NPUJIOXKEHHUE |

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHMUA TPOAYKT

Olazax Disperzi 5 mg TabieTku, TUCTIPTUPAIIH CE B yCTaTa

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB

Bcsika Tabnetka, Aucrieprupaiiia ce B ycrara, Chabpika S Mg onansanus (0lanzapine).

[ToMo1IHO BemecTBO ¢ U3BECTHO JCHCTBHE: BCsAKA TaOlleTKa, AUCTIEprupaia ce B ycraTa, ChIbpiKa
0,23 mg acmapram.

3a TBJIHYS CIIMCHK Ha TIOMOIIIHHUTE BEIIECTBA BIKTE TOUKa 6. 1.

3. JJEKAPCTBEHA ®OPMA

Tabnerka, qUcneprupaiia ce B ycrata

JKbntu, Kpbriy, MIOCKH TabJIETKU ChC CKOCEHH PHOOBE U BIIIBOHATO penedHOo o3HaueHue ,,B” ot
e/IHaTa CTpaHa.

4. KJIMHNUYHU JAHHU

4.1 TepaneBTHUYHU MOKA3ZAHUS

Bo3pactHu
OnaH3anvH e TI0Ka3aH 3a JeuyeHne Ha MHU30(QPEeHMsL.

Onan3zanvH € e(heKTUBEH 32 MOAIbpKaHe Ha KIMHUYHOTO OA00pEHNE 10 BpeMe Ha MPOABIDKUTEITHO
JieYeHHE TPH MALUEHTH, IOKa3aJI1 HauyaJIeH TePareBTHIECH OTIOBOP.

OJ1aH3anyH € 1I0Ka3aH 3a JICueHue Ha YMEPEH A0 TCKBbK MaHUCH CIIU301I.

OsaH3anyH € noKa3aH 3a Npo(HUIaKTHKa Ha PELUANBY Ha MaHUEH €MU30/]] TP NAlUEHTH C OUITOJIAPHO
Pa3CTpOKCTBO, IPH KOUTO MO BpeMe Ha MaHUEH €MU30]] € OWJI MOCTUTHAT KJIMHUYEH OTTOBOP C
oJlaH3aIuH (BX. Touka 5.1).

4.2 Jlo3upoBKa U HAYMH HA MPUJIOKEHHE

Bo3pacTHu

uzodpenus: [IpenopruBanaTa HavallHa J103a ojan3anuH e 10 mg/aHeBHo.

Manwuen ennzoa: Havannara no3a € 15 Mg kato equHUYHA JHEBHA 1034 IpyU MOHOTepanus uinu 10 mg
JTHEBHO MPpH KOMOMHMPAHO JiedeHne (BX. Touka 5.1).

[IpodmnakTika Ha peUaIUB HAa OUTIOISIPHO pascTpoiicTBo: [IpenopruBanaTa HavyaIHa 103a €

10 mg/nueBHo. [Ipn nmanueHTH, KOUTO Ca MOJTydaBaln OJIAH3ANUH 32 JICUCHNE HAa MAHUECH eIH3011, 32
nporIaKTHKa Ha TOBTOPHATA MM I05IBa, C€ TPENOpPhUBa MPOAbKaBaHEe Ha TEPAIUATA ChC ChIIaTa

no3a. [Ipu nmosiBaTa Ha HOB €MU30/1 HA MAHHA, CMECEH €MM30/] MM €MHU30]] Ha ACTIPECHS], JEUEHUETO C
oJlaH3anyH Tps0Ba 1a NPOIBIDKY (C ONTUMHU3UPAHE Ha J103aTa, aKo € HE0OXOJMMO) C IOIBJIHUTETHO

JIeYeHNe Ha CUMIITOMUTE Ha HapyIlIeHHe Ha HACTPOCHUETO, aKO € KIMHUYHO MOKa3aHo.

ITo BpeMe Ha nedeHUETO Ha MU30(PPEHUS, MAHUEH SIH30/] U MPH MPO(MITaKTHKA HAa PEIUIUBY HA
OMTIONIAPHO Pa3CTPOMCTBO JHEBHATA J03a MOXKeE J1a OblIe KOpUTHpaHa IOCTEIeHHO Ha 0a3aTa Ha

HMHAMBHIYaJTHOTO KIMHUYHO ChCTOSHUE B paMkuTe Ha 5-20 mg/nHeBHo. [ToBHIlaBaHe Ha 103aTa 10
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HUBA HaJI IPENOpPhYBAHATA HAYATHA JI032 CE MPENophyUBa caMo CJIe]] ChOTBETHA KIIMHIYHA MTPEOIIEHKa
1 TpsiOBa J1a cTaBa Hal-00IIO MTPe3 WHTEPBAIN HE TTO-MalKK OT 24 daca. OnaH3amyuH MOXKe Ja ce
npuema 0e3 Bpb3Ka ¢ XpaHEeHeTOo, Thil KaTo abcopOuusITa He ce MoBIUsIBa OT XpaHara. [Ipu
MPEYCTaHOBSBaHE MpUeMa Ha OJIaH3aIluH TPsIOBaA J]a e UMa MPEIBH]I TOCTEIICHHOTO HaMallsiBaHEe Ha
Jl03ara.

Olazax Disperzi tabnetka, tucreprupaliia ce B ycrara, TpsioBa aa 0b/ie OCTaBeHa B yCTaTa, KbAETO
T OBP30 ce JUCTIEPTHpPA B CIIFOHKATA Taka, ue Aa Obe TecHo mperirbTHaTa. OTCTpaHsABaHETO OT
ycTaTa Ha Iisj1a JUcTieprupaiia ce B ycrata tabnerka e TpynHo. Thil KaTto qucreprupaiara ce B
ycraTa TabJeTka e 4yyIunBa, TS TpsiOBa aa ObAe npueTa BeAHara cliesl H3BaKJaHeTo oT OaucTepa.
Jpyra Bb3MOKHOCT € AUCTIEPTUPAHETO i B ITbJIHA Yallla BOJA WIH APYra MOAXOIIa HATUTKA
(TTOPTOKAJIOB COK, SIOBJIKOB COK, MIISIKO MJIH Kad)e) HETIOCPEACTBEHO MIPEIH IIpreMa.

OmnanzanuH nof GopmaTa Ha AUCIIEprupaiia ce B ycrata TabjaeTka € OMOEKBEBAICHTEH Ha OJIaH3aluH
00BHUTH TaOJIETKH, KaTO MPHUTEXKaBa MOA00HA CKOPOCT U CTereH Ha abcopbouums. Toit mma chimarta
JIO3UPOBKA M YECTOTA HA MPHIIOKEHHE KAKTO OJIaH3aIMH 0OBUTH TabneTku. OJlaH3amiH TaOIeTKH,
JICTIEPTUpPAIIN c€ B yCTaTa, MOXe Jja ObJie N3II0N3BaH KaTo alTepHATHBA Ha OJIaH3aMuH 0OBUTH
TabJIEeTKH.

CrernyanHy nonyJanuu

Cmapuecka 6v3pacm

OOUMKHOBEHO HE Ce MpenopbyBa MO-HUCKa OT o0MualiHaTa HavyaaHa Jo3a (5 mg/IHEBHO), HO TaKaBa
J1032 MOXeE J]a C€ MMa MPEJIBUJI NP MAIUCHTH HA ¥ HaJT 65 TOJMHU TOTaBa, KOraTo KIMHUYHUTE
¢akTopu TO HamaraT (BXK. ChIIO Touka 4.4).

bwvbpeuno u/unu uepHodpobHo yepesicoare

[Tpu TakvBa naIMeHTH TPSOBA J1a Ce UMa IPEBHUI MO-HUCKA HavanHa 7032 (5 mg). B ciayyau Ha
yMepeHa uepHoApoOHa HemocTaThuHOCT (1iupo3a, Child-Pugh kitac A winu B) HayanmuaTa no3a TpsioBa
Ja ObJie 5 mg U Aa ce yBenruaBa caMo C MOBHUIIICHO BHUMAHUE.

Ilywauu

Hauannara 1032 1 1030BUST 1Uana3oH He € He0OX0IMMO PYTHHHO Jia C€ POMEHST IPH He-TTyIIayn
crpsiMo myriaun. [TyreHeTo MoXe J1a MHIAyupa MeTaboiu3Ma Ha onaH3anuH. [Ipenopbusa ce
KJIMHUYHO MOHUTOPHUPAHE U MOXKE JIa CE MMa TPEIBUI MOBUIIIABAHE Ha J103aTa Ha OJIAH3aIlHH, aKo €
Heo0xoauMo (BXK. Touka 4.5).

Koraro e Hanuie moBe4e ot e/1H, 3a0aBsil Mmetabonu3ma, pakrop (JKEHCKH T10J1, CTapyecka Bb3pacT,
HemyIayv), TpsioBa Jia ce UMa Mpe/IBH/] HaMallsiBaHe Ha HavalHaTa J03a. [[oBHIIaBaHeTO Ha J103aTa,
KOTaTO TOBa € HEOOXOIMMO, TPSAOBA J]a CTaBa MOCTEIICHHO MPH TE3U MAI[UCHTH.

Koraro e Heo00x011MMO MOBHINIaBaHe Ha 103aTa ¢ 2,5 mg, TpsidBa na ce uznonssa Olanzapine
Glenmark o6BuTH TabMETKH.

(Bx. cpmmio Touka 4.5 u Touka 5.2)

Ileduampuuna nonynayus

OnaH3anyH He ce MPernopbyBa 3a ynorpeda oT Jena v IHOMH oA 1 8-roaniHa Bb3pacT mopaiu
JIMIICA HA IaHHM 3a 6e30macHoCT U edukacHocT. [Ipu KpaTKoCpoYHH POYYBaHUs [IPH NALMEHTH B
IOHOIIIECKA BB3PACT € ChOOIIEHO 3HAYMMO YBEIHYCHUE Ha TEJIECHOTO TErJ0, N3MEHEHHS B HUBATa Ha
JUTHINTE U MIPOJIAKTHHA B CPAaBHEHHUE C MIPOYYBAHUS MPU BH3PACTHU MAIUEHTH (BXK. TOUKH 4.4, 4.8,

5.115.2).



4.3 TIlpoTuBomoka3aHus

CBpPBXYYBCTBUTEIHOCT KbM aKTUBHOTO BEIIECTBO WM KbM HSIKOE OT TOMOIITHUTE BEIIECTBA,
n30poenu B Touka 6.1. [TanmeHTH, mpu KOUTO € H3BECTHO, Y€ MMa PHCK OT IOSBaTa Ha TECHOBI'bJIHA
TJIayKoma.

4.4 ChneuuajaHu mpeaynpesxieHus U NPEANa3Hu MePKH NPHU ynoTpeda

ITo BpeMe Ha aHTUTICUXOTHYHO JICYCHHE MOJ0OPEHHE B KIIMHUYHOTO ChCTOSIHUE HA MAIHCHTA MOJXKE J1a
OTHEME OT HSIKOJIKO JHHU JI0 HAKOJIKO ceamuity. [Tarmentute TpsOBa 1a 6baaT CTPOro HaOII0IaBaHH B
TO3U TEPUOIL.

IIcuxo3a, cBbp3aHa C JeMEHIHs, 1/UIM MOBEJICHYECKH HapYIICHUS

OnaH3anuH He ce MPenopbyBa 3a ynoTpeda NpH NanueHTH ¢ IICUX03a, CBbp3aHa ¢ AeMEHINS, H/UIN
MOBEJICHYECKH HapYyLICHUS, IOpalu YBEJINYaBaHE HA CMBPTHOCTTA M PUCKA OT MO3bUYHOCHIOBH
WHIUICHTH. B miane0o KOHTpoIMpany KIMHIYHU MPOYYBAHUSA (C MIPOIBIDKUTEITHOCT 6-12 cemMuIim)
IpY TALMEHTH B HAIIpeAHANIA Bb3pacT (cperHa Bb3pacT 78 TOAMHU) C IICUX03a, CBbP3aHa ¢ IeMEHLUS,
W/WITY TIOBEICHYECKHU HApYIICHHS € HaOJI01aBaHO 2-KpaTHO yBEIHYaBaHE HA CMBPTHOCTTA MPU
MaIMEHTHTE, JEKYBaHH C OJIAH3aIMH, B CPABHEHHE C MAEHTUTE, TPETUPAHU ¢ TU1ane0o (CbOTBETHO
3,5% crpsimo 1,5%). Tlo-Bucokata CMBPTHOCT HE € CBbp3aHa ¢ J03aTa Ha OJIaH3aIuH (CpeaHa THeBHA
1032 4,4 MQ) Wik ¢ MPOABLKUTETHOCTTA Ha JIeueHHETo. PuckoBuTe hakTOpH, KOUTO MOTAT Ja
Ipeapa3noaokaT Ta3y MOMyalys MAUEeHTH KbM YBEJINYeHA CMBPTHOCT, BKIFOUBAT Bh3pacT > 65
TOJIMHU, TUc(arus, ceqalus, HapyleHo (HeIOCTaThYHO) XpaHeHe U JeXuapaTamnus, 6eIoapooHn
3a00JsiBaHuUs (HAIp., THEBMOHUS ChC MM 0€3 acIpalysi) Wik eJHOBpEMEHHa yIoTpeba Ha
OcH3o/1Ma3zenHy. Beipekn ToBa yecToTata Ha CMBPTHHTE CITydan € Ouiia Mo-BUCOKa MPH
MaIMEHTHTE, JEKYBaHH C OJIaH3aINH, B CPABHEHUE C IUIane00-TPeTUPaHUTE NAUeHTH HE3aBHCUMO OT
TE3H PUCKOBH (DaKTOPH.

B chimuTe KMMHUYHY IPOYYBaHUS MMa ChOOIICHUS 32 MO3bYHOCHA0BU Hexkenanu croutus (MCHC,
Harp., HHCYJT, IPEXO0AEH UCXEMUYEH NMPHUCTBIT), BKIIOYUTEIIHO U ¢ ¢aTaieH uxon. Habmonasano e
3-kpartHo yBennyaBane Ha MCHC npu nanmeHTH, JIeKyBaHH C OJIaH3aIlluH, B CPAaBHEHUE C MALIMEHTHTE,
Tpetupan ¢ mwianedo (crotBeTHO 1,3% cnpamo 0,4%). Bcuuku nmanuenTy, JJeKyBaH! C OJIAH3aIHH
WIH U1a1e0o, U KOUTO ca HaOJII01aBaH! MO3bYHOCHI0BH HEXKETaHH ChbOUTHS, Ca C MPeIIIeCTBAIIN
prckoBU Qaktopu. Be3pact > 75 ronnHN U ChAOB/CMECEH THI JIEMEHIHS ca HICHTU(DUIIUPAHU KaTO
puckoBu dakropu 328 MCHC BBB Bpb3Ka € JISUEHHETO C OJIaH3aNMH. B Te3n npoyuBaHus He €
yCcTaHOBEHa e()MKAaCHOCTTA Ha OJAaH3aIlUH.

bonect Ha ITapkuHcoH

Ymorpebara Ha oylaH3aIWH 32 JIEYSHNE Ha TICUX03HU TIPU NAIMeHTH ¢ OonecTTa Ha [lapkuHCOH,
CB’I)p3aHI/I C HpI/IeMa Ha JOIIaMHUHOB arOHUCT HE CEC HpenoquBa. B KIIMHUYHHA HpOyT-IBaHI/ISI MHOTO
YECTO M M0-YECTO B CpaBHEHHE C IUTae0o0 ca JOKJIaJBaHH BIIONIABAHE HAa TAPKHMHCOHOBATA
CUMITOMATHKA M XAITFOIMHAINY (BXK. ToUka 4.8), a 0JaH3amuH He € Mo-e()eKTHBEH OT IuIanebo
HpI/I JICUCHUEC HA IICUXOTUYHHU CUMIITOMH. B TE3U HpOyT-IBaHI/ISI C€ N3HUCKBA IMAIIUCHTUTEC a4 6’bJIaT
H'prOHaT-IaJIHO CTaGI/IHI/ISI/IpaHI/I C Haﬁ-HI/ICKaTa e(i)eKTI/IBHa 103a aHTI/IHapKI/IHCOHOB HeKapCTBeH
MPOAYKT (JIOMAaMHHOB aroHKCT) | Ja 3ara3sT ChIIUTE aHTUIIAPKUHCOHOBH JICKAPCTBEHU MPOITYKTH
Y JIO3WpaHUs 10 BpeMe Ha npoy4BaHeTo. OnaH3anuH € 3all04BaH B JI03U OT 2,5 mg/THEBHO U
TUTPUPAH 0 MaKCUMyM 15 mg/IHEBHO O NpeLeHKa Ha U3CIISA0BaTEIS.

Hesponentnyen maanruaed cuaapom (HMC)

HMC e noTeHIMaNHO )KUBOTO3aCTPAIIABAIO ChCTOSHUE, CBBP3aHO C JICUYCHUETO C
AHTHUIICXOTUYHU JICKAPCTBEHHU MPOJYKTH. Psiko ca nokiansanu u ciayyan Ha HMC, cBbp3anu ¢
npuema Ha onan3anuH. Kimmanunure nposisu Ha HMC ca xunepnupexcus, MyCKyJIHa PUTHIHOCT,
HapyIICHNS B MUCJIOBHHMS TPOIIEC U JaHHHU 32 BEre€TaTHBHA HECTAOMIIHOCT (TIPOMEHH B ITyJICA FITH
apTepUaIHOTO HAJIATAaHE, TAXUKAPIUs, U3IOTSIBAHE U OTKJIIOHEHUS B ChbPACUHUS PUTHM).
JlombIHUTETHUTE MPU3HAIM MOTaT Ja BKJIIOYBAT MMOBUIICHUE HA KpeaTHH GochoKnHa3aTa,
MHUOTTIOONHYpHS (pabaoMHONIN3a) U OCTpa ObOpEeYHa HEJOCTATHYHOCT. AKO MAIEHT pa3BUe
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MpHU3HAIA U-CHMITTOMH, TToka3aTenHu 32 HMC, nin nma HesICHO TeMIlepaTypHO ChCTOSIHUE 0e3
Ipyru KTuHIYHY TposiBu Ha HMC, npruemMbT Ha BCHYKA aHTHIICUXOTUYHH JIEKapCTBa,
BKIIFOUUTEITHO U Ha OJIAH3AIWH, TPsIOBa Ja Ob/ie IPEeyCTaHOBCH.

XHUIMEPIrIUKeMUs] U AHa0eT

Heuecro e noxiagBana XUMepraIuKeMus H/WITH pa3BUTHE MK BIOIIaBaHE Ha TUa0eT, MMOHIKOTa
CBBP3aH ¢ KeTOANN03a WM KOMa, BKITFOUHATENHO U CITyqau ¢ aTaieH u3xox (Bxk. Touka 4.8). B
HSKOH OT CIIy4auTe € JOKJIAJBaHO MPEAIISCTBAIO0 TOBUIIABAHE HA TEJIECHOTO TETJIO0, KOETO MOXKE
na Obae mpenpasnonarani ¢pakrop. IlpenopbuBa ce ChOTBETHO KIMHUYHO MPOCIICASBaHE, CIIOPET
M3IIOJI3BAHAUTE yYKa3aHU 3a yHoTpeda Ha aHTUIICHXOTHYHH CPEJICTBA, HAITPUMEpP M3MEpBaHe Ha
KpBhBHATA 3axap Ha M3XOJHO HUBO, Ha 12-Ta ceiMuIIa Clie]] 3arI0YBaHe Ha JIEYCHUETO C OJaH3aIHH
U CIIe]] TOBA ©KeroaHo. [lanueHTnTe, IeKyBaHU ¢ aHTUIICUXOTUYHHU JICKAPCTBA, BKIIFOUUTEITHO
Olazax Disperzi, TpsoBa ma ce HabIrOAaBaT 3a MPHU3HAIIM U CHMIITOMH Ha XHIIEPIIIHKEMUS (KaTO
HaIpUMep MONUIUIICHS, TIONHYPHS, TIoTudarus u cnabocT), a MalueHTHTEe ChC 3aXapeH AuadeT
WJIM TE3U C PUCKOBH (PaKTOpH 3a 3axapeH auadet TpsOBa ga ce MOHUTOPHUPAT PEAOBHO 3a
BJIOIIIaBaHE HAa KOHTPOJIa Ha TJII0K03aTa. TernoTo TpsoBa ja c€ MOHUTOpUPA PEIOBHO, HAIPUMED
Ha U3XOJHO HUBO, Ha 4-Ta, 8-Ta u 12-Ta ceaMHIIa ciell 3ar0YBaHe Ha JICUCHHUETO C OJIaH3aIuH B
CJIe]l TOBA Ha BCEKH TPU Mecella.

I[IpoMeHHU B TUIIUOUTE

HaGuronaBat ce He)enaHu MPOMEHH B JIUMUANTE TIPH NALMCHTH, JICKYBaHH C OJIaH3aIlMH, B
1ane0o0 KOHTPOIMPAaHU KIMHUYHY W3MATBAaHUS (BXK. Touka 4.8). [[pomeHnTe B munmauTe TpsioBa
Jla Ce JIEKYBaT KaKTO € KIMHUYHO YMECTHO, OCOOCHO MPH MALUCHTH C JUCIUIHICMUS U TIPU
NAlMCHTH C PUCKOBH (haKTOPH 3a pa3BUTHE HA HapylleHus B tunuaure. [Ipu nammenrure,
JIEKyBaHHU C aHTHIICHXOTHYHH JIeKapcTBa, BKountenHo Olazax Disperzi, tpsoBa na ce
MOHHMTOPHPAT PEIOBHO HUBATa Ha JIMIIUANTE, CIIOPE]] M3MOI3BAHUTE YKa3aHUs 3a yroTpeda Ha
AQHTUIICUXOTUYHH CPENICTBA, HAIIPUMEP Ha M3XOJHO HUBO, Ha 12-Ta ceMHUIIa Clie/T 3aoYBaHe Ha
JICYCHUETO C OJIAH3AIHMH M CJIe]l TOBA HAa BCEKH 5 TOJMHMU.

AHTUXONMHEPTUYHA aKTUBHOCT

Bbrpeku de mpu in Vitro npoy4yBaHusATa OJIAaH3aIMH [IOKa3Ba aHTHXOJIMHEPTHYHA aKTHBHOCT,
ONHTBHT 110 BpEME Ha KIIMHUYHUTE MPOYYBaHUA, TIOKa3Ba HUCKA YECTOTa Ha MOJIO0OHH ciy4yau. Thil
KaTO KJIMHUYHUAT ONUT C OJIAH3aIMH MPH NAllMEHTH ChC ChIIBTCTBALLY 3a00JsIBAHUS € OTPaHUYEH,
IpenopbyBa ce TOH Aa ObJe NPEANrCBaH ¢ IOBUILIEHO BHUMAHUE Ha MALMEHTHTE C XUIIEPTPOPHS
Ha TpocTaTaTa WK MapaTuTHYeH UIEYC U MOA00HH ChCTOSHUS.

YepuoapoOHa G yHKIINA

Yecto ca HaOM01aBaHU PEXOIHHU, OE€3CHMITOMHH NOBUIIABAHUS HA YEPHOAPOOHHUTE
amuHotpancgepaszu, ALT, AST, ocobeno B HauanoTo Ha jedeHueTo. M3ucksa ce oBUILEHO
BHUMaHUe Npu nanueHTute ¢ nopuineHu ALT w/unu AST, npu naiueHTuTe ¢ NpU3HAILY 1
CUMITOMH Ha YePHOAPOOHO YBpPEXKIaHe, KAKTO U MPHU TE3H C MPEIXOJTHN ChCTOSHHS, CBBP3aHH C
OrpaHUyYeHH YepHOAPOOHN (PYHKIIMOHAIHHU PE3EPBH, WM TaKUBA, KOUTO ca OMJIIM JIEKYBaHH C
MOTEHITHATHO XENaTOTOKCHYIHH JIEKapCTBEHU MPOAYKTH. B ciydyanTe, KoraTo € IMarHOCTHIINPaH
XeMaTUT (BKIIOYUTEITHO XeNaToleNyIapHO, X0JIECTaTHYHO HITH CMECEHO YePHOIPOOHO
YBpeXIaHe), JSUCHUETO C OJIaH3alKH TPsiOBa Aa Objie NpeyCTaHOBEHO.

Heyrtponenus
Heo0Oxomumo € BHUMaHKE TPU HAIlIMEHTUTE, KOUTO 0 HAKAaKBa MPHUYMHA Ca C HUCHK Opoit

JICBKOIITUTU I/I/I/I.HI/I HeyTpO(i)I/IHI/I, IIpU MauEHTUTE, 3a KOUTO € U3BECTHO, Y€ MOJIydaBaT IPOAYKTH,
BOJICIITU JIO HEYTPOIICHUS, TIPH IMAIIMEHTUTE C aHAMHE3a 3a JICKAPCTBEHO-UHIYIIMPAHO MOITUCKAHE
Ha KOCTHHUS MO3bK/KOCTHO-MO3b4HA TOKCHYHOCT, IPH MaIUEHTHTE C MOATHCKAHE Ha KOCTHUS
MO3BK ITOpaau ChIIbTCTBAIIO 336OH$IBaHe, JIBYCIICUCHUE WM XUMHOTEPAIIUA, KaKTO U IIpU
MAIUEHTUTE ChC ChCTOSHUSI HA XUTIEPEO3UHOMIITUS MITH MUEIOTIPOIUPEPATUBHO 3a00IIIBaHE.
HeytporeHnus 0OMKHOBEHO Ce JJOKJIaBa YECTO MPU STHOBPEMEHHO MPIIIOKEHUE Ha OJIAH3AITHH C
BaJImpoar (Bx. Touka 4.8).



IIpekbcBaHe Ha JEYEHUETO
OcCTpy CUMIITOMH KaTO TIOTEHE, O€3ChHUE, TPEMOP, TPEBOKHOCT, TaJICHE HIIM TIOBPBIAHE ca
noknansanu psaako (> 0,01% u < 0,1%) mpu ps3Ko cipaHe Ha OJaH3aIlvH.

QT unTepBan

B ximHnuHM npoyuBanus ca HabmonaBanu Heuectr (0,1 % mo 1 %) KIMHUYIHO 3HAYUMU
yabiokaBanus Ha QTc-untepBana (QT xopekuus Fridericia [QTcF] > 500 munucexkyHu [msec]
1o Besiko Bpeme cien uzxoanoto EKI mpu nanuentu ¢ uzxogno QTcF < 500 msec) mpu
MAIMEHTH, JIEKYBaHU C OJIAH3aMWH, KOUTO HAMAT CHTHU(UKAHTHHU Pa3Indus B CBbP3AHUTE
KapIHOJIOTHYHN CHOUTHS B cpaBHEHHE ¢ TuTane6o0. Heobxoammo e obaue, oaH3anmuH 1a ce
MPENMKUCBA ¢ MOBUIIIEHO BHUMAHHUE 3a€/HO C JIEKAPCTBEHH MPOAYKTH, 32 KOUTO € H3BECTHO, U
yabmkaBar QTC-uHTepBana, 0COOSHO MPH MAIMEHTH B CTapyecka Bh3PaCT, MPU MAIUEHTH ChC
CHHPOM Ha BpojieH yabiokeH QT, 3acToiiHa ChpaeuHa HEAOCTAThYHOCT, XUIIEPTPOdUs Ha
CHPIIETO, XUTOKATHEMHUS W XHUITOMATrHE3HEMHSL.

Tpomboemb60au3BM

Heuecto (> 0,1% u < 1%) ce cpo0I1aBaHO 332 Bph3Ka BHB BPEMETO MEXKIY JICUCHHE C OJaH3aHH 1
BEHO3eH TpoMOoeMOonu3bM. He € ycTaHoBeHa MPUYMHHO-CIICACTBEHA BPb3Ka MEXy TOsSBaTa Ha
BEHO3HUS TPOMO0OEMOOIM3bM U JICUSHHETO C OJIaH3amuH. BhIpekn ToBa, Thif KATO MPH MAIMEHTHUTE C
mu30(peHus YecTo ca HaJHIle TPUI0OUTH PUCKOBH (PAKTOPH 32 BEHO3EH TPOMOOEMOOTH3BM, TpsiOBa
na 6paaT nACHTU(UITUPAHN BCHYKA B3MOXKHU pUCKOBH (akTopu 3a BTE, Hamp., o0e3nBrmxBaHe Ha
NalMeHTHTE, U a ObAaT MPEANPUETH IPOPHIAKTUIHH MEPKH.

Oo61o aeiicteue Bppxy LHHC

Karo ce umat npenBu ocHOBHATE eekTH Ha onaH3anuH Brpxy LHIHC, HeoOXoaumMo e moBUIIIeHO
BHUMAaHHUE MPH KOMOMHUPAHETO HA MPOJYKTA C IPYTH LIEHTPATHOACHCTBAIIY JICKApCTBA U aJIKOXOJL.
Tbi KaTO ONAH3aIMMH iN Vitro ce MposABsABa KATO aHTATOHUCT Ha JOTIAMHMHA, BE3MOXHO € TOM /1a
aHTaroOHU3Mpa ePEKTUTE HA MPEKUTE U HEMIPEKUTE JONMAMHUHOBU arOHUCTH.

[punaabuu
OmnanzanuH TpsOBa Ja ce Mpuiiara BHUMATEIHO TPH MAlUEeHTH ¢ aHaMHE3a 33 T'bPYOBE MM KOUTO ca

H3JI0OKCHHU Ha q)aKTOpH, KOUTO MOraT Aa HaMaJIAT I'bpY0OBUA IIpar. Hep;[z[Ko Ca NOKJIIaJIBAHU CIIyYau Ha
I'bPYOBC IIPU TaKHBaA MALIUCHTHU, KOUTO Ca JICKYBAHU C OJIAH3aIIUH. IloBeuero ot TE3H ClIy4dau ca Ouu ¢
aHaMHE3a 3a I'bpYOBE UJIM PUCKOBHU Q)aKTopI/I 3a TAXHAaTa I110sBa.

TapauBHA TUCKHUHE3US

B cpaBHUTETHYU IPOYUYBaHUS C IPOIBIDKUTETHOCT HA JICUEHHUETO JI0 €IHA TOJMHA OJIAH3AIHH €
CBBP3aH ChC CTATHCTUYECKU 3HAUMMO TO-HUCKA YECTOTA Ha JICUCHHE HA CIIYYaHWTE C MOsSBA Ha
HEOYaKBaHa JUCKWHE3WsI. PHCKBT OT I0siBa Ha TapAUBHA AUCKWHE3HSI HAPACTBA C MPOIBIDKUTEITHOCTTA
Ha EKCIO3UIIUATA, IOPAU KOSTO B CIIyYaii Ha MOsBa Ha MPU3HAIM WM CUMIITOMHU Ha TapIMBHA
JIUCKWHE3WS TIPY TIAIIMEHT Ha OJIAH3aIlMH € He0OXOIMMO J1a c€ OOMUCITH HaMallsiBaHE Ha JI03aTa WU
MpeyCTaHOBsBaHE HA JeueHneTo. CUMIITOMUTE HAa TapAUBHA IUCKUHE3US MOTaT Jia Ce BIOLIAT
BPEMEHHO WJIH JIOPH J1a C€ TIPOSBIT Clie]] IPEeKbCBaHE HA JICYCHHUETO.

OprocTaTnyHa XUIOTOHUS

B kimMHHYHM TIPOYYBaHUSI C OJaH3AIUH MTPU NAIMEHTH B HANIPEIHAIA Bh3PACT HEUECTO € HabIro1aBaHa
opTocTaTU4HA XUITOTOHUS. [IpenoppuBa ce NepHoOANYHO NPOCIIEsIBaHE Ha apTEPHATHOTO HAJSITaHE
MIpY MAIMEHTUTE HA Bb3pacT Haja 65 TOANHH.




BHe3amnaa cppAaeUHa CMBPT

B nmocTMapkeTHHTOBY CHOOIICHHS MTPY MAIUSHTH C OJaH3alMH € ChOOIIaBaHo 3a Ciydail Ha
BHE3aITHA Chp/IeYHa CMBPT. B peTpocneKTHBHO 00CepBalMOHHO KOXOPTHO MPOYYBaHE PUCKBT OT
MpejnoiaraeMa BHe3amHa Chp/IeYHa CMBPT MPH MAaIUEHTH, JIEKyBaHU C OJaH3AIHH, €
MPHUOIM3UTEITHO JBa TTH ITO-BUCOK OT PHCKA MPH MAIUCHTHTE, KOUTO HE yIIOTpeOsIBaT
AHTHUIICUXOTHUIU. B MpoyYBaHETO PUCKBT OT OJIAH3AMUH € CHIIOCTABUM C PHCKA OT aTUITHYHUTE
AHTUTICHXOTHIIA, KOUTO Ca BKIIFOYCHH B COOPEH aHaJIH3.

[eauatpuyuHa HoMyJaIus

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

Denunananun
Olazax Disperzi TabneTku, qUCHIEprUpaIIy e B yCTaTa, ChAbPKAT acrapTaM, U3TOYHUK Ha
¢bennnananuH. Moxe 1a € Bpe/ieH 3a Xxopa ¢ (JeHUIKETYHOPHSL.

45 BzaumoaeilcTBHE ¢ IPYTH JeKAPCTBEHH NMPOAYKTH U APYru opMu Ha B3auMojelicTBHE
[TpoyuBaHus 3a B3aMMOJEHCTBUATA Ca IPOBEKIAHN CaMO IIPU Bb3PACTHHU.
IloTeHuyanHy B3aMMOICHCTBYS, TOBJIUSIBALIY OJIAH3AINH

Twit kato onanzanuH ce Meradbonm3upa or CYP1A2, BemectBa, KOUTO MOTaT CrielIU(UIHO J1a
WHAYIUPAT WA HHXUOUPAT TO3W H30€H3UM, MOTaT Ja MOBIHAAAT (hapMaKOKHHETHKATA Ha OJIAH3AINH.

Nunykimsa ga CYP1A2

MeTa0oM3MBbT Ha OJIAH3AMKUH MOXKE Ja ObJIe HHAYIMPaH OT TIOTIOHOMYIIEHE U KapOaMaselrH, KOeTo
MOJKe J1a JIOBEJIE JI0 MOHIKaBaHe Ha KOHIIEHTPAIMHUTE Ha oaH3anuH. HabnromaBaHo € caMo JIeKo 10
yMepeHO MOBHINaBaHe KIMPHHCA Ha OaH3anuH. KITMHMYHOTO 3HaYeHHE M0 BCAKA BEPOSITHOCT €
OTPaHUYCHO, HO C€ MPENOPhUBA KIMHIUYHO MPOCIEISIBAHE U OOMUCIISTHE BH3MOXKHOCTTA 32
MTOBHUIIaBaHe Ha JI03aTa OJIAH3aIMH, aKo € Heo0Xo Mo (BK. Touka 4.2).

HNuxubupane Ha CYP1A2

OnyBokcamuH, crieruduiaeH CYP1A2 uHxubutop, € mokazas 3HauuTeTHO HHXHONpaHe Ha
MeTabonau3Ma Ha onanzanuH. CpenHoTo yBennyaBaHe Ha Cmax Ha OJaH3aIUH ciiel] (pIyBOKCaMUH €
om0 54 % mpu xeHu Henmymadku U 77 % npu Mpxe mymadr. CpeIHOTO yBeJTMYaBaHe Ha MJIOIITa
oI KpHBaTa Ha OJIaH3aIlWH € ChOTBETHO, 52 % u 108 %. [Ipu maumeHTH, KOUTO IpUemMaT
¢dnyBokcamuH win apyr uaxuoutop Ha CYP1A2 xato uunpodiiokcanut, TpsOBa aa ce 0OMHUCIH 110-
HHUCKa HavanHa 1o3a. HamansBane Ha go3aTta Ha oylaH3amuH TpsOBa 1a ce uMa MpeABH, B CiIydail Ha
3armovHaro jgedenue ¢ naxuoutop Ha CYP1A2.

HamansgBane Ha OMOHAIMYHOCTTA
AKTUBHUSAT BBIVICH HaMaJIsiBa OMOHATMIHOCTTA Ha TiepopainHus oan3anud ¢ 50 mo 60% u TpsdBa na
ce npreMa Hal-MaJIko 2 Jaca MpeI WK CIIe/T OJIaH3aIlhH.

Hsima nannu, ye pnayokcerun (maxubutop Ha CYP2D6), ennanyHy 1034 aHTHANN (ATyMUAHUH,
MarHe3uil) Wi [IMMETH/IMH TOBJIUSABAT 3HAYUTENHO (PapMaKOKMHETUKATA Ha OJIAaH3aIMH.

Bausnaue Ha onan3zanua BBPXY APYIrH JCKAPpCTBCHHU INPOAYKTH
OJ1aH3anyH MOXKe Jla aHTaroHu3supa e(i)eKTI/ITe Ha MPEKUTE U HETIPEKU AOITaMHWUHOBU arOHUCTH.

Omnanszanui He naxuOupa ocHoBHuTe CYP450 nzoensumu in vitro (wamp., 1A2, 2D6, 2C9, 2C19,
3A4). Juncata Ha B3aMMOJEHCTBHE Ce TIOTBBPKIaBa B iN ViVO IIpoydYBaHus, KBIETO HE €
Ha0I0gaBaHO MHXHUOMpPAHE HAa META00IN3Ma OT CICTHUTE aKTUBHU BEIIECTBA: TPUITMKIMIHU



aHTHIenpecanTH (MoBIUsBaIiy npeauMuo rpynara CYP2D6), sappapun (CYP2C9), reodunun
(CYP1A2) mm muazerram (CYP3A4 u 2C19).

He e ycTaHoBeHO B3anMO/ICCTBYEC Ha OJIAH3AIMH C JIMTHIA WIH OUIEPUICH NIPU €THOBPEMEHHOTO UM
MIPHUIIOKEHUE.

TepaHeBTI/I‘lHOTO MOHUTOPHPAHEC HA IJIa3MCHUTC HMBA HA BAJIIIPOAT HC IOKa3Ba H606XOILI/IMOCT OoT
KOPCKIMA Ha J03aTa Ha BaJIIIpoaT CJICA BKIFOYBAHETO HA OJIaH3aIlMH.

061110 neiicteue Bppxy LHHHC
Tps0Ba 1a ce nposiBsiBa MOBUIIICHO BHUMAHKE TPH MAIUCHTH, KOUTO KOHCYMHUPAT aJIKOXOJI UITH
pUeMaT JIEKapCTBEHH MPOYKTH C MOTUCKAIIIO JEHCTBUE BbPXY IICHTPAIHATA HEPBHA CHCTEMA.

He ce npenopbuBa eTHOBPEMEHHOTO MPUJIOKEHUE HA OJIAaH3AIIMH C aHTUIAPKUHCOHOBH JIEKAPCTBEHU
MPOAYKTH IPU NAIMEeHTH ¢ GoJiecTTa Ha [[apkuHCOH U neMeHIus (BXK. Touka 4.4).

QTc untepBan

OnanzanuH TpsiOBa Ja ce mpuiara BHUMATEIHO €THOBPEMEHHO C JIEKapCTBEHH MPOIYKTH, 32 KOUTO €
W3BECTHO, 4e yBenndaBatr QTC-uHTEpBana. (BxK. Touka 4.4).

4.6 DepTUINTET, )PEMEHHOCT U KbPMeHe

BbpemeHHoct
Hsama croTBeTHH 10OpE KOHTPOIUPAHU IPOYUYBaHUS BEPXY OpeMeHHH keHu. [lanmenTkuTe TpsaOBa qa

ObIaT CbBETBAHM Ja YBEIOMSBAT CBOS JIEKap, aKO 3a0peMEeHEAT UM UMaT HaMepeHue 1a 3a0peMeHes T
M0 BpeMe Ha JICYCHUETO C OJaH3alluH. BhIpexu ToBa, mopaau orpaHuueHMst OMUT MIPH X0Pa,
OJIaH3amuH Tps0Ba 1a ce mpuiiara o BpeMe Ha OpeMEHHOCT caMmo, aKO ITOTEHIIMATHATA 107132
NPEBUIIABA TOTCHIUATHHS PUCK 32 IUI0JA.

