
€ CpaBHMMA C Ta3W MIPH KIIO3AIMMH-IyBCTBUTEITHUTE MAI[UEHTH. }J@

Knunuuna egpuxacrocm & Q
B nBe ot aBe m1a1e00-KOHTPOJIUPAHU U B IBE OT TPU CPABHUTEIIHUA KOHTPOJIUPAHU MPOYY npu
noBeue ot 2 900 marnueHTH ¢ MU30(PEHUs, IPOSBEHA KAKTO C HATMYMETO Ha MOJIOKUTCRENTY TaKa

OTPULATECIIHA CUMIITOMH, OJIAH3aIIMH ITOKa3Ba CTaATUCTUYCCKU 3HAYUMO HOILO6peHPIC WT Ha
HCTaTHUBHUTC, TaKa U HA IO3UTUBHUTC CUMIITOMU.

B MynaTHHAIMOHAIHO, JBOWHO-CIISIO, CPABHUTENHO IPOYYBAaHE BHPXY IIN3 usTa,
mu30aheKTUBHATE WK TIOAO0HH HapyIIeHus, BKIrouBamo 1 481 nanyen PaznuyHa CTENEH Ha
CBBp3aHU C TOBA CHMIITOMH Ha Jienpecusi (M3X0Ha CpeHA CTOMHOCT 0 CcKajaTa Ha
Montgomery-Asberg 3a knacudummpaHe Ha ACMPECUATA), TPOCTIEK s1 BTOPUYCH aHAIHN3 Ha
NPOMSIHATa HA U3XOIHUS CIIPSIMO KpaHUs CKOp Ha HACTOCHHUET a3Ba CTATHUCTHYECKH 3HAYNMO
nonoopenue (p=0,001) B mon3a Ha onan3amnuH (-6,0) CHpHMO@ﬂCQ'JepI/I}IOH (-3,1).

[Tpu manueHTH ¢ MAaHUWHH SMTHU30/I1 WA CMECCHH enmqegrpn OWIoNIapHY Pa3CTPOICTBA, OJNAH3AIHH
MOKa3Ba MO-BUCOKA €(PEKTHUBHOCT KaKTO CIPSIMO IUIagg00; TaKka U CIIPSMO BAINPOAT CEMUHATPHIMA
(nMBanIpOCKC) B HAMAJIIBAHE HA CUMIITOMUTE Ha &ﬁi{ 3a mosede o1 3 ceamuiy. OIaH3aIuH CHIO
MOKa3Ba CPaBHUMA € XAIOMEPH 0T ehUKACHOC a3eHa ¢ YacTTa MalUeHTH, MOTYYMIH PEMUCHS Ha
CHUMIITOMHU Ha MaHHS U Ha Jienpecus 3a 6 U MUIIM JieueHue. B nmpoyuBaHe ¢ ojaH3amvH B
KOMOWHAIIMS C IUTHIA WA BaJIIPOAT 33 M yM 2 ceaMuIy, 100aBsHETO Ha oaH3anuH 10 mg
(KOMOMHHUPAHO JICYCHHUE C JINTHH HITH quﬂpoaT) € JIOBEJIO JIO MO-TOJIIMa PEyKIHMs HA CHMIITOMUTE Ha
MaHHs B CPAaBHEHHUE ChC CAMOCTOST 0 MPUIOKEHHUE HA JIUTUH WM BAIIIPOAT CJIe] 6 CEAMUITH.

B 12 meceuno npoyuBaHe mp HIAKTHKA HA PELMIMBY HA MAHUIHHY €IM30/1H, TIPUITAIIIEHTH,
MOJIYYUIIA PEMUCHS TIPH JIE € C OJIaH3allMH U PaHJIOMU3HMPAHU Jia 10Jy4aBaT OJIAH3AIINH WU
iane0o, oJaH3aIuH € CTaTUCTUYECKH 3HAUMMO NPEBB3XOJICTBO CIIPSIMO I1J1a1iedo 1o
OTHOLLIEHUE Ha IIbPB ¢ KpaliH1 TOYKH 3a IPOo(pHUIaKTHKA Ha PEUINBU HA MAaHUITHN €TU30/11 TIPU
OUIIOIISIPHO p%cm(@b 0. OnaH3anyH ChIIO € MOKa3aJl CTATUCTUYECKH 3HAYMMO NPEANMCTBO CIIPSIMO
iane6o mo 0TH®eHI/Ie Ha IIPEIOTBPATsBaHE HA PELIUIUBU KAKTO Ha MaHHUs, TaKa U HA JETPECUs.

IIpu BTOpK&V!CC@‘IHO MpoyYBaHEe MPpH MPOPIIIAKTHKA PEIUINBA HA MAHUWHN €ITU30IH, TTallUCHTH,
MIPH KOQ € TIOCTUTHATA PEMUCHS ¢ KOMOWHUPAHO JISYCHUE OJaH3AIMH U INTHH, PaHIOMH3UPAHH J1a
I10JI T OJIAH3AIIMH WX JINTUH CaAMOCTOSTENIHO, OJIaH3aIlMH € IT0Ka3ajl He MO-TOJISIMO

XOJICTBO CHPSIMO JINTHH 110 OTHOIICHHWE HAa MbPBUYHUTE KPAHHHU TOYKH 3a MPO(UIaKTHKA HA
WIWBY Ha OUIIONIAPHO pa3cTpoiicTBo (onman3anud 30,0%, mutwii 38,3%; p=0,055).

[Ipu 18-MeceuHo poyuBaHe HA KOMOMHUPAHO JICYeHUE HA MAHUITHU WITH CMECEHU EMTU30.U MPH
NalMeHTH, CTAOMIM3UPAHH C OJIAH3AIMH IUTIOC JIEKapCTBa CTA0MIU3UPAIIN HACTPOSHUETO (JINTHH WK
BaJIIIPOAT), MPOABIKUTEIHOTO JICUEHHE C OJIAH3AIHMH, CbBMECTHO C JIUTUH MJIM BAIIIPOAT HE €
CTaTUCTUYECKHU I0-100PO CIIPSIMO JIUTUI WM BAJIIIPOAT CaMOCTOSITEIHO, [I0 OTHOLIEHUE OTJIaraHe Ha
000CTPSHETO Ha OUIIOJISIPHOTO PAa3CTPOICTBO, CHIVIACHO KPUTEPUUTE 32 CUHIPOMA.

Ileduampuuna nonynayus
OnutsT npu 1oHOIH (BB3pacT 13 1o 17 roguHn) € orpaHuyeH A0 KPaTKOCPOUHHU JaHHHU 32
e(eKTUBHOCT NpH mu3ohpenus (6 ceAMUIN) U [IPU MaHuUs, CBbp3aHa ¢ OUITONSPHO Pa3CTPOICTBO TUI
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I (3 cenmumm), ipu mo-manko ot 200 roHomr. OaH3anuH € U3NoJ3BaH KaTo (irekcubmiTHa 1032,
3anoyBara oT 2,5 u cruramia 10 20 mg/auesHo. [Ipu JeueHne ¢ onaH3amnyuH IHOIUTE HalAaBaT
CUTHU(HMKAHTHO TIOBEYE Ha TETJIO B CpaBHEHHE C Bh3pacTHUTE. CTEeNeHTa Ha IPOMEHH B OO
xozectepon, LDL xonecteposna, TpUMIIMIEpUANTE HA [VIAAHO U POJaKTHHA (BXK. TOUKH 4.4 u 4.8) e
MO-TOJIsSIMA TIPH FOHOIIH, OTKOJIKOTO MPH Bbh3pacTHU. HsiMa naHHM 3a moaabpikaHe Ha edekra, a
JTAHHUTE 32 JBJITOCPOYHATa OE30TaCHOCT ca OrpaHudeHH (BXK. TOUKHU 4.4 u 4.8).

5.2 ®apmMakoKMHETHYHH CBOWCTBA

Abcopoyus

OnanzanuH ce abcopbmpa g00pe ciie] MepopaaTHo MPHIIOKEHHE KaTO TOCTUTa MaKCHMAITHH HH&SME%@
KOHIIEHTPAIH MEXIY 5-us 1 8-ust gac. AOcopOIusITa He ce MOBIMABA OT IPHEMa Ha XpaHa. @
AOcomoTHaTa OMOHATMYHOCT CJIEH IEPOPATTHO MPHUIIOKEHNUE B CPABHCHUE C HHTPABEHO3HO Q

MIPHUJIO’KEHUE HE € OIpeIerisHa.

O
Pasnpeoenenue Q
CBbp3BaHETO Ha OJAH3AIMH C IJTa3MEHUTE MPOTEUHHU € OKoJI0 93 % mpu KOHueHTpau@»B nIuarna3oHa
ot 7 o okoiio 1 000 ng/ml. OnaH3anuH ce CBbP3Ba IJIABHO C AJIOYMUHA U C OL1-KRCCRAIS
TJIMKOTIPOTEHH. é‘

%)
Buompancoopmayus Q&
OnaH3anuH ce MeTaboIN3upa B YePHUS Ipo0 Upe3 KOHIOTUPAHE U OK Hue. [ TaBHUAT META0OIUT B
KpbBTa € 10-N-TrIroKOpOHHI, KOHTO HE IpeMUHaBa IIpe3 KPhbBHO- HaTa Oapuepa. 3a
o0Opa3zyBaHeTo Ha MeTa0OIUTUTE N-IIE3METHI U 2-XUAPOKCUMET onpuHacsT nuToxpomu P450-
CYPI1A2 u P450-CYP2D6. In vivo u nBata MeTa0b0JINTA HOK?@.T HAYUTETHO MMO-HUCKA
(hapMaKoJIOTHIHA AKTHBHOCT, OTKOJIKOTO OJIaH3AINH B Hs(@uBaHI/m TIpH KUBOTHU. | TaBHaTa
Q)apMaKonoquHa AKTHUBHOCT C€ OBJIDKHW HA U3XOAHUA OI@&HI/IH.

Enumunupane \>‘®
Cren mepopaiHO MPHIOKEHUE, CPSTHHAT TEp €H eJIMMUHAIIMOHEH TOJTy’)KUBOT Ha OJaH3aIuH
1pH 3ApaBH LA BAPHPA B 3aBUCHMOCT 0T EBEPACTTa M IOJIa.

J
IIpu 31paBu UHAUBUIX B HAIIpEAHAI acT (65 T. ¥ MoBeye) CPeAHUAT ENUMUHAIIMOHEH
MIOJTY’KUBOT € YABIIKEH B CPDABHCHH o-muaaute nHauBuan (51,8 cpenry 33,8 gaca), a KIIUPBHHCHT €
HamaureH (17,5 cpemty 18,2 l/qa&@apMaKOKHHeTI/I‘IHaTa BapHEOWITHOCT, KOSITO Ce HAaOIII0IaBaT pH
WHIMBUJINTE B HAIIPEIHAIIA B CT HE ce OTIIMYaBa OT Ta3W NpH Mo-Miaaute nHauBHIM. [Tpu 44
MaIUEHTH ¢ MU30(hPEeHNUs 3pact Hajl 65 T. 1031 oT 5 110 20 mg/neH He ca OWIM CBBP3aHH C
HSIKaKbB pa3inieH npo@ HE)KeJIAHU ChOUTHA.

IIpu xeHn cpean HQHMHHauHOHeH TIOJTYKUBOT € JIEKO YabJpKeH (36,7 cpemry 32,3 gaca) B
CpaBHEHUE C T| PH MBKETe, a KITUPBHCHT € peayuupad (18,9 cpemty 27,3 1/49ac). Benpeku ToBa,
npopuIbT OIMacHOCT Ha osiaH3anuH (5-20 mg) e cpaBHUM MeXIy KeHuTe (n=467) 1 MbKeTe

(n:869).c'}
Ebéﬁbgo yepexcoane

\&yCTaHOBeHa 3HaYMMa pa3jifKa B CPeIHUS eIMMUHAIIMOHEH MOyXuBOT (37,7 ciipsimo 32,4 gaca),

kTO U B KiupbHca (21,2 cipsimo 25,0 1/9ac) Mex iy malMeHTHTe ¢ yBpeneHa 0b0pevHa QyHKIHs
(xpeaTuHnHOB KiaupbHC <10 ml/min) u 3apaBute unauBUAKM. [IpoyuBanusTa nokassar, ue okoso 57%
oT OemsI3aHus C paliOaKTUBHY U30TOIM OJIaH3aIIMH CE YCTAHOBSBA B YpUHATA TJIaBHO 1Mo (popMmara Ha
METa0OJIUTH.

Ilvwauu
[Ipu my1rayu ¢ JIeKOCTENCHHA YePHOAPOOHA AUCPYHKIINSA, CPSAHUAT SITMMUHAIIMOHCH ITOJTY)KHBOT

(39,3 uaca) e yabiokeH, a KIupbHCHT (18,0 1/uac) HaMaleH, B cpaBHEHHE ChC 3PaBU HEITyIIAYH
(cvotBeTHO 48,8 yaca u 14,1 1/gac).
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IIpu Henmymayu (MBXKe U )KCHH) CPEITHUAT STUMUHAIIMOHEH ITOTYXKUBOT € yabiikeH (38,6 ciipsimo 30,4
yaca), a KIIMPBHCHT € HamalieH (18,6 cpemry 27,7 l/gac) B cpaBHEHHE C ITyIIadH.

[Ina3MeHusT KIUPHHC HA OJAH3AIKH € MO-HUCHK MPH MAIMEHTUTE B HAIIpEAHANA BB3PacT, B
CpaBHEHHE C MMO-MJIaINTE WHIUBUIM, TIPH KEHHUTE B CPABHEHHE C MBXKETE, KAKTO U MPH HEITyIIAYnTe B
CpaBHEHHE C IyIIadynTe. BhIpekn ToBa, 3SHAYMMOCTTA Ha BIUSHUETO HA BH3PACTTA, TI0JIA HITH
MYIICHETO BhPXY KIMPBHHCA Ha OJaH3aIlMH U BHPXY HETOBUS MOTYKUBOT € TBHPJIC MajKa, B CPAaBHEHUE
¢ o01mrara BaprabITHOCT MEXY OT/IITHUTE HHIUBHUIM.

Hee YCTaHOBCHA pa3JiiKa BbB (1)apMaKOKI/IH€TI/I‘{HI/ITe napamMeTpu npu NpoydBaHus IMPOBCICHU C

€BpOIEUIH, IMOHUY U KUTANLH. @(b

Ileduampuuna nonynayus &Q
HOuommm (Bb3pact 13 mo 17 rogunan): ®apmMakoKUHETHKATA Ha OJIAH3AIMH € M000HA TIPH g@un u
BB3pACTHH. B KIIMHIUYHY MPOYYBaHUS CpelHATA eKCIIO3UIIMS Ha OJIAaH3AIKH € OKOJIO 27‘%\ -BHCOKa
npu roHomu. Jlemorpadckure pasnuuus MeKAy FOHOIIU U Bb3PACTHU BKIIOUBAT no—}@xo CpeaHo
TEJIECHO TEeTJIO M MO-MabK Opoil mymaun npu roHommte. [logo0Hu hakTopn e BR3IMOIKHO Aa
ChJIICICTBAT 3a MO-BUCOKATa CPEIHA €KCIIO3ULMS, Ha0I0JaBaHa P FOHOLIH. @Q‘

5.3 IlpeakIUMHUYHM JAHHU 32 0€30IACHOCT Q&
Ocmpa (npu edunuyna 003a) MOKCUYHOCH QQ) 2
[pu3HaIMTe Ha TOKCUYHOCT MPH MIEPOPAJICH MIPHUEM IIPH rpU3ay a XapaKTepHH 3a MOIIHUTE

HEBPOJICITULN: XUIIOAKTUBHOCT, KOMa, TPEMOD, KIIOHHYHH KQEPRYNCHH, CaTUBaLKs, U IOTHCKAHE Ha
HaanaBaHeTe. CpeIHUTE JIETAIHU 103U ca npuoan3uTenHo] " mg/kg (3a mumkn) u 175 mg/kg (3a
urbxoBe). Kyderara nonacsaT equnnyHa 1o3a 10 100 m €3 J1a ce HaOJro/1aBa JIETaJeH U3XO0/I.
KbM KIMHUYHHATE IPU3HALM CIIAAaT CEAUPaHe, aTaKqgy), TPEMOP, YCKOPEH ChPAEHEH PUTLM,
3aTpyJHEHO AMILIAHEe, MU03a, U aHopekcus. IIpu M&@MyHM eIMHUYHY niepopainu 103u 10 100 mg/kg
BOJIST JIO IPOCTPALIUS, & BACOKUTE JI03U H 10 Ha 3ary0a Ha Ch3HAHHE.

Toxcuunocm npu MHO20KPAMHO I’lDLUlOg{C@Q@

B npoyuBaHus BEPXy MUIIIKHU C TIPOJT €THOCT J0 3 Mecela U BbPXY IUTBXOBE M Ky4eTa C
MPOABIDKUTEITHOCT ChOTBETHO JI0 1 Ha, npeoliiagaBaiy epektu ca noruckane Ha [{HC,
AHTUXOIIMHEPTUYHHU ePeKTH U NigpuepHN XeMaTOIIOTHYHH HapyIllIeHus. Pa3BuBa ce Toiepanc KbM
notuckanero Ha [THC. Ilapa T€ Ha pacTe)ka HaMalsIBaT Mpu BUCOKH J03U. [Ipu mrbxoBeTe ca
HaOJro1aBaHu 00PaTUMH € 1, KOUTO ca B Pe3yJITaT Ha MOBUIIIEHN HUBA HA TIPOJIAKTHHA U
BKJIFOYBAT: HAMAJISIBAHE TO Ha SUYHUIIUTE U MaTKaTa, KaKTO M MOP(OIOTHYHH TPOMEHU BHB
BJIATJIMLIHUS €IIUTE, MJICUHHUTE HKIIE3U.

XeMamOﬂOZMUH@OKCMHHOCWl
Edexru BB, MaTOJIOTUYHUTE MapaMeTPH CE YCTAHOBSBAT ITPH BCUYKHU M3CIICJBAHH BHUIOBE
KUBOTHHU, :ﬁ{ YUTETHO J1030-3aBUCHMO TIOHWKCHHUE Ha LIUPKYJIUPALIUTE JICBKOIMTH TP MHUILKHA U
Hecre YHO HaMaJIeHUE Ha OpOst Ha IIUPKYJIMPAIIUTE JCBKOIUTUTE TIPH IUIHXOBE; HE C&
yCT BaT o0ayve JJ0Ka3aTeJICTBa 32 KOCTHOMO3bYHA IIUTOTOKCUYHOCT. [Ipu orpanmueH Opoi
a, JIeKyBaHM ¢ 1031 0T 8 win 10 mg/kg/nen (o01ara eKCro3uIKs Ha OJaH3aIMH [TUIOI 0]

Bara] € 12 no 15 mbpTH MO-BUCOKA OT Ta3| NP YOBEKa, IIPU IPHUEM Ha 703a OT 12 mg AHEBHO), ce
Ha0II0]aBa 00paTUMa HEyTPOIICHUS, TPOMOOIIUTOIICHUS MM aHemus. [Ipyu MuToneHNYHU Ky4deTa He
ca HaOJIr01aBaHU HEXKENaHU €()eKTH BbPXY MPOTEHUTOPHHUTE KICTKY WK MPOIU(PEPUPALTUTE KISTKU B
KOCTHHSI MO3BK.

Penpooykmuena moxcuunocm

Onan3anvH HiIMa TepaToreHeH edekT. Cenanusra MOBIUsABa KYTyJTaTHBHUTE CIIOCOOHOCTH Ha
MBKKHUTE IUTbX0BE. [10JI0BUAT IMKBII Ce 3acsra npu a03u ot 1,1 mg/kg (3 mbTH M0-BUCOKHU OT
MaKCHMAaJTHATa JI03a IIPU X0paTa), a pepPOAYKTUBHUTE IMapaMeTPH ca 3aCETHATH NPH TUIHXOBE, Ha
KOHUTO € JaBaHa 103a oT 3 mg/kg (9 mbTH HO-BHCOKA OT MaKCHMaJIHATa J03a IIpX Y0BeKa). B
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IOKOJICHHUETO Ha IINIBXOBETC, HA KOUTO € JaBaH OJIaH3aIIMH CC Ha6n}0z[aBa 3a0aBsHE B Pa3BUTUECTO Ha
Ij104a 1 IMpE€EX0JHO HaMaJIABaHC Ha HUBOTO Ha aKTUBHOCT Ha MAJIKUTE )KUBOTHH.

Mymaeennocm
OnaH3anvH He € MOKa3ajl MyTareHHOCT FITH KJIIaCTOT€HHOCT, TIPH MPOBEICHUTE MIBIIHU CTaHJAPTHU

TECTOBE, BKITIOYBAIY OaKTepHAITHUS MYTAIlIOHEH TECT | i1 Vitro 1 in vivo TeCToBeTe MpH O03alHUIIH.

Kapyunozennocm
PesynratuTe OT H3ciieBaHUATA BHPXY MHUIIIKHU H IDTHXOBE BOJAT A0 3aKIIOYCHHUETO, Y€ OJIAH3aIMNH He

[§] KapIII/IHOFCHCH.
@’b
6. OAPMAIEBTUNYHU JAHHHA @
KR

6.1. CnucbK HA NOMOLIHUTE BellleCTBA

Aopo na mabremxkama *
a0

JlakTo3a MOHOXHIpAT

HapeBuyHO HULIECTE @szs

XUAPOKCUIIPOIINI LIEITYJI032
Marunesues creapar @

Tabremna obsuska Q)Q
Opadry I 65510, ChABPIKAIIO: Q(b
Xumpomenosza (E464) @
Turanos nuokcun (E171)
Jlakto3a MOHOXHIpAT ‘2\@
[Mommerunen rauron 3000 @
I'muniepon Tpuanerar 0\
6.2. HecbBMecTHMOCTH @
He mpunoxumo. OJ¢
6.3. Cpok Ha rogHoCT & \&
)

3 roguHu $
6.4. CrnennajHu yc@m HA CbXpaHeHue
Ja ce CpraHﬂBaéopHmHanHa OIaKOBKa.
Ha ce %é)&%jaa npu temnepatypa noa 30° C.
6.5.(@11 U ChAbpPKaHNe Ha ONaKOBKATa

&S’HCHO (GhopMOBaHM aTyMUHHEBH OJIMCTEPH B KyTHH € 28 WK 56 TaOJICTKH B KyTHS.
He Bcuuku BHI0BE OMAKOBKH MOTAT Ja OBJIAT ITyCHATH B TPOAAXKOA.

6.6. CrenmaJHu NpeaNa3sHN MEPKH NPH U3XBbPJISTHE

HaAMa cnenyanHy H3UCKBaHMUS.
7. HNPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA
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Cipla (EU) Limited
Hillbrow House
Hillbrow Road
Esher

Surrey

KT10 9NW
BenukoOpuranus

8. HOMEP(A) HA PASPEILIEHHUETO 3A YIIOTPEBA

EU/1/07/426/003 —Olanzapine Cipla — 5 mg — o6BuTH Tabnetu - 28 TabiaeTKH, 32 OITaKOBKa ®©

EU/1/07/426/004 — Olanzapine Cipla — 5 mg — oOButu Tabnetu - 56 TaOIETKH, 32 ONTAKOBKA O&Q
9. JATA HA ITbPBO PAZPEIIABAHE/ITIOJHOBSIBAHE HA PA3PEHIEI§J%F 0 3A
YIIOTPEBA

[Hata Ha mppBO pazpemanane: 14 noemspu 2007 &

Jara Ha nocneanoto noaHossBane: 01 Oxromspu 2012 QJQ

Q’b

10. JATA HA AKTYAJ/IUBUPAHE HA TEKCTA @

{MM/YYYY} ‘2\

R\
[MoxpoOHa uH(poOpMAaIUs 3a TO3U JIEKAPCTBEH VKT € IpelocTaBeHa Ha yeOcakiTa Ha EBporneiickara
areHnus no jJekapcreata (EMA) http://wws@ma.europa.eu/
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1. HUME HA JIEKAPCTBEHUA TIPOAYKT

Olanzapine Cipla 7,5 mg o0BUTH Ta0NeTKH

2. KAYECTBEH U KOJIMYECTBEH CHCTAB
BCsiKa 00BHTa TabjeTKa chAbpKa 7.5 mg onmaH3amuH (olanzapine).
[TomoniHu BelecTBa ¢ M3BECTHO JICHCTBUE: BCSIKA OOBUTA TabJIeTKa Chbpka 242 mg JaKTo3a

MOHOXHUJIPAT @(b

3a MBJIHUA CHMCHK Ha MOMOIIHUTE BEIIECTBA, BUKTE. TOYKa.6.1. @

3. JIEKAPCTBEHA ®OPMA QO
duaMupaHa TadjaeTka Q)(b'*
benu, kpbriu, TBOMHO M3TBKHAIIM OOBUTH TaOJETKHU C BIUTHOHATO penedHO 03@8@1—)146 ‘OLZ 7.5 ot

ennata crpana u ‘NEQO’ ot apyrata crpana &

4.1 TepaneBTHYHHU MOKA3ZAHUS @be

Bwv3pacmuu @ Q
OrnaH3anvH e TI0Ka3aH 3a JeueHne Ha MHU30()PeHMsL. @

Omnan3zanvH € e(eKTUBEH 3a O IbpKaHe Ha KITMHUY &]OHOGPGHI/IG 10 BpEMe Ha MPOJBIKUTEITHO
JIeYeHHE TPH MALUEeHTH, IOKa3aId HavaJleH Tepai €H OTTOBOP.

OJ1aH3anyH € 1IoKa3aH 3a JIueHue Ha YMGPCS/I% TEXKHA MAaHUHHU €U30/H.

J
OnaH3anvH e oKa3aH 3a npodmnaxml@a pEelUIVBY Ha MaHUEH €TH30]] IIPH MaIlUeHTH C
OumoapHu pa3CcTPONCTBA, TP KOK, BpeMe Ha MaHUEH €MHU30/1 € OWJI MOCTUTHAT KIMHUYICH
OTTOBOP C OJIaH3aIuH (BXK. Toqli{S .
)

4.2 Jlo3UpOBKA U HAYU iCHpPIJ'[O)KCHI/Ie

Bv3pacmuu O
Muzodpenuns: [p YBaHATA HAYaIHA JI03a oylaH3anuH ¢ 10 mg/mHeBHO.

Manuitan e@ﬂn: Havanmnara no3a e 15 mg karo enmHNYHA JHEBHA 1032 IPU MOHOTEpAHs UITU
10 mg ,Z[HQ& py KOMOMHUPaHO JiedeHue (Bx. Touka 5.1.)

Ipo, KTUKa Ha PELUINB Ha OUITONSPHO pa3cTpoiicTBo: [IpenopbuBanara HavyaiHa 103a €
nHeBHO. [Ipy manyeHTH, KOUTo ca MoTy4aBaliy OJaH3alMH 32 JeUeHNe Ha MaHUWHU €IU30/1U,
peAnasBaHe OT MOBTOPHATA MM TI0SIBa CE MPETOphYBa MPObIDKaBaHE HA TEpPAIHATa ChC ChIaTa
no3a. [Ipu mosiBaTa Ha HOBM €NM30/IM HA MaHMsl, CMECEHH €THM30H WK €MN30/11 Ha JIenpecus,
JICUSHUETO C OJIAH3AIMH TPsAOBa Aa MPOIBIDKY (C ONTUMHU3MPAHE HA 103aTa, aKO € He00X0AUMO), C

JOI'BJIHUTEIIHO JICYEHUEC HAa CUMIITOMUTE Ha HAPYIICHHUE HAa HACTPOCHUCTO, AKO € KIIMHUYHO ITOKa3aHO.

ITo BpeMe Ha neYeHUETO Ha MU30(PPEHUS, MAHUHHU €MU30H U TPY PO IITAKTHKA HA PEIUANBH HA
OUIOJISIPHO Pa3CTPOICTBO, THEBHATA J]03a MOXKE Ja ObJic KOpUTHUPaHA MOCTEIICHHO Ha 0a3aTa Ha
WHIUBUIYaTHOTO KIIMHUYHO ChCTOSIHUE, B paMKkuTe Ha 5-20 mg/mHeBHo. [oBHIiaBaHe Ha j103aTa 10
HUBA Ha/I IPENOphYBaHATA HAYATHA J103a CE MPETophyBa, CaMo Clie]l ChOTBETHA KJIMHUYHA TPEOICHKA
U TpsIOBa J1a CTaBa HAH-00II0 MMPe3 MHTEPBAIM HE MMO-MaJIKU OT 24 daca. OJaH3anrH MOXKE J1a ce
nmpuema 6e3 Bpb3Ka ¢ XpaHEHETO, Thil KaTo adcopOIuATa HE Ce MOBIUABA OT XpaHaTa. [Ipu
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IMPEyCTaHOBABAHE IIpHUEMA Ha OJIaH3aIIuH Tp}I6Ba Ja c€ uMa npeaBu IMOCTEIICHHOTO HaMaJIIBaHC Ha
Jo3ara.

Ileduampuuna nonynayus

OnaH3anvH He ce MPerophyBa 3a yrmoTpeda OT /1ela 1 I0HOMHN 1o 18-roauirHa Bp3pacT Hopaan
HEJIOCTATHhYHHU JIaHHU 3a 0€30TMacHOCT U e(peKTHBHOCT. [IpH KpaTKOCpOUYHH MPOYYBAHUS MIPH
MAIUCHTH B IOHOIIIECKA BB3PACT € JOKJIAJBAHO 3HAYMMO YBEIMUCHUE HA TEIICCHOTO TETJI0, N3MECHEHUS
B HUBATA Ha JINTIMJIUTE U MPOJIAKTHHA B CPABHEHHE C U3MUTBAHUS ITPH BH3PACTHU MAUEHTH (BXK.
Touku 4.4, 4.8, 5.1, u 5.2).

Ilayuenmu 6 cmapuecka ev3pacm

OOUKHOBEHO HE Ce IPEnopbyBa MO-HICKA OT O0MYaifHaTa Hav4aimHa 103a (5 mg/THEBHO), HO TaKaBa®©
Jl03a MOXKE Jla € UMa MPEJIBU/I TIPY MAIIMeHTH Ha U HaJl 65 TOIWHU, TOTaBa, KOTaTO KIMHUYHUTE
¢axTopu To Hamarar (Bx. Touka 4.4). O Q
THayuenmu ¢ 6pb6peyHo U/ unu 4epHoOpPoOHO YEpeAHCOaHe ﬂQ

IIpu TakuBa nmaIMeHTH TPSOBA J1a Ce UMa IPEABHUI MO-HUCKA HavanHa 1032 (5 mg). BOyy4du Ha

yMepeHa uepHoApoOHa HemocTaThuHOCT (tmpo3a, Child-Pugh xirac A wiu B), navafhaTa no3a TpsiOBa
na Obzie 5 mg M /1a ce yBenr4yaBa C MOBUIICHO BHUMaHHE. %)

Llon
HavamnaTa mo3a v 1030BHAT IHANa3oH HE € HEOOXOIUMO PYTHHHO J1a &OMeHﬂT IIPH JKE€HH, CIPSIMO

MBKE. @rb

Ihywauu Q
Hauannara no3a u 1030BUST AMAana3oH HE € HE00X0AUMO %T HO Ja CC IIPOMCHS IIpH HE-ITyIIayH,
CIIPsIMO ITyIIA4H. Q\

Koraro e Hanmuiie rmoseye ot eauH 3a0aBsL MeTa6®&a (baxTop (3KEHCKH IMOJI, CTapUecKa Bb3pacr,
HenyIiay), TpsOBa a ce uMa MpeIBU] HaMaJls %?Ha HavajgHata g03a. [loBuimaBaneTo Ha J03ara,
KOraTo TOBa € HeoOXOMMO, TPsiOBa Ja CTaBé) €IIEHHO MPH Te3U MAIlUEHTH.

A

J
(Bmwxkre Touka 4.5 1 Touka 5.2.) ¢
4.3 IIporuBomokaszaHusi E
CBpPBXUYYBCTBUTEIIHOCT Kb I/IBHOTO BEII[ECTBO MIIM KbM HIKOE OT IIOMOIIHUTE BEIIECTBA,
M30pOEHH B TOUKA 6. 1 TH, TIPYU KOUTO € U3BECTHO, Y€ MMa PUCK OT IOSIBaTa HAa TECHOBI'bJIHA
riiaykoma.

4.4 Cneuuam@gnpe&ynpem}]eﬂuﬂ U NPUANA3HU MEePKHU NpH ynoTpeda

ITo BpeMe &{TI/IHCI/IXOTI/IHHO JIeYeHUE TOA00pEeHNE B KIIMHUYHOTO ChCTOSHYE HA MAIMEHTa MOXKE Ja
OTHEM STKOJIKO JTHH JI0 HAKOJIKO cenMund. [larmenTure TpsOBa ga ObAaT CcTporo HabOII0aBaH! B
T03 iQH

Q@\Axoaa CBbP3AHA ¢ eMeHyUsl, U/UU HOBeJeHYeCKU HAPYWEeHs

OlaH3aIuH He € [I0Ka3aH 3a JIeYeHNe Ha [ICUX034a, CBbP3aHa C JIEMEHITHSI, U/IITH MTOBEJICHUECKH
HapyILIeHHs ¥ HE ce IIPEnophyBa 3a yHoTpeda npu Ta3u creuuuyiHa rpyna nauueHTy mopaan
yBeIIMYaBaHe Ha CMBbPTHOCTTA M PUCKA OT MO3bYHOCHIOBH MHIIMICHTH. B 11ane6o KoHTpompanu
KIMHIYHU TPOYYBaHHA (C MPOIBIDKUTETHOCT 6-12 ceaMuIly) mpy MaieHTy B HalpeaHaia Bb3pacT
(cpenHa BB3pacT 78 TOAMHY) C TICUX03a, CBbP3aHa C IEMEHLMS, W/UIIN MIOBEICHUYECKH HApYILICHHS €
Ha0JIr01aBaHO 2-KpaTHO YBEINYaBaHE Ha CMBPTHOCTTA NPH MAEHTHUTE, JICKYBaHU C OJIaH3aIlnH, B
CpaBHEHHE C MAlMEHTHUTE, TPETHPAHH ¢ Tu1anedo (croTBeTHO 3,5% cnpsimo 1,5%). Ilo-Bucokara
CMBPTHOCT HE € CBBbp3aHa ¢ J03aTa Ha OJIaH3aIiH (CpeaHa THeBHA m03a 4,4 mg) win ¢
MPOJBIDKUTEIHOCTTA Ha JICUCHUETO. PHCKoBUTE (hakTOpH, KOUTO MOTaT J1a MPeIpasnoiokKar Ta3u
TIOITyJIAIYs TIAIIMEHTH KbM YBEITHYEHA CMBPTHOCT, BKITFOUBAT BB3pacT > 65 rojuHu, qucharus,
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ceanus, HapyieHo (HeI0CTaThuHO) XpaHeHE U AexXuaparanus, 0e10apo0Hu 3a00sBaHus (HaIp.,
MTHEBMOHUS ChC WM 0€3 acTihpanus) Wi eTHOBpeMeHHa ynoTpeba Ha OeH3oraszenuHu. Bepexu
TOBA YECTOTaTa HA CMBPTHUTE CITydau ¢ OWia MO-BUCOKA MPU MAIUESHTHUTE, JICKYBAHU C OJIaH3AINH, B
CpaBHEHHUE C IUIaIlc00-TPETUPAHNUTE TTAIIMEHTH HE3aBUCHMO OT TE€3H PUCKOBH (DaKTOpH.

B cpmmTe KIMHUYHT IPOYYBaHUS UMa CHOOIIEHNS 32 MO3bYHOCHA0BU Hexkenann croutust (MCHC,
HaIp., HHCYJIT, PEXO0ICH UCXEMUYCH IIPUCTHIT), BKIFOUUTEIHO | ¢ aTanieH u3xoa. HabmrogasaHo e
3-kpatHo yBennyaBane Ha MCHC npu narnueHTH, JISKyBaHU C OJIAH3aIliH, B CPABHCHHUE C TIAIIUCHTHTE,
Tpetupanu ¢ mwianebo cboTBeTHO (1,3 % crupsmo 0,4%). Becrukn narieHTy, JeKyBaH| ¢ OJTaH3aMNH

WM TU1a1e0o, Py KOUTO ca HAOJI0JaBaH! MO3bYHOCHIOBH HEXEJIaHU ChOUTHUS, Ca C TIPEAIICCTRAIIN
puckoBH (akTopu. Br3pact > 75 rogMHU U ChI0B/CMECEH THUIT ICMEHITUS ¢a UACHTU(UITUPAHU KATO (b.
puckoBu (axtopu 338 MCHC BBB Bpb3Ka C JIEUEHHETO C OJIaH3aNrH. B T€3u nMpoy4BaHus HE € b
ycTaHOBEHa e(hMKAaCHOCTTa Ha OJaH3aIlUH. &Qg

bonecm na llapxuncon O
Ynorpebara Ha OJaH3aIMH 32 JICYCHUE Ha IICUXO03H NIPH NALMEHTH ¢ 0ojIecTTa Ha Hapm/sax%,
CBBp3aHU C IpUEMaA Ha JOITaMHWHOB aroHMcCT, HE CC IIPEIIOPHYBA. B xnmHnuHN mpoy4 SA*MHOTI'O
9eCTO ¥ T0-4ECTO B CPABHEHHE C MITAIe6o ca JOK/IaBaHM BIOIIABANE Ha MapkuucofiBara
CUMITOMATHKA ¥ XATFONWHAINH (BXK. Touka 4.8), a oJaH3amuH He € mo-e(heKT T TUTa1e60 npu
JIeUeHHE Ha IICUXOTUYHH CUMIITOMH. B Te3u IMpOy4YBaHusd CC U3MCKBA IMAIUC, Ja 6’bIlaT
IBPBOHAYATHO CTAOWMIIM3HUPAHU C Hall-HUCKaTa eeKTUBHA 1032 aHTHUTIap HOB JICKaPCTBEH
IPOAYKT (ZOMaMUHOB arOHMCT) M [a 3aI1a3sT ChIIUTE AaHTUIAPKUHCOH €KapCTBEHU IPOIYKTHU U
JIO3MpaHus 10 BpeMe Ha NpoyuBaHeTo. ONaH3alMH € 3al0uBaH B 1gIRP® 2,5 Mg/ THEBHO U THTPHPAH
JI0 MakCUMyM 15 mg/nHeBHO 1Mo MpeleHKa Ha U3CIIeI0BaTels. Q?b

Hesporenmuuen manuener cunopom (HMC) @

HMC e noTeHnmaiHo KHBOTO3aCTPAIIABAIIO CBCTOHHI/IQ,&pSaHO C JICYEHUETO C AHTUIICUXOTUIHU
JIEKapCTBEHU MPOAYKTH. Psiko ca qoknansanu u ciaypagn Ha HMC, cBbp3aHu ¢ mprieMa Ha OJlaH3aIlvH.
Knuanununte nposisn Ha HMC ca xuneprnupexcust yIIHA PUTUAHOCT, HAPYIICHNS B MUCIIOBHHS
TPOIIEC 1 AaHHK 3a BeretatneHa HectabmiHocT{oMenn B myica nnm aprepuansoTo Hassrane,
TaXUKapIus, U3NOTABAHE U OTKIIOHEHUS B C HUS PUTHM). JJOIIBIHUTEIHNTE IPU3HAIIA MOTAT Ja
BKJIIOYBAT IOBHUILIEHHE Ha KpeaTuH (oc &sma, MHOTTIOOMHYpHS (padIoMHONIN3a) U OCTpa
O0BOpeyYHa HeOCTATHYHOCT. AKO naune@spaSBHe MpU3HALM U-CUMITOMH, IokaszatenHu 3a HMC, nnn
uMa HEesICHO TeMIIepaTypHO cmmm@% JIpyrd KiuHudHE TposiBun HAa HMC, mpueMbT Ha BCHYKH
AQHTUIICUXOTUYHH JIEKAPCTBA, BKJIOUMTEIHO M Ha OJIaH3aIHH, TPSAOBa /1a ObJie IPEyCTaHOBEH.

Xunepanuxemus u ouabem
Heuecto € noxnamBana

)
XA
ﬂHI/IKeMI/IH W/WITY pa3BUTHE WU BIIOIIABaHE HA TUA0ET MOHAKOTa
CBBP3aH C KETOALHIO, 1 KOMa, BKJIFOUMTEIHO U ciy4au ¢ (patayieH uzxof (Bx. Touka 4.8). B Hiakoun
OT CIIyJauTe € JI0K HO TIPE/IIIEeCTBAIIO TOBUIIABAHE HA TETIIOTO, KOETO MOXKeE Jia ObJe
npenpasnonaragRakrop. IlpenoppuBa ce ChOTBETHO KIIMHUYHO MPOCIEASBAHE, CIIOPE
U3II0JI3BaHH d3aHus 3a yrnorpeba Ha aHTUIICUXOTHYHM CPEACTBA, HApUMEP U3MEpBaHe Ha
Kp’bBHaTa& Ha M3XO/IHO HMBO, Ha 12-Ta ceiMHIIa ClIe]] 3all0YBaHE Ha JICYEHUETO C OJaH3aluH U
CIeN T eronHo. [lanmenTrre, TeKyBaHU ¢ aHTHIICUXOTHYHHU CPECTBA, BKIIOYUTETHO
OL PINE CIPLA, tpsi0Ba ia ce HaOnroaBaT 3a NpU3HALK U CUMIITOMH Ha XUIIEPTIIMKEMHUS
anpuMep MOIUANIICHS, TIONHYpHs, Hoaudarus 1 c1adocT), a MAIMEHTHTE ChC 3axXapeH auadeT
Te3W ¢ pUCKOBH (aKTOPH 3a 3axapeH AuabeT TpsOBa ja ce MOHUTOPUPAT PEOBHO 32 BJIOIIABaHE
Ha KOHTpOJa Ha Itoko3aTa. Ternoro TpsOBa fa ce MOHHUTOPUPA PEJIOBHO, HAIIPUMEDP Ha U3XOJIHO
HUBO, Ha 4-Ta, 8-Ta 1 12-Ta ceqMuIIa Cle]l 3aII0YBAHE Ha JIEUEHUETO C OJIAH3AINH, U CJIE] TOBA HA
BCEKH TPH MecCeTla.

Ilpomenu 6 nunudume

HabmronaBat ce HexxeaHu MPOMEHU B JIMITUANUTE TIPH IMAIUCHTH, JICKYBaHU C OJIAH3AIHH, B TIAIE00
KOHTPOJIMPAHH KJIMHUYHU M3IUTBaHUsA (BK. Touka 4.8). [IpoMeHHTe B TMIIUANTE TPAOBA J1a CE JICKYBaT
KaKTO € KIMHUYHO YMECTHO, 0COOEHO TPH MAIEHTH C TUCIUTIHIEMHS U TIPH MAIIUEHTH C PUCKOBU
(hakTopu 3a pa3BUTHEC Ha HAPYIICHUS B JunuanTe. [Ipy nanueHTuTe, 1eKyBaH! C aHTUTICUXOTHYHHI
cpenctBa, BuounTeTHo OLANZAPINE CIPLA, Tps6Ba 1a ce MOHUTOpHpAT PEOBHO HUBATa Ha
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JTUTIAIATE, CTIOPE]T U3IIOI3BaHUTE YKA3aHUSI 32 YITOTpeOa Ha aHTUIICUXOTUIHH CPEICTBA, HAPUMEpP HA
M3XO0IHO HUBO, Ha 12-Ta ceaqMmIia ciie]] 3all0UBaHe Ha JICUEHUETO C OJaH3aluH U CJIe] TOBA Ha BCEKHU 5
TOJIMHHU.

AHnmuxonurepeuyHa akmugHoOCm

Brnpexu de, npu in vitro IpoyvIBaHUATA OJAH3ANIH [TOKA3Ba aHTHXOJIUHEPTHYHA AKTHBHOCT, OMUTHT
0 BpeMe Ha KIIMHUYHUTE MTPOYYBaHUs, IOKa3Ba HUCKA YECTOTA HA TOA00HU cirydan. Thii kaTo
KITMHUYHUSAT OMUT C OJIAH3AIMH MPH MAlMEeHTH ChC ChITHTCTBAIIN 3a00JIIBaHUS € OrpaHUYEH,
MIpeTophYBa ce TOU Ja Ob/ie MPEANNUCBaH C MOBUIICHO BHUMaHNE HA MAIUEHTHTE C XUTIEPTPOous Ha
MpOCTaTaTa WM NapaIUTHICH WICYC U MOTOOHU ChCTOSIHHUS.

Yeproopobua yuxyuus ®©®

YecTo e HabII0aBaHO NIPEXOTHO, OE3CHMIITOMHO ITOBUIIABaHE HAa YEPHOPOOHHTE

amuHoTpaHchepasu, ananuH Tpachepasza (ALT) u acnaprar Tpancdepasa (AST), ocobeHo B 0TO
Ha JledeHneTo. M3nckBa ce MoBUIIEHO BHUMAaHWE TpY HanueHTuTe ¢ nopumenn ALT u/ni T, npu
NAalMEeHTHTE C TIPU3HAIM ¥ CHMITOMH Ha YepPHOAPOOHO YBpEXKIaHE, KAKTO M IPH TE3H CQRSAXOIHU
HapylIeHUs] Ha YepHOAPOOHaTa (PYHKIMS WM TaKUBa, KOUTO ca OWIIM JIEKYBaHU C TI0 JTHO
XeMaTOTOKCHYHH JIEKapCTBEHHU MPOLYKTH. B ciydanTe, Korato e AnarHoctTuupan £QNarut
(BKITFOUMTEITHO XEMaTOLENyIapHO, XOJIECTATUYHO HIIH CMECEHO YePHOAPOOHO YKIIaHE), JICUCHUETO
C OJIaH3aITMH TPsiOBa Ja O'bJ/Ie MPEYCTAaHOBEHO. &

%

Heymponenus
Heo0x01uMo ¢ BHUMAaHUE P MAIMEHTUTE, KOUTO 110 HIKAKBa ITp a C HUCHK OpOii JICBKOIIUTH

H/WIIn HCYTpO(bI/IJ'II/I, IIpU MaUCHTUTE 3a KOUTO € U3BECTHO, Y€ IT BaT NPOAYKTH, BOACIIH OO0
HCYTPOIICHUA, IIPU MAIUEHTUTE C aHaMHE3a 3a IMOATUCKAHE H%O HHSI MO3bK/KOCTHO-MO3bYHA
TOKCUYHOCT, IPU NATUECHTUTE C TIOATUCKAHE HAa KOCTHUA bX IIOpau ChbII'BTCTBAIIO 3a60J’I$IBaH6,

JIBYCJICUCHUEC WIN XUMHOTEPAIIUA, KAKTO U IPH MalUCH C XI/IHepeOSI/IHO(I)I/IJ'II/ISI 501041
MuenonposupepaTuBHA 3200 siBaHus. HeyTporieHus¢0MKHOBEHO ce HAOJII0/[aBa YeCTO IpU
€IHOBPEMCHHO MPUJIOKEHUE Ha OJIAH3AIMH C BaJ (Bx. Touka 4.8).

IIpexvcsane Ha neuenuemo @

OcTpH CUMIOTOMHU KaTO MOTEHE, 6630LHHE*,@Mop, TPEBOXKHOCT, TaJICHE WU TIOBPBIaHE ca
nmoxmanBanu psaako (> 0,01% u < 0,1% W PSA3KO CIIMPAHE HA OJaH3aIluH.

QT unmepean \&

B xiuHM4HM npoy4BaHus ca 11aBaH HEYECTH (0,1% mo 1%) KITMHUYHO 3HAYMUMHU YIbIKaBaHUS
Ha QTc-untepBana (Q7T ko s Fridericia [QTcF] > 500 muiucekyHu [msec] 1Mo BCSKO Bpeme
cien uzxoauoto EKI i eHTH ¢ u3xoaHo Q7cF < 500 msec) npy NaMeHTH, JEKyBaHH C
OJIaH3aIMH, KOUTO H WTHU(QUKAHTHA PA3INYMsl B CBP3aHUTE KapAHOIOTUYHHA CHOUTHS B

CpPaBHEHHE C Hnaue@s eo0xomMo e 0bave, KaKTo M TIPH JIPYTUTE aHTHIICUXOTUYHH JIEKAPCTBEHH
IIPOJIYKTH, OJJAHRNHH J1a CE MPEANUCBA C [IOBUILIEHO BHUMAHUE 3a€/IHO C JIEKAPCTBEHU NPOAYKTH, 3a
KOUTO € U3B @b, ye yabibkaBaT Q7 c-uHTEpBana, 0COOCHO MpH NMAllMEHTH B cTapyecKa Bb3pacT, Mpu
MALUEHT %CI/IH}_IPOM Ha BpoJieH yabivkeH Q7 3acToiiHa ChpJedHa HeI0CTaThYHOCT, XUepTpodus
Ha CbP , XUITOKAJTMEMUS WIA XUTIOMATHE3UEMMUSL.

0emboaU3LM

ecto (> 0,1% u < 1%) ce cpo01maBa 3a Bpb3Ka BEB BPEMETO MEXK Ty JICUCHUE C OJIAH3AITNH U
BEHO3eH TpoMOoeMOon3bpM. He e ycraHoBeHa MPHYMHHO-CIIE/ICTBEHA BPh3Ka MEXK/Iy IOsiBaTa Ha
BEHO3HHUS TPOMO0EMOOIM3bM U JICUSHUETO C OJlaH3arH. BhIpekn ToBa, Thil KATO NPH MALUEHTHUTE C
MIM30(PEHUS YECTO ca HANUIIE MPUIOOUTH PUCKOBU (haKTOPH 32 BEHO3EH TPOMOOEMOOIN3bM, TPsiOBa
Ja ObaaT uAeHTU(UIMPAHU BCHUKH Bh3MOXKHU PUCKOBHU (akTopu 3a BTE, Hanp. 00e3aBrkBaHe Ha
MalKUeHTHTe, U Aa ObAAT NpeanprueT NPO(QUITAKTUIHN MEPKH.

Obwo oeticmsue evpxy LIHC
Kato ce umar nipenBux ocHOBHHTE e(hekTH Ha onan3anuH Bepxy [ITHC, HE00X0IuMO € MTOBUIIEHO
BHHUMAaHHE MMPU KOMOMHUPAHETO HA MPOJYKTA C IPYTH HEHTPATHOICHCTBAIIY JIEKAapCTBa U aAJIKOXOJI.
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Twit KaTo ONaH3aIMH in Vitro ce MPOsIBIBA KATO aHTAarOHUCT HA TIOTIaMUHA, BB3MOXKHO € TOU Ja
aHTaroHM3Mpa eHEeKTUTE Ha TPEKUTE U HEMPEKUTE TONaMHUHOBH arOHUCTH.

Ipunadvyu
Onan3zanuH TpsAOBa Ia ce Mpujlara BHUMATEIHO [IPY MAaleHTH ¢ aHaMHE3a 3a ThPYOBE MM KOMTO ca

M3TI0’KEeHH Ha ()aKTOpH, KOWTO MOTAT J1a HAaMaJIsIT I'bpYoBHA Tipar. HeuecTo ca moknagBaHu cIydan Ha
I'bPYOBE MIPU TAKWBA MAIIMCHTH, KOUTO Ca JICKyBaHH ¢ ojlaH3anuH. [loBeueTo oT Te3u ciryyau ca Ouim ¢
aHaMHe3a 3a I'bPYOBE WIIH PUCKOBH (DaKTOPH 3a TSAXHATA MOSBA.

Tapouena ouckunesus:
B cpaBHUTETHM IPOYUBAHUS C TPOIBIIKUTEIIHOCT HA JICYSHHETO JI0 ¢/THA FOJIMHA OJIAH3AIHH € (b.
CBBP3aH ChC CTATHCTHYCCKU 3HAYMMO TTO-HMCKA YECTOTa Ha JICYCHUE Ha CIIyJIanuTe C MosBa Ha ®©
JUCKHHE3UsA. PUCKBT OT MOsABA HA TApAWBHA TUCKHHE3US HAPACTBA C MPOIBIIKUTEIIHOCTTA HA Q

WA

EKCIO3UIIUATA, OPAIU KOSTO B CIIydail Ha MOsIBa HA MPU3HAIIM WM CUMIITOMH Ha TapJAUBHA
JMUCKWHE3WS TIPY TAIIMEeHT Ha OJIAH3aIlMH € He0OXO0MMO /1a c€ OOMICITH HaMalsiBaHe Ha T
MIPEyCTaHOBsBaHE Ha JedeHneTo. CHMIITOMUTE Ha TapAWBHA AUCKIUHE3M MOTaT Ja Ce B T
BPEMEHHO WJIU JIOPH J1a C€ IIPOSBIT Clie]] IPEeKbCBaHE Ha JICUCHHUETO. (b(b,

Opmocmamulma XUNOMOHUA
B xauHHYHN MIpOy4YBaHUs C OJIaH3allMH MPU NAIIMCHTU B HAIIp€aHala Bbh3pal

€CTO € HaOJIro1aBaHa

IpenopbyBa NEPUOANIHO ITPOCICAABAHE Ha apTEPHUATTHOTO HAJIATAHE AllMCHTUTC HA BB3pacT HaJ

65 roguHu. @(b

Bneszanna cvpoeuna cmvpm Q
B mocTMapKeTHHTOBY CHOOIIECHHS TIPH MAIUSHTH C OJIaH3 @e ChOOIIaBaHO 3a Cly4aii Ha BHE3aIHa
Chp/IeYHa CMBPT. B peTpocnekTHBHO 00cepBaIliOHHO K HO MPOYYBaHE PUCKBT OT
MpeJinojiaraeéMa BHe3aHa Chbp/iedHa CMBPT NPU H&HP@T , JIEKyBaHH C OJIaH3aIUH, € TIPUOJIN3UTEITHO
J1Ba ITHTH TO-BHCOK OT PUCKA TIPH MALHEHTHTE, KOKISHE yIOTPeOSBaT aHTHIICHXOTHIM. B
NPOYYBaHETO PUCKBT OT OJAH3AIMH € ChIIOCTa, pHCKa OT aTUIIMYHUTE aHTUIICUXOTHILIU, KOUTO ca
BKJIIOUEHH B COOpEH aHaIIu3. O

&

Ileouampuuna nonyarayus %
OJ1aH3anyH He € IT0Ka3aH 3a JIeueH Q neria ¥ roHomu. [IpoydBanus npu manueHTyH Ha BB3pacT
Mexay 13 u 17 roguHu moKa3Ba, p;%;nqm/l HE)KeJIaHW peaKklyHy, BKIIOUYUTETHO HAII'bIHABAHE,

MIPOMEHHU B META0OJIUTHUTE €TpHY U yBelIMYaBaHE Ha MIPOJIAKTHHOBUTE HUBA. He ce mpoyuBanu
JUBJITOCPOYHHTE TIOCIIEICT T T3 HEXKETaHU CHOUTHUSA M T€ OCTaBaT HEMO3HATH (BXK. TOUKH 4.8 U

5.1). O
Jlakmo3za QQ

Jlaktoza: OLA PINE CIPLA TabneTku chbIbpiKat JaKTo3a. [larueHTn ¢ HacaeacTBeHa
oOpemMeHeH rajlakTo3Ha HEMOHOCUMOCT, Lapp jtakraszeH JeUIUT UK TIFOK030-TAIAKTO3HA
Mana6co&g'q HE TPpsIOBa J1a IpUeMaT TO3H JIEKAPCTBEH MPOIYKT.

4.5 (ﬁaHMOHQﬁCTBI/Ie ¢ IPYI'¥M JIeKAPCTBEHM NMPOAYKTH M APYr¥ (pOPMHU HA B3aMMOelCTBHE

Q&duammﬂma NONYAayusl
IIpoyuBaHus 3a B3aUMOECUCTBUE Ca NPOBEXKIAHNA CaMO IPU Bb3PACTHHU.

Homenyuaanu 3aumooeticmeust, NOGAULEAUU OAAH3ANUH
Tbit kaTo onanzanuH ce Meradom3upa or CYP1A2, BemecTBaTta KOUTO MOTaT CrielIU(UIHO J1a
WHIYIHPAT WIH HHXUOUPAT TO3M U30CH3UM MOTAT Ja TIOBIUSAT (papMaKOKWHETHKATA Ha OJIaH3aIlHH.

Unoyxyus na CYPIA2

MeTaboau3MBT Ha OJTaH3aIMH MOXe fa ObJe HHIAYLIHPaH OT TIOTIOHOMYIIEHE 1 KapbaMas3elnH, KOETO
MOe J1a TOBEZIC J0 MOHKABaHEe Ha KOHIIEHTPAIIUATA Ha oaH3aniH. HaboqaBano e caMo JIeKo J10
YMEpEHO MOBHIIABAHE KIUPBHHCA HA OJlaH3amuH. KITMHUYHOTO 3HAYCHHE TI0 BCSIKA BEPOSITHOCT €
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OTpaHUYEHO, HO Ce MPENophyUBa KIMHUYHO NPOCIIeIBaHe U OOMHUCSHE BH3MOKHOCTTA 32 TIOBUIIIABaAHE
Ha J03aTa oJaH3anuH (BX. Touka 4.2).

Unxubupane na CYPIA2

®nyBokcamuH, cnenuduaer CYP1A2 naxuOuTop, € moka3an 3HaYNTeTHO NHXUOMpaHe Ha
MeTtabonm3ma Ha ojar3anuH. CpenHoTo yBenmdaBaHe Ha Crax HA OJaH3AMNMH ciie]l (IIyBOKCAMUH €
ouno 54% mpu )keHu Henmymayky u 77% npu Mbxe mymadd. CpeTHOTO yBeInyaBaHe Ha TUIOIITA MO
KpHBaTa Ha oJlaH3anuH € choTBETHO 52% u 108%. IIpu manmenTH, KouTo mpreMaT (IryBOKCAMHH WITH
npyr naxuouTop Ha CYP1A2 karo numpodaokcannH TpsOBa 1a ce 0OMUCIIH MTO-HUCKa HavYalHa 03a.
HamansiBane Ha n03aTa Ha OJaH3alUH TPAOBa Ja ce UMa MpeIBUA, B CIydall Ha 3alI0YHATO JICUCHHUE C

naxubutop Ha CYP1A2. Q (b'
Hamanssane na buonanuunocmma g
AKTHBHUSAT BBIJICH HaMaJlsiBa OMOHATMYHOCTTA Ha TiepopaiHus oan3anuH ¢ 50% a0 60% u a

Jla ce IprueMa Hali-Mayko 2 yaca Mpeau WU Clell OJIaH3aIMMH. Q

Hsma nannu, ye ¢pnyokcerun (maxuoutop Ha CYP2D6), enuanynm 1034 1031 aHTMa%ﬁ(fmyMHHHﬁ,
MarHesuii) MM AMETH/IHH TIOBIHSABAT 3HAYMTENHO (apMAKOKHHETHKATA Ha Oan3&RI.

Bruanue na onanzanun 6bpxy opyeu rexkapcmeenu npooyKmu %)

OnaH3anuH MOXe Jja aHTaroHu3upa e(heKTUTE Ha MPEKUTE U HETIPEKH 10 OBU aroHUCTH.
Omnanzanun He nHxUOUpa ocHoBHUTE CYP450 n3oeH3umu in vitro 1A2, 2D6, 2C9, 2C19, 3A4).
Jlurcara Ha B3auMOJEICTBUE CE MOTBBPKIAaBa B in Vivo IPOYYB / KBJICTO HE € Ha0JII0/ITaBaHO
WHXHOUpaHe Ha MeTaboNM3Ma OT CIeIHUTE aKTUBHU BEIIECTRaAy, TINMIIUKINYHN aHTHACTIPECAHTH
(nmoBnmsBamu npeaumHo Tpynata CYP2D6), Bapdapu ( 9), reopmmun (CYP1A2) unn
nuazenam (CYP3A4 u 2C19). Q\

Hee YCTAaHOBCHO BBaHMOHeﬁCTBI/Ie Ha OJIaH3aIInH Q&HI\/’I I 6I/IH€pI/I,I[eH, npu €AHOBPEMECHHOTO UM

MIPIIOKEHUE. 2@

TepaHeBTI/I‘lHOTO MOHUTOpPHUPAHE Ha HJ'{?S&QITG HHUBA Ha BAJIIIPOAT HE ITOKAa3Ba HGOGXOI[I/IMOCT oT
KOPCKIMA Ha 103aTa Ha BAJIIIPOAT, CHGWIOLIBaHeTO Ha OJIaH3aIIuH.

Obwo oenicmsue evpxy LIHC \&

Tpr6Ba Ja Cc€ NIpoABABa MOBU ‘BHHMaHI/IQ IIpyU MaUEeHTHU, KOUTO KOHCYMHPAT AJIKOXOJI UJIN
nmpueMar JICKapCTBECHH IIPO, C IIOTHUCKAIIO I[GIZCTBHG BBpPXY LOCHTpaIHaTa HCPBHA CUCTEMA.
He ce npenopbyBa € CMCHHOTO IMPUJIOKCHUE Ha OJIaH3aIllMH C aHTUIIAPKUHCOHOBH JICKAPCTBCHU

MIPOYKTH IIPU Ham@ c Oonectra Ha IlapkuHCOH 1 HeMeHIus (BXK. TOUKa 4.4).

Tc unmepe,
Onamanw& OBa J1a ce Impuiiara BHUMATeITHO €JHOBPEMEHHO C JICKAPCTBEHU MPOYKTH, 332 KOUTO €

I/ISBGC@C yBenuuaBaT Q7Tc-uHTepBana. (BX. Touka 4.4).
4@&(0 ®@epTriHOCT, BpeMeHHOCT U KbpPMeHe

%Qefweimocm
Hsima choTBeTHH 100pE KOHTPOJIMPAaHU IPOYYBaHUS BbpXY OpeMeHHH skeHH. [lanmenTkure TpsiOBa na
OblIaT CHBETBAHU J1a YBEIOMABAT CBOS JIEKAp, aK0 3a0peMeHEesT WiIh UMaT HaMepeHue /1a 3a0peMeHes T
10 BpEME Ha JICUEHHETO C OJIaH3aMuH. BhIpeku ToBa, mopaau OrpaHUuEHUsIT OMUT MIPH X0pa,
onaH3anvH TpsA0Ba Ja ce mpuiiara no Bpeme Ha OpeMEeHHOCT, CaMO aKo MOTEHIMAaIHAaTa o132
NPEBUIIaBa TOTCHIUATHHS PUCK 32 TUTOJA.

IIpu HOBOpOIEHH, M3TTO’KEHN HAa AHTUIICUXOTHUIH (BKIIFOYUTEITHO OJIAH3AINH) IIpe3 TPETHS TPHUMECTHP

Ha 6peMeHHOCTTa HMa pUCK OT HCXKCJIaHU JICKAPCTBCHU PCAKIWH, BKITFOUBAIIU CKCTPpAIIMpaMUuIHN
CHMIITOMU H/UJIM CHMIITOMH Ha OTHEMAaHe CJICH paXXIaHETO, KOUTO MOraT Jga Bapupar I10 TEXKECT U
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MPOABIDKUTENHOCT. JIOKIIaIBaHM ca ciy4ail Ha Bb30ya, XUIEePTOHUS, XUTIOTOHHS, TPEMOP,
COMHOJICHTHOCT, PECITUPATOPEH JUCTEPC WITH XPAHUTEIHN Pa3TCPONUCTBA. 3aTOBA, HOBOPOJICHUTE
TpsOBa na ObAT BHUMATEITHO MOHUTOPUPAHHU.

Kvpmene

B npoyuBane nipu 31paBu, KbPMEITH KEHH, € YCTAHOBEHO, Y€ OJIAH3AIH Ce eKCKPEeTHUpa ¢ MAINHOTO
Misiko. CpelHaTa eKCIOo3HIus 3a KbpMmaueTo (mg/kg), mpu cTallmoHapHU ChCTOSHUS € ONpeiesicHa
karo 1,8 % ot mo3ara, mpuera ot maiikata (mg/kg). [larmenTkure TpsiOBa Aa ObIAT CHBETBAHU J1a HE
KBPMSIT JIeTiaTa CH, ako IpueMar OJIaH3aIliH.

4.7 EdexTn BbpXy cnioco0HOCTTA 32 WI0(upaHe u padoTa ¢ MAIINHA @(b

He ca npoBexxaanu npoy4yBaHus M0 OTHOLIEHHE Ha e()EKTUTE BBPXY CIOCOOHOCTTA 32 moq)upaﬂ&
pabota ¢ mammHK. Tl KaTO, OJAH3AIIMH MOKE JIa TOBEJEIE MO MOsIBaTa Ha CHHINBOCT WITH
3aMasHOCT, MAllMEHTHUTE TPsIOBa 1a ObJAT MpeayNpeeHH B CIydai, Ha yIpaBIeHHE Ha Ma@{,
BKJIFOUHUTEIIHO MOTOPHU IPEBO3HU CPE/ICTBA. *

o
>
3

4.8 Hexenanu JeKapcTBeHH peakuuu

Bwvspacmnu
Hati-uecto ( HaOmogaBanu npH > 1% OT NallMEHTUTE) HOKJIaIBAHUTE HE U JIEKAPCTBEHU
peaxiuu, CBhp3aHu ¢ PUI0KESHUETO Ha OJIAH3AIMH B KITMHUYHHU U3 1, Ca CbHJIMBOCT,

HaJ[TaBaHe Ha TErJo, €03MHOMIIINSA, YBETMUEHH HUBA HA MPOTAKTHAIPNECTEPOI, TITI0K03a U
TPUIIMLEPUIH (BXK. TOUKA 4.4), TIIOKO3ypHs, YBEIMYEH alleTHT, OBBPTEK, AKATU3HSI,
HNapKUHCOHU3BM, JIEBKOIICHHUS, HEYTPOIIEHUS (BXK TOUKa 4. ﬁcxnﬂema, OpTOCTaTUYHA
XUNOTOHMS, AaHTUXOJIHMHEPIUYHYU e(EeKTH, IPEXOTHU Oe3cH MHH YBEJIMUYCHUS Ha YePHOAPOOHHUTE
amuHOTpaHc(epasu (BX. Touka 4.4), o0puB, aCTeHHUS, Y , IIPEKCHUs, apTpaJIr'us, [IOBUIIIEHA
ankainHa ¢ocdarasza, BUCOKa CTOMHOCT Ha raMa-@TaMHHTpchq)epeBa, BHCOKa CTOMHOCT Ha
MIMKOYHA KMCEIIMHA, BUCOKA CTOMHOCT Ha KPE, (ochoknHaza u oTok.

Cnucwvk Ha Hexceranume JIeKAPCMeEEeHU peayeeRiu, npedcmaeez—t 8 ma6jzuua

B npencraBenata Tabnuna ca n30poeHp JIaHY JICKapPCTBEHU PEAKIIUH U J1aO0paTOpHH
n3CjIeaABaHUuA 110 JaHHU OT CIIOHTaHH INECHUA 1 KIIMHUYHU IPOYYBAaHUAA. HpI/I BCSKO rpyniipaHe B
3aBHCUMOCT OT YECTOTATa HEeXEIaH CaKIMU Ca MPEJACTABCHH B HU3XO/ISAII PeJI IO OTHOIICHUE Ha

TAXHATA CEPUO3HOCT. TepMHHHI%BQ gecroTa ca AeUHUPAHU KakTo ciieaBa: Muoro yectu (> 1/10),
yectu (> 1/100 mo < 1/10), q&c u (> 1/1 000 mo < 1/100), penxu (> 1/10 000 mo < 1/1 000), mHOTO
penxu (< 1/10 000), c He ;;'Ha gecToTa (He MOXKe Aa OBbJe OollcHeHa OT HAJTUYHATE JaHHHU OT
CIIOHTAaHU CLO6IJ.I€HI/I$I).O

A\
MHoOro yecT \\‘| YecTn | Heuectn | Penxn
Hapymenus nﬁLBTa W JuM@pHaTa cucTemMa
@v Eosunodums TpombGonuronenus'!
c'} Jlesxonenns'®
JRO) Heyrponenus'*
Eg‘ﬁnzmm HA MMYHHATA CHCTEMa
\@ CBpBbXUYBCTBUTEITHO
N orl!
Hapymiennsi Ha MeTa00/1u3Ma U XPaHEHETO
TloBumaBane Ha [ToBWITICHN HUBA HA PasBurue win Xunorepmus'?
TEraoTo xoJsectepon’? obocTpsiHe Ha
HOBHme?H HpBa Ha I1abeT, OHAKora
TIOKO3a CBBP3aH ¢
Hosmmern HHE% Ha KETOoalua03a Ui
TPUTTTULEPUIN™
TtoKo3ypisi KOMa, BKJIIFOYUTEIIHO
IloBuIIEH aneTUT (aranun coryqan
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| (Bx. Touka 4.4)""

Hapyuienusi Ha HepBHATA cUcTeMa

COMHOIEHTHOCT

3aMastHOCT
Axatu3us’®
[TapkuHCOHU3BM
Jluckunesns®

6

I'bpuoBe, koraTto B
IIOBEYETO CIIy4yau €
JTOKJIaJIBaHa
aHaMHE3a 3a I'bPYOBE
WM PUCKOBU
dakropu 3a

1"']':>pLIOBe1 !

Juncronus
(BKJIFOUMTETTHO
okynorupanus)'!
TapnuBHa
nucKuHesus'!
Awmnesns’
Jnzaptpust

Hesponentnuex
MaJIMTHEH CUHIPOM
(k. Touka 4.4)"?
Cumritomu Ha
npexbeBane’ 12

PecrmpaToplm, I'PBAHU U MECAUACTUHAJTHHU HAPDYHICHUS

| Enucrakcuc’

CbpaeyHu HapylieHust ~LY
Bpanukapaus Q)\( Kamepna
Y,Z[’bJ'DKaBaHﬁmT ¢ TaxuKap s/ pudpuai
(BK. TO‘H@‘L usl, BHE3aITHA CMBPT
. (k. Touka 4.4)!!
Cb10BH HApYLICHHS R\4%
OpTtocratuuna ﬁMOCMGOHI/BLM
xunotonus ' WNXITIOUUTENHO
Q} OemonpobeH

d
&L

eMOO0IU3bM U IBJI00KA
BEHO3Ha TPoMO03a)
(BX. Touka 4.4)

CToMalHO-4YpeBHH HA

pymenns (O

Jlexu, JipeXoanu [ToxyBane Ha [Mankpearur!!
aHT RHepriaHm Kopema’
Y, BKJIIOUBALIN
UIALUS U CyXOTa
ADB ycrara
Xenmo-ﬁnnnapm@ﬁﬁ LICHUSA
sz\ IIpexonny, XemnaTur
%) 0e3CUMIITOMHH (BKJIFOUHMTEITHO
&Q HOBMIIIEHNS HA XaraToleNyJIapHo,
O YEPHOIPOOHUTE XOJIECTATHYHO HIIH
(b,Q aMUHOTpaHCchepasu CMECEHO YEepPHOAPOOHO
\& (ALT, AST), ocobeno yBpexaane)'!
\® B HAYAJIOTO HA
JiedeHUEeTo (BXK. TOUKa
4.4)
HapyuieHusi Ha KOKATA M MOJKO0KHATA THKaH
O6puB Peaxmus Ha
(OTOUYBCTBUTETHOCT
Anonenus

Hapyuleﬂml HAa MYCKYJ/IHO-CKECJICTHATA CUCTEMA H CHCAINMHUTETIHATA ThKaH

‘ Aprpanrus’

Pa6momuonm3a'!

Hapymenusi Ha 0b0penyiTe H NMKOYHUTE MTHINA
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NHaxoHTUHEHIIMS HA
ypHuHaTa, peTeHIUs
Ha ypHHa

3aTpyaHeHO
11

YpUHUpaHe

Hapyumienusi Ha Bb3MPOM3BOANTEIHATA CUCTEMA H I'bPAATA

Epexrunna
JUCQYHKIHS TPH
MBKE

Hamaneno nmubumo npu
MBKE H KEHU

AmeHopes
VYronemsiBaHe Ha
TbPIUTE

lanakropes npu xeHu
I'maekomMacTust/yronem
sIBAHE Ha TBPAUTE MIPU
MBXKE

[Mpuanussm'?

OO0y HapyuIeHHs U e

CKTH HA MSICTOTO HA NMPUJIOKCHHUE

AcrteHus (bU'
Ymopa Q\
OToK \>®
10
[Tupekcus AN\
HN3cnenBanus )

IloBunienu miasmMesu
HHBA Ha NPOJIAKTHH®

IloBuiiena ankamaHa
docdaraza'®
Bucoxka ctoiiHOCT Ha
KpeaTuH

11
docdokmnnaza
Bucoka ctoiiHOCT Ha
rama-

3al?
Bucoxka cto T Ha
nukouHa gemmna'’

)
rnyTaMHnTpchq)eQ

6 Q;Q
IloBumieH o %

OmIMpyOuH Q

@@
S
~>~®

<

£

C HeHn3BECTHA YECTOTa

ChcTOosiHNs, CBBP3aHH C

nepuojg

R

o

ba)
@IGHHOCTTa, POAOBHS H MOCIEPOIOBHS

Cunnpom Ha
OTHEMaHe TIpH
HOBOPOJIEHOTO (BX.
Touka 4.6)

‘v

1
KIII/IHI/ILIIjg@FHI/I(bI/IKaHTHO IIOBHUIIIAaBAHC HA TCTJIOTO € Ha6HIO,Z[aBaHO npe3 BCUYKU U3XOJHU

KaTero
po
q

QQG

a anekca Ha tenecHa maca (MTM). Crien kpaTkoCpodHO JieueHue (Meruana Ha
WUTEIHOCT 47 JIHW) MOBHUIIIABaHE HA TETJIOTO > 7% CHpsiMO MU3XOHOTO TEJIECHO TETJIO € MHOTO
2 %), > 15% e gecto (4,2 %), a> 25 % e neuecto (0,8 %). [Ipu marmueHT ¢ TBATOCPOIHA
ro3unus (moHe 48 ceIMUIT) € MHOTO 4ecTo HaaaaBane > 7 %, > 15 % u > 25% oT u3X0QHOTO UM
eJ1ecHO Terio (choTBeTHO, 64,4 %, 31,7 % u 12,3 %).

2 o
CpellHy TOBHIIICHHUS] B CTOWHOCTHTE Ha JIMITUIUTE Ha rlaaHo (001 xonecrepoi, LDL xonecteporn u
TPUTIIMLEPHUIN) Ca ITO-BUCOKU IPH MALMEHTH 0e3 JaHHU 3a HapylleHHe Ha N3XOAHAaTa peryjanus Ha

JIUIIAOATE.

3 Habmogasa ce IIpy HOpPMaJIHH M3XOJHHM HUBA Ha I1agHo (< 5,17 mmol/l), kouto HapacTBar 10
Half-BUCOKa CTOMHOCT (> 6,2 mmol/l). [IpoMeHn OT pedepeHTHUTE TPAHHITU B U3XOHUTE HUBA Ha
o0mus xonecTepod Ha riafaHo (> 5,17 - < 6,2 mmol) 1o Haii-Bucoka cToiHOCT (= 6,2 mmol) ca MHOTO

YCCTH.
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4 HaGmroaBa ce Ip¥ HOPMAJIHKMTE M3XOHU HHUBA Ha IIanHo (< 5,56 mmol/l), konTo HapacTBaT 10
Haii-BucoKa cToiHOCT (> 7 mmol/l). [IpomMenu B T1r0K03aTa Ha TIIAHO CTIPSMO TPAHUYHUTE U3XOTHU
cToiHOCTH (= 5,56 - < 7 mmol/l) no Haii-Bucoka cToiHocT (> 7 mmol/l) ca MHOTO YecTH.

S Ha6ronaBa ce IIpy HOPMAJIHHTE M3XOJHHM HUBA Ha riagHo (< 1,69 mmol/l), kouto HapacTBar 10
Hall-BHCOKa CTOWHOCT (> 2,26 mmol/l). [Ipomenu ot pedepeHTHUTE TPAaHUIN B H3XOAHUTE HABA HA
TpUTTUIIEpUANTE Ha TiIagHo (> 1,69 mmol/l - < 2,26 mmol/l) no Hali-BUCOKa CTOWHOCT

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

B KJIMHUYHU NPOYYBAHMS YECTOTATA HA MAPKMHCOHU3BM M JUCTOHUS IIPH TIALMEHTH, JIEKYBAHHU C Q(b'
OJIaH3alKH, € TI0-BUCOKA, HO HE U CTATHCTHYECKH 3HAYMMO pa3findHa oT miane6o. JlekyBanute ¢
OJIAaH3aIWH MMALIMEHTH UMAT I10-HACKA YeCTOTa HAa NApKUHCOHU3bM, aKaTHU3UA U JUCTOHUS B CP ne

C TUTPUPAHU 1034 Xajonepunoi. [Ipu numcara Ha nogpoOHa HHPOPMALUS OTHOCHO npeﬂxoaa a
aHaMHe3a Ha NHAWBHTyalIHU OCTPU U TapAWBHU EKCTPATUPAMHAIHH IBUTATEITHH HapyIle

TIOHACTOSIIIIEM HE MOJKE J1a CE HaIlpaBH 3aK/II0UEHHUE, Ye OJIaH3aNKH IPUYHHSBA B [TO-MaJTRY CTENEH
TapJUBHA AUCKUHE3MSI W/UITK IPYTH €KCTPAITMPAMUIHU CHMIITOMH. 0

7 OcTpH CUMIITOMH KaTO TIOTEHE, MHCOMHMS, TPEMOP, TPEBOXKHOCT, T'aJICHE U r@éunaHe ca
JTOKJIaJIBaHU MPH BHE3AITHO CIIMpaHe Ha OJIaH3aIlMH.

¥ B KIMHUYHU TIpOyYBaHus 10 12 ceqMUIM IUIa3MEHUTE KOHIIEHTPA a MPOJIAKTUH MIPEBUIIABAT
ropHaTa rpaHULa Ha HOPMAIHUS IUAa30H P NPUOIH3UTEIHO 3% OT JIEKyBaHUTE C OJIaH3aINH
NAalMEHTH, KOUTO UMAT HOPMaJIHA U3XOJHA CTOMHOCT Ha ponakNg1. [Ipu moBeueTo oT Te3n nauueHTu
TIOBUIICHUTA HA CTOWHOCTHTE OOMKHOBEHO Ca YMEPEHH U oc@sar nox IBYKpaTHaTa CTOMHOCT Ha
ropHaTa rpaHuila Ha HOPMAaJIHUS JUarna3oH. \2\

9 HemenaHo C’B6I/ITHG, YCTaHOBeHO OT KIIMHNUYHU H&BaHI/IH B I/IHTerI/IpaHaTa 6a3a JAHHHU 3a
OJIaH3aIInuH. @
10 KakTo € OI[eHeHO OT U3MEPEHUTE CT@CTH OT KJIMHUYHU NIPOYYBAHUS B HHTETPUpaAHATa
J
0a3a JaHHM 3a OJIaH3alluH. ¢

' Hexxenano cvouTHE, ycnmge& OT CIIOHTaHHU CHOOIIEHUS B TIOCTMAPKETUHIOBHSI TEPHO]]
A
C oIpezieieHa “IeCTOTa,S‘. € M3MO0JI3BaHa HHTerpupaHara 0a3a JaHHU 3a OJIaH3AIUH.

12 Hexenano croutue, OBEHO OT CIIOHTaHHU CHOOIIEHHS B TIOCTMAaPKETUHTOBHS TIEPUO]] C
M3YHCIIEHA YeCTOTa %)pHaTa rpanuna Ha 95% moBepuTeneH HHTEpPBa, KaTo € U3IM0JI3BaHa
I/IHTerI/IpaHaTa633§a HY 32 OJIaH3allHH.

ﬂbﬂeocpg.ﬁﬁ&mnosuuuﬂ (none 48 ceomuyu)

IIpu HTUTE, KOUTO UMAT HEXEJaHH, KIMHUYHO CUTHU(DUKAHTHY IPOMEHH B Ha/IJaBaHETO Ha
TeT, X0Ja Ha BPEMETO ce TIOBHIaBaT riroko3ara, oommust/LDL/HCL xomectepon mun
uuepuaute. [Ipu Bb3pacTHU MalMeTH, KOUTO 3aBBPILIBAT 9—12-MeceuHo JIeyeHue, YeCcToTaTa Ha
pacTBaHe HA CPEIHUTE CTOMHOCTH HAa KPBBHATA 3aXap HAMAJIABA CJIE] IPUOIM3UTEIHO 6 Mecena.

Honvanumenna undopmauus 3a cCneyuaiiy nonyaayuu

B xiIMHWYHY TpOYYBaHUS MPU MAIMEHTH B HAIIPEIHAIA BH3PACT C JIEMEHITUS JICYEHUETO C OJIaH3aIHH
Ce CBBP3Ba C MO-BUCOKA YECTOTA HA CMBPT U MO3bYHOCHIOBU HEXKEITAHU PEAKIIMH B CPAaBHEHUE C
miare6o (Bxk. chio Touka 4.4). MHOTO YecTH HeXeJIaH!U PEeakIlni, CBhp3aHu C yroTpedaTa Ha
OJIAH3AIMH MPH Ta3u rpyra MalueHTH, ca aOHOPMHA TOXO0JIKa ¥ najiaHus. Yecto ca HaOIIoJaBaHn
MTHEBMOHHS, TIOBUIIICHA TEJIECHA TEMITEPaTypa, JIETAPTHUS, EPUTEM, 3PUTEITHU XATIOIMHAITUHA U
WHKOHTHHCHITUS Ha ypUHA.
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[Ipn KIMHUYHY TPOYYBAHUS C MAIUEHTH C JIEKAPCTBEHOMHIyIIpaHa (JOMTaMUHOB arOHUCT) TICKX034,
cBBp3aHa ¢ 6onecrra Ha [lapkrHCOH, MHOTO YECTO | ITO-YECTO B CpaBHEHHE C TUIaIedo ca JTOKJIaBaHu
BIomaBane Ha [lapkuHCOHOBaTa CUMOTOMATHKA U XATIOIIMHAIIH.

[Ipu eHO KITMHUYIHO MPOYYBAHE C MAIESHTH ¢ OUTIOJISIpHA MaHHS KOMOMHHPAHOTO JICUCHHE C

BaJIIIPOAT W OJIAM3AIMH BOJX J0 YeCTOTa Ha HeyTporeHusnTa 4,1%; moTeHnuaneH cpaencTranl pakTop
MO’ J1a ca BUCOKH TUIa3MECHU HUBA Ha Bajimpoar. Onan3anuH, MPHIOKEH C TUTHI WIX BalIIpoar,

BOJIM JI0 TIoBHIIIeHa YecToTa (>10%) Ha TpeMop, CyxoTa B yCTara, HOBUIIICH alleTUT U TIOBUIIABaHE Ha
Ternoto. Hapymienue B roBopa ChIINo € T0KIaiBaHo YecTo. [Ipu eueHune ¢ oan3anuy B KOMOWHAITHSI

C JINTUH WU TUBAJIIPOCKC ce HaOIr0aBa MOBHUINIEHUE C > 7% OT M3XOIHOTO TEJIECHO TETJIO MPH

17,4% OT manmeHTHTe 0 BpeMe Ha OCTPOTO JedeHue (1o 6 cenmuiu). [IpoabKATETHOTO JIedeHne (b
oan3anuH (o 12 mMecerna) 3a Mpo¢MIakKTHKA Ha PEIHUINB TP MAMCHTH ¢ OHUTIOIIPHO Pa3CTPOIC

€ CBBP3aHO C MOBHIIEHHUE C >7% OT U3XOJHOTO TEIECHO Tero npHu 39,9% oT marmeHTuTe. «Q
Ileduampuuna nonynayus O
Omnamn3anyH He € T0Ka3aH 3a JISYeHUeE TIPH Jielia 1 IoHoIH noj 18 roaunu. Makap na He
MPOBEKIAHU KIMHUYHK MTPOYYBAHUS 32 CPABHSABAHE HA FOHOIIUTE C BH3PACTHUTE, TE OT
MPOYYBAHUATA NIPU FOHOIIIN Ca CPABHEHH C TE3U OT MPOYYBAHUATA MIPH BL3paCTH&~

Crnennara Tabnuia 0000IaBa HeXXeTaHUTE PEAKINH, ChOOIaBaHH C MO-TO YecToTa Mpu
MAIMEeHTH B IOHOIIECKa Bb3pacT (Mexay 13 u 17 roguHu), OTKOIKOTO 11 @ 3pacTHU NALUEHTH, WU
HE)KEJIaHU PEaKINu, KOUTO €A YCTAHOBEHU CaMO IIPU KPaTKOCPOUHH WYHU MPOYYBAHHUS C
MalMeHTH B I0HOMIECKa Bb3pacT. KIIMHIYHO CHrHU()UKaHTHO MTOBH € Ha TersoTo (= 7%)
u3riex/a ce Habmo/aBa Mo-4ecTo B MOMyJIAlMATa Ha IOHOIINTE'R $PABHEHUE C Bb3PACTHU ChC
CpaBHHMMa €KCIIO3UIU. CreneHrta Ha HagaaBaHE Ha TEIJIO U }Z@bT Ha MalfMCHTHUTC FOHOIIN, KOUTO
MMaT KIMHMYHO 3HAYMMO HaJUIaBaHE Ha TETJI0, ca N0-Tog@Y IIPU NPOIBIUKUTENHA €KCIIO3HIMS (TTOHE
24 ceqMuLM), OTKOJIKOTO IIPU KPAaTKOCPOUHA eKCHO3I/ILII/§\

[Tpu Bcsiko TpyMUpaHE B 3aBUCHMOCT OT YECTOTAZPACKETAHNTE PEAKIINY ca MPEJICTABCHU B HU3XOISII]
pell TI0 OTHOIIICHHE Ha TAXHATA CepI/IO3HOCT T THUTE 32 YeCcToTa ca Je(hMHUPAHU KAKTO CIIe/IBA:
MHOTO YectH (> 1/10), wectr (> 1/100 mo < «

Hapyumenuss Ha meTa0oau3mMa u X 1eTo
Mmnoeo wecmu: TloBuiaBane Ha TerXTo '°, MOBUIIEHN HUBA HA TPUTIIMIIEPHIU' Y, TIOBHIIIEH ATIETHT.
Yecmu: Tosuiienu HuBa Ha xQAecsepon '’

Hapymienus Ha HepBHATA eMa
Mnozo wecmu.: Cenupane YUTEJIHO: XMIIEPCOMHHUSL, JIETAPTHsl, COMHOJIEHTHOCT).
CToMalHO-4YpeBHH fienus

Yecmu: CyxoTta B Y

Xenmo-ﬁnnngge}lapymeﬂnﬂ

Mnoeo wecmu @)OBuienns Ha yeproapoOHUTe aMuHOTpaHcepazu (ALT/AST; Bk. Touka 4.4).
I/Isc.nezma,@
Mnozo :&gtu: Hamanen o611 6unupy6us, nosumena GGT, HOBHIICHH [UIa3MEHN HUBA HA
16
po. H°.

ag

Q@Enen KpaTKOCPOYHO JIeueHHe (MearuaHa Ha MPOABIHKUTEIIHOCT 22 THH) TIOBUIIIABaHE HA TETJIOTO

> 7% ot u3xoaHoTo TeyecHo Terio (kg) e muoro vecto (40,6 %), > 15% OT U3XOHOTO TEJIECHO TETJIO
e uecto (7,1 %), a> 25 % e uecro (2,5 %). [Ipu pparocpouna excrio3utus (one 24 cenmuim) 89,4 %
Hagnasat > 7 %, 55,3 % wannaBat > 15 %, a 29,1 % HanggaBat > 25% OT M3XOIHOTO CH TEISCHO
TETJIO0.

14 HaGmomaBar ce 3a HOpMaJIHM M3XOJHU HKMBA Ha riaafano (< 1,016 mmol/l), KouTo HapacTBar 10 Haii-
BUCOKa cTolHOCT (> 1,467 mmol/l), u mpoMeHH OT pe)epEHTHHUTE IPAHUIIN B H3XOJHUTE HUBA Ha
TpUrIHIEpUANUTE Ha TagHo (> 1,016 mmol/l - < 1,467 mmol/l) mo Hali-BHCOKa CTOWHOCT

(> 1,467 mmol/l).
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5 TIpoMens B M3X0HATE HUBA HA OOIIMS XOIECTEPOII HA TIIAJHO CIIPsAMO HopManHute (< 4,39 mmol/l)
JI0 Haii-BHCOKa CTOMHOCT (> 5,17 mmol/l) ca nabaronaBanu yecto. [I[pomenu ot pedepeHTHUTE
TPAHUIU B U3XOJHUTE HUBA HA OOIIHS X0JIECTEPOI Ha TaaaHo (> 4,39 - < 5,17 mmol/l) no Haii-BrcOKa
cToiHOoCT (> 5,17 mmol/l) ca MHOTO YecTH.

16 TToBumeny na3MeHy HUBA Ha MIPOJIAKTHH ca NOKIaaBaHu Ipu 47,4% OT MalMeHTHTE B FOHOIIECKA
BB3pAacT.

4.9 Ilpeno3upane

Hpusnayu u cumnmomu @fb
MHoro gecT CUMIITOMH NpH Npeao3upane (dectota > 10%) BKIIIOUBAT TaxUKapaus, @
BB30y/a/arpecuBHOCT, TU3APTPUSL, PA3IUYHU €KCTPAIMPaMUIHI CUMIITOMU M HapylLlIeHHue Ha Q
CBH3HAHHUETO, BApUPALIO OT CEAUPaHE O KoMa. O

Jpyra MeAMLIMHCKY 3HAYUMU [TOCIIEIMIH Ha IIPEJO3UPAHETO ca ACTHUP, KOHBYJICHH, KO $3M0>Ken
HEBPOJICIITUYCH MAJIMTHEH CUHAPOM, IIOTUCKAHC HAa JUIIAHETO, aCIupalua, XUIepT: 501041
XUIIOTOHUS, pUTBMHHU HapyleHus Ha cbpueTo (< 2% oT ciiydanTe Ha Mpeo3upage
KapIuoIlyJIMOHapeH apecT. DaTalHu NOCIEUIY ca JOKIaABaHU IIPU OCTPO II UpaHe ¢ 103a OT
nopsiibka Ha 450 mg, HO CBHIIO € AOKIJIaJBaHO MPEKUBSIBAHE CIIE] OCTPO II paHe ¢

MPUOIM3UTETTHO 2 g OJIAH3aMKH TePOPAITHO. @
Jleuenue rb !

3a onan3anuH HAMa crienuduyeH antuaoT. He ce mpenoppuBa n€S)M3BHKBaHE Ha MOBpbIane. Morat
na Ob/aT MMOKa3aHHW CTAaHIAPTHUTE MEPKH 32 JICYCHUE Ha npe/Q@yIpaHe (T.e. cTOManIHa IPOMUBKA,
npreMaHe Ha aKTUBEH BBIVICH). ETHOBPEMEHHOTO MpHiIargpe Ha akTHBEH BBIJICH € ITOKa3aI0
HamaJsBaHe Ha NepopaiHarta OMOHAIMYHOCT Ha onamau%ﬂ ¢ 50 no 60%.

TpsiOBa na ce 3am0YHE CHMITOMATHYHO JIEYCHUE OCIie/IsIBaHE HA )KU3HEHNUTE PYHKIIUU B
CBOTBETCTBHUE C KIMHUYHOTO ChCTOSHHUE, BKII JTHO ¥ JISYCHNE Ha XUTIOTOHUATA W IUPKYJIATOPHHS
KOJIAIC ¥ MOAJPHKKA Ha IuXareiHara GyH ¥ Jla HE ce u3mon3BaT afipeHaInH, JOTIAMHUH WIH APYTH
CUMIIATUKOMUMETHYHU CPEJICTBA C 6eTg—a§Q CTHYHA aKTUBHOCT, Thil KaTO OeTa-CTUMYIAINAITa MOXKE
Jla BIIOIIN XUITIOTOHUsTA. MOHUTOPHD, Ha ChPJ/ICYHO-CHI0BATa CUCTEMA € HEOOXOIMMO 3a
yJIaBsiHE Ha BH3MOXXHHU apuTMUU. B TEJTHOTO MEJAMIIMHCKO HAOIIOICHUE U MOHUTOPUPAHE TPsOBa
Jla TIPOIBIDKHU 0 BL3CTaHOBﬂBa;<TQ Ha IanueHTa.