IIpu HOBOpOEHH, M3TIOKEHH HA AaHTUIICUXOTHUIM (BKIIIOUUTEIHO OJIAaH3AIHNH) IIPE3 TPETUS TPUMECTHP
Ha OPEMEHHOCTTa UMa PUCK OT HEXKEJIAHH JICKAPCTBEHHU PEAaKINH, BKIIOUYBALIN €KCTPATMPAMUIHH
CHUMIITOMH W/MJIM CUMIITOMH Ha OTHEMaHE CJIe]] paKJaHETO, KOUTO MOTaT Jia BApUpaT Mo TEKECT U
NPOABIDKUTENHOCT. JIOKIa[BaHu ca citydail Ha Bb30y/1a, XUIIEPTOHUS, XUIIOTOHHSI, TPEMOP,
COMHOJIEHTHOCT, PECIIMPATOPEH JUCTEPC MU XPAHUTEIIHU pa3TCPONCTBA. 3aTOBA, HOBOPOJECHUTE
TpsiOBa J1a ObIaT BHUMATEIHO MOHUTOPHPAHHU.

Kopmene
B npoy4Bane nipu 37paBu, KbPMEIIH KEHN € YCTAHOBEHO, Y€ OJIaH3AIMH CE eKCKPEeTHUpa ¢ MAdnHOTO

ko, CpeHaTa eKCo3uIus 3a KbpMadeTo (mg/kg) npu cTaiiioHapHU ChCTOSIHUS € OTpeiesieHa
karo 1,8% ot no3ara, npueta oT Maiikara (mg/kg). [lanuenTkuTe TpsiOBa 1a ObAAT CHBETBAHHU Ja HE
KBPMST JIelaTa CH, aKo IPUEeMaT OJIaH3aIHH.

DepTriIATET
EdexTu BbpXy peprrimreTa He ca M3BECTHH (BXK. TOUKa 5.3 32 NpeAKIMHUYIHA HHPOPMAIHS).

4.7 EdexTn BbpXy cnoco0HOCTTa 32 moupaHe 1 padoTa ¢ MAIIUHA

He ca npoBexaanu mpoy4BaHus 10 OTHOIIEHHE Ha eEeKTUTE BbPXY CHOCOOHOCTTA 3a modupaHe u
pabora ¢ MmamuHY. THi KaTO ONAH3AMMH MOXKE JIa JIOBEJIE/IE TI0 MOsBaTa Ha ChbHIMBOCT WIIH
3aMasHOCT, NAIlMEHTHTE TPIOBa Jia ObJIAT MPeayNpeeHH B CIIydail Ha yIpaBJieHue Ha MAIllWHH,
BKJIFOYUTEIIHO MOTOPHHU IIPEBO3HU CPEJCTBA.



4.8 Hexenanu JeKapCTBEeHH peaKun

Pesrome Ha mpodumiia Ha Oe30macHOCT

Bwv3pacmuu

Haii-gecto ( HabmronaBanu npu > 1% oT mareHTrTe) JOKIAABAHUTE HEXKEITaHH JIEKapCTBEHI
peaxiuu, CBbp3aHy ¢ MPUI0KCHUETO Ha OJIaH3aIMH B KIMHUYHU U3MUTBAHMS, Ca ChHIMBOCT ,
HaJIaBaHe Ha TETJI0, CO3MHO(MWINS, YBEIUYCHN HUBA HA TIPOJIAKTHUH, XOJICCTEPOJI, TITFOK03a
TPUrIHIEPUAU (BXK. TOUKa 4.4), TIIOKO3ypHsl, YBEIIMYCH allETUT, CBETOBBPTEIK, aKATH3HS,
MAapKUHCOHU3BM, JIEBKOTICHNSI, HEYTPOTIeHH (BXK Touka 4.4), TUCKUHE3Us, OPTOCTATUYHA XUITOTOHUS,
AHTHXOJIMHEPTHYHH ePEKTH, MPEXOTHI OC3CUMITOMHHU YBEIUICHUS HA YePHOIPOOHUTE
amuHOTpaHc(hepasu (BXK. Touka 4.4), 0OpuB, acTEHUs, yMOpPa, MUPEKCHSI, apTPAITHI, TOBHUIIIEHA
ankanHa ¢ocgaTasza, BUCOKA CTOMHOCT Ha TaMa-TIIyTaMUITpaHcdepasa, BUCOKAa CTOMHOCT Ha MUKOYHA
KHCEJIMHA, BUCOKA CTOMHOCT Ha KpeaTnH(OCPOKMHA3A U OTOK.

CIUCEHK Ha HEXETaHUTE JICKAPCTBEHU PEAKIINU, IPECTABeH B TaOIHIIa

B npencraBenara tabnuma ca n30poeHu HeXXeaH! JIEKapCTBEH! peaklnuy 1 1abopaTopHU
W3CJIC/IBAHUS TI0 TAHHU OT CITIOHTAHHU CHOOIICHUS U KIIMHUYHH poy4Banus. [Ipu BCsAKo rpynupaHe B
3aBUCHMOCT OT YECTOTaTa HeXXEJAHUTE PEaKINH ca TPEICTABCHN B HU3XOSIL PeJl TI0 OTHOIICHUE Ha
TAXHATA CEPUO3HOCT. TepMUHHTE 3a YecToTa ca AeuHUpaHu KakTo cieasa: Muoro gectu (> 1/10),
yect (> 1/100 mo < 1/10), meuectr (> 1/1 000 mo < 1/100), pexku (> 1/10 000 mo < 1/1 000), muOTO
penxu (< 1/10 000), ¢ Hen3BecTHa YecToTa (HE MOXKE J1a ObJIe OIICHEHA OT HATMYHUTE JaHHH OT
CITOHTaHH CHOOIICHHS).




Mmnoro Yectn Heuvectn Penxn C HeusBecTHA
YeCcTH qyecToTa
Hapyuienuss Ha KpbBTA U JUM(HATA CHCTEMA
Eosunodunus Tpombonuronenus'?
Jleskonenns™®
Heyrponenus*®
Hapyumienusi Ha MMYHHATa CHCTEMa
CBpPBXYYBCTBUTEITHOCT
11
Hapyumienuss Ha MeTa00/1M3Ma U XPAHEHETO
Ilopumasane | IloBulleHu HUBA HA | PaspuTHe WK Xunorepmus*?
Ha TerjaoTo! xoJsecTepon’s oBocTpsiHe Ha AHAGeT,
HOBHme?H HUBA HA | 1opgkora cBBp3aH ¢
TIIFOKO3a
IToBumenu HuBa Ha KeTOAMHA032 WK
TpHrHTIEpHIH® KOMa, BKITFOUHTEITHO
Cimoko3ypus (aranHu cayyau (Bx.
IToBuIlICH ATIETUT Touka 4.4)!
Hapyumienusi Ha HepBHAaTa CHCTEMA
ComHOeHTHO | 3amasiHOCT I'bpuoBE, KOTAaTo B Hesponentuuen
cT Axarnsus® ] [OBEYETO CIIyYau € MAJIMTHEH CUHIPOM
HapKHHCOHHG%M JIOK/Ia/[BaHA aHAMHE3a | (BK. Touka 4.4)%?
Huckunesis 3a I'bPYOBE WIH CUMOTOMH Ha
PHCKOBH (D)aKTOPH 32 npexbcpane’ 2
rbpuosel?
Jucronus
(BKITIOUUTETTHO
OKynorupanus)t
TapnuBHa
JTUCKIHE3HS !
Awmnesus’®
Juzaptpus
3aexpane!!
CungpoM Ha
HECHOKOHHHUTE Kpakall
CbpaeyHn HApYLIEeHHUS
Bpanguxapaus Kamepna
YapmxaBane Ha QT Taxukapaus/pudpuna

HHTEpBaJa (BX. TOUKa
4.4)

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

ChaoBu HApyIIeHHUS

OpTtocTaTnyH
a

XHUIIOTOHUA 10

TpombGoeMO0IU3HM
(BKJIIOUHTEITHO
oemoapodeH
eMOOJIN3BM H ABI00KA
BEHO3Ha TPoM003a)
(Bk. Touka 4.4)

PecnupaToplm, I'PbAHUA U MEAUACTUHAJHU HAPYHICHUSA

| Enncraxenc®

CToManIHo-4YpeBHU HapylmceHus

Jlexu, npexogHu
AHTUXOJMHEPTHIHU
edexTH,
BKIIIOYBALIH
oOcTUmaIus u
CyXO0Ta B ycraTa

[Monysane Ha kopema®
Xunepcanupanust

[Mankpeatur!?

XenaToOMIHAPHHM HAPYIICHUSA

10




TIpexonnu,
06e3cUMITOMHI
TIOBHIIICHHUS Ha
YepHOIPOOHUTE

aMHHOTpaHchepasn

(ALT, AST),
ocobeHo B
HAYaJI0ToO HA
JIEYEHUETO (BK.
Touka 4.4)

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

Hapymemm HA KO’KAaTa M NOJAKO0XKHATA ThbKAaH

O6puB

Peaknus Ha
(hOTOUYBCTBHUTEITHOCT
Anomnenus

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

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

| ApTtpanrus

9

Paomomuonuzall

Hapymenusi Ha 0pOpenuTe 1 NMKOYHUTE MHTHIIA

VHKOHTHHEHIHS Ha
ypHUHATA, PETCHIIHS Ha
ypuHa

3aTpynHeHO
ypuHHpane'!

ChcTOsIHNS, CBBP3aHU ¢ OPeMEeHHOCTTA, POJAOBHS M 10C1ePOAOBHS MEPHOA

Cungpom Ha
OTHEMaHe IpH
HOBOPOACHOTO (BXK.
TouKa 4.6)

Hapylneﬂml Ha BB3MPOU3BOAUTEIHATA CUCTEMA M I'bpAaTa

Epextunna
JTUCYHKIUS TTpH
MBXKE

Hamaneno nuoumo
[PU MBIKE U JKSHU

AmMeHopes
VYronemsBaHe Ha
I'bpANTE

INanaxropes npu xKeHU
I'muekomacTusi/yroiem
sIBAHE HA I'bPJUTE MIPU
MBIKE

Mpuanuzsm*?

06[III/I HApPpYIICHUSA U e(l)eKTI/l Ha MACTOTO HA NMPUWJIOKCHUE

ActeHus

Ymopa

Otok

Tupexcus®
WN3caenBanus
TToBumenu IloBumena ankanHa | [Tosuimen 001
IUIa3MEHH docdarasza’® GuHpy GHH
HUBa Ha Bucoxka croiiHocT
nposakTun® Ha KpeaTHH

docdoxunazal

Bucoxka croiHOCT
Ha rama-

riryramuirpascdep

azal®

Bucoka croinoct

11




HA TTHKOYHA
kucenuaal®

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

2 CpeHY TIOBUIIIEHHS B CTOMHOCTHTE HA JIMIIUAWTE Ha I1aaHo (o6 xonectepon, LDL xonectepon n
TPUTIIMIICPUIN) Ca TTO-BUCOKY MPU MAIMCHTH Oe3 JaHHU 3a HapyIllIeHUE Ha N3X0{HATA PeryJialisl Ha
JTUTIUUTE.

% Ha6momaBa ce mpy HOPMAIHU M3XOJHM HUBA Ha I1agHo (< 5,17 mmol/l), kouto HapacTBar 10 Haii-
BUCOKa CTOMHOCT (> 6,2 mmol/l). [Ipomenu ot pedepeHTHHUTE TpaHULIU B U3XOJHUTE HUBA HA OO
XOJIECTEPOI Ha TIaAHo (> 5,17 - < 6,2 mmol) 1o Haii-Bucoka ctoitHOCT (> 6,2 mmol) ca MHOTO YecTH.

* HabnronaBa ce Ipy HOPMAIHUTE U3XOIHHM HUBA Ha r1aaHo (< 5,56 mmol/l), kouto HapacTsat 10
Hal-BHCOKa cTOMHOCT (> 7 mmol/l). [IpoMeHH B TiIr0KO3aTa Ha TJIJHO CIIPSIMO IPAHUYHUTE M3XOIHU
croitHOCTH (> 5,56 - < 7 mmol/l) mo Hali-Bucoka cToitHOCT (> 7 mmol/l) ca MHOTO YecTH.

> Ha6nromaBa ce Mpy HOPMAITHUTE M3XOAHM HKMBA Ha TiagHo (< 1,69 mmol/l), kouto napacTtsar no
Haii-BUCOKa cToiHOCT (> 2,26 mmol/l). TIpomenu ot pedepeHTHUTE rpaHUIM B M3XOJHUTE HUBA Ha
TpurIuIepuanTe Ha rmaano (> 1,69 mmol/l - < 2,26 mmol/l) go Haii-Brcoka CTORHOCT

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

® B KIMHMYHU OPOYYBaHHs YECTOTATa HA NAPKMHCOHU3bM M JUCTOHUS IIPY TIALUEHTH, IEKYBaHH C
OJIaH3alliH, € T0-BUCOKA, HO HE M CTATUCTHYECKU 3HAUMMO pa3inyHa oT manebo. JlekyBanure c
OJIaH3aIUH TAIlUEeHTH UMAT MTO-HUCKA Y€CTOTa Ha MAPKWHCOHNU3bM, aKaTH3US U TUCTOHUS B CPABHEHUE
C TUTPUPAHU 103U Xajonepuoi. [Ipu nuncara Ha moapoOHa HH(GOPMALIKS OTHOCHO MPEAX0IHATA
aHaMHe3a Ha MHIUBUYyaIHA OCTPU U TapIMBHU €KCTPATMPAMUIHY IBUTATEITHU HAPYIICHUS
TTOHACTOSIIIIEM HE MOJKE JIa CE HAIIPaBH 3aKIFOUEHUE, Ye OJIAH3AMMH MPUIHHSBA B TT0-MaJIKa CTETIEH
TapIVWBHA JUCKWHE3WSI W/WIH JPYTH €KCTPAIMPAMHTHU CHHIPOMH.

" OcTpu cUMIITOMM KaTO TIOTEHE, MHCOMHMS, TPEMOP, TPEBOXKHOCT, T'aJIEHE M MOBPBIIAHE Ca
JTOKJIaJIBaHU MPH BHE3AITHO CIIMpaHe Ha OJIaH3aIMH.

8 B xnmanaaN Ipoy4BaHUA 10 12 CCAMUIIU IVNIa3MCHUTE KOHLCHTPAIIUU HA MTPOJIAKTHUH IIPCBULIIABAT
TOpHaTa rpaHvlia Ha HOpMaJIHUA JUAlla30H IIpU HpI/I6J'II/I3I/ITeJ'IHO 30 % ot JICKYBAHUTC C OJIaH3aIINH
MNanueHTH, KOUTO UMAT HOPMAJIHA U3XOJHA CTOMHOCT Ha MPOJIAKTHH. HpI/I IIOBCYECTO OT TC3U NNAllMCHTH
MOBHUIIICHUATA HA CTOMHOCTUTE OOMKHOBEHO Ca YMEPECHU U OCTaBaT IO ABYKpaTHaTa CTOMHOCT Ha
TOpHaTa rpaHulia Ha HOpMaJIHUA JrUalia3oH.

9 Hexenano C’L6I/ITI/IC, YCTAHOBCHO OT KJIMHUYHU MIPOYUYBAHUSA B UHTCTpHUPAHATA 0a3a JaHHU 3a
OJIaH3aIIrH.

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

11 Hexxenano ch0uMTHE, yCTAHOBEHO OT CIIOHTAHHU ChOOIIEHHS B TOCTMAPKETHHIOBUS IEPUOJT C
ollpeJiesieHa YeCTOTa, KaTo ¢ M3M0JI3BaHa HHTerpupaHaTa 0a3a JaHHU 3a OJIaH3aIMH.

12 Hexxenano ch0HTHE, yCTAaHOBEHO OT CIIOHTAHHU ChOOIIEHHS B IOCTMAPKETHHIOBUS IEPUOJT C
M3YHCIIEHAa YeCTOTa Ha TOpHATa TpaHuna Ha 95% moBepuTeNeH HHTEPBaJl, KaTo € M3MOI3BaHa
WHTETpUpaHaTa 0a3a IaHHU 32 OJIAH3AINH.
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Jbarocpoyna ekcno3uius (moxne 48 ceaMuIim)

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

Jonbaaurenta uadopmManus 3a CuelHUalHy TONyIaly

B xiMHNYHM TpOyYBaHUS NPHU NALIUEHTH B CTapuecka Bb3pacT C IEMEHIMS JIEUEHUETO C OJIaH3alHH Ce
CBBP3Ba C [10-BUCOKA YECTOTA HA CMBPT U MO3bYHOCHI0OBH HEXKEIAHU PEAKLIUU B CPABHEHHE C
riane6o (Bk. Touka 4.4). MHOTO 4ecTH HeKellaH! Peakluy, CBbpP3aHH ¢ YHOoTpedaTa Ha OlaH3aliH
NIpY Ta3W TpyIla ManueHTH, ca abHOpMHa MoXoKa U naganus. Yecto ca HaOIr01aBaHH THEBMOHUS,
MIOBHUIIIEHA TEJIECHA TEMIIEPaTypa, JIeTaprus, CPUTEM, 3pUTEIHN XaTIONUHALMY 1 MHKOHTHHEHIIUA Ha
ypHHa.

B kIuHUYHN NpoyYBaHMS NIPH MALUEHTH C JIEKapCTBEHOMHAYIMpaHa (J0TaMUHOB arOHUCT) MICUX03a,
cBBbp3aHa ¢ Obosiectta Ha [lapKUHCOH, MHOTO YeCTO U I0-YECTO B CPAaBHEHHUE C IIanedo ca JOKJIaABaHU
BIOIaBaHe Ha [lapkMHCOHOBaTa CHMIITOMATHKA U XATIOLIMHALIY.

B enHO KTMHUYHO MPOYYBaHE MPH MAUCHTH ¢ OUTOSpHA MaHUS KOMOMHHPAHOTO JICUEHHE C
BaJIIIPOAT U OJIAII3alMH BOJH JI0 Y€CTOTa Ha HEyTpomeHusTa ot 4,1%; moTeHuaneH chaeicTBaI]
(hakTOop MOXKE J1a ca BUCOKH IJIa3MEHHU HHBa Ha Banmpoar. Ojan3anuH, MPUWIOKEH ¢ TUTHH WK
BAJIIIPOAT, BOJIM JI0 MoBHINeHa yectoTa (>10%) Ha TpemMop, CyX0oTa B ycTara, MOBUIIICH AlIETUT
MOBHINIABaHE HA TeraIoTo. HapymieHne B roBopa chINo € MokinaaBaHo decto. [Ipu nedenue ¢ onamsanux
B KOMOWHAIIWS C TUTHH WA JUBAIPOEKC CE HAOF01aBa TIOBHIIIEHHE C > 7% OT NU3XOHOTO TEJIECHO
terio mpu 17,4% oT manmeHTuTe mo BpeMe Ha OCTPOTO JeueHue (10 6 ceqmuiin). [IpoabmKUTenHOTO
JICUYEHHE C OJIaH3amuH (0 12 Mecena) 3a NpoQUIaKTHKA Ha PEIUINUB MTPH MAIUCHTH C OUTIOISIPHO
Pa3CTPOICTBO € CBBP3aHO C MOBUIIIEHUE C >7% OT U3XOHOTO TeIEeCHO Terio mpu 39,9% ot
TIAI[MEHTHUTE.

[MenuaTpuyHa momynarus

Onamn3zanuH He € TToKa3aH 3a JICUCHHE MIPH Jiena U oHommw no 18 roguman. Makap aa He ca
MPOBEKIAHU KIMHUYHY MTPOYYBAHUS 32 CPABHABAHE HA FOHOIIUTE C Bh3PACTHUTE, TAHHUTE OT
IIpoy4YBaHuATa IIPU FOHOIIHN Ca CPaBHEHU C TE3U OT IPOYyUYBaHUATA IIPHU Bb3PACTHU.

Crnennara Tabnmna 00001aBa HeXKEJaHUTE PEAKIINH, ChOOIIABaHU C TIO-TOJIsSIMA YECTOTa MPH
HALMEHTH B FOHOIIECKa Bh3pacT (Mexay 13 u 17 rogunHun), OTKOJIKOTO NP Bb3PACTHHU MALMEHTH, HIIH
HEXEJIaH! PeaKIMi, KOUTO Ca YCTAHOBEHH CaMO MPH KPATKOCPOUHU KITHHHYHHU MTPOYUIBAHHS C
HAIMEHTH B FOHOILIECKa Bb3pacT. KIIMHUYHO CHrHU(HUKAaHTHO MOBHUIIICHHE HA TErJIOTO (> 7%)
M3IJIeK/IA ce HaOJI0/1aBa 1o-4eCTo B IOIYJIAlHATa Ha FOHOLINTE B CPABHEHUE C BB3PACTHHU ChC
CpaBHHUMa €KCIIO3UIHA. Crenenra Ha HaggaBaHC Ha TCTJIO U ACJIBT HA MATUCHTUTC FOHOIIIN, KOUTO
UMaT KIMHUYHO 3HAYUMO HaJJJaBaHE Ha TETJIO Ca MO-TOJIEMHU ITIPU IIPOABJDKUTEIIHA CKCIIO3UIIUA (HOHC
24 cenMuIIN), OTKOJIKOTO TIPH KPATKOCPOUHA SKCIIO3HIIHSL.

HpI/I BCSKO IpynnipaHe B 3aBUCUMOCT OT YCCTOTATa HEKCIIAHNUTC PCAKIIUHN Ca MPEACTABCHU B HU3XOAAII]

PeJi 110 OTHOIIEHHE Ha TAXHATA CePHO3HOCT. TepMUHUTE 3a YecToTa ca NeUHUPAaHN KaKTO CIIe/Ba:
mHoro uectu (> 1/10), gectu (> 1/100 no < 1/10).
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Hapymenus Ha MeTa00JIM3Ma U XpaHEHETO
Mnozo yecmu: TloBHIIABaHE HA TEMJIOTO', MOBUIICHN HUBA HA TPUIJIALIEPHAN . TOBHIIIEH allETHT.
Yecmu: TToBUIIEHY HUBA HA XOJIECTEPOI ™

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

CToMalIHO-YpeBHH HAPYLIEHHS
Yecmu: CyxoTa B ycTaTa

XenaToOuJIHAPHHU HAPYIIEHHUSA
Mnoz2o wecmu: TloBuinenus Ha yepHoapoouuTe amuHorpanchepasu (ALT/AST; Bx. Touka 4.4).

HN3caenpanus

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

nponaktun’®,

13 Cnen xpaTkocpouHo seuenue (MeIuaHa Ha IPOJLIKUTEIHOCT 22 THU) MOBHIIABAHE HA TEIJIOTO

> 7% oT u3xoaHOTO TenecHo Terio (kg) e MHoro yecto (40,6 %), > 15% OT U3XOHOTO TEIECHO TETJIO
e gecto (7,1 %), a> 25 % e gecro (2,5 %). [Ipu pparocpouna excrio3urus (one 24 cenmuim) 89,4 %
Haggasat > 7 %, 55,3 % maggasar > 15%, a 29,1 % magmasat > 25% OT M3XOQHOTO CH TEIECHO TETJIO.

14 Ha6mrogasar ce 3a HOpMaIHU U3XOMHU HKUBA Ha raaaHo (< 1,016 mmol/l), KouTo HapacTBaT 10 Haii-
BUCOKa CTOIHOCT (> 1,467 mmol/l), u npoMeHH OT pedepeHTHHUTE IPAaHULN B U3XOJHUTE HUBA HA
TpuriHiepuauTe Ha riaaHo (> 1,016 mmol/l - < 1,467 mmol/l) no naii-Bucoka cToitHOCT

(> 1,467 mmol/l).

Y TIpomenn B u3xomHKTE HUBA HA OOIIKS XOIECTEPOII Ha ITIaAHO crpsamo HopManaute (< 4,39 mmol/l)
JI0 Haii-BHCOKa cTOMHOCT (> 5,17 mmol/l) ca nabaronaBanu yecto. [I[pomenu ot pedepeHTHUTE
IPaHUIM B U3XOJHUTE HUBA Ha OOIIKS X0JIecTepos Ha riaaHo (> 4,39 - < 5,17 mmol/l) no Haii-Bucoka
croitHOCT (> 5,17 mmol/l) ca MHOTrO YecTH.

16 TToBuIICHM TUTA3MEHHM HUBA HA MPOJIAKTHH ca OKIaABaHu npu 47,4% oT nalMeHTUTe B FOHOIIIECKA
BbB3pacT.

Cro01aBane Ha MMOJI03MPAHU HEXKEJIAaHH PEaAKIIUK

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

4.9 Ilpemo3upane

IIpusHay ¥ cumMnTomMu

MHoro gecTy CUMIITOMH IIpH Tipepo3upane (uectota > 10%) BKIIOUBAT TaXUKapIus,
BB30Yy/1a/arpeCUBHOCT, TU3aPTPUS, PA3IUYHU EKCTPATUPAMHTHI CUMIITOMU M HapyIIeHNE Ha
CH3HAHUETO, BApUPAILO OT CeUpaHe A0 KoMa.

Jpyru MeAMIIMHCKA 3HAYMMH TIOCTIEIUIIN Ha MTPEI03UPAHETO ca ISP, KOHBYJICHU, KOMa, B3MOXKEH
HEBPOJICNITUYCH MaJIMTHEH CHHAPOM, MMOTUCKAHE HA JTUIIAHETO, aCTIHPAIIHs], XUIIEPTOHUS HITU
XUTNOTOHHSA, PUTHMHH HapYIICHUS Ha ChPIETOo (< 2% OT ciiyyauTe Ha Ipeo3upaHe) u
KapIuoITyIMOHapeH apecT. DaTaiHu MmociueIuIy ca JOKIaIBaHH TP OCTPO MPE03UPaHe ¢ 1032 OT
nopsitbka Ha 450 mg, HO CBIIIO € JIOKJIABAHO MIPEXKUBSIBAHE CIIE/I OCTPO MPEO3UPAHE C
MPUOIU3UTEITHO 2 g OJTaH3AITNH TIEPOPAITHO.

Jleuenue

3a ojaH3amuH HIMa CHCI_II/I(l)I/I‘leH AHTHUAO0T. He ce npernopbpYBa NPCAN3BHUKBAHC HA ITOBPBHIIIAHC. Morar
Ja 6’[)}_'[2.T IMMOKa3aH! CTAHAAPTHUTC MCPKH 3a JICHCHUC HAa TPCAO3HUPAHC (T.C. CcTOMallIHa IMPOMHUBKaA,
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npreMaHe Ha aKTHBCH BBIVICH). ETHOBPEMEHHOTO TpUiiaraHe Ha aKTUBEH BBIJICH € IMTOKA3allo
HaMaJIIBaHE Ha IepopaliHaTa OMOHAIMYHOCT Ha onaH3anuH ¢ 50 mo 60%.

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

5, B®APMAKOJIOIT'MYHU CBOMCTBA

51 dapMaKoANHAMHUYHH CBOIiCTBA

q)apMaKOTepaHeBTI/I‘-IHa rpymna: nICUXoJCNTUIH, JUa3CIInHU, OKCa3CINMHU, TUA3CIIMHA U OKCCIIUHHU,

ATC kox: NOSA HO3.

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

B npexknuHUYHY NpoyYBaHUs € H0Ka3aH ahUHUTETHT Ha OJaH3allMH KbM peula penenTopu

(Ki <100 nM) 3a ceporornt SHT2anc, 5HT3, S5HTe; monmamun D1, Dy, D3, Ds, DS; Xonmuaepruuau
MyCKapuHOBH perienitopu Mi-Ms; anda; anpenepruyam; u xuctaMuHoBr Hi peneniropwu.
IIpoyuBaHusiTa C OJaH3aIIMH BbPXY IIOBEACHUETO Ha )KMBOTHHU okas3sa SHT, nonamMuHoB u
XOJIMHEPTUUYCH aHTArOHM3bM, OTTOBAPSIII HA PELENTOP-CBhp3BaIius npodui. In vitro oxanzanux
MOKa3Ba Mo-ToJisiM apUHUTET KbM cepoToHHHOBUTE SHT2, OTKOKOTO KbM JIonTaMuHOBUTE D>
peuentopu u no-romsiva SHT, akTBHOCT B cpaBHEeHHe ¢ D, akTHBHOCTTA 1pH iN ViVO MOJIEITH.
EnexTpodu3nonoruuHuTe U3cieABaHuUs OKa3BaT, Y€ OJIaH3alUH CEJIEKTUBHO HaMaJIsiBa
aKTUBHpaHETO Ha Me30auMOnuHuTe (A10) TomaMUHEPrUYHU HEBPOHHU, KaTO B CHILIOTO BpeMe €PEeKThT
My BbpXY ITBTHIIATA B CTPUATYMa, y4acTBaIIK B MOTopHaTa (GyHKIus (A9), e Mabk. OnaH3anuH
HamassBa KOHAWIMOHUPAHUS OTTOBOP Ha OTOATBAHETO, KOWTO € TeCT, IIOKa3aTelIeH 3a
AQHTUIICUXOTUYHA aKTUBHOCT B /1031 MIO-HUCKH OT T€3H, BOJCIIH JI0 KaTaJercus, KOeTO € XapaKTepHO
32 MOTOPHHTE HeXeJlaH! eeKTH. 3a pa3sinka OT HAKOHU APYTH aHTHIICUXOTUYHHU CPEJICTBA, OJaH3alUuH
yCHJIBa OTTOBOPA B YCIIOBHSI Ha ,,aHKCHOJIUTHYEH  TECT.

B npoyuBanus ¢ mozutpoH-emucuoHHa tomorpadus (PET) mpu 31paBu 1oOpoBoIIy, OlaH3alH B
enuHUYHA nepopainHa n03a (10 mg) mokaspa mo-roysiMo cBbp3BaHe ¢ SHT,24 B cpaBHEHHE C
nmonamuHOBHUTE D2 perienitopu. OcBeH ToBa, 00pa3HO M3CIeABaHE Upe3 eAUHNIHA (DOTOH- EMUCHOHHA
kommoTbpHa ToMorpadus (SPECT) npu manuentu ¢ mum3odpeHns NoKkasBa, ue Mpy NalueHTHTE,
YYBCTBHUTEIHU KbM OJIAaH3AMWH, UMa M0-Malko CBbp3BaHe ¢ Dy B cTpratyMa B cpaBHEHHE C
MAIMEHTHTE, YyBCTBUTEIIHU KbM JIDYTH aHTUTICHXOTHYHH CPEJICTBA M PUCIIEPUIOH, KATO Ta3H HAX0JKa
€ CpaBHMMA C Ta3M [PU KI03aMH-1yBCTBUTEIHUTE MTAIIUCHTH.

Knnnnyna edukacHoct

B nBe ot aBe miane60-KOHTPOJIUPAHH U B IBE OT TPU CPABHUTEITHA KOHTPOJIUPAHH MIPOYIBAHUS TIPH
noeeue ot 2 900 marueHTH ¢ mKU30(GPEHHUs, IPOSIBEHA KAKTO C HAJTMYMUETO Ha MOJIOKUTEIHU, TaKa U C
OTPUIIATEITHU CUMIITOMH, OJaH3AIHH [TOKa3Ba CTATUCTUYECKH 3HAYMMO TI0-TOJIEMHU TIOJJOOPEHUS KaKTO
Ha HEraTHUBHUTE, TaKa U HA TO3UTUBHUTE CUMIITOMH.

B MynTuHaIMOHAIHO, TBOWHO-CIISTIO, CPABHUTEIIHO MPOYYBAHE BHPXY MIM3U(PPCHUSITA,
m30aheKTUBHHUTE WM TIOJO0HHU HapyIIeHHs, BKItouYBamo 1 481 marpienTa ¢ pa3inyHa CTEreH Ha
CBBP3aHH C TOBAa CHMIITOMH Ha Aenpecus (M3X0IHa CpemHa cToiHocT 16,6 o ckanaTa Ha
Montgomery-Asberg 3a kaacuduimpaHe Ha ACMPECUsTa), IPOCICKTUBHUAT BTOPUUYCH aHAIM3 Ha
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MPOMSIHATA HA M3XOHUS CIIPSIMO KpalHUsI Pe3yiTaT Ha HACTPOCHUETO, TOKa3Ba CTATUCTUICCKU
3HaunMo moxobpenre (p= 0,001) B moa3a Ha onamzamuH (-6,0) cipsimo xanonepuaoi (-3,1).

[Tpu manueHTH ¢ MAaHUEH €MHU30]] MU CMECEH SIM30,I1 NP OUTIONIAPHO Pa3CTPOMCTBO OJaH3aINH
MOKAa3Ba Mo-BUCOKa €(PEKTUBHOCT KAKTO CIIPSIMO I11a1e00, Taka U CIpsiMO BAIIPOAT CEMUHATPHN
(muBanmpoekc) B HaMasiBaHe HA CAHMIITOMHTE Ha MaHHS 3a TToBeYe OT 3 ceamuIti. OJaH3amuiH ChI0
MOKa3Ba CpaBHUMA C XAJIONEPUA0N e(hPUKACHOCT, U3Pa3CeHA C YaCcTTa MAlUCHTH, TIOIYYHIId PEMUCHS Ha
CHUMIITOMHUTE Ha MaHU U Ha jaenpecus 3a 6 u 12 cenMuim jiedeHre. B mpoy4BaHe ¢ oJaH3aIlvH B
KOMOWMHAIMS C TUTHHA WK BAIIPOAT 32 MUHIMYM 2 CeIMHUIN 100aBsHEeTO Ha onan3anuH 10 mg
(KOMOMHUPAHO JICYCHUE C JTUTUN WIIM BAJIIPOAT) € JOBEJIO J0 MO-TOIsIMa PEIYKIUS Ha CHMITOMUTE Ha
MaHUs B CPAaBHEHHE ChC CAMOCTOSTEIIHOTO MPUJIOKCHUE HA JIUTHH WK BAIIPOAT Clie] 6 CEIMUIIH.

B 12-meceuno npoyuBaHe npH MpopuIaKTHKa Ha PELUINBH HA MAaHUIHU €MTU30,11, P MallUCHTH,
MOJTYYMJIM PEMUCHS TP JIEUEHHE C OJIaH3alMH U paHJOMU3HUPaHHU CJe]l TOBa Ja MoJyyaBaT OJaH3aluH
WK 11a11e00, OJTaH3alHH € T0Ka3aJl CTATUCTUYECKH 3HAYMMO IIPEBB3X0ACTBO CHPSAMO Iu1anedo mo
OTHOILICHNE HAa IIbPBUYHNUTE KPAaliHU TOUYKH 32 NPO(UIAKTHKA HA PELUANBY HA MAHUITHN U301 TIPU
OHIOISIPHO pa3cTpoiicTBO. ONaH3anMH CHIIO € MOKa3al CTATUCTHUECKH 3HAYMMO MPEAUMCTBO CIPSMO
w1ane0o 1Mo OTHOLIEHKE Ha MPEIOTBPATABaHe HA PELMINBH KaKTO Ha MaHUs, TaKa U Ha JACTIPECHsL.

B®B BTOpO 12-MeceuHo mpoydBaHe NpH MpoGUIAKTHKA PEUUANBH Ha MAHUWHU €U30/IH, TallueHTH,
IIPpU KOUTO € IMMOCTUTrHATa pEMHUCHS C KOM6I/IHI/IpaHO JIeUeHHU€e OJIaH3alluH U JIMTHU U paHaOMU3UpPaHA
CIIeT TOBA J1a TI0JTy9YaBaT OJIAH3aIMH HJIH JIMTHH CaMOCTOSITEITHO, OJIAH3AIHH € TIOKa3aJl He IMO-TOJIIMO
MPEBB3XOICTBO CHPSMO JINTHI TI0 OTHOIICHUE Ha MbPBUYHUTE KPAHU TOUKH Ha OHITONSPHO
pasctpotictBo (onan3amut 30,0%, mutuii 38,3%; p = 0,055).

B 18-mecedno npoydBaHe Ha KOMOWHUPAHO JieUeHHe Ha MAaHUIHN WA CMECEHH €IH30,IU TIPH
HalUEeHTH, CTA0WIN3HPAHU C OJIaH3alUH ILUTIOC JIEKApCTBa, CTAOMIN3UpAI HACTPOSHUETO (JINTUH WU
BaJIIIPOAT), IPOABKUTEIHOTO JISUEHHUE C OJIAH3AIIMH CbBMECTHO C JINTUH WU BAJIIPOAT HE €
CTaTUCTUYECKH MO-100PO CIPSIMO JIUTUI WM BAIIIPOAT CaMOCTOSITETIHO 110 OTHOLLICHHE 3a0aBsHE Ha
000CTPSIHETO Ha OUIIOJISIPHOTO PAa3CTPONCTBO, CHITIACHO KPUTEPUUTE 3a CHHAPOMA (JIMarHo3ara).

[lepnaTpuyHa momyJamnus

KonTtponupanute qJaHHH 3a epUKACHOCT NPH FOHOIIH (BB3pacT 13 1o 17 ronnHn) ca orpaHUyueHH A0
KPaTKOCPOYHH MIPOYUBAHUS MPH MK30(ppeHus (6 ceIMUIN) U PU MaHUs, CBbp3aHa ¢ OUIOJISIPHO
pasctpoiicto tut I (3 cenmunn), mpu mo-manko ot 200 roHOomM. ONaH3anuH € U3MOA3BaH KaTo
¢excnbuiIHa 1032, 3anmoyBamia ot 2,5 u crurama 10 20 mg/aaesHo. [1pu nedenve ¢ onaH3anuH
IOHOIIINTE HaJ1aBaT CUTHU(HUKAHTHO NIOBEYE Ha TETJIO B CPaBHEHHE C Bb3pacTHUTE. CTENeHTa Ha
npoMeHu B oomms xonectepos, LDL xosnectepona, TpUriMuepyuanTe Ha TiIaJHO U MPOJIAKTHHA (BXK.
Touk# 4.4 1 4.8) e mo-rojsAMa MpH IOHOIIN, OTKOJIKOTO NMPH Bb3pacTHU. HsiMa KOHTpOIMpaHu TaHHH 3a
NoJIbpKaHe Ha eeKTa WM 3a IBJITocpodHa 6e30macHocT (BX. ToUkH 4.4 u 4.8). Mndopmanusra 3a
IBITOCPOYHATa 0€30MaCHOCT € OrpaHWYeHa IIIaBHO 10 OTBOPEHHU, HEKOHTPOJIMPAHHU JaHHU.

5.2 dapmakoKHMHeTHYHH CBOWCTBA

AOGcopOrus
OmnanzanuH ce abcopbupa 1o0pe cien nepopaIHo NPUIOKEHHE KaTo JOCTUTa MAKCUMAITHU TUTa3MEHU

KOHIIEHTpAIH MEXAy 5-us 1 8-us gac. AOcopOmusITa He ce MOBIKABA OT IPHEMa Ha XpaHa.
AGcomoTHaTa OMOHATMYHOCT CIIE/ MEPOPATHO MPHUIIOKEHHE B CPABHEHNE C MHTPABEHO3HO
NPUIOKEHUE HE € OIpeIeIIsHA.

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

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

OnaH3anuH ce MeTa0oaM3upa B YePHUSI PO0 Upe3 KOHIOTUPAHE M OKUCIICHUE. [ IaBHUAT METa0OIUT B
kpbBTa € 10-N-rmokoponw, KOHTO He MpeMuHaBa IIpe3 KphbBHO-MO3bUHaTa Oapuepa. 3a
o0pa3yBaHeTo Ha MeTa0OMUTHTE N-Ie3METHIT U 2-XUIPOKCUMETHII JONPHUHACAT IUTOXpoMu P450-
CYP1A2 u P450-CYP2D6. In vivo u nBata MeTabO0IUTa IIOKA3BaT 3HAYUTEIHO I10-HUCKA
(dapMaKoIOrHYHa aKTUBHOCT, OTKOJIKOTO OJIAH3AMWH B U3CJICIBAHUS TIPU XKUBOTHH. | T1aBHATA
(bapMaKoJIOrHYHA aKTHBHOCT CE JIBJDKU HA U3XOJIHUS OJIAH3AIVH.