O

5.  ®APMAKO.JIO U CBOMCTBA
5.1. d)apMalco&Q%m}m CBOIICTBA

dapmakoTe TUYHA Ipyna: Jua3enuHy, okcazenuay U THazenuHu ATC xox: NOSAHO3.

cbaww@ummuquu egexmu

On @ MH € aHTUTICUXOTHYHO, aHTUMaHUIHO 1 CTaOMIIM3UPAILO HACTPOSHUETO CPEICTBO, KOETO

@gfma HIMPOK (PapMaKoJOTHICH MPOQUIT 10 OTHONICHHUE HA MHOXKECTBO PEICTITOPHU CHCTEMH.

QB NPEKJIMHAYHU IPOYYBaHUA € JI0Ka3aH apUHUTETHT Ha OJIaH3AIMH KbM PEeIUlla PEUENTOPH
(K; <100 nM) 3a ceporouun 5 HT2anc, S HT3, 5 HTg; momamun Dy, D, D3, D4, Ds; xonmuaepruanu
MyCKapruHOBH perientopu M -Ms; anda;- agpeHeprudnu; 1 XucTaMruHOBH H perientopu.
IIpoyuBaHusTa C OJIaH3aNMH BbPXY OBEJICHUETO HA XKUBOTHU Noka3Ba SHT, nonamuHOB 1
XOJMHEPTHYEH aHTarOHU3BM, OTTOBAPSAL] Ha PELENITOP-CBBP3BaIIHs podu. /n vitro oJaH3anuH
MOKa3Ba Mo-royisiM aUHUTET KbM cepoToHnHoBUTe SHT,, 0TKONIKOTO MomamMuHoBHTE D, perientopu u
no-ronsima 5 HT, akTUBHOCT B cpaBHEHME ¢ D2 aKTUBHOCTTA NPH iA Vivo MOJIEIH.
EnexTpodu3nonornaHuTe U3cieABaHus MOKa3BaT, Y€ OJaH3alUH CEIEKTUBHO HaAMAJIsBa
aKTHBUpPAHETO Ha Me30imMOndIHuTE (A 10) MOTaMIHEPTHIHA HEBPOHH, KaTO B CHIIOTO BpeMe e(PEeKTHT
My BBbpXY IBTHIIATA B CTpUATyMa, yyacTBallyd B MOTOpHUTE QyHKUUH (A9), e Manbk. OnaH3anuH
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HaMaJIiBa KOHIUITUOHHUPAHWA OTTOBOP Ha 0T6}II‘BaHeTO, KOCTO € TCCT, IIOKA3aTCJICH 3a
AHTHUIICUXOTHUYHA aKTUBHOCT B IO3H IMO-HUCKHU OT TE€3U, BOACIIHN OO0 KATAJICIICUA, KOCTO € XapaKTECPHO
34 MOTOPHHUTEC HCIKCIIAHU e(beKTI/I. 3a pas3ivKa OT HAKOU APYTY aHTUIICUXOTUYHU CPEACTBA, OJIaH3allnH
yCuijiBa OTTrOBOpa B YCJIOBUA Ha ,,aHKCI/IOHI/ITI/I‘leH” TECT.

IIpoyuBanus ¢ mozutpoH-mucuoHHa Tomorpacdust (PET) nmpu 3npaBu 1oO6poBomy, oJaH3aniH B
eAMHUYHA nepopanHa 1o3a (10 mg) mokassa mo-roysiMo cBbp3Bane ¢ SHT24, B cpaBHEHHE C
nmonamuHOBHTE D> perienitopu. OcBeH TOBa, 00pa3HO M3CICABaHE Upe3 eAUHNIHA (DOTOH-eMHCHOHHA
koMImioTbpHa ToMorpadust (SPECT) mpu nmaruenTH ¢ mm3odpeHuns MoKas3Ba, ue IpH MarlueHTHTE
YyBCTBUTEIIHU KbM OJIaH3aIIMH UMa [T0-MaJIKoO cBbp3BaHe ¢ D, B cTpratyMa B cpaBHEHHE C

MAaIMEHTHUTE, YyBCTBUTEIHU KbM JAPYTH aHTUIICUXOTHYHH CPEJCTBA M PUCIIEPUIOH, KATO Ta3H HaXO a(b.
€ CpaBHMMA C Ta3{ MIPH KIIO3AMHH-TyBCTBUTEITHUTE MAI[UCHTH. }J@

Knunuuna egpuxacrocm & Q
B nBe ot aBe m1a1e00-KOHTPOJIUPAHU U B IBE OT TPU CPABHUTEIIHUA KOHTPOJIUPAHU MPOYY npu
noBeue ot 2 900 marnueHTH ¢ MU30(PEHUs, IPOSBEHA KAKTO C HATMYMETO Ha MOJIOKUTCRENTY TaKa

OTPULATECIIHA CUMIITOMH, OJIAH3aIIMH ITOKa3Ba CTATUCTUYCCKU 3HAYUMO HOI[O6p6HI/I€ WT Ha
HCTaTHUBHUTC, TaKa U HA IO3UTUBHUTC CUMIITOMU.

B MynaTHHAIMOHAIHO, JBOWHO-CIISIO, CPABHUTENHO IPOYYBAaHE BHPXY IIN3 usTa,
mu30aheKTUBHATE WK TIOAO0HH HapyIIeHus, BKIrouBamo 1 481 nanyen PaznuyHa CTENEH Ha
CBBp3aHU C TOBA CHMIITOMH Ha Jienipecusi (M3X0Ha CPeIHA CTOMHOCT 0 CKajaTta Ha
Montgomery-Asberg 3a knacudummpaHe Ha ACMPECUATA), TPOCTIEK s1 BTOPUYCH aHAIHN3 Ha
NPOMSIHATa HA U3XOIHUS CIIPSIMO KpaHUs CKOp Ha HACTOCHHUET a3Ba CTATHUCTHYECKH 3HAYNMO
nonoopenue (p=0,001) B mon3a Ha onan3anuH (-6,0) CHpHMO@ﬂCQ'JepI/I}IOH (-3,1).

[Tpu manueHTH ¢ MAaHUWHH SMTHU30/I1 WA CMECCHH enmqegrpn OWIoNIapHY Pa3CTPOICTBA, OJNAH3AIHH
MOKa3Ba MO-BUCOKA €(PEKTHUBHOCT KaKTO CIPSIMO IUIagg00; TaKka U CIIPSMO BAINPOAT CEMUHATPHIMA
(nMBaNMpOCKC) B HAMAJIIBAHE HA CUMIITOMHUTE Ha &)ﬁ 3a moseye o1 3 ceamuny. OIaH3anuH CHIO
MOKa3Ba CPaBHUMA € XAIOMEPH 0T ehUKACHOC a3eHa ¢ YacTTa MalUeHTH, MOTYYMIH PEMUCHS Ha
CHUMIITOMHU Ha MaHHS U Ha Jienpecus 3a 6 U MUIIM JieueHue. B npoyuBaHe ¢ ojaH3amuH B
KOMOWHAIIUS C IUTHH WA BaJIIPOAT 33 M yM 2 ceIMUIH, 100aBAHETO Ha oyaH3anuH 10 mg
(KOMOMHHUPAHO JICYCHHUE C JINTHH HITH quﬂpoaT) € JIOBEJIO JIO MO-TOJIIMa PEyKIHMs HA CHMIITOMUTE Ha
MaHHs B CPAaBHEHHUE ChC CAMOCTOST 0 MPUJIOKEHHUE HA JIUTUH WM BAIIIPOAT Cliea 6 CEIMUIIH.

B 12 meceuno npoyuBaHe mp QHUIAKTHKA HA PELMIMBY HA MAHUIHHY €MM30/1H, TIPUITAIIEHTH,
MOJIYYUIIA PEMUCHS TIPH JIE € C OJIaH3allMH U PaHJIOMU3HMPAHU Jia 10Jy4aBaT OJIAH3AIINH WU
iane0o, oJaH3aIuH € CTaTUCTUYECKH 3HAUMMO NPEBB3XOJICTBO CIIPSIMO ILI1aLedo 1o
OTHOLLIEHUE Ha IIbPB ¢ KpalfHu TOYKH 32 PO(PHIAKTHKA Ha PEUIMBY Ha MaHUITHN €TTH30/11 TIPU
OUIIOIISIPHO p%cm(@b 0. OnaH3anyH ChIIO € MOKa3aJl CTATUCTUYECKH 3HAYMMO NPEANMCTBO CIIPSIMO
iane6o mo 0TH®eHI/Ie Ha [IPEIOTBPATsABaHE HA PELIUIUBU KAKTO Ha MaHHUs, TaKa U Ha JENPECUsL.

IIpu BTOpK&V!CC@‘IHO MpoyYBaHEe MPpH MPOPIIIAKTHKA PEIUINBA HA MAHUWHN €ITU30IH, TTallUCHTH,
MIPH KOQ € TIOCTUTHATA PEMUCHS ¢ KOMOWHUPAHO JISYCHUE OJaH3AIMH U INTHH, PaHIOMH3UPAHH J1a
I10JI T OJIAH3AIIMH WX JINTUH CaAMOCTOSTENIHO, OJIaH3aIlMH € IT0Ka3ayl He I0-TOJISIMO

XOJICTBO CHPSIMO JIMTHH 110 OTHOIICHHUE HAa MbPBUYHUTE KPAHHHU TOYKH 3a MPO(UIaKTHKA Ha
WIWBY Ha OUIIONIAPHO pa3cTpoiicTBo (onman3anud 30,0%, mutwii 38,3%; p=0,055).

[Ipu 18-MeceuHo poyuBaHe HA KOMOMHUPAHO JICYeHUE HA MAHUITHU WITH CMECEHU EMTU30,U ITPH
NalMeHTH, CTAOMIM3UPAHH C OJIAH3AIMH IUTIOC JIEKApCTBa CTA0OMIN3UPAIIN HACTPOSHUETO (JINTUH WK
BaJIIIPOAT), MPOABIKUTEIHOTO JICUEHHE C OJIAH3AIHMH, CbBMECTHO C JIUTUH MJIM BAIIIPOAT HE €
CTaTUCTUYECKHU I0-100PO CIPSAMO JUTUI WM BAJIIIPOAT CAaMOCTOSITENIHO, 10 OTHOLIEHUE OTJIaraHe Ha
000CTPSHETO Ha OUIIOJISIPHOTO PA3CTPOICTBO, CHIVIACHO KPUTEPUUTE 38 CUHIPOMA.

Ileduampuuna nonynayus
OnutsT npu 1oHOIH (BB3pacT 13 1o 17 roguHn) € orpaHuyeH A0 KPaTKOCPOUHHU JaHHHU 32
e(eKTUBHOCT IpH mu3ohpenus (6 ceAMUIN) U [IPU MaHuUs, CBbp3aHa ¢ OUITONSPHO PAa3CTPOICTBO TUI
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I (3 cenmumm), ipu mo-manko ot 200 roHomr. OaH3anuH € U3NoJ3BaH KaTo (irekcubmiTHa 1032,
3anoyBara oT 2,5 u cruramia 10 20 mg/auesHo. [Ipu JeueHne ¢ onaH3amnyuH IHOIUTE HalAaBaT
CUTHU(HMKAHTHO TIOBEYE Ha TETJIO B CpaBHEHHE C Bb3pacTHHUTE. CTeneHTa Ha IPOMEHH B OO
xozecrepon, LDL xonecteposna, TpUMIIMIEPUANTE HA [NIAAHO U TPOJaKTHHA (BXK. TOUKH 4.4 u 4.8) e
MO-TOJIsSIMA TIPH FOHOIIH, OTKOJIKOTO MPH Bbh3pacTHU. HsiMa naHHM 3a moaabpikaHe Ha edekra, a
JIAHHUTE 32 IBJITOCPOYHATa OE30TaCHOCT ca OrpaHudeHH (BX. TOUKHU 4.4 u 4.8).

5.2 ®apmMakoKMHETHYHH CBOWCTBA

Abcopoyus

OnanzanuH ce abcopbmpa g00pe ciie] MepopaaTHo MPHIIOKEHHE KaTO TOCTUTa MaKCHMAITHH HH&SME%@
KOHIIEHTPAIH MEXIY 5-us 1 8-ust gac. AOcopOIusITa He ce MOBIMABA OT IPHEMa Ha XpaHa. @
AOcomoTHaTa OMOHATMYHOCT CIIS/ MEPOPATTHO MPHUIIOKEHHIE B CPABHCHUE C HHTPABEHO3HO Q

MIPHUJIO’KEHUE HE € OIpeIerisHa.

O
Pasnpeoenenue Q
CBbp3BaHETO Ha OJAH3AIMH C IJTa3MEHUTE MPOTEUHHU € OKoJI0 93 % mpu KOHueHTpau@»B nIuarna3oHa
ot 7 1o okoiio 1 000 ng/ml. OnaH3anuH ce CBbP3Ba IJIABHO C AJIOYMUHA U C OL1-KRCCRAIS
TJIMKOTIPOTEHH. é‘

%)
Buompancoopmayus Q&
OnaH3anuH ce MeTaboIN3upa B YePHUS Ipo0 Upe3 KOHIOTUPAHE U OK Hue. [ TaBHUAT META0OIUT B
KpbBTa € 10-N-TrIroKOpOHHI, KOHTO HE IpeMUHaBa IIpe3 KPhbBHO- HaTa Oapuepa. 3a
o0Opa3zyBaHeTo Ha MeTa0OIUTUTE N-IIE3METHI U 2-XUAPOKCUMET OnpuHacsT nuToxpomu P450-
CYPI1A2 u P450-CYP2D6. In vivo u nBata MeTab0IMTA HOK?@.T HAYUTETHO MMO-HUCKA
(hapMaKoJIOTHIHA AKTHBHOCT, OTKOJIKOTO OJIaH3AINH B Hs(@uBaHI/m TIpH KUBOTHU. | TaBHaTa
Q)apMaKonoquHa AKTHUBHOCT C€ OBJIDKHW HA U3XOAHUA OI@&HI/IH.

Enumunupane \>‘®
Cren mepopaiHO MPHIOKEHUE, CPETHHAT TEp €H eJIMMUHAIIMOHEH TOJTy’)KUBOT Ha OJaH3aIuH
1pH 3ApaBH LA BAPHPA B 3aBUCHMOCT 0T EBEPACTTa M IOJIa.

J
IIpu 31paBu UHAUBUIX B HAIIpEAHAI acT (65 T. ¥ MoBeye) CPeAHUAT ENUMUHAIIMOHEH
MIOJTY’KUBOT € YABIIKEH B CPDABHCHH o-muaaute nHauBuan (51,8 cpenry 33,8 gaca), a KIIMPBHHCHT €
HamaureH (17,5 cpemty 18,2 l/qa&@apMaKOKHHeTI/I‘IHaTa BapHEOWITHOCT, KOSITO Ce HAaOIII0IaBaT pH
WHIMBUJINTE B HAIIPEIHAIIA B CT HE ce OTIIMYaBa OT Ta3W NpH Mo-Miaaute nHauBHIM. [Tpu 44
MaIUeHTH ¢ MU30(hPEeHNUs 3pact HaJl 65 T. 1031 oT 5 110 20 mg/neH He ca OWIM CBBP3aHH C
HSIKaKbB pa3inieH npo@ HE)KeJIAHU ChOUTHA.

IIpu xeHn cpean HQHMHHauHOHeH TIOJTYKUBOT € JIEKO YabJpKeH (36,7 cpemry 32,3 gaca) B
CpaBHEHUE C T| PH MBKETe, a KITUPBHCHT € peayuupad (18,9 cpemty 27,3 1/49ac). Benpeku ToBa,
npopuIbT OIMacHOCT Ha osiaH3anuH (5-20 mg) e cpaBHUM MeXIy KeHuTe (n=467) 1 MbKeTe

(n:869).c'}
Ebéﬁbgo yepexcoane

\&yCTaHOBeHa 3HaYMMa pa3jifKa B CPeIHUS eIMMUHAIIMOHEH MOyXuBOT (37,7 ciipsimo 32,4 gaca),

kTo U B KiupbHca (21,2 cipsimo 25,0 1/9ac) Mex iy malMeHTHTe ¢ yBpeneHa 0b0pevHa QyHKIHs
(xpeaTuHnHOB KiaupbHC <10 ml/min) u 3apaBute unauBUAKM. [IpoyuBanusTa nokassar, ue okoso 57%
oT OeJsI3aHus C palMOAKTUBHY U30TOIM OJIaH3AIMH Ce YCTAaHOBSBA B YpUHATA IJ1aBHO 1o opmaTa Ha
METa0OJIUTH.

Ilvwauu
[Ipu my1rayu ¢ JIeKOCTENCHHA YePHOAPOOHA AUCPYHKIINSA, CPSAHUAT SITMMUHAIIMOHCH ITOJTY)KHBOT

(39,3 uaca) e yabiokeH, a KIupbHCHT (18,0 1/uac) HaMaleH, B cpaBHEHHE ChC 3PaBU HEITyIIAYH
(cvotBeTHO 48,8 yaca u 14,1 1/gac).
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IIpu Henmymayun (MBXKe U )KCHH) CPEIHUAT STUMUHAIITMOHEH ITOTYXKHUBOT € yabinkeH (38,6 cripsimo 30,4
yaca), a KIIMPBHCHT € HamalieH (18,6 cpemry 27,7 l/gac) B cpaBHEHHE C ITyIIadH.

[Ina3MeHusT KIUPHHC HA OJAH3AIKH € MO-HUCHK MPH MAIMEHTUTE B HAIIpEAHANA BB3PacT, B
CpaBHEHHE C IMO-MJIaINTE MHINBUIH, TIPH KEHHUTE B CPAaBHEHUE C MBKETE, KAKTO U IPU HETYIIAYHNTe B
CpaBHEHHE C IyIIadynTe. BhIpekn ToBa, 3SHAYMMOCTTA Ha BIUSHUETO HA BH3PACTTA, TI0JIA HITH
MYIICHETO BhPXY KIMPBHHCA Ha OJaH3aIlMH U BHPXY HETOBUS MOTYKUBOT € TBHPJIC MajKa, B CPAaBHEHUE
¢ o01mrara BaprabITHOCT MEXKIY OT/ICITHUTE HHIUBUIM.

Hee YCTaHOBCHA pa3JiiKa BbB (1)apMaKOKI/IH€TI/I‘{HI/ITe napamMeTpu npu NpoydBaHus IMPOBCICHU C

€BpOIEUIH, IMOHUY U KUTANLH. @(b

Ileduampuuna nonynayus &Q
HOuommm (Bb3pact 13 mo 17 rogunan): ®apmMakoKUHETHKATA Ha OJIAH3AIMH € M000HA TIPH g@un u
BB3pACTHH. B KIIMHIUYHY MPOYYBAaHUS CpelHATA SKCTIO3UIIHS Ha OJIAaH3aIHH € OKOJIO 27%% -BHCOKa
npu roHomu. Jlemorpadckure pasnuuus MeKAy FOHOIIU U Bb3PACTHU BKIIOUBAT no—}@xo CpeaHo
TEJIECHO TETJIO M MO-MabK Opoil mymraun npu roHommte. [logo0Hu hakTopn e BR3IMOIKHO Aa
ChJIICICTBAT 3a MO-BUCOKATa CPEIHA SKCIIO3ULMS, Ha0I0JaBaHa IIPU FOHOLIH. @Q‘

5.3 IlpeakIUMHUYHM JAHHU 32 0€30IACHOCT Q&
Ocmpa (npu edunuyna 003a) MOKCUYHOCH QQ) 2
[pu3HaIMTe Ha TOKCUYHOCT MPH MIEPOPAJICH MIPHUEM IIPH rpU3ay a XapaKTepHH 3a MOIIHUTE

HEBPOJICITULN: XUIIOAKTUBHOCT, KOMa, TPEMOD, KIIOHHYHH KQEPRYNCUH, CATUBaLMs, U IOTUCKaHE Ha
HaanaBaHeTe. CpeIHUTE JIETAIHU 103U ca npuoan3uTenHo] " mg/kg (3a mumkn) u 175 mg/kg (3a
urbxoBe). Kyderara nonacsaT equnnyHa 1o3a 10 100 m €3 J1a ce HaOJro/1aBa JIETaJeH U3XO0/I.
KbM KIMHUYHHUTE IPU3HALM CIIAaT CEAUPaHE, aTaKqgy), TPEMOD, YCKOPEH ChPIICHEH PUTLM,
3aTpyJHEHO AMILIAHEe, MU03a, U aHopekcus. IIpu M&@MyHM eIMHUYHY niepopainu 103u 10 100 mg/kg
BOJIST JIO IPOCTPALIUS, & BACOKUTE JI03U H 10 Ha 3ary0a Ha Ch3HAHHE.

Toxcuunocm npu MHO20KPAMHO I’lDu]lO.ZfC@Q@

B npoyuBaHus BEpXY MUIIIKA C TIPOT TEJTHOCT 710 3 Mecella ¥ BbPXY IUThXOBE U KydeTa C
MPOABIDKUTEITHOCT ChOTBETHO JI0 1 Ha, npeoliiagaBaiy epektu ca noruckane Ha [{HC,
AHTUXOIIMHEPTUYHHU ePeKTH U NigpuepHN XeMaTOIIOTHYHH HapyIllIeHus. Pa3BuBa ce Toiepanc KbM
notuckanero Ha [THC. ITapa T€ Ha pacTe)ka HamasiBaT Mpu BUCOKHU J03u. [Ipu rmrbxoBeTe ca
HaOJro1aBaHu 00PaTUMH € 1, KOUTO ca B Pe3yJITaT Ha MOBUIIIEHN HUBA HA TIPOJIAKTHHA U
BKJIFOYBAT: HAMAJISIBAHE TO Ha SUYHUIIUTE U MaTKaTa, KaKTO M MOP(OIOTHYHH TPOMEHU BHB
BJIATJIULIHUS €IIUTE, MJICUHHUTE HKIIE3U.

XeMamOﬂOZMUH@OKCMHHOCWl
Edexru BB, MaTOJIOTUYHUTE MapaMeTPH CE YCTAHOBSBAT ITPH BCUYKHU M3CIICJBAHH BHUIOBE
KUBOTHHU, :ﬁ{ YUTETHO J1030-3aBUCHMO TIOHWKCHHUE Ha LIUPKYJIUPALIUTE JICBKOIMTH TP MHUILKHA U
Hecre YHO HaMaJIeHUE Ha Opos Ha IUPKYJIHPALIUTE JCBKOIMTUTE IPH IUIHXOBE; HE C&
yCT BaT o0ayve JJ0Ka3aTeJICTBa 32 KOCTHOMO3bYHA IIUTOTOKCUYHOCT. [Ipu orpanmueH Opoi
a, JIeKyBaHM ¢ 1031 0T 8 win 10 mg/kg/nen (o01ara eKCro3uIKs Ha OJaH3aIMH [TUIOI 0]

Bara] € 12 1o 15 mbpTH MO-BUCOKA OT Ta3| MPHU YOBEKa, IIPU IPHUEM Ha 7032 OT 12 mg AHEBHO), ce
Ha0II0]aBa 00paTUMa HEyTPOIICHUS, TPOMOOIIUTOIICHUS MM aHemus. [Ipyu MuToneHNYHU Ky4deTa He
ca HaOJIr01aBaHU HEXKENaHU €()eKTH BbPXY MPOTEHUTOPHHUTE KICTKY WK MPOIU(PEPUPALTUTE KISTKU B
KOCTHHSI MO3BK.

Penpooykmuena moxcuunocm

Onan3anvH HsMa TepaToreHeH edekT. Cemanusra MOBIUsABA KYTyJTaTHBHUTE CIIOCOOHOCTH Ha
MBKKHUTE IUTbX0BE. [10JI0BUAT IMKBII Ce 3acsra npu a03u ot 1,1 mg/kg (3 mbTH M0-BUCOKHU OT
MaKCHMAaJTHaTa JI03a IPU X0paTa), a pepOAYKTUBHUTE IMApaMETPH Ca 3aCErHATH IPH TUIbXOBE, Ha
KOHUTO € J1aBaHa /103a oT 3 mg/kg (9 mbTH MO-BUCOKA OT MaKCHMaJIHATa J03a IIpU Y0BeKa). B
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IOKOJICHHUETO Ha IINIBXOBETC, HA KOUTO € JaBaH OJIaH3aIIMH CC Ha6n}0z[aBa 3a0aBsHE B Pa3BUTUECTO Ha
Ij104a 1 IMpEeEX0JHO HaMaJIABaHC Ha HUBOTO Ha aKTUBHOCT Ha MAJIKUTEC )KUBOTHH.

Mymaeennocm
OnaH3anvH He € MOKa3ajl MyTareHHOCT FITH KJIIaCTOT€HHOCT, TIPH MPOBEICHUTE MIBIIHN CTaHJAPTHU

TECTOBE, BKITIOYBAIY OaKTepHAITHUS MYTAIlIOHEH TECT | i1 Vitro 1 in vivo TeCToBeTe MpH O03alHUIIH.

Kapyunozennocm
PesynratuTe OT H3ciieBaHUATA BHPXY MHUIIKH M TUTHXOBE BOAAT A0 3aKII0YCHHUETO, Y€ OJIAH3AINH He

[§] KapIII/IHOFCHCH.
@’b
6. OAPMAIEBTUNYHU JAHHHA @
KR

6.1 ChnucbK HA IOMOLIHUTE BellleCTBA

JlakTo3a MOHOXHIpAT (b'*
HapeBuyHO HULIECTE Q)
XHIPOKCUTIPOTTUIT TEITYII03a @szs

Maruesues creapar &

Tabremna obeuska Q
Opadry II 65110, CHABPIKAIIO: Ny
Xunpomenosa (E464) (b
TutanoB muokcua (E171) ®Q
JlakTo3a MOHOXHIpPAT

[Mommerunen rauron 3000 szsg

['munepon Tpuauerat

6.2 HecbBMecTHMOCTH @
K

6.3 Cpok Ha rogHocT \&O
)

He mpunoxumo.

3 ronuHU \é

6.4 CrneumaaHu yca chbXpaHeHHue
Ja ce cbxpaHsBa B@I/IH%}HHa OIaKOBKa.

Ha ce %xpa@ ipu Temnepatypa mmox 30° C.

6.5 gvn Ch/IbpKAHHME Ha ONaKOBKAaTa

C 0 (hopMOBaHU ATYMHHUEBH OJIMCTEPH B KyTHU ¢ 28 Wi 56 TaOIETKH B KyTHSI.

%e BCHYKHU BHUAOBEC OIMAKOBKH MOIarT Ja 6’I>,I[aT ITyCHATUu B npoz[a>1<6a.

6.6 CrennaJHu NpeaNa3sHN MEPKH NPH M3XBbPJISTHE

Hsma crienmanau u3uCKBaHMS.

7. HNPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA
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Cipla (EU) Limited
Hillbrow House
Hillbrow Road
Esher

Surrey

KT10 ONW

Bemukobputanus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA @(b.
EU/1/07/426/005 —Olanzapine Cipla —7.5 mg — o6BuTH Tabnetu - 28 TabaeTKy, 3a OMaKOBKa Q®

EU/1/07/426/006 — Olanzapine Cipla — 7.5 mg — o0BuTH Tabmetu - 56 TabneTkw, 3a 0na1<o<@

S

9. JATA HA I'BPBO PA3PEHIABAHE/ITIOJJHOBABAHE HA PA3PE ETO 3A
YIIOTPEBA

[Hata Ha mppBO pazpemanane: 14 noemspu 2007 Q&

N

Jara Ha nocneanoto noaHossane: 01 Oxromspu 2012 (b

<

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA @

\S

(MM/YYYY} 0@
[ToxppoOna nHpOpManus 3a TO3M JeKapcTBE@YPOAYKT € IpepocTaBeHa Ha yeOcaiita Ha EBporneiickara
areHnus o jJekapcreata (EMA) http:/ .ema.europa.eu/
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1. HME HA JIEKAPCTBEHUA TIPOAYKT

Olanzapine Cipla 10 mg o6BuTH TaOneTku

2. KAYECTBEH U KOJIMYECTBEH CHCTAB
Bcsika 0oOBHTa TabneTka chabpka 10 mg omanszanuu (olanzapine).

ITomomniHM BeliecTBa ¢ M3BECTHO JICUCTBUE: BCSIKA O0OBUTA Ta0JIeTKa Chbpxka 322.6 mg akTo3a

MOHOXHJIPAT @(b

3a IBJIHMA CIUCHK Ha IOMOLIHUTE BELIECTBA, BUXKTE. TOUKa.0. 1. O&Q
3. JIEKAPCTBEHA ®OPMA fb(b'*
®uamupana Tadjerka Q\z\

benu, kpbriu, TBOMHO U3ITBKHAIUM OOBUTH TaOJIETKHU C BIUTHOHATO pened nagenne ‘OLZ 10’ ot

enHata crpada u ‘NEQO’ ot gpyraTa cTpaHa

AN
&
4.1 TepaneBTHYHU NOKA3AHUS ®Q

Bv3pacmnu ‘2\6
OnaH3anvH e MoKa3aH 3a JIeYeHUe Ha MU30(peHusl. @

Onan3anyH e eeKTUBEH 3a MO AbpKaHe Ha K HOTO TIOZIOOpEHHE 110 BpeME Ha MPOIBIKUTEITHO
JIeYeHHUe MPH MAlUeHTH, TOKa3all HayaJeH 6&: €BTHYEH OTTOBOP.

J o
OIraH3anyH € moKa3aH 3a JICUCHHUE Haé@GHI/I J0 TCKKHW MaHUWHHA CIIU30/1U.

OnaH3anvH e oKa3aH 3a npo@ma&xa Ha PEIMJIVBH HA MAHUEH €MU30]1 TP MAI[UESHTH C
OWIONIapHU Pa3CTPONCTBA, np%'gwf’ro MO BpeMe Ha MaHUEH €MU30/] € OWJI MOCTUTHAT KITMHUYCH
OTTOBOD C OJIaH3amnuH (BK. as.l).

4.2 Jlo3upoBKa u @H Ha NMPUJIOKEHHE

Bwspacmuu
U_[I/BO(bpeHI/I?@peHOp’b‘lBaHaTa HayvaiHa J103a onan3anuH € 10 mg/nHeBHoO.

Manwnij nr3oau. HaganHata mo3a e 15 mg kaTto eqMHUYHA JHEBHA 1032 P MOHOTEPATTHS WITH
10 €BHO IIpY KOMOMHHUPAHO JiedeHue (Bxk. Touka 5.1.)

(duaKTHKa Ha peIHIMB Ha OUTIONSAPHO pa3cTporicTBO: [IpenopbruBaHara HavarHa 71032 €
10 mg/mueBHo. [lpn manueHTH, KOUTO ca MOTydaBalid OJIAH3AIMH 34 JICUCHUE HAa MAHWIHY €TTH30]TH,
3a mpeArna3BaHe OT MOBTOPHATA MM T0sIBa CE€ MPENopbhUBa NPOIbJDKABaHE HA TEPAIUTA ChC ChIIaTa
J03a. HpI/I ImosgBaTa Ha HOBU €IIM30/IU HAa MaHHs, CMECCHU C€ITU30/IU UKW €ITU30/JU Ha ACTIPECU,
JIEYCHUETO C OJIAH3AMMH TPSAOBA Ja MPOIBIDKH (C ONTHUMHU3UPAHE HA J03aTa, aKo € He00X0IUMO), C
JOIIBJIHUTEIHO JICUCHHE Ha CUMIITOMUTE Ha HapyIIeHHE Ha HACTPOCHHUETO, aKO € KIMHUYHO [TOKa3aHo.

[To BpeMe Ha JIeYeHUETO HA MU30QPEHNS, MAHUITHN €TM30/I1 ¥ ITPU TPO(HUIAKTHKA HA PEIUINBU Ha
OMTIONIAPHO Pa3CTPOMCTBO, JHEBHATA J103a MOXKE J1a ObJIc KOpUTHpaHa IMOCTENIEHHO Ha Oa3ara Ha
WH/IMBH]TyaJTHOTO KIIMHUYHO ChCTOSIHUE, B paMkuTe Ha 5-20 mg/nueBHo. [loBuiaBane Ha 103aTa 110
HUBA Ha/I IPENOphYBaHATA HAYATHA JI03a Ce MPEToPhUBa, CaMO CIIe/I ChOTBETHA KIIMHUYHA TPEOTICHKA
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1 TpsiOBa J1a cTaBa HaH-00IIO TTPe3 UHTEPBAIN HE TTO-MaIKK OT 24 daca. OaH3anuH MOXe Ja ce
nmpueMa 6e3 Bpb3Ka ¢ XpaHEHETO, Thil KaTo adcopOIuATa He Ce MOBIUABA OT XpaHaTa. [Ipu
MPEYyCTaHOBsBaHE MpUeMa Ha OJIaH3aIluH TPsOBa J]a Ce UMa MPEABU]I OCTESIICHHOTO HaMallsiBaHEe Ha
Jo3ara.

lleduampuuna nonyrayus

OrnaH3anuH He ce MPerophyBa 3a ynoTpeda OT Jiela U IOHOIIY 1o/ 18-roauiiHa Bb3pacT nopaiu
HEJOCTaThYHH JaHHM 3a Oe301acHoCT U epekTuBHOCT. [Ipn KpaTKOCpOYHM MPOYIBAHUS TIPH
MAIMEeHTH B IOHOIIECKA B3PACT € JOKJIaJBaHO 3HAYNMO YBEIHMUEHUE Ha TEIIECHOTO TETJI0, N3MEHEHUS
B HUBATa Ha JIMITUIUTE U MPOJIAKTHHA B CPAaBHCHHE C M3MUTBAHUS IPU Bh3PACTHU MAIIMEHTH (BX.

Touku 4.4,4.8,5.1, 1 5.2). Q)(b

Hayuenmu 6 cmapuecka 8v3pacm %)
OOUMKHOBEHO HE Ce MPEenopbyBa MO-HUCKA OT oOMuaiiHaTa HavaaHa 703a (5 mg/IHEBHO), HO T g
J103a MOXeE J]a C€ MMa MPEJIBUJI NP MAIUSHTH Ha ¥ HaJl 65 TOJUHHU, TOTaBa, KOTaTO KIIMHU

¢akTopu ro HamaraT (BX. Touka 4.4). *

THayuenmu ¢ 6pb6pPeyHo U/ unu 4epHoOPOOHO YEPEAHCOAHE (b(b'

[Ipu TakvBa maryieHTH TPsIOBa 1a ce UMa MPEBHI TO-HUCKA HadamHa 103a (5 @.\B Cly4yau Ha
yMepeHa 4epHoIpoOHa HeocTaThbuHOoCT (1upo3a, Child-Pugh knac A unu ® JaJHaTa 1034 TPsOBa
na ObJie 5 mg 1 ja ce yBeln4aBa C MOBHUIICHO BHUMaHHE. %

Llon Q)Q

HauannaTa 103a 1 1030BHAT JUANa30H HE € HEOOXOAUMO pymﬂ@ ce IIPOMEHSAT IpH KEHHU, CIPSAMO

MBIXC. @

Ilyuauu @
Hauannara go3a ¥ 1030BHUAT AUAaNa30H HE € HGOﬁXO}l@O YTUHHO JIa C€ TIPOMEHS IIPH He-ITyIIayH,
CIIPSIMO TIyIIaYH. 0\

)

Korato e Hanune noseue ot enH 3a0aBsIi e&oana (akTop (’KEHCKH I10J1, CTap4YecKa Bb3pacT,
Herymnray), TpsOBa J1a ce uMa MpeaBHI Ha, BaHE Ha HavayiHarta J103a. [loBuiiaBaneTo Ha 103aTa,
KOTaTo TOBa € He0OXOMMO, TPIOBa 1a @Ba MOCTENEHHO TIPH TE3H TaIleHTH.

(Bmwxkre Touka 4.5 1 TouKa 5.2.k \&
)

4.3 IIpoTuBOMOKA3aHU \{‘

CBp’LX‘lyBCTBHTeHHO@M AKTUBHOTO BEIICCTBO WUJIHM KbM HAKOC OT IOMOIIIHUTE BCIICCTBA,
H36p06HI/I B TOYKa AIUCHTH, IIPHU KOUTO € U3BCCTHO, Y€ MMa PUCK OT IOsABaTa Ha TCCHOGLI'BJIHA

rJlaykoma.
Y

4.4 Cne(&mm npeaynpexIeHns ¥ NPUANA3HA MEPKH NIPH ynoTpeda

Ilo Ha aHTUIICUXOTUYHO JieueHHE 0A00pEHNE B KITMHUYHOTO CHCTOSHUE Ha MAllMeHTa MOXe Aa
0 € OT HSKOJIKO THH JI0 HAKOJIKO ceamuuy. [lanuenture TpsiOBa ga ObaaT cTporo HabI01aBaHU B
1 TIepUO/I.

Ilcuxosa, cevpsana ¢ demenyus, u/uwiy NO8eOeHYeCKU HaPYUICHUS]

OaH3anviH He € TI0Ka3aH 3a JICUYCHUE Ha TICUX03a, CBhp3aHa ¢ JeMEHIIHS, 1/UIIH MOBEACHYSCKH
HapyIICHUS U HE Ce MPENopbuBa 3a yrnorpeda npu Tasu crnenudruyHa rpyna naueHTy nopaiu
yBEJIMYaBaHE Ha CMBPTHOCTTA U PUCKA OT MO3BYHOCHOBH HHITUICHTH. B miarne0o KOHTpoIupaHu
KIIMHUYHU TPOYYBAHUS (C MPOIBIDKUTEITHOCT 6-12 CEIMUIIN) TTPH MAIUCHTH B HANpEIHAIA Bh3pacT
(cpenna BB3pacT 78 TOAMHY) C IICUX032, CBbp3aHa C JIEMEHIIUS, W/WIIN TIOBEICHUYECKH HAPYIIICHHS €
Ha0II0JaBaHO 2-KpaTHO yBeINYaBaHe Ha CMBPTHOCTTA MPH MAlMEHTHUTE, JIEKYBAHH C OJIAH3AINH, B
CpaBHEHHUE C MAIUEHTHTE, TPETHPAHU ¢ Tu1ane0o (choTBeTHO 3,5% cnpsimo 1,5%). [To-Bucokara
CMBPTHOCT HE € CBBbp3aHa ¢ J03aTa Ha OJIaH3aIiH (cpeaHa THeBHA m03a 4,4 mg) wir ¢
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MPOJBIDKUTEIHOCTTA HA JICUCHHETO. PUCKOBUTE (haKTOPH, KOUTO MOTAT Jia MPEIpasoNiokKatr Ta3u
MOyl TTAIIMEHTH KbM YBEITHYEHA CMBPTHOCT, BKITFOUBAT BB3PACT > 65 roJuHH, qucharus,
ceanus, HapymieHo (He0CTaThuHO) XpaHeHEe U Aexuaparanus, 0e10po0Hu 3a0osBanus (Hamp.,
MTHEBMOHUS ChC WM 0€3 acuparys) Win ¢THOBPEMeHHa yrnorpeda Ha OeH3o1uazenuHu. Berpeku
TOBA YE€CTOTaTa Ha CMBPTHUTE CIIyYaH € OMjia MO-BHCOKA MPH MAI[MEHTHTE, ICKYBAaHU C OJaH3aIlUH, B
CpaBHEHHE C IIaneO0-TPETHPAHHUTE MAIUCHTH HE3aBUCHMO OT TE3U PHUCKOBHU (PAKTOPH.

B cpmmTe KIMHUYHE IPOYYBaHUS UMa CHOOIIEHHS 32 MO3bYHOCHA0BU Hexkenann croutust (MCHC,
HAIp., HHCYIIT, PEXO0/IeH UCXEMUIEH IIPUCTHIT), BKIIOUUTENHO U ¢ (aTaneH u3xoa. Habmogasano e
3-kpatHo yBenuuyaBane Ha MCHC npu manueHTy, JIeKyBaHH ¢ OJIaH3aIIUH, B CPABHEHUE C MAIUEHTHUTE,
TpeTupanu ¢ mwianedo cboTBeTHO (1,3 % cupsmo 0,4%). Bcuuku manueHTy, ISKyBaHU ¢ OJIaH3aITUH (b.
WK TU1a1e00, IpY KOUTO ca HabIioJaBaHi MO3BYHOCHIOBH HEKETIaHU ChOWUTHS, ca C TPEAIIeCTBa
puckoBH (akTopu. Be3pact > 75 roaMHU ¥ ChI0B/CMECEH THUII JICMEHITUS ¢a UACHTU(UIIUPAHU

puckoBu (aktopu 338 MCHC BBB Bpb3Ka C JICUSHUETO C OJIaH3aNKH. B Te3u npoy4BaHus HE ¢

yCTaHOBeHa e(PHMKACHOCTTA Ha OJIAH3AIHH.

N\
bonecm na Ilapxuncon (b,*
Yrorpebara Ha OJaH3aIIMH 3a JICYEHHE HA TICHXO3H IPH MALHCHTH ¢ Gomectra Ha [IgDRiHCOH,
CBBP3aHH C IIpUeMa Ha JONAMUHOB arOHHUCT, HE C€ MpenopbuBa. B KMMHUYHK
YeCTO U MM0-9ECTO B CPaBHEHHUE C TIAIe00 ca JOKJIaBaHH BIOIIABAHE Ha I13 COHOBaTa
CUMITOMATHKA U XaJIFOLMHAIMK (BXK. Touka 4.8), a 0aH3anuH He € Mo-€
JieyeHHEe Ha NICUXOTUYHU CUMITOMHU. B Te3n npoyuBaHus ce U3uCKBa
IBPBOHAYATIHO CTAOWIIM3MPAHU C Hal-HUCKaTa eheKTUBHA 1032 aH@ WHCOHOB JIEKAPCTBEH
IMPOAYKT (I[OHaMI/IHOB aI‘OHI/ICT) 1 [1a 3aras3sAT CbIIUTC aHTUIIaApK OBH JICKApPCTBCHU IMPOAYKTU U
J03UpaHus 110 BpeMe Ha mpoyusaHeTo. OJaH3aIuH € 3a104Ba 34 OT 2,5 mg/IHEBHO U TUTPUPAH
JI0 MaKCUMyM 15 mg/mHeBHO 1O TIperieHKa Ha HSCHCHOB&TG@L

Heesponenmuuen manucuern cunopom (HMC) 2
HMC e noreHIaIHO KUBOTO3aCTPAIIIABAIIO CLCTq}ge, CBBP3aHO C JICUCHUETO C AHTUIICUXOTUIHU

JIEKapCTBEHU MPOAYKTHU. Psiko ca noKinaiBaHu yaan Ha HMC, cBbp3aHu ¢ IprieMa Ha OJIaH3aIliH.
Knuanaaute nposisu Ha HMC ca xuneprnupgk$i, MyCKyJIHA pUTHIHOCT, HAPYIICHUS B MUCIIOBHUS
MpOLIEC U JaHHU 32 BEreTaTUBHA HeCTagn (TIpoMeHU B TyJica WK apTepHATHOTO HaJIsTaHe,

TaXUKapIusl, U3MOTABAHE U OTKHOHeHm\?‘CLpnequ PUTHM). JIOMBIHUTETHUTE PU3HAIY MOTaT Ja
BKJTFOYBAT TMOBHIIICHNE HA KpeaTHH %Q)OKI/IH&B&T&, MUOTJIOONHYpUS (pa0IoMHOIM3a) U OCTPa
0B0OpeyHa HeOCTaTHYHOCT. AKO, TAIMEHT pa3BUe MPU3HAIM H-CUMITOMH, rTokasatenau 32 HMC, umu
HUMa HEeSICHO TEMIIePaTypHO C Aue Ge3 apyru knuHMYHM 1possd Ha HMC, npueMbT Ha BCUYKH
AHTUIICUXOTUYHU HeKapCTéi%IIO‘H/ITeHHO Y Ha OJIaH3aIlH, TPsiOBa Ja O'b/ie IPEyCTaHOBEH.

Xunepenuxemusi u Ou ‘Q
Heuecto e ILOKHaHB@Q(HHepFHHKeMHﬂ W/WJTA Pa3BUTHE WM BJIOIIABAHE HA JUA0ET MMOHIKOTa
CBBP3aH C KETO 03a WK KOMa, BKIIOYUTETHO U ciiydau ¢ (araneH nzxo (Bxk. Touka 4.8). B Hiaxon
OT CIIy4auTe @Kna;[BaHo MPEeJIIIeCTBAII0 TTOBUIIIABAHE HA TETJIOTO, KOETO MOXKeE Jia Obj1e
npe;[pa3noQ 11 pakTop. [IpenopryBa ce CHOTBETHO KIMHUYHO MPOCIIESBAHE, CIIOPE
H3IIOT @JTe yKa3aHUs 3a yrmoTpeda Ha aHTUTICHXOTHIHH CPEJICTBA, HAIIPUMEP U3MEpBaHe Ha
KpPb 3axap Ha U3XOJHO HHUBO, Ha 12-Ta ceaMuILIa Cle]l 3aM0YBaHE Ha JICYEHUETO C OJIAH3AMMH U
c O0Ba exxeroaHo. [lanuenTure, JeKyBaHU C AHTUIICUXOTUYHH CPEACTBA, BKIIOUUTEIIHO
ANZAPINE CIPLA, TpsiOBa na ce HaO/04aBatT 3a MpU3HAIKM U CUMIITOMH Ha XUTIECPTIIMKEMHS
(kKaTo HapUMep MOJUIUIICUS, TIOINYPHS, OJU(arus U ciadocT), a MAUEHTUTE ChC 3aXapeH AUadeT
WJIH T€3W C PUCKOBH (PaKTOpH 3a 3axapeH auader TpsiOBa aa ce MOHUTOPHUPAT PEIOBHO 32 BIIOIIABAHE
Ha KOHTPOJIa Ha TJII0Ko3aTa. TerjioTo TpsAdBa Jla € MOHMTOPUPA PEIOBHO, HAIIPUMED Ha U3XOIHO
HHBO, Ha 4-Ta, 8-Ta 1 12-Ta ceaMuIIa cje] 3alI0YBaHe HA JICUCHHUETO ¢ OJIAaH3aIIMH, U CIIe]l TOBAa Ha
BCEKU TpU Mecela.