EnumMunupane
Crnen mepopaliHO IPUI0KEHUE CPETHUAT TEPMUHAICH STUMUHAIIMOHEH MOIYKUBOT HA OJaH3aMuH

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

[Tpu 3apaBM HHAWBUAM B HAIIpeIHAIa BB3pacT (65 TOJMHU U OBEYE) CPEAHUSAT SIMMUHALTUOHEH
MOJTY’)KUBOT € YJIBJDKCH B CpaBHEHUE C mo-muiaante uHauBuau (51,8 cpenry 33,8 yaca), a KIIUPBHCHT €
HamaureH (17,5 cpemy 18,2 1/gac). ®apMakoknHeTHYHATa BApHAOUITHOCT, KOSATO € HaOII0AaBaT mpH
WHIMBUIWTE B HAMpeIHala Bb3pacT, He Ce OTIMYaBa OT Ta3H NpH Mo-Miagute nHauBuau. [pu 44
MaIMeHTH ¢ IU30(PEeHUs Ha BB3PACT Haj 65 rogunu 1o3u ot 5 10 20 mg/aHeBHO He ca Ounn
CBBP3aHU C HAKAKbB Pa3inueH NpouI Ha HEXKENaHU ChOUTHSL.

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

(n=869).

br6peuHo yBpexkaane

He e ycTanoBeHa 3HaunMa pa3nuka B CpeIHSI eIMMHUHAIMOHEH oIy uBOT (37,7 cripsimo 32,4 gaca)
v B kimupbHca (21,2 copamo 25,0 1/dac) Mexay nanueHTUTe ¢ yBpeaeHa 0b0pedna QyHKIUSI
(xpeaTrHMHOB KiIHpBHC <10 ml/min) u 3apaBute uHIUBHIU. [IpoyuBaHusTa OKa3BaT, ue okoio 57 %
oT 6CHH33HI/IH C paAOAKTHBHU U30TOIIU OJIAH3aIllMH C€ YCTAHOBsABA B YpUHATAa INIaBHO 110/ (bopMaTa Ha
MeTaboIHTH.

YepHo1poOHO YBpeXIaHE

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

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

Ilymene
[Ipu Hemymaum (MBKE ¥ KEHH) CPSTHUAT STMMHHAIIMOHEH TIOTYXUBOT € YAbIDKeH (38,6 cpsmo

30,4 yaca), a kupbHCHT € HamaseH (18,6 cpeury 27,7 1/4ac) B cpaBHEHUE € MyIIAYH.

IIna3smenust KIIMPBHC HAa OJIaH3aIllMH € IIO-HUCHK MPU MAMUCHTUTC B HAIIPC/IHAJIa Bb3PacCT, B
CpaBHCHUC C MO-MJIAAUTC UHAWUBUAW, IIPU KCHUTC B CPABHCHUC C MBIKCTC; KAKTO U IIPU HCITYHIAYHUTC B
CpaBHCHUC C IIyIIAYUTE. B’[)HpeKI/I TOBa, 3BHAYMMOCTTA Ha BIIMAHUETO HA Bb3paCTTa, I10Jia Ui
IMMYHICHCTO BbPXY KIIMPBHCA HAa OJIaH3aIllMH U BbPXY HCTOBUS IMOJYKUBOT € TBBPJAC MaJika B CDABHCHUC
C o6maTa BapI/Ia6I/IJ'IHOCT MCKAY OTACITHUTC UHAUBUIU.

He ca ycTaHoBeHU pa3iuku BbB (papMaKOKUHETHYHHUTE MTApaMETPH IIPH IIPOYUBAHUS, TPOBEIACHH C
€BpONEHIIN, ATOHIU U KUTANIH.

Henuatpuyna monymnaus

FOnomm (BB3pacT 13 mo 17 roguan): @apMakoKHHETHKATa HA OJIAH3AITHH € TI000HA IIPH FOHOIITH U
BB3pACTHU. B KIMHWYHY MPOYYBaHUS CpeHATa EKCITO3UIIHS Ha OJITaH3aIHH € 0K0JIo 27% 1mo-BHUCOKa
npu toHoI. JleMorpadckure pa3nuyus Mex Iy FOHOIIM U Bh3PACTHU BKIIFOYBAT MO-HUCKO CPEITHO
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TEJIECHO TETJIO U TMO-MaIIbK Opol mymauu npu toHomure. [Tono0Hu hakTopu € Bb3MOKHO J1a
CBJICICTBAT 3a MO-BUCOKAaTa CpeAHa eKCIIO3UIINS, HaO0AaBaHa MPH FOHOLIH.

5.3 IpeakJanHNYHYU JaHHM 32 0€30MaCHOCT

Octpa (Ipu eMHUYHA J1033) TOKCUIHOCT

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

TOKCHYHOCT IpH MHOTOKPATHO MPUIIOKECHUE

B nmpoyuBaHus BbpXy MHUILKH C IPOABIKUTEIHOCT JI0 3 Mecela U BbpXY IUTbXOBE U KydeTa ¢
MPOABIDKUTENHOCT 10 1 rognHa npeobnanaBaimuTe epekTn ca notuckane Ha L{THC,
AQHTUXOJMHEPTUIHU e(eKTH U epuepHI XeMaTOIOTUIHH HapyleHus. Pa3BuBa ce TonepaHc KbM
notuckanero Ha [THC. ITapamerpute Ha pacTexa HaMassiBaT pU BUCOKHU A03U. [Ipu murbxoBeTe ca
HabIronaBaHu 00paTUMH €EKTH, KOUTO Ca B pe3yJTaT Ha MOBUIICHN HUBA HA IPOJIAKTHHA U
BKJIFOYBAT:. HAMaJIsIBAaHE TEIJIOTO HaA Hﬁ‘lHI/IHHTG 1 MaTKaTta, KaKTO 1 MOp(bOJ'IOI‘I/I‘-IHI/I IIPOMCHHU BLHB
BJIATJIAIIHUS STIATEI U B MIICYHUTE JKIIC3H.

XeMaToJIOTHYHA TOKCHYHOCT

Edextn BbpXy XeMaTOIOTHYHUTE MTapaMEeTPH C€ YCTAHOBABAT IIPH BCUYKH H3CIICBAHH BUIOBE
JKUBOTHU, BKJIFOUHTEITHO J1032-3aBUCUMH TTOHIDKEHUS HA TUPKYIUPAIIUTE JICBKOIUTH ITPH MUIIKA U
HecnenupUIHN HaMalIeHUs Ha Oposi Ha [IUPKYJIUPALTUTE JICBKOIIMTUTE MPH ILTHXOBE; HE C
YCTaHOBSIBAT, 00aue JI0Ka3aTeJICTBa 32 KOCTHOMO3bYHA IMTOTOKCUYHOCT. [Ipu orpannden 6poit
Ky4era, JiekyBaHH ¢ 7031 oT 8 winn 10 mg/kg/mHeBHO (00IIaTa eKCIO3HIIMs Ha OJIAH3aINNH {TUTOMI ITO/T
kpuBata} ¢ 12 10 15 mbTH MO-BUCOKA OT Ta3M MPH YOBEKA MPH MIPHEM Ha J103a oT 12 mg), ce
Ha0JII0/1aBa 00paTUMa HEYyTPOIICHHS, TPOMOOIIUTONCHUS MM aHeMust. [Ipy IUTOTIECHUYHU Ky4yeTa He
ca HaOIrO1aBaHU HEeXeTaH! e()eKTH BbPXY MPOTCHUTOPHHUTE WK TIpoH(eprpaIinTe KJISTKH B
KOCTHHS MO3BK.

PenponykTrBHA TOKCHYHOCT

OnanzanvH HAMa TepaToreHHu eext. CenanusaTa MOBIMsABA KyMyJIaTUBHATE CIIOCOOHOCTH Ha
MBKKHUTE TUTbX0BE. [10J10BUTE HUKIIK ce 3acsaraT npu 103u ot 1,1 mg/kg (3 mbTH 1M0-BUCOKU OT
MaKCHMAaJTHATa /1032 TPU X0paTa), a perpoAYKTUBHUTE ITapaMeTpH ca 3aCErHaTH IpH TUIbX0BE, Ha
KOHUTO € 1aBaHa /1032 oT 3 mg/kg (9 mbTH No-BUCOKA OT MaKCHMalHATa J103a IpX Y0BeKa). B
MOKOJIGHUETO Ha ITHXOBETE, Ha KOMTO € JIaBaH OJIaH3aIHH ce HaOJro1aBa 3a0aBsiHe B pa3BUTHETO HA
IJI0/1a ¥ TIPEXO0THO HaMaJIsIBAaHE HUBATa HA aKTUBHOCT HA MAJKUTE YKUBOTHH.

MyrareHHoct
OHaHSaHI/IH HC € ITOKa3all MYTaFeHHOCT HUJIN KJIACTOT€HHOCT HpI/I HpOBeJIeHI/ITe II'bJIHU CTaH}IapTHI/I

TECTOBE, BKIIFOUBAIIIM TECTOBE 3a OAKTEpUATHU MyTaIMHy | iN Vitro u in ViVO TecToBeTe mpu
0O03alHAIN.

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

6. OAPMAIIEBTUYHU JAHHHU
6.1 CnuchLK HA IOMOIIHHUTE BelllecTBA
Manuron E421
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MukpokpucTaiHa 1einyno3a

Acmapram E951

Kpocnosunon

Marune3ueB creapat

6.2 HechBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHoCT

30 mecera

6.4 CrnenyajaHu yCJIOBHSI HA CbXpPaHeHHue
Ha ce cexpansBa nox 30°C.

6.5 Buawu chabpikaHue Ha OMAKOBKATA

5 mg TabneTku
AnyMUHUI/anyMUHAEBU OJMCTEpU B KApTOHEHU KyTuH ¢ 28 & 56 TabneTku B KyTHS.

He BcHuKM BUIOBE OMAKOBKH MOT'AT Ja ObJIaT MyCHATH Ha ma3apa.
6.6 CnenuajaHu nMpeana3Hu MEPKH NPU U3XBbPJIsHE

Hsama CricuyaJIHi N3MCKBaHU .

7. INPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Glenmark Pharmaceuticals s.r.o.

Hvézdova 1716/2b, 140 78 Praha 4

Uemka PemyOnmka

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/09/592/001

EU/1/09/592/006

9. JIATA HA ITBPBO PA3BPEIIABAHE/ITIO/THOBSIBAHE HA PASPEINIEHUETO 3A
YIIOTPEFA

[Jara na mppBo paspemasane : 10.12.2009
Jata na moguossiBane: 06.08.2014

10. JIATA HA AKTYAJIU3UPAHE HA TEKCTA
{MM/TTTT}

[Honpobna nHbopManys 3a TO3M JEKapCTBEH NPOAYKT € MpeJocTaBeHa Ha yeb caiita Ha EBpomneiickaTa
areHIws 1o JiekaperaaTa http://www.ema.europa.eu/.
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1. HUME HA JIEKAPCTBEHMUA TPOAYKT

Olazax Disperzi 10 mg tabnaeTku, TUCTIPTUPAIIH CE B yCTaTa

2. KAUYECTBEH U KOJIMYECTBEH CbCTAB
Bcsika TabneTtka, aucrieprupaiiia ce B ycrara, cbabpika 10 mg onansanun (olanzapine).

[ToMOIIHO BELIECTBO ¢ M3BECTHO JCHCTBUE: BCsKA TaOIeTKa, AMCIIEPrupallia ce B ycrara, ChIbpiKa
0,46 mg acmapram.

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

3. JJEKAPCTBEHA ®OPMA

TabneTku, qUCHIEPTUpAIH CE B yCTaTa

JKbnTH, KpBIUK, IIOCKH TaOJIETKH, ChC CKOCEHU PHOOBE, ¢ BIUThOHATO penedHo o3nayeHue “OL” ot
eJlHaTa CTpaHa M BJUTbOHATO pesiehHO 03HadYeHue ,,D” oT nIpyrara cTpaHa.

4. KIMHNUYHU JAHHUA

4.1 TepaneBTHUYHU MOKA3ZAHUS

Bb3pactHu
OnaH3anvH e TI0Ka3aH 3a JeuyeHue Ha MHU30(QPEeHMsL.

Oman3anuH e e(beKTHBeH 3a NOAABPIKAHEC HAa KIMHUYHOTO HOZ[O6peHI/I€ 10 BpEMC Ha NMMPOABJIZKUTCIIHO
JICYCHUC IIPU MAIUCHTH, ITOKA3aJIM HAYAJICH TCPAIICBTUYCH OTI'OBODP.

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

OraH3anuH e 1oKas3aH 3a MpouIakTHKa Ha PEHUIMBY HA MAaHUEH SMU30/1 IPU NAIIMSHTH ¢ OUIIOIapHO
Pa3CTpOMCTBO, IIPU KOUTO 10 BpEME Ha MaHUCH €MU30/1 € OUJI MOCTUTHAT KIIMHUYEH OTTOBOP C
oJTaH3anuH (BX. Touka 5.1).

4.3 ]Iozmpomca U HAYUH HA NMPUWITOKCHUEC

Bo3pactHu

uzodpenus: [lpenopruBanara HauaHa 03a ojan3anuH e 10 mg/aHeBHo.

Manwuen enmm3of: HadannaTa mo3a e 15 Mg kato enMHUYHA JHEBHA /1032 IPU MOHOTepamwst wind 10 mg
JTHEBHO MPpH KOMOMHMPAHO JiedeHne (BX. Touka 5.1).

[IpodunakTika Ha perUIUB HA OUTIOISIPHO pas3cTpoiicTBo: [IpenoppuBaHaTa HavalHa 1032 €

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

no3a. [lpu mosiBata Ha HOB €MM30/1 HA MAaHHS, CMECEH €MHU30 WIH €MHU30/ Ha JeTPECHs, JICYEHUETO C
OJIaH3aIUH TPsOBa 11a MPOABIDKH (C ONTUMHU3HpPaHE Ha 103aTa, aKO € HEOOXOAMMO) C TOITBIHATEITHO

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

[To BpeMe Ha JIeYCHUETO HA MU30(QPEHSI, MAHUECH €30/ U TIPU MPO(QUIAKTUKA HA PEIUIUBH Ha
OMTIONIAPHO Pa3CTPOMCTBO JHEBHATA 033 MOXKeE J1a Ob/Ie KOpUTHpaHa TOCTEIIEHHO Ha 0azara Ha
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MHIUBHIYATHOTO KIMHUYHO ChCTOSHHE B paMkuTe Ha 5-20 mg/nueBHo. [loBumasane Ha 103aTta 10
HHBa HaJ IPENopbhyBaHaTa HaYaJ HA J103a CE MPEophUBa caMo CJIe]] ChOTBETHA KIMHUYHA ITPEOIIEHKA
u TpsiOBa a cTaBa Half-00II0 Mpe3 UHTEPBANX HE MO-Mallku OT 24 yaca. OnaH3anuH MOXe Ja ce
npuemMa 0e3 Bpb3Ka C XpaHEHEeTO, Thii kaTo abcopOLuATa He ce MOBIUABA OT XpaHata. [Ipu
IpeyCTaHOBSIBaHE ITPHEMa Ha OJaH3aIMH TPAOBa /1a ce MMa MPEeABHI NOCTENEHHOTO HaMaJsiBaHe Ha
J03aTa.

Olazax Disperzi Tabnetka, qucneprupaiiia ce B ycrara, TpsioBa qa Ob/ie ocTaBeHa B yCTaTa, KbIeTO
T OBP30 ce JUCTIEPTHpPA B CIIFOHKATA Taka, ue Aa Obe TecHo nperirbTHaTa. OTCTpaHsABaHETO OT
ycTaTa Ha Lsjla JUCIieprupaiia ce B ycrata tabierka e TpyaHo. Thi KaTo qucreprupamara ce B
ycraTa TabJeTka e 4yyIuinBa, TS TpsOBa a1a Obae IpueTa BenHara ciell H3BaKIaHeTo OT OnmcTepa.
Jlpyra Bb3MOXHOCT € JIUCTICPTUPAHETO i B ITBJIHA Yallla BOJA WIH JAPYTa MOJXOAIIa HATUTKA
(IOpTOKAJIOB COK, SIOBJIKOB COK, MIISIKO HJIM Kade) HeMOCPEeACTBEHO MPEAH puemMa.

OnanzanuH 1o popMara Ha TUCTIEPrupalna ce B ycrara TadieTka ¢ OMOeKBeBaJICHTEH Ha OJIAaH3AIHH
00BHTH TaOJETKH, KaTO MPHUTEXKaBa MOA00HA CKOPOCT U CTereH Ha abcopbOuums. Toit mma chimarta
JTIO3UPOBKA U YECTOTA HA MPHUIIOKEHUE KAKTO OJIaH3aIuH 00BUTH TabneTku. OraH3amnuH TabJaeTKH,
JMCIIEPTUPAILH CE B YCTaTa, MOKe Jla O'b/Ie M3MIOI3BAH KaTo AIITEPHATHBA HA OJIAaH3AITNH OOBUTH
TaOJIeTKH.

CrenyanHy nonyJanuu

Cmapuecka 6v3pacm

OOUMKHOBEHO HE Ce MpenopbyBa M0-HUCKa OT O0MualiHaTa HavyaaHa Jo3a (5 mg/IHEBHO), HO TaKaBa
Jl03a MOKE JIa C€ MMa MPEBU/I MPU MAIMEHTH Ha U HaJl 65 TOJUHU TOraBa, KOraTo KIMHUYHUTE
¢baxTopu To Hamarat (BX. ChIo TO4Ka 4.4).

bvopeuno u/unu uepnoopodro yepesxcoane

[Tpu TakvBa naIMeHTH TPSOBA J1a Ce UMa IPEBUI MO-HUCKA HavanHa 7032 (5 mg). B ciayyau Ha
yMepeHa 4epHOIpoOHa HeocTaTbuHOCT (1upo3a, Child-Pugh knac A nnu B) Hayannara nosa tpsaosa
Ja ObJie 5 mg U 1a ce yBeInruaBa camo C MOBHUIIICHO BHUMAaHUE.

Ihwauu

Hauannara 1032 1 1030BUST 1Uana3oH He € He0OX0IMMO PYTHHHO Jia C€ MPOMEHST IPU He-TTyIIayn
crpsiMo mymmaun. [TymeHero Moxke 1a HHIyIMpa MeTabo3Ma Ha onan3anuH. [Ipernopsusa ce
KJIMHIYHO MOHUTOPHPAHE M MOXKE J]a C€ MMa IPEIBUI TOBUIIIAaBaHE Ha JI03aTa Ha OJIaH3aIlMH, aKo €
Heo0xoauMo (BXK. Touka 4.5).

Koraro e HaJIMEC 1ImoBCY€ OT €AHUH, Sa6aB$II]_I MeTa60J’II/13Ma, (I)aKTop ()KGHCKI/I IoJ1, ctap4eCka Bb3pacT,
Henymaq), TpSI6Ba Aa €€ uMa NpeABHU HaMaJIsIBAHC HAa Ha4YaJiHaTa 103a. IloBumraBaneTo Ha Jo03ara,
KOoraTto ToBa € HeO6XOJIPIMO, TpSIGBa Ja cTaBa MOCTCIICHHO IIPU TE3U MalUCHTH.

Koraro e He000x01MMO MMOBHIIIABAaHE HA jJ03aTa ¢ 2,5 mg, TpsioBa na ce usnonssa Olanzapine
Glenmark o0BuTH TabnETKH.

(Bx. cpmio Touka 4.5 u Touka 5.2)

Ileouampuuna nonynayus

OnaH3anuH He ce MPernopbyBa 3a ynorpeda OT Jiela U IOHOIIH 1o 18-roaniiHa Bb3pacT nopajgn
JIMIICA HA JaHHM 3a 0e30macHoCT U edukacHocT. [Ipu KpaTKoCpOYHH POY4BaHUS IIPH NALMEHTH B
IOHOIIIECKA BB3PacT € ChOOIICHO 3HAYNMO yBEIWYEeHHE Ha TEJIECHOTO TErJ0, N3MEHEeHUs B HUBATa Ha
JUMNHINTE U MPOJIAKTHHA B CPAaBHEHHUE C MMPOYYBAHUS TPU BH3PACTHU MAIMEHTH (BXK. TOUKH 4.4, 4.8,
5.1u5.2).
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4.3 TIlpoTuBomoka3aHus

CBpPBXYYBCTBUTEIHOCT KM aKTUBHOTO BEIIECTBO MJIM KbM HSIKOE OT TOMOIITHUTE BEIIECTBA,
n30poenu B Touka 6.1. [TanmeHTH, Ipu KOUTO € U3BECTHO, Y€ MMa PHCK OT IOSBaTa Ha TECHOBI'hJIHA
TJIayKoma.

4.4 ChneuuajaHu mpeaynpesxieHus U NPEANa3Hu MePKH NPHU ynoTpeda

ITo BpeMe Ha aHTUTICHXOTHYHO JICYCHHE MOJ00PEHHE B KIIMHUYHOTO ChCTOSIHUE HA MAIUCHTA MOXKE J1a
OTHEME OT HSKOJIKO JHHU JI0 HAKOJKO ceamuld. [Tanuentute TpsaOBa qa 6baaT CTPOro HaOMOJaBaHN B
TO3U TEPUOIL.

IIcuxo3a, cBbp3aHa C JeMEHIHs, 1/UIM MOBEJICHYECKH HapYIICHUS

OnaH3anuH He ce MPenopbyBa 3a ynoTpeda NpH NaueHTH ¢ IICUX03a, CBbp3aHa ¢ AeMEHIINs, H/UIH
MOBEJICHYECKH HapyLICHUS, IOpaly yBeIM4aBaHEe HA CMBPTHOCTTA M PUCKA OT MO3bUYHOCHIOBH
WHIUICHTH. B miane0o KOHTpoIMpany KIMHIYHU MPOYYBAHUSA (C MIPOIBIDKUTEITHOCT 6-12 cemMuIim)
IIpY TTALMEHTH B HAIIpeAHANIA Bb3pacT (cperHa Bb3pacT 78 TOAMHU) C IICHX03a, CBbP3aHa ¢ IeMEHLUS,
W/WITY TIOBEIEHYECKHU HAPYILICHHs € HaOJI01aBaHO 2-KpaTHO yBEIHYaBaHE HA CMBPTHOCTTA MPU
MaIMEHTHTE, JEKYBaHH C OJIAH3aIMH, B CPABHEHHE C MAEHTUTE, TPETUPAHU ¢ TU1ane0o (CbOTBETHO
3,5% crpsimo 1,5%). Tlo-Bucokata CMBPTHOCT HE € CBbp3aHa ¢ J03aTa Ha OJIaH3auH (CpeaHa THEeBHA
nmo3a 4,4 mg) UK ¢ MPOABIDKUTETHOCTTA Ha JIeYeHNEeTo. PHCKoBHTE (hakTOpH, KOUTO MOTAT J1a
Ipeapa3noaokaT Ta3y MOMyalys MAUEeHTH KbM YBEJINYeHA CMBPTHOCT, BKIFOUBAT Bh3pacT > 65
TOJIMHU, TUc(arus, ceqalus, HapyleHo (HeIOCTaThYHO) XpaHeHe U JeXuapaTamnus, 6eIo1pooHH
3a00siBaHus (HAIp., THEBMOHUS ChC WM Oe3 acIupalivsi) Wik eAHOBpEMEHHA YyIOTpeba Ha
OcH3o/1Ma3zenHy. Beipekn ToBa yecToTata Ha CMBPTHHTE CITydan € Ouiia Mo-BUCOKa MPH
MaIMEHTHTE, JEKYBaHH C OJIaH3aINH, B CPABHEHUE C IJIae00-TPeTUPaHUTE NAMeHTH HE3aBHCUMO OT
TE3H PUCKOBH (DaKTOPH.

B chimuTe KMMHUYHY IPOYYBaHUS MMa ChOOIICHUS 32 MO3bYHOCHA0BU Hexkenanu croutus (MCHC,
Harp., HHCYJT, IPEXO0AEH UCXEMUYEH NMPHUCTHIT), BKIIIOYUTENIHO U ¢ ¢daTaieH uxon. Habmonasano e
3-kpartHo yBennyaBane Ha MCHC npu nanmeHTH, JIeKyBaHH C OJIaH3aIlliH, B CPAaBHEHUE C NALlUEHTHTE,
Tpetupan ¢ mwianedo (crotBeTHO 1,3% cnpamo 0,4%). Bcuuku nmanuenTy, JJeKyBaH! C OJIAH3aIHH
WIH U1a11e00, IPU KOUTO ca HaOII0aBaH! MO3bYHOCHI0BH HEXKETaHU ChbOUTHS, ca C MPEALIeCTBAIIN
prckoBU QakTopu. Be3pact > 75 ronuHM U ChAOB/CMECEH TUI JEMEHIHS ca HACHTU(DHUIIMPAHU KaTo
puckoBu dakropu 328 MCHC BBB Bpb3Ka € JISUEHHETO C OJIaH3aNMH. B Te3n npoyuBaHus He €
yCcTaHOBEHa e()MKAaCHOCTTA Ha OJAaH3aIlUH.

bonect Ha ITapkuHcoH

Ymorpebara Ha oylaH3aIWH 32 JIEYEHNE Ha TICUX03HU TIPU NAIMeHTH ¢ OonecTTa Ha [lapkuHCOH,
CB’I)p3aHI/I C HpI/IeMa Ha JOIIaMHWHOB arOHUCT HE CEC HpenoquBa. B KIIMHUYHHA HpOyT-IBaHI/ISI MHOTO
YECTO M M0-YECTO B CpaBHEHHE C IUTae0o0 ca JOKJIaJBaHH BIIONIABAHE HAa TAPKHMHCOHOBATA
CUMITOMATHKA ¥ XaTFOIMHAINY (BXK. ToUka 4.8), a 0JaH3amuH He € 1Mo-e(DeKTHBEH OT IuIanebo
HpI/I JICUCHUEC HA IICUXOTHUYHHU CUMIITOMH. B TE3U HpOyT-IBaHI/ISI C€ N3HUCKBA IMAIIUCHTUTC a4 6’bJIaT
H'prOHaT-IaJIHO CTaGI/IHI/ISI/IpaHI/I C Haﬁ-HI/ICKaTa e(i)eKTI/IBHa 103a aHTI/IHapKI/IHCOHOB HeKapCTBeH
MPOAYKT (JIONMAaMHHOB aroHKCT) | JIa 3ara3sT ChIIUTE aHTUIIAPKUHCOHOBH JICKAPCTBEHU MPOITYKTH
Y JIO3WpaHUs 10 BpeMe Ha npoydBaHeTo. OnaH3anuH € 3all04BaH B JI03U OT 2,5 mg/THEBHO U
TUTPUPAH 0 MaKCUMyM 15 mg/IHEBHO O NpeLeHKa Ha U3CIISA0BaTEIS.

Hesponentnuen manuruaern cuaapom (HMC)

HMC e noTeHIMaNHO )KUBOTO3aCTPAIIABAIO ChCTOSHUE, CBBP3aHO C JICUYCHUETO C
AHTHUIICXOTUYHU JICKAPCTBEHHU MPOAYKTH. Psijiko ca nokiansanu u ciayyan Ha HMC, cBbp3anu ¢
npuema Ha onan3anuH. Kimmanunure nposisu Ha HMC ca xunepnupexcus, MyCKyJIHa PUTHIHOCT,
HapyIICHNS B MUCJIOBHHMS TPOIIEC ¥ JaHHHM 32 BEr€TaTHBHA HECTAOMIIHOCT (TIPOMEHH B ITyJICA FITH
apTepUaIHOTO HAJIATAaHE, TAXUKAPIUs, U3IOTSIBAHE U OTKJIIOHEHUS B ChbPACUHUS PUTHM).
JlombIHUTETHUTE MPU3HAIM MOTaT Ja BKJIIOYBAT MMOBUIICHUE HA KpeaTHH GochoKnHa3aTa,
MHUOTTIOONHYpHS (pabaoMHONN3a) U OcTpa ObOpeYHa HEAOCTATHYHOCT. AKO MALEHT pa3BUe
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MPU3HAIM U-CUMITOMH, TIokazatenHu 328 HMC, uim uMa HesiCHO TeMIiepaTypHO ChCTOSIHUE Oe3
Ipyru KTuHIYHY TposiBu Ha HMC, npruemMbT Ha BCHYKA aHTHIICUXOTUYHH JIEKapCTBa,
BKIIFOUUTEITHO Y Ha OJIAH3AIWH, TPsIOBa a Ob/ie IPEeYyCTaHOBCH.

XHUIMEPIrIUKeMUs] U AHa0eT

Heuecro e noxiagBana XUMIepraIuKeMus W/WITU Pa3BUTHE K BIOIIaBaHE Ha quabeT, MOHIKoTa
CBBP3aH ¢ KeTOANN03a WM KOMa, BKITFOUHATENHO U CITyqau ¢ aTaieH u3xox (Bxk. Touka 4.8). B
HSKOH OT CITy4auTe € JOKJIAJBaHO MPEAIISCTBAIIO TOBUINIABAHE HA TEJIECHOTO TETJIO, KOETO MOXKE
na Obae mpenpasnonarani ¢pakrop. IlpenopbuBa ce ChOTBETHO KIIMHUYHO MPOCICISIBAHE, CIIOPE/T
M3IIOJI3BAHAUTE yYKa3aHU 3a yHoTpeda Ha aHTUIICHXOTHYHH CPEJICTBA, HAITPUMEpP M3MEpBaHe Ha
KpBhBHATA 3axap Ha M3XOJHO HUBO, Ha 12-Ta ceiMuIIa Clie]] 3all0YBaHe Ha JIEYCHUETO C OJIaH3aIH
U ClIe]] TOBA ©KeroaHo. [lanueHTnTe, IeKyBaHU ¢ aHTHUIICUXOTUYHU JICKAPCTBA, BKIIFOUUTEITHO
Olazax Disperzi, TpsoBa ma ce HabIrOAaBaT 3a MPHU3HAIIM U CHMIITOMH Ha XHIIEPIIIHKEMUS (KaTO
HaIpUMep MONUIUIICHS, TIONHYPHS, ToTudarus u cnabocT), a MalueHTHTEe ChC 3aXapeH AuadeT
WJIM TE3U C PUCKOBH (PaKTOPH 3a 3axapeH auadet TpsiOBa aa ce MOHUTOPHUPAT PEIAOBHO 3a
BJIOIIIaBaHE HAa KOHTPOJIa Ha TJII0K03aTa. TernoTo TpsoBa ja c€ MOHUTOpUPA PEIOBHO, HAIPUMED
Ha U3XOJHO HUBO, Ha 4-Ta, 8-Ta u 12-Ta ceaMHIIa ciIe/l 3ar0YBaHe Ha JICUCHUETO C OJIAaH3aITMH B
CJIe]l TOBA Ha BCEKH TPU Mecella.

I[IpoMeHHU B TUIIUOUTE

HaGuronaBat ce He)enaHu MPOMEHH B JIUMUANTE TIPH NALMCHTH, JICKYBaHH C OJIaH3aIlMH, B
1ane0o0 KOHTPOIMPAaHU KIMHUYHY W3MATBAaHUS (BXK. Touka 4.8). [[pomeHnTe B munmauTe TpsioBa
Jla Ce JIEKYBaT KaKTO € KIMHUYHO YMECTHO, OCOOCHO MPH MALUCHTH C JUCIUIHICMUS U TIPU
NALMCHTH C PUCKOBH (haKTOPH 3a pa3BUTHE HA HapylleHus B unuaute. [Ipu nammenrure,
JIEKyBaHHU C aHTHIICHXOTHYHH JIeKapcTBa, BKountenHo Olazax Disperzi, tpsoBa na ce
MOHHTOPHPAT PEIOBHO HUBATA Ha JIMIIUANTE, CIIOPE]] U3MOI3BAHUTE YKa3aHUs 3a yroTpeda Ha
AQHTUIICUXOTUYHH CPENICTBA, HAIIPUMEP Ha M3XOJHO HUBO, Ha 12-Ta ceMHUIIa Clie/T 3aoYBaHe Ha
JICYCHUETO C OJIAH3AIHMH M CJIe]l TOBA HAa BCEKH 5 TOJMHMU.

AHTUXONMHEPTUYHA aKTUBHOCT

Bbrpeku de mpu in Vitro npoy4yBaHusATa OJIaH3aIMH [OKa3Ba aHTHXOJIMHEPTHYHA aKTUBHOCT,
ONMUTBHT 110 BPEME Ha KIIMHUYHUTE MPOYYBaHUA, TIOKa3Ba HUCKA YECTOTa Ha MOJI00HH ciy4yan. Thil
KaTO KJIMHUYHUAT ONUT C OJIAH3aIMH MPH NAllMEHTH ChC ChIIBTCTBALLY 3a00JsIBAHUS € OTPaHUYEH,
IpenopbyBa ce TOH Aa ObJe NPEANKCBaH C IOBUIIEHO BHUMAHUE Ha MALMEHTHTE C XUIIEPTPOPHS
Ha TpocTaTaTa WK NapaJTuTHYeH UIEYC U MOA00HH ChCTOSHUS.

YepuoapoOHa G yHKIINA

Yecto ca HaOM01aBaHU PEXOIHHU, OE€3CHMITOMHH NOBUIIABAHUS HA YEPHOAPOOHHUTE
amuHotpancgepaszu, ALT, AST, ocoGeno B HauanoTo Ha jedeHueTo. V3ucksa ce oBUILIEHO
BHUMaHUe Npu nanueHTute ¢ nopuineHr ALT w/unu AST, npu maiueHTuTe ¢ Npu3HaIy 1
CUMITOMH Ha YePHOAPOOHO YBpPEXKIaHe, KAKTO U MPHU TE3H C MPEIXOJTHN ChCTOSHHS, CBBP3aHH C
OrpaHUyYeHH YepHOAPOOHN (PYHKIIMOHAIIHHU PE3EPBH, WM TAKHBA, KOUTO ca OMIIN JIEKYBaHH C
MOTEHITHATHO XENaTOTOKCHYIHH JIEKapCTBEHU MPOAYKTH. B cirydyanTe, KoraTo € TMarHoOCTHIINPaH
XeMaTUT (BKIIOYUTEITHO XeNaToleNyIapHO, X0JIECTaTHYHO HITH CMECEHO YePHOIPOOHO
YBpeXIaHe), JSUCHUETO C OJIaH3alKH TPsiOBa Aa Objie NpeyCTaHOBEHO.

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

JICBKOIITUTU I/I/I/I.HI/I HeyTpO(i)I/IHI/I, IIpU MauEHTUTE, 3a KOUTO € U3BECTHO, Y€ MOJIydaBaT IPOAYKTH,
BOJICIITU JIO HEYTPOIICHUS, TIPH IMAIIMEHTUTE C aHAMHE3a 3 JICKApCTBEHO-UHIYIIMPAHO MOATUCKAHE
Ha KOCTHHUS MO3bK/KOCTHO-MO3b4HA TOKCHYHOCT, IPH MaIUEHTUTE C MOATHCKAHE Ha KOCTHUS
MO3BK ITOpaau ChIIbTCTBAIIO 336OH$IBaHe, JIBYCIICUCHUE WM XUMHOTEPAIIUA, KaKTO U IIpU
MAIUEHTUTE ChC ChCTOSHUSI HA XUTIEPEO3UHOMIITUS MITH MUEIOTIPOIUPEPATUBHO 3a00IIIBaHE.
HeytporeHnus 0OMKHOBEHO Ce JOKJIBa YECTO MPU STHOBPEMEHHO MPIIIOKESHUE Ha OJIAH3AITHH C
BaJmpoar (Bxk. Touka 4.8).
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IIpekbcBaHe Ha JEYEHUETO
OcCTpy CUMIITOMH KaTO TIOTEHE, O€3ChHUE, TPEMOP, TPEBOKHOCT, TaJICHE HIIM TIOBPBIAHE ca
noknanBanu psaako (> 0,01% u < 0,1%) mpu ps3ko cipaHe Ha OJlaH3aIiH.

QT unTepBan

B ximanYHE ipoyuBaHus ca HabmogaBanu Heuectu (0,1 % m0 1 %) KIMHUYHO 3HAYNMUA
yabiokaBanus Ha QTc-untepBana (QT xopekuus Fridericia [QTcF] > 500 munucexkyHu [msec]
1o Besiko Bpeme cien u3xoanoto EKI mpu nanuentu ¢ uzxogno QTcF < 500 msec) nmpu
MAIMEHTH, JIEKYBaHU C OJIAH3aMH, KOUTO HAMAT CHTHU(UKAHTHHU Pa3Indus B CBP3aHUTE
KapIHOJIOTHYHN CHOUTHS B cpaBHEHHE ¢ TuTane6o0. Heobxoammo e obaue, oaH3anmuH 1a ce
MPENMKUCBA ¢ TOBUIIIEHO BHUMAHHE 3a€HO C JIEKAPCTBEHH MPOIYKTH, 38 KOUTO € U3BECTHO, Ue
yabmkaBar QTC-uHTepBana, 0COOSHO MPH MAIMEHTH B CTapuecka Bh3PACT, MPU MAIUCHTH ChC
CHHPOM Ha BpojieH yabiokeH QT, 3acToiiHa ChpaeuHa HEAOCTAThYHOCT, XUIIEPTPOdUs Ha
CHPIIETO, XUTOKATHEMHUS W XHUITOMATrHE3HEMHSL.

Tpomboemb60au3BM

Heuecto (> 0,1% u < 1%) ce cpo0I1aBaHO 332 Bph3Ka BHB BPEMETO MEXKIY JICUCHHE C OJaH3aHH 1
BEHO3eH TpoMOoeMOonu3bM. He € ycTaHoBeHa MPUYMHHO-CIIEACTBEHA BPb3Ka MEXy TOsBaTa Ha
BEHO3HUS TPOMO0OEMOOIM3bM U JICUSHHETO C OJIaH3amuH. BhIpekn ToBa, Thif KATO MPH MAIMEHTHUTE C
mu30(peHus YecTo ca HaJHIle TPUI0OUTH PUCKOBH (PAKTOPH 32 BEHO3EH TPOMOOEMOOTH3BM, TpsiOBa
na 6paaT uAeHTUUIUPaHN BCHYKHA Bh3MOXKHH PUCKOBHU ¢akTopu 3a BTE, Hamp., 06e3n1BmKkBaHe Ha
NalMeHTHTE, U a ObAaT MPEANPUETH IPOPHIAKTUIHH MEPKH.

Oo61o aeiicteue Bppxy LHHC

Karo ce umat npenBug ocHOBHUTE eekTH Ha onaH3anuH Brpxy LHHC, HeoOXoammMo e moBUIIIeHO
BHUMAaHHUE MPH KOMOMHUPAHETO HA MPOJYKTA C IPYTH IEHTPATHOACHCTBAIIM JICKAPCTBA U aJIKOXOJL.
Tbi KaTO ONAH3aIMMH iN Vitro ce MposABsABa KATO aHTATOHUCT Ha JOTIAMHMHA, BE3MOXHO € TOM /1a
aHTaroOHU3Mpa ePEKTUTE HA MPEKUTE U HEMIPEKUTE JONAMUHOBU arOHUCTH.

[punaabuu
OmnanzanuH TpsOBa Ja ce Mpuiiara BHUMATEIHO TPU MMAlMEHTH ¢ aHAMHE3a 33 I'bPYOBE MM KOUTO ca

H3JI0OKCHHU Ha q)aKTOpH, KOUTO MOraT Aa HaMaJIAT I'bpY0OBUA IIpar. Hep;[z[Ko Ca NOKJIIaJIBAHU CIIyYau Ha
I'bPYOBC IIPU TaKWBa MALUCHTHU, KOUTO Ca JICKYBAHU C OJIAH3aIlNH. IToBeueTo oT TE3U CJIydau Ca Oum ¢
aHaMHE3a 3a I'bpYOBE UJIM PUCKOBHU Q)aKTopI/I 3a TAXHAaTa I110sBa.

TapauBHA TUCKHUHE3US

B cpaBHUTETHYU IPOYUYBaHUS C IPOIBIDKUTETHOCT HA JICUEHHUETO JI0 €IHA TOJMHA OJIAH3AIHH €
CBBP3aH ChC CTATHCTUYECKU 3HAUYMMO TO-HUCKA YECTOTA Ha JICUCHHE Ha CIIYYaHWTe C MOsSBA Ha
HEOYaKBaHa JUCKWHE3WsI. PUCKBT OT mosiBa Ha TapAUBHA AUCKWHE3HSI HAPACTBA C MPOIBIIKUTEIIHOCTTA
Ha EKCIO3UIIUATA, IOPAU KOSTO B CIIyYaii Ha MOsBa Ha MPU3HAIM WM CUMIITOMHU Ha TapIMBHA
JIUCKWHE3WS TIPY TIAIIMEeHT Ha OJIAH3aIMH € He0OXO MO J1a c€ OOMICITH HaMallsIBaHE Ha JI03aTa WU
MpeyCTaHOBsBaHE HA JeueHneTo. CUMIITOMUTE HAa TapAUBHA NUCKUHE3US MOTaT Jia Ce BIOLIAT
BPEMEHHO WJIH JIOPH J1a C€ TIPOSBIT Clie]] IPEeKbCBaHE HA JICYCHHUETO.