IIpomenu 6 nunudume

HabmronaBat ce HexelaHU IPOMEHH B JIMITUANUTE [IPU IALMEHTH, JISKYBaHU C OJIaH3aIlUH, B I1a11e00
KOHTPOJIMPAaHU KIMHUYHY U3MUTBaHUS (BXK. Touka 4.8). [IpomMenurte B munuaure TpsiOBa aa ce JeKyBat
KaKTO € KIIMHUYHO YMECTHO, 0COOEHO MPH MALMEHTH ¢ AUCIUINIEMUS U IPU NALlUEHTH C PUCKOBU
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(bakTopH 3a pa3BUTHE Ha HAPYIICHUS B TUMUAAUTE. [Ipy nanueHTHTe, JeKYBaHH C aHTUIICUXOTHYHH
cpenctBa, BurounTeTHo OLANZAPINE CIPLA, Tps6Ba 1a ce MOHUTOpHUpAT PEIOBHO HUBATa Ha
JUTHUIUTE, CIIOPE U3MOJI3BAaHUTE YKa3aHUs 3a yroTpeOa Ha aHTUTICUXOTHYHH CPENICTBA, HAPUMED Ha
W3XO0JTHO HUBO, Ha 12-Ta cemMuIia Clie/l 3alI04BaHe Ha JICUCHUETO C OJIAH3AIHH U CJIC/ TOBA Ha BCEKHU S5
TOJIVHHU.

Anmuxonunepauyna akmueHoOCm

Brnpeku de, nipu in vitro IpoyvIBaHUATA OJAH3ANIH [TOKa3Ba aHTHXOJIUHEPTHYHA AKTHBHOCT, OMUTHT

0 BpeMe Ha KIMHIUYHUTE MTPOyYBaHUs, IOKa3Ba HUCKA YECTOTA HA TIOAO0HM cirydan. Thii KaTo
KIIMHUYHUAT OMUT C OJIAH3AIUH MPH MAUEHTH ChC ChITBTCTBAIIM 3a00JIIBaHUS € OTPaHUYCH,
MpernopbhYBa ce TOU Ja ObJIC MPESANUCBAH C MOBUIIICHO BHUMaHUE HA MAIUCHTUTE C XUIIEPTPOPUS H (b.
MpoCTaTaTa WM NapaTuTHICH WIEYC U MOJTOOHN ChCTOSHHUS. 3@

)
Yeproopobna @yuxyus &Q
UYecro e HabI0JaBaHO TIPEX0HO, OE3CHMITTOMHO ITOBHUIIIABaHE HA YEPHOAPOOHUTE O
amuHOTpaHchepasy, ananuH Tpachepasa (ALT) u acmaprar Tpancdepasa (AST), ocode HAYaJI0TO
Ha JieyeHueTo. M3uckKBa ce MOBUILIEHO BHUMAHME IIPU MALUEHTUTE C TOBULIEHU ALT%un AST, npu
MAIHEHTHTE C PH3HALIA X CHMITTOMH Ha YePHOIPOOHO yBPEXK/IAHe, KAKTO I IpH T ¢ mpenxoanm

HapylLIeHUs Ha YepHOApPOoOHaTa (DyHKIMS MM TAaKUBa, KOUTO ca OWiIN JIEKyBaH OTEHIIMATHO
XeMaTOTOKCUYHHU JeKapCTBEHH NMPOIYKTH. B ciiydyanTe, KoraTo € TMarHocTH XemaTuT
(BKJIFOUUTEHO XeMaTOLEeNyIapHO, XOJIECTaTHYHO MITH CMECEHO YEPHOAP YBpEXKAaHE), TICUEHUETO

C oNaH3anuH TpsOBa ga 0blIe IPEeyCTaHOBEHO.

N
Heymponenus ®
Heo6xonumo e BHUMaHKe NPH MALMEHTHTE, KOUTO 10 HAKAK quHa ca ¢ HUCBK Opoil JeBKOLUTH
W/Wiy HeyTpo( My, TP NaLMEHTUTE 32 KOUTO € U3BECTHO, qmnyanaT MPOAYKTH, BOACILIH 10
HEYTPOIEHUsI, IIPH MAIUEHTUTE C aHaMHe3a 3a noz[THCKQ{gJa KOCTHHSI MO3bK/KOCTHO-MO3bYHA
TOKCHYHOCT, TIPH MAIMEHTHUTE C MOJITUCKaHE HA KOCTHISI MO3BK NIOPaI ChITBTCTBAIIO 3a00JIsBaHe,
JpYeNieueHNe WIN XUMHOTEPAIIusl, KaKTO U IPH naq)gnne C XUIEPEO3NHODUIINS HITH
MuenomnponudpepaTuBan 3a00saBanms. HeyTpo @m{ 00MKHOBEHO ce HabJII0/1aBa YecTo MpH
€THOBPEMEHHO MPUIOKCHIE Ha OJIAH3aITUH 6B§HpoaT (Bx. Touka 4.8).
IIpexvcsane Ha neuenuemo 2
OcTpy CUMIITOMH KaTo TIOTEHE, 6e3§:e, TpPEMOp, TPEBOKHOCT, TaJieHe WM MTOBpPBIIAaHE ca
noknaaBaHu psako (= 0,01% u < 0,1%) mpu ps3Ko civpaHe Ha OJaH3aIluH.

OT unmepean \{‘

B knmuHUYHN poyYBaH omonasanu HeuectH (0,1% 10 1%) KIMHUYHO 3HAUUMU YABJIKaBAaHUS
Ha QTc-unTepBana ( pexuus Fridericia [QTcF] > 500 munucekyHIu [msec] 1Mo BCIKO Bpeme
cien u3xoauoro E 1 marueHT ¢ m3xoaHo Q7cF < 500 msec) mpu ManyueHTy, JICKYBaHH C

OJIAH3AIMH, KOURQNASIMAT CUTHU(UKAHTHY PAa3JINdis B CBbP3aHUTE KapIUOJIOTUIHN CHOUTHS B
CpaBHEHHE (&_\660. Heo6xonumo e o0aue, KaKTo M P IPYTUTe aHTUIICUXOTUYHH JIEKAPCTBEHU
npoz[yKTH,Q 3allMH Ja c€ NMPEANNCBA C OBUIIIEHO BHUMAHUE 3a€HO C JIEKaPCTBEHU MPOTYKTH, 32
xonto g §BBECTHO, Ye yrpmkaBar QT c-HHTEpBaIA, 0COOCHO TIPH MAIMEHTH B CTAPYECKa BB3PACT, IIPH
narg ChC CHHIPOM Ha BpOZeH yabibkeH (7, 3acToiiHa chpJeyHa HeI0CTaThYHOCT, XUIIepTpodus
}%& LETO, XUTTOKAJIUEMUS MUITU XUTIOMarHe3NEMHSL.

Q'DOM50€M6OJlu3”bM

Heuecto (= 0,1% u < 1%) ce cpo01aBa 3a Bpb3Ka BbB BPEMETO MEK/IY JIEUEHHE C OJIaH3aINH U
BEHO3eH TpoMOoeMOomi3bM. He e ycTaHoBeHa MPUYNHHO-CIIEICTBEHA BPBh3Ka MEX/IY [T0SBaTa Ha
BEHO3HUS TPOMOOEMOOIM3bM U JICUSHHETO C OJIaH3aKH. BhIipekn ToBa, Thil KATO TPH MAIEHTHTE C
mHU30(pPEHUs YECTO ca HANUIE MPUIOOUTH PUCKOBHU (aKTOPH 32 BEHO3EH TPOMOOEeMOOIN3bM, TpsiOBa
Ja ObaaT uAeHTH(GUIUpPAaHH BCHUKY Bb3MOKHU puckoBu ¢axTtopu 3a BTE, nanp. o0e3aBmkBaHe Ha
NAalMEHTUTE, U 1a ObAAT NpeIIpUeTH NPO(YUIAKTUYHU MEPKH.
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Obwo oeticmsue evpxy LIHC

Karo ce nmat npensun ocHoBHHTE edekTH Ha onan3aniH Bepxy L{IHC, HeoOXoaumMo e moBUIIIeHO
BHUMAaHHE NMPU KOMOMHUPAHETO HA MPOJYKTA C IPYTH IIEHTPATHOCHCTBAIIY JICKApCTBA U aJTKOXOJL.
TBii KaTO ONAH3AIMH in Vitro Ce MPOSBSIBa KATO AHTArOHUCT Ha JIONIAMHHA, B3MOXKHO € TOU J1a
aHTaroHU3Mpa eQEeKTUTE Ha MPEKUTE U HEMPEKHUTE TOMIAMHUHOBH arOHUCTH.

Ipunadvyu
OmnanzanuH TpsAOBa Ja ce Mpujiara BHUMATEIHO MIPH MAUEHTH C aHaMHE3a 3a ThPUOBE HIIM KOMTO ca

H3JI0KCHU Ha (l)aI(TOpI/I, KOHMTO MOraT ia HaMaJIAT I'bPYOBHA IIpar. Heudecro ca moximagBanau CJly4au Ha
T'bPYOBC IIPU TaKHBa MALIUCHTHU, KOUTO Ca JICKYBaHU C OJIaH3aIlWH. IloBeueto ot TE3U ClIy4dau ca OuIu ¢

aHaMHe3a 3a I'bPUOBE WIIM PUCKOBH (haKTOPH 3a TAXHATA MOSIBA. i (b.
Tapouena ouckunesus: Q®
B cpaBHUTETHM IPOYUBAHUS C POIBIIKUTEIHOCT HA JICYSHHUETO JI0 ¢THA FOJIHA OJTAH3aITHH

CBBP3aH ChC CTATUCTHYECKH 3HAYMMO ITO-HUCKA YECTOTA HA JICYCHHE Ha CIyJauTe C TOsB,
JMUCKUHE3Ws. PUCKBT OT MosiBa Ha TapAWBHA TUCKUHE3US HapacTBa ¢ Hpom,JDKI/ITeJII{OC'r;%a
EKCTIO3UINATA, TOPaId KOETO B CIIy4ail Ha MOsBa HA MPU3HAIY WK CUMIITOMH Ha Tag)XB
JMUCKWHE3WS TIPY TAIIMEeHT Ha OJIAH3aIiH € He0OXO0MMO /1a c€ OOMUCITH HaManﬂBaH& J03aTa HIIH
MPEyCTaHOBsBaHE Ha JedeHneTo. CHMIITOMUTE HA TaApAWBHA AUCKUHE3US MOT2 ce BJjOIIaT
BPEMEHHO WJIU JOPH J1a C€ IIPOSBIT Clie]] IPEeKbCBaHE HA JICUCHHUETO. &

%)

Opmocmamuyna XunomoHus

B xnuHIYHY TpOyYBaHUS C OJaH3aIKH MIPH MAIIMEHTH B HAIIPEIHA, rb, acT HEYecTo € Ha0IoaBaHa
OpTOCTaTUYHA XUTIOTOHUS. KakTo M IIpH OCTaHAIMTE aHTUTICUXO, %I/I CpEJ/ICTBa, U TYK Ce
MpPENopbYBa NEPUOANYHO NPOCIEISIBAHE HA apTEPUATTHOTO H gle [IpY NAlUEHTUTE Ha Bb3PacT HaJ
65 roaguHu. @

Breszanna cvpoeuna cmvpm ‘2\

B mocTMapkeTHHIOBY ChOOIIEHHUS TPY HAIllMSHTH Q}Qmanm{ € ChOOIIaBaHo 3a clydall Ha BHE3amHa

ChpaedHa cMbpT. B peTpocniekTnBHO o6cepBa% 0 KOXOPTHO TMPOYYBAaHE PUCKBT OT
npearoiaraéMa BHe3aHa CbpIeYHa CMBPT aIMEeHTH, JIEKYBaHU C OJIaH3aIMH, € IPUOIM3UTEIHO

JiBa IIBTH I10-BHCOK OT PUCKa [PH MALUG , KOUTO HE yHnoTpeOsBaT aHTUIICUXOTHLHM. B
NPOYYBaHETO PUCKBT OT OJAH3AIMH € CTaBHM C PHCKa OT aTUITMYHUTE aHTUIICUXOTHIIU, KOUTO ca
BKJIFOUCHH B COOPEH aHaJIM3. *_

Ileduampuuna nonynayus & K

OsaH3anuH He € MoKa3aH YeHUE Ha Jlela U roHowu. [IpoyduBanus npyu naueHTH Ha Bb3pacT
mexny 13 u 17 ronunu aT PA3NMYHU HEXEJIAHW PEAaKLIUH, BKIIFOUUTEITHO HAIIbIIHIBAHE,
IPOMEHHU B MeTa00J € MmapaMeTpu U yBeJIMYaBaHE Ha MPOJIAKTHHOBHUTE HUBA. He ce mpoyuBaHu
JBJITOCPOYHUTE TIO TBUS OT TE3U HEXXEJIaHU CHOUTHSI U T€ OCTaBaT HEMO3HATH (BXK. TOUKH 4.8
5.1).

%)

Jlakmo3sa &Q

JIakTo COLANZAPINE CIPLA rtabnerku chabpikaT akTo3a. [lanmeHTn ¢ HacneacTBeHa

obp CHOCT 3a rajaKkTO3Ha HEMOHOCHMOCT, Lapp jakTa3zeH Ae(UIIMT WU TITFOK030-TaJaKTo3Ha
copOIVsI He TPsIOBA J1a IpUEeMaT TO3H JIEKAPCTBEH MPOIYKT.

Q4.5 B3aumopaelicTBHe ¢ APYIrH JIEKAPCTBEHHU NPOAYKTH U APYru (popmMu Ha B3auMojelcTBHE

Ileduampuuna nonynayus
IIpoyuBaHus 3a B3aUMOJECUCTBUE Ca NMPOBEXKIAHNA CaMO IPU Bb3PACTHHU.

THomenyuannu 63aumooecmeus, NOSAULEAUU OAAH3ANUH
Twit kato onanzanuH ce Meradonm3upa or CYP1A2, BemecTBaTa KOUTO MOTAT CIICIIUPUIHO J1a
WHIYIHPaT WIA HHXUOMPAT TO3M M30CH3UM MOTAT Ja MOBIUAAT (DapMaKOKMHETHKATa Ha OJTaH3aIHH.

57



Unoykyus na CYPIA2

MeTab0oIu3MbT Ha OJTaH3aIMH MOXe Ja ObJic MHIYIMPaH OT TIOTIOHOMYIICHE 1 KapOaMas3enuH, KOeTo
MOJKe J1a JIOBEJIE JI0 MMOHI>KAaBaHe Ha KOHIICHTpAIlMATa Ha olaH3anuH. HabarogaBaHo € caMo JICKO J10
yMEpEHO MOBUINIaBaHE KIMPBHCA Ha OTaH3anuH. KITMHUYHOTO 3HAYSHHE MO BCSIKA BEPOSITHOCT ©
OTPaHUYCHO, HO Ce MPENophyuBa KIMHHUYHO NPOCIIeIBaHe U OOMHUCSHE Bh3MOKHOCTTA 33 TIOBUIIIABAHE
Ha J03aTa oJaH3anuH (BX. Touka 4.2).

Unxubupane na CYPI1A2

®nyBokcamuH, cnenuduaer CYP1A2 naxuOuTop, € moka3an 3HaYNTeTHO NHXUOMpaHe Ha

MeTabonu3Ma Ha onanzanuH. CpenHoTo yBennyaBaHe Ha Cmax Ha OJaH3aIUH ciie]] pIyBOKCaMUH €

ouno 54% mpu )keHu Henmymadky u 77% npu Mbxe mymadd. CpeTHOTO yBeIMYaBaHe Ha TUIOIITA 10, (b.
KpHBaTa Ha ojaH3amuH € choTBeTHO 52% u 108%. Ilpn manmenTy, KonTto mpreMat GIryBOKCAaMIH

npyr uaxuoutop Ha CYP1A2 karo uunpodiaokcanus TpsiOBa Aa ce 0OMHUCIH MMO-HUCKA HAYAIH
HamansiBane Ha n03ata Ha OJaH3aNUH TPSOBA Ja ce UMa MPEIBU, B CIy4ail Ha 3a[I0YHATO JIC c
naxuouTop Ha CYP1A2.

Hamanasane na ouonaiuunocmma *
AKTUBHHAT BBIJIEH HaMaJIsiBa OMOHAIMYHOCTTA HA MEpOpaHus onan3zanud ¢ 50% 0% u TpsiOBa
Jla ce IprueMa Hali-MaJko 2 yaca Mpeau WU Clel OJIaH3aIMMH. @
Hsma nannu, ye ¢piyokcerus (maxuoutop Ha CYP2D6), enunnynn 103 aHTHanu] (ATyMUHUH,
MarHe3uil) Wi UMMETHANH MOBIUSABAT 3HAYUTEIIHO (l)apMaKOKI/IHeTI/IKQ a OJIaH3aIHH.

Brusnue na onanzanun 8bpxy ()DVZM JeKapcmeeru I’ZDOOVKWZM Q?
Olran3anuH MOXe 1a AHTaroHMu3upa CQ)GKTI/ITC Ha INPEKUTE U I@p 1 JOIIaMHHOBH arOHHCTH.

Omnanzanue He nHXKMOHUpa ocHoBHUTE CYP450 n3zoensn @vitro (mamp. 1A2, 2D6, 2C9, 2C19, 3A4).
Jlurcara Ha B3auUMOJIEICTBHE CE TOTBBPKABA B N Vj %quBaHI/ISI, KBJIETO HE € HAOJII0JaBaHO
MHXUOUpaHe Ha MeTaboJIN3Ma OT CIIETHUTE aKTHUB [1eCTBA: TPULMKINIHN aHTUICTIPECAHTH
(nmopnusBamu npeaumHo rpymnara CYP2D6), B@pm{ (CYP2C9), reodpunmu (CYP1A2) nnn
muazernam (CYP3A4 u 2C19). O

o J .
He e ycranoBeHo B3anMopeiCTBHE HA Q@uﬂanHH C IUTUH WK OUIIEpUICH, IPH EAHOBPEMEHHOTO UM
MIPUIIOKEHHE. !

TepaHeBTI/ILIHOTO MOHUTOPHUP 3 IMJIa3MCHUTC HUBA HAa BaJIIIPpOAT HE ITIOKa3Ba HGO6XOZ[I/IMOCT oT
KOPEKIMA Ha /103aTa Ha Ba E@ T, CJICJ BKJIIFOUBAHCTO Ha OJIaH3aIluH.

Obuwo deticmsue gvp.
TpsiOBa na ce npost OBHIIICHO BHUMaHKE MTPH MAIUCHTH, KOUTO KOHCYMHpPAT aIKOX0JI UK
npreMar neKapc‘;%eHn MPOAYKTH C MOTHCKAIIO JICHCTBHE BHPXY LICHTPAIHATAa HEPBHA CHCTEMA.

He ce npey@qBa €IHOBPEMEHHOTO MPUJIOKEHUE HA OJaH3aMMH C aHTUIAPKUHCOHOBU JICKAPCTBEHU
npoay py TarueHTy ¢ Oonectta Ha [lapkuHCOH 1 JeMeHTTHs (BK. ToUKa 4.4).

H3aIMH TPsAOBa J1a ce Mpuiiara BHUMAaTEIHO €JHOBPEMEHHO C JIEKapCTBEHU MPOTYKTH, 32 KOUTO €
M3BECTHO, Y€ yBenndaBatr (J7c-uHTepBana. (BX. Touka 4.4).

4.6 @epTUIHOCT, BpeMeHHOCT U KbpMeHe

bpemennocm
Hsama choTBeTHH T0OpE KOHTPOJIUPAHU NPOYUYBaHUS BEPXY OpeMeHHU sxeHu. [lanmenTkuTe TpsOBa 1a

ObJIaT CHBETBAHHM J1a YBEJOMSBAT CBOS JIEKap, aKO 3a0peMEHEST HIM UMAT HaMEpeHHUe Jja 3a0peMeHesT
10 BpEMe Ha JICUEHHETO C OJIaH3aMuH. BhIpeku ToBa, mopaan OrpaHUueHUsIT OMUT MIPH X0pa,
OJIaH3aITiH TPSIOBA J1a CE MpuJjIara 1o BpeMe Ha OpEMEHHOCT, CaMO aKO IMOTCHIIMATHATA 10132
MPEBHILIABA TIOTEHIMATHIS PUCK 32 TUTO/IA.
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IIpu HOBOpOIEH!, H3TTOKEHN HAa AHTUIICUXOTHUIH (BKIIFOYUTEITHO OJIAH3AINH) IIpe3 TPETHS TPUMECTHP
Ha OPEMEHHOCTTa UMa PUCK OT HEXKETAHU JICKAPCTBEHU PEAKIUH, BKITFOUBAIIH SKCTPAUPAMHTHU
CUMITOMH ¥/WJIM CUMIITOMH Ha OTHEMAaHE CJIE] paXkIaHETO, KOUTO MOTaT Jia BAPUPAT 110 TSIKECT U
MPOABIDKUTETHOCT. JIOKIIaIBaHM ca ciy4ail Ha Bb30y/aa, XUIEePTOHUS, XUTIOTOHHSA, TPEMOP,
COMHOJICHTHOCT, PECITUPATOPEH JUCTEPC WITN XPAHUTEIHN Pa3TCPOUCTBA. 3aTOBA, HOBOPOJICHUTE
TpsOBa 1a ObAT BHUMATEITHO MOHUTOPUPAHHU.

Kvpmene

B npoy4Bane nipu 37paBu, KbPMEIIH KEHH, € YCTAHOBEHO, Ye OJIAH3AIMH CE eKCKPETUPa C MAYUHOTO
Misiko. CpelHaTa eKCTOo3HIus 3a KbpMmaueTo (mg/kg), mpu cTallmoHapHU ChCTOSHUS € ONpeeiicHa (b.
karo 1,8 % ot mo3ara, mpuera ot maiikarta (mg/kg). [lantmenTkute TpsiOBa qa OBIAT CHBETBAHU /1a

KBPMST JIelaTa CH, ako IpUeMar OJIaH3aIluH. &Q

4.7 EdexTu BbpXy cioco0HOCTTa 32 modupane U padora ¢ MAIUIMHA QO

He ca npoBexnaHu mpoy4BaHus 10 OTHOILIEHHE Ha ePeKTHTE BEPXY CIIOCOOHOCTTA 3afb@mpaﬂe u
pabota ¢ mammHu. Tl KaTO, OJaH3aMH MOXKE Jja JOBEAEAE 10 [0sBaTa Ha chHEYT win

3aMasHOCT, MAllMEHTHUTE TPsIOBa J1a ObJAT MPEeOYNPEACHH B CIIydail, Ha yIpaBil Ha MaIliHH,
BKJIFOUUTETHO MOTOPHHU IIPEBO3HU CPECTBA. &
4.8 Hexenanu JekapcTBeHH peakuuu @

AN
Bvspacmnu ®
Haii-yecro ( HabmomaBanu pu > 1% OT manmeHTuTe) J0KIa, &Te HEXXEIIaHW JIEKapCTBEHU
peaKnuu, CBbP3aHu ¢ NPUIOKEHUETO Ha OJIaH3alMH B KIIU % W3MUTBAHUS, Ca ChHIIUBOCT,
HaJ/IJJaBaHe Ha TETJI0, €03MHOMMIIHS, YBEIMUEHU HUBA H JIAKTUH, XOJIECTEPOJI, IJII0K03a U
TPUTIHLEPUAHN (BXK. TOUKA 4.4), TIIOKO3ypHs, YBEIN €TUT, CBETOBBPTEXK, aKaTU3US,
NapKUHCOHU3bM, JIEBKOIICHHS, HEYTPOTIEHUS (BXK a 4.4), TMCKUHE3US], OPTOCTATUYHA XUIIOTOHHS,
AHTHXOJIMHEPTHYHH eEeKTH, PEXOTHH Oe3cH HU YBEJIMYEHUS Ha YePHOIPOOHHTE
amuHOTpanchepasu (BK. Touka 4.4), 00puB, aCNCHHS, yMOpa, TUPEKCHsI, apTPAITHSL, TIOBUIIIEHA
ankanHa ¢ocdaTasza, BACOKA CTOMHOCT H éd—rnyTaMHnTpchq)epa:sa, BHCOKa CTOMHOCT Ha MUKOYHA
KHCEJIMHA, BUCOKA CTOMHOCT Ha eraTH@OC(bOKHHaBa U OTOK.

Chucvk Ha Hedicenanume fzezcapcme?zg‘u peaxyuu, npedcmaser 8 maobauya

B npexacrasenara tabmnuia ca @pBeHH HEXXeJIaHU JICKAPCTBEHU PEaKIMU 1 J1a00opaTopHH
W3CJIeIBaHUS TI0 JAHHU OT %aHHI/I CHOOIIEHHUS ¥ KIIMHUYHU NipoyuBaHus. [Ipu Besiko rpynmpaHe B
3aBHUCHMOCT OT YECTOTA CIIAHWUTE PEaKIUU ca MPEJCTABCHH B HU3XOJIAII PeJl 10 OTHOIIIEHUE Ha
TAXHATA CEPUO3HOCT. WHUTE 32 YeCcToTa ca AeuHUpanu KakTo cieasa: Muoro yectu (> 1/10),
yectr (> 1/100 mo ), HeyectH (= 1/1 000 mo < 1/100), penku (> 1/10 000 mo < 1/1 000), mHOTO
penxu (< 1/10 0 C HEM3BECTHA 4YeCcToTa (He MOJKe Jia ObJIe OllEHEHA OT HAIMYHHUTE JJaHHU OT
CIIOHTaHU c%@tem/m).

A
MuorgSertn | YecTn | Heuectn | Penkn
Ha HHSI HA KPBbBTA M JIMM(HATA cHCTeMa
\b Eo3unodunns TpombouuroneHus'!
) JleBkonenus'”

> Heyrponenus'®
Hapyuienusi Ha HMYHHATA CHCTEMA

CBpPBXUYBCTBUTEITHOCT
1

Hapymenus Ha MeTa00JIM3Ma U XPaHEHETO

IloBumaBane Ha IloBuieHu HUBa Ha PasButne nnm Xunorepmus'?
TEernoro’ xoJecTepon>3 oGocTpsHe Ha auadeT,

IToBuiieHn HUBa Ha MIOHSIKOTa CBBP3aH C

rmoko3a’ KeTOoalu103a uin

IToBunIeHN HUBA HA KOMa, BKJIFOUUTEIIHO
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TPUTIIULEPU U™ daranuu ciydau (BK.
[mroko3ypus Touka 4.4)!!
IloBuuieH aneTur
HapyiueHnusi Ha HepBHATA cCHCTEMA

COMHOJIEHTHOCT 3aMastHOCT I'epuoBe, koraTo B Hesponentuuen
Axaruzus® MOBEYETO CITyYau € MAJIMTHEH CUHJIPOM
[TapxuHCOHM3BM® JOKIaaBaHa aHaMHe3a | (BkK. Touka 4.4)'2
Juckunesus® 3a I'bPYOBE WU
pucKkoBH (pakTopH 3a CuMmnToMu Ha
repuose!! npekbcBane” 12

(o
JlucToHmst ®©
(BKITIOUHTEITHO Q
okynorupanus)'! O«

Tapnusna Q
JucKuHesus'! *
Awmuesus’ >
Huzaprpust R (b
PecinpaTopHu, rpbAHN H MeIUACTHHAJIHM HAPYIIEHHS ~
| Enmcrakcuc’ RN\
CbpJieyHn HAPYIIEHUSA 0,\7
Bpanukapnus )~ | Kamepua
VYabmxaBaHe c Taxukapaus/puodpuiar
(BX. TOUKA 4@ Usl, BHE3AITHA CMBPT
2 (k. Touka 4.4)!!
Cb10BU HapyLIeHUS O,
OpTtocratuuHa Tpo@‘é’eMGOHmLM
XHUIIOTOHHS (@yuounTenno

Q‘ JIOJIPOOCH
@ ) eMGOIH3BM H ABbIGOKA
BEHO3Ha TPOMO03a)

J ‘&O (BX. Touka 4.4)

CTOMaHIHO-‘lpeBHI/I HapymceHus ,\“\

Jlexw, Hps&)ﬁHH ITonysane na Mankpearnt'!

aHTm;QIquprann xopema’

ed , BKJIFOUBAIIH

narus ¥ cyxorta
crara
Xenam-ﬁmmaprm,@ meHust
NY [Ipexonnu, XenaTtut
@‘2‘ 6e3cuMITOMHU (BKITFOUHTEITHO
@ MOBHIICHUS Ha XarnaTouenyJaapHo,
c'} YEepPHOAPOOHHUTE XOJIECTATUYHO WIIH
Q aMuHOTpaHchepazn CMECEHO YepHOIPOOHO
(b (ALT, AST), ocobeHo yBpeskaane)'!
Q\& B HA4aJIOTO Ha
5\ JIe9eHneTO (BXK. TOUKa

4.4)
Hapymienns Ha K0KaTa ¥ MOJKO0KHATA ThKaH

Oo6pus Peakmus Ha

(hOTOUYBCTBUTEITHOCT
Agnonenus
Hapyumienusi Ha MyYCKYJTHO-CKeJI€THATA CHCTEMA M CheIMHUTEJHATA ThKaH
| Aprpanrus’ | | Pa6nomuonusa'!

Hapymenusi Ha 0b0penyiTe H NMKOYHUTE MbTHINA
‘ ‘ HMHKOHTUHEHLIMS HA ‘
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YpHHATa, PETCHINS
Ha ypHUHa
3aTpyaHeHO
ypunupane'!

| | |

Hapyumienusi Ha Bb3MPOM3BOANTEIHATA CUCTEMA H I'bPAATA

Epextunna AwmeHopest [Mpuannzbm'?
TUCHYHKIIHS TPH YroneMmsBaHe Ha
MBXKE TbPIUTE )
Hamaneno mubuno npu | I'amakropest npu )eHU @
MBXKE U KEHU I'maekomacTust/yronem @
sIBAHE Ha T'BPAUTE MIPU «Q
MBIKE R
OO0mm HapyuieHus1 M eeKTH HA MSCTOTO HA MPUJIOKEHHE \Qv
Actenus
Ymopa (b(b'
Ortok ‘2\
[Tupexcus'” (79)
HN3caenBanusa \
IloBuiieHu mia3mMeHu IloBumieHa ankaaHa [ToBuieH 006111 @
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Bucoka croiiHocT Ha (b
KpeaTuH Q
pochoxunaza'l <
Bucoka cTOHHOCT Ha %)
rama- ‘2‘

rilyTaMuiITpaHcdepasa ) ~>s®

10

Bucoka croiiHOCT H
nuKouHa Kucenyiay

IN C HeusBecTHA YeCcToTa

ChCcTostHuS, CBBP3aHH ¢ 6peMey@VTTa, POIOBHS M MOCJIEPOIOBHS IEPHO

CungpoM Ha

*\é S OTHEMaHe Mpu

HOBOPOJEHOTO (BXK.

(\Q‘ Touka 4.6)

\>4
1
Kiuangaao cnr}m@gﬂmo MOBHIIIABaHE HA TETJIOTO € HAOJI0AaBaHO MPe3 BCHUKH M3XO0THH
KaTerOpHUH Ha kca Ha TenecHa maca (MTM). Cren kpaTKOCpO9HO JieueHne (MearnaHa Ha
MPOTBJIKHT CT 47 MHW) TIOBHUIIIABAHE HA TErJIOTO > 7% CIpsIMO U3XOHOTO TEJIECHO TETJIO € MHOT'O
gecTto (2HN%), > 15% e uecto (4,2 %), a> 25 % e nevecro (0,8 %). [Ipu manuenTy ¢ nbirocpodHa

€KCIIO st (moHe 48 ceMUIIM) € MHOTO 4ecTo HaanaBaHe > 7 %, > 15 % u > 25% oT u3xoMHOTO UM
T€ ero (ceoTBeTHO, 64,4 %, 31,7 % u 12,3 %).

QCPC,Z[HI/I MOBHUIIIEHUS B CTOMHOCTHTE Ha JINIUIUTE Ha riaaHo (o0 xonecrepoi, LDL xonectepon u
TPUIJIHMIIEPUIN) Ca TTO-BUCOKH MPH MAIMEHTH 0€3 JaHHW 3a HapylleHHe Ha U3XOJHaTa peryalus Ha
JIUITAJUTE.

3 HaGuroaBa ce IIpu HOPMaJIHH M3XO0HM HUBa Ha TiagHo (< 5,17 mmol/l), kouto HapacTsar 10
Half-BUCOKa CTOMHOCT (= 6,2 mmol/l). IIpomenu oT pedepeHTHNUTE TPaHULIU B U3XOAHUTE HUBA HA
001U X0JIeCTepos Ha riafaHo (> 5,17 - < 6,2 mmol) 10 Haii-BHCOKa cTOHHOCT (> 6,2 mmol) ca MHOTO
YEeCTH.
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4 HaGmoaBa ce Ip¥ HOPMAIHKMTE M3XOHU HHBA HA IIanHo (< 5,56 mmol/l), KonTo HapacTBaT 10
Hali-BUCOKa CTOWHOCT (> 7 mmol/l). [IpomMeHu B riitoko3aTta Ha IJIaHO COPSIMO TPAaHHYHUTE U3XOTHU
cToiHOCTH (= 5,56 - < 7 mmol/l) no Haii-Bucoka cToiHocT (> 7 mmol/l) ca MHOrO YecTH.

> Habnrofasa ce Npy HOPMAIHUTE U3XOIHU HMBA Ha IIanno (< 1,69 mmol/l), konTo HapacTBaT 10
Hall-BHCOKa CTOWHOCT (> 2,26 mmol/l). [Ipomenu ot pedepeHTHUTE TPAaHUIN B H3XOAHNUTE HABA HA
TpUTIUIEpUANTE Ha TiIagHo (> 1,69 mmol/l - < 2,26 mmol/l) no Hali-BUCOKa CTOWHOCT

(= 2,26 mmol/l) ca mHOTO YecTH.

B KJIMHUYHU NPOYYBAHHS YECTOTATA HA MAPKMHCOHU3BM M JUCTOHUS TIPH TALMEHTH, JIEKYBAHH C
OJIaH3alNH, € T0-BUCOKa, HO HE M CTATUCTHYECKH 3HAUMMO pa3indHa oT marebo. JlekyBanute ¢ (b'
OJIAH3aIUH NAallUEHTU UMAT [TO-HUCKA Y€CTOTa HA MAPKUHCOHU3bM, aKaTU3Us U IUCTOHUS B CPaBH

C THTPHUpaHU 103U Xanonepuaoi. [Ipu nmuncara Ha moapoOHa HH(POPMAIN OTHOCHO MPEAXOTH

aHaMHe3a Ha WHAWBUYyaTHU OCTPU U TapAUBHU €KCTPATUPAMUIHH IBUTATEITHH HapyHIeHI/IﬂO
TIOHACTOSIIEM HE MOJKE J1a CE HAIIpaBH 3aK/II0UYEHHUE, Ye OJIaH3aNKH MPUYUHSBA B TO-MaJl CIeH
TapJUBHA AUCKWHE3MSI W/WIU IPYTH €KCTPATMPaMUIHU CHMIITOMH. &

>

7 OcTpH CUMIITOMHM KaTO TIOTEHE, MHCOMHHS, TPEMOP, TPEBOKHOCT, TaJIEHE U MOB aHe ca
JIOKJIaABaHU IPYU BHE3AITHO CIIUPAHE HA OJaH3aIlNH. @

8 B KTHHUYIHT npoy4BaHus 10 12 ceaMuLY MIa3MEHUTE KOHIEHTPALH
ropHaTa rpaHHIla Ha HOPMaJHUS TUara3oH npu npuoau3utenHo 30 9
MalMeHTH, KOUTO UMAaT HOpMaTHa U3X0HA CTOMHOCT Ha MPOJIAKT,
MOBUIIIEHUATA HA CTOWHOCTUTE OOMKHOBEHO Ca YMEPECHHU U OCTAR
rOopHaTa rpaHuIla Ha HOPMAITHUS TAATa30H. @

? Hexxenano ch0MTHE, yCTAHOBEHO OT KJIMHUYHH npo&&nﬂ B MHTErpHpanara 6a3a JaHHU 32
OJIaH3aIlUH. 3

POJTAaKTUH NPEBUILIABAT
JIEKyBaHWUTE C OJAH3aINH

P IIOBEYETO OT TE3H MAaLUECHTU
[IOJ, IByKpaTHaTa CTOMHOCT Ha

10 KakTo € OlleHEHO OT H3MEPEHUTE CToﬁHocn@ KIMHUYHYU IPOYYBaHKs B MHTErpUpaHaTa 6a3a
NTAaHHY 32 OJIAH3aITNH. O
I A
o

' Hesxenano ch0HMTHE, YCTAHOBEHO @ HTaHHU CHOOIEHUS B IOCTMAPKETUHTOBUS IIEPUO/T C
oIlpezieieHa 4eCTOTa, KaTo € 1/1311&3331121 UHTEerpuUpaHarta 0a3a JaHHHU 3a OJIAH3AIIMH.
A »
12 Hesxenano cnbutwe, ycm%\%{o OT CIIOHTaHHH CHOOIIEHHUS B TOCTMAPKETHHTOBHUS IEPUOJ C
W3YHCIICHA YECTOTa Ha T'Q rpanuna Ha 95% noBepuTeNieH HHTEPBAJ, KaTo € 3I0JI3BaHa
MHTerpHupaHaTa 6a3a 3a OJIaH3aIluH.

S

Hwazocpoung @f osuyus (none 48 ceomuyu)

[pu nauy, €, KOUTO UMaT HEXKEJIaH!, KITMHUYHO CUTHU(UKAHTHU IPOMEHH B HAJ|IaBaHETO HA
TEro, B 2 Ha BPEMETO ce MOoBHIIaBar ritoko3ara, oouwst/LDL/HCL xonecrepon uim

TpHUL, punnte. [Ipu Bb3pacTHH MaMeTH, KOUTO 3aBbpIIBAT 9—12-MeceuHo JedeHue, YecToTara Ha
H BaHE Ha CPEJHUTE CTOMHOCTH HA KPbBHATA 3aXap HaMassiBa Clie MPUOTU3UTEIHO 6 Mecela.

)

%onwmumefma uHghopmayus 3a_ cneyuainy nonyaayuu
B ximHWYHY TpOYYBaHUS NP MAIIMEHTH B HAIIpeIHAIA BB3PacT C IEMEHIH JISYEHHUETO C OJaH3aIiH
Ce CBBP3Ba C M0-BUCOKA YECTOTA HA CMBPT U MO3BbYHOCHAOBU HEKEIAHN PEAKIIMH B CPABHEHUE C
iane6o (Bk. cbiio Touka 4.4). MHOro uecTu HeXellaHd PEeaKLUH, CBbP3aHy ¢ yHoTpedaTta Ha
OJIaH3aIMH MPH Ta3u rpyIa NauueHTy, ca abHOPMHA TM0X0IKa U nmagaHus. Yecto ca HaOmoqaBaHn
ITHEBMOHMS, IOBUILIEHA TEJIECHA TEMIIEPATypa, JICTAPrusi, EPUTEM, 3pPUTEIIHU XaJIIOLUHALIY U
MHKOHTHHEHIIVSI Ha ypUHAa.
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[Ipn KIMHUYHY TPOYYBAHUS C MAIUEHTH C JIEKAPCTBEHOMHIYIIpaHa (JOITaMUHOB arOHUCT) TICKX034,
cBBp3aHa ¢ 6onecrra Ha [lapkrHCOH, MHOTO YECTO | ITO-YECTO B CpaBHEHHE C TUIaIedo ca JTOKJIaBaHu
BIomaBaHe Ha [lapkuHCOHOBaTa CUMOTOMATHKA U XATIOIIMHAIIH.

[Ipu eHO KITMHUYIHO MPOYYBAHE C MAIESHTH ¢ OUTIOJISIpHA MaHHUSI KOMOUHHPAHOTO JICUSHHE C

BaJIIIPOAT W OJIAM3AIMH BOJX J0 YeCTOTa Ha HeyTporeHusnTa 4,1%; moTeHnuaneH cpaencTranl pakTop
MO’ J1a Ca BUCOKH TUIa3MECHU HUBA Ha Bajmpoar. Oyan3anuH, MPHIOKEH C TUTHI WIX BalIpoar,

BOJIM JI0 TIoBHIIIeHa YecToTa (>10%) Ha TpeMop, CyxoTa B yCTara, IOBUIIICH allETUT U TIOBUIIABaHE Ha
Ternoto. Hapymienue B roBopa ChIINo € T0KIaiBaHo YecTo. [Ipu eueHune ¢ oan3anuy B KOMOWHAITHSI

C JINTUH WU TUBAJIIPOCKC ce HAOII0aBa MOBHUINEHUE C > 7% OT M3XOIHOTO TEJIECHO TETJIO MPU

17,4% OT manueHTHTe 0 BpeMe Ha OCTPOTO JeueHue (1o 6 cenmuiiu). [IpoabmKATENHOTO TeueHne (b
oan3anuH (o 12 mMecerna) 3a Mpo¢MIakKTHKA Ha PEIHUINB TP MAMCHTH ¢ OHUTIOIIPHO Pa3CTPOIC

€ CBBP3aHO C MOBHIIEHHUE C >7% OT U3XOIHOTO TEIECHO Tero npHu 39,9% oT manmeHTuTe. «Q
Ileduampuuna nonynayus O
Omnamn3anvH He € T0Ka3aH 3a JISYeHUe TPH Jielia 1 IoHomu noj 18 rogunu. Makap na He
MPOBEKIAHU KIMHUYHK MTPOYYBAHUS 32 CPABHSABAHE HA FOHOIIUTE C BH3PACTHUTE, TE OT
MPOYYBAHUATA TIPU FOHOIIN Ca CPABHEHHU C TE3W OT MPOYYBAHUATA MPH BmpaCTHé‘

Crnennara Tabnuia 0000IaBa HeXXeaHUTE PEaKIiK, ChOOIAaBaHU C MTO-TO YecToTa Mpu
MAIMEeHTH B IOHOIIECKa Bb3pacT (Mexay 13 u 17 roguHu), OTKOIKOTO 11 @ 3pacTHU NALUEHTH, WU
HE)KEJIaHU PEaKINu, KOUTO €A YCTAHOBEHU CaMO IIPU KPaTKOCPOUHH WYHU POYYBAHHUS C
MalMeHTH B IOHOMIECKa Bb3pacT. KIIMHIUYHO CUrHU(HUKaHTHO TOBH ¢ Ha Ternoto (> 7%)
u3riex/a ce Habmo/aBa Mo-4ecTo B MOMyJIAlMATa Ha IOHOIINTE'R $PABHEHUE C Bb3PACTHU ChC
CpaBHHMMa €KCIIO3UIU. CreneHrta Ha HagaaBaHE Ha TEIJIO U }Z@bT Ha MalfMCHTHUTC IOHOIIN, KOUTO
MMaT KIMHMYHO 3HAYMMO HaJUIaBaHE Ha TETJI0, ca No-Tog@Y IPU NPOIBIUKUTENHA €KCIIO3HIMS (TIOHE
24 ceqMuLM), OTKOJIKOTO IIPU KPAaTKOCPOUHA eKCHO3I/ILII/§\

[Tpu Bcsiko TpyMUpaHE B 3aBUCHMOCT OT YECTOTAZPACKETAHNTE PEAKIINY ca MPEJICTABCHU B HU3XOISII]
pell TI0 OTHOIIICHHE Ha TAXHATA CepI/IO3HOCT T THUTE 32 4eCTOTa ca Je(HUHUPAHN KAKTO CJIC/BA:
MHOTO YectH (> 1/10), wectr (> 1/100 mo < «

Hapyumenuss Ha meTa0oau3mMa u X 1eTo
Mmnoeo wecmu: TloBuiaBane Ha TerXTO'*, OBHUIIEHN HUBA HA TPUIJIMLEPUIH'?, TOBUILIEH AMETHT.
Yecmu: Tosuiienu HuBa Ha xQAecsepon '’

Hapyumienusi Ha HepBHATA eMa
Mnozo wecmu.: Cenupane YUTEJIHO: XMIIEPCOMHHUSL, JIETAPTHsl, COMHOJIEHTHOCT).
CToMalHO-4YpeBHH fienus

Yecmu: CyxoTta B Y

Xenmo-ﬁnnngge}lapymeﬂnﬂ

Mnoeo uecmu @)OBuienns Ha yeproapoOHUTe aMuHOTpaHcepazu (ALT/AST; Bx. Touka 4.4).
I/Isc.nezma,@
Mnozo :&gtu: Hamanen o611 6unupy6us, nosumena GGT, HOBHIICHH [UIa3MEHN HUBA HA
16
po. H°.

ag

Q@Enen KpaTKOCPOYHO JIeueHHe (MearuaHa Ha MPOABIHKUTEIIHOCT 22 THH) TIOBUIIIABaHE HA TETJIOTO

> 7% ot m3xoaHOTO TenecHo terio (kg) e maoro gecto (40,6 %), > 15% OT U3XOAHOTO TEIECHO TETIIO
e uecto (7,1 %), a> 25 % e uecro (2,5 %). [Ipu pparocpouna excrio3utus (one 24 cenmuim) 89,4 %
Haggasat > 7 %, 55,3 % waggasat > 15 %, a 29,1 % "HagnaBaT > 25% 0T U3XOJHOTO CH TEJICCHO
TEerJo.

14 HaGmomaBar ce 3a HOpMaJIHM M3XOJHU HMBA Ha raaHo (< 1,016 mmol/l), KouTo HapacTBar 10 Haii-
BUCOKa cTolHOCT (> 1,467 mmol/l), u mpoMeHH OT pe)epEHTHHUTE IPAHUIIN B H3XOJHUTE HUBA Ha
TpUrIHIEpUANUTE Ha TagHo (> 1,016 mmol/l - < 1,467 mmol/l) mo Hali-BHCOKa CTOWHOCT

(> 1,467 mmol/l).
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5 TIpoMens B M3X0HATE HUBA HA OOIIMS XOIECTEPOII HA TIIAJHO CIIPsAMO HopManHute (< 4,39 mmol/l)
JI0 Haii-BHCOKa CTOMHOCT (> 5,17 mmol/l) ca nabaronaBanu yecto. [I[pomenu ot pedepeHTHUTE
TPAHUIU B M3XOJHUTE HUBA HA OOIIHS X0JIECTEpOII Ha raamHo (> 4,39 - < 5,17 mmol/l) no Haii-BuCcOKa
cToiHOoCT (> 5,17 mmol/l) ca MHOTO YecTH.

16 TToBumeny na3MeHy HUBA Ha MIPOJIAKTHH ca NOKIaaBaHu Ipu 47,4% OT MalMeHTHTE B FOHOIIECKA
BB3pAacT.

4.9 Ilpeno3upane

Hpusnayu u cumnmomu @fb
MHoro 4ecTy CUMIITOMH IpH Nipepo3upane (dectota > 10%) BKIIOUBAT TaXUKapIus, @
BB30y/a/arpecuBHOCT, TU3APTPUSL, PA3IUYHU €KCTPAIMPaMUIHI CUMIITOMU M HapylLlIeHHue Ha Q
CBH3HAHHUETO, BApUPALIO OT CEAUPaHE O KoMa. O

Jpyru MeAMLIMHCKY 3HAYUMHU [TOCIIEIMIH Ha IIPEJO3UPAHETO ca ACTHUP, KOHBYJICUH, KO %mon(en
HEBPOJICIITUYCH MAJIMTHEH CUHAPOM, IIOTUCKAHC HAa JUIIAHETO, aCIupaluia, XUIepT: NI
XUIIOTOHUS, pUTBMHHU HapyleHus Ha cbpueTo (< 2% oT ciiydanTe Ha Mpeo3upage
KapIuoIlyJIMOHapeH apecT. DaTalHu NOCIEUIY ca JOKIaABaHU IIPU OCTPO II UpaHe C 103a OT
nopsiibka Ha 450 mg, HO CBHIIO € AOKIIaJBaHO MPEKUBIBAHE CIIE]l OCTPO II paHe ¢

MPUOIM3UTENTHO 2 g OJIAH3aMKH TePOPATHO. @
Jleuenue rb !

3a onan3anuH HAMa crienuduyeH antuaoT. He ce mpenoppuBa n€S)M3BHKBaHE Ha MOBpbIane. Morat
na ObaT MOKa3aHW CTAaHIAPTHUTE MEPKH 3a JICUCHUE Ha npeQypane (T.e. croManIHa MPOMHUBKA,
npreMaHe Ha aKTUBEH BBIVICH). ETHOBPEMEHHOTO MpuiIargpe Ha akTHBEH BBIICH € ITOKa3ajIo
HamaJsBaHe Ha NepopaiHarta OMOHAIMYHOCT Ha onamau%ﬂ ¢ 50 no 60%.

TpsiOBa na ce 3am0YHE CHMITOMATHYHO JIEYCHUE OCIIe/IsIBaHE HA JKU3HEHUTE (PYHKIUU B
CBOTBETCTBHUE C KIIMHUYHOTO CHCTOSHUE, BKII JTHO ¥ JISYCHNE Ha XUTIOTOHUATA ¥ IUPKYJIATOPHHS
KOJIAIC ¥ MOAJPHKKA Ha IuXareiHara GyH ¥ Jla HE ce u3mon3BaT afipeHaInH, JOTIAMHUH WIH APYTH
CUMIIATUKOMUMETHYHU CPEJICTBA C 6eTg—a§Q CTHYHA aKTUBHOCT, Thil KaTo OeTa-CTUMYIAINAITa MOXKE
Jla BIIOIIN XUITIOTOHUsTA. MOHUTOPHD, Ha ChP/IEYHO-CHI0BATa CUCTEMA € HEOOXOIUMO 3a
yJIaBsiHE Ha BH3MOXXHHU apuTMUU. B TEJTHOTO MEJAMIIMHCKO HAOIIOICHUE U MOHUTOPUPAHE TPsOBa
Jla TIPOIBIDKHU 0 BL3CTaHOBﬂBa;<TQ Ha IanueHTa.

O

5.  ®APMAKO.JIO U CBOMCTBA
5.1. d)apMalco&Q%m}m CBOIICTBA

dapmakoTe TUYHA Ipyna: Jua3enuHy, okcazenuay U THazenuHu ATC xox: NOSAHO3.

cbaww@ummuquu egexmu

On @ MH € aHTUTICUXOTHYHO, aHTUMaHUIHO 1 CTaOMIIM3UPAILO HACTPOSHUETO CPEICTBO, KOETO

@&Ba HIMPOK (hapMaKoJIOTHYCH POQHIT 110 OTHONICHNE Ha MHOXKECTBO PEIENITOPHA CUCTEMH.

QB NPEKJIMHAYHU IPOYYBaHUA € JI0Ka3aH apUHUTETHT Ha OJIaH3aIIMH KbM PEeIUlla PEUENTOPH
(K; <100 nM) 3a cepororun 5 HT2anc, S HT3, 5 HTg; momamun Dy, D2, D3, D4, Ds; xonmuaepruanu
MyCKapuHOBH perientopu M -Ms; anda;- agpeHeprudnu; 1 XucTaMruHOBH H perientopu.
IIpoyuBaHusTa C OJIaH3aNMH BbPXY OBEJICHUETO HA XKUBOTHU Noka3Ba SHT, nonamuHOB 1
XOJMHEPTHYEH aHTarOHU3BM, OTTOBAPSAL] Ha PELENITOP-CBBP3BaIIHs podu. /n vitro oJaH3anuH
MOKa3Ba Mo-royisiM aQUHUTET KbM cepoToHuHoBUTE SHT,, 0TKOIKOTO MomamMuHoBHTE D, perientopu u
no-ronsima 5 HT, akTUBHOCT B cpaBHEHME ¢ D2 aKTUBHOCTTA NPH iA Vivo MOJIEIH.
EnexTpodu3nonornaHuTe U3cieABaHus MOKa3BaT, Y€ OJaH3alUH CEIEKTUBHO HaAMAJIsBa
aKTHBUPAHETO Ha Me3oymMOngHuTe (A 10) JOMTaMUHEPTUIHA HEBPOHH, KaTO B CBHIIIOTO BPEME €PEKTHT
My BBbpPXY IIBTHIIATA B CTPUATyMa, yyacTBaIId B MOTOpHUTE QyHKUUH (A9), e Manbk. OnaH3anuH
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HaMaJIiBa KOHIUITUOHHUPAHWA OTTOBOP Ha 0T6}II‘BaHeTO, KOCTO € TCCT, IIOKA3aTCJICH 3a
AHTHUIICUXOTHUYHA aKTUBHOCT B IO3H IMO-HUCKHU OT TE€3U, BOACIIHN N0 KATAJICIICUA, KOCTO € XapaKTEPHO
34 MOTOPHUTEC HCIKCIIAHU e(i)eKTI/I. 3a pas3irKa OT HAKOU APYTY aHTUIICUXOTUYHU CPEACTBA, OJIaH3allnH
ycuiiBa OTTroBOpa B YCJIOBUA Ha ,,aHKCI/IOHI/ITI/I‘leH” TECT.

IIpoyuBanus ¢ mozutpoH-mucuoHHa Tomorpacdust (PET) mpu 3npaBu 1oOpoBoIH, OTaH3aIAH B
eAMHUYHA nepopanHa 1o3a (10 mg) mokassa mo-roysiMo cBbp3Bane ¢ SHT24, B cpaBHEHHE C
nmonamuHOBHTE D> perienitopu. OcBeH TOBa, 00pa3HO M3CICABaHE Upe3 eAUHNIHA (DOTOH-eMHCHOHHA
koMImioTbpHAa ToMorpadust (SPECT) mpu nmaruenTH ¢ mm3odpeHuns MoKaspa, ue IpH MallneHTHTE
YyBCTBUTEIIHU KbM OJIaH3aIIMH UMa [T0-MaJIKoO cBbp3BaHe ¢ D, B cTpratyMa B cpaBHEHHE C

MAaIMEHTHUTE, YyBCTBUTEIHU KbM JAPYTH aHTUIICUXOTHYHH CPEJCTBA M PUCIIEPUIOH, KATO Ta3H HaXO a(b.
€ CpaBHMMA C Ta3{ MIPH KIIO3AMHH-TyBCTBUTEITHUTE MAI[UCHTH. }J@

Knunuuna egpuxacrocm & Q
B nBe ot aBe m1a11e00-KOHTPOJIUPAHU U B IBE OT TPU CPABHUTEIIHA KOHTPOJIUPAHU POYY npu
noBeue ot 2 900 marnueHTH ¢ MU30(PEHUs, IPOSBEHA KAKTO C HATMYMETO Ha MOJIOKUTCRENTY TaKa

OTPULATECIIHA CUMIITOMH, OJIAH3aIIMH ITOKa3Ba CTATUCTUYCCKU 3HAYUMO HO,Z[O6peHI/Ie WT Ha
HCTaTHUBHUTC, TaKa U HA IIO3UTUBHUTC CUMIITOMU.

B MynaTHHAIMOHAIHO, JBOWHO-CIISIO, CPABHUTENHO IPOYYBAaHE BHPXY IIN3 usTa,
mu30aheKTUBHATE WK TIOAO0HH HapyIIeHus, BKIrouBamo 1 481 nanyen PaznuyHa CTENEH Ha
CBBp3aHU C TOBA CHMIITOMH Ha Jienpecusi (M3X0Ha CpeHA CTOMHOCT 0 CcKajaTa Ha
Montgomery-Asberg 3a knacudummpaHe Ha ACMPECUATA), TPOCIIEK s1 BTOPUYCH aHAIHN3 Ha
NPOMSIHATa HA U3XOIHUS CIIPSIMO KpaHUs CKOp Ha HACTOCHHUET a3Ba CTATHUCTHYECKH 3HAYNMO
nonoopenue (p=0,001) B mos3a Ha onan3amnuH (-6,0) CHpHMO@ﬂCQ'JepI/I}IOH (-3,1).

[Tpu manueHTH ¢ MAaHUWHH SMTHU30/I1 WA CMECCHH enmqegrpn OWIoNIapHY Pa3CTPOICTBA, OJNAH3AIHH
MOKa3Ba MO-BUCOKA €(PEKTHUBHOCT KaKTO CIPSIMO IUIagg00; TaKka U CIIPSMO BAINPOAT CEMUHATPHIMA
(nMBaNMpOCKC) B HAMAJIIBAHE HA CUMIITOMUTE Ha &ﬁ; 3a moBeue oT 3 ceamuiru. OnaH3anuf ChIIo
MOKa3Ba CPaBHUMA C XAITOMEPHI0T ehUKACHOC a3eHa ¢ YacTTa MalUeHTH, MOJIYYMIH PEMUCHS Ha
CHUMIITOMHU Ha MaHHS U Ha Jienpecus 3a 6 U MUIIM JieueHue. B npoyuBaHe ¢ ojaH3amuH B
KOMOWHAIIMS C IUTHIA WA BaJIIPOAT 33 M yM 2 ceaMuIy, 100aBsHETO Ha oaH3anuH 10 mg
(KOMOMHHUPAHO JICYCHHUE C JINTHH HITH quﬂpoaT) € JIOBEJIO JIO MO-TOJIIMa PEyKIHMs HA CHMIITOMUTE Ha
MaHHs B CPAaBHEHHUE ChC CAMOCTOST 0 MPUJIOKEHHUE HA JIUTUH WM BAIIIPOAT Cliea 6 CEIMUIIH.

B 12 meceuno npoyuBaHe mp HIAKTHKA HA PELMIMBI HA MAHUIHHY €MM30/1H, TIPUITAIIHEHTH,
MOJIYYUIIA PEMUCHS TIPH JIE € C OJIaH3allMH U PaHJIOMU3HMPAHU Jia 10Jy4aBaT OJIAH3AIINH WU
iane0o, oJaH3aIuH € CTaTUCTUYECKH 3HAUMMO NPEBB3XOJICTBO CIIPSIMO ILI1aLedo 1o
OTHOLLIEHUE Ha IIbPB ¢ KpaliH1 TOYKH 3a IPOo(pHUIaKTHKA HA PEUINBU HA MAaHUITHN €TU3011 TIPH
OUIIOIISIPHO p%cm(@b 0. OnaH3anyH ChIIO € MOKa3aJl CTATUCTUYECKH 3HAYMMO NPEANMCTBO CIIPSIMO
iane6o mo 0TH®eHI/Ie Ha [IPEIOTBPATsABaHE HA PELIUIUBU KAKTO Ha MaHHUs, TaKa U Ha JENPECUsL.

IIpu BTOpK&V!CC@‘IHO MIpoyYBaHE MPH MPOPIIIAKTHKA PEIUINBA HA MAHUWHU €MTU30/H, TAIIUCHTH,
MIPH KOQ € TIOCTUTHATA PEMUCHS ¢ KOMOWHUPAHO JISYCHUE OJaH3AIMH U INTHH, PaHIOMH3UPAHH J1a
I10JI T OJIAH3AIIMH WX JINTUH CaAMOCTOSTENIHO, OJIaH3aIlMH € IT0Ka3ayl He I0-TOJISIMO

XOJICTBO CIPSIMO JIUTHIA 110 OTHOIIICHNE HA MEPBUYHATE KPAaWHN TOYKH 32 MPOo(HUIaKTHKA HA
WIWBY Ha OUIIONIAPHO pa3cTpoiicTBo (onman3anud 30,0%, mutwii 38,3%; p=0,055).

[Ipu 18-MeceuHo poyuBaHe HA KOMOMHUPAHO JICYeHUE HA MAHUITHU WITH CMECEHU EMTU30,U ITPH
NalMeHTH, CTAOMIM3UPAHH C OJIAH3AIMH IUTIOC JIEKapCTBa CTA0MIU3UPAIIN HACTPOSHUETO (JINTHH WK
BaJIIIPOAT), MPOABIKUTEIHOTO JICUEHHE C OJIAH3AIHMH, CbBMECTHO C JIUTUH MJIM BAIIIPOAT HE €
CTaTUCTUYECKHU I0-100PO CIPSAMO JUTUI WM BAJIIIPOAT CAaMOCTOSITENIHO, 10 OTHOLIEHUE OTJIaraHe Ha
000CTPSHETO Ha OUIIOJISIPHOTO PAa3CTPOICTBO, CHIVIACHO KPUTEPUUTE 32 CUHIPOMA.

Ileduampuuna nonynayus
OnutsT npu 1oHOIH (BB3pacT 13 1o 17 roguHn) € orpaHuyeH A0 KPaTKOCPOUHHU JaHHHU 32
e(eKTUBHOCT IpH mu3ohpenus (6 ceAMUIN) U [IPU MaHuUs, CBbp3aHa ¢ OUITONSPHO PAa3CTPOICTBO TUI

65



I (3 ceqmunm), npu no-mainko ot 200 roHomu. OaH3allH € U3I0J3BaH KaTo (iekcuOuiIHa 1034,
3amoyBara oT 2,5 u cturamia 0 20 mg/auesHo. [Ipu JeueHne ¢ onaH3anyuH IHOIUTE HalAaBaT
CUTHU(HMKAHTHO TIOBEYE Ha TETJIO B CpaBHEHHE C Bb3pacTHHUTE. CTeneHTa Ha IPOMEHH B OO
xozectepon, LDL xonecteposna, TpUMIIMIEpUANTE HA [VIAAHO U POJaKTHHA (BX. TOUKH 4.4 u 4.8) e
MO-TOJIsSIMA TIPH FOHOIIH, OTKOJIKOTO MPH Bbh3pacTHU. HsiMa naHHM 3a moaabpikaHe Ha edekra, a
JIAHHUTE 32 IBJITOCPOYHATa OE30TaCHOCT ca OrpaHudeHH (BX. TOUKHU 4.4 u 4.8).

5.2 ®apmMakoKMHETHYHH CBOWCTBA

Abcopoyus

OmnanzanuH ce abcopbmpa g00pe ciie] MepopasTHo MPHUIIOKEHHE KaTo TOCTUTa MaKCHMAITHH nna@me%(b
KOHIIEHTPAIH MEXIY 5-us 1 8-ust gac. AOcopOIusITa He ce MOBIMABA OT IPHEMa Ha XpaHa. @
AOcomoTHaTa OMOHATMYHOCT CIIS MEPOPATTHO MPHUIIOKEHIE B CPABHCHUE C MHTPABEHO3HO Q

MIPHUJIO’KEHUE HE € OIpeIerisHa.

O
Pasnpeoenenue Q
CBbp3BaHETO Ha OJAH3AIMH C IJTa3MEHUTE MPOTEUHHU € OKoJI0 93 % mpu KOHueHTpau@»B nIuarna3oHa
ot 7 1o okoiio 1 000 ng/ml. OnaH3anuH ce CBbP3Ba IJIABHO C AJIOYMUHA U C OL1-KRCCRAIS
TJIMKOTIPOTEHH. é‘

%)
Buompancoopmayus Q&
OnaH3anuH ce MeTadoIN3upa B YePHUS Ipo0 Upe3 KOHIOTUPAHE U OK Hue. I TaBHUAT METa0OJIUT B
KpbBTa € 10-N-TrIroKOpOHHI, KOHTO HE IpeMUHaBa IIpe3 KPhbBHO- HaTa Oapuepa. 3a
o0Opa3zyBaHeTo Ha MeTa0OIUTUTE N-IIE3METHI U 2-XUAPOKCUMET OonpuHacsT nuToxpomu P450-
CYPI1A2 u P450-CYP2D6. In vivo u nBata MeTab0IMTA noxa@T HAYNUTEITHO MMO-HUCKA
(hapMaKoJIOTHYHA AKTHBHOCT, OTKOJIKOTO OJIaH3AIH B Hs(@uBaHI/m IIpH KUBOTHU. | TaBHaTa
Q)apMaKonoquHa AKTUBHOCT C€ OBbJIDKHU HA U3XOAHUA OI@&HI/IH.

Enumunupane \>‘®
Cren mepopaiHO MPHIOKEHUE, CPSTHHAT TEp €H eTMMUHAIIMOHEH MTOY)KHUBOT Ha OJIaH3aIluH
1pH 3ApaBH LA BAPHPA B 3aBUCHMOCT 0T EBEPACTTa M IOJIa.

J
IIpu 31paBu UHAUBUIX B HAIIpEAHAI acT (65 T. ¥ MoBeye) CPeAHUAT ENUMUHAIIMOHEH
MIOJTY’KUBOT € YABIIKEH B CPDABHCHH o-muaaute nHauBuan (51,8 cpenry 33,8 gaca), a KIIUPBHHCHT €
HamauteH (17,5 cpemy 18,2 l/qa&@apMaKOKHHeTI/I‘IHaTa BapHEOWITHOCT, KOSITO Ce HAaOIII0IaBaT pH
WHIMBUJINTE B HAIIPEIHAIIA B CT HE ce OTIIMYaBa OT Ta3W NpH Mo-Miaaute nHauBHIM. [Tpu 44
MaIUeHTH ¢ MU30(hPEeHNUs 3pact Hajl 65 T. 1031 oT 5 110 20 mg/neH He ca OWIM CBBP3aHH C
HSIKaKbB pa3inieH npo@\a HEXKeJIAHU CHOUTHAL.

IIpu xeHn cpean HQHMHHauHOHeH TIOJTYKUBOT € JIEKO YabJpKeH (36,7 cpemry 32,3 gaca) B
CpaBHEHUE C T| PH MBKETe, a KITUPBHCHT € peayuupad (18,9 cpemty 27,3 1/49ac). Benpeku ToBa,
npopuIbT OIMacHOCT Ha osiaH3anuH (5-20 mg) e cpaBHUM MeXIy KeHuTe (n=467) 1 MbKeTe

(n:869).c'}
Ebéﬁbgo yepexcoane

\&yCTaHOBeHa 3HaYMMa pa3jifKa B CPeIHUS eIMMUHAIIMOHEH MOyXuBOT (37,7 ciipsimo 32,4 gaca),

kTO U B KiupbHca (21,2 cipsimo 25,0 1/9ac) Mex iy malMeHTHTe ¢ yBpeneHa 0b0pevHa QyHKIHs
(xpeaTuHnHOB KiaupbHC <10 ml/min) u 3apaBute uHauBHIM. [IpoyuBanusTa nokasear, ue okoso 57%
oT OeJsI3aHus C palMOAKTUBHY U30TOIM OJIaH3AIMH Ce YCTAaHOBSBA B YpUHATA IJ1aBHO 1o opmaTa Ha
METa0OJIUTH.

Ilvwauu
[Ipu myiayu ¢ JIEKOCTEICHHA YePHOAPOOHA TUCHYHKIIUS, CPSIHUAT SIMMUHAIIMOHEH [TOJTYKUBOT

(39,3 uaca) e yabiokeH, a KIupbHCHT (18,0 1/uac) HaMaleH, B cpaBHEHHE ChC 3PaBU HEITyIIAYH
(cvotBeTHO 48,8 yaca u 14,1 1/gac).
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IIpu Henmymayn (MBXKe U )KCHH) CPEIHUAAT STUMUHAIIMOHEH TTOTYXKUBOT € yabinkeH (38,6 ciipsimo 30,4
yaca), a KIIMPBbHCHT € HamatieH (18,6 cpemry 27,7 l/gac) B cpaBHEHHE C IyIIadH.

[Ina3MeHusT KIUPHHC HA OJAH3AIKH € MO-HUCHK MPH MAIMEHTUTE B HAIIpEAHANA BB3PacT, B
CpaBHEHHE C MMO-MJIaINTe WHINBUIM, TIPH KEHHUTE B CPAaBHEHHE C MBXKETE, KAKTO U MPH HEITyIIAYnTe B
CpaBHEHHE C ITylIadnTe. Bhrpekn ToBa, 3HAYMMOCTTA Ha BIMSIHUETO HAa BB3PAcTTa, TOJa Wil
MYIICHETO BhPXY KIMPBHHCA Ha OJaH3aIlMH U BHPXY HETOBUS MOTYKUBOT € TBHPJIC MajKa, B CPAaBHEHUE
¢ o01mrara BaprabMITHOCT MEXKIY OT/ICTHUTE HHIUBHUIM.

Hee YCTaHOBCHA pa3JiiKa BbB (1)apMaKOKI/IH€TI/I‘{HI/ITe napaMeTpu Mmpu NpoydBaHua NMPOBECACHU C

€BpOIEUIH, IMOHUY U KUTANLH. @(b

Ileduampuuna nonynayus &Q
HOuommm (Bb3pact 13 mo 17 rogunan): ®apmMakoKUHETHKATA Ha OJIAH3AIMH € M000HA TIPH g@un u
BB3pACTHH. B KIIMHUYHY MPOYYBaHUS CpeTHATA eKCIIO3UIIMS Ha OJIAaH3AIHH € OKOJIO 27‘%\ -BHCOKa
npu roHomu. Jlemorpadckure pasnuuus MeKAy FOHOIIU U Bb3PACTHU BKIIOUBAT no—}@xo CpeaHo
TEJIECHO TETJIO M MO-MabK Opoil mymraun npu roHommte. [logo0Hu hakTopn e BR3IMOIKHO Aa
ChJIICICTBAT 3a MO-BUCOKATa CPEIHA €KCIIO3ULMS, Ha0I0JaBaHa P FOHOLIH. @Q‘

5.3 IlpeakIUMHUYHM JAHHU 32 0€30ACHOCT Q&
Ocmpa (npu edunuyna 003a) MOKCUYHOCH QQ) 2
[pu3HaIMTe Ha TOKCUYHOCT MPH MIEPOPAJICH MIPHUEM IIPH rpU3ay a XapaKTepHH 3a MOIIHUTE

HEBPOJICHTULN: XUIIOAKTUBHOCT, KOMa, TPEMOD, KIIOHUYHH KQEPRYNCHH, CaTUBaLKs, ¥ IOTHCKAHE Ha
HaanaBaHeTe. CpeIHUTE JIETAJIHU 103U ca npubausuTentoql Umg/kg (3a mumkn) u 175 mg/kg (3a
urbxoBe). Kyderara nonacsaT equnnyHa 1o3a 10 100 m €3 J1a ce HaOJro/1aBa JIETaJeH U3XO0/I.
KbM KIMHUYHHUTE IPU3HALM CIIAaT CEAUPaHE, aTaKqgy), TPEMOP, YCKOPEH ChPAEHEH PUTLM,
3aTpyJHEHO AMILIAaHe, MU03a, U aHopekcus. [Ipu M&J?MyHI/I eIMHUYHY niepopainu 1o3u 10 100 mg/kg
BOJIST JIO IPOCTPALIUS, & BACOKUTE JI03U H 10 Ha 3ary0a Ha Ch3HAHHE.

Toxcuunocm npu MHO20KPAMHO I’lDu]lO.ZfC@Q@

B npoyuBaHus BEPXy MUIIIKHU C TIPOJT €THOCT J0 3 Mecela U BbPXY IUTBXOBE M Ky4eTa C
MPOABIDKUTEITHOCT ChOTBETHO JI0 1 Ha, npeo0iiagaBaiy epextu ca noruckane Ha [[HC,
AHTUXOIIMHEPTUYHHU ePeKTH U NigpuepHN XeMaTOIIOTHYHH HapyIllIeHus. Pa3BuBa ce Toiepanc KbM
notuckanero Ha [THC. ITapa T€ Ha pacTe)ka HaMalsIBaT Mpu BUCOKH J03U. [Ipu mrbxoBeTe ca
HaOJro1aBaHu 00PaTUMH € 1, KOUTO Ca B Pe3yJITaT Ha MOBUIIIEHN HUBA HA TIPOJIAKTHHA U
BKJIFOYBAT: HAMAJISIBAHE TO Ha SUYHUIIUTE U MaTKaTa, KaKTO M MOP(OIOTHYHH TPOMEHU BHB
BJIATJIULIHUS €IIUTE, MJICUHHUTE KIIE3H.

XeMamOﬂOZMUH@OKCMHHOCWl
Edexru BB, MaTOJIOTUYHUTE IMapaMeTPH CE€ YCTAHOBSIBAT MTPH BCUYKH M3CJIC/IBAHU BUJIOBE
KUBOTHHU, :ﬁ{ YUTETHO J1030-3aBUCHMO TIOHWKCHHUE Ha LIUPKYJIUPALIUTE JICBKOIMTH TP MHUILKHA U
Hecre YHO HaMaJIeHUE Ha Opost Ha IUPKYJIUPAIINTE JICBKOIMTUTE NIPU IUIBXOBE; HE Ce
yCT BaT o0ayve JJ0Ka3aTelICTBa 32 KOCTHOMO3bYHA IIUTOTOKCUYHOCT. [Ipu orpanmuen Opoi
a, JIeKyBaHM ¢ 1031 0T 8 win 10 mg/kg/nen (o01ara eKCro3uIKs Ha OJaH3aIMH [TUIOI 0]

Bara] € 12 no 15 mpTH MO-BUCOKA OT Ta3| MPHU YOBEKa, IIPU IIPHUEM Ha 7032 OT 12 mg AHEBHO), ce
Ha0II0]aBa 00paTUMa HEyTPOIICHUS, TPOMOOIUTONICHUS Wi aHemust. [Ipu uToneHnYHN KydeTa He
ca HaOJIr01aBaHU HEXKENaHU €()eKTH BbPXY MPOTEHUTOPHHUTE KICTKY WK MPOIU(PEPUPALTUTE KISTKU B
KOCTHHSI MO3BK.

Penpooykmuena moxcuunocm

Oan3anvH HsMa TepaToreHeH edekT. Cemanusra NOBIHABA KYTyJaTUBHUTE CIIOCOOHOCTH Ha
MBKKHUTE IUTbX0BE. [10JI0BUAT IMKBII Ce 3acsra npu a03u ot 1,1 mg/kg (3 mbTH M0-BUCOKHU OT
MaKCHMAaJTHaTa JI03a IPU X0paTa), a pepOAYKTUBHUTE IMApaMETPH Ca 3aCErHATH IPH TUIbXOBE, Ha
KOHUTO € JaBaHa 103a oT 3 mg/kg (9 mbTH HO-BHCOKA OT MaKCHMaJIHATa J03a IIPU Y0BeKa). B
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IOKOJICHHUETO Ha IINIBXOBETC, HA KOUTO € JaBaH OJIaH3aIIMH CC Ha6m0z[aBa 3a0aBsHE B Pa3BUTUECTO Ha
Ij104a 1 IMpEXOJHO HaMaJIABaHC Ha HUBOTO Ha aKTUBHOCT Ha MAJIKUTEC )KUBOTHH.

Mymaeennocm
OaH3anvH He € MOKa3al MyTareHHOCT FITH KJIIaCTOT€HHOCT, TIPH MPOBEICHUTE ITBJIHNA CTaHJAPTHU

TECTOBE, BKITIOYBAIY OaKTepHAITHUS MYTAIlIOHEH TECT | i1 Vitro 1 in vivo TeCToBeTe MpH O03alHUIIH.

Kapyunozennocm
PesynratuTe OT H3ciieBaHUATA BHPXY MHUIIKH U TUTHXOBE BOAAT A0 3aKIIOYCHHUETO, Y€ OJIAH3AMNH He

€ KapIUHOI'CHCH.

6. DOAPMAIEBTHNYHU JAHHHU @
KR

6.1. CnucbK HAa TOMOIIHHUTE BellecTBa Q
Aopo na mabremkama *
JlakTo3a MOHOXHIpAT (b'
HapeBuyHO HULIECTE Q)
XUAPOKCUIIPOIIMI LEITyJI03a @sz\

Maruesues creapar &

Tabremna obeuska Q
Opadry II 65110, CHABPIKAIIO: Ny
Xunpomenosa (E464) (b
TutanoB guokcux (E171) ®Q
JlakTo3a MOHOXHIpPAT

[Mommerunen rauron 3000 szsg

['munepon Tpuauerat

6.2 HecbBMecTHMOCTH @
OQ?
N

6.3 Cpok Ha rogHocT \&O
)

He npunoxumo.

3 roguHM !&
6.4 CrneumaaHu yca chbXpaHeHHue
Jla ce cbxpaHsiBa B@HHaﬂﬁa OITaKOBKA.

Ha ce C’bXpa@ ipu Temnepatypa mox 30° C.

6.5 @ﬂn ChIbpP:KaHHE H 2 ONAKOBKATA

(@@0 (hopMOBaHH alyMUHUEBH OJUCTEPU B KYTHH € 7, 28 min 56 TabneTKu B Ky THSL.
%e BCHUYKH BHJIOBE OMAKOBKU MoOraT Ja ObJaT MyCHATH B Ipoaxoa.
6.6 CrnenmajaHu Npeana3HN MEPKH NPH U3XBbPJIsHE

Hsama CricnyaJIHi U3MCKBAaHU .

7. TPUTEXKATEJ HA PASPEIIEHUETO 3A YIIOTPEBA
Cipla (EU) Limited
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Hillbrow House
Hillbrow Road
Esher

Surrey

KT10 9NW
Bemukobputanus

8. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA
EU/1/07/426/007 —Olanzapine Cipla — 10 mg — o6BuTH Tabietu - 7 TaONETKH, 3a OMTaKOBKa @(b
EU/1/07/426/008 —Olanzapine Cipla — 10 mg — 06Butu Tabnetu - 28 TabJIETKH, 32 ONaKOBKa Q®

EU/1/07/426/009 —Olanzapine Cipla — 10 mg — o6Butu TabneTn - 56 TabneTku, 3a onaKOBé\O

S

9. JATA HA I'BPBO PA3PEHIABAHE/ITIOJJHOBABAHE HA PA3PE ETO 3A
YIIOTPEBA

[Hata Ha mppBO pazpemanane: 14 noemspu 2007 Q&

N

[ara Ha nocneanoto noaHossane: 01 Oxromspu 2012 (b

<

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA @

\S

(MM/YYYY} 0@
[ToxppoOna nHpOpManus 3a TO3M JeKapcTBE@YPOAYKT € IpepocTaBeHa Ha yeOcaiita Ha EBporneiickara
areHnus o jJekapcreata (EMA) http:/ .ema.europa.eu/
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1. HME HA JIEKAPCTBEHUA TIPOAYKT

Olanzapine Cipla 15 mg o6BuTH TaOneTku

2. KAYECTBEH U KOJIMYECTBEH CHCTAB
BCsiKa 00BHTa TabneTka chaAbpka 15 mg onmanzanuu (olanzapine).

[TomoniHu BelecTBa ¢ M3BECTHO JICHCTBUE: BCSIKA OOBUTA TabJieTKa Chabpka 315 mg nakTo3a

MOHOXHJIPAT @(b

3a IIBJIHUA CHUCHK HA IIOMOIIHUTE BC€IICCTBA, BUXKTC. TOuKa.6.1. Q

3. JIEKAPCTBEHA ®OPMA $
duimupaHa TadJjieTka

CuHH, eIUTICOBU/IHY, JBOWHO M3ITbKHAIH (GUIMUPAHH TaOJIETKH C OTnean®@?EO’ OT eJHaTa

CTpaHa ¥ INIaJKu OT ApyraTa CTpaHa. @

4.1 TepaneBTHYHU MOKA3ZAHUS Q

<

Bwv3pacmuu
OraH3anuH € 1oKa3aH 3a JCUeHUE Ha MU30(QPSHHUSL. \2\@

Oman3anuH e eq)CKTHBeH 3a NOAABPIKAHE HAa KHHH&TO HO,I[O6peHI/I€ 10 BpEMC Ha NMMPOABJIZKUTCIIHO
JICYCHUC ITPU MaIUCHTH, ITOKa3aJIu HaA4YaJICH TG%%%TI/I‘IGH OTTOBODP.

OlraH3anyH € IoKa3aH 3a JICUeHUEe Ha yM%@I J10 TCIKKHU MaHUMHU CIIM30/0H.

OJaH3anuH € MoKa3aH 3a MpoguIaK @1 Ha peIUINBY HA MAHUEH CMHU30/T IPH MAIUEHTH C
OUIIOapHU Pa3CTPOICTBa, IPU 01/1% 10 BpeMe Ha MaHUEH eMU30/1 € OWJI MOCTUTHAT KIIMHUYCH
OTTOBOP C OJIAaH3AIKH (BXK. TOY

4.2 Jlo3upoBKa U Ha@ NPUJIOKEHHUE

Bvspacmnu
uzodpenus: WOpE‘IBaHaTa HavayHa J1o3a onaH3anuH e 10 mg/nqHeBHO.

Mauuiian onu: Havannarta no3a € 15 mg kaTo equHUYHA THEBHA 1032 IPU MOHOTEpAIUs UIU
10 mg &HO Mpu KOMOMHMPAHO JiedeHne (Bk. Touka 5.1.)

JIAKTUKA Ha PEIUINB Ha OUTIONSPHO pa3cTpoicTBo: [IpenopruBanara HadanHa 1032 €
g/ZIHeBHO. HpI/I ManmreHTH, KOUTO Ca IoJIydaBalid OJIaH3aIlllH 3a JICUCHNE Ha MaHUMHHA €304,
3a MpeJra3BaHe OT MOBTOPHATA MM ITOSIBa C€ IPENOphuBa MPOAb/DKaBaHEe Ha TEPAIUATA ChC ChIaTa
no3a. [Ipu mosiBaTa Ha HOBM €NTM30/IM HA MaHWs1, CMECEHH €THU30H UM eITU30/I1 Ha JIepecus,
JIEYCHUETO C OJIAH3AMMH TPSAOBA Ja MPOIBIDKH (C ONTUMHU3UPAHE HA J03aTa, aKo € He00X0IUMO), ¢
JIOIBJIHUTEITHO JICYCHUE Ha CUMIITOMUTE Ha HApYIICHHWE Ha HACTPOCHHUETO, aKO € KJIMHHYHO MOKA3aHO.

ITo BpeMe Ha neUeHUETO HA MU30(PPEHUS, MAHUHHH €ITM30/I1 U TIPY MPOPUIAKTHKA Ha PEIUINBY Ha
OMTIONIAPHO Pa3CTPOMCTBO, JHEBHATA 1032 MOXKE J1a ObJIc KOpUTHpaHa IMOCTENICHHO Ha 0a3ara Ha
WHJIUBUIYaTHOTO KIIMHUYHO ChCTOSIHUE, B paMKkuTe Ha 5-20 mg/mHeBHo. [loBuIiaBane Ha j03aTa 10
HUBA HaJl IpeMopbhYBaHATa HAYAIHA 7103 CE MPENOPhYBa, CaMO CJIe]l ChOTBETHA KIIMHIUYHA MPEOIICHKA
1 TpsiOBa J1a cTaBa HaH-00IIO MTPe3 WHTEPBAIN HE TTO-MaJIKK OT 24 daca. OnaH3anuH MOXe Ja ce
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nmpuema 6e3 Bpb3Ka ¢ XpaHEHETO, Thil KaTo adcopOIuATa HE Ce MOBIUABA OT XpaHaTa. [Ipu
NpeycTaHOBsBaHE MpUEMa Ha OJIAH3AIMH TPSAOBa Ja ce UMa MPEeIBU]I TIOCTEIIEHHOTO HAMAIIIBaHEe Ha
Jo3ara.

Ileduampuuna nonynayus

OnaH3anvH He ce MPerophyBa 3a yImoTpeda OT J1ela 1 IOHOIHN 1o 18-roauirHa Bp3pacT nopain
HEJOCTaThYHH JAaHHH 33 0€3011aCHOCT U e(peKTHBHOCT. [IpH KpaTKOCPOUYHU MPOYUBAHHS MTPH
MAIMEHTH B IOHOIIECKA BB3PACT € JOKJIAIBAHO 3HAYMMO YBEJIIMYCHUE HA TEIECHOTO TETJI0, H3MEHEHUS
B HUMBATA Ha JIMNTIJIUTE U MPOJIAKTHHA B CPABHEHHE C U3MUTBAHUS ITPH BH3PACTHU MAUEHTH (BXK.
touku 4.4, 4.8, 5.1, u 5.2).

OOHUKHOBEHO He ce penopbuBa MO-HUCKA OT OOMYaifHaTa HavalHa 103a (5 mg/IHEBHO), HO TaK
J103a MOXe€ J]a c€ MMa MPEJIBU/I P MallUeHTH Ha ¥ HaJ 65 TOJMHHU, TOraBa, KOraTo KIIMHUYH
¢akTopu ro HamaraT (BX. Touka 4.4).

THayuenmu 6 cmapuecka 6v3pacm ’ZQ

Hayuenmu ¢ 6vbpeyno w/unu 4epHodpoodbHO yepesicoane *
I1py TakWBa IALIEHTH TPSOBA JIa CE MMa IIPESIBHI MO-HICKA HadatHa 103a (5 mg). §Xyqan na
yMepeHa uepHoApoOHa HemocTaThuHOCT (mrpo3a, Child-Pugh xirac A wiu B), é JTHATA 7032 TpsiOBa

Ja Obe 5 mg U J1a ce yBenn4yaBa ¢ MOBUIIICHO BHUMaHHE. &
Tlon @
Hauannata 7032 ¥ 1030BUSAT JUana30H HE € He0OXOAMMO PYTHHHO POMEHST MPH JKEHHU, CIIPSIMO

N

Ihywauu
Hauannara go3a ¥ 1030BHUAT AUAaNa30H HE € HeOGXOHHwHHHo Jla ce TIPOMEHS IIPH He-ITyIIavH,
CIIPSIMO MYTIIAYH. @

Koraro e Hanue nosede oT euH 3a0aBsil MC%?&’IPBM& (axTop (>K€HCKH II0JI, CTapuecKa Bb3pacT,
HemyIay), TpsOBa Jla ce MMa MpeIBU HaMm € Ha HavayHata 703a. [loBumasaHeTo Ha 103arta,
KOTaTo TOBa € He0OXOMMO, TPIOBa 1a ST OCTETICHHO TIPH TE3H HMallUCHTH.

(Buxre Touka 4.5 1 Touka 5.2.) !O

4.3 IIporuBomoKazaHus

CBp’bX'-IYBCTBI/ITeHHOCT HMBHOTO B€IICCTBO HUJIM KBM HAKOC OT IIOMOITHUTE BECUICCTBA,
I/I36p06HI/I B TOYKa 6. HUCHTH, ITPU KOUTO € U3BECTHO, Y€ UMA PUCK OT IMOABAaTa HA TCCHOBI'bJIHA

rIaykoma. Q

4.4 Cneu@nn npeaynpexIeHns ¥ NPUANA3HA MEPKH NIPH ynoTpeda

a QHTUIICUXOTUYHO JICUCHHUC HO)106peHI/Ie B KIMHUYHOTO CBCTOAHHC HA ITAIITMCHTA MOXXC J1a
T HAKOJIKO JHHU A0 HAKOJKO CCAMMIIN. HaL[I/IeHTI/ITe Tpr6Ba Ja 6I>I[aT CTpOro Ha6J'H-O,Z[aBaHI/I B

%cuxow, CBbP3AHA ¢ eMeHyUsl, U/UU HOBeJeHYeCKU HAPYWEeHs
OraH3anuH He € MMOKa3aH 3a JICYCHHUEe Ha IICUX03a, CBhp3aHa C IEMEHIIHSI, U/WUIH MTOBEICHYESCKH
HapyIIeHUs ¥ HE ce TIPENophyBa 3a YoTpeda NpH Ta3H crielupUIHa IrpyIia MalueHTd TOpaIn
yBEJIN4YaBaHE HA CMBPTHOCTTA U PUCKA OT MO3BbYHOCHAOBU MHIITUACHTH. B Hnaue60 KOHTPOJIMpaHn
KIMHUYHU TPOYYBAHUS (C MPOIBIDKUTEITHOCT 6-12 CEIMUIIK) TTpH MAIMCHTH B HANpeIHAIa Bh3PacT
(cpenHa BB3pacT 78 TOAWHMU) C IICUX03a, CBbP3aHa C JIEMCHIINS, 1/WIN TIOBEJCHUYECKU HAPYIIICHUS €
HaOJF0/1aBaHO 2-KPaTHO YBEJIMYaBaHE Ha CMBPTHOCTTA MPH MAICHTHUTE, JIEKYBaHU C OJIAH3aINH, B
CpaBHEHHE C MAlMEHTHUTE, TPETHPAHH ¢ T1anedo (choTBeTHO 3,5% cnpsimo 1,5%). Ilo-Bucokara
CMBPTHOCT HE € CBhp3aHa C J103aTa Ha oJlaH3anuH (CpeHa JHEBHA 1103a 4,4 mg) Witu ¢
MPOJIBIDKUTEITHOCTTA HA JICUCHHETO. PUCKOBUTE (haKTOPH, KOUTO MOTAT JIa MPEIpasnoNiokKatr Ta3H
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MOITyJIaIYs TIAIMEHTH KbM YBEITHYEHa CMBPTHOCT, BKITIOUBAT BB3PacT > 65 roJuHu, qucharus,
cefanus, HapymieHo (He0CTaThbuHO) XpaHeHe U Aexuaparanus, 6erxoapodHu 3a0onsBanus (Hamp.,
MTHEBMOHUS ChC WM 0€3 acupaliys) Wid ¢THOBPEMeHHa yrnorpeda Ha OeH301uazenuHu. Berpeku
TOBA YECTOTaTa HA CMBPTHUTE CIIydau ¢ OWia Mo-BUCOKA MPU MAIUESHTUTE, JICKYBAHU C OJIaH3AINH, B
CpaBHEHHE C ITaneO0-TPETUPAHHUTE MAIUCHTH HE3aBUCHMO OT TE3U PHUCKOBHU (DAKTOPH.

B chimTe KIMHUYHYE IPOYYBAHUS UMa CHOOIICHHS 32 MO3bUHOCHA0BU Hexenanu choutus (MCHC,
HAIp., HHCYIIT, PEXO0/IeH UCXEMUIEH IIPHUCTHIT), BKIIOUATENHO U ¢ daTaneH m3xon. Habmogasano e
3-kpatHo yBenndaBane Ha MCHC mpu manyeHTH, JeKyBaHHU C OJIaH3alliH, B CPABHEHHE C TIAIIMEHTHUTE,
TpeTupanu ¢ mwianedo cboTBeTHO (1,3 % cupsmo 0,4%). Bcuuku manueHTy, ISKyBaHH ¢ OJIaH3aITuH

WM T1a1e0o, Py KOUTO ¢a HaOJI0JaBaH! MO3bYHOCKHIOBH HEXKEIaHH ChOUTHS, ca C TIPEAIIECTBA (b.
puckoBH (axTopu. Be3pact > 75 ronuHN U ChA0B/CMECEH THUII IEMEHIUS ca WACHTU(DUITUPAHN Kﬁ:@%
puckoBu (aktopu 338 MCHC BBB Bpb3Ka C JICUSHUETO C OJIaH3aNKH. B Te3u npoy4BaHus He €

ycTaHOBeHa e(hMKAaCHOCTTA Ha OJaH3aIluH. Q

O
bonecm na llapxuncon §
Ynorpebara Ha 0JlaH3aITH 32 JICYCHUE Ha TICUX03H MPH NanueHTH ¢ Oonectra Ha [laypygacbH
CBBP3aHH C IIpUEeMa Ha JONAMUHOB arOHHUCT, HE C€ MpenopbuBa. B KMMHUYHK npoygbu{m MHOT'0
YeCcTO U M0-4eCTO B CPaBHEHHE C UIane0o ca TOKJIaJABaH! BJIOLIABAHE HA HapK HOBATa
CHUMIITOMATHKA U XaNIOLWHALWY (BXK. Touka 4.8), a oaH3amnuH He e no-ege H OT I1ane6o npu
JIeUeHHE Ha IICUXOTUYHH CUMIITOMH. B Te3u IIpOoy4YBaHuAd C€ U3MCKBa I1a HUTC Ja 6’bIlaT
I'BPBOHAYATIHO CTAOMIM3HUPAHU C Hail-HUCKaTa epeKTUBHA 1032 aHTU COHOB JICKapCTBEH
IMPOAYKT (ILOHaMI/IHOB aI‘OHI/ICT) " [1a 3arassAT CbIIUTC aHTUIIAPKUHC JICKapCTBCHU NPOAYKTHU U
JIO3UpaHus 10 BpeMe Ha npoyuBaHeTo. OaH3aluH € 3a10YBaH oT 2,5 mg/nHEeBHO ¥ TUTPHPaH
JI0 MaKCHUMyM 15 mg/mHeBHO 1O TIperieHKa Ha I/I3CJ'IC,I[0B3.T6J'I$I®

2

Hesponenmuuen manuenen cunopom (HMC) szs@

HMC e noTeHIMamHo 5KMBOTO3aCTPAILIABAIIO0 ChCTOSpIE, CBbP3aHO C JICUCHHETO C aHTHIICUXOTUYHU
JIEKapCTBEHU MPOAYKTH. Psiko ca qokmaaBanu u c@gn Ha HMC, cBbp3anu ¢ mpremMa Ha OJIaH3aIliH.
Kiunuunute nposisu Ha HMC ca xunepnupex YCKYJIHA PUTHIHOCT, HAPYIIICHUS B MUCIIOBHUS
MIPOLIEC M JJAHHU 33 BEreTaTUBHA HECTAOMITHQCTNAIPOMEHH B ITyJICA WIIM apTEPUATHOTO HaJISITaHE,
TaXUKapIUsl, U3MOTABAHE U OTKIIOHCHUS neuHvst puTHhM). JIOMBITHUTETHUTE MPU3HAIM MOTaT Ja

BKJIIOYBAT IMOBUILEHUE HA KPEATUH (bocd@mHasaTa, MHOTTIOOMHYpHS (padIoMHONIN3a) U OCTpa
O0BOpevHa HeZJOCTATHYHOCT. AKO 13 Qi pasBue MpU3HALM U-CUMITTOMH, TToka3aTtenHu 3a HMC, nnm
MMa HESICHO TeMIIepaTypHO CI,CTOﬂ}%E 0e3 apyru knmuHuYHY nposisu Ha HMC, nmpuemMbT Ha BCHUKH
AQHTHUIICUXOTUYHH JIEKapCTBa, MUTEJTHO U Ha OJIaH3aIlvH, TPAOBA Jia ObJI€ IIPEyCTaHOBEH.