OprocTaTnyHa XUIOTOHUS

B kimuHHYHY TIPOYYBaHUSI C OJaH3AIUH MTPU NAIIMEHTH B HANIPEIHAIa Bh3PACT HEUECTO € HabIro1aBaHa
opTocTaTU4HA XUITOTOHUS. [IpenoppuBa ce NepHoOANYHO NPOCIIEsIBaHE Ha apTEPHATHOTO HAJSITaHE
MIpY MAIMEHTUTE HA Bb3pacT Haja 65 TOANHH.
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BHe3amnaa cppAaeUHa CMBPT

B nocTMapkeTHHTOBY CHOOIICHHS MTPY MAIUSHTH C OJIaH3alMH € ChOOIaBaHO 3a Ciydail Ha
BHE3aITHA Chp/IeYHa CMBPT. B peTpocneKTHBHO 00CepBalnOHHO KOXOPTHO MPOYyYBaHE PUCKBT OT
MpejnoiaraeMa BHe3amHa Chp/IeYHa CMBPT MPH MAaIUEHTH, JIEKyBaHU C OJaH3AIHH, €
MPHUOIM3UTEITHO JBa TTH MTO-BUCOK OT PHCKA MPH MAIUSHTHTE, KOUTO HE yIIOTpeOsIBaT
AHTHUIICUXOTHUIU. B MpoyYBaHETO PUCKBT OT OJIAH3AIMH € CHIIOCTABUM C PHCKA OT aTUITHYHUTE
AHTUTICHXOTHIIA, KOUTO Ca BKIIFOYCHH B COOPEH aHaJIH3.

[eauatpuyuHa HoMyJaIus

OnaH3anuH He € MOoKa3aH 3a JICYCHUE Ha Jela U oHomu. [IpoydBaHus Npy NaliMeHTH Ha Bb3pacT
Mexay 13 u 17 roJuHu MoKa3BaT pa3IniHU HEeXKEJaH! PEaKIiy, BKIIOUYUTEITHO HAITbIHSIBAHE,
MIPOMEHH B METAOOIUTHUTE MTapaMeTPH U yBeJMIaBaHe Ha MPOJAKTUHOBUTE HHUBA (BXK. TOUKH 4.8
us.1).

Denunananun
Olazax Disperzi TabneTku, qUCHIEPTUPAILH CE B YCTaTa, ChAbPKAT acapraM, M3TOYHUK Ha
¢bennnanannH. Moxe 1a e BpejieH 3a Xxopa ¢ PeHUITKETYHOPHSL.

45 BzaumoaeilcTBHE ¢ IPYTH JeKAPCTBEHH NMPOAYKTH U APYru opMu Ha B3auMojelicTBHE
[TpoyuBaHus 3a B3aMMOJEHCTBUATA Ca IPOBEKIAHN CaMO IIPU Bb3PACTHHU.
IloTeHuyanHy B3aMMOICHCTBYS, TOBJIUSIBALIY OJIAH3AINH

Twit kato onan3zanuH ce Meradonu3upa or CYP1A2, BemecTBa, KOUTO MOTaT CIICIU(BUIHO J1a
WHAYIUPAT WA HHXUOUPAT TO3W H30€H3UM, MOTaT Ja MOBIHAAAT (hapMaKOKHHETHKATA Ha OJIAH3AINH.

Nunykimsa ga CYP1A2

MeTtabonu3MbT Ha OJIAH3AMMH MOXKE J1a O0b/Ie MHIYIUPaH OT TIOTIOHOIYIICHE U KapOaMa3emnH, KOeTO
MOJKe J1a JIOBEJIE JI0 MOHIKaBaHe Ha KOHIIEHTPAIMHUTE Ha oaH3anuH. HabnromaBaHo € camo J1eKo 10
yMepeHO MOBHINaBaHe KIMPHHCA Ha OaH3anuH. KITMHMYHOTO 3HaYeHHE M0 BCAKA BEPOSITHOCT €
OTPaHUYCHO, HO C€ MPETOPhYUBA KIMHIUYHO MPOCIIEISIBAHE U OOMUCIITHE BH3MOXKHOCTTA 32
MTOBHUIIaBaHe Ha JI03aTa OJIAH3aIMH, aKo € Heo0Xo Mo (BK. Touka 4.2).

HNuxubupane Ha CYP1A2

OnyBokcamuH, crieruduiaeH CYP1A2 uHxubutop, € mokazas 3HauuTeTHO HHXHONpaHe Ha
MeTaboiau3Ma Ha onanzanuH. CpenHoTo yBennyaBaHe Ha Cmax Ha OJaH3aIuH ciel] (pIyBOKCaMUH €
om0 54 % mipu xxeru Hemymadku U 77 % npu Mbexe mymadyn. CpeTHOTO yBeJIHMYaBaHe Ha IJIOITa
oI KpHBaTa Ha OJIaH3aIlWH € ChOTBETHO, 52 % u 108 %. [Ipu maumeHTH, KOUTO IpUemMaT
¢nyBokcamuH win apyr uaxuoutop Ha CYP1A2 kato uunpoduiokcauus, TpsaOBa ga ce 0OMuUCIH 110-
HHUCKa HavanHa 1o3a. HamansBane Ha go3aTa Ha oylaH3anyH TpsOBa a ce uMa MpeABH, B CiIydail Ha
3armovHaro jgedenue ¢ naxuoutop Ha CYP1A2.

HamansgBane Ha OMOHAIMYHOCTTA
AKTUBHUSAT BBIVICH HaMaJIsiBa OMOHATMIHOCTTA Ha TiepoparHus oan3anud ¢ 50 mo 60% u TpsoOBa 1a
ce npreMa Hal-MaJIko 2 Jaca Mpejy WK CIIe/l OJIaH3aIThH.

Hsima nannu, ye pnayokcerun (maxubutop Ha CYP2D6), ennanyHy 1034 aHTHANN (ATyMUAHUH,
MarHe3uil) Wi [IMMETH/IMH TOBJIUSABAT 3HAYUTEHO (PapMaKOKUHETUKATA Ha OJIAH3AITHH.

Bausnaue Ha onan3zanua BBPXY APYIrH JCKAPpCTBCHHU INPOAYKTH
OJ1aH3anyH MOXKe Jla aHTaroHu3supa e(i)eKTI/ITe Ha MPEKUTE U HETIPEKU AOITaMHWHOBU arOHUCTH.

Omnanszanui He naxuOupa ocHoBHuTe CYP450 nzoensumu in vitro (wamp., 1A2, 2D6, 2C9, 2C19,
3A4). Juncara Ha B3aMMOJIEHCTBHE Ce TIOTBBPKIaBa B iN ViVO IIpoydYBaHus, KBIETO HE €
Ha0JI0gaBaHO MHXUOMpPaHe Ha METAa00IN3Ma OT CIICAHUTE aKTUBHU BEIIECTBA: TPUITMKIHIHN
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aHTHIenpecanTH (MoBIUsBaIiy npeauMuo rpynara CYP2D6), sappapun (CYP2C9), reodunun
(CYP1A2) win guazemnam (CYP3A4 u 2C19).

He e ycTtaHoBeHO B3anMO/ICCTBYEC Ha OJIAH3AIMH C JIMTHIA WIK OUICPUICH NIPU €THOBPEMEHHOTO MM
MIPHUIIOKEHUE.

TepaHeBTI/I‘lHOTO MOHUTOPHPAHEC HA IJIa3MCHUTC HMBA HA BAJIIIPOAT HC IOKa3Ba H606XOILI/IMOCT OoT
KOPCKIMA Ha J03aTa Ha BaJIIIpoaT CJICA BKIFOYBAHETO HA OJIaH3aIlMH.

061110 neiicteue Bppxy LHHHC
Tps0Ba 1a ce mposiBsSiBa MOBUIIIEHO BHUMAHKE TPH MAIUEHTH, KOUTO KOHCYMHUPAT aJIKOXOJT HITH
pUeMaT JIEKapCTBEHH MPOYKTH C MOTUCKAIIIO JEHCTBUE BbPXY IICHTPAIHATA HEPBHA CHCTEMA.

He ce npenopbuBa eTHOBPEMEHHOTO MPUJIOKEHUE HA OJIAH3AIIMH C AaHTUIIAPKUHCOHOBH JIEKAPCTBEHU
MPOAYKTH IPU MAIMEeHTH ¢ GoyiecTTa Ha [[apkuHCOH U neMeHIus (BX. Touka 4.4).

QTc untepBan

OnanzanuH TpsiOBa Ja ce mpuiara BHUMATEIHO €THOBPEMEHHO C JIEKapCTBEHH MPOIYKTH, 32 KOUTO €
U3BECTHO, 4e yBenuuaBar QTC-unrepBana. (BK. Touka 4.4).

4.6 DepTUINTET, )PEMEHHOCT U KbPMeHe

BbpemeHHoct
Hsama croTBeTHHN 10OpE KOHTPOIUPAHU MPOYUYBaHUs BEPXY OpeMeHHH xeHu. [lanmenTkuTe TpsOBa qa

ObIaT CbBETBAHM Ja YBEIOMSBAT CBOS JIEKap, aKO 3a0peMEeHEAT UM UMaT HaMepeHue 1a 3a0peMeHes T
M0 BpeMe Ha JICYCHUETO C OJaH3alluH. BhIpexu ToBa, mopaau orpaHuueHMst OIUT MIPH X0Pa,
OJIaH3aNuH TpsiOBa Ja ce mpuiiara no Bpeme Ha OpeMEeHHOCT CaMo, aKo IMOTEHIMAaIHAaTa [10J13a
NPEBUIIABA TOTCHIUATHHS PUCK 32 IUI0JA.

[Ipu HOBOPOIEHU, U3TIO’KEHN HA AHTUIICUXOTHUIH (BKIIOYUTEIIHO OJIAH3AMMH) MIPe3 TPETUS TPUMECTH
Ha OPEMEHHOCTTa UMa PUCK OT HEXKEJTaHU JICKAPCTBEHH PEAKITUH, BKITFOUBAIIH €KCTPAIPAMHTHU
CUMITOMH H/WJIM CUMIITOMH Ha OTHEMaHE CJIe] paXJIaHEeTO, KOUTO MOTaT Jia BApUPAT T10 TEIKECT U
MPOJABIDKUTEITHOCT. JlOKIIaIBaHU ca Ciy4ail Ha Bb30y/ia, XUIIEPTOHHUS, XUIIOTOHHS, TPEMOD,
COMHOJIEHTHOCT, PECIIUPATOPEH JUCTEPC UM XPAHUTEIHU Pa3TCPOCTBa. 3aTOBA, HOBOPOACHUTE
TpsA0Ba a ObAaT BHUMATEITHO MOHUTOPUPAHHU.

Kopmene
B npoy4Bane nipu 37paBu, KbPMEIIH KEHN € YCTAHOBEHO, Y€ OJIaH3AIMH CE eKCKPEeTHUpa ¢ MAdnHOTO

ko, CpeHaTa eKCo3uIus 3a KbpMadeTo (mg/kg) npu cTaiiioHapHU ChCTOSIHUS € OTpeiesieHa
karo 1,8% ot no3ara, npueta oT Maiikara (mg/kg). [lanuenTkuTe TpsiOBa a ObAAT CHBETBAHHU Ja HE
KBPMST JIelaTa CH, aKo IPUEeMaT OJIaH3aIHH.

DepTriIATET
EdexTn BbpXy peprrimreTa He ca M3BECTHH (BX. TOUKa 5.3 32 NpeAKIMHUYIHA HHPOPMALHS).

4.7 EdexTn BbpXy cioco0HOCTTA 32 o¢upaHe U padoTa ¢ MAIIUHA
He ca npoBexaanu mpoy4BaHus 10 OTHOIIEHHE Ha eEeKTUTE BbPXY CHOCOOHOCTTA 3a modupaHe u
pabota ¢ MamuHU. THil KaTO ONAH3aNMH MOXKE /1a TOBE/IE/IE 110 MOSBaTa Ha ChHINBOCT HIIH

3aMasHOCT, MAIlMEHTHTE TPsiOBa J1a ObIAT MpeayNpe/IcH! B CITy4ail Ha yIpaBicHUE Ha MaIlHY,
BKJIFOYUTEIIHO MOTOPHHU IIPEBO3HU CPEJCTBA.
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4.8 Hexenanu JeKapCTBEeHH peaKun

Pesrome Ha mpodumiia Ha Oe30macHOCT

Bwv3pacmuu

Haii-gecto ( HabmronaBanu pu > 1% oT manueHTrTe) JOKIAABAHUTE HEXKEITaHN JIEKapCTBEHI
peaxiuu, CBbp3aHy ¢ MPUI0KCHUETO Ha OJIaH3aIMH B KIMHUYHU U3MTUTBAHMS, Ca CHHIMBOCT ,
HaJIaBaHe Ha TETJI0, CO3MHO(MWINS, YBEIUYCHN HUBA HA TIPOJIAKTHUH, XOJICCTEPOJI, TITFOK03a
TPUIHIEPUAU (BXK. TOUKa 4.4), TIIOKO3ypHsl, YBEIMUYCH alleTUT, CBETOBBPTEK, aKaTH3HS,
MApKUHCOHU3BM, JIEBKOTICHNS, HEYTPOTIeHH (B Touka 4.4), TUCKUHE3Us, OPTOCTATUIHA XUITOTOHUS,
AHTHXOJIMHEPTHYHH ePEKTH, MPEXOTHI OC3CUMITOMHHU YBEIUICHUS HA YePHOIPOOHUTE
amuHOTpaHc(hepasu (BXK. Touka 4.4), 0OpuB, acCTEHUS, yMOpPa, MUPEKCHS, apTPAITHI, TOBHIIIEHA
ankanHa ¢ocgaTasza, BACOKA CTOMHOCT Ha TaMa-TIIyTaMUITpaHcdepasa, BUCOKA CTOMHOCT Ha MTUKOYHA
KHCEJIMHA, BUCOKA CTOMHOCT Ha KpeaTnH(OCPOKMHA3A U OTOK.

CIUCEHK Ha HEXETaHUTE JICKAPCTBEHU PEAKIINU, IPECTABeH B TaOIHIIa

B npencraBenara tabnuma ca n30poeHu HeXXeIaHH JIEKapCTBEHU peakny 1 1abopaTopHU
W3CJIC/IBAHUS TI0 TJAHHU OT CITIOHTAHHU CHOOIICHUS U KIIMHUYHH poy4Banus. [Ipu BCsAko rpynupaHe B
3aBUCHMOCT OT YECTOTaTa HeXXEJAHUTE PEaKINH ca TPEICTABCHN B HU3XOSIL PeJl TI0 OTHOIICHUE Ha
TAXHATA CEPUO3HOCT. TepMUHHTE 3a YecToTa ca AeGuHUpaHu KakTo cieasa: Muoro gectu (> 1/10),
gyect (> 1/100 mo < 1/10), meuectr (> 1/1 000 mo < 1/100), pexku (> 1/10 000 mo < 1/1 000), muOTO
penxu (< 1/10 000), ¢ HensBecTHa YecToTa (HE MOXKE J1a ObjIe OIICHEHA OT HATMYHUTE JJAHHH OT
CITOHTaHH CHOOIICHHS).
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Mmnoro Yectn Heuvectn Penxn C HeusBecTHA
YeCcTH qyecToTa
Hapyuienuss Ha KpbBTA U JUM(HATA CHCTEMA
Eosunodunus Tpombonuronenus'?
Jleskonenns™®
Heyrponenus*®
Hapyumienusi Ha MMYHHATa CHCTEMa
CBpPBXYYBCTBUTEITHOCT
11
Hapyumienusi Ha MeTa00/1M3Ma U XPAHEHETO
Ilopumasane | IloBulleHu HUBA HA | PaspuTHe WK Xunorepmus*?
Ha TerjaoTo! xoJsecTepon’s oBocTpsiHe Ha AHAGeT,
HOBHme?H HUBA HA | 1opgkora cBBp3aH ¢
TIIFOKO3a
IToBumenu HuBa Ha KeTOAMHA032 WK
TpHrHTIEpHIH® KOMa, BKITFOUHTEITHO
Cimoko3ypus (aranHu cayyau (Bx.
IToBuIlICH ATIETUT Touka 4.4)!
Hapyumienusi Ha HepBHAaTa CHCTEMA
ComHOIeHTHO | 3amasiHOCT I'bpuoBE, KOTAaTo B Hesponentuuen
cT Axarnsus® ] [OBEYETO CIIyYau € MAJIMTHEH CUHIPOM
HapKHHCOHHG%M JIOK/Ia/[BaHA aHAMHE3a | (BK. Touka 4.4)%?
Huckunesis 3a I'bPYOBE WIH CUMOTOMH Ha
PHCKOBH (D)aKTOPH 32 npexbcpane’ 2
rbpuosel?
Jucronus
(BKJITIOUUTETTHO
OKynorupanus)t
TapnuBHa
JTUCKIHE3HS !
Awmnesus’®
Juzaptpus
3aexpane!!
CungpoM Ha
HECHOKOHHHUTE Kpakall
CbpaeyHn HApYLIEeHHUS
Bpanguxapaus Kamepna
YapmxaBane Ha QT Taxukapaus/pudpuna

HHTEpBaJa (BX. TOUKa
4.4)

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

ChaoBu HApyLICHHS

OpTtocTaTnyH
a

XHUIIOTOHUA 10

TpombGoeMO0IU3HM
(BKJIIOUHTEITHO
oemoapodeH
eMOOJIN3BM H ABI00KA
BEHO3Ha TPoM003a)
(Bk. Touka 4.4)

PecnupaToplm, I'PbAHUA 1 MEAUACTUHAJIHU HAPYHICHU S

| Enncraxenc®

CToManIHo-4YpeBHU HapylmceHus

Jlexu, npexogHu
AHTUXOJMHEPTHIHU
edexTH,
BKIIIOYBALIH
oOcTUmaIus u
CyXO0Ta B ycraTa

[Monysane Ha kopema®
Xunepcanupanust

[Mankpeatur!?

XenaToOMIHAPHHM HAPYIICHUSA
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TIpexonnu,
06e3cUMITOMHI
TIOBHIIICHHUS Ha
YepHOIPOOHUTE

aMHHOTpaHchepasn

(ALT, AST),
ocobeHo B
HAYaJI0ToO HA
JIEYEHUETO (BK.
Touka 4.4)

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

Hapymemm HA KO’KAaTa M NOJAKO0XKHATA ThbKAaH

O6puB

Peaknus Ha
(hOTOUYBCTBHUTEITHOCT
Anomnenus

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

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

| ApTtpanrus

9

Paomomuonuzall

Hapymenusi Ha 0pOpenuTe 1 NMKOYHUTE MHTHIIA

VHKOHTHUHEHIHS Ha
ypHUHATA, PETCHIIHS Ha
ypuHa

3aTpynHeHO
ypuHHpane'!

ChCeTOsIHNS, CBBP3aHU ¢ OPeMEeHHOCTTA, POAOBHS M IOCJI€POI0BHS NIEPHOJ

Cungpom Ha
OTHEMaHe IpH
HOBOPOACHOTO (BXK.
TouKa 4.6)

Hapylneﬂml Ha BB3MPOU3BOAUTEIHATA CUCTEMA M I'bpAaTa

Epextunna
JTUCYHKIUS TTPH
MBXKE

Hamaneno nuoumo
[PU MBIKE U JKSHU

AmMeHopes
VYronemsBaHe Ha
I'bpANTE

INanaxropes npu xKeHU
I'muekomacTusi/yroiem
sIBAHE HA I'bPJUTE MIPU
MBIKE

Mpuanuzsm*?

06[III/I HApPpYIICHUSA U e(l)eKTI/l Ha MACTOTO HA NMPUWJIOKCHUE

ActeHus

Ymopa

Otok

Tupexcus®
WN3caenBanus
IToBumenu IloBumena ankanHa | [Tosuimen 001
IUIa3MEHH docdarasza’® GuHpy GHH
HUBa Ha Bucoxka croiiHocT
nposakTun® Ha KpEaTHH

docdoxunazal

Bucoxka croiHOCT
Ha rama-

riryramuirpascdep

azal®

Bucoka croinoct
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HA TTHKOYHA
kucenuaal®

' Kouamdso CUTHU(HMKAHTHO TIOBUINIABAHE HA TETJIOTO € HAOIIOAaBaHO TPe3 BCUUKU H3XOTHH
kareropun Ha MHnekca Ha TemecHa Maca (MTM). Cren kpaTKOCpOYHO JiedeHre (MeInana Ha
NPOABIDKUTENHOCT 47 IHW) MOBHUILABAHE HA TETJIOTO > 7% CHOPSMO M3XOAHOTO TEJIECHO TETJI0 € MHOTO
uecto (22,2 %), > 15% e yecto (4,2 %), a> 25 % e neuecro (0,8 %). [Ipu nanmeHTH ¢ IBATOCPOUHA
ekcro3uius (moHe 48 ceMUIM) € MHOTO 4eCcTo HajiaBane > 7 %, > 15 % u > 25% oT u3X0AHOTO UM
TeJIeCHO Terio (choTBeTHO, 64,4 %, 31,7 % n 12,3 %).

2 CpeqiHY TIOBUIIIEHHS B CTOMHOCTHTE HA JIMMUIUTE Ha IIanHo (o6 xonecrepon, LDL xonectepon u
TPUTIIMIICPUIN) Ca TTO-BUCOKY MPU MAIMCHTH Oe3 JaHHU 3a HapyIllIeHUE Ha U3X0HATa PEryJallys Ha
JTUTIUUTE.

% Ha6momaBa ce mpy HOPMAIHU M3XOJHM HUBA Ha I1agHo (< 5,17 mmol/l), kouto HapacTBar 10 Haii-
BUCOKa CTOMHOCT (> 6,2 mmol/l). [Ipomenu ot pedepeHTHUTE rpaHULU B U3XOJHUTE HUBA HA OO
XOJIECTEPOI Ha TIaAHo (> 5,17 - < 6,2 mmol) 1o Haii-Bucoka ctoitHOCT (> 6,2 mmol) ca MHOTO YecTH.

* HabnronaBa ce Ipy HOPMAIHUTE U3XOIHHM HUBA Ha r1aaHo (< 5,56 mmol/l), kouto HapacTsat 10
Hal-BHCOKa cTOMHOCT (> 7 mmol/l). [IpoMeHH B TiIr0KO3aTa Ha TJIJHO CIIPSIMO IPAHUYHUTE M3XOIHU
croitHOCTH (> 5,56 - < 7 mmol/l) mo Hali-Bucoka cToitHOCT (> 7 mmol/l) ca MHOTO YecTH.

> Ha6nromaBa ce Mpy HOPMAITHUTE M3XOAHM HKMBA Ha TiagHo (< 1,69 mmol/l), kouto napacTtsar no
Haii-BUCOKa cToWHOCT (> 2,26 mmol/l). TIpomenu ot pedepeHTHUTE rpaHUIM B H3XOJHUTE HUBA Ha
TpurIHIepuanTe Ha riaaao (> 1,69 mmol/l - < 2,26 mmol/l) go Haii-Brcoka CTORHOCT

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

® B KJIMHMYHU OPOYYBaHHs YECTOTATa HA NAPKMHCOHU3bM M JUCTOHUS IIPY TIALUEHTH, JICKyBAHH C
OJIaH3alliH, € M0-BUCOKA, HO HE M CTATUCTHYECKU 3HAUMMO pa3inyHa oT marebo. JlekyBanute ¢
OJIaH3aIUH TAIlUEeHTH UMAT MTO-HUCKA Y€CTOTa Ha MAPKWHCOHNU3bM, aKaTH3US U TUCTOHUS B CPABHEHUE
C TUTPUPAHU 103U Xajonepuoi. [Ipu nuncara Ha moapoOHa HH(GOPMALIKS OTHOCHO TPEAXO0IHATa
aHaMHe3a Ha WHIWBUYyATHA OCTPU U TapIMBHU €KCTPATTUPAMUIHY JIBUTATEITHH HAPYIIICHUS
TTOHACTOSIIIIEM HE MOJKE JIa CE HAIIPaBH 3aKIFOUEHUE, Ye OJIAH3AMMH MPUIHHSBA B TT0-MaJIKa CTETIEH
TapIVWBHA JUCKWHE3WSI W/WIH JPYTH €KCTPAIMPAMHTHU CHHIPOMH.

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

8 B kIMHWYHM IPOYUBaHus 10 12 CeMUIM MIIa3MEHHUTE KOHIIEHTPAIMK Ha TIPOJIAKTHH TIPEBUIIABAT
ropHaTa rpaHHla Ha HOPMaJIHUS AWana3oH npu npubausutenano 30 % oT JeKyBaHUTE C OJIaH3aIINH
MAIMEeHTH, KOUTO UMaT HOPMaJlHa U3XO/HA CTOMHOCT Ha NMpoJjakTHH. [Ipy moBeueTo oT Te3n ManueHTH
MOBHIIIEHUSTa HA CTOWHOCTUTE OOMKHOBEHO Ca YMEPEHHU M OCTaBart IO/ ABYKpaTHAaTa CTOWHOCT Ha
rOpHAaTa IpaHylla HA HOPMaJIHUS IUAMA30H.

9 Hexenano C’L6I/ITI/IC, YCTAHOBCHO OT KJIMHUYHU MIPOYUYBAHUSA B UHTCTpHUPAHATA 0a3a JaHHU 3a
OJIaH3aIIrH.

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

11 Hexxenano chOuTHE, yCTAHOBEHO OT CIIOHTAHHU ChOOIEHHS B TOCTMAPKETHHIOBHUS IEPHOJT C
ollpeJiesieHa YeCTOTa, KaTo ¢ M3M0JI3BaHa HHTerpupaHaTa 0a3a JaHHU 3a OJIaH3aIlMH.

12 Hexxenano ch0HTHE, yCTAaHOBEHO OT CIIOHTAHHU ChOOIIEHHS B IOCTMAPKETHHIOBUS IEPUOJT C
M3YHCIIEHAa YeCTOTa Ha TOpHATa TpaHuna Ha 95% moBepuTeNeH HHTEPBAIL, KaTO € M3MOI3BaHa
WHTETpUpaHaTa 0a3a IaHHU 32 OJIAH3AINH.
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Jbarocpoyna ekcno3uims (moxne 48 ceaMuIim)

[Ipu nanyeHTHTe, KOUTO UMAT HEXKENNAHH, KIIMHUYHO CUTHU(UKAHTHY TPOMECHHU B HA/IJTABAHETO HA
TETJI0, B X0Ja Ha BPEMETO Ce IMOBHINABAT TItoKo3ata, oomusat/LDL/HDL xonectepoir niu
tpurnunepuaute. [Ipu Bb3pacTHH MAUeTH, KOUTO 3aBbpIIBAT 9-12-MeCceuHO JIeUeHUE, YeCTOTaTa Ha
HapacTBaHE Ha CPEJIHUTE CTOMHOCTH Ha KPBbBHATA 3aXap HaMallsBa clel MPUOIH3UTEIHO 6 Mecena.

Jonbaaurenta uadopmManus 3a CuelHUalHy TONyIaly

B xiMHUYHM TpOYyYBaHUS NPU NALIUEHTH B CTapuecka Bb3pacT C IEMEHIIMS JIEUEHUETO C OJIaH3alHH Ce
CBBP3Ba C [10-BUCOKA YECTOTA HA CMBPT U MO3bYHOCHI0OBH HEXKEIAHU PEAKLIMU B CPABHEHHE C
riane6o (Bk. Touka 4.4). MHOTO 4ecTH HeKellaH! Peakluy, CBbpP3aHH ¢ YHOoTpedaTa Ha OlaH3aliH
NIpY Ta3| TpyIa ManueHTH, ca a0HOpMHa MoXoKa U nafganus. Yecto ca HabIr01aBaHU THEBMOHNS,
MIOBHUIIIEHA TEJIECHA TEMIIEPATypa, JIETaprus, CPUTEM, 3pUTEIHN XaTIOLUUHALMN U MHKOHTHHEHIINA Ha
ypHHa.

B kIMHUYHN IpoyYBaHUs MIPH MALUEHTH C JIEKapCTBEHOMHAYIIpaHa (JOMaMUHOB arOHUCT) NICUX03a,
cBBbp3aHa ¢ Obosiectta Ha [IapKUHCOH, MHOTO YEeCTO U I0-YECTO B CPAaBHEHHUE C IIanedo ca TOKIaABaHu
BIOIaBaHe Ha [lapkMHCOHOBaTa CHMIITOMATHKA U XATIOLIMHALIY.

B enHO KTMHUYHO MPOYYBaHE MPH MAUCHTH ¢ OUTOSpHA MaHUS KOMOMHHPAHOTO JICUEHHE C
BaJIIIPOAT U OJIAII3aIMH BOJH JI0 Y€CTOTa Ha HEyTpomeHusTa ot 4,1%); moTeHIuaneH chaeicTBaI]
(hakTOp MOXKE J1a ca BUCOKH IIa3MEHHU HHBA Ha Banmpoat. Ojan3anuH, MPUIOKEH ¢ TUTHH WIH
BAJIIIPOAT, BOJIM JI0 MoBHINeHa yectoTa (>10%) Ha TpemMop, CyX0oTa B ycTara, MOBUIIICH AlIETUT
MOBHIIIABaHe HA TeraoTo. HapymieHne B roBopa ChINO € MoKinaaBaHo decto. [Ipu nedenue ¢ omamsanux
B KOMOWHAIIMS C TUTHHA WIHA JUBAIPOEKC Ce HAOF01aBa TIOBHIIIEHHE C > 7% OT N3XOHOTO TEJIECHO
terio mpu 17,4% oT manmeHTuTe mo BpeMe Ha OCTPOTO JeueHue (10 6 ceqmuiin). [IpoabmKUTenHOTO
JICUYEHHE C OJIaH3amuH (0 12 Mecena) 3a NpoQUIaKTHKA Ha PEIUINUB MTPH MAIUCHTH C OUTIOJISIPHO
Pa3CTPOICTBO € CBBP3aHO C MOBUIIIEHUE C >7% OT U3XOHOTO TeIEeCHO Terio mpu 39,9% ot
TIAI[MEHTHUTE.

[MenuaTpuyHa momynarus

Onamn3zanuH He € TToKa3aH 3a JICUCHHE MIPH Jiena U oHommw noy 18 roguan. Makap aa He ca
MPOBEKIAHU KIMHUYHY MTPOYYBAHUS 32 CPABHABAHE HA FOHOIIUTE C Bh3PACTHUTE, TAHHUTE OT
IIpoy4YBaHuATa IIPU FOHOIIHN Ca CPaBHEHU C TE3U OT IPOYyUYBaHUATA IIPHU Bb3PACTHU.

Crnennara Tabnmna 00001IaBa HeXKEaHUTE PEAKINH, ChOOIIABaHU C TIO-TOJISIMA YECTOTA MPH
HAILMEHTH B FOHOIIECKa Bh3pacT (Mexay 13 u 17 rogunHun), OTKOJIKOTO MPH Bb3PACTHH HALIMEHTH, HIIH
HEXEJIaH! PeaKIMi, KOUTO Ca YCTAHOBEHH CaMO MPH KPATKOCPOUHU KITHHHYHHU MTPOYUIBAHHS C
HAIMEHTH B FOHOILIECKa Bb3pacT. KIIMHUYHO CHrHU(HUKAaHTHO MOBHUIIICHHE HA TErJIOTO (> 7%)
M3IJIeK/1A ce HaOJI01aBa 1o-4eCTo B TOIYJIAMATa Ha FOHOIINTE B CPABHEHHUE C BB3PACTHH ChC
CpaBHHUMa €KCIIO3UIHA. Crenenra Ha HaggaBaHC Ha TCTJIO U ACJIBT HA MATUCHTUTC FOHOIIIN, KOUTO
UMaT KIMHUYHO 3HAYUMO HaJJJaBaHE Ha TETJIO €Ca MO-TOJIEMH ITIPU IIPOABJDKUTEIIHA CKCIIO3UIUA (HOHC
24 cenMuIIN), OTKOJIKOTO TIPH KPATKOCPOUHA SKCIIO3HIIHSL.

HpI/I BCSKO IpylnipaHe B 3aBUCUMOCT OT YCCTOTATAa HEIKCIAHUTE PCAKIIUUN Ca MPEACTABCHU B HU3XOAAII]

PeJi 110 OTHOIIEHHE Ha TAXHATA CePHO3HOCT. TepMUHUTE 3a YecToTa ca NeUHUPAaHN KaKTO CIIe/Ba:
mHoro uectu (> 1/10), gectu (> 1/100 no < 1/10).
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Hapymenus Ha MeTa00JIM3Ma U XpaHEHETO
Mnozo yecmu: TloBHIIABaHE HA TEMJIOTO', MOBUIICHN HUBA HA TPUIJIMLIEPHAN . TOBHIIEH alIETHT.
Yecmu: TToBUIIEHY HUBA HA XOJIECTEPOI ™

Hapymenus Ha HepBHaTa cUCTeMa
Mmnoeo yecmu: Cenupane (BKIIOUHTEITHO: XUIIEPCOMHHSL, JIETAPTHsI, COMHOJIEHTHOCT).

CToMalIHO-YpeBHH HAPYLIEHHS
Yecmu: CyxoTa B ycTaTa

XenaToOuJIHAPHHU HAPYIIEHHUSA
Mnoz2o wecmu: TloBuinenus Ha yepHoapoouuTe amuHorpanchepasu (ALT/AST; Bx. Touka 4.4).

HN3caenpanus

Mmnoeo yecmu: Hamanen o0y ounupyous, nopumeHa GGT, MOBUIICHN TIa3MEHU HUBA HA

nponaktun’®,

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

> 7% oT u3xoaHOTO TenecHo Terio (kg) e MHoro yecto (40,6 %), > 15% OT U3XOHOTO TEIECHO TETJIO
e gecto (7,1 %), a> 25 % e gecro (2,5 %). [Ipu pparocpouna excrio3urus (one 24 cenmuim) 89,4 %
Haggasat > 7 %, 55,3 % maggasar > 15%, a 29,1 % magmasat > 25% OT M3XOQHOTO CH TEIECHO TETJIO.

14 Ha6mrogasar ce 3a HOpMaIHU U3XOMHM HKUBA Ha raaaHo (< 1,016 mmol/l), KouTo HapacTBaT [0 Haii-
BUCOKa CTOHOCT (> 1,467 mmol/l), u npoMeHH OT pedepeHTHUTE IPaHULN B U3XOJHUTE HUBA HA
TpuriHiepuauTe Ha riaaHo (> 1,016 mmol/l - < 1,467 mmol/l) no naii-Bucoka cToitHOCT

(> 1,467 mmol/l).

Y TIpomenn B u3xomHKTE HUBA HA OOIIKS XOIECTEPOII Ha ITIaAHO crpsamo Hopmanaute (< 4,39 mmol/l)
JI0 Haii-BHCOKa cTOHHOCT (> 5,17 mmol/l) ca nabnronaBanu yecto. [Ipomenu ot pedepeHTHUTE
IPaHUIM B U3XOJHUTE HUBA Ha OOIIKS X0JIecTepos Ha riaaHo (> 4,39 - < 5,17 mmol/l) no Haii-Bucoka
croitHOCT (> 5,17 mmol/l) ca MHOTrO YecTH.

16 TToBuIICHM TUTA3MEHHM HUBA HA MIPOJIAKTHH ca JOKIaaBaHu npu 47,4% ot naiueHTUTE B FOHOIIIeCKA
BbB3pacT.

Cro01aBane Ha MMOJI03MPAHU HEXKEJIAaHH PEaAKIIUK

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

4.9 Ilpemo3upane

IIpusHaiy ¥ cumMnToMu

MHoro gecTy CUMIITOMH IIpH Tipepo3upane (uectota > 10%) BKIIOUBAT TaXUKapIUs,
BB30Yy/1a/arpeCUBHOCT, TU3aPTPUS, PA3IUYHU EKCTPATUPAMHTHI CUMIITOMU M HapyIIeHNE Ha
CH3HAHUETO, BApUPAILO OT CeUpaHe A0 KoMa.

Jpyru MeAMIIMHCKA 3HAYMMHU TIOCTIEIUIIN Ha MTPEI03UPAHETO ca ISP, KOHBYJICUH, KOMa, B3MOXKEH
HEBPOJICNITUYCH MaJINTHEH CHUHAPOM, MOTUCKAHE Ha JTUIIAHETO, aCIUPAIIVs], XUIIEPTOHUS HITU
XUTNOTOHHSA, PUTHMHH HapYIICHUS Ha ChPIETOo (< 2% OT ciiyyauTe Ha Ipeo3upaHe) u
KapIuoIyIMoHapeH apecT. DataiHu MmocueIuIy ca JOKIaABaH| P OCTPO MPEJO3UPaHe C 71032 OT
nopsitbka Ha 450 mg, HO CBIIIO € JIOKJIABAHO MIPEXKHBSIBAHE CIIE]T OCTPO MPEI03UPaHe C
MPUOIU3UTEITHO 2 g OJTaH3AITNH TIEPOPAITHO.

Jleuenue

3a ojaH3amuH HIMa CHCI_II/I(l)I/I‘leH AHTHUAO0T. He ce npernopbpYBa NPCAN3BHUKBAHC HA ITOBPBHIIIAHC. Morar
Ja 6’[)}_'[2.T IMMOKa3aH! CTAHAAPTHUTC MCPKH 3a JICHCHUC HAa TPCAO3HUPAHC (T.C. CTOMaAlllHa MPOMHUBKaA,
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npreMaHe Ha aKTHBEH BBIVICH). ETHOBPEMEHHOTO TpUiaraHe Ha aKTUBEH BBIJICH € ITOKA3allo
HaMaJIIBaHE Ha IepopaliHaTa OMOHAIMYHOCT Ha onaH3anuH ¢ 50 mo 60%.

TpsiOBa na ce 3a0YHE CUMITOMATHYHO JICYCHUE U MTPOCIICIABaHE HA KU3HCHUTE (DYHKIIMH B
CHOTBETCTBHE C KIIMHAYHOTO CHCTOSIHUE, BKIIFOUUTEITHO U JICYSHHE HA XUTTOTOHUTA U [IUPKYIATOPHUS
KOJIalc ¥ MOAPHKKA Ha MuxarenHara pyHknud. Jla He ce u3MmonsBar aapeHalvH, TOTTaMUH I APYTH
CUMIIATHKOMUMETHYHU CPEICTBA C OeTa-arOHUCTUYHA aKTUBHOCT, ThH KaTO O€Ta-CTUMYJIAIUATA MOXKE
Jla BJIOIIN XUIIOTOHUATa. MOHUTOPHUPAHETO Ha ChPIACIHO-CHIOBATA CHCTEMA € HEOOXOIUMO 3a
yIIaBsHE Ha Bb3MOXXHHU apUTMHUN. BHUMAaTEeTHOTO MEIUIIMHCKO HAOII0IeHNe 1 MOHUTOpHUpaHe TpsiOBa
Jla TPOIBJKU O BH3CTAHOBABAHETO HA MAI[UEHTA.

5, B®APMAKOJIOIT'MYHU CBOMCTBA

51 dapMaKoANHAMHUYHH CBOIiCTBA

q)apMaKOTepaHeBTI/I‘-IHa rpymna: nICUXoJCNTUIH, JUa3CIInHU, OKCa3CINMHU, TUA3CIIMHA U OKCCIIUHHU,

ATC kox: NOSA HO3.

dapmakoguHAMUYHU e(DEKTU
OraH3anuH ¢ aHTUTICUXOTUYHO, aHTUMAaHUHHO U CTa0MIIM3UPAIL0 HACTPOSHUETO CPEICTBO, KOETO
MOKa3Ba MIMPOK (papMaKoIOTHYCH MPOGUIT IO OTHOIICHHUE HAa MHOXKECTBO PEICTITOPHU CHCTEMHU.