Xunepenuxemus u Ouad
Heuecto e noknansa EpIrIIMKEMUS W/UIIM pa3BUTHE WM BJIOLIABaHE HA 1UA0ET MOHAKOra
CBBP3aH C KETOoalY, WM KOMa, BKIIFOUHMTENHO U ciiydau ¢ daTtaneH u3xo (Bxk. Touka 4.8). B Hiakou
OT CITy4YauTe € JNa[BaHO MPEeJIIIeCTBAII0 OBUIIIABAaHE HA TETJIOTO, KOETO MOXKeE Jia Objie
npeapasnodt ¢axTop. [IpenopruBa ce CbOTBETHO KJIMHUYHO MIPOCIIEASIBAHE, CIOPEL]
n3non33au( Ka3aHus 3a ynoTpeda Ha aHTUIICUXOTUYHU CPEJICTBA, HAIPUMEDP N3MEpBaHe Ha
KpbBHALIAXAp HA H3XOIHO HUBO, HA 12-Ta CEMMIIA CIIe/ 3aM0YBAHE HA JICYCHHETO C ONAH3ATINH 1
cie exxeroaHo. [lanyenture, nekyBaH! C aHTUIICUXOTUYHU CPEICTBA, BKIFOUUTETHO
0] ZAPINE CIPLA, tps6Ba na ce Habaro#aBaT 3a NpU3HALK U CHMITOMH Ha XUIIEPTIIMKEMHUS

0 HaNpUMep MOJTUIUTICUS, TOJTNYPHS, TOJM(arus u cIadocT), a MAUEHTUTE ChC 3aXapeH AHadeT
WJIH T€3W C PUCKOBH (PaKTOPH 3a 3axapeH anaber TpsiOBa Aa ce MOHUTOPHPAT PEAOBHO 3a BIIOIIABAaHE
Ha KOHTpOJIa Ha riitoko3aTa. Ternoro TpadBa fa ce MOHUTOpPHpA PEIOBHO, HAIPUMEDP Ha U3XOIHO
HHBO, Ha 4-Ta, 8-Ta 1 12-Ta ceaMuIIa cjie] 3alI0YBaHE HA JICUCHHUETO ¢ OJIAaH3aIIMH, U CIIe]l TOBa Ha
BCEKH TPH MeEcCeTIa.

Ilpomenu 6 nunudume

HabmromaBat ce HexellaHu IPOMEHH B JIMITHJIUTE [IPH NAIMEHTH, JICKYBaHU C OJIAH3aITNH, B TUIAIe00
KOHTPOJMPaHH KIMHUYHU U3MATBAHM (BXK. Touka 4.8). [IpoMeHnTe B TUIIUANTE TPsIOBA /1a ce JICKyBaT
KaKTO € KIIMHUYHO YMECTHO, 0COOCHO TMPH MAIUCHTH C TUCITHITAICMHUS U TIPU TAIIMSHTH C PUCKOBH
(dakTopH 3a pa3BUTHE HAa HAPYIICHUS B TUMUAUTE. [Ipy nanueHTHTe, JeKYBaHH C aHTHIICUXOTHYHH
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cpenctBa, BuounTelHo OLANZAPINE CIPLA, Tps6Ba 1a ce MOHUTOpHpAT PEOBHO HUBATa Ha
JUIMANATE, CTIOPE]] U3IIOJI3BAHUTE YKa3aHHUs 32 YIOoTpeda Ha aHTHIICUXOTUYHU CPEJICTBA, HATPUMED Ha
W3XO0JTHO HUBO, Ha 12-Ta cemMuIia Clie/l 3alI04BaHe Ha JICUCHUETO C OJIAH3AIMH U CJIC/ TOBA Ha BCEKHU S5
TOJINHU.

AHWIMXO]ZMHéDZM‘lHa aKkmueHocm

B’I)HpCKI/I qe, npu in vitro OpOy4YBaHUATA OJIAH3AIIUH ITOKa3Ba aHTUXOJIMHEPTUYHA dKTUBHOCT, OITUTHT

110 BpEME Ha KIIMHUYHHUTE MPOYyYBaHUs, ITOKa3Ba HUCKa Y€CTOTA HA HO,I[O6HI/I CJIy4dau. Twit kato
KIIMHUYHUAT OIMUT C OJIaH3aIlH IIPH MAIMUCHTH CbC ChIIBbTCTBAIIIN 3a00JIIBaHUS € OrpaHUYCH,
mpernopswyBa C€ TOH Ja 6’LI[C MMpEeAINMCBaH C MOBUIICHO BHUMAHUC HA MMAIIUCHTUTE C XHHGprO(l)I/IH Ha
mpocraraTa Wik napajuTudcH njieyc u HOHO6HI/I CHbCTOSHUA. @@

Yeprnodpobdna gynryus %
YecTo e HabII01aBaHO NPEXOTHO, OE3CUMIITOMHO MOBUIIIABaHE HA YEPHOIPOOHUTE &Q
amuHOTpaHchepasy, ananuH Tpachepasa (ALT) u acmaprar tpancdepasa (AST), ocobenq, qaII0TO
Ha JledeHneTo. M3nckBa ce MOBUIIIeHO BHUMAHKE TIpH NarueHTuTe ¢ mopumeHd ALT w/ AST, npu
ManMEeHTUTE C IpU3HAd U CUMIITOMU Ha ‘ICpHOIIpO6HO YBPEIKAAHE, KAKTO U IIPU TE3 IPpEeaAXO0HHU
HAPYIIICHHs HA YePHOAPOOHATA (DYHKIUS MM TAKHBA, KOMTO ca OWITH JIeKyBanH ¢ TPSHITHAIHO
XeMaTOTOKCUYHH JIEKAPCTBEHH NPOLYKTU. B ciaydanTe, Korato € AMarHOCTULH enaTuT
(BKJIFOUUTEIHO XEMaTOLENyIApPHO, XOJIECTATHYHO UITH CMECEHO YepHOAPOO ©XJaHE), IeYCHUETO
C OJIaH3aIUH TPsiOBa ja Ob/Ie MPEeyCTaHOBEHO.

%
Heymponenus %Q)Q

Heo0x0auMo ¢ BHUMaHUE TP MAIMEHTUTE, KOUTO 10 HIKaKBa Ha ca C HUCHK OpOil JICBKOIUTH
W/WIH HeyTPOHIIH, IPH MAIIHEHTUTE 32 KOUTO € U3BECTHO, 4 r(%/qa}aen MPOIYKTH, BOACIIN JI0
HEYTPOTEHUS, IPH MAMSHTHTE ¢ aHAMHE3a 32 TOATHCKaHGHA KOCTHHS MO3bK/KOCTHO-MO3bYHA
TOKCHYHOCT, TIPH MAIMEHTHUTE C MOJITUCKaHE HA KOCTHH 'bK I10paJ¥l CHIIBTCTBAILO 3a00JIsIBaHE,
JIBYCJICUCHUEC WIN XUMUOTEPAIIUA, KAaKTO U IIPH Iall THUTEC C XI/IHepeOSI/IHO(bI/IHI/ISI 501050
MHeJIONPOoIH(pepaTuBHA 3a00ISIBAHHS. HeyTpone}Q;g{inKHOBeHo ce Ha0JTI0/1aBa 4eCcTo Mpu
€HOBPEMEHHO MPWIIOKEHNE Ha OJIAH3AIINH C B 0art (BX. Touka 4.8).

IIpexvcsane Ha neuenuemo 5 o
OcTpH CUMITOMHU KaTO OTEHE, OE3CHHY» TPEMOD, TPEBOKHOCT, TaJA€HE UM MOBPBLIAHE Ca
nokmaaBanu psaako (> 0,01% u < 0,1$@pr1 PA3KO CiMpaHe Ha OJIaH3aIMH.

OT unmepsan \g S

B knmuHMYHN TpoyYBaHUS &Sl mogaBaau HedecTH (0,1% m0 1%) KIMHUYHO 3HAYUMU yIBJIKABAHUS
Ha QTc-untepsana (OT ust Fridericia [QTcF| > 500 MunucekyHan [msec] o BCSIKO BpeMe
cinen uzxonuoro EKT, nanuenTu ¢ m3xoaHo Q7ckF < 500 msec) Mpu MaueHTy, JISKYBaHH C
OJIaH3aINH, KOUTO T CHTHH(DMKaHTHU Pa3Inuusi B CBbP3aHUTE KapMOJOTUIHN CHOUTHS B
cpaBHeHHE ¢ IPRO0. HeoObxoammo e o6aue, KakTo U MPH JPYTUTe aHTUTICHXOTHYHH JIEKapCTBEHU

MPOAYKTH, O, AIMH J]a c€ IPEINICBa ¢ MOBUIIEHO BHUMaHKE 3a€JHO C JIEKAPCTBEHU IPOAYKTH, 3a
KOHUTO € mﬂ HO, 4e yabwkaBatr Q7c-uHTepBaja, 0coO€HO IPH MANEHTH B CTapuecKa Bb3pacT, MpH
nare 'hC CHHJIPOM Ha BpoJieH yabmkeH O7, 3acTOlHA Chp/IeYHa HEJIOCTATHYHOCT, XHUIEPTPODUs

Ha C@' TO, XUIIOKAJIMEMHUA WUIH XUIIOMAardoC3uCMHUsI.

ngM6oeM60ﬂu3bM

egecto (> 0,1% u < 1%) ce crobmaBa 3a Bpb3Ka BbB BPEMETO MEXKY JICUCHHE C OJIAH3AIH U
BEHO3eH TpoMOoeMOonn3bM. He € ycTaHoBeHa IPUYMHHO-CIIEACTBEHA BPb3Ka MEXy HOsBaTa Ha
BEHO3HUS TPOMOOEMOOU3BM U JICUEHUETO C OJIaH3aNnH. BBrpekn ToBa, Thid KaTO MPH MAI[UEHTHUTE C
MIM30(PEHUS YECTO ca HANUIIE MPUIOOUTH PUCKOBU (haKTOPH 32 BEHO3EH TPOMOOEMOOIN3bM, TPsiOBa
Ja ObJaaT uAeHTH(GUIUpPAaHH BCHUKK Bb3MOKHU puckoBu ¢axTtopu 3a BTE, nanp. o0e3aBmkBaHe Ha
MalKueHTHTe, U Aa ObAAT NpeanprueTd NPOQUITAKTUIHN MEPKH.

Obwo oeticmsue evpxy LHTHC
Karo ce nmat npeiBui ocHOBHHTE eeKTH Ha onan3anuH Bepxy [IHC, HeoOX0oauMo € MOBUIIICHO
BHUMAaHHUE MMPH KOMOMHUPAHETO Ha MPOAYKTA C APYTH HEHTPATHOACHCTBAIIM JICKApCTBA U aJIKOXOJL.
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Twit KaTo ONaH3aIMH in Vitro ce MPOsIBIBA KATO aHTAarOHUCT HA TIOTIaMUHA, BB3MOXKHO € TOU Ja
aHTaroHM3Mpa eHEeKTUTE Ha TPEKUTE U HEMPEKUTE TONaMHUHOBH arOHUCTH.

Ipunadvyu
Omnan3zanuH TpsAOBa Ja ce Mpujiara BHUMATEIHO [IPH MAUEHTH C aHaMHE3a 3a ThPUOBE HIIM KOMTO ca

M3JI0’KEeHH Ha ()aKTOpH, KOUTO MOTAT J1a HAaMaJIsIT I'bpYoBHA Tipar. HeuecTo ca moknagBaHu cIydan Ha
I'bPYOBE MIPU TAKWBA MAIIMCHTH, KOUTO Ca JICKyBaHH ¢ ojlaH3anuH. [loBeueTo oT Te3u ciryyau ca Ouim ¢
aHaMHe3a 3a I'bPYOBE WIIH PUCKOBH (DaKTOPH 3a TSAXHATA MOSIBA.

Tapouena ouckunesus:
B cpaBHUTETHM IPOYUBAHUS C TPOIBIIKUTEIIHOCT HA JICYSHHETO JI0 ¢/THA FOJIMHA OJIAH3AIHH € (b.
CBBP3aH ChC CTATHCTHYCCKU 3HAYMMO TTO-HMCKA YECTOTa Ha JICYCHUE Ha CIIyJIanuTe C MosBa Ha ®©
JUCKHHE3UsA. PUCKBT OT MOsABA HA TApAWBHA TUCKHHE3US HAPACTBA C MPOIB/HKUTEITHOCTTA Ha Q

WA

EKCIO3UIUATA, TOPAIU KOSTO B CIIydail Ha MOsIBa HA MPU3HAIIM WM CUMIITOMH Ha TapJUBHA
JMUCKWHE3WS TIPY TAIIMEeHT Ha OJIAH3aIlMH € He0OXO0MMO /1a c€ OOMICITH HaMalsiBaHe Ha T
MIPEyCTaHOBsBaHE Ha JedeHneTo. CHMITOMUTE Ha TapAWBHA AUCKIMHE3M MOTaT J1a CE B T
BPEMEHHO WJIM JIOPH J1a C€ IIPOSBIT Clie]] IPEeKbCBaHE Ha JICYCHHUETO. (b(b,

Opmocmamulma XUNOMOHUA
B xauHHYHN MIpOy4YBaHUs C OJIaH3allMH MPU NAIIMCHTU B HAIIp€aHala Bbh3pal

€CTO € HaOJIro1aBaHa

IpenopbyBa MEPUOJUYHO NPOCICAIBaHE Ha apTEPUATHOTO HAJIATAHE allMEHTHUTE Ha Bb3PacT Hal

65 roguHu. @(b

Bneszanna cvpoeuna cmvpm Q
B mocTMapKeTHHTOBY CHOOIIECHHS TIPH MAIUSHTH C OJIaH3 @e ChOOIIaBaHO 3a Cly4aii Ha BHE3aIHa
ChpJeuHa CMBPT. B peTpocnekTnBHO 006CEepBAIIIOHHO K HO MPOYYBaHE PUCKBT OT
MpeJinojiaraeéMa BHe3aHa Chbp/iedHa CMBPT NPU H&HP@T , JIEKyBaHH C OJIaH3aIUH, € TIPUOJIN3UTEITHO
J1Ba ITHTH TO-BHCOK OT PUCKA TIPH MALHEHTHTE, KOKISHE yIOTPeOSBaT aHTHIICHXOTHIM. B
NPOYYBaHETO PUCKBT OT OJAH3AIMH € ChIIOCTa, pHCKa OT aTUITUYHUTE aHTUIICUXOTHILIHM, KOUTO ca
BKJIIOUEHH B COOpEH aHaIIu3. O

&

Ileouampuuna nonyarayus %
OJ1aH3anyH He € IT0Ka3aH 3a JIeueH Q neria ¥ roHomu. [IpoydBanus npu manueHTyH Ha BB3pacT
Mexay 13 u 17 roguHu moKa3Ba, p;%;nqm/l HE)KEJIaHU PeaKliy, BKIIOUNTETHO HaIl'bIHSABAHE,

MIPOMEHU B META0OJIUTHUTE €TpHY U yBeJIMYaBaHE Ha MIPOJIAKTHHOBUTE HUBA. He ce mpoyuBanu
JUBJITOCPOYHHTE TIOCIIEICT T T3 HEXKETaHU CHOUTHUSA M T€ OCTaBaT HEMO3HATH (BXK. TOUKH 4.8 U

5.1). O
Jlakmo3za QQ

Jlaktoza: OLA PINE CIPLA Tabnetrku chbabpikat JakTo3a. IlarmenTn ¢ HacaeacTBeHa
oOpemeHeH rajlakTo3Ha HEMOHOCUMOCT, Lapp jtakraszeH JeUIUT UK TIHOK030-TAIAKTO3HA
Mana6co&g'q HE TPpsIOBa J1a IpUeMaT TO3H JIEKAPCTBEH MPOIYKT.

4.5 (ﬁaHMOHQﬁCTBI/Ie ¢ APYI'M JIEKAPCTBEHM NMPOAYKTH M APYru (pOpMH HA B3aUMOJeiicTBHE

Q&duammﬂma HONYAayusl
IIpoyuBaHus 3a B3aUMOECUCTBUE Ca NPOBEXKIAHNA CaMO IPU Bb3PACTHHU.

Homenyuaanu 3aumooeticmeust, NOGAULEAUU OAAH3ANUH
Tbit kaTo onanzanuH ce Meradom3upa or CYP1A2, BemecTBaTta KOUTO MOTaT CrielIU(UIHO J1a
WHIYIHPaT WIA HHXUOMPAT TO3M M30CH3UM MOTAT Ja MOBIUSAAT (DapMaKOKMHETHKATa Ha OJaH3aIHH.

Unoyxyus na CYPIA2

MeTaboau3MBT Ha OJTaH3aIMH MOXe fa ObJe HHIAYLIHPaH OT TIOTIOHOMYIIEHE 1 KapbaMas3elnH, KOETO
MOe J1a TOBEZIC J0 MOHKABaHEe Ha KOHIIEHTPAIIUATA Ha oaH3aniH. HaboqaBano e caMo JIeKo J10
YMEpEHO MOBHIIABAHE KIUPBHHCA Ha OJlaH3anmuH. KITHHUYHOTO 3HAYCHHE TI0 BCSIKA BEPOSITHOCT €
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OTpaHUYEHO, HO Ce MPENophyUBa KIMHUYHO NPOCIIeIBaHe U OOMHUCSHE BH3MOKHOCTTA 32 TIOBUIIIABaAHE
Ha J03aTa oJaH3anuH (BX. Touka 4.2).

Unxubupane na CYPIA2

®nyBokcamuH, cnenuduuer CYP1A2 naxnburop, € mokasan 3HaYUTeITHO MHXHONpaHe Ha
MeTtabonm3ma Ha ojar3anuH. CpenHoTo yBenmdaBaHe Ha Crax HA OJaH3AMNMH ciie]l (IIyBOKCAMUH €
ouno 54% mpu )keHu Henmymayky u 77% npu Mbxe mymadd. CpeTHOTO yBeInyaBaHe Ha TUIOIITA MO
KpHBaTa Ha oJlaH3amuH € choTBETHO 52% u 108%. Ilpn manmenTH, KOUTO MpreMaT QIyBOKCAMHH WITH
npyr naxuouTop Ha CYP1A2 karo numpodaokcannH TpsOBa 1a ce 0OMUCIIH MTO-HUCKa HavYalHa 03a.
HamansiBane Ha n03aTa Ha OJaH3alUH TPAOBa Ja ce UMa MpeIBUA, B CIydall Ha 3alI0YHATO JICUCHHUE C

naxubutop Ha CYP1A2. Q (b'
Hamanssane na buonanuunocmma g
AKTHBHUSAT BBIJICH HaMaJlsiBa OMOHATMYHOCTTA Ha TiepopaiHus oan3anuH ¢ 50% a0 60% u a

Jla ce IprueMa Hali-Mayko 2 yaca Mpeau WU Clell OJIaH3aIMMH. Q

Hsma nannu, ye ¢pnyokcerun (maxuoutop Ha CYP2D6), enuanynm 1034 1031 aHTMa%ﬁ(fmyMMHm‘/i,
MarHesuii) MM AMETH/IMH TIOBIHABAT 3HAYNTENHO (apMAKOKHHETHKATA Ha Oan3&RIi.

Bruanue na onanzanun 6bpxy opyeu rexkapcmeenu npooyKmu %)

OnaH3anuH MOXe Jja aHTaroHu3upa e(heKTUTE Ha MPEKUTE U HETIPEKH 10 OBU aroHUCTH.
OmnanzanuH He nHxUOUpa ocHoBHUTE CYP450 n3oeH3umu in vitro 1A2, 2D6, 2C9, 2C19, 3A4).
Jlurcara Ha B3auMOJEICTBUE CE MOTBBPKIAaBa B in Vivo IPOYYB / KBJICTO HE € Ha0JII0/ITaBaHO
WHXHOUpaHe Ha MeTaboNM3Ma OT CIeIHUTE aKTUBHU BEIIECTRaAy, TINMIIUKINYHN aHTHACTIPECAHTH
(nmoBnmsBamum npeaumHoO Tpynata CYP2D6), Bapdapus ( 9), reopmmun (CYP1A2) unn
nuazenam (CYP3A4 u 2C19). Q\

Hee YCTAaHOBCHO BBaHMOHeﬁCTBI/Ie Ha OJIaH3aIInH Q&HI\/’I I 6I/IH€pI/I,I[eH, npu €AHOBPEMECHHOTO UM

MIPIIOKEHUE. 2@

TepaHeBTI/I‘lHOTO MOHUTOpPHUPAHE Ha HJ'{?S&QITG HHUBA Ha BAJIIIPOAT HE ITOKAa3Ba HGO6XOZ[I/IMOCT oT
KOPCKIMA Ha 103aTa Ha BAJIIIPOAT, CHCWIO“IB&HGTO Ha OJIaH3aIIhH.

Obwo oenicmsue evpxy LIHC \&

Tpr6Ba Ja Cc€ NIpoABABa MOBU ‘BHHMaHI/IQ IIpyU MaUEeHTHU, KOUTO KOHCYMHPAT AJIKOXOJI UJIN
nmpueMar JICKapCTBECHH IIPO, C IIOTHUCKAIIO I[GIZCTBHG BBpXY LOCHTpaIHaTa HCPBHA CUCTEMA.
He ce npenopbyBa € CMCHHOTO IMPUJIOKCHHUEC HA OJIaH3aIllMH C aHTUIIAPKUHCOHOBH JICKAPCTBCHU

MIPOYKTH IIPU Ham@ c Oonectra Ha IlapkuHCOH 1 HeMeHIus (BXK. TOUKa 4.4).

Tc unmepe,
Onamanw& OBa J1a ce Impuiiara BHUMATeITHO €JHOBPEMEHHO C JICKAPCTBEHU MPOJYKTH, 33 KOUTO €

H3B€C"§§)Ie yBenuuaBaT Q7Tc-uHTepBana. (BX. Touka 4.4).
4@&(0 ®@epTriHOCT, BpeMeHHOCT U KbpPMeHe

%Qefweimocm
Hsima choTBeTHH 100pE KOHTPOJIMPAaHU IPOYYBaHUS BbpXY OpeMeHHH skeHH. [lanmenTkure TpsiOBa na
OblIaT CHBETBAHU J1a YBEIOMABAT CBOS JIEKap, aK0 3a0peMeHeAT WM UMaT HaMepeHue /1a 3a0peMeHes T
10 BpEME Ha JICUEHHETO C OJIaH3aMuH. BhIpeku ToBa, mopaau OrpaHUuEHUsIT OMUT MIPH X0pa,
onaH3anvH TpsA0Ba Ja ce mpuiiara no Bpeme Ha OpeMEeHHOCT, CaMO aKo MOTEHIMAaIHAaTa o132
NPEBUIIaBa TOTCHIUATHHS PUCK 32 TUTOJA.

IIpu HOBOpOIEHH, M3TTOKEHN HAa AHTUIICUXOTHUIH (BKIIIOYUTEITHO OJIAH3AINH) IIpe3 TPETHS TPUMECTHP

Ha 6peMeHHOCTTa HMa pUCK OT HCXKCJIaHU JICKAPCTBCHU PCAKIWH, BKITFOUBAIIU CKCTPpAIIMpaMUuIHN
CHMIITOMU H/UJIM CHMIITOMH Ha OTHEMAaHe CJICH paXXIaHETO, KOUTO MOraT Ja Bapupar I10 TEXKECT U
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MPOABIDKUTENHOCT. JIOKIIaIBaHMU ca ciy4ail Ha Bb30ya, XUIEePTOHUS, XUTIOTOHHS, TPEMOP,
COMHOJICHTHOCT, PECITUPATOPEH JUCTEPC WITH XPAHUTEIHN Pa3TCPONUCTBA. 3aTOBA, HOBOPOJICHUTE
TpsOBa na ObAT BHUMATEITHO MOHUTOPUPAHHU.

Kvpmene

B npoy4Bane nipu 31paBu, KEPMEITH KEHH, € YCTAHOBEHO, Ye OJIaH3AINH Ce eKCKPEeTHUpa C MAIUHOTO
Misiko. CpelHaTa eKCIOo3HIus 3a KbpMmaueTo (mg/kg), mpu cTallmoHapHU ChCTOSHUS € ONpeiesicHa
karo 1,8 % ot mo3ara, mpuera ot maiikata (mg/kg). [larmenTkure TpsiOBa Aa ObIAT CHBETBAHU J1a HE
KBPMSIT JIeTiaTa CH, ako IprueMar OJIaH3aIliH.

4.7 EdexTn BbpXy cnioco0HOCTTA 32 WI0(upaHe u padoTa ¢ MAIINHA @(b

He ca npoBexxaanu npoy4yBaHus M0 OTHOLIEHHE Ha e()EKTUTE BBPXY CIOCOOHOCTTA 32 moq)upaﬂ&
pabota ¢ mammHK. Tl KaTO, OJAH3AIIMH MOKE JIa TOBEJEIE MO MOsIBaTa Ha CHHINBOCT WITH
3aMasHOCT, MAIIMEHTHUTE TPsiOBa 1a ObJAT MpeayNpeaeHH B CIydai, Ha yIpaBIeHHE Ha Ma@,
BKJIFOUHUTEIIHO MOTOPHU IPEBO3HU CPE/ICTBA. *

o
>
3

4.8 Hexenanu JeKapcTBeHH peakuuu

Bwvspacmnu
Hati-uecto ( HaOmogaBanu npH > 1% OT NallMEHTUTE) HOKJIaIBAHUTE HE U JIEKAPCTBEHU
peaxium, CBbp3aHu ¢ PUIOKESHUETO Ha OJIAaH3aIMH B KIIMHUYHHU U3 1, Ca CbHJIMBOCT,

Ha/[TaBaHe Ha TErJo, €03MHOMIIINSA, YBETHUEHH HUBA Ha MPOTAKTHAIPNECTEPOI, TITI0K03a U
TPUIIMLEPUIH (BXK. TOUKA 4.4), TIIOKO3ypHs, YBEIMYEH alleTHT, b{)B’pre)K aKaTHU3Ms,
NapKUHCOHU3bM, JIEBKOTICHHS, HEYTPOIICHUs (BXK Touka 4.4), Q/IHEBI/I?{, OpPTOCTaTUYHA XUIIOTOHHUS,
AQHTHUXOJMHEPTHYHH €EeKTH, IPEXOJHH OE3CHMITOMHHU YB HUS HA YEPHOAPOOHUTE
amuHOTpaHcepasu (BK. Touka 4.4), o0puB, aCTeHHS, Y , IUPEKCHSL, apTPAJITHsl, IOBUILIEHA
ankanHa ¢ocaraza, BACOKA CTOMHOCT Ha TaMa-TITyTggutTpaHcdepasa, BUCOKA CTOMHOCT Ha MTUKOYHA
KHCEJINHA, BUCOKA CTOMHOCT Ha eraTI/IH(I)OC(i)OKI/II{&I[ OTOK.

Cnucvk Ha Hedcenanume 1eKapCcmeetu peawz&npedcmaeen 6 mabauya

B mpencraBenara tabnuia ca H36poeH3 aHU JICKAPCTBEHU PEaKIIUU U J1JaO0OpaTOpHU
W3CJIEABAHMUS 10 JaHHU OT CIIOHTAHHU &mem/m U KIMHUYHY Tpoy4Banus. [Ipu BCsAKo rpynupaHe B
3aBHCHUMOCT OT Y€CTOTaTa HEeXKeJIaH eaKumI ca MpeCTaBEHU B HU3XOJAI PEJl 0 OTHOIIEHHE Ha
TAXHATA CEPUO3HOCT. TepMUHUT 3a ecToTa ca AeGUHUpaHHu KakTo cieasa: Muoro yectu (> 1/10),
yectu (> 1/100 mo < 1/10) He w1 (> 1/1 000 10 < 1/100), peaxu (> 1/10 000 10 < 1/1 000), MHOTO
penxu (< 1/10 000), c Hen a yectoTa (He MOXKe J1a Ob/Ie OIICHEHA OT HATMYHUTE TaHHU OT
CITOHTaHHW CHOOIIICHHS). O

MHoro 4yectn <\‘<| Yectn | Heuvectn | Penkn
Hapymenus H&@})BBTa W JuM@pHaTa cucTemMa
Eosunodums TpombGonuronenus'!
&@ JleBkonenus'”
C) Heyrponenus '
Hap@é}mﬂ HA MMYHHATA CHCTeMa
\@ - CBpBX4yBCTBUTEITHOCT
1
Hapymienusi Ha MeTa00/1M3MAa H XpPaHEHETO
IloBuiaBane Ha IloBuienu HUBa Ha Pa3Burtne win Xunorepmus'?
TEroTo! xosnectepon®? obocTpsiHe Ha auadeT,
[oBuiieHn HUBa Ha TIOHSIKOTa CBHP3aH C
rmoko3a’ KeTOoalu103a uin
[ToBuiieHu HUBa Ha KOMa, BKJIFOUUTEITHO
TpUrIMLEPUIH>’ (daraaHu ciydan (BxK.
[moko3ypus Touka 4.4)!!

IToBumieH aneTur
Hapyuienusi Ha HepBHaTa cHCTeMa
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COMHOIEHTHOCT

3amMasiHOCT
Axatuzns®
[MapxuHCOHM3BM®
Juckunesus®

I'ep4oBe, koraTo B
MOBEYETO CITyYau €
JIOKJIa/IBaHa aHaMHe3a
3a I'bPYOBE WU
pucKkoBH (pakTopH 3a
repuose!!

Jucronus
(BKITIOUHTEITHO
okynorupanus)'!
TapnusHa
nuckunesus'!
Awmnesus’®
Huzaprpust

Hesponentuuen
MAQJINTHEH CUHIPOM
(k. TOuKa 4.4)'?

CuMIITOMH Ha
npekbcBane” 12

PecmlpaTopHn, I'PbAHUA U MEAUACTUHAJHA HAPYUICHUSA

| Emmcrakcuc’

CbpJeyHn HApYlIIeHUs

Bpanukapnus
Vnwmwxaane Ha Q7.

Kaydda
g}%«apnnﬁ/ (ubpuan

(Bk. Touka 4.4) M, BHE3anHa cMbpPT
oM (x. Touka 4.4)"!
Cb10BU HapyLIeHUS e
OprocraTnyna TpoMGoeMGOTyRIR
xunoTonus '’ (BKHIO‘IHTGJ]Q
6enonpo@
eMOOIRBM U IBI0OKA
BEH r@TpOMGO%l)
A(@. TouKa 4.4)
CTomManiHo-4YpeBHM HAPYIIEHHS )
Jlexku, NpexoHu @“ [Monysane Ha kopema’ | [Tankpearut'!
AHTHXOJIMHEPTHY
edekTH, BKII9 §I/I
obcTHanu XO0Ta
B yCTaTa $$
Xenaro-OMIHAPHU HAPYIUEHUA ¥
IIp NHH, XenaTtut
MIITOMHHA (BKITIOUMTEITHO
(%I/ILHQHI/ISI Ha XanaTorenyaapHo,
Q YEepPHOAPOOHHUTE XOJIECTATUYHO WIIH
Q aMuHOTpaHchepazn CMECEHO YepHOIPOOHO

>
%
\NZ
9

(ALT, AST), ocobeno
B HAYaJIOTO Ha
JIeYeHneTO (BXK. TOUKa

4.4)

yBpeskaane)'!

WHHH HA KOKATa M MOIKOKHATA ThKaH

\&"
b

Oo6pus

Peaknug na
(hOTOUYBCTBUTEITHOCT
Anornenus

Hapymemm Ha MYCKYJHO-CKeJIETHATA CUCTEMA U CHbCIMHUTEIHATA ThKAaH

| Aprpanrus’®

| Paomomuonmzal’

Hapymenusi Ha 0b0penyiTe H NMKOYHUTE MTHINA

NuxoHTHHEHIIMS HA
ypHUHaTa, peTeHLIU
Ha ypuHa
3aTpyIHEHO
ypunupane'!
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Hapyumienusi Ha Bb3MPOU3BOINTEIHATA CUCTEMA U IbpaaTa

EpexrinHa AmeHopest [puanuzbm'?
JUCHYHKITHS TPH VYronemsiBane Ha
MBKE TBpJIUTE
Hamaneno nubuno npu | Tamakropes mmpu sKeHH
MBKE H KESHU I'MHEeKOMACTHS/yrojieM
sIBaHE Ha ThPJNTE MPH
MBIKE
OO0 HapyuieHus M e(peKTH HA MSICTOTO HA MPUWIOKEHHU e Ie
Acrtenus @
Ymopa Q
Orox O«
[Mupekcus'® O
WN3cnenBanus _ \\‘
[ToBunienu masmenu | [loBuiieHa ankangHa [oBumen o611 ‘O
HUBA Ha MPOJIAKTHH® docdarazal’ OuupyouH >
Bucoka croiiHOCT Ha @Q\
KpeaTuH \>
docdokunaza'’ Q\
Bucoka croiiHOCT Ha Q
ramarilyTaMmuiI- @rb
tpancgepaza'’ Q
Bucoka croifHoCT Ha <
nuKouHa Kucenuna'’ O
Vol C Heu3BecTHA 4ecToTa
CbCTOsIHMS, CBBP3aHH ¢ OPeMEHHOCTTA, pozlq%ﬂ U MOCJIEPOIOBUS NIEPHOJT
Q;ﬁ Cunnpom Ha
@ OTHEMAaHE NPHU
, «O HOBOPOJIEHOTO (BXK.
Touka 4.6)

A

' Knunuuno CUTHU(DHUKAHTHO 110 %aﬂe Ha TETJIOTO € HaOJI0JaBaHO MPEe3 BCUYKU U3XOTHU
kareropuu Ha MHeKkca Ha Te 'ia“Maca (UTM). Crien KpaTKOCPOYHO JieueHue (MeanaHa Ha
MPOABIDKUTEIHOCT 47 IH IIaBaHE Ha TETJIOTO > 7% CHPsIMO U3XOAHOTO TEJIECHO TEIJI0 € MHOTO
yecto (22,2 %), > 15% éﬁ‘o (4,2 %), a> 25 % e meuecro (0,8 %). [1pu maruenTy ¢ TBITOCPOUHA
ekcro3uIys (moxe 4 I/ILII/I) € MHOT0 yecTo HagnaBaHe > 7 %, > 15 % u > 25% oT U3X0IHOTO UM
TEJIECHO TETJIO (Ch 0, 64,4 %,31,7% u 12,3 %).

)

2 o
Cpenuu @memm B CTOWHOCTHUTE Ha JIMIMUIUTE Ha ri1aHo (o6 xonecrepon, LDL xonectepon u
Tpnrnnu@ 1) ca IMO-BUCOKH TIPH MAIMECHTH Oe3 JaHHM 32 HAPYIICHUE Ha U3XOHATA PETYIIAIMS HA
JIUIIL

v JII0ZIaBa C€ IPYU HOPMAITHU M3XOJAHH HUBA Ha TiafaHo (< 5,17 mmol/l), kouto HapacTBar a0

W-BHCOKa CTOWHOCT (> 6,2 mmol/l). Ilpomenu ot pedepeHTHUTE TPaHULIM B U3XOJHUTE HUBA HA
o0mus xonecTepod Ha TagHo (> 5,17 - < 6,2 mmol) 1o Haii-Bucoka cToiHOCT (= 6,2 mmol) ca MHOTO
YeCTH.

* HabnromaBa ce Ipy HOPMAITHUTE U3XOHM HUBA Ha I1aaHo (< 5,56 mmol/l), kouto HapacTBar 0
Haif-Bucoka ctoitHocT (> 7 mmol/l). [I[poMeHu B ritoko3aTa Ha MIIAHO CIIPSIMO MPAaHUYHHUTE H3XOTHH

cToitHOCTH (> 5,56 - < 7 mmol/l) no Haii-Bucoka croiHocT (> 7 mmol/l) ca MHOTO YecTH.

3 HabunroziaBa ce mpy HOPMAJTHUTE M3XOJIHM HUBA Ha riaqHo (< 1,69 mmol/l), kouto HapacTBar 10
Haif-BUCOKa CTOMHOCT (> 2,26 mmol/l). Ilpomenu ot pedepeHTHUTE TpaHULY B H3XOJHUTE HUBA HA
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TPUMIMLIEPUANTE HA T1agHo (> 1,69 mmol/l - < 2,26 mmol/l) 1o Hali-BHCOKa CTOMHOCT
(> 2,26 mmol/l) ca MHOTO YeCTH.

®B KJIMHUYHU OPOYYBAHMS YECTOTATA HA NAPKUHCOHU3BM U AUCTOHUS IPH MALUEHTH, JTEKYBAHH C
OJIaH3allNH, € TT0-BUCOKa, HO HE M CTATUCTHYECKH 3HAYNMO pa3indHa oT marebo. JlekyBanute ¢
OJIaH3aITMH MAIMEeHTH UMaT TO-HUCKa YeCTOTa Ha MApKHHCOHU3bM, aKaTU3Us M TUCTOHUS B CPaBHEHUE
C THTPHUPAHU 103U Xanomnepuaoi. [Ipu numncara Ha moapoOHa HHPOPMAIIKSI OTHOCHO MPEAXOIHATA
aHaMHe3a Ha UHJIUBUYAIHA OCTPU U TapJIMBHU €KCTPAIIMPaAMUIHU IBUTATEITHU HAPYIICHUS
MOHACTOSIIEM HE MOKE Jla C€ HallpaBU 3aKJIIOUCHHE, Ye OJaH3alKH MIPUUMHSABA B MO-MaJIKa CTEIICH
TapJWBHA JUCKUHE3WS U/WIH JPYTU SKCTPATMPAMUIHN CUMITTOMU.

7 OCTpI/I CUMIITOMH KaTO NOTCHE, MHCOMHUA, TPEMOP, TPEBOXKHOCT, I'a/ICHC U MMOBPHIIIAHE Ca @b
JOKJIaABaHU IIPpH BHE3AITHO CIIMPAHE HAa OJIaH3alllH. «Q

8 B KIMHUYHU TPOYYBaHMs 10 12 CEIMUIM IJIa3MEHUTE KOHIIEHTPALMHI Ha TIPOJIAKTUH II @;maBaT
ropHaTa rpaHuila Ha HOPMaJIHUS Tuana3oH npu npuomm3uteaso 30 % oT JIeKyBaHUTE C §9H3aHMH
MAIUCHTH, KOUTO MMaT HOPMaJTHa M3XO0/IHA CTOHHOCT Ha MposakTuH. [1pu HOBequqﬁbtem MAIUCHTH
MOBUILICHUATA HA CTOWHOCTUTE OOMKHOBEHO Ca YMEPECHU U OCTaBaT MO/ ,uBpraT‘?T CTOMHOCT Ha
rOpHAaTa rpaHuIla Ha HOPMAJHHUS UANA30H. (%)

? Hexxenano ch0MTHE, yCTAHOBEHO OT KJIMHUYHY TIPOYYBAHKS B MHTer;@% 0aza jaHHM 32
OJIaH3alIIUH. )

19 KakTo € OLEHEHO OT H3MEPEHNTE CTOMHOCTH OT KITMHHYHH np@maﬂm B MHTErpupaHara 6aza
JTAHHH 32 OJIAH3AITHH. <

! Hexenano ch0UTHE, YCTAHOBEHO OT CIIOHTAHHU c1;06hze\m${ B [IOCTMAPKETHHTOBHSI IEPHOJL C
OIIpeiesIeHa YeCTOTa, KaTo € U3I0I3BaHa HHTETD ara 6a3a JaHHM 33 OJIAH3AITHH.

12 Hesxenano chOUTHE, YCTAHOBEHO OT CHOHT&?I CHOOIIEHNUS B IOCTMapKETHHIOBUS TIEPUOJT C
M3YUCIICHA YeCTOTa Ha rOpHaTa rpaHuia Hy(9§% goBepuTeNieH HHTEpBall, KaTo € U3I0JI3BaHa
MHTerpupaHaTa 6a3a JaHHU 3a OJIaH3a

Hvazocpouna excnosuuus (none 48\Qmmu)

[Ipu nmarmeHTUTE, KOUTO UMAT HQ)KQHEIHI/I, KJIIMHUYHO CUTHU(DMKAHTHU IPOMEHH B Ha/IJaBAHETO Ha
TEIJIO, B X0Ja Ha BPEMETO CE WiaBar rirokosara, oomusat/LDL/HCL xonectepo umu
tpurnunepuaute. [Ipu BB HU TIAIUETH, KOUTO 3aBbpIIBaT 9—12-MeceyHo JieueHne, 4ecToraTa Ha
HapacTBaHE Ha cpeaﬂ6® WHOCTH Ha KpbBHATA 3aXap HaMaJsiBa Cjiell IPUOJIM3UTEIHO 6 Meceria.

Honvanumenna %f) DMAYUS 30 CNeYUATHU NONYIAUUU
q

B xnmHIMYHM I(@)IBaHH DY TALMEHTH B HANPE/IHANA BB3PACT € JICMEHIIHS JICICHUETO C OMaH3aIHH
CC CBBHP3B -BHCOKa 4Y€CTOTAa HAa CMBPT U MO3BbYHOCHAOBH HEXKEIAHU PECAKIIUN B CPABHCHHUE C
raneo . ¢hIIo Touka 4.4). MHOTO YecTr HeXKEJIaH! PEeaKIMH, CBbP3aHHU C yrnoTpebdaTa Ha

OH&I}& H TP Ta3u rpyrna nanueHTy, ca abHOPMHA TT0X0JIKa U najianus. Yecto ca HaOIItoJaBaHu
n HUsl, IOBUIIICHA TelleCHA TEMIIEpaTypa, JIeTapTus, epUTEM, 3pUTEITHN XATFOIIMHALIUN 1

@HTHHCHHI/IH Ha ypUHa.

HpI/I KIIMHUYHU IPOY4YBAHUS C ITAOUCHTHU C JICKAPCTBCHOWHAYILIMPAaHa (}_'[OHaMI/IHOB aFOHI/ICT) ncuxo3sa,
CBbp3aHa C Ooirectra Ha HapKI/IHCOH, MHOT'O 4Y€CTO U I10-4€CTO B CPaBHECHUEC C Hnaue6o Cca JOKJIaJABaHHU
BJIOIIIaBaHC Ha HapKI/IHCOHOBaTa CHUMIITOMAaTHUKA U XaJIFOIIMHAIIHUH.

[Ipu eTHO KITMHUYIHO MPOYYBAHE C MAIEHTH ¢ OUTIOJISIpHA MaHHUS KOMOMHHPAHOTO JICUCHHE C
BAJIIIPOAT W OJIAI3aIliH BOJ JI0 YeCTOTa Ha HeyTponeHusTa 4,1%; moTeHImaieH chieiicTaany Gpakrop
MOJKeE J1a ca BUCOKH TUTa3MEHU HUBA Ha Bajimpoar. Onan3anuH, MPIOKEH C TUTHI WIXA BaIIPOaTr,
BO/M 10 moBHIeHa yectoTa (=10%) Ha Tpemop, CyxoTa B ycTara, IOBHIIEH alleTUT 1 TIOBUIIaBaHe Ha
Ternoto. Hapymienue B ToBopa ChIIO € T0KIaABaHo yecTo. [Ipu neueHune ¢ onamn3anuH B KOMOWHAITHS
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C IUTHI WU JUBAJIIPOEKC ce HAaOIr01aBa MOBHUILEHHE C = 7% OT U3XOJHOTO TEJIECHO TETJI0 MPH
17,4% oT maneHTuTe 1O BpeMe Ha OCTPOTO JedeHue (10 6 ceqmuin). [IpoabKUTETHOTO IeYeHue ¢
oran3anuH (o 12 Mecena) 3a MpodIakTHKA Ha PEIUINB TIPH IMAIIMEHTH ¢ OUTIOISIPHO Pa3CTPOUCTBO
€ CBBP3aHO C MOBUILIEHUE C >7% OT U3XOJHOTO TeJECHO Tero npu 39,9% oT nauueHTuTe.

Ileduampuuna nonyrayus

OmnamsanvH He € MOKa3aH 3a JISYeHHe Npy Jena U roHomw mox 18 roguan. Makap na He ca
MPOBEXTaHN KJIMHWYHY ITPOYYBaHUS 32 CpaBHSBaHE Ha IOHOIINTE C Bb3PACTHHUTE, TaHHUTE OT
MPOyYBaHUSATA IIPH FOHOIIIH Ca CPAaBHEHU C TE3W OT MPOYUBAHUITA ITPH BH3PACTHH.