B npexknuHUYHY NpoyYBaHUs € H0Ka3aH ahUHUTETHT Ha OJaH3allMH KbM peula penenTopu

(Ki <100 nM) 3a ceporornt SHT2a52c, 5HT3, SHTs; monamun D1, Dy, D3, Ds, DS; Xonmuaepruuau
MyCKapuHOBH perienrtopu Mi1-Ms; anda; anpenepruyam; u xuctaMuHoBr Hi peneniropwu.
IIpoyuBaHusiTa C OJaH3aIIMH BbPXY IIOBEACHUETO Ha )KMBOTHHU okas3sa SHT, nonamMuHoB u
XOJIMHEPTUUYCH aHTArOHM3bM, OTTOBAPSII HA PELENTOP-CBhp3BaIius npodui. In vitro oxanzanux
MOKa3Ba Mo-ToJisiM apuHUTET KbM cepoToHHHOBUTE SHT2, OTKOKOTO KbM JIonTaMuHOBUTE D>
peuentopu u no-romsiva SHT, akTBHOCT B cpaBHEeHHe ¢ D, akTHBHOCTTA 1pH iN ViVO MOJIEITH.
EnexTpodu3nonornuHuTe N3CieABaHus MOKa3BaT, Y€ OJaH3alUH CEJIEKTUBHO HaAMaIIsABa
aKTUBHpPaHETO Ha Me30auMOnuHuTe (A10) ToaMHUHEPrHYHU HEBPOHH, KaTo B CHILIOTO BpeMe €(PeKThT
My BbpXY ITBTHIIATA B CTPUATYMa, y4acTBaIIK B MOTopHaTa (GyHKIus (A9), e Mabk. OnaH3anuH
HamaJsiBa KOHAWIMOHUPAHUS OTTOBOP Ha OTOATBAHETO, KOWTO € TeCT, IIOKa3aTeleH 3a
AHTUIICUXOTUYHA aKTUBHOCT B /1031 MIO-HUCKH OT T€3H, BOJECIIH JI0 KaTaJerchs, KOeTO € XapaKTePHO
32 MOTOPHHTE HeXeJlaH! eeKTH. 3a pa3sinka OT HAKOHU APYTH aHTHIICUXOTUYHHU CPEJICTBA, OJaH3alUuH
yCHJIBa OTTOBOPA B YCIIOBHSI Ha ,,aHKCHOJIUTHYEH  TECT.

B npoyuBanus ¢ mozutpoH-emucrnoHHa Tomorpadus (PET) mpu 3npaBu 1oOpoBoIIy, OaH3aMMH B
enuHUYHA nepopainHa no3a (10 mg) mokaspa mo-roysimo cBbp3Bane ¢ SHT,4 B cpaBHEHHE C
nmonamuHOBHUTE D2 perienitopu. OcBeH ToBa, 00pa3HO M3CIeABaHE Upe3 eAUHNIHA (DOTOH- EMUCHOHHA
kommoTbpHa Tomorpadus (SPECT) npu manuenty ¢ mm3oppeHns Nokassa, e NpH MalueHTHTE,
YYBCTBHUTEJIHU KbM OJIAaH3AIMWH, UMa M0-Mallko CBbp3BaHe ¢ Dy B cTpratyMa B cpaBHEHHE C
MAIMEHTHTE, YyBCTBUTEIIHU KbM JIDYTH aHTUTICHXOTHYHH CPEJICTBA M PUCIIEPUIOH, KATO Ta3H HAX0JKa
€ CpaBHMMA C Ta3M [PU KI03aIMH-1yBCTBUTEIHUTE MTAIIUCHTH.

Knnnnyna edukacHoct

B nBe ot aBe miane60-KOHTPOJIUPAHH U B IBE OT TPU CPABHUTEITHA KOHTPOJIUPAHH MIPOYIBAHUS TIPH
noeeue ot 2 900 marueHTH ¢ mKU30(GPEHHUs, IPOSIBEHA KAKTO C HAJTMYMUETO Ha MOJIOKUTEIHU, TaKa U C
OTPUIIATEITHN CUMITTOMH, OJIaH3AIMH MTOKa3Ba CTATUCTUYECKH 3HAYMMO TI0-TOJIEMHU TIOJJOOPEHUS KaKTO
Ha HEraTUBHUTE, TaKa U HA TO3UTUBHUTE CUMIITOMH.

B MynTuHaIMOHAIHO, TBOWHO-CIISTIO, CPABHUTEIIHO MPOYYBAHE BHPXY MIM3U(PPCHUSITA,
m30aheKTUBHHUTE WM TIOJO0HH HapyIeHus, BKItouBamo 1 481 marpienTa ¢ pa3inyHa CTereH Ha
CBBP3aHH C TOBAa CHMIITOMH Ha Aenpecus (M3X0IHa cpemHa cToiHocT 16,6 1Mo ckanaTta Ha
Montgomery-Asberg 3a kaacuduimpaHe Ha ACMPECUsTa), IPOCICKTUBHUAT BTOPUUYCH aHAIM3 Ha
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MPOMSIHATA HA U3XOHUS CIIPSIMO KpalHUsI Pe3yiTaT Ha HACTPOCHUETO, TOKa3Ba CTATUCTUICCKU
3HaunMo moxobpenre (p= 0,001) B moa3a Ha onamzamuH (-6,0) cipsimo xanonepuaoi (-3,1).

[Tpu manueHTH ¢ MAaHUEH €MHU30]] MU CMECEH SIM30,I1 NP OUTIONIAPHO Pa3CTPOMCTBO OJaH3aINH
MOKa3Ba MO-BUCOKA €(PEKTUBHOCT KAKTO CIIPSIMO I11a1e0o, Taka U CIpsSMO BAIPOAT CEMUHATPHH
(muBanmpoekc) B HaMasIBaHe Ha CHMITOMHTE Ha MaHUS 3a ToBede oT 3 ceaqmuIty. OJlaH3amiH CHINO
MOKa3Ba CpaBHUMA C XAJIONEPUA0N e(hPUKACHOCT, U3Pa3CeHA C YaCcTTa MAlUCHTH, TIOIYYHIId PEMUCHS Ha
CHUMIITOMHUTE Ha MaHU U Ha jenpecus 3a 6 u 12 cenMuim jiedeHne. B mpoyuBaHe ¢ oJlaH3amyH B
KOMOWMHAIMS C TUTHHA WK BAIIPOAT 32 MUHIMYM 2 ceIMUIM 100aBsiHeTo Ha onan3anuH 10 mg
(KOMOMHUPAHO JICYCHUE C JTUTUN WIIM BAJIIPOAT) € JOBEJIO J0 MO-TOIsIMa PEIYKIUS Ha CHMITOMUTE Ha
MaHUs B CPAaBHEHHE ChC CAMOCTOSTEIHOTO MPUIIOKCHUE HA JTUTHI WX BAIIPOAT Clie]] 6 CEIMUIIH.

B 12-meceuno npoyuBaHe npH NpopUIaKTHKa Ha pEIUANBA Ha MAaHUWHU €MTU30,11, IPH MMallUCHTH,
MOJTYYMJIM PEMUCHS TP JIEUEHHE C OJIaH3alMH U paHJOMU3HUPaHHU CJe]l TOBa Ja MoJyyaBaT OJaH3aluH
WK 11a11e00, OJTaH3alHH € IT0Ka3aJl CTATUCTUYECKH 3HAYMMO ITPEBB3X0ACTBO CHPSAMO Iu1anedo mo
OTHOLICHNE Ha TbPBUYHNUTE KPAaliHU TOUKH 32 NPO(HUIAKTHKA HA PELUINBU HA MAHUIHN €IU3011 TIPU
OHIOISIPHO pa3cTpoiicTBO. ONaH3anMH CHIIO € MOKa3al CTATUCTHUECKH 3HAYMMO MPEAUMCTBO CIPSMO
w1ane0o 1Mo OTHOLIEHKE Ha PEIOTBPaTABaHe HA PELUINBH KaKTO HA MaHUs, TaKa U Ha JACTIPECHSL.

B®B BTOpO 12-MeceuHo mpoydBaHe NpH MpoGUIaKTHKA PEIUANBH HA MAHUWHU €U30/IH, TalueHTH,
IIPpU KOUTO € IMMOCTUTrHATa pEMHUCHS C KOM6I/IHI/IpaHO JIeUeHHU€e OJIaH3alluH U JIMTHU U paHaOMU3UpPaHA
CIIeT TOBA J1a TI0JTy9YaBaT OJIAH3aIMH HJIH JINTHH CAMOCTOSITEITHO, OJIAH3AITHH € TIOKa3aJl He MO-TOJIIMO
MPEBB3XOICTBO CHPSMO JIUTHI TI0 OTHOIICHUE Ha MbPBUYHUTE KPAHU TOUYKH Ha OHIIONSPHO
pasctpotictBo (onan3amut 30,0%, mutuii 38,3%; p = 0,055).

B 18-mecedno npoydBaHe Ha KOMOWHUPAHO JieUeHHE Ha MAaHUIHA WJIA CMECEHH €ITH30.I1 TIPU
HalMEeHTH, CTA0WIN3HPAHU C OJIaH3alUH ILUTIOC JIEKApCTBa, CTaOMIN3UpAlY HACTPOSHUETO (JINTUN WU
BaJIIIPOAT), IPOABKUTEIHOTO JISUEHHUE C OJIAH3AIIMH CbBMECTHO C JINTUH WU BAJIIPOAT HE €
CTaTUCTUYECKH MO-100PO CIIPSIMO JIMTUH WM BAIIIPOAT CAMOCTOSTEIIHO 110 OTHOILIEHHE 3a0aBsHe Ha
00OCTPSIHETO Ha OUIIOJISIPHOTO PAa3CTPONCTBO, CHITIACHO KPUTEPUUTE 3a CHHAPOMA (JIMarH03aTa).

[lepnaTpuyHa momyJamnus

KonTtponupanute qJaHHH 3a epUKACHOCT NPH FOHOIIH (BB3pacT 13 1o 17 ronnHn) ca orpaHUyueHH A0
KPaTKOCPOYHH MIPOYUBAHUS MPH MH30(ppeHus (6 ceIMUNN) U PU MaHUs, CBbp3aHa ¢ OUIOISIPHO
pasctpoiicto tui I (3 cenmunn), mpu mo-manko ot 200 roHOomM. ONaH3anuH € U3MOA3BaH KaTo
¢excnbuiIHa 1032, 3anmoyBamia ot 2,5 u crurama 10 20 mg/aaesHo. [1pu nedenve ¢ onaH3anuH
IOHOIIINTE HaJAaBaT CUTHU(HUKAHTHO NIOBEYE Ha TETJIO B CpaBHEHHE C Bb3pacTHUTE. CTENeHTa Ha
npomeHu B ooums xonectepos, LDL xosectepona, TpUriMuepyuanTe Ha TiIafHo U MPOJIAaKTHHA (BXK.
Touk# 4.4 1 4.8) e mo-rojsAMa MpH IOHOIIN, OTKOJIKOTO NMPH Bb3pacTHU. HsiMa KOHTpOIMpaHu TaHHH 3a
NoJIbpKaHe Ha e)eKTa WM 3a IBJITOCpodHa 6e30macHoCT (BX. ToUkH 4.4 u 4.8). Mndopmanusira 3a
IBITOCPOYHATa 0€30MaCHOCT € OrpaHWYeHa IIIaBHO 10 OTBOPEHHU, HEKOHTPOJIMPAHHU JaHHU.

5.2 dapmakoKHMHeTHYHH CBOWCTBA

AOGcopOrus
OmnanzanuH ce abcopbupa 1o0pe ciel NepopaTHO NPUIIOKESHHE KaTo JJOCTUTa MAKCUMAITHU TIa3MEHU

KOHIIEHTpAIH MeXAy 5-us 1 8-us gac. AOcopOmusITa He ce MOBIIMABA OT IPHEMa Ha XpaHa.
AGcomoTHaTa OMOHATMYHOCT CIIE/ MEPOPATHO MPHUIIOKEHHE B CPABHEHNE C MHTPABEHO3HO
NPUIOKEHUE HE € OIpeIeIIsHA.

Pasnpenenenue
CBbp3BaHETO Ha OJIAH3AIMMH C TIA3MEHUTE MMPOTENHH € 0K0JI0 93 % Tpu KOHIIEHTpAllMK B IHANa3oHa

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

OnaH3anuH ce MeTa0oaM3upa B YePHUSI PO0 Ype3 KOHIOTUPAHE M OKUCIICHUE. [ TaBHUAT METa0OUT B
kpbBTa € 10-N-rmokoponwm, KOHTO He MpeMIHaBa IIpe3 KphbBHO-MO3bUHaTa Oapuepa. 3a
o0pa3yBaHeTo Ha MeTa0OMUTHTE N-Ie3METHIT U 2-XUIPOKCUMETHII JONPHUHACAT IUTOXpoMu P450-
CYP1A2 u P450-CYP2D6. In vivo u nBata MeTaboIUTa IIOKA3BaT 3HAYUTEIHO I0-HUCKA
(bapMaKoIOrHYHa aKTHBHOCT, OTKOJIKOTO OJIAaH3AIMH B U3CJICIBAHHS NIPH KUBOTHH. [ J1aBHATA
(bapMaKoJIOrHYHA aKTHBHOCT CE JIBJDKU HA U3XOJIHUS OJIAH3AIVH.

EnumMunupane
Crnen mepopaliHO IPUI0KEHUE CPETHUAT TEPMUHAICH STUMUHAIIMOHEH MOIYKUBOT HA OJaH3aMuH

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

[Tpu 3apaBM HHAWBUAM B HAIIpeIHATIa BB3pacT (65 TOJMHU U MOBEYE) CPEIHUIT SIMMUHAIIIOHEH
MOJTY’)KUBOT € YJIBJDKCH B CpaBHEHUE C mo-muiaante uHauBuau (51,8 cpenry 33,8 yaca), a KIIUPBHCHT €
HamaureH (17,5 cpemy 18,2 1/gac). ®apMakoknHeTHYHATa BApHAOUITHOCT, KOSATO c€ HaOII0AaBatT mpu
WHIMBUIWTE B HAMpeIHala Bb3pacT, He ce OTIIMYaBa OT Ta3H NpH Mo-Miagute nHauBuau. [pu 44
MaIMeHTH ¢ IU30(PEeHUs Ha BB3PACT Haj 65 rogunu 1o3u ot 5 10 20 mg/aHeBHO He ca Ounn
CBBP3aHU C HAKAKbB Pa3InueH Npopui Ha HEXKENaHU ChOUTHSL.

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

(n=869).

br6peuHo yBpexkaane

He e ycranoBeHa 3HaunMa pa3nuka B CpeIHS SIMMHUHAITMOHEH oIy uBOT (37,7 cripsimo 32,4 gaca)
v B kimupbHca (21,2 copamo 25,0 1/dac) Mexay nanueHTUTe ¢ yBpeaeHa 0b0pedna QyHKIUSI
(xpeaTrHMHOB KIHpBHC <10 ml/min) u 3apaBuTe uHIUBHIU. [IpoyuBaHusTa IOKa3BaT, Ue 0Koo 57 %
oT 6CHH33HI/IH C paAOAKTHBHU U30TOIIU OJIAaH3aIllMH C€ YCTAaHOBsABA B YpUHATa IJIaBHO 110/ (i)opMaTa Ha
MeTaboIHTH.

YepHo1poOHO YBpeXIaHE

Manko npoy4BaHe 3a BIUSHUETO Ha HapylleHata (YyHKIHS Ha YepHUS Jpo0 1pu 6 MaMeHTy ¢
KIMHHYHO 3HaunMa (kiac A (n = 5) u kirac B (n = 1) mo knacudukarmsra Childs Pugh) nuposa
ycTaHOBsIBa cllab eeKT BbpXy (papMaKOKWHETHKATA Ha OJIaH3aIH, TIPUIIOKEH EpOPaTHO

(2,5 - 7,5 mg equnnyHa 103a): MAIMEHTUTE C yMEPEHa JI0 TeXKa YePHOIPOOHA TUCHYHKIIUS UMAT
JIEKO 3aBUIIICH CHCTEMEH KIMPBHHC U MO-KPAThK STMMUHAIIIOHEH MTOJY)KUBOT B CPAaBHEHHE C
nanueHTute 6e3 yepHoipodHa nucyHkus (n = 3). [ToBeweTo oT manyeHTHTE ca MyMadu ¢ Upo3a
(4/6; 67 %), oTkonkoTO MalKeHTH Oe3 yepHoapoOHa auchyHkiwms (0/3; 0 %).

Ilymene
[Ipu Hemymaum (MBKE ¥ KEHH) CPSTHUAT STMMHHAIIMOHEH TIOTYXUBOT € YAbIDKeH (38,6 cupsmo

30,4 yaca), a kupbHCHT € HamaseH (18,6 cpeury 27,7 1/4ac) B cpaBHEHUE € MyIIAYH.

IIna3smenust KIIMPBHC Ha OJIaH3aIllMH € INIO-HUCHK MPU MAUCHTUTC B HAIIPpC/IHAJIa Bb3pacCT, B
CpaBHCHUC C MMO-MJIAAUTC MHAWUBUAW, IIPU KCHUTC B CPABHCHUC C MBIKCTC; KAKTO U NP HCITYIIAYUTC B
CpaBHCHUC C IIyIIAYUTE. B’[)HpeKI/I TOBa, 3BHAYMMOCTTA Ha BIIMAHUETO HA Bb3paCTTa, I10Jia Ui
IMMYHICHCTO BbPXY KIIMPBHCA HAa OJIaH3aIllMH U BbPXY HETOBUS IMOJYXKUBOT € TBbPJAC MaJIKa B CPABHCHHUC
C o6maTa BapI/Ia6I/IJ'IHOCT MCKAY OTACITHUTC UHAUBUIU.

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

Henuatpuyna monymnaus

FOnomm (BB3pacT 13 mo 17 rogunan): GapMakoKHHETHKATa Ha OJaH3aIKH € T0100Ha MTPH IOHOIIN U
BB3pACTHU. B KIMHWYHY MPOYYBaHUS CpeHATa EKCITO3UIIHS Ha OJIaH3aIiH € 0KoJIo 27% mo-BHUCOKa
npu toHoI. JleMorpadckure pa3nuyus Mex Iy FOHOIIM U Bh3PACTHU BKIIFOYBAT MO-HUCKO CPEITHO
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TEJIECHO TETJIO M TIO-MaTbK Opoii mymaun mpu roHomuTe. [lomooHu hakTopn € BE3MOXKHO 1a
CBJIICICTBAT 3a MO-BUCOKATa CPEHA eKCIIO3UIIHS, HA0II0JaBaHa P FOHOIIIH.

5.3 IpeakJanHNYHYU JaHHM 32 0€30MaCHOCT

Octpa (Ipu eMHUYHA J1033) TOKCUIHOCT

[Ipu3HanMTe HA TOKCUYHOCT MIPH MIEPOPAJICH MTPUEM IIPH IPU3AYUTE Ca XaPaKTSPHH 32 MOIIHHUTE
HEBPOJICTITUIN: XUITIOAKTUBHOCT, KOMa, TPEMOD, KIIOHHIHNA KOHBYJICHH, CAJTBAIIM H TIOTHCKAHE Ha
HaanaBaHeTo. CpeqHUTE JeTamHu 031 ca npuommsurenao 210 mg/kg (3a mumkn) u 175 mg/kg (3a
rbxoBe). Kyderara nonacsaT equHudHa niepopaisa jgo3a jgo 100 mg/kg 6e3 na ce Habmo1aBa JieTalieH
u3xoa. KbM KIMHAYHUTE MPU3HAIM CHaJlaT CeANPaHe, aTaKCHs, TPEMOP, YCKOPEHA ChpJeuHa YeCTOoTa,
3aTPy/JHEHO JHUINaHe, MHO3a U aHopekcus. [Ipu MaiiMyHu einHUYHU Tiepopaiau 1o3u g0 100 mg/kg
BOJIST JI0 TIPOCTPAITHs, a IO-BUCOKHTE JJO3H JIO HEMbJIHA 3ary0a Ha Ch3HAHUE.

TOKCHYHOCT IpH MHOTOKPATHO MPUIIOKECHUE

B mpoyuBaHus BbpXy MHUILKH C IPOABIKUTENHOCT J0 3 Mecella U BbpXY IUTbX0BE U Ky4eTa ¢
MPOABIDKUTENHOCT 10 1 rognHa npeobnanaBaimuTe epekTn ca notuckane Ha L{THC,
AQHTUXOJMHEPTUIHU e(eKTH U epuepHI XeMaTOIOTUIHH HapylieHus1. Pa3BuBa ce ToiepaHc KbM
notuckanero Ha [{THC. ITapamerpute Ha pacTexa HaMamsiBaT MpH BUCOKU a034. [Ipu mibxoBere ca
HabIronaBaHu 00paTUMH €EKTH, KOUTO Ca B pe3yJTaT Ha MOBUIICHN HUBA HA IPOJIAKTHHA U
BKJIFOYBAT:. HAMaJIsIBAaHE TEIJIOTO HaA Hﬁ‘lHI/IHHTG 1 MaTKara, KaKToO U MOp(I)OJ]OFI/I‘IHI/I IMPOMCHU BHB
BJIATJIAIIHUS STIATEI U B MIICYHUTE JKIIC3H.

XeMaToJIOTHYHA TOKCHYHOCT

Edextn BbpXy XeMaTOIOTHYHUTE MTapaMEeTPH C€ YCTAHOBABAT IIPH BCUYKH H3CIICBAHH BUIOBE
JKUBOTHU, BKJIFOYUTEITHO J1032-3aBUCUMH TTOHIDKEHUS HA TUPKYIUPAIINTE JICBKOIUTH ITPH MHIITKA U
Hecnenu(pUIHN HaMaJIeHUs Ha Oposi Ha [IUPKYJIUPALITUTE JICBKOIIMTUTE MPH ILTBXOBE; HE CE
YCTaHOBSIBAT, 00aue JI0Ka3aTeJICTBa 32 KOCTHOMO3bYHA IMTOTOKCUYHOCT. [Ipu orpannden 6poit
Ky4era, JieKyBaHH ¢ 7031 oT 8 minn 10 mg/kg/mHeBHO (00IIaTa eKCIO3HIIMs Ha OJIAH3aINKH {TUTOII ITO/T
kpuBata} ¢ 12 10 15 mbTH MO-BUCOKA OT Ta3M MPH YOBEKA MPH MIPHEM Ha J103a oT 12 mg), ce
Ha0JII0/1aBa 00paTUMa HEYyTPOIICHHS, TPOMOOIIUTONCHUS MM aHeMust. [Ipy IUTOTIECHUYHU Ky4yeTa He
ca HaOIrOTaBaHU HEeXKeNaH! e(eKTH BhPXY MPOTEHUTOPHHUTE WK MPOosnepHpaIInTe KIETKH B
KOCTHHS MO3BK.

PenponykTrBHA TOKCHYHOCT

OnanzanvH HAMa TepaToreHHu eext. CenanusaTa MoBIUsABa KYyIyJIaTUBHUTE CIIOCOOHOCTH Ha
MBKKHUTE TUTbX0BE. [10J10BUTE HUKIIK ce 3acsaraT npu 103u ot 1,1 mg/kg (3 mbTH 1M0-BUCOKU OT
MaKCHMAaJTHATa /1032 TIPY X0paTa), a perpoAYKTUBHUTE TapaMeTPH ca 3aCErHAaTH NP TUTHX0BE, Ha
KOHUTO € aBaHa /103a oT 3 mg/kg (9 mbTH No-BUCOKA OT MaKCHMalIHATa J103a IpX Y0BeKa). B
MOKOJIGHUETO Ha ITHXOBETE, Ha KOMTO € JIaBaH OJIaH3aIHH ce HaOJro1aBa 3a0aBsiHe B pa3BUTHETO HA
IJI0/1a ¥ TIPEXO0THO HaMaIsIBAaHE HUBATa HA aKTUBHOCT HAa MAJKUTE KUBOTHH.

MyrareHHoct
OHaHSaHI/IH HC € ITOKa3all MYTaFeHHOCT HUJIN KJIACTOI'€CHHOCT HpI/I HpOBeIIeHI/ITe ITbJIHN CTaHJIapTHPI

TECTOBE, BKIIFOUBAIIIM TECTOBE 3a OAKTEpUATHU MyTaIMHy | iN Vitro u in ViVO TecToBeTe mpu
0O03alHAIN.

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

6. PAPMANEBTUYHU JAHHA

6.1 CnuchLK HA IOMOIIHHUTE BelllecTBA
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Manuton E421
MukpokpucTaiHa Leiyio3a
Acnapram E951
KpocnoBunon

MarunesueB cTeapat

6.2 HecbBMecTuMoCTH
Henpunoxumo

6.3 Cpok Ha rogHoCT
30 mecemna

6.4 CrnenuanaHu yCJI0BUS HA ChbXpPaHeHUe
Ha ce cexpanssa mox 30°C.

6.5 Bwunxu chabp:KaHNe HA OMAKOBKATA

10 mg TabneTku
AnyMuHUI/aTyMIHIEBH OTUCTEPH B KAPTOHEHN KyTHH ¢ 28 & 56 TaOneTku B KyTHsL.

He BcHuYKM BHIOBE OMAKOBKH MOTAT Ja ObJIaT MyCHATH Ha Ma3apa.
6.6 CnenuajaHu npeana3Hu MEPKH MPU U3XBbPJsHE

Hsama CricuyaJiIHi U3UCKBAaHUA.

7. INPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA
Glenmark Pharmaceuticals s.r.o.

Hvézdova 1716/2b, 140 78 Praha 4

Yemka Peny6nmka

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/09/592/003
EU/1/09/592/008

9. JATA HA ITbPBO PAZPEINABAHE/IIOJHOBABAHE HA PASPEIHLIEHUETO 3A
YIIOTPEBA

[Hara na mepBo paspemasane : 10.12.2009
Jata na moguossiBane: 06.08.2014

10. [JATA HA AKTYAJIM3BUPAHE HA TEKCTA

{MM/TTTT}

ITonpoOHa uHpOpMaLKs 3a TO3M JICKApPCTBEH MPOAYKT € IpeIocTaBeHa Ha yeO caiita Ha EBpomneiickara
areHIws 1o JiekaperaaTa http://www.ema.europa.eu/.
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1. HUME HA JIEKAPCTBEHMA TPOAYKT

Olazax Disperzi 15 mg tabnaeTku, AUCTIPTUPAIIH CE B ycTaTa

2. KAUYECTBEH U KOJIMYECTBEH CbCTAB
Bcsika Tabnertka, Aucrieprupaiia ce B ycrara, chabpika 15 mg onansanus (olanzapine).

[ToMOIIIHO BELIECTBO ¢ M3BECTHO JCHCTBUE: BCsKA TaOIeTKa, AUCIIEPrupallia ce B ycrara, ChIbpiKa
0,69 mg acmapram.

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

3. JJEKAPCTBEHA ®OPMA

Tabnetka, qucneprupaiia ce B ycrata

JKbnTH, KpBIUK, IIOCKH TaOJIETKH, ChC CKOCEHU PHOOBE, ¢ BIUThOHATO penedHo o3nayeHue “OL” ot
eJlHaTa CTpaHa M BIUTbOHATO penedHo o3HaueHue ,,E” oT nmpyrara crpaHa.

4. KIMHNUYHU JAHHUA

4.1 TepaneBTHUYHU MOKA3ZAHUS

Bb3pactHu
OnaH3anvH e TI0Ka3aH 3a JeuyeHHe Ha MHU30(QPEeHMsL.

Oman3anuH e e(beKTHBeH 3a NOAABPIKAHEC HAa KIMHUYHOTO HOZ[O6peHI/I€ 10 BpEMC Ha NMMPOABJIZKUTCIIHO
JICYCHUC IIPU MAUCHTH, MMTOKA3aJIM HAYAJICH TCPAIICBTUYCH OTI'OBOP.

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

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

4.4 Jlo3upoBKa M HAYUH HA MPUJIOKEHHE

Bo3pactHu

uzodpenus: [lpenopruBanara HauaiHa f03a ojaH3anuH ¢ 10 mg/aHeBHo.

Manwuen enmm3of: HadannaTa mo3a e 15 Mg kato enMHUYHA JHEBHA /1032 IPU MOHOTepamwst wind 10 mg
JTHEBHO MPH KOMOMHMPAHO JiedeHne (BX. Touka 5.1).

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

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

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

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

[To BpeMe Ha JIeYCHUETO HA IMU30(QPEHNS, MAHUECH ENM30/ U TIPH MPOQUIAKTHKA HA PEIIUINBH HA
OMTIONIAPHO Pa3CTPOMCTBO JHEBHATA 033 MOXKeE J1a Ob/Ie KOpUTHpaHa TOCTEIIEHHO Ha 0azara Ha
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MHIMBHIYATHOTO KIMHUYHO ChCTOSHHE B paMkuTe Ha 5-20 mg/nueBHo. [loBumasane Ha 103ata 10
HHBa HaJ IPENopbhyBaHaTa HayaIHA JI03a CE IPEIophUBa caMo CJe]] ChOTBETHA KIIMHUYHA ITPEOLCHKA
u TpsiOBa a cTaBa Half-00II0 Mpe3 UHTEPBANX HE MO-Mallku OT 24 yaca. OnaH3anuH MOXe Ja ce
npuemMa 0e3 Bpb3Ka C XpaHEHEeTO, Thi kaTo abcopOLusATa He ce NOBIUABA OT XpaHara. [pu
IpeyCTaHOBSIBaHE ITPHEMa Ha OJaH3aIMH TPAOBa /1a ce MMa MPEeABHI NOCTEIIEHHOTO HaMaJIsiBaHe Ha
J03aTa.

Olazax Disperzi Tabnetka, qucneprupaiiia ce B ycrara, TpsioBa qa Ob/ie ocTaBeHa B yCTaTa, KbIeTO
T OBP30 ce JUCTIEPTHpPA B CIIFOHKATA Taka, ue Aa Obie JIecHo nperrsTHaTa. OTCTpaHsABaHETO OT
ycTaTa Ha Lsjla JUCIieprupaiia ce B ycrata tabnerka e TpyaHo. Thi KaTo qucreprupamara ce B
ycraTa TabJeTka e 4yyIuinBa, TS TpsOBa a1a Obae IpueTa BenHara ciell H3BaKIaHeTo OT OnmcTepa.
Jlpyra Bb3MOXHOCT € JIUCTICPTUPAHETO ¥ B IIBJIHA Yallla BOJa WJIH JAPYTa MOJXOIAIIA HATUTKA
(IOpTOKAJOB COK, SIOBJIKOB COK, MJISIKO MIIM Kade) HeMoCpeCTBEHO NpeIn IprUeMa.

OnanzanuH 1o popMara Ha TUCTIEPrupalna ce B ycrara TadieTka ¢ OMOeKBeBaJICHTEH Ha OJIAaH3AIHH
00BHTH TaOJIETKH, KaTO MPHUTEXKaBa MOA00HA CKOPOCT U CTereH Ha abcopoums. Toit nma chimarta
JTIO3UPOBKA U YECTOTA HA MPHUJIOKEHUE KAKTO OJlaH3amuH 00BUTH TabaeTku. OnaH3anuH TabaeTKH,
JMCIIEPTUPAILH CE B YCTaTa, MOKe Jla O'b/Ie M3MIOI3BAH KaTo AIITEPHATHBA HA OJIAaH3AITNH OOBUTH
TaOJIeTKH.

CrenyanHy nonyJanuu

Cmapuecka 6v3pacm

OOUMKHOBEHO HE Ce MpenopbyBa MO-HUCKa OT o0MualiHaTa HavyaaHa Jo3a (5 mg/IHEBHO), HO TaKaBa
Jl03a MOKE JIa C€ MMa MPEBU/I MPU MAIMEHTH Ha U HaJl 65 TOJUHU TOraBa, KOraTo KIMHUYHUTE
¢baxTopu To Hamarat (BX. ChIo TO4Ka 4.4).

bvopeuno u/unu uepnoopodbro yepescoane

[Tpu TakvBa naIMeHTH TPSOBA J1a Ce UMa IPEBHUI MO-HUCKA HavanHa 7032 (5 mg). B ciayyau Ha
yMepeHa 4epHOIpoOHa HeocTaTbuHOCT (1upo3a, Child-Pugh knac A nnu B) Hayannara nosa tpsaosa
Ja ObJie 5 mg U 1a ce yBeInruaBa camo C MOBHUIIICHO BHUMAaHUE.

Ihwauu

Hauannara 1032 1 1030BUST 1Uana3oH He € He00X0IMMO PYTHHHO J1a C€ IPOMEHST MU He-TTyIIayn
crpsiMo mymmayun. [TymeHero Moxke 1a nHIyIMpa Metaboi3Ma Ha onaH3anuH. [Ipernopbusa ce
KJIMHIYHO MOHUTOPHPAHE M MOXKE J]a C€ MMa IPEIBUI TOBUIIIAaBaHE Ha JI03aTa Ha OJIaH3aIlMH, aKo €
Heo0xoauMo (BXK. Touka 4.5).

Koraro e HaJIMEC 1ImoBCY€ OT €AHUH, Sa6aB$II]_I MeTa60J’II/13Ma, (I)aKTop ()KGHCKI/I I10J1, CTap4ueCKa Bb3pacT,
Henymaq), TpSI6Ba Aa €€ uMa NpeABHU HaMaJIsIBAHC HAa Ha4YaJiHaTa 103a. IloBumraBaneTo Ha Jo03ara,
KOoraTto ToBa € HeO6XOJIPIMO, TpSIGBa Ja cTaBa MOCTCICHHO ITPU TE3U IMallUCHTHU.

Koraro e He000x0[MMO MMOBHIIIABAaHE HA jJ03aTa ¢ 2,5 mg, TpsioBa na ce usnoassa Olanzapine
Glenmark o0BuTH TabnETKH.

(Bx. cpmio Touka 4.5 u Touka 5.2)

Ileouampuuna nonynayus

OnaH3anuH He ce MPernopbyBa 3a ynorpeda OT Jiela U IOHOIIH 1o 18-roaniiHa Bb3pacT nopajgn
JIMIICA HA IaHHM 3a 6e30macHOCT U edukacHocT. [Ipu KpaTKoCpoYHH POYYBaHUs [IPH NALMEHTH B
IOHOIIIECKA BB3PacT € ChOOIICHO 3HAYNMO yBEIWYEeHHE Ha TEJIECHOTO TErJ0, N3MEHEeHUs B HUBATa Ha
JUTHINTE U MPOJIAKTHHA B CPAaBHEHHUE C MMPOYYBAHUS MPU BH3PACTHU MAIMEHTH (BXK. TOUKH 4.4, 4.8,
5.1u5.2).
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4.3 TIlpoTuBomoka3aHus

CBpPBXYYBCTBUTEIHOCT KbM aKTUBHOTO BEIIECTBO WM KbM HSIKOE OT TOMOIITHUTE BEIIECTBA,
n30poenu B Touka 6.1. [TanmeHTH, Ipu KOUTO € U3BECTHO, Y€ MMa PHCK OT IOSBaTa Ha TECHOBI'hJIHA
TJIayKoma.

4.4 ChneuuajaHu mpeaynpesxieHus U NPEANa3Hu MePKH NPHU ynoTpeda

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

IIcuxo3a, cBbp3aHa C JeMEHIHs, 1/WIN OBEeJICHYECKH HapYIICHUS

OnaH3anuH He ce MPenopbyBa 3a ynoTpeda NpH NanueHTH ¢ IICUX03a, CBbp3aHa ¢ AeMEHINS, H/UIN
MOBEJICHYECKH HapyLICHUS, IOpaly yBeIM4aBaHEe HA CMBPTHOCTTA M PUCKA OT MO3bUYHOCHIOBH
WHIUICHTH. B miamne0o KOHTpoIMpaHu KIMHIYHU IPOYYBAHUSA (C IPOIBIDKUTETHOCT 6-12 cemMuIin)
IpY TALMEHTH B HAIIpeAHANIA Bb3pacT (cperHa Bb3pacT 78 TOAMHU) C IICUX03a, CBbP3aHa ¢ IeMEHLUS,
W/WITY TIOBEIEHYECKHU HAPYILICHHs € HaOJI01aBaHO 2-KpaTHO yBEIHYaBaHE HA CMBPTHOCTTA MPU
MaIMEHTHTE, JEKYBaHH C OJIaH3aIHNH, B CPABHEHUE C MAIlUCHTUTE, TPETUPAHU C TIae0o (ChOTBETHO
3,5% crpsimo 1,5%). Tlo-Bucokata CMBPTHOCT HE € CBbp3aHa ¢ J03aTa Ha OJIaH3aIuH (CpeaHa THeBHA
nmo3a 4,4 mg) UK ¢ MPOABIDKUTETHOCTTA Ha JIeYeHNEeTo. PHCKoBHTE (hakTOpH, KOUTO MOTAT J1a
Ipeapa3noaokaT Ta3y HOMyalys NAUEeHTH KbM YBEJINY€HA CMBPTHOCT, BKJIFOUBAT Bh3pacT > 65
TOJIMHU, TUc(arus, ceqalus, HapyleHo (HeIOCTaThYHO) XpaHeHe U JeXuapaTamnus, 6eIoapooHn
3a00siBaHus (HAIp., THEBMOHUS ChC WM Oe3 acIupalivsi) Wik eAHOBpEMEHHA YyIOTpeba Ha
OcH3o/1Ma3enHy. Bripekn ToBa yecToTata Ha CMBPTHHTE CITydan € Ouiia mo-BUCOKa MpH
MaIMEHTHTE, JEKYBaHH C OJIaH3aINH, B CPABHEHUE C IUIane00-TPeTUPaHUTE NAUeHTH HE3aBHCUMO OT
TE3H PUCKOBH (DaKTOPH.

B chimuTe KTMHUYHY MTPOYYBaHUS UMa CHOOIIEHUS 32 MO3bYHOCHA0BY Hexenanu cboutus (MCHC,
Harp., HHCYJT, IPEXO0AEH UCXEMUYEH NMPHUCTBIT), BKIIOYUTEIIHO U ¢ ¢aTaieH uxon. Habmonasano e
3-kpartHo yBennyaBane Ha MCHC npu nanmeHTH, JIeKyBaHH C OJIaH3aIlliH, B CPAaBHEHUE C NALlUEHTHTE,
Tpetupanu ¢ mianedo (crorBeTHO 1,3% cnpsamo 0,4%). Bcuuku manuenTy, JeKyBaHH € OJaH3alNH
WIH U1a1e0o, U KOUTO ca HaOJII01aBaH! MO3bYHOCHI0BH HEXKETaHH ChbOUTHS, Ca C MPeIIIeCTBAIIN
prckoBU QakTopu. Be3pact > 75 ronuHM U ChAOB/CMECEH TUI JEMEHIHS ca HACHTU(DHUIIMPAHU KaTo
puckoBu ¢akropu 32 MCHC BBB Bpb3Ka ¢ JISUEHHETO C OJIaH3aNMH. B Te3u npoyuBaHus He €
yCcTaHOBEHa e()MKAaCHOCTTA Ha OJAaH3aIlUH.

bonect Ha ITapkuHcoH

Ymorpebara Ha oylaH3aIWH 32 JIEYSHNE Ha TICUX03HU TIPU NAIMeHTH ¢ OonecTTa Ha [lapkuHCOH,
CB’I)p3aHI/I C HpI/IeMa Ha JOIIaMHWHOB arOHUCT HE CEC HpenoquBa. B KIIMHUYHHA HpOyT-IBaHI/ISI MHOTO
YECTO M M0-YECTO B CpaBHEHHE C IUTale0o0 ca JOKJIaJBaHH BJIOIIABAaHE HA TAPKHMHCOHOBATA
CUMITOMATHKA M XAITFOIMHAINY (BXK. ToUka 4.8), a 0JaH3amuH He € Mo-e()eKTHBEH OT IuIanebo
HpI/I JICUCHUEC HA IICUXOTHUYHHU CUMIITOMH. B TE3U HpOyT-IBaHI/ISI C€ N3HUCKBA IMAIIUCHTUTC a4 6’bJIaT
H'prOHaT-IaJIHO CTa6I/IHI/ISI/IpaHI/I C Haﬁ-HI/ICKaTa e(i)eKTI/IBHa 103a aHTI/IHapKI/IHCOHOB HeKapCTBeH
MPOAYKT (JIOMAaMHHOB aroHKCT) | Ja 3ara3sT ChIIUTE aHTUIIAPKUHCOHOBH JICKAPCTBEHU MPOITYKTH
Y JIO3WpaHUs 10 BpeMe Ha npoydBaHeTo. OnaH3anuH € 3all04BaH B JI03U OT 2,5 mg/THEBHO U
TUTPUPAH 10 MaKCUMyM 15 mg/IHEBHO 10 NPELeHKa Ha U3CJISA0BaTEIS.