Cremnata Tabmuia 00001maBa HeXXEITAHATE PEaKIIid, ChOOIIaBaHH C ITO-TOJIIMa YeCTOTa IPH (b'
MAI[MEeHTH B IOHOIIECKa BB3pacT (Mexay 13 u 17 roguHn), OTKOIKOTO TIPY BH3PACTHU MMAIEHTH,
HEXEJIaHU PEaKIuK, KOUTO Ca YCTAHOBEHHU CaMO MPHU KPATKOCPOYHU KIMHUYHH IIPOYYBAHUS C Q
MAIUCHTH B IOHOIIIECKA Bh3pacT. KIIMHUYHO CUTHU(UKAHTHO TOBUIIICHUE HA TETJIOTO (> 7% «
M3TIIeKIa ce HaOI01aBa M0-4eCcTo B MOMyJIalusATa Ha FOHOIIUTE B CPAaBHEHUE C BH3PACTH

cpaBHUMA ekcro3uitusl. CTeneHTa Ha HajJlaBaHe Ha Teryio U JeTbT Ha MAIUEHTHUTE FOHQIPN KOUTO

MMaT KJIMHUYHO 3HAYMMO HaJJaBaHe Ha TErJIo, Ca MO-TOJIEMH IIPU npom,mxcmenﬂa 031/1111/1;{ (mone
24 cenMuIN), OTKOJIKOTO IPH KPATKOCPOYHA EKCTIO3HIIHS. 2,

ITpu Besiko rpynupaHe B 3aBUCHMOCT OT YECTOTAaTa HEXXEJIAaHUTE PeaKLnu CICTAaBEHU B HU3XOMSII]
pell 0 OTHOILIEHHUE Ha TAXHATA CEPUO3HOCT. TepMUHHTE 3a YeCTOTa ca UPaHU KaKTO CIEIBa:
MHoro gectd (> 1/10), yectu (> 1/100 mo < 1/10). )

Hapymenusi Ha MmeTaboau3Ma u XpaHeHeTo
Mmnoeo wecmu: TloBuIaBaHe HA TEMJIOTO', TIOBHUIIIEHH HUBA H@pnrmmepm{n MOBHIICH alleTHUT.

Yecmu: TloBuIeH HUBA Ha XosecTepoin '’ X

Hapyumienusi Ha HepBHATa cHCTEMA e

Mnoeo wecmu: Cenupase (BKIHOUUTENHO: xnnepcox@h JeTaprusi, COMHOJIEHTHOCT).
CroManIHO-4YpeBHH HAPYLICHHS @

Yecmu: CyxoTta B ycTata @

Mmnoeo wecmu: 110BUILIEHHS HA YEPHO, ure amuHoTpaHchepasu (ALT/AST; Bx. Touka 4.4).

XenaTo-0MJIMapHU HAPYIIEHUSI 5O

HN3cnenBanus
Mmnozo wecmu: Hamaien o011 GHHH%&/IH, nopuiieHa GGT, MOBUIIEHH TJIa3MEHU HUBA Ha
nposakTua'®. A

v

(MenuaHa Ha TPOABIDKUTENHOCT 22 AHU) OBUIIIABaHE Ha TETJIOTO
o teruo (kg) e maOTO yecto (40,6 %), > 15% OT U3XOAHOTO TENECHO TETII0
0 € uecTo (2,5 %). IIpu mpirocpouna excrio3utius (mone 24 cenmuim) 89,4 %
% wangasat > 15 %, a 29,1 % HanggaBat > 25% OT M3XOTHOTO CH TEJISCHO

13 Crnen xpaTtkocpodno
> 7% OT U3XOOHOTO T
e uecro (7,1 %), a
Hajanasar > 7 %"26’

TETJIO. 2

14 HaQ@wBaT C€ 3a HOPMAJIHM M3XOHU HUBa Ha raaHo (< 1,016 mmol/l), kouTo HapacTBat 10 Haki-
BHUC oriHOCT (= 1,467 mmol/l), 1 mpomMeHu OT pedepeHTHUTE TPaHULM B U3XOIHUTE HUBA Ha
uepuauTe Ha raaxHo (> 1,016 mmol/l - < 1,467 mmol/l) no Haii-BUCOKa CTOMHOCT
,467 mmol/l).

5 TIpoMeny B M3X0OHUTE HMBA Ha OOIIMS XOJIECTEPOII HA TIIATHO CIIPAMO HopMannute (< 4,39 mmol/l)
JI0 Haii-BHCOKa cTOWHOCT (> 5,17 mmol/l) ca HabironaBanu yecto. [Ipomenu ot pedepeHTHUTE
TPAaHUIU B U3XOJHUTE HUBA HA OOIIHA X0JIeCTepoIt Ha riaamHo (> 4,39 - < 5,17 mmol/l) mo Hali-BrcoKka
cToiHoCT (> 5,17 mmol/l) ca MHOTO YecTH.

16 TloBuIIEHU TIIA3MEHK HUBA HA IPOJIAKTHH ca J0KIagBaHu rpu 47,4% OT NalMeHTUTE B FOHOIIECKA
BB3pacT.
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4.9 Ilpeno3upane

Hpusnayu u cumnmomu

MHoro yecTy CUMIITOMH IpH Nipeao3upane (dectota > 10%) BKIIOUBAT TaXUKapIus,
Bb30y/a/arpecuBHOCT, JU3APTPUSL, PA3IUYHU €KCTPATMPAaMUIHI CUMIITOMU M HapylLlIeHHe Ha
CH3HAHUETO, BAPHUPAIIO OT CEAUpaHe A0 KOMa.

Jlpyru MEeAMIIMHCKY 3HAYUMU MTOCIISIUIM Ha MTPEIO3UPAHETO ca JACTHpP, KOHBYJIICHHU, KOMa, Bh3MOXKEH
HEBPOJICNITUYCH MaJIMTHEH CUHAPOM, MOTUCKAHE HA JTUIAHETO, aCTIUPAIIVsl, XUIICPTOHUS HITU
XUTNIOTOHHUS, PUTHMHH HAPYIICHUS Ha ChPIETOo (< 2% OT ciaydyauTe Ha MPeI03UpaHe)
KapIuoIlyIMOHapeH apecT. datanHu mociaeIuiy ca JOKIaIBaHH [IPHU OCTPO MPE03UupaHe ¢ 1032 OT @fb
nopsirbka Ha 450 mg, HO CHIIIO € JOKITABAHO MPESKHUBSIBAHE CIIE]T OCTPO MPE03UPaHE C %)
MPHOIM3UTENTHO 2 g OJIAH3AMKH TePOPATHO. «Q

O

Jleuenue Q

3a onanzanuH HAMA crienudryeH aHTuA0T. He ce mpenopbyBa npeau3BUKBaHE HA MOBP e. Morar
Ja ObJaT MOKa3aHU CTAaHIAPTHUTE MEPKH 3a JICUCHHE Ha Tpeio3upaHe (T.e. CTOMaHIH%pOMI/IBKa,
IpreMaHe Ha aKTHBEH BbIVIEH). EMHOBPEMEHHOTO NpHIaraHe Ha aKTUBEH BBIJIE e Drazano
HamaJsBaHe Ha NepopaiHaTta OMOHATHMYHOCT Ha onan3amuH ¢ 50 1o 60%. @Q\

TpsiOBa ma ce 3am0YHE CHMITOMATHYHO JISYEHHE M TIPOCIIEIIBaHe Ha KU Te (YHKIINH B
CHOTBETCTBHE C KIMHUYHOTO CHCTOSHHE, BKIIOUUTEITHO U JICUCHNE Ha OTOHHUATA U UUPKYJIATOPHUSA
KOJIAIC ¥ MOAAPHKKA Ha TuxarenHara ¢pyHkus. J[a He ce u3nois €HAJIMH, IOIAMHUH WIH JIPYTH
CUMIIATHKOMHUMETHYHH CPEICTBa ¢ O€Ta-arOHUCTUIHA aKTUBHO 1 KaTo OeTa-CTUMYJIAIMATa MOXKE
J1a BJIOLIY XUIOTOHUSATa. MOHUTOpUPAHETO Ha CLpz[equ—CL/:l@aT cHCTEMa € HEOOXOA1UMO 3a
yJaBsHE Ha Bb3MOKHU apUTMUU. BHUMATEITHOTO MGILI/IHI/I@O HaOJII0/ICHIE U MOHUTOPUpAHE TPsOBa
Jla IPOABJIKU JI0 Bb3CTAaHOBSIBAHETO HA MAI[UEHTA. Q\

R4
5.  ®APMAKOJIOTMYHH CBOﬁCTB%@

5.1. ®apmakoaMHAMHMYHH CBOICTBY «O
®apmMakoTepaneBTHYHA TpyTa: IlI/Ian;QHI/I, okcazenuan u THazennau ATC xox: NOSAHO3.

b
(DaDMaKoaUHaMuHHU e¢ei<mu\é
Oman3anuH e aHTI/IHCI/IXOTg N aHTUMAHUWHO B CTa6I/IJ'IPI3I/IpaH_IO HAaCTPOCHULCTO CPEACTBO, KOCTO

MOKa3Ba MIMPOK dapma YeH po(HII 110 OTHOIIEHNE Ha MHOXKECTBO PEUENTOPHA CUCTEMH.

B npexnnanuHN np@tgamm € l0Ka3aH apUHATETHT Ha OJIaH3AIMH KbM PEeIulla PEUEeNTOPH

(K; <100 nM) oTOHUH 5 HT2anc, S HT3, 5 HTs; nonamun D1, D2, D3, D4, Ds; Xonunepruaau

MYCKapuHO entopu M;-Ms; anda;- agpeHepruyan; u xuctTaMuHoBY H; penentopu.

IIpoyusa C OJIaH3alMH BHPXY MTOBEJICHUETO Ha )KUBOTHHU Noka3Ba SHT, nonamMuHOB u

XOJIUH, €H aHTaroHU3bM, OTTOBApSII Ha PeLeNTOP-CBhP3BaILUs PO 1 Vitro olaH3auH

TIOK. o-roisiM apuHUTET KbM ceporoHnHOBUTE SHT,, 0TKONKOTO NOTIamuHOBHTE D) penientopu u

nsivMa 5 HT2 aktuBHOCT B cpaBHeHHE ¢ D, akTHBHOCTTA IIpH in Vivo MOZAETH.

KTPO(GHU3UOIOTUIHUTE U3CIIEBAHNS TIOKA3BAT, Ye OJIAH3ANUH CEIEKTUBHO HaMalsiBa

aKTHBHpaHeTO Ha Me3onuMonyHuTE (A10) MOTaMUHEPTHYHU HEBPOHH, KaTO B CBHIIOTO BpeMe e(eKThT

My BBPXY ITBTHINATA B CTPHATYMa, yJacTBamly B MOTopHUTE pyHKINHN (A9), e Manpk. OnaH3anuH

HaMaJsiBa KOHAMHMOHUPAHUS OTTOBOP HA OTOATBAHETO, KOETO € TECT, IOKa3aTelIeH 3a

AHTUIICUXOTUYHA aKTUBHOCT B /1031 TIO-HUCKH OT T€3H, BOJECIIH JI0 KaTaJerchs, KOETO € XapaKTepHO

32 MOTOpPHUTE HeXeJlaH! eeKTH. 3a pa3jiuka OT HAKOU APYrM aHTUIICUXOTUYHU CPEJICTBA, OJIaH3aIlluH

yCHJIBa OTTOBOPA B YCIIOBHS HA ,,aHKCHOJIUTHYEH  TECT.

IIpoyuBanus ¢ mo3utpoH-mucroHHa Tomorpadus (PET) npu 3apaBu 1o00poBoOIIIH, OJaH3AIMH B
eMHNYHA repopaiiHa 1o3a (10 mg) mokaspa mo-roasiMo cBsp3BaHe ¢ SHT»2a, B cpaBHEHUE C

JOIIAMHWHOBHUTC D; peucuTopu. OcBeH TOBA, O6p8.3HO H3CJICABAHC YpC3 CAMHUYHA (l)OTOH-CMI/ICI/IOHHa
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komioTbpHa ToMorpadus (SPECT) mpu nanueHTH ¢ miu30(ppeHus IoKa3Ba, Ye MNP MalueHTUTE
YYBCTBHUTEIIHU KbM OJIAaH3AMWH MM ITO-MAJIKO CBBp3BaHe ¢ D) B cTpuaTyma B CpaBHEHHE C
MAIUCHTUTE, YYBCTBUTEIIHA KbM JIPYTH aHTUTICUXOTHYHY CPEJICTBA M PUCTICPUJIOH, KaTO Ta3W HaXojKa
€ CpaBHMMA C Ta3W MIPU KIIO3AMUH-IYBCTBUTCITHUTE MAIUCHTH.

Knunuuna edpuxacrocm

B nBe ot aBe mnarne00-KOHTPOIMPAHH U B IB€ OT TPH CPABHUTEITHA KOHTPOIUPAHU TIPOYIBAHIS IIPH
noBeue ot 2 900 manueHTH ¢ MU30(PEHUs, IPOSBEHA KAKTO C HATMYMUETO HA MOJIOKUTEITHH, TaKa H
OTPUIIATEITHU CUMIITOMH, OJIaH3aIHMH MT0Ka3Ba CTATUCTHYECKU 3HAYMMO TTO00PEHUE KAaKTO Ha
HEraTWBHUTE, TaKa ¥ HA MTO3UTHBHUTE CUMITTOMH.

B MynTuHaIMOHAIHO, TBOWHO-CIIATIO, CPABHUTEIIHO MPOYYBAHE BHPXY MIM3U(PPEHUSITA, ©®
mu30aeKTUBHATE WM IOJO0HH HapyIeHns, BKItouBamo 1 481 maruenTa ¢ pa3nndHa cTerneH @
CBBP3aHH C TOBAa CHMIITOMH Ha Aenpecus (M3X0IHa cpemHa cToiHocT 16,6 Mo ckanaTa Ha Q
Montgomery-Asberg 3a kiacupuuupane Ha JISIPecHsTa), NPOCIEKTUBHUS BTOPHICH aﬂa@
MpOMSIHATa HA U3XOTHUSI CIIPSIMO KpalHUsI CKOp Ha HACTOCHUETO, TTOKa3Ba cmmcmqecm% a4uMOo
nonobpenwue (p= 0,001) B mon3a Ha onanzamuH (-6,0) cripsmo xamonepumnon (-3,1). (b,

WCTBA, OJaH3aIINH
aT CeMUHATpHiA
1y, OnaH3auH ChI0

[Tpu manueHTH ¢ MAaHUIMHU €IMU301U WM CMECEHH CTU30IH MTPY OUTIOJIapHU Pa
MIOKa3Ba M0-BHUCOKA €(PEeKTUBHOCT KAKTO CIPAMO IL1ane0o, Taka 1 CIIpsIMO B
(muBanIpoeKc) B HaMaJIsIBaHE HA CUMIITOMHUTE Ha MaHuUs 3a IOBeye OT 3
MOKa3Ba CpaBHUMA C XAJIOTIEPUION ePUKACHOCT, U3pa3eHa C YyacTTa I TH, TIOJIYYNIN PEMHUCHS Ha
CHUMIITOMH Ha MaHHs U Ha Jenpecus 3a 6 u 12 cegMuiy JeyeHue. BaHE C OJIaH3aIlUH B
KOMOWHAIIWS C IUTHHA WIH BaJIIIPOAT 32 MUHUMYM 2 CEJIMHIIH, mQ HeTo Ha onaH3anuH 10 mg
(KOMOMHUPAHO JIEYCHHUE C JINTHH WK BaJIIPOAT) € IOBEJIO JI0 AY-TSIIsIMa PEAYKIMS HA CHMITOMHTE Ha
MaHHs B CpaBHEHHE ChC CAMOCTOSITETHOTO MPUIIOKEHUE H W WK Basmpoat cies 6 CeaMUILIH.

B 12 meceuHo npoy4BaHe npu NpopHIaKTHKa Ha pe ﬁ/l Ha MAaHUWHU €THU30/H, TPUITALIUEHTH,
MOJIYYMJIA PEMUCHS TIPH JIEYUEHHE C OJIAH3AIUH U MHU3UPAHHU Ja T0Jy4aBaT OJIaH3aIIUH WU
1ane0o, oJJaH3aNuH € N0Ka3al CTAaTUCTHYECK HMO TIPEBB3XO0JICTBO CIIPSIMO I11aLe00 1Mo
OTHOIIIEHUE HAa IbPBUYHHUTE KPailHU TOUKH (HIaKTHKa HA PeUINBH HA MAaHUHHHU €TIU3011 IPH
OUIOJISIPHO Pa3CTPOICTBO. OHaH?,aHI/IHJC [IOKa3aJl CTATUCTUYECKU 3HAYMMO IIPEAUMCTBO CIIPSIMO
1ane0o 1Mo OTHOILICHHE Ha npe/:LOTBpa@aHe Ha pELUINBH KaKTO HA MaHUs, Taka U Ha JEIpecusl.

ITpu BTOpO 12 MecedHo npoyuBa e%n npoQHIaKTHKA PEUINBY Ha MAaHUHHY €U30/11, TAllUCHTH,
IIPpU KOUTO € MMOCTUTHATA PEM a KOM6I/IHI/IpaHO JICUCHUEC OJIaH3aIluH U J'II/ITPII71, PaHIOMU3UPAHU J1a
MOJTYYaBaT OJIAH3AIMH UITH, W CAMOCTOSITEITHO, OJIAH3AIUH € TIOKA3all HE MO-TOJISIMO
MPEBB3XOACTBO CHPAMO M0 OTHOIICHUE HA MTbPBUYHHUTE KPAHHHU TOYKH 32 TPOPUIAKTHKA HA
peIUIMBY Ha OUTION azctpoicTBo (omanzanud 30,0%, muruii 38,3%; p=0,055).

Q
[Ipu 18-MeceungdpOyIBaHe HAa KOMOMHUPAHO JICUEHUE Ha MAaHUIWHN WM CMECEHHU €MU30/IU TIPH
TTM3UPAHH C OJIAH3AIHH TUTIOC JIEKApCTBa CTA0OMIIM3UPAIIN HACTPOCHUETO (JIUTHH MK
JBJDKMTEIHOTO JICUECHHUE C OJIaH3aIIMH, ChBMECTHO C JIMTUN HIIM BAJIIIPOAT HE €
CKH TI0-100pO CIIPSIMO JIMTUH WK BAJIIIPOAT CAMOCTOSTEIHO, IT0 OTHOIICHHUE OTJIaraHe Ha
€TO Ha OUTIOJSIPHOTO Pa3CTPOMCTBO, CHITIACHO KPUTEPHHTE 38 CHHIIPOMA.

Q@auamputma nonyuayus

OnuTbT nipu oHOIH (BB3pacT 13 1o 17 roguam) e orpaHuyeH 10 KpaTKOCPOYHHU JaHHU 32
e exTUBHOCT IpH mu3oppeHus (6 ceaMHUIN) U IPU MaHUs, CBbpP3aHa C OUTIOSIPHO Pa3CTPONCTBO THI
I (3 ceqmumm), mpu mo-mainko ot 200 ronomu. OnaH3anuH € U3IM0JI3BaH KaTo (prekcnOmiHa 103a,
3aroyBaina ot 2,5 u cturama 1o 20 mg/aaesHo. Ilpu nedeHne ¢ oiaH3anuH IOHOMIWTE HAAJaBaT
CUTHU(HMKAHTHO TIOBEYE Ha TETJIO B CPaBHEHME C Bb3pacTHHUTE. CTeneHTa Ha IPOMEHH B OO
xozectepon, LDL xonecteposna, TpUIIIMLEPUANTE Ha [VIAAHO U IPOJaKTHHA (BX. TOUKH 4.4 u 4.8) e
HO-TOJIsIMA TIPU FOHOIIH, OTKOJIKOTO NPH BB3pacTHU. HsiMa aHHM 3a moaabpxkaHe Ha edeKTa, a
JIAHHUTE 32 JBJITOCPOYHATa OE30TaCHOCT ca OrpaHudYeHH (BXK. TOUKHU 4.4 u 4.8).
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5.2 ®apmakoKMHETHYHH CBOWCTBA

Abcopoyus
Omnanzanus ce abcopoupa 100pe cie/] MepopaTHo MPUI0KEHHE KaTo JOCTHIa MAKCUMATHU TUIa3MEHH

KOHIIEHTPAINH MEXIY 5-us 1 8-ust gac. AOcopOIusITa He ce MOBIKABA OT IPHEMa Ha XpaHa.
A0cooTHaTa OMOHATMYHOCT CIIE/ IEPOPAITHO TPUIIOKEHHE B CPABHEHUE C HHTPABEHO3HO
MIPUJIOKEHUE HE € ONpeIelisHa.

Pasnpedenenue
CBBp3BaHETO HA OJIAH3AIMH C TUIA3MEHUTE MPOTEUHH € 0KO0JIO 93 % TpU KOHIICHTPALlUU B IUana3oHa

ot 7 o okoino 1 000 ng/ml. Onan3anuH ce cCBbp3Ba TIIABHO C AIOYMUHA U C OLi-KUCEITHS Q (b'
TJIMKOTNPOTEHH. %
buompancgopmayus '&

OrnaH3anuH ce MeTa0oIM3upa B YePHHUsI IPpOo0 Upe3 KOHIOTUpaHe U OKuciieHue. [ maBHusIT “Q&OHHT B
KpbBTa € 10-N-TImoKopoHn, KOHTO He MpEeMUHABA IIPe3 KPhbBHO-MO3bYHATA Oapuepa. 3
o0pa3yBaHeTO Ha MeTa0OIUTUTE N-Ie3METHIT U 2-XUIPOKCUMETHII JOIPUHACT unTo@M P450-
CYP1A2 u P450-CYP2D6. In vivo u nBata MeTabOIMTa ITOKA3BAT 3HAUNTEIHO MQ-HXKA
(hapMaKoJIOTHYHA AKTHBHOCT, OTKOJIKOTO OJIAaH3aIMH B U3CJIEIBAHUS TIPU )KHUB * 'maBHaTa
(hapMaKoJOTHYHA AKTHBHOCT C€ JBJDKH HA U3XOIHUS OJIAH3AINH. &

%)

Enumunupane Q[
Cresl nepopaiHo MPUIOKEHHUE, CPEIHUAT TePMHHAIICH GJII/IMI/IHaLIP%féI ONIY’KMBOT Ha OJIAH3aIIUH

NP 3ApaBH JIHMIA BApUpa B 3aBUCUMOCT OT Bb3pacTTa U IoJia. Q

IIpu 3apaBu HHAMBUAM B HAIIpeAHAIa BB3pacT (65 r. 1 o gcpe,I[HI/IHT CJIMMHUHALIOHEH
MOJIY’KUBOT € YABIIKEH B CPDABHEHHE C [TO-MJIAJTUTE UH]T u (51,8 cpemry 33,8 yaca), a KIUPBHHCHT €
Hamaies (17,5 cpemy 18,2 1/gac). (DapMaKOKI/IHeTI/I‘I@"a BapUEOMITHOCT, KOSITO c€ HabII01aBatT Mpu
MHIMBUINTE B HallpeIHalla Bb3pacT HE Ce OTIUY T Ta3u NpH no-miagure uHauBuau. [pu 44
MaIUeHTH ¢ IMU30(PEHUs HA BB3pacT Hall 65 T, ot 5 10 20 mg/neH He ca OMIIN CBBP3aHU C
HSIKaKbB pa3indeH Npodui Ha HexXeTaH! C'@/I S1.

J
[Ipu >xeHu cpeaHus eNMMHUHALUOHEH YKUBOT € JIEKO YABIDKeH (36,7 cpemry 32,3 gaca) B
CpaBHEHHE C TO3HU MPU MBXKETE, a K HCBHT € pexynupad (18,9 cpemry 27,3 1/gac). Bernpeku ToBa,
poTbT Ha OE30IMaCHOCT Ha (wq‘mnnH (5-20 mg) e cpaBHUM Mex Ay xeHUTe (n=467) U MBXKeETe

(n=869).
@%

bvopeuno yepescoane
He e ycranoBeHa 31 @ pas3nrKa B CpelHUsl eNMMUHALMOHEH MonyXHuBOT (37,7 cripsimo 32,4 vaca),
KAaKTO U B KJmpLHc§2 .2 cripsiMo 25,0 1/49ac) Mex 1y manueHTuTe ¢ yBpeaeHa 0b0peuna QyHKims

(KpeaTHHUHOB wHC <10 ml/min) u 3apaBuTe nHAMBHIK. [IpoyuBaHusTa TOKA3BAT, Y& OKOJIO 57%
oT Oeirg3ad aJM0AKTUBHYU M30TOIH OJIAH3AITMH CE€ YCTAHOBSIBA B YpUHATA IJ1aBHO O[] hopmara Ha
MeTa6on@@

1T

yIIIa4¥ C JICKOCTETICHHA YePHOPOOHA TUCYHKIUS, CPETHUAT SIIMMUHAIIMOHEH MOTY>KUBOT
,3 4aca) e yabJpKeH, a KiupbHCHT (18,0 1/uac) HaMalieH, B cpaBHEHHE ChC 3/IpaBU HEIyIIAYH
(cpoTBeTHO 48,8 yaca u 14,1 1/gac).

[Ipu Hemymaun (MBbKe U KEHU) CPEAHUAT EITMMUHAIIMOHEH MOJTY>KUBOT € yabibkeH (38,6 cipsimo 30,4
yaca), a KIIMPBHCHT € HamaeH (18,6 cpenry 27,7 1/4ac) B cpaBHEHHE C ITyITayH.

[Tna3MeHUAT KIMPHHC Ha OJIAH3AINH € IMO-HUCHK NPY MAIIMSHTUTE B HANIPETHANIA Bh3PAacCT, B
CpaBHEHUE C TIO-MJIAIUTE WHIUBUIH, IPH KECHUTE B CPABHCHHUE C MBKETE, KAKTO M TIPH HEMYIIAYUTE B
CpaBHEHHE C MymadyuTe. BeIpekn ToBa, 3HAYMMOCTTA Ha BIMSHUETO HA BB3PACTTa, I1OJa WIIH
MyIMIEHETO BbPXY KIMPHHCA HA OJAH3AMMH U BbPXY HETOBUSI ITOJTY>)KUBOT € TBBP/IC MaJIKa, B CPAaBHCHUE
¢ obmaTa BapuaOUITHOCT MEXIY OTACTHUTE WHIUBHIH.
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He e ycTanoBeHa pasnuka BbB (apMaKOKWHETHYHUTE MTApaMETPH MIPH MTPOYIBAHUS IIPOBEICHH C
€BPOIEUIH, IMOHUY U KUTANLH.

Ileduampuuna nonynayus

FOnomm (BB3pact 13 mo 17 roguan): dapMakoKHHETHKATa Ha OJTaH3AINH € T0100Ha TP FOHOIIN U
BB3PACTHA. B KIMHUYHY MPOYYBaHUS CpeHaTa EKCITO3UIIHS Ha OJIAaH3aITHH € 0K0oJIo 27% 1Mo-BHUCOKa
npu toHoIM. JleMorpadckute pa3innyus Mex1y FOHOIIYM U Bh3PACTHU BKIIFOYBAT MO-HUCKO CPEITHO
TEJIECHO TETJIO M MO-MaIbK Opoii myirauu npu roHommre. [1ogo0Hu hakTopu € Bb3MOXKHO Ja

ChJICHCTBAT 3a MMO-BUCOKATa CPE/IHA SKCIIO3UIIHS, HAaOI0JaBaHa MPH FOHOIIIH. 60
5.3 IlpeaxkIUHUYHM JAHHU 32 6€30MACHOCT &Q
Ocmpa (npu edunuyna 003a) MOKCUYHOCH ?O
[Tpu3HanMTe HA TOKCUYHOCT MIPH MEPOPAJTICH IIPUEM ITPH IPU3AYUTE Ca XaPAKTSPHU 3a M HTE

HEBPOJICTITUIU: XUIIOAKTUBHOCT, KOMa, TPEMOP, KIIOHUYHU KOHBYJICUH, CaJIMBallvsd, P@TI/ICK&HC Ha
HaanaBaHeTe. CpeHATE NeTaHU 103U ca npubmam3uTenHo 210 mg/kg (3a mumkr) nd75 mg/kg (3a
rexoBe). KyderaTta nonacst ennHryHa 103a 10 100 mg/kg 6e3 na ce Habro €TaJICH U3XO/I.
KbM KIMHUYHUTE MPU3HALM CIIA/IaT CeIMpaHe, aTaKCHs, TPEMOp, YCKOPEH YEH PUTHM,
3aTpyAHEHO JUIIAHE, MUO03a, U aHopekcud. [Ipu MailMyHU e JMHUYHH T1e Hu 1o3u 10 100 mg/kg
BOJSIT 10 IPOCTPALIKs, @ BACOKUTE A03U U J0 HEIIbJIHA 3aryba Ha CLSH@I g

ToxcuuHoCm npU MHO2OKPAMHO NPULOHNCEHUE Q(b
B npoy4BaHus BpXY MUIIKH C TPOIBIDKUTEITHOCT JI0 3 MECEEH, 1 ®bPXY ILTHXOBE U KydeTa C
MPOJBIDKUTEITHOCT ChOTBETHO 710 1 rojuHa, mpeodiiagapa geKTH ca motuckane Ha [{THC,
AHTUXOJIMHEPTHYHH €EeKTH U epuepHU XeMaTOJIOTH apyweHus. PazBuBa ce TonepaHc KbM
notuckanero Ha [{THC. ITapamerpute Ha pactexa HaWHBaT npu BUCOKM a034. [Ipu rmurbxoBeTe ca
HaOroIaBaHu 00paTUMHU €EKTH, KOUTO Cca B pe3 SONT Ha [IOBHIIICHH HUBA HA MPOJIAKTHHA U
BKJIFOYBAT:. HAMaJIsIBAHE TEIJIOTO HA HI\/’I‘IHI/IHI/IT aTKaTa, KaKTO U MOp(bOJIOFI/I‘-IHI/I IIPOMEHHU BLB
BIIATaJIUIIHUS €TIUTEN U B MIICIHHUTE memo

Xemamonoeuuna moxkcuuHocm %

Edextu BbpXy XeMaTOJIOTHUHUTE \'@CT})H CE YCTaHOBSBAT IPU BCUYKH U3CJICABAHU BUI0BE
JKUBOTHU, BKJIFOUHTEITHO J1030-33BUCHMO IMOHIKEHUE HA ITUPKYIUPAIINTE JICBKOIUTH IIPU MUIIKH U
Hecnenu(puIHO HaMaJIeHUE H 2 Ha LUPKYJIUPAIIUTE JICBKOLIUTUTE MPH IUTHXOBE; HE CE
yCTaHOBSIBAT obaue J0Ka3 Ba 32 KOCTHOMO3bYHA IIMTOTOKCUYHOCT. [Ipu orpannden opoit
Ky4era, JIEKyBaHH C 703 wm 10 mg/kg/nen (oOmmara exCro3uys Ha OJaH3aIMH [TLTOIT O]
kpuBara] e 12 go 15 TI0-BHCOKA OT Ta3M MPHU YOBEKa, IIPH MPUEM Ha JIo3a OT 12 mg THEBHO), ce
HaOmrogaBa oopar YTPOIICHHUS, TPOMOOIIMTONCHHS Wik aHeMusl. [Ipy IUTONEHUYHN KydeTa He
ca HaOJIro1aBak JKeJIaHU eEeKTH BbPXY MPOTCHUTOPHUTE KIETKU WIH PO epupaIinTe KIeTKH B

KOCTHUA MO%

Penpoé&ﬁtueﬁa MOKCUYHOCH
On H HAMa TepaTtoreHeH edekr. Cenanusara MOBIUsBA KYTyJIaTUBHUTE CTIOCOOHOCTH Ha
nTe TurbxoBe. [10J0BUAT UKBI ce 3acsra npu o3 ot 1,1 mg/kg (3 mbTH Mo-BUCOKU OT
CHMaJTHaTa J103a MPHU X0paTa), a pENPOAyKTUBHUTE MapaMeTPH Ca 3aCeTHATH MPH ITHXOBE, HA
KOMTO € AaBaHa 703a oT 3 mg/kg (9 mbTH Mo-BHUCOKa OT MaKCUMallHaTa J103a [pH Y0oBeKa). B
MOKOJICHHETO HA ITbXOBETE, Ha KOMTO € IaBaH OJIAH3aIMH ce HaOro1aBa 3a0aBsHe B pa3BUTHETO HA
TUI0Za ¥ IPEXOHO HaMallsiBaHEe Ha HUBOTO HAa aKTUBHOCT HA MAJIKUTE )KUBOTHH.

Mymacennocm
OnaH3alyH He € TToKa3ajl MyTareHHOCT WJIM KJIAaCTOTe€HHOCT, TIPH MTPOBEICHNUTE ITBIHA CTaHIAPTHH

TECTOBE, BKIIFOUBAIIN OAKTEPHAITHUS MYTAIIIOHEH TECT | iM Vitro W in vivo TECTOBETE MPU OO3AMHUIIN.
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Kapyunocennocm
PeSyHTaTI/ITC OT MU3CJIEABAHUATA BbPXY MUIIKH U INTBXOBE BOJAAT A0 3aKIIHOYECHUCTO, Y€ OJIaH3aIlluH HE
€ KapIUMHOI'CHCH.

6. DAPMAIEBTUYHU JAHHHA
6.1 ChnucbhbK HA IOMOLIHUTE BEIeCTBA

Aopo na mabnemrxama
JlakTo3a MOHOXUIPAT

IapeBnuHO HuUIIECTE & (b.

XUAPOKCUIIPOIIMII LIETyJI03a
Marne3sues creapar &g

Tabnemna 0bsueka QO
Opadry CUHBO, CBIBPIKALIO: *

Xunpomenosa (E464)
Turanos nuokcun (E171) %®

[Honuerunen rauroa 6000 \2\
Wunuro xkapmuH amymuaues Jak (E132) &Q

Bpunsurao cun FCF anymununes nak (E133)

Kenesen oxcun uepen (E172) er
6.2 HecbBMecTHMOCTH Q(b
He mpunoxumo. @

6.3 Cpok Ha rogHocT

2 TOINHU

6.4 CrnennajHu ycJIOBHS HA c;xpaye&@
[a ce cpxpaHsBa B OpUTHHAIHA onzkg@a.

Ha ce cpxpansiBa nmpu TeMnepqﬁgef‘nozl 30° C.
6.5 Buamu cwn,pmal@onakonmna

CTYJEHO @opMOBaH&/MHHHeBH omctepu B KyTHH ¢ 28 win 56 TaOJIETKH B KyTHS.

He Bcuukn ]@Be OIIAaKOBKHM MOTaT aa 6’I>,I[aT ITyCHATUu B npoz[a>1<6a.

6.6. @Ham{u npeAna3Hu MepKH NPU U3XBBHPJIsHE

%HCHHHHHI/I HN3HUCKBaHUs.

7. HNPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Cipla (EU) Limited
Hillbrow House
Hillbrow Road
Esher

Surrey

KT10 9NW
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Bemukobpurtanus

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA
EU/1/07/426/010 —Olanzapine Cipla — 15 mg — o6Butu Tabnetn - 28 TabIeTKH, 32 ONAKOBKA

EU/1/07/426/011 —Olanzapine Cipla — 15 mg — o6Butu Tabnetn - 56 TabneTky, 3a OaKOBKa

9. JATA HA ITBbPBO PASPEIIABAHE/IIOJHOBSABAHE HA PASPEHIEHUETO 3A @(b

YIIOTPEBA
Q@
Hata Ha mepBo paspemasane: 14 moemspu 2007 O«
Jara Ha nocnenHoro noaHossBane: 01 OxTomepu 2012 (b'*
>
10. JATA HA AKTYAJIMBUPAHE HA TEKCTA &QQ\
{(MM/YYYY} %)
>

[MonpoOHa uH(popMAaIUs 3a TO3U JICKAPCTBEH MPOIYKT € npeﬂoerHa Ha yeOcaiita Ha EBponelickaTta
areHnus no jgekapcreata (EMA) http://www.ema.europa.eu/
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INPUJIOKEHHUE I Q

A. MPOU3BOJIUTEJIU, OTTOBOP A OCBOBOXJIABAHE HA

IMAPTUAN @
N

b. YCJIOBUSA NJIN OFPA@EHI/IH 3A JTOCTABKA U YIIOTPEBA

B. JPYI'HU YCJIOBI/BH@H/ICKBAHI/IH HA PASPEIIEHHUETO 3A
YIIOTPEBA

r. YCJIOBUsl OI'PAHUYEHUS 3A BE3OITACHA U
E®EKTH H‘{& YIIOTPEBA HA JIEKAPCTBEHUSI
nrPoay

QOQ
R
&
O
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A. NPOU3BOIUTEJIN, OTTOBOPHHU 3A OCBOBOKJIABAHE HA ITAPTH/ U

HmMe u aapec Ha HDOI/I3BOI[I/IT6J'I$1(I/ITC)., OTFOBODGH(HI/I) 3a OCBO60)KI[aBaH€ Ha nnapTujan

Pharmadox Healthcare Limited
KW20A Kordin Industrial Park
Paola, PLA 3000

Marnra

b. YCJI0OBUA NN OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapcTBEeH MPOAYKT, OTIYCKaH TIO JIEKAPCKO MPEAIMCaHe. ®©

B. JAPYT'U YCJIOBUSA U N3BUCKBAHUS HA PASPELIEHUETO 3A YHOT]@
o IleproanyHyN aKTYaTH3NPAHHU AOKJIATU 32 0€30IaCHOCT *

JOKJIaau 3a 0€30ITaCHOCT 3a TO3U IMPOAYKT CBITIACHO U3UCKBAHUATA, ITIOCOUCH HCBHKa C

[TpuTesxaTemnsT Ha pa3pelieHNeTo 3a yrnorpeda Tps0Ba 1a moaaBa NIepHOANIHN aET U3UPaHH
pedepentnute aati Ha EBponeiickus cpio3 (EURD crnmcok), npensuaex %$ 7B, ai1. 7 OT

HupextuBa 2001/83/EO u my0bnuKkyBaH Ha eBpONEHCKs yeOrmopTa 3a 1 TBa.

I. YCJIOBUA NI OI'PAHMYEHNA 3A BE3OHACF}5§ECDEKTI/IBHA
VIIOTPEBA HA JIEKAPCTBEHUA ITPOAYKT Q

. ILnan 3a ynpaiaenue Ha pucka (ITYP) %)
[TPY Tps0Ba ga u3BbpIIBA H3UCKBAHUTE ACHHO € U JEUCTBUS, CBBP3aHHU C NIPOCIEAsIBaHE
Ha JICKapCTBEHaTa 0e30ITaCHOCT, ocoueHH B@yoopenus ITYP, mpencrasen 8 Moy 1.8.2. Ha
Paspemnienuero 3a ynorpebda, KakTo U npu YKHU CJI€/IBAIIM ChIVIaCyBaHU aKTyalM3allld Ha
ITVP.
0
Axrtyanusupas [TYP tps6Ba na % JlaBa:
e [I0 NCKaHe Ha EBpon ara areHIys 1o JeKapcTBaTa;
e BHMHArW, KOrarto ce H;{ cUCTeMaTa 3a yIpaBJIeHUE Ha PUCKa, OCOOEHO B pe3ynTar
Ha nonyanaHe Ba HHQOpMAIIHs, KOSITO MOXKE J1a TOBEE /10 3HAYMMHU IMPOMEHU B
CHOTHOIIIEHHUE J13a/p1/101< WJIM cTie/l JOCTUTaHe Ha BaXKEeH eTal (BbB BPh3Ka C
pocCIest Ha JIEKapCTBEHATa 0€30IMMaCHOCT WJIM CBEXJIaHE Ha PUCKA IO MUHUMYM).

Axo noaaBaI@g\ Ha [TA/Ib u aktyanusupanero Ha [IYP chpBmagat, Te MOXe Aa ce mogaaar
eJIHOBpeM( 0.

@Q
%\
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HNPUJIOKEHHE 111 Q®

JAHHU BBPXY OHAKOBKAT@/@]I/ICTOBKATA

89
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JAHHHU, KOUTO TPABBA JIA CbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUSA OT OBBUTU TABJIETKHA B BJINCTEP

1. HME HA JIEKAPCTBEHUA TPOAYKT

Olanzapine Cipla 2,5 mg o0BuUTH TaONeTKH
OJlaH3aIu

2.  OBSIBSIBAHE HA AKTUBHOTO(MTE) BEIIECTBO(A) oo

Bcesika o0BuTa TabneTKa ChabppKa 2,5 mg oNaH3anuH

ON
3. CHUCBHK HA MOMOIIHUTE BEIECTBA U |

CLann(a JIAKTO3a MOHOXUpPAT, BUKTE JIMCTOBKATA 3a JOII'BJIHUTEIHA I/IH(bO st

)

4. JIEKAPCTBEHA ®OPMA Y KOJMYECTBO B E;[HA,ngKOBKA

28 00BUTH TAOJIETKH @Q
56 00BUTH TaOJIETKH @

(0.4}
5. HAYMH HA IPWJIATAHE U TbT(MIH¥) HA BbBEKJIAHE
<

N4

Ipenu ynorpeba npoyeTeTe TMCTOBKATA. e
ITepopaiHO NPUIIOKEHUE .@

O
6. CHHELIUAJIHO ITPE] B,Ev)KI[EHI/IE, YE JIJEKAPCTBEHUAT ITPOAYKT TPSIBBA
JA CE C'I)XPAHH]% MSACTO JAJIEYE OT IIOTJVIEJA U IOCET'A HA JIEIIA

I[a CC CbXpaHsBa Ha ]6@ ZQILOCTBHHO 3a JAc1a.

N
| 7. 1Pyro@) CHEUMAJHO(M) PEJYIPEKIEHUE(S), AKO E HEOBXOJIUMO ]

«‘0

| 8. AMTA HA H3THYAHE HA CPOKA HA TOTHOCT ]
/

Q@ﬁeH I0:

‘ 9. CHELUAJIHM YCJIOBUS HA CbXPAHEHUE

Jla ce cpXpaHsiBa B OpUTHHAIHATA OTIAKOBKA.

[a ce cpxpansBa npu Temnepatypa nog 30° C.
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10 CIEIMAJIHU NPEAITAZHU MEPKU ITPU U3XBBPJIISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHNBA

11. HUME U AJIPEC HA TIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Cipla (EU) Limited
Hillbrow House

Hillbrow Road @fb
Esher

%
Surrey Q
O«

KT10 ONW

Benukobputanes *Q
>

Ten. +44 (0) 1372 461407
Fax: +44 (0) 1372 461401 0

12. HOMEP(A) HA PA3PELLIEHMETO 3A YIIOTPEBA R

EU/1/07/426/001 28 06BuTH TabNeTKH er
EU/1/07/426/002 56 06BuTH TabneTkn @

13. TMAPTUJIEH HOMEP

S

A'

IMaptrma Ne \)@

Q)Q

14. HAYMH HA OTIIYCKAHE | K

JlexapcTBEHUST IPOTYKT CE OTHyCKQ@ JIEKapcKO MperrcaHue.

RN

| 15.  YKA3AHMSI 3A YRS PEBA

oY

A
| 16. HOOPMAJIM3I HA BPAIJIOBA A3BYKA

Olanzapin&@%l ;,5 MI
O
&
2
\
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MUHHUMYM JAHHHU, KOUTO TPSABBA JA CBABPXAT BJIUCTEPUTE UJIN
JIEHTUTE

CTYAEHO ®OPMOBAHHU AJIYMUHHUEBU BJIMCTEPU

| 1. MIME HA JIEKAPCTBEHUSI IIPOJIYKT |

Olanzapine Cipla 2,5 mg o0BUTH TaONeTKH @fb
OJIaH3aIlnu @
&
| 2. MIME HA ITPUTEJKATEJISI HA PA3PELLIEHUE 3A YIIOTPEBA R |
)
Cipla (EU) Ltd ,bfb
X
| 3. JIATA HA U3THYAHE HA CPOKA HA FTOJTHOCT »
<
I'onen no: rb
Q’b
4. TIAPTUJEH HOMEP 9
‘2\0
[TapTuma Ne: @
N
-9
|5.  JAPYIo AV
O
)
A %O
4
*%
%
&K
Y
&
QC)
(o
¥
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JAHHHU, KOUTO TPABBA JIA CbADBPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUSA OT OBBUTU TABJIETKHA B BJINCTEP

1. HME HA JIEKAPCTBEHUA TPOAYKT

Olanzapine Cipla 5 mg o6BuTH TabNMeTKH
OJlaH3aIu

N
2.  OBSBSIBAHE HA AKTUBHOTOMTE) BEHIECTBO(A) h?
Bcesika o6BuTa TabneTKa ChabpKa 5 mg onaH3aruH &Q
‘\
3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA mj ‘
(a4

Cmmpn(a JIAKTO3a MOHOXUpPAT, BUKTE JIMCTOBKATA 3a JOII'BJIHUTEIHA I/IH(bOpMa@[

&Q

| 4. JEKAPCTBEHA ®OPMA M KOJIMYECTBO B EJJHA ORAKOBKA
‘b‘

28 ¢unMupaHu TabIETKH Q(b
56 06BUTH TaOIETKH @

o9

| 5.  HAYMH HA IPUJIATAHE U IbT(MILAQHA BbBEKIAHE
o

IIpeau ynorpeba npovereTe JIMCTOBKATA. @Q

[TepopaliHO IPHIIOKEHUE .@O
©
6. CHHELIUAJIHO ITPE] REBKI[EHI/IE, YE JIJEKAPCTBEHUAT ITPOAYKT TPSIBBA
HA CE CbXPAHSIB. MSACTO JAJIEYE OT IIOTJVIEJA U IOCET'A HA IEIIA

I[a CC CbXpaHsBa Ha ]6@ ZQILOCTBHHO 3a JAc1a.