Hesponentnyen maanruaed cuaapom (HMC)

HMC e noTeHIMaNHO )KUBOTO3aCTPAIIABAIO ChCTOSHUE, CBBP3aHO C JICUYCHUETO C
AHTHUIICXOTUYHU JICKAPCTBEHHU MPOAYKTH. Psijiko ca nokiansanu u ciayyan Ha HMC, cBbp3anu ¢
npuema Ha onanzanuH. Kiimanunure nposisu Ha HMC ca xunepnupexcus, MyCKyJIHa pUTHIHOCT,
HapyIICHNS B MUCJIOBHHMS TPOIIEC U JaHHHU 32 BEre€TaTHBHA HECTAOMIIHOCT (TIPOMEHH B ITyJICA FITH
apTepUaIHOTO HAJIATAaHE, TAXUKAPIUs, U3IOTSIBAHE U OTKJIIOHEHUS B ChbPACUHUS PUTHM).
JlombIHUTEIHUTE IPU3HAIM MOTaT Ja BKJIIOYBAT MMOBUIICHUE HA KpeaTHH GochoKnHa3aTa,
MHUOTTIOONHYpHS (pabaoMHONIN3a) U OCTpa ObOpEeYHa HEJOCTATHYHOCT. AKO MAIEHT pa3BUe
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MPU3HAIM U-CUMITOMH, TIokazatenHu 328 HMC, uim uMa HesiCHO TeMIiepaTypHO ChCTOSIHUE Oe3
Ipyru kKnuHIYHY TposiB Ha HMC, mpuemMbT Ha BCHYKY aHTHIICHXOTHYHH JIEKapCTBA,
BKIIFOUUTEITHO U Ha OJIAH3AIWH, TPsIOBa Ja Ob/ie IPEeyCTaHOBCH.

XHUIMEPIrIUKeMUs] U AHa0eT

Heuecro e noxiagBana XUMIepraIuKeMus W/WITU Pa3BUTHE K BIOIIaBaHE Ha quabeT, MOHIKoTa
CBBP3aH ¢ KeTOANNI03a WK KOMa, BKITFOUHATENHO U CIy4an ¢ daTaneH u3xoa (Bxk. Touka 4.8). B
HSKOH OT CIIy4auTe € JOKJIAJBaHO MPEAIISCTBAIO0 TOBUIIABAHE HA TEJIECHOTO TETJIO0, KOETO MOXKE
na Obae mpenpasnonarani ¢pakrop. IlpenopbuBa ce ChOTBETHO KIIMHUYHO MPOCICISIBAHE, CIIOPE/T
M3IIOJI3BAHAUTE yYKa3aHU 3a yHoTpeOa Ha aHTUIICHXOTHIHH CPEJICTBA, HAITPHMEpP M3MepBaHe Ha
KpBhBHATA 3axap Ha M3XOJHO HUBO, Ha 12-Ta ceiMuIIa Clie]] 3arI0YBaHe Ha JIEYCHUETO C OJaH3aIHH
U ClIe]] TOBA ©KeroaHo. [lanueHTnTe, IeKyBaHU ¢ aHTHUIICUXOTUYHU JICKAPCTBA, BKIIFOUUTEITHO
Olazax Disperzi, TpsOBa ma ce HabIrOAaBaT 3a MIPU3HAIM U CHMIITOMH Ha XHIIEPTIINKEMUS (KaTO
HaIpUMep MONUIUIICHS, TIONHYPHS, TIoTudarus u cnabocT), a MalueHTHTEe ChC 3aXapeH AuadeT
WJIM TE3U C PUCKOBH (PaKTOPH 3a 3axapeH auadet TpsiOBa aa ce MOHUTOPHUPAT PEIAOBHO 3a
BJIOIIIaBaHE HAa KOHTPOJIa Ha TJII0K03aTa. TernoTo TpsoBa 1a ce MOHUTOPUpPA PEIOBHO, HATIPUMED
Ha U3XOJHO HUBO, Ha 4-Ta, 8-Ta u 12-Ta ceaMHIIa ciell 3ar0YBaHe Ha JICUCHHUETO C OJIaH3aIuH B
CJIe]l TOBA Ha BCEKH TPU Mecella.

I[IpoMeHHU B TUIIUOUTE

HaGuronaBat ce He)enaHu MPOMEHH B JIMITUANTE TP ALUCHTH, JICKYBaHHU C OJIaH3alllH, B
1ane0o0 KOHTPOIMPAaHU KIMHUYHY W3MATBAaHUS (BXK. Touka 4.8). [[pomeHnTe B munmauTe TpsioBa
Jla Ce JIEKYBaT KaKTO € KIMHUYHO YMECTHO, OCOOCHO MPH MALUCHTH C JUCIUIHICMUS U TIPU
NALMCHTH C PUCKOBH (haKTOPH 3a pa3BUTHE HA HapylleHus B unuaute. [Ipu nammenrure,
JIEKYBaHHU C aHTHIICHXOTHYHH JIeKapcTBa, BKmountenHo Olazax Disperzi, tpsosa na ce
MOHHMTOPHPAT PEIOBHO HUBATa Ha JIMIIUANTE, CIIOPE]] M3MOI3BAHUTE YKa3aHUs 3a yroTpeda Ha
AQHTUIICUXOTUYHH CPENICTBA, HAIIPUMEP Ha M3XOJHO HUBO, Ha 12-Ta ceMHUIIa Clie/T 3aoYBaHe Ha
JICYCHUETO C OJIAH3AIMH M CJIe]l TOBA HAa BCEKH 5 TOJMHMU.

AHTUXONMHEPTUYHA aKTUBHOCT

Bbrpeku de mpu in Vitro npoy4yBaHusATa OJIAaH3aIMH [IOKa3Ba aHTHXOJIMHEPTHYHA aKTHBHOCT,
ONMUTBHT 110 BPEME Ha KIIMHUYHUTE MPOYYBaHUA, TIOKa3Ba HUCKA YECTOTa Ha MOJI00HH ciy4yan. Thil
KaTO KJIMHUYHUSAT ONHUT C OJIAH3aIIMH MPH MAllMEHTH ChC ChIIBTCTBALLY 3a00JsIBAHUS € OTPaHUYEH,
IpenopbyBa ce TOH Aa ObJe NPEANrCBaH ¢ IOBUILIEHO BHUMAHUE Ha MALMEHTHTE C XUIIEPTPOPHS
Ha TpocTaTaTa WK NapaJTuTHYeH UIEYC U MOA00HH ChCTOSHUS.

YepuoapoOHa G yHKIINA

Yecto ca HaOM01aBaHU PEXOIHHU, OE€3CUMITOMHH OBUIIABAHHS HA YEPHOAPOOHHUTE
amuHotpancgepaszu, ALT, AST, ocobeno B HauanoTo Ha jedeHueTo. M3ucksa ce oBUILEHO
BHUMaHUe Npu nanueHTute ¢ nopuineHr ALT w/unu AST, npu maiueHTuTe ¢ Npu3HaIy 1
CUMITOMH Ha YePHOAPOOHO YBpPEXKIaHE, KAKTO U MPH TE3H C MPEIXOAHN CHCTOSHHS, CBBP3aHH C
OrpaHUyYeHH YepHOAPOOHN (PYHKIIMOHAIHHU PE3EPBH, WM TaKUBA, KOUTO ca OMJIIM JIEKYBaHH C
MOTEHITHATHO XENaTOTOKCHYIHH JIEKapCTBEHU MPOAYKTH. B cirydyanTe, KoraTo € TMarHoOCTHIINPaH
XEeNaTuT (BKITIOYHATETHO XEMaTOENTyIapHO, XOJECTATUIHO I CMECEHO YePHOAPOOHO
YBpeXIaHe), JSUCHUETO C OJIaH3alKH TPsiOBa Aa Objie NpeyCTaHOBEHO.

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

JICBKOIITUTU I/I/I/I.HI/I HeyTpO(i)I/IHI/I, IIpU MaUuEHTUTE, 3a KOUTO € U3BECTHO, Y€ MMOJIydaBaT NpOaAYKTH,
BOJICIITU JIO HEYTPOIICHUS, TIPH IMAIIMEHTUTE C aHAMHE3a 3a JICKAPCTBEHO-UHIYIIMPAHO MOITUCKAHE
Ha KOCTHHUS MO3bK/KOCTHO-MO3b4HA TOKCHYHOCT, IPH MaIUEHTUTE C MOATHCKAHE Ha KOCTHUS
MO3BK ITOpaau ChIIbTCTBAIIO 336OH$IBaHe, JIBYCIICUCHUEC WM XUMHOTEpAIIns, KaKTO U IIpU
MAIUEHTUTE ChC ChCTOSHUSI HA XUTIEPEO3UHOMIITUS MITH MUEIOTIPOIUPEPATUBHO 3a00IIIBaHE.
HeytporeHnus 0OMKHOBEHO Ce JJOKJIaBa YECTO MPU STHOBPEMEHHO MPIIIOKEHUE Ha OJIAH3AITHH C
BaJmpoar (Bxk. Touka 4.8).

41



IIpekbcBaHe Ha JEYEHUETO
OcCTpy CUMIITOMH KaTO TIOTEHE, O€3ChHUE, TPEMOP, TPEBOXKHOCT, TaJICHE WM NOBPBIIAHE ca
noknansanu psaako (> 0,01% u < 0,1%) mpu ps3Ko cipaHe Ha OJaH3aIlvH.

QT unTepBan

B ximanYHE ipoyuBaHus ca HabmogaBanu Heuectu (0,1 % m0 1 %) KIMHUYHO 3HAYNMUA
yabokaBanus Ha QTc-untepBana (QT xopekuus Fridericia [QTcF] > 500 munucexkyHu [msec]
1o Besiko Bpeme cien uzxoanoto EKI mpu nanuentu ¢ uzxogno QTcF < 500 msec) mpu
MAIMEHTH, JIEKYBaHU C OJIAH3aMH, KOUTO HAMAT CHTHU(UKAHTHHU Pa3Indus B CBP3aHUTE
KapIHOJIOTHYHN ChOUTHS B cpaBHEHHE ¢ Tutane6o. Heooxoammo e obaue, ojaH3aImiH aa ce
MPENMKUCBA ¢ MOBUIIIEHO BHUMAHHUE 3a€/HO C JIEKAPCTBEHH MPOAYKTH, 32 KOUTO € H3BECTHO, U
yabmkaBar QTC-uHTepBana, 0COOSHO MPH MAIMEHTH B CTapuecka Bh3PACT, MPU MAIUCHTH ChC
CHHPOM Ha BpojieH yabiokeH QT, 3acToiiHa ChpacuHa HEOCTAThYHOCT, XUTIEPTPOHS Ha
CHPIIETO, XUTOKATHEMHUS W XHUITOMATrHE3HEMHSL.

Tpomboemb60au3BM

Heuecto (> 0,1% u < 1%) ce cpo0I1aBaHO 332 Bph3Ka BHB BPEMETO MEXKIY JICUCHHE C OJaH3aHH 1
BEHO3eH TpoMOoeMOonu3bM. He € ycTaHoBeHa MPUYMHHO-CIIEACTBEHA BPb3Ka MEXy TOsBaTa Ha
BEHO3HUS TPOMO0OEMOOIM3bM U JICUSHHETO C OJIaH3amuH. BhIpekn ToBa, Thif KATO MPH MAIMEHTHUTE C
mu30(peHus YecTo ca HaJHIle TPUI0OUTH PUCKOBH (PAKTOPH 32 BEHO3EH TPOMOOEMOOIN3BM, TpsiOBa
na 6paaT uAeHTUUIUPaHN BCHYKHA Bh3MOXKHH PUCKOBHU ¢akTopu 3a BTE, Hamp., 06e3n1BmKkBaHe Ha
NalMeHTHTE, U a ObAaT MPEANPUETH IPOPHIAKTUIHH MEPKH.

Oo61o aeiicteue Bppxy LHHC

Karo ce umat npenBu ocHOBHATE eekTH Ha onaH3anuH Brpxy LHHC, HeoOXoaumMo e moBUIIIeHO
BHUMAaHHUE MPH KOMOMHUPAHETO HA MPOJYKTA C IPYTH IEHTPATHOACHCTBAIIM JICKAPCTBA U aJIKOXOJL.
Tbi KaTO ONAH3aIMMH iN Vitro ce MposABsABa KATO aHTATOHUCT Ha JOTIAMHMHA, BE3MOXHO € TOM /1a
aHTaroOHU3Mpa ePEKTUTE HA MPEKUTE U HEMTPEKUTE JONAMHUHOBU arOHUCTH.

[punaabuu
OmnanzanuH TpsOBa Ja ce Mpuiiara BHUMATEIHO TPU MMAlMEHTH ¢ aHAMHE3a 33 I'bPYOBE MM KOUTO ca

H3JI0OKCHHU Ha q)aKTOpH, KOUTO MOraT Aa HaMaJIAT I'bpY0OBUA IIpar. Hep;[z[Ko Ca NOKJIIaJIBAHU CIIyYau Ha
I'bPYOBC IIPU TaKHBA MALIUCHTHU, KOUTO Ca JICKYBAHU C OJIAaH3aIIUH. IloBeuero ot TE3M ClIy4dau ca OuIH ¢
aHaMHE3a 3a I'bpYOBE UJIM PUCKOBHU Q)aKTopI/I 3a TAXHAaTa I110sBa.

TapauBHA TUCKHUHE3US

B cpaBHUTETHYU IPOYUYBaHUS C IPOIBIDKUTETHOCT HA JICUEHHUETO JI0 €IHA TOJMHA OJIAH3AIHH €
CBBP3aH ChC CTATHCTUYECKU 3HAYMMO TO-HUCKA YECTOTA Ha JICUCHHE Ha CIIYYaWTe C MOsSBa Ha
HEOYaKBaHa JUCKWHE3WsI. PUCKBT OT mosiBa Ha TapAUBHA AUCKWHE3HSI HAPACTBA C MPOIBIIKUTEIIHOCTTA
Ha EKCIO3UIIUATA, IOPAU KOSTO B CIIyYaii Ha MOsBa Ha MPU3HAIM WM CUMIITOMHU Ha TapIMBHA
JIUCKWHE3Ws TIPY TAIIMEeHT Ha OJIAH3aIMH € He0OXO MO J1a c€ OOMUCITH HaMallsIBAaHE Ha JI03aTa WU
MpeyCTaHOBsBaHE HA JeueHneTo. CUMIITOMUTE HAa TapAUBHA NUCKUHE3US MOTaT Jia Ce BIOLIAT
BPEMEHHO WJIH JIOPH J1a C€ TIPOSBIT Clie]] IPEeKbCBaHE HA JICYCHHUETO.

OprocTaTnyHa XUIOTOHUS

B kimMHHYHY TIPOYYBaHUSI ¢ OJaH3AIUH MTPU NAIMEHTH B HAaNpeIHAIa Bh3PacT HEUECTO € Habro1aBaHa
opTocTaTU4HA XUITOTOHUS. [IpenoppuBa ce NepHoOANYHO NPOCIIEsIBaHE Ha apTEPHATHOTO HAJSITaHE
MIpY MAIMEHTUTE HA Bb3pacT Haja 65 TOANHH.
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BHe3amnaa cppAaeUHa CMBPT

B nmocTMapkeTHHTOBY CHOOIICHHMS ITPY MAIUSHTH C OJIaH3aIMH € ChOOIaBaHO 3a CIIy4all Ha
BHE3aITHA Chp/IeYHa CMBPT. B peTpocneKTHBHO 00CepBalnOHHO KOXOPTHO MPOYyYBaHE PUCKBT OT
MpejnoiaraeMa BHe3amHa Chp/IeYHa CMBPT MPH MAaIUEHTH, JIEKyBaHU C OJaH3AIHH, €
MPHUOIM3UTEITHO JBa TTH IO-BUCOK OT PHCKA MPH MAIUSHTUTES, KOUTO HE YyIIOTpeOsIBaT
AHTHUIICUXOTHUIU. B MpoyYBaHETO PUCKBT OT OJIAH3AIMH € CHIIOCTABUM C PHCKA OT aTUITHYHUTE
AHTUTICHXOTHIIA, KOUTO Ca BKIIFOYCHH B COOPEH aHaJIH3.

[eauatpuyuHa HoMyJaIus

OrnaH3anuH He € MOoKa3aH 3a JICYCHUE Ha Jela U oHomu. [IpoyuBaHus Npy NaliMeHTH Ha Bb3pacT
Mexay 13 u 17 roJuHu MoKa3BaT pa3IniHU HEeXKEJaH! PEaKIiy, BKIIOUYUTEITHO HAITbIHSIBAHE,
MIPOMEHH B METAOOIUTHUTE MTapaMeTPH U yBeJMIaBaHe Ha MPOJAKTUHOBUTE HHUBA (BXK. TOUKH 4.8
us.1).

Denunananun
Olazax Disperzi TabneTku, qUCHIEPTUPAIY CE B YCTaTa, ChABbPKAT acapTam, M3TOYHUK Ha
¢bennnanannH. Moxe 1a e BpejieH 3a Xxopa ¢ PeHUITKETYHOPHSL.

45 BzaumoaeilcTBHE ¢ IPYTH JeKAPCTBEHH NMPOAYKTH U APYru opMu Ha B3auMojelicTBHE
[TpoyuBaHus 3a B3aMMOJEHCTBUATA Ca IPOBEKIAHN CaMO IIPU Bb3PACTHHU.
IloTeHuyanHy B3aMMOICHCTBYS, TOBJIUSIBALIY OJIAH3AINH

Twit kato onan3zanuH ce Meradonu3upa or CYP1A2, BemecTBa, KOUTO MOTaT CIICIU(BUIHO J1a
WHAYIUPAT WA HHXUOUPAT TO3W H30€H3UM, MOTaT Ja MOBIHAAAT (hapMaKOKHHETHKATA Ha OJIAH3AINH.

Nunykimsa ga CYP1A2

MeTtabonu3MbT Ha OJIAH3AIMMH MOXKE /1a 0b/Ie HHAYIUPaH OT TIOTIOHOIYIICHE U KapOaMa3ernH, KOeTO
MOJKe J1a JIOBEJIE JI0 MOHIKaBaHe Ha KOHIIEHTPAIMHUTE Ha oaH3anuH. HabnromaBaHo € camo J1eKo 10
yMepeHO MOBHINaBaHe KIMPHHCA Ha OaH3anuH. KITMHMYHOTO 3HaYeHHE M0 BCAKA BEPOSITHOCT €
OTPaHUYCHO, HO C€ MPEHOPhYUBA KIMHIUYHO MPOCIIEISIBAHE U OOMUCIITHE BH3MOXKHOCTTA 32
MTOBHUIIaBaHe Ha JI03aTa OJIAH3aIMH, aKo € Heo0Xo Mo (BK. Touka 4.2).

HNuxubupane Ha CYP1A2

OnyBokcamuH, crieruduiaeH CYP1A2 uHxubutop, € mokazas 3HauuTeTHO HHXHONpaHe Ha
MeTaboan3Ma Ha onanzanuH. CpenHoTto yBennyaBaHe Ha Cmax Ha OJaH3aIuH ciel (pIyBOKCaMUH €
om0 54 % mipu xxeru Hemymadku U 77 % npu Mbexe mymadyn. CpeTHOTO yBeJIHMYaBaHe Ha IJIOITa
oI KpHBaTa Ha OJIaH3aIlWH € ChOTBETHO, 52 % u 108 %. [Ipu maumeHTH, KOUTO IpUemMaT
¢dnyBokcamuH win apyr uaxuoutop Ha CYP1A2 xato uunpoduiokcauus, TpsaOBa a ce 0OMHUCIH T10-
HHUCKa HavanHa 1o3a. HamansBane Ha go3aTa Ha oylaH3anyH TpsOBa a ce uMa MpeABH, B CiIydail Ha
3armovHaro jgedenue ¢ naxuoutop Ha CYP1A2.

HamansgBane Ha OMOHAIMYHOCTTA
AKTUBHUSAT BBIVICH HaMaJIsiBa OMOHATMIHOCTTA Ha TIepoparHus oan3anud ¢ 50 mo 60% u TpsoOBa 1a
ce npreMa Hal-MaJIko 2 Jaca Mpejy WK CIIe/l OJIaH3aIThH.

Hsima nannu, ye pnayokcerun (maxubutop Ha CYP2D6), ennanyHy 1034 aHTHANN (ATyMUAHUH,
MarHe3uil) Wi [IMMETH/IMH TOBJIUSABAT 3HAYUTENHO (PapMaKOKUHETUKATA Ha OJIAH3AITHH.

Bausnaue Ha onan3zanua BBPXY APYIrH JCKAPpCTBCHHU INPOAYKTH
OJ1aH3anyH MOXKe Jla aHTaroHu3supa e(i)eKTI/ITe Ha MPEKUTE U HETIPEKU AOITaMHWHOBU arOHUCTH.

Omnanszanui He naxuOupa ocHoBHuTe CYP450 nzoensumu in vitro (wamp., 1A2, 2D6, 2C9, 2C19,
3A4). Juncara Ha B3aMMOJIEHCTBHE Ce TIOTBBPKAaBa B iN ViVO IIpoydYBaHus, KBIETO HE €
Ha0JI0gaBaHO MHXUOMpPaHe Ha METAa00IN3Ma OT CIICAHUTE aKTUBHU BEIIECTBA: TPUITMKIHIHN
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aHTHIenpecanTH (MoBIUsBaIiy npeauMuo rpynara CYP2D6), sappapun (CYP2C9), reodunun
(CYP1A2) mmm nuazeriam (CYP3A4 u 2C19).

He e ycTtaHoBeHO B3anMO/ICCTBYEC Ha OJIAH3AIMH C JIMTHIA WIK OUICPUICH NIPU €THOBPEMEHHOTO MM
MIPHUIIOKEHUE.

TepaHeBTI/I‘lHOTO MOHUTOPHPAHEC HA IJIa3MCHUTC HMBA HA BAJIIIPOAT HC IOKa3Ba H606XOILI/IMOCT OoT
KOPCKIMA Ha J03aTa Ha BaJIIIpoaT CJICA BKIFOYBAHETO HA OJIaH3aIlMH.

061110 neiicreue Bppxy LHHHC
Tps0Ba 1a ce mposiBsSiBa MOBUIIIEHO BHUMAHKE TPH MAIUEHTH, KOUTO KOHCYMHUPAT aJIKOXOJT HITH
pUeMaT JIEKapCTBEHH MPOYKTH C MOTUCKAIIIO JEHCTBUE BbPXY IICHTPAIHATA HEPBHA CHCTEMA.

He ce npenopbuBa eTHOBPEMEHHOTO MPUJIOKEHUE HA OJIAH3AIIMH C aHTUIAPKUHCOHOBH JIEKAPCTBEHU
MPOAYKTH IPU MAIMEeHTH ¢ GoyiecTTa Ha [[apkuHCOH U neMeHIus (BX. Touka 4.4).

QTc untepBan

OnanzanuH TpsiOBa Ja ce mpuiara BHUMATEIHO €THOBPEMEHHO C JIEKapCTBEHH MPOIYKTH, 32 KOUTO €
W3BECTHO, 4e yBenndaBatr QTC-uHTEpBana. (BxK. Touka 4.4).

4.6 DepTUINTET, )PEMEHHOCT U KbPMeHe

BbpemeHHoct
Hsama croTBeTHHN 10OpE KOHTPOIUPAHU MPOYUYBaHUs BEPXY OpeMeHHH xeHu. [lanmenTkuTe TpsOBa qa

ObIaT CbBETBAHM Ja YBEIOMSBAT CBOS JIEKap, aKO 3a0peMEeHEAT UM UMaT HaMepeHue 1a 3a0peMeHes T
M0 BpeMe Ha JICYCHUETO C OJaH3alluH. BhIpexu ToBa, mopaau orpaHuueHsI OMUT MIPH X0Pa,
OJIaH3aNuH TpsiOBa Ja ce mpuiiara no Bpeme Ha OpeMEeHHOCT CaMo, aKo IMOTEHIMAaIHAaTa [10J13a
NPEBUIIABA TOTCHIUATHHS PUCK 32 IUI0JA.

[Ipu HOBOPOIEHU, U3TI0KEHN HA AHTUIICUXOTHUIH (BKIIOYUTEIIHO OJIAH3AMMH) MIPe3 TPETUS TPUMECTH]
Ha OPEMEHHOCTTa UMa PUCK OT HEXKEJTaHU JICKAPCTBEHH PEAKITUH, BKITFOUBAIIH €KCTPAIPAMHTHU
CUMITOMH H/WJIM CUMIITOMH Ha OTHEMaHE CJIe] paXJIaHEeTO, KOUTO MOTaT Jia BApUPAT T10 TEIKECT U
MPOJABIDKUTEITHOCT. JlOKIIaIBaHU ca Ciiy4ail Ha Bb30y/1a, XUIIEPTOHHUS, XUTIOTOHHS, TPEMOD,
COMHOJIEHTHOCT, PECIIUPATOPEH JUCTEPC UM XPAHUTEIHU Pa3TCPOCTBa. 3aTOBA, HOBOPOACHUTE
TpsA0Ba a ObAaT BHUMATEITHO MOHUTOPUPAHHU.

Kopmene
B npoy4Bane nipu 37paBu, KbPMEIIH KEHN € YCTAHOBEHO, Y€ OJIaH3AIMH CE eKCKPEeTHUpa ¢ MAdnHOTO

ko, CpeHaTa eKCo3uIust 3a KbpMaueTo (mg/kg) npu cTaiiioHapHU ChCTOSIHUS € OTIpeiesieHa
karo 1,8% ot no3ara, npueta oT Maiikara (mg/kg). [lanuenTkuTe TpsiOBa a ObAAT CHBETBAHHU Ja HE
KBPMST JIelaTa CH, aKo IPUEeMaT OJIaH3aIHH.

DepTriIATET
EdexTu BbpXy peprrimreTa He ca M3BECTHH (BXK. TOUKa 5.3 32 NpeAKIMHUYIHA HHPOPMAIHS).

4.7 EdexTn BbpXy cioco0HOCTTA 32 o¢upaHe U padoTa ¢ MAIIUHA
He ca npoBexaanu mpoy4BaHus 10 OTHOIIEHHE Ha eEeKTUTE BbPXY CHOCOOHOCTTA 3a modupaHe u
pabota ¢ MamuHU. THil KaTO ONAH3aNMH MOXKE /1a TOBE/IE/IE 10 M0SBaTa Ha ChHIMBOCT HIIH

3aMasHOCT, MAIlMEHTHTE TPsiOBa J1a ObIAT MpeayNpe/IcH! B CITy4ail Ha yIpaBicHUE Ha MaIlHY,
BKJIFOYUTEIIHO MOTOPHHU IIPEBO3HU CPEJCTBA.
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4.8 Hexenanu JeKapCTBEeHH peaKun

Pesrome Ha mpodumiia Ha Oe30macHOCT

Bwv3pacmuu

Haii-gecto ( HabmronaBanu npu > 1% oT marneHTrTe) JOKIAABAHUTE HEXKEITaHH JIEKapCTBEHI
peaxiuu, CBbp3aHy ¢ MPUI0KCHUETO Ha OJIaH3aIMH B KIMHUYHU U3MTUTBAHMS, Ca CHHIMBOCT ,
HaJIaBaHe Ha TETJI0, CO3MHO(MWINS, YBEIUYCHN HUBA HA TIPOJIAKTHUH, XOJICCTEPOJI, TITFOK03a
TPUIHIEPUAU (BXK. TOUKa 4.4), TIIOKO3ypHsl, YBEIIMYCH alleTUT, CBETOBBPTEK, aKaTH3HS,
MApKUHCOHU3BM, JIEBKOTICHNS, HEYTPOTIeHH (B Touka 4.4), TUCKUHE3Us, OPTOCTATUIHA XUITOTOHUS,
AHTHXOJIMHEPTHYHH ePEKTH, MPEXOTHI OC3CUMITOMHHU YBEIUICHUS HA YePHOIPOOHUTE
amuHOTpaHc(hepasu (BXK. Touka 4.4), 0OpuB, acTEHUs, yMOpPa, MUPEKCHSI, apTPAITHI, TOBHUIIIEHA
ankanHa ¢ocgaTasza, BACOKA CTOMHOCT Ha TaMa-TIIyTaMUITpaHcdepasa, BUCOKA CTOMHOCT Ha MTUKOYHA
KHCEJIMHA, BUCOKA CTOMHOCT Ha KpeaTnH(OCPOKMHA3A U OTOK.

CIUCEHK Ha HEXETaHUTE JICKAPCTBEHU PEAKIINU, IPECTABeH B TaOIHIIa

B npencraBenara tabnuma ca n30poeHu HeXXeaH! JIEKapCTBEH! peakluy 1 1abopaTopHU
W3CJIC/IBAHUS TI0 TJAHHU OT CITIOHTAHHU CHOOIICHUS U KIIMHUYHH poy4Banus. [Ipu BCsAko rpynupaHe B
3aBUCHMOCT OT YECTOTaTa HeXXEJAHUTE PEaKINH ca TPEICTABCHN B HU3XOSIL PeJl TI0 OTHOIICHUE Ha
TAXHATA CEPUO3HOCT. TepMUHHTE 3a YecToTa ca AeuHupaHu KakTo cieasa: Muoro gectu (> 1/10),
gyect (> 1/100 mo < 1/10), meuectr (> 1/1 000 mo < 1/100), pexku (> 1/10 000 mo < 1/1 000), muOTO
penxu (< 1/10 000), ¢ HensBecTHa YecToTa (HE MOXKE J1a ObjIe OIICHEHA OT HATMYHUTE JaHHH OT
CITOHTaHH CHOOIICHHS).
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Mmnoro Yectn Heuvectn Penxn C HeusBecTHA
YeCcTH qyecToTa
Hapyuienuss Ha KpbBTA U JUM(HATA CHCTEMA
Eosunodunus Tpombonuronenus'?
Jleskonenns™®
Heyrponenus*®
Hapyumienusi Ha MMYHHATa CHCTEMa
CBpPBXYYBCTBUTEITHOCT
11
Hapyumienusi Ha MeTa00/1M3Ma U XPAHEHETO
Ilopumasane | IloBulleHu HUBA HA | PaspuTHe WK Xunorepmus*?
Ha TerjaoTo! xoJsecTepon’s oBocTpsiHe Ha AHAGeT,
HOBHme?H HUBA HA | 1opgkora cBBp3aH ¢
TIIFOKO3a
IToBumenu HuBa Ha KeTOAMHA032 WK
TpHrHTIEpHIH® KOMa, BKITFOUHTEITHO
Cimoko3ypus (aranHu ciayyau (Bx.
IToBuIlICH ATIETUT Touka 4.4)!
Hapyumienusi Ha HepBHAaTa CHCTEMA
ComHOIeHTHO | 3amasiHOCT I'bpuoBE, KOTAaTo B Hesponentuuen
cT Axarnsus® ] [OBEYETO CIIyYau € MAJIMTHEH CUHIPOM
HapKHHCOHHG%M JIOK/Ia/[BaHA aHAMHE3a | (BK. Touka 4.4)%?
Huckunesis 3a I'bPYOBE WIH CUMOTOMH Ha
PHCKOBH (D)aKTOPH 32 npexbcpane’ 2
rbpuosel?
Jucronus
(BKITIOUUTETTHO
OKynorupanus)t
TapnuBHa
JTUCKIHE3HS !
Awmnesus’®
Juzaptpus
3aexpane!!
CungpoM Ha
HECHOKOHHHUTE Kpakall
CbpaeyHn HApYLIEeHHUS
Bpanguxapaus Kamepna
YapmxaBane Ha QT Taxukapaus/pudpuna

HHTEpBaJa (BX. TOUKa
4.4)

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

ChaoBu HApyLICHHS

OpTtocTaTnyH
a

XHUIIOTOHUA 10

TpombGoeMO0IU3HM
(BKJIIOUHTEITHO
oemoapodeH
eMOOJIN3BM H ABI00KA
BEHO3Ha TPoM003a)
(Bk. Touka 4.4)

PecnupaToplm, I'PbAHUA U MEAUACTUHAJHU HAPYHICHUSA

| Enncraxenc®

CToManIHo-4YpeBHU HapylmceHus

Jlexu, npexogHu
AHTUXOJMHEPTHIHU
edexTH,
BKIIIOYBALIH
oOcTUmaIus u
CyXO0Ta B ycraTa

[Monysane Ha kopema®
Xunepcanupanust

[Mankpeatur!?

XenaToOMIHAPHHM HAPYIICHUSA
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TIpexonnu,
06e3cUMITOMHI
TIOBHIIICHHUS Ha
YepHOIPOOHUTE

aMHHOTpaHchepasn

(ALT, AST),
ocobeHo B
HAYaJI0ToO HA
JIEYEHUETO (BK.
Touka 4.4)

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

Hapymemm HA KO’KAaTa M NOJAKO0XKHATA ThbKAaH

O6puB

Peaknus Ha
(hOTOUYBCTBHUTEITHOCT
Anomnenus

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

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

| ApTtpanrus

9

Paomomuonuzall

Hapymenusi Ha 0pOpenuTe 1 NMKOYHUTE MHTHIIA

VHKOHTHHEHIHS Ha
ypHUHATA, PETCHIHS Ha
ypuHa

3aTpynHeHO
ypuHHpane'!

ChCeTOsIHNS, CBBP3aHU ¢ OPeMEeHHOCTTA, POAOBHS M IOCJI€POI0BHS NIEPHOJ

Cungpom Ha
OTHEMaHe IpH
HOBOPOACHOTO (BXK.
TouKa 4.6)

Hapylneﬂml Ha BB3MPOU3BOAUTEIHATA CUCTEMA M I'bpAaTa

Epextunna
JTUCYHKIUS TTpH
MBXKe

Hamaneno nuoumo
[PU MBIKE U JKSHU

AmMeHopes
VYronemsBaHe Ha
I'bpANTE

INanaxropes npu xKeHU
I'muekomacTusi/yroiem
sIBAHE HA I'bPJUTE MIPU
MBIKE

Mpuanuzsm*?

06[III/I HApPpYIICHUSA U e(l)eKTI/l Ha MACTOTO HA NMPUWJIOKCHUE

ActeHus

Ymopa

Otok

Tupexcus®
WN3caenBanus
TToBumenu IloBumena ankanHa | [Tosuimen 001
IUIa3MEHH docdarasza’® GuHpy GHH
HUBa Ha Bucoxka croiiHocT
nposakTun® Ha KpEaTHH

docdoxunazal

Bucoxka croiHOCT
Ha rama-

riryramuirpascdep

azal®

Bucoka croinoct
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HA TTHKOYHA
kucenuaal®

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

2 CpeqHY TIOBUIIIEHHMS B CTOMHOCTHTE HA JIMNUIUTE Ha IIanHo (o6u xonecrepon, LDL xonectepon u
TPUTIIMIICPUIN) Ca TTO-BUCOKY MPU MAIMCHTH Oe3 JaHHU 3a HapyIllIeHUE Ha U3X0HATa PEryJallys Ha
JTUTIUUTE.

% Ha6momaBa ce mpy HOPMAIHU M3XOJHM HUBA Ha I1agHo (< 5,17 mmol/l), kouto HapacTBar 10 Haii-
BUCOKa CTOMHOCT (> 6,2 mmol/l). [Ipomenu ot pedepeHTHNTE IpaHULU B U3XOJHUTE HUBA HA OO
XOJIECTEPOI Ha TIaAHo (> 5,17 - < 6,2 mmol) 1o Haii-Bucoka ctoitHOCT (> 6,2 mmol) ca MHOTO YecTH.

* HabnronaBa ce Ipy HOPMAIHUTE U3XOIHHM HUBA Ha r1aaHo (< 5,56 mmol/l), kouto HapacTsat 10
Hal-BHCOKa CTOMHOCT (> 7 mmol/l). [IpoMeHu B TiIr0KO3aTa Ha TJIAJHO CIIPSIMO IPAHUYHUTE M3XOIHU
croitHOCTH (> 5,56 - < 7 mmol/l) mo Hali-Bucoka cToitHOCT (> 7 mmol/l) ca MHOTO YecTH.

> Ha6nromaBa ce Mpy HOPMAITHUTE M3XOAHM HKMBA Ha TiagHo (< 1,69 mmol/l), kouto napacTtsar no
Haii-BUCOKa cToiHOCT (> 2,26 mmol/l). TIpomenu ot pedepeHTHUTE rpaHUIM B M3XOJHUTE HUBA Ha
TpurIHIepuanTe Ha riaaao (> 1,69 mmol/l - < 2,26 mmol/l) go Haii-Brcoka CTORHOCT

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

® B KIMHMYHU OPOYYBaHHs YECTOTATa HA NAPKMHCOHU3bM M JUCTOHUS IIPH TIALUEHTH, JICKyBAHH C
OJIaH3alliH, € M0-BUCOKA, HO HE M CTATUCTHYECKU 3HAUMMO pa3inyHa oT marebo. JlekyBanute ¢
OJIaH3aIUH TAIlUEeHTH UMAT MTO-HUCKA Y€CTOTa Ha MAPKWHCOHNU3bM, aKaTH3US U TUCTOHUS B CPABHEHUE
C TUTPUPAHU J1031 Xanonepuaoi. [Ipu nuncara Ha moapoOHa nH(OPMAIKs OTHOCHO MPEaX0HaTa
aHaMHe3a Ha WHIWBUYyATHA OCTPU U TapIMBHU €KCTPATTUPAMUIHY JIBUTATEITHH HAPYIIICHUS
TTOHACTOSIIIIEM HE MOJKE JIa CE HAIIPaBH 3aKIFOUEHUE, Ye OJIAH3AMMH MPUIHHSBA B TT0-MaJIKa CTETIEH
TapIVWBHA JUCKWHE3WSI W/WIH JPYTH €KCTPAIMPAMHTHU CHHIPOMH.

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

8 B xnmanaaN Ipoy4BaHUA 10 12 CCAMUIIU IVNIa3MCHUTE KOHLCHTPAIIUU HA MTPOJIAKTHUH IIPCBULIIABAT
TOpHaTa rpaHvlia Ha HOpMaJIHUA JUAlla30H IIpU HpI/I6J'II/I3I/ITCJ'IHO 30 % ot JICKYBAHUTC C OJIaH3aIINH
MNanueHTH, KOUTO UMAT HOPMAJIHA U3XOJHA CTOMHOCT Ha IMMPOJIAKTHH. HpI/I IIOBECYECTO OT TC3U NAllMCHTH
MOBHUIIICHUATA HA CTOMHOCTUTE OOMKHOBEHO Ca YMEPECHU U OCTaBaT IO ABYKpaTHaTa CTOMHOCT Ha
TOpHaTa rpaHulia Ha HOpMaJIHUA JrUalia3oH.

9 Hexenano C’L6I/ITI/IC, YCTAHOBCHO OT KJIMHUYHU MIPOYUYBAHUSA B UHTCTpHUPAHATA 0a3a JaHHU 3a
OJIaH3aIIrH.

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

11 Hexxenano ch0uTHE, yCTAHOBEHO OT CIIOHTAHHU ChOOIIEHHS B OCTMAPKETHHIOBHUS TIEPHOJ C
ollpeJiesieHa YeCTOTa, KaTo ¢ M3M0JI3BaHa HHTerpupaHaTa 0a3a JaHHU 3a OJIaH3aIlMH.

12 Hexxenano ch0HTHE, yCTAaHOBEHO OT CIIOHTAHHU ChOOIIEHHS B IOCTMAPKETHHIOBUS IEPUOJT C
M3YHCIIEHAa YeCTOTa Ha TOpHATa TpaHuna Ha 95% moBepuTeNeH HHTEPBAII, KaToO € M3MOI3BaHa
WHTETpUpaHaTa 0a3a IaHHU 32 OJIAH3AINH.
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Jbarocpoyna ekcno3uims (moxne 48 ceaMuIim)

[Ipu nanyeHTHTe, KOUTO UMAT HEXKENNAHH, KIIMHUYHO CUTHU(UKAHTHY TPOMECHHU B HA/IJTABAHETO HA
TETJI0, B X0OJa Ha BPEMETO Ce IMOBHINABAT TIItoKo3ata, oomusat/LDL/HDL xomecrepoir niu
tpurnunepuaute. [Ipu Bb3pacTHH MAUeTH, KOUTO 3aBbpIIBAT 9-12-MeCceuHO JIeUeHUE, YeCTOTaTa Ha
HapacTBaHE Ha CPEJIHUTE CTOMHOCTH Ha KPBbBHATA 3aXap HaMallsBa clel MPUOIH3UTEIHO 6 Mecena.

Jonbaaurenta uadopmManus 3a CuelHUalHy TONyIaly

B xiMHUYHM TpOYyYBaHUS NPHU NALIUEHTH B CTapuecka Bb3pacT C IEMEHIIMS JICUEHUETO C OJIaH3alHH Ce
CBBP3Ba C [10-BUCOKA YECTOTA HA CMBPT U MO3bYHOCHI0OBH HEXKEIAHU PEAKLIMU B CPABHEHHE C
riane6o (Bk. Touka 4.4). MHOTO 4ecTH HeKellaH! Peakluy, CBbpP3aHH ¢ YHOoTpedaTa Ha OlaH3aliH
NIpY Ta3W TpyIna ManueHTH, ca abHOpMHa MoXoKa 1 nafganus. Yecto ca HabIr01aBaHU THEBMOHUS,
MIOBHUIIIEHA TEJIECHA TEMIIEPATypa, JIETaprus, CPUTEM, 3pUTEIHN XaTIOLUUHALMN U MHKOHTHHEHIINA Ha
ypHHa.

B kIMHUYHN TpoyYBaHUs IIPH MALUEHTH € JIEKapCTBEHOMHAYIpaHa (JOMaMUHOB arOHUCT) IICUX03a,
cBBbp3aHa ¢ Obosiectta Ha [IapKUHCOH, MHOTO YEeCTO U I0-YECTO B CPAaBHEHHUE C IIanedo ca TOKIaABaHu
BIOIaBaHe Ha [lapkMHCOHOBaTa CHMIITOMATHKA U XATIOLIMHALIY.

B enHO KTMHUYHO MPOYYBaHE MPH MAUCHTH ¢ OUTOSpHA MaHUS KOMOMHHPAHOTO JICUEHHE C
BaJIIIPOAT U OJIAII3alMH BOJM JI0 Y€CTOTAa HAa HEyTpoleHusTa ot 4,1%); moTeHInaneH chaeicTBaIl]
(hakTOp MOXKE J1a ca BUCOKH IIa3MEHHU HHBA Ha Banmpoat. Ojan3anuH, MPUIOKEH ¢ TUTHH WIH
BAJIIIPOAT, BOJIM JI0 MoBHINeHa yectoTa (>10%) Ha TpemMop, CyX0oTa B ycTara, MOBUIIICH AlIETUT
MOBHINIABaHE HA TeraoTo. HapymieHne B roBopa ChINO € MokinaasaHo decto. [Ipu nedenue ¢ onamsanux
B KOMOWHAIIMS C TUTHHA WIHA JUBAIPOEKC Ce HAOF01aBa TIOBHIIIEHHE C > 7% OT N3XOHOTO TEJIECHO
terio mpu 17,4% oT manmeHTuTe mo BpeMe Ha OCTPOTO JeueHue (10 6 ceqmuiin). [IpoabmKUTenHOTO
JICUCHHE C OJIaH3amuH (0 12 Mecena) 3a NpoQUIaKTHKA Ha PEIUINUB MTPH MAIUCHTH C OUTIOJISIPHO
Pa3CTPOICTBO € CBBP3aHO C MOBUIIIEHUE C >7% OT U3XOHOTO TeIEeCHO Terio mpu 39,9% ot
TIAI[MEHTHUTE.

[MenuaTpuyHa momynarus

Onamn3zanuH He € TToKa3aH 3a JICUCHHE MIPH Jiena 1 oHommw noj 18 roguan. Makap aa He ca
MPOBEKIAHU KIMHUYHY MTPOYYBAHUS 32 CPABHABAHE HA FOHOIIUTE C Bh3PACTHUTE, TAHHUTE OT
IIpoy4YBaHuATa IIPU FOHOIIHN Ca CPaBHEHU C TE3U OT IPOYyUYBaHUATA IIPHU Bb3PACTHU.

Crnennara Tabimna 00001IaBa HeXXEaHUTE PEAKINH, ChOOIIABaHU C TIO-TOJISIMA YECTOTa MPH
HAILMEHTH B FOHOIIECKa Bh3pacT (Mexay 13 u 17 rogunHun), OTKOJIKOTO MPH Bb3PACTHH HALIMEHTH, HIIH
HEXEJIaH! PeaKIMi, KOUTO Ca YCTAHOBEHH CaMO MPH KPATKOCPOUHU KITHHHYHHU MTPOYUIBAHHS C
HAIMEHTH B FOHOILIECKA Bb3pacT. KIIMHUYHO CHrHU(HUKAaHTHO MOBHUIIICHHE HA TErJIOTO (> 7%)
M3IJIeK/1A ce HaOJI01aBa 1o-4eCTo B TOIYJIAMATa Ha FOHOIINTE B CPABHEHHUE C BB3PACTHH ChC
CpaBHHUMa €KCIIO3UIHA. Crenenra Ha HaggaBaHC Ha TCTJIO U ACJIBT HA MATUCHTUTC FOHOIIIN, KOUTO
UMaT KIMHUYHO 3HAYUMO HaJJJaBaHE Ha TETJIO Ca MO-TOJIEMHU ITIPU IIPOABJDKUTEIIHA CKCIIO3UIIUA (HOHC
24 cenMuIIN), OTKOJIKOTO TIPH KPATKOCPOUHA SKCIIO3HIIHSL.

HpI/I BCSKO IpylnipaHe B 3aBUCUMOCT OT YCCTOTATAa HEIKCIAHUTE PCAKIIUUN Ca MPEACTABCHU B HU3XOAAII]

PeJi 110 OTHOIIEHHE Ha TAXHATA CePHO3HOCT. TepMUHUTE 3a YecToTa ca NeUHUPAaHN KaKTO CIIe/Ba:
mHoro uectu (> 1/10), gectu (> 1/100 no < 1/10).
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Hapymenus Ha MeTa00JIM3Ma U XpaHEHETO
Mnozo yecmu: TloBHIIABaHE HA TEMJIOTO', MOBUIICHN HUBA HA TPUIJIMLIEPHAN . TOBHIIEH alIETHT.
Yecmu: TToBUIIEHY HUBA HA XOJIECTEPOI ™

Hapymenus Ha HepBHaTa cUCTeMa
Mmnoeo yecmu: Cennpane (BKIIOUHTEITHO: XUIIEPCOMHHSI, JIETAPTHsI, COMHOJIEHTHOCT).

CToMalIHO-YpeBHH HAPYLIEHHS
Yecmu: CyxoTa B ycTaTa

XenaToOuJIHAPHHU HAPYIIEHHUSA
Mnoz2o wecmu: TloBuinenus Ha yepHoapoouuTe amuHorpanchepasu (ALT/AST; Bx. Touka 4.4).

HN3caenpanus

Mmnoeo yecmu: Hamanen o0y ounupyous, nopumena GGT, MOBUIICHN TIa3MEHU HUBA HA

nponaktun’®,

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

> 7% oT u3xoaHOTO TenecHo Terio (kg) e MHoro yecto (40,6 %), > 15% OT U3XOHOTO TEIECHO TETJIO
e gecto (7,1 %), a> 25 % e gecrto (2,5 %). [Ipu pparocpouna excrio3urwus (one 24 cenmuim) 89,4 %
Haggasat > 7 %, 55,3 % maggasar > 15%, a 29,1 % magmasat > 25% OT M3XOQHOTO CH TEIECHO TETJIO.

14 Ha6mrogasar ce 3a HOpMaIHU U3XOMHU HKUBA Ha raaaHo (< 1,016 mmol/l), KouTo HapacTBaT 10 Haii-
BUCOKa CTOHOCT (> 1,467 mmol/l), u npoMeHH OT pedepeHTHUTE IPaHULN B U3XOJHUTE HUBA HA
TpuriHiepuauTe Ha riaaHo (> 1,016 mmol/l - < 1,467 mmol/l) no naii-Bucoka cToitHOCT

(> 1,467 mmol/l).

Y TIpomenn B u3xomHKTE HUBA HA OOIIKS XOIECTEPOII Ha ITIaAHO crpsamo Hopmanaute (< 4,39 mmol/l)
JI0 Haii-BHCOKa cTOHHOCT (> 5,17 mmol/l) ca nabnronaBanu yecto. [Ipomenu ot pedepeHTHUTE
IPaHUIM B U3XOJHUTE HUBA Ha OOIIKS X0JIecTepos Ha riaaHo (> 4,39 - < 5,17 mmol/l) no Haii-Bucoka
croitHOCT (> 5,17 mmol/l) ca MHOTrO YecTH.

16 TloBuMIICHN TUTA3MEHH HUBA HA MPOJIAKTHH ca OKIaaBanu npu 47,4% ot naiueHTUTE B FOHOIIIECKA
BbB3pacT.

Cro01aBane Ha MMOJI03MPAHU HEXKEJIAaHH PEaAKIIUK

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

4.9 Ilpemo3upane

IIpusHay ¥ cumMnToMu

MHoro gecTy CUMIITOMH IIpH Tipepo3upane (uectota > 10%) BKIIOUBAT TaXUKapIUs,
BB30Yy/1a/arpeCUBHOCT, TU3aPTPUS, PA3IUYHU EKCTPATUPAMHTHI CUMIITOMU M HapyIIeHNE Ha
CH3HAHUETO, BApUPAILO OT CeUpaHe A0 KoMa.

Jpyru MeAMIIMHCKA 3HAYMMHU TIOCTIEIUIIN Ha MPEI03UPAHETO ca ISP, KOHBYJICUH, KOMa, B3MOXKEH
HEBPOJICNITUYCH MaJINTHEH CHUHAPOM, MOTUCKAHE Ha JTUIIAHETO, aCIUPAIIVs], XUIIEPTOHUS HITU
XUTNOTOHHSA, PUTHMHH HapYIICHUS Ha ChPIETOo (< 2% OT ciiyyauTe Ha Ipeo3upaHe) u
KapIuoIyIMoHapeH apecT. DataiHu MmocueTuIy ca JOKIaABaH| IIPH OCTPO MPEJO03UPaHe C 71032 OT
nopsitbka Ha 450 mg, HO CBIIIO € JIOKJIABAHO MIPEXKHBSIBAHE CIIE]T OCTPO MPEI03UPaHe C
MPUOIU3UTEITHO 2 g OJTaH3AITNH TIEPOPAITHO.

Jleuenue

3a ojaH3amuH HIMa CHCI_II/I(l)I/I‘leH AHTHUAO0T. He ce npernopbpYBa NPCAN3BHUKBAHC HA ITOBPBHIIIAHC. Morar
Ja 6’[)}_'[2.T IMOKa3aH! CTAHAAPTHUTC MCPKH 3a JICHCHUC Ha TPCAO3UPAHC (T.C. CTOMAlllHa MPOMHUBKaA,
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npreMaHe Ha aKTHBEH BBIVICH). ETHOBPEMEHHOTO TpUiaraHe Ha aKTUBEH BBIJICH € ITOKA3allo
HaMaJIIBaHE Ha IepopaliHaTa OMOHAIMYHOCT Ha onaH3anuH ¢ 50 mo 60%.

TpsiOBa na ce 3an0YHE CUMITOMATHYHO JICYCHUE U MTPOCIICIABAHE HA KU3HCHUTE (DYHKIIMH B
CHOTBETCTBHE C KIIMHAYHOTO CHCTOSIHUE, BKIIFOUUTEITHO U JICYSHHE HA XUTTOTOHUTA U [IUPKYIATOPHUS
KOJIalc ¥ MOAPHKKA Ha MuxarenHara pyHknud. Jla He ce u3MmonsBar aapeHalvH, TOTTaMUH I APYTH
CUMIIATHKOMUMETHYHU CPEICTBA C OeTa-arOHUCTUYHA aKTUBHOCT, ThH KaTO O€Ta-CTUMYJIAIUATA MOXKE
Jla BJIOIIN XUIIOTOHUATa. MOHUTOPHUPAHETO Ha ChPIACIHO-CHIOBATA CHCTEMA € HEOOXOIUMO 3a
yIIaBsHE Ha Bb3MOXXHHU apUTMHUN. BHUMAaTEeTHOTO MEIUIIMHCKO HAOII0IeHNe 1 MOHUTOpHUpaHe TpsiOBa
Jla IPOIBJKU O Bh3CTAHOBSIBAHETO HA MAIlUEHTA.

5, B®APMAKOJIOIT'MYHU CBOMCTBA

51 dapMaKoANHAMHUYHH CBOIiCTBA

q)apMaKOTepaHeBTI/I‘-IHa rpymna: nICUXoJCNTUIH, JUa3CIInHU, OKCa3CINMHU, TUA3CIIMHA U OKCCIIUHHU,

ATC kox: NOSA HO3.

dapmakoguHAMUYHU e(DEKTU
OraH3anuH ¢ aHTUTICUXOTUYHO, aHTUMAaHUHHO U CTa0MIIM3UPAILI0 HACTPOSHUETO CPEICTBO, KOETO
MOKa3Ba MIMPOK (papMaKoIOTHYCH MPOGUIT IO OTHOIICHHUE HAa MHOXKECTBO PEICTITOPHU CHCTEMHU.

B npexknuHUYHY NpoyYBaHUs € H0Ka3aH ahUHUTETHT Ha OJaH3allMH KbM peula penenTopu

(Ki <100 nM) 3a ceporornt SHT2a52c, 5HT3, S5HTe; monmamun D1, Dy, D3, Ds, DS; Xonmuaepruuau
MyCKapuHOBH perienrtopu Mi1-Ms; anda; anpenepruyam; u xuctaMuHoBr Hi peneniropwu.
IIpoyuBaHusiTa C OJaH3aIIMH BbPXY IIOBEACHUETO Ha )KMBOTHHU okas3sa SHT, nonamMuHoB u
XOJIMHEPTUUYCH aHTArOHM3bM, OTTOBAPSIII HA PELENTOP-CBhp3BaIius npodui. In vitro ornanzanux
MOKa3Ba Mo-ToJisiM apuHUTET KbM cepoToHHHOBUTE SHT2, OTKOKOTO KbM JIonTaMuHOBUTE D>
peuentopu u no-romsiva SHT, akTBHOCT B cpaBHEeHHe ¢ D, akTHBHOCTTA 1pH iN ViVO MOJIEITH.
EnexTpodu3nonornuHuTe N3CieABaHus MOKa3BaT, Y€ OJaH3alUH CEJIEKTUBHO HAMAIIABa
aKTUBHpPaHETO Ha Me30auMOnuHuTe (A10) ToaMHUHEPrHYHU HEBPOHH, KaTo B CHILIOTO BpeMe €(PeKThT
My BbpXY ITBTHIIATA B CTPUATYMa, y4acTBaIIK B MOTopHaTa (GyHKIus (A9), e Mabk. OnaH3anuH
HamaJsBa KOHIUIMOHUPAHUS OTTOBOP Ha OTOSTBAHETO, KOKTO € TeCT, MoKa3aTeseH 3a
AHTUIICUXOTUYHA aKTUBHOCT B /1031 MIO-HUCKH OT T€3H, BOJECIIH JI0 KaTaJerchs, KOeTO € XapaKTePHO
32 MOTOPHHTE HeXeJlaH! eeKTH. 3a pa3sinka OT HAKOHU APYTH aHTHIICUXOTUYHHU CPEJICTBA, OJaH3alUuH
yCHJIBa OTTOBOPA B YCIIOBHSI Ha ,,aHKCHOJIUTHYEH  TECT.

B npoyuBanus ¢ mozutpoH-emucuoHHa Tomorpadus (PET) mpu 31paBu 1oOpoBoIIy, OTaH3aIMH B
enuHUYHA nepopainHa no3a (10 mg) mokaspa mo-roysimo cBbp3Bane ¢ SHT,4 B cpaBHEHHE C
nmonamuHOBHUTE D2 perienitopu. OcBeH ToBa, 00pa3HO M3CIeABaHE Upe3 eAUHNIHA (DOTOH- EMUCHOHHA
kommoTbpHa TomMorpadus (SPECT) npu manuenty ¢ mm3oppeHns Nokassa, e NpH MalueHTHTE,
YYBCTBHUTEJIHU KbM OJIAaH3AIMWH, UMa M0-Mallko CBbp3BaHe ¢ Dy B cTpratyMa B cpaBHEHHE C
MAIMEHTHTE, YyBCTBUTEIIHU KbM JIDYTH aHTUTICHXOTHYHH CPEJICTBA M PUCIIEPUIOH, KATO Ta3H HAX0JKa
€ CpaBHMMA C Ta3M [PU KI03aIMH-1yBCTBUTEIHUTE MTAIIUCHTH.

Knnnnyna edukacHoct

B nBe ot aBe miane60-KOHTPOJIUPAHH U B IBE OT TPU CPABHUTEITHA KOHTPOJIUPAHH MIPOYIBAHUS TIPH
noeeue ot 2 900 marueHTH ¢ mKU30(GPEHHUs, IPOSIBEHA KAKTO C HAJTMYMUETO Ha MOJIOKUTEIHU, TaKa U C
OTPUIIATEITHN CUMIITOMH, OJIaH3AIHMH MTOKa3Ba CTATUCTUYECKH 3HAYMMO TI0-TOJIEMHU TIOJJOOPEHUS KaKTO
Ha HEraTUBHUTE, TaKa U HA TO3UTUBHUTE CUMIITOMH.

B MynTuHaIMOHAIHO, TBOWHO-CIISTIO, CPABHUTEIIHO MPOYYBAHE BHPXY MIM3U(PPCHUSITA,
m30aheKTUBHAUTE WM TIOJO0HH HapyIieHus, BKItouBamo 1 481 nmaruienTta ¢ pa3inyHa CTEeH Ha
CBBP3aHH C TOBAa CHMIITOMH Ha Aenpecus (M3X0IHa cpemHa cToiHocT 16,6 1Mo ckanaTta Ha
Montgomery-Asberg 3a kaacuduimpaHe Ha ACMPECUsTa), IPOCICKTUBHUAT BTOPUUYCH aHAIM3 Ha
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MPOMSIHATA HA M3XOHUS CIIPSIMO KpalHUsI pe3yiTaT Ha HACTPOCHUETO, TOKa3Ba CTATUCTUICCKU
3HaunMo moxobpenre (p= 0,001) B moa3a Ha onamzamuH (-6,0) cipsimo xanonepuaoi (-3,1).

[Tpu manueHTH ¢ MAaHUEH €MHU30]] MU CMECEH SIM30,I1 NP OUTIONIAPHO Pa3CTPOMCTBO OJaH3aINH
MOKAa3Ba Mo-BUCOKA €(PEKTUBHOCT KAKTO CIIPSIMO I11a1e0o, Taka U CIpsSMO BaIPOAT CEMUHATPHH
(muBanmpoekc) B HaMasIBaHe Ha CHMITOMHTE Ha MaHUS 3a ToBede oT 3 ceaqmuIty. OJlaH3amiH CHINO
MOKa3Ba CpaBHUMA C XAJIONEPUA0N e(hPUKACHOCT, U3Pa3CeHA C YaCcTTa MAlUCHTH, TIOIYYHIId PEMUCHS Ha
CHUMIITOMHUTE Ha MaHU U Ha jaenpecus 3a 6 u 12 cenMuim iedenne. B mpoy4BaHe ¢ oJlaH3anuH B
KOMOWMHAIMS C TUTHHA WK BAIIPOAT 32 MUHIMYM 2 ceIMUIM 100aBsiHeTo Ha onan3anuH 10 mg
(KOMOMHUPAHO JICYCHUE C JTUTUN WIIM BAJIIPOAT) € JOBEJIO J0 MO-TOIsIMa PEIYKIUS Ha CHMITOMUTE Ha
MaHUs B CPAaBHEHHE ChC CAMOCTOSTEITHOTO MPUIOKCHUE HA JTUTHI WIX BAIIPOAT Clie] 6 CEIMUIIH.

B 12-meceuno npoyuBaHe npH NpopUIaKTHKa Ha pEIUANBA Ha MAaHUWHU €MTU30,11, IPH MMallUCHTH,
MOJTYYMJIM PEMUCHS TP JIEUEHHE C OJIaH3alMH U paHJOMU3HUPaHHU CJe]l TOBa Ja MoJyyaBaT OJaH3aluH
WK 11a11e00, OJTaH3alHH € T0Ka3aJl CTATUCTUYECKH 3HAYMMO ITPEBB3X0ACTBO CHPSAMO Iutanedo mo
OTHOLICHNE Ha TbPBUYHNUTE KPAaliHU TOUKH 32 NPO(HUIAKTHKA HA PELUINBU HA MAHUIHN €IU3011 TIPU
OHIOISIPHO pa3cTpoiicTBO. ONaH3anMH CHIIO € MOKa3al CTATUCTHUECKH 3HAYMMO MPEAUMCTBO CIPSMO
w1ane0o 1Mo OTHOLIEHKE Ha MPEIOTBPaTABaHe HA PELUINBH KaKTO HA MaHUs, TaKa U Ha ACTIPECHSL.

B®B BTOpO 12-MeceuHo mpoydBaHe NpH MpoGUIaKTHKA PEIUANBH HA MAHUWHU €U30/IH, TalueHTH,
IIPpU KOUTO € IMMOCTUTrHATa pEMHUCHS C KOM6I/IHI/IpaHO JIeUeHHU€e OJIaH3alluH U JIMTHU U paHaOMU3UpPaHA
CIIeT TOBA J1a TI0JTy9YaBaT OJIAaH3aIMH WJIH JIMTHH CaMOCTOSITEITHO, OJIAH3AITHH € TIOKa3aJl He MO-TOJIIMO
MPEBB3XOICTBO CHPSMO JIUTHI TI0 OTHOIICHUE Ha MbPBUYHUTE KPAHU TOUYKH Ha OHIIONSPHO
pasctpotictBo (onan3amut 30,0%, mutuii 38,3%; p = 0,055).

B 18-mecedno npoydBaHe Ha KOMOWHUPAHO JieUeHHe Ha MAaHUWHA WJIA CMECEHH €ITH30.I1 TIPU
HalMEeHTH, CTA0WIN3HPAHU C OJIaH3alUH ILUTIOC JIEKApCTBa, CTaOMIN3UpAlY HACTPOSHUETO (JINTUN WU
BaJIIIPOAT), IPOABKUTEIHOTO JISUEHHUE C OJIAH3AIIMH CbBMECTHO C JINTUH WU BAJIIPOAT HE €
CTaTUCTUYECKH MO-100PO CIIPSIMO JIMTUH WM BAIIIPOAT CAaMOCTOSTEIHO 110 OTHOILIEHHE 3a0aBsHe Ha
00OCTPSIHETO Ha OUIIOJISIPHOTO PAa3CTPONCTBO, CHITIACHO KPUTEPUUTE 3a CHHAPOMA (JIMarH03aTa).

[lepnaTpuyHa momyJamnus

KonTtponupanute qJaHHH 3a epUKACHOCT NPH FOHOIIH (BB3pacT 13 1o 17 ronnHn) ca orpaHUyueHH A0
KPaTKOCPOYHH MIPOYUBAHUS NPH MHU30(ppeHust (6 ceIMUIN) U IPU MaHUs, CBbp3aHa ¢ OUIOISIPHO
pasctpoiicto tui I (3 cenmunn), mpu mo-manko ot 200 roHOomM. ONaH3anuH € U3MOA3BaH KaTo
¢excnbuiIHa 1032, 3anmoyBamia ot 2,5 u crurama 10 20 mg/aaesHo. [1pu nedenve ¢ onaH3anuH
IOHOIIINTE HaJ1aBaT CUTHU(HUKAHTHO [IOBEYE Ha TETJIO B CpaBHEHHE C Bb3pacTHUTE. CTENeHTa Ha
npomeHu B ooums xonectepos, LDL xosectepona, TpUriMuepyuanTe Ha TiIafHo U MPOJIAaKTHHA (BXK.
Touk# 4.4 1 4.8) e mo-rojsAMa MpH IOHOIIN, OTKOJIKOTO NMPH Bb3pacTHU. HsiMa KOHTpOIMpaHu TaHHH 3a
noJIbpKaHe Ha eeKTa WM 3a IbIrocpodHa 6e3onacHocT (BX. ToUkH 4.4 u 4.8). Mndopmauusra 3a
IBITOCPOYHATa 0€30MaCHOCT € OrpaHWYeHa IIIaBHO 10 OTBOPEHHU, HEKOHTPOJIMPAHHU JaHHU.

5.2 dapmakoKHMHeTHYHH CBOWCTBA

AOGcopOrus
OmnanzanuH ce abcopbupa 1o0pe cieln NepopaTHO NPUIOKESHHE KaTo JOCTUTa MAKCUMAITHU TIa3MEHU

KOHIIEHTpAIH MeXAy 5-us 1 8-us gac. AOcopOmusITa He ce MOBIIMABA OT IPHEMa Ha XpaHa.
AGcomoTHaTa OMOHATMYHOCT CIIE/ MEPOPATHO MPHUIIOKEHHE B CPABHEHNE C MHTPABEHO3HO
NPUIOKEHUE HE € OIpeIeIIsHA.

Pasnpenenenue
CBbp3BaHETO HA OJIAH3AMMH C TIA3MEHUTE MMPOTENHH € 0K0JI0 93 % Tpu KOHIIEHTPAllMK B IHANa3oHa

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

OnaH3anuH ce MeTa0oaM3upa B YePHUSI PO0 Ype3 KOHIOTUPAHE M OKUCIICHUE. [ TaBHUAT METa0OJUT B
kpbBTa € 10-N-rmokoponwm, KOHTO He MpeMIHaBa IIpe3 KphbBHO-MO3bUHaTa Oapuepa. 3a
o0pa3yBaHeTo Ha MeTa0OMUTHTE N-Ie3METHIT U 2-XUIPOKCUMETHII JONPHUHACAT IUTOXpoMu P450-
CYP1A2 u P450-CYP2D6. In vivo u nBata MeTabO0IUTa IIOKA3BaT 3HAYUTEIHO I10-HUCKA
(bapMaKoIOrHYHa aKTHBHOCT, OTKOJIKOTO OJIAaH3AIMH B U3CJICIBAHHS NIPH KUBOTHH. [ J1aBHATA
(bapMaKoJIOrHYHA aKTHBHOCT CE JIBJDKU HA U3XOJIHUS OJIAH3AIVH.

EnumMunupane
Crnen mepopaliHO IPUI0KEHUE CPETHUAT TEPMUHAICH STUMUHAIIMOHEH MOIYKUBOT HA OJaH3aMuH

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

[Tpu 3apaBM HHAWBUAM B HAIIpeIHATIa BB3pacT (65 TOJMHU U MOBEYE) CPEIHUIT SIMMUHAIIIOHEH
MOJTY’)KUBOT € YJIBJDKCH B CpaBHEHUE C mo-muiaante uHauBuau (51,8 cpenry 33,8 yaca), a KIIUPBHCHT €
HamaureH (17,5 cpemy 18,2 1/gac). ®apMakokrHETHYHATa BAPHAOUITHOCT, KOATO c€ HaOII0AaBatT mpu
WHIMBUIWTE B HAMpeIHala Bb3pacT, He ce OTIIMYaBa OT Ta3H NpH Mo-Miagute nHauBuau. [pu 44
MaIMeHTH ¢ IU30(PEeHUs Ha BB3PACT Haj 65 rogunu 1o3u ot 5 10 20 mg/aHeBHO He ca Ounn
CBBP3aHU C HAKAKbB Pa3inueH Npopui Ha HEXKENaHU ChOUTHSL.

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

(n=869).

br6peuHo yBpexkaane

He e ycranoBeHa 3HaunMa pa3nuka B CpeIHS SIMMHUHAITMOHEH oIy uBOT (37,7 cripsimo 32,4 gaca)
v B kimupbHca (21,2 copamo 25,0 1/dac) Mexay nanueHTUTe ¢ yBpeaeHa 0b0pedna QyHKIUSI
(xpeatrHnHOB KiHpBHC <10 ml/min) u 3apaBute uHIUBHIU. [IpoyuBaHusTa IOKa3BaT, Ue 0KoJ0 57 %
oT 6CHH33HI/IH C paAOAKTHBHU U30TOIIU OJIAaH3aIllMH C€ YCTAaHOBsABA B YpUHATa IJIaBHO 110/ (i)opMaTa Ha
MeTaboIHTH.

YepHo1poOHO YBpeXIaHE

Manko npoy4BaHe 3a BIUSHUAETO Ha HapylieHata (YyHKIHS Ha YepHUs Jpo0 1pu 6 MayeHTy ¢
KIMHHYHO 3HaunMa (kiac A (n = 5) u kirac B (n = 1) mo knacudukarmsra Childs Pugh) nuposa
ycTaHOBsIBa cllab eeKT BbpXy (papMaKOKWHETHKATA Ha OJIaH3aIH, TIPUIIOKEH EpOPaTHO

(2,5 - 7,5 mg equnnyHa 103a): MAIMEHTUTE C yMEPEHa JI0 TeXKa YePHOIPOOHA TUCHYHKIIUS UMAT
JIEKO 3aBUIIICH CHCTEMEH KIMPBHHC U MO-KPAThK STMMUHAIIIOHEH MTOJY)KUBOT B CPAaBHEHHE C
nanueHTute 6e3 yepHoipodHa nucyHkus (n = 3). [ToBeweTo oT manyeHTHTE ca MyMadu ¢ Upo3a
(4/6; 67 %), oTkonKoTO MalKeHTH Oe3 uepHoaApoOHa auchyHkiwms (0/3; 0 %).

Ilymene
[Ipu Hemymaum (MBKE ¥ KEHH) CPSTHUAT STMMHHAIIMOHEH TIOTYXUBOT € YAbIDKeH (38,6 cupsmo

30,4 yaca), a kupbHCHT € HamaseH (18,6 cpeury 27,7 1/4ac) B cpaBHEHUE € MyIIAYH.

IIna3smenust KIIMPBHC HAa OJIaH3aIllMH € IIO-HUCHK MPU MAUCHTUTC B HAIIPpC/IHAJIa Bb3PpacCT, B
CpaBHCHUC C MMO-MJIAAUTC MHAWUBUAW, IIPU KCHUTC B CPABHCHUC C MBIKCTC; KAKTO U NP HCITYIIAYUTC B
CpaBHCHUC C IIyIIAYUTE. B’[)HpeKI/I TOBa, 3BHAYMMOCTTA Ha BIIMAHUETO HA Bb3paCTTa, I10Jia Ui
IMMYHICHCTO BbPXY KIIMPBHCA HAa OJIaH3aIllMH U BbPXY HCTOBUS IMOJYXKUBOT € TBbPJAC MaJIKa B CPABHCHHUC
C o6maTa BapI/Ia6I/IJ'IHOCT MCKAY OTACITHUTC UHAUBUIU.

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

Henuatpuyna monymnaus

Onomwm (BB3pact 13 mo 17 rogunn): PapMakoOKMHETHKATA Ha OJIaH3aIMH € TI0J00Ha NP FOHOIIH U
BB3pACTHU. B KIMHWYHY MPOYYBaHUS CpeHATa EKCITO3UIIHS Ha OJIaH3aIiH € 0KoJIo 27% mo-BHUCOKa
npu toHoI. JleMorpadckure pa3nuyus Mex Iy FOHOIIM U Bh3PACTHU BKIIFOYBAT MO-HUCKO CPEITHO
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TEJIECHO TETJIO M TO-MaTbK Opoii mymaun mpu roHomuTe. Ilomo6Hu hakTopn € BE3MOXKHO 1a
CBJIICICTBAT 3a MO-BUCOKATa CPEHA eKCIIO3UIIHS, HA0II0JaBaHa P FOHOIIIH.

5.3 IpeakJanHNYHYU JaHHM 32 0€30MaCHOCT

Octpa (Ipu eMHUYHA J1033) TOKCUIHOCT

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

TOKCHYHOCT IpH MHOTOKPATHO MPUIIOKECHUE

B mpoyuBaHus BbpXy MHUILKH C IPOABIKUTENHOCT J0 3 Mecella U BbpXY IUTbX0BE U Ky4eTa ¢
MPOABIDKUTENHOCT 10 1 rognHa npeobnanaBaimuTe epekTn ca notuckane Ha L{THC,
AQHTUXOJMHEPTUIHU e(eKTH U epu(epHI XeMaTOIOTUIHH HapyleHus1. Pa3BuBa ce ToiepaHc KbM
notuckanero Ha [{THC. ITapamerpute Ha pacTexa HaMamsiBaT MpH BUCOKU a034. [Ipu mibxoBere ca
HabIronaBaHu 00paTUMH €EKTH, KOUTO Ca B pe3yJTaT Ha MOBUIICHN HUBA HA IPOJIAKTHHA U
BKJIFOYBAT:. HAMaJIsIBAaHE TEIJIOTO HaA Hﬁ‘lHI/IHHTG 1 MaTKarta, KaKToO " MOp(bOHOFI/I‘IHI/I IMPOMCHU BBB
BJIATJIAIIHUS STIATEI U B MIICYHUTE JKIIC3H.

XeMaToJIOTHYHA TOKCHYHOCT

Edextn BbpXy XeMaTOIOTHYHUTE MTapaMEeTPH C€ YCTAHOBABAT IIPH BCUYKH H3CIICBAHH BUIOBE
JKUBOTHU, BKJIFOYHUTEITHO J1032-3aBUCUMH TTOHIDKEHUS HA TUPKYIUPAIINTE JICBKOIUTH ITPH MUIIKA U
Hecnenu(pUIHN HaMaJIeHUs Ha Oposi Ha [IUPKYJIUPALITUTE JICBKOIIMTUTE MPH ILTBXOBE; HE CE
YCTaHOBSIBAT, 00aue JI0Ka3aTeJICTBa 32 KOCTHOMO3bYHA IMTOTOKCUYHOCT. [Ipu orpannden 6poit
Ky4era, JieKyBaHH ¢ 7031 oT 8 winn 10 mg/kg/mHeBHO (00IIaTa eKCIO3UIIMS Ha OJIAH3aINH {TUTOMI ITO/T
kpuBata} ¢ 12 10 15 mbTH MO-BUCOKA OT Ta3M MPH YOBEKA MPH MIPHEM Ha J103a oT 12 mg), ce
Ha0JII0/1aBa 00paTUMa HEYyTPOIICHHS, TPOMOOIIUTONCHUS MM aHeMust. [Ipy IUTOTIECHUYHU Ky4yeTa He
ca HaOIrO1aBaHU HEeXeTaH! e()eKTH BbPXY MPOTCHUTOPHHUTE WK TIpoH(eprpaIinTe KJISTKH B
KOCTHHS MO3BK.

PenponykTrBHA TOKCHYHOCT

OnanzanvH HAMa TepaToreHHu eext. CenanusaTa MoBIUsABa KYyIyJIaTUBHUTE CIIOCOOHOCTH Ha
MBKKHUTE TUTbX0BE. [10J10BUTE HUKIIK ce 3acsaraT npu 103u ot 1,1 mg/kg (3 mbTH 1M0-BUCOKU OT
MaKCHMAaJTHATa /1032 TIPU X0paTa), a pepOAYKTUBHUTE ITapaMeTPH ca 3aCEerHATH MPH TUIHXOBE, Ha
KOHUTO € aBaHa /103a oT 3 mg/kg (9 mbTH No-BUCOKA OT MaKCHMalIHATa J103a IpX Y0BeKa). B
MOKOJIGHUETO Ha ITHXOBETE, Ha KOMTO € JIaBaH OJIaH3aIHH ce HaOJro1aBa 3a0aBsiHe B pa3BUTHETO HA
IJI0/1a ¥ TIPEXOTHO HaMaJIsIBAaHE HUBATa HA aKTUBHOCT HAa MAJIKUTE KUBOTHH.

MyrareHHoct
OHaHSaHI/IH HC € ITOKa3all MYTaFeHHOCT HUJIN KJIACTOI'€CHHOCT HpI/I HpOBeIIeHI/ITe ITbJIHN CTaHJIapTHPI

TECTOBE, BKIIFOUBAIIIM TECTOBE 3a OAKTEpUATHU MyTaIMHy | iN Vitro u in ViVO TecToBeTe mpu
0O03alHAIN.

KapimHoresusoct
PesynraTuTe OT U3CaeaBaHUATA BHPXY MUIIKHU U IIIBXOBE BOJAT 10 3aKJIFOUEHHUETO, Y€ OJIAH3AMMH HE
€ KapIMHOT€HEH.
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6. DAPMALEBTUYHU JAHHAU
6.1 CnuchbK HA IOMOIIHUTE BelleCTBA
Manuton E421

MukpokpucTaiHa Leiyio3a

Acnapram E951

Kpocnosunon

MarunesueB cTeapat

6.2 HecbBMecTuMoCTH

Henpunoxumo

6.3 Cpok Ha rogHocT

30 mecemna

6.4 CrnenuanaHu yCJI0BHS HA ChbXpPaHeHUe
Ha ce cexpanssa mox 30°C.

6.5 Bwuxu chabp:kaHue HA ONMAKOBKATA

15 mg ra6aeTku
AnyMuHUI/aTyMIHIEBH OTUCTEPH B KAPTOHEHH KyTHH ¢ 28 & 56 TaOneTku B KyTHsL.

He Bcruky BUZIOBE ONMAKOBKH MOTaT Jia Ob/IaT MyCHATH Ha Ta3apa.
6.6 CrnenuaJHu NpeAna3sHu MepKH MPU U3XBbPJsHE

Hsama cricnyaJiHi N3MCKBAaHUAA.

7. NPUTEXATEJI HA PABPEILIEHUETO 3A YIIOTPEBA
Glenmark Pharmaceuticals s.r.o.

Hvézdova 1716/2b, 140 78 Praha 4

Yemka Peny6nmka

8. HOMEP(A) HA PASPEIIIEHUETO 3A YIIOTPEBA

EU/1/09/592/004
EU/1/09/592/009

9. JATA HA IT'bPBO PAZPEINABAHE/IIOJJTHOBABAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

Jara Ha mepBo paspemasane : 10.12.2009
Jata na moguossiBane: 06.08.2014

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

{MM/TTTT}
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[Tonpo6ua nHdOpMaIHMs 3a TO3M JIEKapCTBEH NPOAYKT € MpeaocTaBeHa Ha yebd caiita Ha EBponeiickaTa
areHuus 1o Jiekapcrpata http://www.ema.europa.eu/.
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1. HUME HA JIEKAPCTBEHMA TPOAYKT

Olazax Disperzi 20 mg tabaeTku, AUCTIPTUPAIIH CE B ycTaTa

2. KAUYECTBEH U KOJIMYECTBEH CbCTAB
Bcsika Tabnertka, Aucrieprupaiia ce B ycrara, cbabpika 20mg osanzanus (olanzapine).

[ToMOIIHO BELIECTBO ¢ M3BECTHO JCHCTBUE: BCsKA TaOIeTKa, IMCIIEPrupallia ce B ycTara, ChIbpiKa
0,92 mg acmapram.

3a IIBJIHUSA CHUCHK Ha IIOMOIIHHUTE BCUICCTBA BHXXTC TOYKaA 6.1.

3. JJEKAPCTBEHA ®OPMA

Tabnetka, qucneprupaiia ce B ycrata

JKbnTH, KpBIUIK, IIOCKH TaOJIETKH, ChC CKOCEHU PHOOBE, ¢ BIThOHATO penedHo o3nayeHue “OL” ot
eJlHaTa CTpaHa M BJUThOHATO pesiehHO O3HAYeHHUE ,,F” OT npyrara cTpaHa.

4. KIMHNUYHU JAHHUA

4.1 TepaneBTHUYHU MOKA3ZAHUS

Bb3pactHu
OnaH3anvH e TI0Ka3aH 3a JeuyeHHe Ha MHU30(QPEeHMsL.

Oman3anuH e e(beKTHBeH 3a NOAABPIKAHEC HAa KIMHUYHOTO HOZ[O6peHI/I€ 10 BpEMC Ha NMMPOABJIZKUTCIIHO
JICYCHUC IIPU MAIUCHTH, ITOKA3aJIM HAYAJICH TCPAIICBTUYCH OTI'OBODP.

OlraH3anyH € IoKa3aH 3a JICUeHUEe Ha YMEPEH A0 TCKBbK MAHUCH CIIU30M0.