N

| 7. 1Pyro@) CHEUMAJHO(M) MPEIYNPEXKIEHUE(ST), AKO E HEOBXOJJUMO ]
«‘0

| 8. AMTA HA H3THYAHE HA CPOKA HA TOTHOCT ]

O/

Q@ﬁeH I0:

‘ 9. CHELUAJIHM YCJIOBUS HA CbXPAHEHUE

Jla ce cpXpaHsiBa B OpUTHHAIHATA OTIAKOBKA.

CexpansBail npu Temneparypa noa 30° C.
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10. CIEIMAJIHU NPEAITAZHU MEPKU ITPU NU3XBBPJIISIHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE IIPOAYKTU NJIN OTHAABYHU MATEPUAJIN
OT TAX, AKO CE U3BUCKBAT TAKHUBA

11. HUME U AJIPEC HA TIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Cipla (EU) Limited
Hillbrow House

Hillbrow Road @fb
Esher

%
Surrey Q
O«

KT10 ONW

Benukobputanes *Q
>

Ten. +44 (0) 1372 461407
Fax: +44 (0) 1372 461401 0

12. HOMEP(A) HA PA3PELLIEHMETO 3A YIIOTPEBA R

EU/1/07/426/003 28 00BuTH Ta0JIETKH er
EU/1/07/426/00456 o0BuTH TaOIETKHA @

13. TMAPTUJIEH HOMEP

S

A'

IMaptrma Ne \)@

Q)Q

14. HAYMH HA OTIIYCKAHE | K

JlexapcTBEHUST IPOTYKT CE OTHyCKQ@ JIEKapcKO MperrcaHue.

RN

| 15.  YKA3AHMSI 3A YRS PEBA

oY

A
| 16. MHOOPMANNS HA BPAIJIOBA A3BYKA

Olanzapin&@%l ; MI
O
&
2
\
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MUHHUMYM JAHHHU, KOUTO TPSABBA JJA CbABPXAT BJIMCTEPUTE UJIN
JIEHTUTE

CTYJAEHO ®OPMOBAHU AJIYMUHUMEBHU BJIMCTEPHU

| 1. MME HA JJEKAPCTBEHMSI IPOJYKT |

Olanzapine Cipla 5 mg oOBuTH TabneTKH

oJlaH3amnu @fb
%
AL
| 2. WMME HA IPUTEXKATEJISI HA PA3PEIIEHUE 3A YIIOTPEBA KXl
\\
Cipla (EU) Ltd *
a0
3. JIATA HA U3THYAHE HA CPOKA HA TOJIHOCT X
N
Toxen 110: Q)Q
&
o
4. TAPTUJEH HOMEP ~ 2
‘2\0
IMapTuma Ne: @
N
o9
|5.  JPYIoO A’
WA
%
« A%
4
Q&
%
&K
>
2
&
O
R
¥
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JAHHHU, KOUTO TPABBA JIA CbADBPKA BTOPUYHATA OITAKOBKA
KAPTOHEHA KYTHUSA OT OBBUTU TABJIETKHU B BJINCTEP

‘ 1. HME HA JIEKAPCTBEHUA TIPOAYKT

Olanzapine Cipla 7,5 mg o0BUTH Ta0NeTKH
OJIaH3aIx

2. OBSABABAHE HA AKTUBHOTO(MTE) BEIHECTBO(A) , é}
Bcska o0BuTa TabneTka chaAbpxKa 7,5 mg onaH3anuH @

A
3. CIHUCBHK HA IOMOILHUTE BEILIECTBA QN |
D)

Cump)l(a JIAKTO3a MOHOXUAPAT, BUIKTC JIMCTOBKATA 3a JOIIBJIHUTCIIHA I/IH(i)OpMaHI/I}{b

R~

| 4. JIEKAPCTBEHA ®OPMA M KOJIMYECTBO B EJJHA ONIANOBKA

Qv
28 GunMupaHu TaOJIETKH &
56 00BHTH TaOJIETKH Q

[}

| 5.  HAYMH HA IPWIATAHE M IBT(MIIA) HAGBBEKIAHE

[Ipenn ynorpeba npoyereTe JIMCTOBKATA. \&

IlepopasiHo npuIIOKEHHE @Q

J AO
6. CIELUAJHO IPEIYTIPERNEHUE, UE JJEKAPCTBEHUST MPOAYKT TPSIBBA
JIA CE CHXPAHSIBA HA NBICTO JIAJIEUE OT MOTJIEJIA M IOCET A HA JIEIIA

Y
[a ce cbxpansBa Ha MSCTO }@:TLHHO 3a Jena.

O

| 7. APYTroW) @QARIMAJIHOM) MPEIYNPEKIEHUE(ST), AKO E HEOBXOIUMO |
% N
(8. 1AKKMA M3TUYAHE HA CPOKA HA TOJHOCT |
o
Foi@:
QY

P9. CIIEHHUAJIHHU YCJIOBUs HA CbXPAHEHUE

Ja ce cbxpaHsiBa B OpUTrMHAJIHATA OMAKOBKa.

Cexpanssaii mpu Temreparypa nox 30° C.
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10. CIEIMAJIHU NPEAITAZHU MEPKU ITPU NU3XBBPJIISIHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE IIPOAYKTU NJIN OTHAABYHU MATEPUAJIN
OT TAX, AKO CE U3BUCKBAT TAKHUBA

11. HUME U AJIPEC HA TIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Cipla (EU) Limited
Hillbrow House

Hillbrow Road @fb
Esher

%
Surrey Q
O«

KT10 ONW

Benukobputanes *Q
>

Ten. +44 (0) 1372 461407
Fax: +44 (0) 1372 461401 0

12. HOMEP(A) HA PA3PELLIEHMETO 3A YIIOTPEBA R

EU/1/07/426/005 28 06BuTH TabneTKu er
EU/1/07/426/006 56 00BuTH TaOJIETKH @

13. TMAPTUJIEH HOMEP

S

A'

IMaptrma Ne \)@

Q)Q

14. HAYMH HA OTIIYCKAHE | K

JlexapcTBEHUST IPOTYKT CE OTHyCKQ@ JIEKapcKO MperrcaHue.

RN

| 15.  YKA3AHMSI 3A YRS PEBA

oY

A
| 16.  MHOOPNAMISI HA BPAIJIOBA A3BYKA

Olanzapin&@%l ;,5 MI
O
&
2
\
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CbABPXAT BJIUCTEPUTE UJIN
JIEHTUTE

CTYJAEHO ®OPMOBAHU AJIYMUHUEBHU BJIMCTEPHU

| 1. MME HA JIEKAPCTBEHMSI IPOJIYKT |

Olanzapine Cipla 7,5 mg o0BuTH TaONeTKH
OJIaH3aIu

‘ 2. HWME HA IPUTEXATEJIA HA PASPEHIEHUE 3A YIIOTPEBA ,(Q

Cipla (EU) Ltd *Q

| 3. JIATA HA U3TUYAHE HA CPOKA HA TOJJHOCT Y

TI'onen no: e&

4. TAPTHUJEH HOMEP aod
Mapriza Ne: ~2~®® s
|5.  JAPYIo @6 &
2O
S
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JAHHHU, KOUTO TPABBA JIA ChbADBPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUSA OT OBBUTU TABJIETKHA B BJINCTEP

1. HME HA JIEKAPCTBEHUA TPOAYKT

Olanzapine Cipla 10 mg o0BuTH TaOneTKH
OJlaH3aIu

N
2.  OBSBSIBAHE HA AKTUBHOTOMTE) BEHIECTBO(A) h?
Bcesika o6BuTa TabmeTka cpappxka 10 mg omaH3zanuH &Q
‘\
3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA mj ‘
(a4

Cmmpn(a JIAKTO3a MOHOXUpPAT, BUKTE JIMCTOBKATA 3a JOII'BJIHUTEIHA I/IH(bOpMa@[

&Q

| 4. JEKAPCTBEHA ®OPMA M KOJIMYECTBO B EJJHA ORAKOBKA
‘b‘

7 bunmupaHu TabNeTKA Q(b
28 00BHATH TAOIETKHA @
56 00BUTH TaOJIETKH @
‘O)
5. HAYUH HA IPUJIATAHE 1 H’I)T(I/Im HA BBBEXJIAHE
\ 94

N4

[penu yrorpeba nmpoyerere IUCTOBKATA.
RN
O
A o

6. CIIEHUAJIHO IIPE PEXKIEHHUE, YE JIEKAPCTBEHUAT NIPOAYKT TPABBA
JA CE CBbXPAH HA MSACTO JAJIEYE OT IIOTJVIEJA U TOCEI'A HA TEIIA

oY
I[a CC CbXpaHsBa H@TO HCIOCTBIIHO 3a ACLA.

0%

| 7. aPyaQpil) CHEIMAJIHO(W) IPEIY IPEXKIEHUE(ST), AKO E HEOBXOIUMO ]
c)\
4@Q

N~ JIATA HA U3TMUAHE HA CPOKA HA TOIHOCT ]

IlepopasiHo npuIIOKEHHE

I'omen no:

‘ 9. CIHEHNHUAJIHU YCJIOBUSI HA CbXPAHEHHUE

ﬂa CC CbXpaHsBa B OpUTMHAJIHATA OIIAKOBKaA.

Cexpanssaii mpu Temrepatypa mox 30° C.
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10. CIEIMAJIHU NPEAITAZHU MEPKHU IIPU U3XBBPJIAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE IIPOAYKTU NJIN OTHAABYHU MATEPUAJIN
OT TAX, AKO CE U3BUCKBAT TAKHUBA

11. HUME U AJIPEC HA TIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Cipla (EU) Limited
Hillbrow House

Hillbrow Road @fb
Esher

%
Surrey Q
O«

KT10 ONW

Benukobputanes *Q
>

Ten. +44 (0) 1372 461407
Fax: +44 (0) 1372 461401 0

12. HOMEP(A) HA PA3PEILIEHMETO 3A YIIOTPEBA R

EU/1/07/426/007 7 o6BUTH TabaeTKH er
EU/1/07/426/008 28 00BHuTH TaOIETKH @
EU/1/07/426/009 56 00BuTH TaONETKH Q

13. IMAPTUAEH HOMEP

[MapTuma Ne

14. HAYMH HA OTIIYCKAHE <\

)

.HeKapCTBeHI/IHT MIpOAYKT C€ OT%JIS‘a 10 JICKAPCKO NPCAIINCaHUC.

N

15. YKA3AHUS 3 TPEBA
| ACNEO

X

| 16. MHOOPMAIMSI HA BPAILJIOBA A3BYKA
A4

Olanzap'(ré%?pla 10 mr
(o
¢
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CbABPXAT BJIUCTEPUTE UJIN
JIEHTUTE

CTYJAEHO ®OPMOBAHU AJIYMUHUEBHU BJIMCTEPU

‘ 1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Olanzapine Cipla 10 mg o6ButH TabaeTKn
OJIaH3aIu

‘ 2. HUME HA ITPUTEXATEJIS HA PASPEIHIEHUE 3A YIIOTPEBA

Cipla (EU) Ltd QO
)
| 3. JIATA HA U3TUYAHE HA CPOKA HA TOIHOCT 4

TI'onen no: &
%)

4. TAPTUJEH HOMEP A%
Q‘U’
ITapTuma Ne @
0@
(5. apyro é‘@ )
%)
D
O
<)
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JAHHHU, KOUTO TPABBA JIA CbADBPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUSA OT OBBUTU TABJIETKHA B BJINCTEP

1. HME HA JIEKAPCTBEHUA TPOAYKT

Olanzapine Cipla 15 mg o6ButHu TabneTkn
OJlaH3aIu

N
2.  OBSBSIBAHE HA AKTUBHOTOMTE) BEHIECTBO(A) h?
Bcesika o6BuTa TabneTka chappxka 15 mg omaH3zanmuH &Q
‘\
3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA mj ‘
(a4

Cmmpn(a JIAKTO3a MOHOXUpPAT, BUKTE JIMCTOBKATA 3a JOII'BJIHUTEIHA I/IH(bOpMa@[

&Q

| 4. JEKAPCTBEHA ®OPMA M KOJIMYECTBO B EJJHA ORAKOBKA
‘b‘

28 dhunMupanu TabIETKH Q(b
56 06BUTH TaOIETKH @

o9

| 5.  HAYMH HA IPUJIATAHE U IbT(MILAQHA BbBEAKIAHE
o

IIpeau ynorpeba npovereTe JIMCTOBKATA. @Q

[TepopaliHO IPHIIOKEHUE .@O
©
6. CHHELIUAJIHO ITPE] REBKI[EHI/IE, YE JIJEKAPCTBEHUAT ITPOAYKT TPSIBBA
HA CE CbXPAHSIB. MSACTO JAJIEYE OT IIOTJIEJA U JIOCET' A HA JIEIIA

I[a CC CbXpaHsBa Ha ]6@ ZQILOCTBHHO 3a JAc1a.

N
| 7. IPYTo@FCNENMATHOM) MPETYNPEXKJIEHUE(S), AKO E EOBXOJJMIMO ]

«‘0
o

8.N-YIATA HA UBTHYAHE HA CPOKA HA TOJTHOCT |

S
TI'onen no:

‘ 9. CIELHMWAJIHM YCJIOBUS HA CbXPAHEHUE

Jla ce cpXpaHsiBa B OpUTHHAIHATA OTIAKOBKA.

CexpansBail npu Temneparypa noa 30° C.
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10. CIEIMAJIHU INIPEAITAZHU MEPKU IIPU U3XBBPJIAHE HA  HEU3IIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE IIPOAYKTHU NJIN OTHAABYHU MATEPUAJIN
OT TAX, AKO CE U3BUCKBAT TAKUBA

11. HUME U AJIPEC HA ITIPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Cipla (EU) Limited
Hillbrow House
Hillbrow Road

Esher @fb
Surrey @
KT10 9NW Q
BenukoOpuranes O
Ten. +44 (0) 1372 461407 Q
Fax: +44 (0) 1372 461401 (b\\
12.  HOMEP(A) HA PAPEIIEHMETO 3A YIIOTPEBA Q@
EU/1/07/426/010 28 06ButH Tabnetk %)
EU/1/07/426/011 56 o6BuTH TabneTku &Q
13. TAPTHJIEH HOMEP Y
N
IMaptrma Ne @
®\>~
14. HAYMH HA OTIIYCKAHE %
N
JlexapcTBEHHAT MPOJYKT CE OTIIYCKa KapCKO IIPEAIIUCaHHUE.

L
| 15. YKA3AHHSA 3A YIIQEPEBA |

o

| 16.  MH®OPMANLDT HA BPAIJIOBA A3BYKA |

N
Olanzapine Ci&l‘ S Mr
&

O
N
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MUHHUMYM JAHHHU, KOUTO TPSABBA JJA CbABPXAT BJIMCTEPUTE UJIN
JIEHTUTE

CTYJAEHO ®OPMOBAHU AJIYMUHUEBHU BJIMCTEPU

| 1. MME HA JIEKAPCTBEHMSI IPOJIYKT |

Olanzapine Cipla 15 mg o6ButHu TabiaeTkn
oJlaH3anue

‘ 2. HWME HA IPUTEXATEJIA HA PASPEHIEHUE 3A YIIOTPEBA ,(Q

Cipla (EU) Ltd *Q

| 3. JIATA HA U3TUYAHE HA CPOKA HA TOJJHOCT Y

TI'onen no: e&

4. TIAPTUJEH HOMEP O
~2~®® A
|5.  JAPYIo Q)@ o
2O
S
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JlncroBka: undopmanusi 3a norpeduTeNs

OLANZAPINE CIPLA 2,5 mg o0BuTH Ta0JIETKH
OLANZAPINE CIPLA 5 mg o0BuTH Ta0aeTKN
OLANZAPINE CIPLA 7,5 mg 00BUTH Ta0JIETKH
OLANZAPINE CIPLA 10 mg o6BuTH Ta0JIeTKH
OLANZAPINE CIPLA 15 mg o0BuTH Ta0JIeTKH
oyran3anuH (olanzapine)

IIpoyeTrere BHMMATEIHO ISJIATA JIMCTOBKA IPeIH 1A 3alI0YHeTe 1a IpUeMaTe TOBA JIEKapCTBO,
ThH KaTo TS chbAbP:ka BaxHa 3a Bac nndopmanus. (b.
- 3amaseTe Ta3u JUCTOBKA. MoXke 1a C€ HAJIOKU Aa 5 IPOYETETe OTHOBO. b

- AKO UMaTe HIKaKBU JOIBJIHUTEIHU BBIIPOCH, onuTaiTe Bamms nexap nim dapmanesrT, @

- ToBa JiekapcTBO € IPeANUCcaHo eIUHCTBEHO U JINYHO Ha Bac. He ro nmpeorcrsnBaiite 9‘1/1
Xopa. To moxe Ja UM HaBp€an, HE3aBUCUMO Y€ ITPU3HAINUTE HA TAXHOTO 3a00J15Ba ‘BITUTEC
KakTo Bammre.

- AKO NOITyYHTe HKAKBU HEXKEJIaHU JICKAPCTBEHM PEAKIINH, yBeToMeTe Bamm ap UIn
¢dapmaneBT. ToBa BKIIOUBA M BCHUKH BH3MOXHH HEXKEJIAaHHU PEAKLUH, HEO ?hn B Ta3n
JIUCTOBKA. {%

B Ta3u J1ucTOBKA: &

1. Kakso mpencraBngsa OLANZAPINE CIPLA u 3a KakBo ce H3I] a
2. Kakso Tps0Ba aa 31aere, npenu aa npuemere OLANZAPIN A
3. Kak na mpuematre OLANZAPINE CIPLA Q
4.  BBb3MOXHU HEXEJIaHU PeaKUuu @
5. Coxpanenne Ha OLANZAPINE CIPLA
6. ChabpkaHre HA OTTAKOBKATA U IOMIBIHUTEITHA HHdggeaauHﬂ
R4
1. Kaxso npeacraBiasiBa OLANZAPINE A ¥ 3a KaKkBO ce M3M0JI3Ba

OLANZAPINE CIPLA npunamiexu K}Mﬁ@nam JIEKapCTBa, HAPEUEHU aHTUIICUXOTHUILIN U

ce M3I0JI3Ba 32 JICUCHHUE Ha CIICIHUTE ISIBAHHS
e [luzodpenus - 3abonsBaH CUMITOMH KaTO YyBaHEe, BIDKIAHE WIH yCellaHe Ha
HECBIIECTBYBAIIN 00K, HaTyJIHI MUCITH, HeoOHnyYaliHa MO03PUTEIIHOCT U 3aTBapsHE B ceOe
cu. Xopara ¢ ToBa 3 aHe MOJKE CBIIO Ja C€ YyBCTBAT MOJTUCHATH, TPEBOXKHH HITU

HaIpETHATH.
e  YMepeHO TEeXKK QTG)KKI/I MaHUIHH eMU30/I1 - ChCTOSHUS ChC CHMIITOMH Ha Bb30y/1a HITn

eydopus. QQ

OLANZAPIN @)LA IIOKAa3Ba, Y€ IIPEAINA3Ba OT IOBTOPHA I0SIBA HA TE3U CUMIITOMM IIPU MALEHTH C
OUIOIISIPHQ 01CTBO, TPH KOUTO MAHUIHUAT €MU30/]] CE MOBJIHBA OT JICYEHUE C OJIAH3AINH.

O

2. ﬁmm TpsiOBa Aa 3HaeTe, npeau n1a npuemate OLANZAPINE CIPLA

Q@e npuemaiite OLANZAPINE CIPLA
- AKoO cTe aJlepru4yHu (CBPHXUYBCTBUTEIHN) KbM OJIAH3aITMH WK HAKOSI OT OCTAHAIUTE ChCTABKU
Ha TOBa JIEKapCTBO (M30pOEHH B TOUKa 6). AJepruyHara peakiiys MOKe Ja ce pa3lo3Hae 1o
HaJIMYMETO Ha 0OpUB, ChPOEK, OTOK Ha JIULETO, [TOJyBaHE HA YCTHUTE WM HEIOCTHUT Ha BB3AYX.
Axo ToBa ce ciayuu ¢ Bac, o0bpHeTe ce kbM Bamus nexap.
- Ako HiKora Bu e mocTaBeHa Auar{osa 3a nmpoOJieMy ¢ OYHTe KaTo HalpUMep HAKOU BHIOBE
riaykoMa (TIOBUIIICHO HAJSITaHE B OKOTO).

Ipexynpesxknennsi u NpeanasHu MepKU
T'oBopere ¢ Bamus nekap wiu papmarieBt, npeau aa npuemere OLANZAPINE CIPLA.
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He ce mpenopruBa ymotpedata Ha OLANZAPINE CIPLA npu nmanueHTH B cTapuecka Bb3pacT

C IeMEHLUS, Thi KaTO IPH TAX TOBA JIEKAPCTBO MOXKE J]a Ma CEPUO3HH HEXKEJIAHU JIEKapCTBEHU
peaxuuu.

JlekapcTBa OT TO3W TUM MOTaT Ja MPeJU3BUKAT HEOOMYaliHU IBMXKEHUSI TPEIUMHO B 00J1acTTa
Ha JINLETO U e3uKa. AKo ToBa ce ciyuu ciea karo cre npuenu OLANZAPINE CIPLA, kaxere
Ha Bamus nekap.

MHoro psiaKo, JeKapcTBa OT TO3U THII MOT'aT J1a MPeIU3BUKAT KOMOWHAIMA OT TeMIIeparypa,
YUECTEHO AMIIaHe, TOTeHE, CKOBAHOCT Ha MYCKYJIUTE U CHHIMBOCT WM Oe3chHHUE. AKO TOBa ce
Cilyuu, He3abaBHO noTbpcere Bamus nexap.

Hab6momaBaHo e moBuIaBane Ha TETII0TO pH manueHTd, kouto nmpuemat OLANZAPINE
CIPLA. Bue u Bammst nekap TpsaOBa peloBHO Jia CIEIUTE 3a TErJI0TO. (b'
[Tpu nanumentu, kouto npruemMar OLANZAPINE CIPLA, ca HaOnroaBaHd BUCOKM HUBA Ha b
KpPbBHA 3aXap U Ha MAacTH B KPbBTA (TPUITIMLIEPUIN U XoaecTepoi). Bamusar nexap Tpﬂ6B&
HanpaBHW KPbBHU M3CIIEABaHU 32 IPOBEpKa Ha KPbBHATA 3aXap M HUBATa HA HIKOW Ma

npenu na 3anounere na npuemare OLANZAPINE CIPLA u penoBHO 1Mo Bpeme Ha HETO.
YBenomere nekapsi, ako Bue nnu Hskol BbB BaieTo ceMelcTBO HSIKOTra CTe UM 'bBHU
CBHCHPEIH, Thil KaTO TOAOOHH JIEKapCTBa Ce CBHP3BaT ¢ 00pa3yBaHETO Ha KpbB@CL HpETIH.

Q

AKo cTpagarte OT HAKOE OT H30pOEHUTE MO-10JTy 3a00IBaHuUs, YBEAOMETE s JIEKap Bb3MOXKHO
Hal-0bP30: @
. WucynT nnm “MuHW” HHCYNT (MIPEXOTHA IPU3HALN 32 HHcyﬂiibQ
. Bonect na Ilapkuncon Q
o [Mpobnemu ¢ mpocraTara
o UpeBHa HEMPOXOUMOCT (TapaTUTHUEH UIIEYC) %
o YepHoapoOHO uin ObOpedHo 3a00siBaHe
o 3abosiBaHUs Ha KPBBTa (%)
o CbpaeuHo 3aboisiBaHe N
° Jnaber @Q
. I'spuoBe
&9

Ako ctpazgare oT nemeHuus, Bue un KbT, KOWTO ce Tpwxku 3a Bac/Bam ponauHa TpsioBa na
nHpopMupa Bamus nexap, ako Hik T€ UMaJIU UHCYIT WU “MUHU UHCYJT.

)
Kato pyTuHHa npeamnasHa M aKO CTe Ha Bb3pacT Haj 65 ., Bamero kpbBHO HaysArane TpsiOBa aa

ce HaOroasa ot Bamms

O

Jeua v roHOIIN
OLANZAPINE Iﬁ HE € IpeJHa3HaueH 3a MalueHTy noa 18-rogumiHa Bb3pacr.

N

au OLANZAPINE CIPLA

yTu JekapcTBa 1o BpeMe Ha geueHueto cb¢ OLANZAPINE CIPLA, camo ako Bammst
Kasall, ue TOBa € Bb3MOXHO. Bue Moke 1ja modyBcTBaTe ChbHJIMBOCT, aKO IpUeEMare

PINE CIPLA B xoMOWHAIWSI ¢ aHTUAETIPECAHTH WM JIEKAPCTBA 3a JICYCHUE Ha TPEBOKHOCT
aKWBa MOANOMAramiy ChHs (TPaHKBUIN3AaTOPH).

H(popMmupaiite Bamms jgexap, ako mpreMare, HACKOpO CTe PUEMaNTH WIIH € Bb3MOXHO Ja TpreMare

JIPYTH JIeKapCTBa.

Tlo-cnennanHo yBenomere Baius nekap, ako npuemare:

nexkapcTBa 3a 6osectta Ha [lapkuHCOH.

kapOamasenuH (MIPOTUBOCTIMIICITHYHO U CTAOMITN3UPAIIO0 HACTPOSHUETO JIEKapCTBO),
¢byBOKCaMUH (aHTUIETIPECAHT), WIIM HUIPOQIIOKCAlUH (AHTUOMOTHK), Thii KATO TOBA MOXKE J1a
Hajou npoMsHa Ha Bamata moza OLANZAPINE CIPLA.
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OLANZAPINE CIPLA u ankoxon
He nmiite ankoxon, mo Bpeme Ha jgedeanero cbe OLANZAPINE CIPLA, Thit KaTo €THOBPEMEHHO C
AJIKOXOJI MOXE JIa IOBEJIC 10 T0sBaTa Ha ChHJIUBOCT.

bpemeHHoOCT U KbpMeHe

AKo cTe OpeMeHHA WU KbPMHTE, CMATATE, U¢ MOXKE J1a CTe OpeMeHHA I IUIaHupaTe OpeMEHHOCT,
nochBeTBaiTe ce ¢ Bamms nexap npeau ynorpedara Ha TOBa JiekapcTBO. Bue He TpsiOBa 1a mpuemare
TOBA JICKapPCTBO, aK0O CTe OpeMeHHa, OCBEH aKo He CTe To oOChamIn ¢ Bamms ekap. Bue He TpsOBa na
MpreMaTe TOBa JISKapCTBO, B CITydail Ha KbpMeHe, Thid kaTo Manko KommdecTBo oT OLANZAPINE
CIPLA moxe fa npeMHHe B KbpMara.

CrnenHuTe CUMITOMH MOTAT Aa C€ MOSIBSIT IPY HOBOPOAEHH, YMHTO MalKK ca yHnoTpeOsBaiu Q(b
OLANZAPINE CIPLA npe3 nocieanust TpUMecTsp (OCIEIHUTE TPHU Mecela OT 6peMeHHOCTT§®
TperepeHe, CKOBAaHOCT W/WIH cIaboCT Ha MyCKYJIUTE, CHbHIMBOCT, Bb30y/1a, MPOOIEeMH C JHIL u
3aTpyaHEHHs B XpaHeHeTo. AKo mipu Bamieto 6e0e ce posBU HIKOW OT TE3W CUMITTOMH I eTe

CBOSJIEKAp. *
a0

lo¢upane u pa6oTa ¢ MAIIUHU

MMma onacHOCT OT MosiBaTa Ha ChbHJIMBOCT IO BpeMe Ha mpuema Ha OLANZAP IPLA. Ako ToBa
ce ciyud He modupaiite 1 He paboTeTe ¢ HUKAaKBa anaparypa Hil MalliHI nomete Bammms
JICKap. @

OLANZAPINE CIPLA chabp:ka JaKTo3a be

Axo Bammsr nekap BU € Ka3al, 4e UMaTe HEMOHOCUMOCT KbM H;Q%axapm, cBBpKeTe ce ¢ Bamms
JieKap Mpeau J1a B3eMeTe TOBa JEKapCTBO. Q

3. Kak n1a npuemate OLANZAPINE CIPLA @Qs

N
Bunaru nmpuemaiite TOBa JIEKapCTBO TOYHO, Kiéﬁﬁn e kKa3zan Bammus nexap. Ako He cTe CUTYpHU B
Helllo, nonuTaite Bamus nexap nim (bapMagz 4

Bamusr nekap me Bu kaxe KoJko Ta6") 1 OLANZAPINE CIPLA na npueMate u KOJKO JIBJITO J1a
ru npuemare. JlneBHaTa no3a Ha O APINE CIPLA e mexnay 5 u 20 mg. Koncynrupaiite ce ¢
Bammus nekap, ako cumnromu By ce ®b300H0BAT, HO He cnupaiite npuema Ha OLANZAPINE CIPLA,
nmokaTto Bammst nexap He Bu {éﬁﬁema Jla TO HaIlpaBHTE.

Bue Tps6Ba ga mpuemat ZAPINE CIPLA BenHBX THEBHO, CIIEIBAMKYU MPETIOPHKUTE HA
Bamus nekap. Onut Ce J1a B3eMaTe TaOJIETKUTE 110 €THO U CHII0 BpeMe, Bceku JeH. [[pueMbT Ha
TaOJIETKUTE HE 3aBle T IprieMa Ha xpaHa. Bue Tps6Ba ga rimprHeTe Tabnetkute OLANZAPINE

CIPLA 1enu ¢ B@g

AKko cTe U@m noseye oT HeoOxoaumara 103a OLANZAPINE CIPLA

IIpu n TUTE, IpHeNHu moBede oT HeoOxoanmoTo kommdecTBo OLANZAPINE CIPLA ce
HaO BaT CJIEIHUTE CHMITOMHM: yUecTeHa ChbpAeUHa AeHHOCT, Bb30yAa/arpeCuBHOCT, IPOOIEMH C
T , HeoOMuaifHu IBMXeHus (0cOOEHO Ha JIMLETO WM €3UKa) U pa3iInyHa CTEIeH Ha HapylIeHHEe

'b3HAHUETO. J[pyru cHMOTOMHU MOXe J1a ObAaT: BHE3aMHA 00BbPKAHOCT, IPUTIAABK (ETTHIIeTICHS),
KOMa, KOMOMHAINA OT TPECKa, yYECTeHO IWIIaHe, N3NOTABaHE, MyCKYyJIHA CKOBAHOCT U 3aMasiHOCT WJIH
CBHHJIMBOCT, 3a0aBsHE HA ChpJeYHATa YeCTOTAa, aCIUPALHsl, HOBUIIEHO WU MIOHIKEHO KPBBHO
HaJsraHe, HapyIIeH ChbpAeUYeH puThM. Beanara moTspcere Bamms nexkap uim HalmpaBo OTHUIETE B Hail-
0JIM3K0TO OOTHUYHO 3aBE/ICHUE, aKO MMAaTe HAKOM OT ropHUTEe cuMnToMu. [lokaxere Ha ekaps
orakoBKaTa Ha Bammre TabneTku.

Ako cte nponycnaau 1a npuemere OLANZAPINE CIPLA
B3emMere TabieTkuTE BeIHAra IIOM ce ceTuTe. He mpruemaiite 1Be 103U B €IHMH JICH.
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Ako cte cuipesau na npuemate OLANZAPINE CIPLA

He crnimpaiiTe nedeHneTo ¢ TaOIETKUTE CaMo 3aI0TO CTe Ce MOYYBCTBAIH MO-100pe. BaxkHo e na
npoasmkute aa npuemate OLANZAPINE CIPLA tonkoBa Abiro, Koiakotro Bu e mpenopruan
Bamusar nekap.

Axo Bre3amHo crpere aa npueMate OLANZAPINE CIPLA, moxe na ce HaOIrogaBaT IpHU3HAIN KaTo
HaIpUMeEp U3MOTABAHE, HECIIOCOOHOCT Jia Ce CIH, TPEMOP, TPEBOKHOCT WM TaJICHE U TIOBPbBILAHE.
Bammwsr siekap moxe ja Bu npeinoxu 1a HaManuTe J103ata MOCTEIeHHO, TIPE/IN J1a CIIpeTe
JICUYCHUETO.

AKO UMaTe HSIKaKBU JOIBIHUTEIHN BBIIPOCH OTHOCHO yroTpeOdaTa Ha TOBA JIEKapCTBO, OMUTANTE (b.
Bammis mekap i gapmareBT. @b
4. Bb3MOkKHH He:KeJIaHU peaKkl U QO

KaxTo Bcuuku JiekapcTBa, TOBa JIEKAPCTBO MOKE Jia IOBEE JI0 TosIBaTa Ha HexcenaH@,ea 1107078
BBIIPEKH Y€ HE BCEKU TH MOTydaBa.

He3abaBHo kaxxeTe Ha Barus nekap, ako umare:
® HeoOWYaiHU IBMKEHUS (UeCT HeXelaH eeKT, KOUTO MOXKe Aa 3ac®\9no 1 Ha 10 yoBexa)
TJIABHO HA JIUIIETO WJIM €3UKA, g(
® KPBHBHU CHCUPEIIM BHB BEHHUTE (HEUECT HexeNaH eekT, Koit Dk na 3acerse no 1 Ha 100
YOBeKa), 0COOCHO B Kpakara (MPU3HAIUTE BKIIFOYBAT OTO Ka ¥ 3a4epBsBaHE Ha Kpaka),
KOUTO MOXE Ja C€ IIPUABMKAT 10 KPbBOHOCHUTE ChI0 enust Ipo0, MPUYHHSIBAMKH 00JIKa B

o0JacTTa Ha rPBAHMS KOII U 3aTPYJAHEHO JTUIIIaHE. %o 20CIIeKUTE HAKOHM OT T€3M MPHU3HALIH,
MOTHPCETE MEIUIIMHCKU ChBET He3a0aBHO

e KOMOWHAIWS OT TEMIEepaTypa, yYeCTeHO JUIIE., N3MOTIBaHEe, MyCKYIIHA CKOBAaHOCT H
JIPEMITUBOCT WJIA CHHIMBOCT (YECTOTATA Ha, SN HexeaH e(ekT He MOXKe Ja ObJie OlleHEeHa OT

HaJIMYHUTE JaHHU) @Q

MHoOro 4ecTH HeKelNaHu peaknuu (y Q(a 3acerHat nosede oT 1 Ha 10 yoBeka) BKIIOYBAT
Ha/l/JTaBaHe Ha TEerJo; ChbHIUBOCT U IIEHUs B HUBATa Ha NPOJIAKTUH B KPBBTA. B Hauanoro
Ha JICYEHUETO HIKOM XOpa MOra MTOYYBCTBAT 3aMasHOCT WM c1a0ocCT (che 3a0aBsiHE Ha
Chbp/I€YHATa YECTOTa), oco6e}Q §pHU U3IpaBsHE OT JIETHAIO WU CEeHAJIo nojoxeHue. Toa
OOMKHOBEHO IIPEMHUHABA Oﬁ\&aMOCG6€ CH, HO aKO TOBA HE CTaHe, yBejoMmere Bamus sekap.

Uectu HexeIaHU pea %ome na 3acerHat o 1 Ha 10 9oBeka) BKJIFOYBAT IPOMEHH B HUBaTa Ha
HSIKOU KPBBHU KJIE aCTH B KPHBOOOPAIIIEHUETO U B HAYAJIOTO HA JICUSHUETO BPEMEHHO
MOBHILIEHUE HAa YQQHDIPOOHUTE CH3UMH; ITOBHUIIICHNS B HUBAaTa Ha 3aXapTa B KPhBTA U YPUHATA;
MTOBHIIICHUS B aTa Ha MMKOYHATA KHCEIHA U KpeaTnH(oCcPOKHHA3aTa B KPHBTA; 3aCUIICHO
YyBCTBO H @z[; 3aMasiHOCT; OE3MOKONCTBO; TPEMOP; HEOOWYAHN ABMKEHUS (TUCKUHE3NN ); 3aIIeK;
cyxota aTa; 00pUB; 3ary0a Ha CUJIa; IPEKOMEPHA YMOPSIEMOCT; 3aIbpyKaHe Ha BOJIa, BOJCIIIO 110
otnyakE)Ha phIIeTe, TJIC3CHUTE WK Ha CThIIAaTa; BUCOKA TeMIleparypa; O0JIKK B CTABUTE; U

M TUCQYHKIIMY, KATO HAMaJICHO JIMOUIO TIPH MBXKE M KEHH WM SPEKTIUTHA TUCHYHKIIHS ITPH

Heuectu nexxenanu peaknuu (Moxe na 3acerHat 1o 1 Ha 100 yoBeka) BKIIFOUBAT
CBPBXUYYBCTBUTEIHOCT (HAIp., TOJlyBaHe HA YCTaTa M I'bPIIOTO, ChpOEK, OOpUB); AHA0ET U
BJIOIIIaBaHe Ha JAnadeTa, MOHSAKOTa CBHP3aHO C KETOAIH103a (KETOHU B KPhBTAa M ypUHATA) WM KOMa,
r'bpYOBE, OOMKHOBEHO CBBP3aHU C I'bPYOBE B MUHAJIOTO (EIMUIIETICHS ); MYCKYJTHA CKOBAaHOCT WJIH
cnasMH (BKJIIOYUTEIHO JBMKEHHS HA OUMTE); IPOOIEMH € TOBOPa; OaBEH ChpICUCH IMyJIC;
YYBCTBHUTEJHOCT KbM CITBHUEBA CBETJIMHA; KbPBEHE OT HOCA; IOAYyBaHE Ha KOpeMa; 3ary0a Ha mameT
wu 3a0paBsiHe; He3a bpiKaHe Ha ypUHATa; 3aTpyIHEHUE TIPH yPUHUAPAHE; KOCOMAM; JIUIICa UITH
HaMaJIeHWEe Ha MEHCTPYaJTHUTE [TUKIIN U IPOMEHH B I'bPANTE TPU MBKE U KEHH, KaTO MaTOJIOTHIHA
MPOAYKIHA Ha KbPMa WII aTOJIOTHYHO HapacTBaHe.
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Penxu Hexxenmanu peakiuu (Moxe aa 3acerHat o0 1 ma 1 000 goBeka) BKIIIOYBAT IMOHIKABaHE Ha
HOpMaJIHATa TeJeCHa TEMIIEPaTypa; HapyIIeHHs Ha ChP/ICYHUS PUTHM; BHE3aIHA HEOOSCHIMA CMBPT;

BB3NAJICHUEC Ha 3aICTOMAIIHATa KJji€3a, IPpUINHABAIIO0 CUJIHA KOPEMHA 6OJ'IKa, TeMIICparypa u

HEPA3IOJIOKCHHUEC, ‘IepHOI[pO6HO 3360J'I$[B3He, MMPOABABAIIO C€ KATO MOKBJITABAHC HA KOKAaTa U HA
0saTa yacT Ha O4YHUTEC; MYCKYJIHO 3360J’I$IB3HC, MMPOsABABAILO C€ KATO HEOOSCHUMU OOJIKH U CTpagaHusl,

MPOIBIDKUTETHA W/HITA OOJIE3HEHA ePEKITHS.

I[OKaTO npueMar OJIaH3aluH, MAalUCHTUTE B HAIIpE€AHa/Ia Bb3PacT C AEMCHIIMA, MOT'aT Aa MoJiy4yaT

HWHCYJIT, MTHEBMOHN, HE3aAbPKAaHC HA YpUHATA, TaJaHusd, CUJIHA YMOPAEMOCT, 3pUTCIIHU

nmoxonkara. B Ta3u crierududHa rpyra nanueHTH IMa ChOOIIEeH!S U 32 HAKOJIKO CiIydast ¢ (aTtae

XaITIOIIMHAIINY, TTOKaYBaHEe Ha TeMIIepaTypaTa, 3auepBsiBaHe Ha KOXKaTa U J]a UMaT MPOOIEeMH C 60

HU3X0Md.

Q

[Tpu marmentn ¢ 6onectra Ha [lapkuacon, OLANZAPINE CIPLA moxe na noseze o BI@&HC Ha

CHUMIITOMUTE.

ToBa BKJII0YBa M BCHYKH Bh3MOKHU HEXXEIaHU p€aKkuu, HEOIMUCaHU B Ta3u JI Ka.

AKO mosryunTe HIKaKBU HEXEJIaHU JIEKapCTBEHU peakluy yBeaomeTe Bamms ne;gp(hm (bapmanesT.

N

5. Kak na coxpanssBane OLANZAPINE CIPLA OBBUTU T KU
a ce cbxpaHsBa MsICTO, HEAOCTBIIHO 3a ACLA. Q(b

He u3non3Baiite TOBa JI€KapcTBO ClIe/ CPOKa Ha TOAHOCT, @emmaH BBPXY KaTpOHEHATa OIlaKOBKa

cien “I'omen no:”

CobxpaHsBaiiTe B OpUTHHAIHATA OTIAKOBKA. Cpr@%aHTe pu remmeparypa moxa 30° C.

He H3XB’LpJ’IfH71Te JICKapCTBATa B KaHAJIMU3aIl a!zIJ'II/I B KOHTeﬁHepa 3a JOMAaIlIHM OTIIaaAbIIn.
JIATC JICKApCTBATa, KOUTO BEUC HE U3II0JI3BATC. Te3n

[lommmratite Bamms dapmarieBT Kak ga 313&

MCPKH 1II€ CIIOMOIrHaT 3a OIla3BaHC Ha HaTa cpclaa.
£ .
6. CT)I[T)p)KaHHe Ha OMaKOBKaTa U JO0IIbJHUTEC/IHA HH(I)OpMaIII/IH

Kakso ceabp:ka Olanzapine Cipla

- AKTHBHOTO BEIIIECTBO € oJiaH3anuH. Besika o0BuTa TadneTka Olanzapine Cipla chabpika

2,5 mg, 5 mg, 7,5 mg, 10 mg unu 15 mg oT akTUBHOTO BEIIECTBO.

- Hpyrure cbcTaBku ca:

- SAnpo Ha TabneTkara: JJaKTO3a MOHOXHUIPAT (BHXKTE CHIIO Kpast HA TOYKA 2 — BaKHA
nHopmMaLus 3a Hikou oT cheTaBkute Ha Olanzapine Cipla), napeBuuHo HUIIECTE,
XHUIPOKCHUIIPOITUII 1IeTyJ103a, MarHE3UeB cTeapar.

- TabnerHa oOBHBKa:

Tabnetku ot 2,5 mg, 5 mg, 7,5 mg u 10 mg: Opadry 0su1, chapprkait xuapomesiosa (E464),
tutaHoB auokcuy (E171), makroza MmoHOXUApAaT, monuetuiieH riaukoi 3000 u rimuepost
TpHarerTar

Tabnetku ot 15: Opadry cuH, chabpikai xuapomenosa (E464), turanos quokcun (E171),
nonretwieH rivkon 6000, naauro kapmud anymuHues Jak (E132), 6puistatHo cun FCF
arrymunueB Jak (E133) u uepen xenesen oxcun (E172)

Kak m3rie:xkna OLANZAPINE CIPLA u KakBO ChIbp:Ka 0MaKOBKaTa

Olanzapine Cipla 2,5 mg o06Butu TabneTku ca 0eyn, KPbIK, IBOWHO U3ITBKHAIH TaOIeTKH C
MMOKPUTHE, C BITHOHATO peredHO o3HadeHue ‘2.5’ BppXy exHara crpana u ‘OLZ’ BppxXy apyrara
CTpaHa.
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Olanzapine Cipla 5 mg o0BuTH TabneTKH ca 6enn, KpbIid, TBOHHO U3ITBKHAIN Ta0JIETKH C TOKPUTHE,
¢ BIbOHaTO penedHo o3naueHue ‘OLZ 5° Bppxy ennata crpana u ‘NEQO’ BppXy apyrara cTpaHa.

Olanzapine Cipla 7,5 mg o0BuTH TabiieTky ca 0enu, KpbIIH, TBOHHO U3ITBKHAINA TaOJIETKH C
MOKPUTHE, ¢ BIUTEOHATO penedHo o3HaueHne ‘OLZ 7.5° Bppxy ennata crpana u ‘NEO’ BbppXy npyrara
CTpaHa.

Olanzapine Cipla 10 mg o0BuTH TabneTku ca 6e1u, KPbIiIH, ABOWHO W3ITFKHAIH TAOJIETKH C
MOKPUTHE, ¢ BIUTLOHATO penedHo o3HaueHue ‘OLZ 10’ Bbpxy eanara crpana u ‘NEQO’ BbpXy apyrara
CTpaHa.

Olanzapine Cipla 15 mg 00BHUTH Ta0NETKM Ca CUHH, CITUTICOBUIHH, TBOMHO M3ITBKHAIIN Ta0JICTKH C
MOKPUTHE, ¢ BIUTLOHATO penedHo o3HaueHne ‘NEO’ oT eqHaTa cTpaHa M IIaJKU OT ApyraTa CTpaHa.

Olanzapine Cipla 2,5 mg, 5 mg, 7,5 mg u 15 mg oOBUTH TaOJIETKH CE TOCTABAT B OIUCTEPHU
OMaKkoBKH ¢ 28 u 56 Opost TabIeTKH.

Olanzapine Cipla 10 mg 0oOBHTH TaOIETKH C€ JOCTABST B OJIINCTEPHU OMAKOBKH ChC 7, 28 1 56 Opost
TabJEeTKH.

He BcHYKH BUIOBE OTIAKOBKHM MOTAT Jia ObaT IyCHATH B ITpoaaxoa..

IlpuTesKaTe] HA pa3spelIeHHETO 32 yIoTpeda H NPOU3BOIUTE

[Iputesxaren Ha paspemenuero 3a ynorpeba: Cipla (EU) I@Jﬂd, Hillbrow House, Hillbrow Road,
Esher, Surrey, KT10 9NW, BenukoOpuranust D\

Ten.: +44 (0)1372 461407

Daxc: +44 (0)1372 461401

Pharmadox Healthcare Limited, KW20A Kor(qu_%fdustrial Park, Paola, PLA 3000, Manrta

Ten.: +356 21 808662

®dakc: +356 21 808663

JaTa Ha mocsieaHo npepa3mema¢§ﬂ{1 auctoBkara {mecey I'TTT?}

arcHuuys 110 JICKapCTBaTa: www.€ma.curopa. eu/

O

e o o
[MTonpobOHa uHpOpManus 3@'}eKapCTBeH HPOJIYKT € MpeocTaBeHa Ha yeOcaiiTa Ha EBponeiickara
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