OraH3anuH € 1oKas3aH 3a MpouIakTHKa Ha PEIUIMBY HA MAaHUCH U301 IPU MAIIMEHTH ¢ OUIIOJIapHO
Pa3CTpOMCTBO, IIPU KOUTO 10 BpEME Ha MaHUCH €MU30/1 € OUJI MOCTUTHAT KIIMHUYEH OTTOBOP C
oJIaH3anuH (BX. Touka 5.1).

4.5 ]Iozmpomca U HAYUH HA NMPUWITOKCHUEC

Bo3pactHu

uzodpenus: [lpenopruBanara HauaiHa f03a ojaH3anuH ¢ 10 mg/aHeBHo.

Mamnwuen enmzon: Havannara mo3a e 15 mg kato equHIYHA THEBHA /1032 TIpyu MoHOTepanus uiau 10 mg
JIHEBHO TPH KOMOWHHMPAHO JieueHue (BXk. Touka 5.1).

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

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

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

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

[To BpeMe Ha JIeYCHUETO HA IMU30(QPEHNS, MAHUECH ENM30/ U TIPH MPOQUIAKTHKA HA PEIIUINBH HA
OMTIONIAPHO Pa3CTPOMCTBO JHEBHATA 033 MOXKeE J1a Ob/Ie KOpUTHpaHa TOCTEIIEHHO Ha 0azara Ha
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MHIUBHIYATHOTO KIMHUYHO ChCTOSHHE B paMkuTe Ha 5-20 mg/nueBHo. [loBumasane Ha 103ata 10
HHBa HaJ IPENopbhyBaHaTa HayaIHA JI03a CE IPEIophUBa caMo CJe]] ChOTBETHA KIIMHUYHA ITPEOLCHKA
u TpsiOBa a cTaBa Half-00II0 Mpe3 UHTEPBANX HE MO-Mallku OT 24 yaca. OnaH3anuH MOXe Ja ce
npuemMa 0e3 Bpb3Ka C XpaHEHEeTO, T kaTo abcopOuusATa He ce NOoBIUsABA OT XpaHara. [Ipu
IpeyCTaHOBSIBaHE ITPHEMa Ha OJaH3aIMH TPAOBa /1a ce MMa MPEeABHI NOCTEIIEHHOTO HaMaJIsiBaHe Ha
J03aTa.

Olazax Disperzi Tabnetka, qucneprupaiiia ce B ycrara, TpsioBa qa Ob/ie ocTaBeHa B yCTaTa, KbIeTO
T OBP30 ce JUCTIEPTHpPA B CIIFOHKATA Taka, ue Aa Obe TecHo nperrsTHaTa. OTCTpaHsABaHETO OT
ycTaTa Ha Lsjla JUCIieprupaiia ce B ycrata tabnerka e TpyaHo. Thi KaTo qucreprupamara ce B
ycraTa TabJeTka e 4yyIuinBa, TS TpsOBa a1a Obae IpueTa BenHara ciell H3BaKIaHeTo OT OnmcTepa.
Jlpyra Bb3MOXHOCT € JIUCTICPTUPAHETO i B IBJIHA Yallla BOJa WJIH JAPYTa MOXOIAIIA HATUTKA
(IOpTOKAJOB COK, SIOBJIKOB COK, MJISIKO MIIM Kade) HeMoCpeCTBEHO NpeIn IprUeMa.

OnanzanuH 1o popMara Ha TUCTIEPrupalna ce B ycrara TadieTka ¢ OMOeKBeBaJICHTEH Ha OJIAaH3AIHH
00BHUTH TaOJETKH, KaTO MPHUTEXKaBa MOA00HA CKOPOCT U CTereH Ha abcopOums. Toi nma chimara
JTIO3UPOBKA U YECTOTA HA MPHUJIOKEHUE KAKTO OJlaH3amuH 00BUTH TabaeTku. OnaH3anuH TabaeTKH,
JMCIIEPTUPAILH CE B YCTaTa, MOKe Jla O'b/Ie M3MIOI3BAH KaTo AIITEPHATHBA HA OJIAaH3AITNH OOBUTH
TaOJIeTKH.

CrenyanHy nonyJanuu

Cmapuecka 6v3pacm

OOUMKHOBEHO HE Ce MpenopbyBa MO-HUCKa OT o0MualiHaTa HavyaaHa Jo3a (5 mg/IHEBHO), HO TaKaBa
Jl03a MOKE JIa C€ MMa MPEBU/I MPU MAIMEHTH Ha U HaJl 65 TOJUHU TOraBa, KOraTo KIMHUYHUTE
¢baxTopu To Hamarat (BX. ChIo TO4Ka 4.4).

bvopeuno u/unu uepnoopodbro yepesxcoane

[Tpu TakvBa naIMeHTH TPSOBA J1a Ce UMa IPEBHUI MO-HUCKA HavanHa 7032 (5 mg). B ciayyau Ha
yMepeHa 4epHOIpoOHa HeocTaTbuHOCT (1upo3a, Child-Pugh knac A nnu B) Hayannara nosa tpsaosa
Ja ObJie 5 mg U 1a ce yBeInruaBa camo C MOBHUIIICHO BHUMAaHUE.

Ihwauu

Hauannara 1032 ¥ 1030BUST TUana3oH He € He0OX0IMMO PYTHHHO Jia C€ POMEHST IPH He-TTyIIayn
crpsiMo mymmayun. [TymeHero Moxke 1a nHIyIMpa Metaboi3Ma Ha onaH3anuH. [Ipernopbusa ce
KJIMHIYHO MOHUTOPHPAHE M MOXKE J]a C€ MMa IPEIBUI TOBUIIIAaBaHE Ha JI03aTa Ha OJIaH3aIlMH, aKo €
Heo0xoauMo (BXK. Touka 4.5).

Koraro e HaJIMEC 1ImoBCY€ OT €AHUH, Sa6aB$II]_I MeTa60J’II/13Ma, (I)aKTop ()KGHCKI/I I10J1, CTap4ueCKa Bb3pacT,
Henymaq), TpSI6Ba Aa €€ uMa NpeABHU HaMaJIsIBAHC HAa Ha4YaJiHaTa 103a. IloBumraBaneTo Ha Jo03ara,
KOoraTto ToBa € HeO6XOJIPIMO, TpSIGBa Ja cTaBa MOCTCIICHHO ITPU TE3U IMallUCHTHU.

Koraro e He000x0[MMO MMOBHIIIABAaHE HA jJ03aTa ¢ 2,5 mg, TpsioBa na ce usnoassa Olanzapine
Glenmark o0BuTH TabnETKH.

(Bx. cpmio Touka 4.5 u Touka 5.2)

Ileouampuuna nonynayus

OnaH3anyH He ce MPernopbyBa 3a ynorpeda OT Jiela U IOHOIIM 1o 18-roaniHa Bb3pacT nopaiu
JIMIICA HA IaHHM 3a 6e30macHOCT U edukacHocT. [Ipu KpaTKoCpoYHH POYYBaHUs [IPH NALMEHTH B
IOHOIIIECKA BB3PacT € ChOOIICHO 3HAYNMO yBEIWYEeHHE Ha TEJIECHOTO TErJ0, N3MEHEeHUs B HUBATa Ha
JUTHINTE U MPOJIAKTHHA B CPAaBHEHHUE C MIPOYYBAHUS MPU BH3PACTHHU MAIIMEHTH (BXK. TOUKH 4.4, 4.8,
5.1u5.2).
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4.3 TIlpoTuBomoka3aHus

CBpPBXYYBCTBUTEIHOCT KbM aKTUBHOTO BEIIECTBO WM KbM HSIKOE OT TOMOIITHUTE BEIIECTBA,
n30poenu B Touka 6.1. [TanmeHTH, Ipu KOUTO € U3BECTHO, Y€ MMa PHCK OT IOSBaTa Ha TECHOBI'hJIHA
TJIayKoma.

4.4 ChneuuajaHu nmpeaynpesxieHus U NPEANa3Hu MePKH NPHU ynoTpeda

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

IIcuxo3a, cBbp3aHa C JeMEHIHsI, 1/UIN OBEJICHYECKH HAapYIICHUS

OnaH3anuH He ce MPenopbyBa 3a ynoTpeda NpH NanueHTH ¢ IICUX03a, CBbp3aHa ¢ AeMEHINS, H/UIN
MOBEJICHYECKH HapyLICHUS, IOpaly yBeIM4aBaHEe HA CMBPTHOCTTA M PUCKA OT MO3bUYHOCHIOBH
WHIUIECHTH. B miane6o KOHTpoIMpany KIMHIYHU TPOYYBAHUSA (C IPOIBIDKUTETHOCT 6-12 cemMutin)
IpY TALMEHTH B HAIIpeAHANIA Bb3pacT (cperHa Bb3pacT 78 TOAMHU) C IICUX03a, CBbP3aHa ¢ IeMEHLUS,
W/WITY TIOBEIEHYECKHU HAPYILICHHs € HaOJI01aBaHO 2-KpaTHO yBEIHYaBaHE HA CMBPTHOCTTA MPU
MalUEeHTUTE, JICKYBAHU C OJIaH3aIlMH, B CPABHCHUC C IMTAIUCHTUTC, TPETUPAHU C Hnaue60 (CBOTBGTHO
3,5% crpsimo 1,5%). Tlo-Bucokata CMBPTHOCT HE € CBbp3aHa ¢ J03aTa Ha OJIaH3aIuH (CpeaHa THeBHA
nmo3a 4,4 mg) UK ¢ MPOABIDKUTETHOCTTA Ha JIeYeHNEeTo. PHCKoBHTE (hakTOpH, KOUTO MOTAT J1a
Npeapa3noaokaT Ta3y HOMyalys MAUeHTH KbM YBEJINYeHa CMBPTHOCT, BKJIFOUBAT BB3pacT > 65
TOJIMHU, TUc(arus, ceqalus, HapyleHo (HeIOCTaThYHO) XpaHeHe U JeXuapaTamnus, 6eIoapooHn
3a00siBaHus (HAIp., THEBMOHUS ChC WM Oe3 acIupalivsi) Wik eAHOBpEMEHHA YyIOTpeba Ha
OcH3o/1Ma3zenHy. Beipekn ToBa yectoTarta Ha CMBPTHHTE CITydan € Ouiia Mo-BUCOKa MPH
ManMueHTUTE, JICKYBAHU C OJIaH3aIlMH, B CDAaBHCHUC C HJ'IaHe60'TpeTI/IpaHI/ITC MHanueHTH HE3aBHUCHUMO OT
TE3H PUCKOBH (DaKTOPH.

B chimuTe KTMHUYHY MTPOYYBaHUS UMa CHOOIIEHUS 32 MO3bYHOCHA0BY Hexenanu cpoutus (MCHC,
Harp., HHCYJT, IPEXO0AEH UCXEMUYEH NMPHUCTBIT), BKIIOYUTEIIHO U ¢ ¢aTaieH uxon. Habmonasano e
3-kpartHo yBennyaBane Ha MCHC npu nanmeHTH, JIeKyBaHH C OJIaH3aIlliH, B CPAaBHEHUE C NALlUEHTHTE,
Tpetupanu ¢ mianedo (crotBeTHO 1,3% cnpsamo 0,4%). Bcuuku manueHnTy, JeKyBaHH € OJaH3alliuH
WIH U1a1e0o, U KOUTO ca HaOJII01aBaH! MO3bYHOCHI0BH HEXKETaHH ChbOUTHS, Ca C MPeIIIeCTBAIIN
prckoBU QakTopu. Be3pact > 75 ronuHM U ChAOB/CMECEH TUI JEMEHIHS ca HACHTU(DHUIIMPAHU KaTo
puckoBu Qakropu 328 MCHC BBB Bpb3Ka ¢ JISUEHHETO C OJIaH3aNMH. B Te3u npoyuBaHus He €
yCcTaHOBEHa e()MKAaCHOCTTA Ha OJAaH3aIlUH.

bonect Ha ITapkuHcoH

Ymorpebara Ha oylaH3aIWH 32 JIEYSHNE Ha TICUX03HU TIPU NAIMeHTH ¢ OonecTTa Ha [lapkuHCOH,
CB’I)p3aHI/I C HpI/IeMa Ha JOIIaMHWHOB arOHUCT HE CEC HpenoquBa. B KIIMHUYHHA HpOyT-IBaHI/ISI MHOTO
YECTO M M0-YECTO B CpaBHEHHE C IUTae0o0 ca JOKJIaJBaHH BIIONIABAHE HAa TAPKHMHCOHOBATA
CUMITOMATHKA M XAITFOIMHAINY (BXK. ToUka 4.8), a 0JaH3amuH He € Mo-e()eKTHBEH OT IuIanebo
HpI/I JICUCHUEC HA IICUXOTHUYHHU CUMIITOMH. B TE3U HpOyT-IBaHI/ISI C€ N3HUCKBA IMAIIUCHTUTC a4 6’bJIaT
H'prOHaT-IaJIHO CTa6I/UII/131/IpaHI/I C Haﬁ-HHCKaTa e(i)eKTI/IBHa 103a aHTI/IHapKI/IHCOHOB HeKapCTBeH
MPOAYKT (JIOMAaMHHOB aroHKCT) | Ja 3ara3sT ChIIUTE aHTUIIAPKUHCOHOBH JICKAPCTBEHU MPOITYKTH
Y JIO3WpaHUs 10 BpeMe Ha npoydBaHeTo. OnaH3anuH € 3all04BaH B JI03U OT 2,5 mg/THEBHO U
TUTPUPAH 10 MaKCUMyM 15 mg/IHEBHO 10 NMPELeHKa Ha U3CJISA0BaTEIS.

Hesponentnyen maanruaed cuaapom (HMC)

HMC e noTeHIMaNHO )KUBOTO3aCTPAIIABAIO ChCTOSHUE, CBBP3aHO C JICUYCHUETO C
AHTHUIICXOTUYHU JICKAPCTBEHHU MPOAYKTH. Psijiko ca nokiansanu u ciayyan Ha HMC, cBbp3anu ¢
npuema Ha onan3anuH. Kiimanunure nposisu Ha HMC ca xunepnupexcus, MyCKyJIHa pUTHIHOCT,
HapyIICHNS B MUCJIOBHHMS TPOIIEC U JaHHHU 32 BEre€TaTHBHA HECTAOMIIHOCT (TIPOMEHH B ITyJICA FITH
apTepUaIHOTO HAJIATAaHE, TAXUKAPIUs, U3IOTSIBAHE U OTKJIIOHEHUS B ChbPACUHUS PUTHM).
JlombIHUTETHUTE TPU3HAIM MOTaT Ja BKJIIOYBAT [TOBHIICHUE HA KpeaTHH GochoKnHa3aTa,
MHUOTTIOONHYpHS (pabaoMHONIN3a) U OCTpa ObOpEeYHa HEJOCTATHYHOCT. AKO MAIEHT pa3BUe
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MPU3HAIM U-CUMITOMH, TIokazatenHu 328 HMC, uim uMa HesiCHO TeMIiepaTypHO ChCTOSIHUE Oe3
Ipyru KmuHIYHY TposiBn Ha HMC, mpuemMbT Ha BCHYKY aHTHIICHXOTHYHU JIEKapCTBA,
BKIIFOUUTEITHO U Ha OJIAH3AIWH, TPsIOBa Ja Ob/ie IPEeyCTaHOBCH.

XHUIMEPIrIUKeMUs] U AHa0eT

Heuecro e noxiagBana XUMIepraIuKeMus W/WITU Pa3BUTHE K BIOIIaBaHE Ha quabeT, MOHIKoTa
CBBP3aH C KeTOANN03a WM KOMa, BKITFOUHATENHO U CiTy4au ¢ daTaieH u3xoa (Bk. Touka 4.8). B
HSKOH OT CIIy4auTe € JOKJIAJBaHO MPEAIISCTBAIO0 TOBUIIABAHE HA TEJIECHOTO TETJIO0, KOETO MOXKE
na Obae mpenpasnonarani ¢pakrop. IlpenopbuBa ce ChOTBETHO KIIMHUYHO MPOCICISIBAHE, CIIOPE/T
M3IIOJI3BAHAUTE yYKa3aHU 3a yHoTpeOa Ha aHTUIICHXOTHYHH CPEJICTBA, HAITPUMEP H3MepBaHe Ha
KpBhBHATA 3axap Ha M3XOJHO HUBO, Ha 12-Ta ceiMuIIa Clie]] 3arI0YBaHe Ha JIEYCHUETO C OJaH3aIHH
U ClIe]] TOBA ©KeroaHo. [lanueHTnTe, IeKyBaHU ¢ aHTHUIICUXOTUYHU JICKAPCTBA, BKIIFOUUTEITHO
Olazax Disperzi, TpsoBa ma ce HabIrOAaBaT 3a MPHU3HAII U CHMIITOMH Ha XUIIEPIIIMKEMUS (KaTO
HaIpUMep MONUIUIICHS, TIONHYPHS, TIoTudarus u cnabocT), a MalueHTHTEe ChC 3aXapeH AuadeT
WJIM TE3U C PUCKOBH (PaKTOPH 3a 3axapeH auadet TpsiOBa aa ce MOHUTOPHUPAT PEIAOBHO 3a
BJIOIIIaBaHE HAa KOHTPOJIa Ha TJII0K03aTa. TernoTo TpsoBa a ce MOHUTOpPUpPA PEIOBHO, HAIPUMED
Ha U3XOJHO HUBO, Ha 4-Ta, 8-Ta u 12-Ta ceaMHIIa ciell 3ar0YBaHe Ha JICUCHHUETO C OJIaH3aIuH B
CJIe]l TOBA Ha BCEKH TPU Mecella.

I[IpoMeHHU B TUIIUOUTE

HaGuronaBat ce He)enaHu MPOMEHH B JIUMUANTE TIPH NALMCHTH, JICKYBaHH C OJIaH3aIlMH, B
Tane0o KOHTPOIMPaH! KIMHWYHY W3MUTBaHUS (BXK. Touka 4.8). [I[pomennTe B munmauTe TpsioBa
Jla Ce JIEKYBaT KaKTO € KIMHUYHO YMECTHO, OCOOCHO MPH MALUCHTH C JUCIUIHICMUS U TIPU
NALMCHTH C PUCKOBH (haKTOPH 3a pa3BUTHE HA HapylleHus B unuaute. [Ipu nammenrure,
JIEKYBaHHU C aHTHIICHXOTHYHH JIeKapcTBa, BKmountenHo Olazax Disperzi, tpsoBa na ce
MOHHMTOPHPAT PEIOBHO HUBATa Ha JIMIIUANTE, CIIOPE]] M3MOI3BAHUTE YKa3aHUs 3a yroTpeda Ha
AQHTUIICUXOTUYHH CPENICTBA, HAIIPUMEP Ha M3XOJHO HUBO, Ha 12-Ta ceMHUIIa Clie/T 3aoYBaHe Ha
JICYCHUETO C OJIAH3AIHMH U CJIe]l TOBA HAa BCEKH 5 TOJMHMU.

AHTUXONMHEPTUYHA aKTUBHOCT

Bbrpeku de mpu in Vitro npoy4yBaHusATa OJIAaH3aIMH [IOKa3Ba aHTHXOJIMHEPTHYHA aKTHBHOCT,
ONMUTBHT 110 BPEME Ha KIIMHUYHUTE MPOYYBaHUA, TIOKa3Ba HUCKA YECTOTa Ha MOJI00HH ciy4yan. Thil
KaTO KJIMHUYHUSAT ONUT C OJIAaH3aIMUH MPH NAllMEHTH ChC ChII'BTCTBAILY 3a00JsIBAHUS € OTPaHUYEH,
IpenopbyBa ce TOH Aa ObJe NPEANrCBaH ¢ IOBUILIEHO BHUMAHUE Ha MALMEHTHTE C XUIIEPTPOPHS
Ha TpocTaTaTa WK NapaJTuTHYeH UIEYC U MOA00HH ChCTOSHUS.

YepuoapoOHa G yHKIINA

Yecto ca HaOM01aBaHU PEXOIHHU, OE3CUMITOMHH OBUIIABAHHS HA YEPHOAPOOHHUTE
amuHotpancgepaszu, ALT, AST, ocobeno B HauanoTo Ha jedeHueTo. M3ucksa ce oBUILEHO
BHUMaHUe Npu nanueHTute ¢ nopuineHr ALT w/unu AST, npu maiueHTuTe ¢ Npu3HaIy 1
CUMITOMH Ha YePHOAPOOHO YBPEXKIaHE, KAKTO U MPHU TE3H C IPEIXOAHN CHCTOSHHS, CBBP3aHH C
OrpaHUyYeHH YepHOAPOOHN (PYHKIIMOHAIHHU PE3EPBH, WM TaKUBA, KOUTO ca OMJIIM JIEKYBaHH C
MOTEHITHATHO XENaTOTOKCHYIHH JIEKapCTBEHU MPOAYKTH. B cirydyanTe, KoraTo € TMarHoOCTHIINPaH
XEeNaTuT (BKITIOYHATETHO XEMaTOIENTyIapHO, XOJECTATUIHO MIIM CMECEHO Y€PHOAPOOHO
YBpeXIaHe), JSUCHUETO C OJIaH3alKH TPsiOBa Aa Objie NpeyCTaHOBEHO.

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

JICBKOIITUTU I/I/I/I.HI/I HeyTpO(i)I/IHI/I, IIpU MaUuEHTUTE, 3a KOUTO € U3BECTHO, Y€ MOJIydaBaT IPOAYKTH,
BOJICIITU JIO HEYTPOIICHUS, TIPH IMAIIMEHTUTE C aHAMHE3a 3a JICKAPCTBEHO-UHIYIIMPAHO MOITUCKAHE
Ha KOCTHHUS MO3bK/KOCTHO-MO3b4HA TOKCHYHOCT, IPH MaIUEHTUTE C MOATHCKAHE Ha KOCTHUS
MO3BK ITOpaau ChIIbTCTBAIIO 336OH$IBaHe, JIBYCIICUCHUE WM XUMHOTEPAIIUA, KaKTO U IIpU
MAIUEHTHUTE ChC ChCTOSHISI HA XUTIEPEO3UHOMIITUS MITH MUEIOTPOIUPEPATUBHO 3a00IIIBaHE.
HeytporeHnus 0OMKHOBEHO Ce JJOKJIaBa YECTO MPU STHOBPEMEHHO MPIIIOKEHUE Ha OJIAH3AITHH C
BaJmpoar (Bxk. Touka 4.8).
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IIpekbcBaHe Ha JEYEHUETO
OcCTpu CUMIITOMH KaTO TIOTEHE, O€3ChHUE, TPEMOP, TPEBOXKHOCT, TaJICHE WM NOBPBIAHE ca
noknansanu psaako (> 0,01% u < 0,1%) mpu ps3Ko cipaHe Ha OJaH3aIlvH.

QT unTepBan

B ximanYHE ipoyuBaHus ca HabmogaBanu Heuectu (0,1 % m0 1 %) KIMHUYHO 3HAYNMUA
yabiokaBanus Ha QTc-untepBana (QT xopekuus Fridericia [QTcF] > 500 munucexkyHu [msec]
1o Besiko Bpeme cien uzxoanoto EKI mpu nanuentu ¢ uzxogno QTcF < 500 msec) mpu
MAIMEHTH, JIEKYBaHU C OJIAH3aMH, KOUTO HAMAT CHTHU(UKAHTHHU Pa3Indus B CBP3aHUTE
KapIUOJIOTHYHN ChOUTHS B cpaBHEHHE ¢ Tutane6o. Heooxoammo e obaue, omaH3aImyH a ce
MPENMKUCBA ¢ MOBUIIIEHO BHUMAHHUE 3a€/HO C JIEKAPCTBEHH MPOAYKTH, 32 KOUTO € H3BECTHO, U
yabmkaBar QTC-uHTepBana, 0COOSHO MPH MAIMEHTH B CTapuecka Bh3PACT, MPU MAIUCHTH ChC
CHHPOM Ha BpojieH yabiokeH QT, 3acToiiHa ChpacuHa HEOCTAThYHOCT, XUTIEPTPOdHs Ha
CHPIIETO, XUTOKATHEMHUS W XHUITOMATrHE3HEMHSL.

Tpomboemb60au3BM

Heuecto (> 0,1% u < 1%) ce cpo0I1aBaHO 332 Bph3Ka BHB BPEMETO MEXKIY JICUCHHE C OJaH3aHH 1
BEHO3eH TpoMOoeMOonu3bM. He € ycTaHoBeHa MPUYMHHO-CIIEACTBEHA BPb3Ka MEXy TOsBaTa Ha
BEHO3HUS TPOMO0OEMOOIM3bM U JICUSHHETO C OJIaH3auH. Bhpeku ToBa, Thil KATO MPH MAIMEHTHTE C
mu30(peHus YecTo ca HaJHIle TPUI0OUTH PUCKOBH (PAKTOPH 32 BEHO3EH TPOMOOEMOOTH3BM, TpsiOBa
na 6paaT uAeHTUUIUPaHN BCHYKHA Bh3MOXKHH PUCKOBHU ¢akTopu 3a BTE, Hamp., 06e3n1BmKkBaHe Ha
NalMeHTHTE, U Ja ObAaT MPEANPUETH TPOPHIAKTUIHH MEPKH.

Oo61o aeiicteue Bppxy LHHC

Karo ce umat npenBu ocHOBHATE eekTH Ha onaH3anuH Brpxy LHIHC, HeoOXoaumMo e moBUIIIeHO
BHUMAaHHUE MPH KOMOMHUPAHETO HA MPOJYKTA C IPYTH IEHTPATHOACHCTBAIIM JICKAPCTBA U aJIKOXOJL.
Tbi KaTO ONAH3aIMMH iN Vitro ce MposABsABa KATO aHTATOHUCT Ha JOTIAaMHMHA, BE3MOXHO € TOM /1a
aHTaroOHU3Mpa ePEKTUTE HA MPEKUTE U HEMIPEKUTE JONMAMHUHOBU arOHUCTH.

[punaabuu
OmnanzanuH TpsOBa Ja ce Mpuiiara BHUMATEIHO TPU MMAlMEHTH ¢ aHAMHE3a 33 I'bPYOBE MM KOUTO ca

H3JI0OKCHHU Ha q)aKTOpH, KOUTO MOTaT Aa HAMAJIAT I'bpYOBUA IIpar. Hepsu:[Ko Ca NOKJIIaJIBAHU CIIydau Ha
I'bPYOBC IIPU TaKHBaA MALIUCHTHU, KOUTO Ca JICKYBAHU C OJIAH3aIIUH. IloBeuero ot TE3H ClIy4dau ca Ouu ¢
aHaMHE3a 3a I'bpYOBE UJIM PUCKOBHU Q)aKTopI/I 3a TAXHAaTa I110sBa.

TapauBHA TUCKHUHE3US

B cpaBHUTETHU TIPOYUYBaHUS C IPOIBIDKUTEITHOCT HA JICUEHUETO JI0 €1HA TOMHA OJIAH3AIHH €
CBBP3aH ChC CTATHCTUYECKU 3HAUMMO TO-HUCKA YECTOTA Ha JICUCHHE HA CIIYYaHWTE C MOsSBA Ha
HEOYaKBaHa JUCKWHE3WsI. PUCKBT OT mosiBa Ha TapAUBHA AUCKWHE3HSI HAPACTBA C MPOIBIIKUTEIIHOCTTA
Ha EKCIO3UIINATA, IOPATU KOSTO B CIIyYaid Ha TOsBa Ha MPU3HAIM WM CHMIITOMHU Ha TapIUBHA
JIUCKWHE3WS TIPY TIAIIMEHT Ha OJIAH3aIlMH € He0OXOIMMO J1a c€ OOMUCITH HaMallsiBaHE Ha JI03aTa WU
MpeyCTaHOBsBaHE HA JeueHneTo. CUMIITOMUTE HAa TapAUBHA NUCKUHE3US MOTaT Jia Ce BIOLIAT
BPEMEHHO WM JIOPH J1a Ce TIPOSBIT Clie]] IPEeKbCBaHEe HA JICYCHHUETO.

OprocTaTnyHa XUIOTOHUS

B kimMHHYHY TIPOYYBaHUSI C OJaH3AIUH MTPU NAIMEHTH B HANIPEIHAIA Bh3PACT HEUECTO € HabIro1aBaHa
opTocTaTU4HA XUITOTOHUS. [IpenoppuBa ce NepHoOANYHO NPOCIIEsIBaHE Ha apTEPHATHOTO HAJSITaHE
MIPY MAIMEHTUTE HA Bb3pacT Haja 65 TOANHH.
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BHe3amnaa cppAaeUHa CMBPT

B nmocTMapkeTHHTOBY CHOOIICHHS MTPY MAIUSHTH C OJaH3alMH € ChOOIIaBaHo 3a Ciydail Ha
BHE3aITHA Chp/IeYHa CMBPT. B peTpocneKTHBHO 00CepBalnOHHO KOXOPTHO MPOYyYBaHE PUCKBT OT
MpejnoiiaraeéMa BHe3amHa Chp/IeYHa CMBPT MPH MMallMeHTH, JIEKYBaHHU C OJIAH3AIHH, €
MPHUOIM3UTEITHO JBa TTH ITO-BUCOK OT PHCKA MPH MAIUCHTHTE, KOUTO HE yIIOTpeOsIBaT
AHTHUIICUXOTHUIU. B MpoyYBaHETO PUCKBT OT OJIAH3AIMH € CHIIOCTABUM C PHCKA OT aTUITHYHUTE
AHTUTICHXOTHIIH, KOUTO Ca BKIIFOYCHH B COOPEH aHaJIHn3.

[eauatpuyuHa HoMyJaIus

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

Denunananun
Olazax Disperzi TabneTku, qUCHIEprUpaIIy e B yCTaTa, ChAbPKAT acrapTaM, U3TOYHUK Ha
¢bennnanannH. Moxe 1a e BpejieH 3a Xxopa ¢ PeHUITKETYHOPHSL.

45 BzaumoaeicTBHE ¢ APYTH JeKAPCTBEHH NMPOAYKTH U APYru opMu Ha B3auMoelcTBHE
[TpoyuBaHus 3a B3aMMOJEHCTBUATA Ca IPOBEKIAHN CaMO IIPU Bb3PACTHHU.
IloTeHuyanHy B3aMMOICHCTBYS, TOBJIUSIBALIY OJIAH3AINH

Twit kato onan3zanuH ce Meradonu3upa or CYP1A2, BemecTBa, KOUTO MOTaT CIICIU(BUIHO J1a
WHAYIUPAT WIH HHXUOUPAT TO3W H30€H3UM, MOTaT Ja MOBIHSAT (hapMaKOKHHETHKATA Ha OJIAH3aITHH.

Nunykimsa ga CYP1A2

MeTa0oM3MBbT Ha OJIAH3AMKUH MOXKE Ja ObJIe HHAYIMPaH OT TIOTIOHOMYIIEHE U KapOaMaselrH, KOeTo
MOJKe J1a JIOBEJIE JI0 MOHIKaBaHe Ha KOHIIEHTPAIMHUTE Ha oaH3anuH. HabnromaBaHo € camo J1eKo 10
yMepeHO MOBHINaBaHe KIMPHHCA Ha OaH3anuH. KITMHMYHOTO 3HaYeHHE M0 BCSAKA BEPOSITHOCT €
OTPaHUYCHO, HO C€ MPENOPhUBA KIMHIUYHO MPOCIEISIBAHE U OOMUCIISTHE BH3MOXKHOCTTA 32
MTOBHUIIaBaHe Ha JI03aTa OJIAH3aIMH, aKo € Heo0Xo Mo (BK. Touka 4.2).

HNuxubupane Ha CYP1A2

OnyBokcamuH, crieruduyern CYP1A2 nHXxubUTOp, € MmoKa3ai 3HaYNTeTHO HHXHUONpaHe Ha
MeTabonau3Ma Ha onanzanuH. CpenHoTo yBennyaBaHe Ha Cmax Ha OJaH3aIUH ciiel] (pIyBOKCaMUH €
om0 54 % mipu xxeru Hemymadku U 77 % npu Mbexe mymadyn. CpeTHOTO yBeJIHMYaBaHe Ha IJIOITa
o1 KpHBaTa Ha OJIaH3aIlMH € ChOTBETHO, 52 % u 108 %. [Ipu maumeHTH, KOUTO IpUeMaT
¢dnyBokcamuH win apyr uaxuoutop Ha CYP1A2 xato uunpodiiokcanut, TpsOBa aa ce 0OMHUCIH 110-
HHUCKa HavanHa 1o3a. HamansBane Ha go3aTa Ha oylaH3anyH TpsOBa a ce uMa MpeABH, B CiIydail Ha
3armovHaro jJedenue ¢ naxuoutop Ha CYP1A2.

HamansgBane Ha OMOHAIMYHOCTTA
AKTUBHUSAT BBIVICH HaMaJIsiBa OMOHATMIHOCTTA Ha TiepopainHus oan3anud ¢ 50 mo 60% u TpsdBa na
ce npreMa Hal-MaJIko 2 Jaca Mpejy WK CIIe/l OJIaH3aIThH.

Hsma nannu, ue payokcerun (maxubutop Ha CYP2D6), ennanyHY 1034 aHTHAIN] (QTyMUAHHH,
MarHe3uil) Wi [IMMETH/IMH TOBJIUSABAT 3HAYUTENHO (PapMaKOKMHETUKATA Ha OJIAaH3aIMH.

Bausnaue Ha onan3zanua BBPXY APYIrH JCKAPpCTBCHHU INPOAYKTH
OJ1aH3anyH MOXKe Jla aHTaroHu3supa e(i)eKTI/ITe Ha MPEKUTE U HETIPEKU AOITaMHWHOBU arOHUCTH.

Omnanszanui He naxuOupa ocHoBHuTe CYP450 nzoensumu in vitro (wamp., 1A2, 2D6, 2C9, 2C19,
3A4). Juncata Ha B3aMMOJEHCTBHE Ce TIOTBBPKIaBa B iN ViVO IIpoydYBaHus, KBIETO HE €
Ha0JI0gaBaHO MHXUOMpPaHe Ha METAa00IN3Ma OT CIICAHUTE aKTUBHU BEIIECTBA: TPUITMKIHIHN
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aHTHIenpecanTH (MoBIMsBaIiy npeauMuo rpynara CYP2D6), sapdapun (CYP2C9), reodunun
(CYP1A2) mm muazerram (CYP3A4 u 2C19).

He e ycTtaHoBeHO B3anMO/ICCTBYEC Ha OJIAH3AIMH C JIMTHIA WIK OUICPUICH NIPU €THOBPEMEHHOTO MM
MIPHUIIOKEHUE.

TepaHeBTI/I‘lHOTO MOHUTOPHPAHE HA IJIa3MCHUTC HMBA HA BAJIIPOAT HC MOKa3Ba HeO6XOI[I/IMOCT oT
KOPCKIMA Ha J03aTa Ha BaJIIIpoaT CJICA BKIFOYBAHETO HA OJIaH3aIlMH.

061110 neiicteue Bppxy LHHHC
Tps0Ba 1a ce mposiBsSiBa MOBUIIIEHO BHUMAHKE TPH MAIUEHTH, KOUTO KOHCYMHUPAT aJIKOXOJT HITH
npUeMarT JIEKapCTBEHH MPOYKTH C MOTHUCKAIIIO ACHCTBUE BbPXY IICHTpaIHATA HEPBHA CHCTEMA.

He ce npenopbuBa eTHOBPEMEHHOTO MPUJIOKEHUE HA OJIAaH3AIIMH C aHTUIAPKUHCOHOBH JIEKAPCTBEHU
MPOAYKTH IPU MAIMEeHTH ¢ GoyiecTTa Ha [[apkuHCOH U neMeHIus (BX. Touka 4.4).

QTc untepBan

OnanzanuH TpsiOBa Ja ce mpuiiara BHUMATEIHO €HOBPEMEHHO C JIEKapCTBEHH MPOIYKTH, 32 KOUTO €
W3BECTHO, 4e yBenndaBatr QTC-uHTEpBana. (BxK. Touka 4.4).

4.6 DepTUINTET, )PEMEHHOCT U KbPMeHe

BbpemeHHoct
Hsama croTBeTHHN 10OpE KOHTPOIUPAHU MPOYUYBaHUs BEPXY OpeMeHHH xeHu. [lanmenTkuTe TpsOBa qa

ObIaT CbBETBAHM Ja YBEIOMSBAT CBOS JIEKap, aK0 3a0peMEHEAT WM UMaT HaMEpeHue 1a 3a0peMeHesT
M0 BpeMe Ha JICYCHUETO C OJaH3alluH. BhIpexu ToBa, mopaau orpaHuueHMst OMUT MIPH X0Pa,
OJIaH3aNuH TpsiOBa Ja ce mpuiiara no Bpeme Ha OpeMEeHHOCT CaMo, aKo IMOTEHIMAaIHAaTa [10J13a
NPEBUIIABA TOTCHIUATHHS PUCK 32 IUIOJA.

IIpu HOBOpOEHH, M3TIOKEHH HA AaHTUIICUXOTHUIM (BKIIIOUUTEIHO OJIAaH3AIHNH) IIPE3 TPETUS TPUMECTHP
Ha OPEMEHHOCTTa UMa PUCK OT HEXKEJIaHH JIEKAPCTBEHU PEaKLMHY, BKJIIOYBAIIN €KCTPATUPAMUIHH
CHUMIITOMH W/MJIM CUMIITOMH Ha OTHEMaHE CJIe]] paKJaHETO, KOUTO MOTaT Jia BApUpAT IO TEKECT U
NPOABIDKUTENHOCT. JIOKIa[BaHu ca citydail Ha Bb30y/1a, XUIIEPTOHUS, XUIIOTOHHSI, TPEMOP,
COMHOJIEHTHOCT, PECIIMPATOPEH JUCTEPC MU XPAHUTEIIHU pa3TCPONCTBA. 3aTOBA, HOBOPOJECHUTE
TpsiOBa J1a ObIaT BHUMATEIHO MOHUTOPHPAHHU.

Kopmene
B npoy4Bane nipu 37paBu, KEPMEIIH JKEHU € YCTAHOBEHO, Ue OJIaH3alMH Ce eKCKPEeTHpa ¢ MadnHOTO

ko, CpeHaTa eKCo3uIus 3a KbpMadeTo (mg/kg) npu cTaiiioHapHU ChCTOSIHUS € OTpeiesieHa
karo 1,8% ot no3ara, npueta oT Maiikara (mg/kg). [lanuenTkuTe TpsiOBa a ObAAT CHBETBAHHU Ja HE
KBPMST JlelaTa CH, aKo PUEeMaT OJIaH3aIHH.

DepTriIATET
EdexTu BbpXy peprrimreTa He ca M3BECTHH (BXK. TOUKa 5.3 32 NpeAKIMHUYIHA HHPOPMAIHS).

4.7 EdexTn BbpXy cioco0HOCTTA 32 o¢upaHe U padoTa ¢ MAIIUHA
He ca npoBexaanu mpoy4BaHus 10 OTHOLIEHHE Ha e()EKTUTE BbPXY COCOOHOCTTA 3a modupane u
pabota ¢ MamuHU. THil KaTO ONAH3ANMH MOXKE J1a JOBE/IE/IE 110 MOsABAaTa HAa CHHIMBOCT HIIH

3aMasHOCT, MAIlMEHTHTE TPsiOBa J1a ObIAT MpeayNpe/IcH! B CITy4ail Ha yIpaBicHUE Ha MaIlHY,
BKJIFOYUTEIIHO MOTOPHHU IIPEBO3HU CPEJCTBA.
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4.8 Hexenanu JeKapCTBEeHH peaKun

Pesrome Ha mpodumiia Ha Oe30macHOCT

Bwv3pacmuu

Haii-gecto ( HabmronaBanu npu > 1% oT mareHTrTe) JOKIAABAHUTE HEXKEITaHH JIEKapCTBEHI
peaxiuu, CBbp3aHy ¢ MPUI0KCHUETO Ha OJIaH3aIMH B KIMHUYHU U3MTUTBAHMS, Ca CHHIMBOCT ,
HaJIaBaHe Ha TETJI0, CO3MHO(MWINS, YBEIUYCHN HUBA HA IPOJIAKTHH, XOJICCTEPOJI, TITFOK03a U
TPUrIHIEPUAU (BXK. TOUKa 4.4), TIIOKO3ypHsl, YBEIIMYCH allETUT, CBETOBBPTEIK, aKATH3HS,
MApKUHCOHU3BM, JIEBKOTICHNS, HEYTPOTIeHH (B Touka 4.4), TUCKUHE3Us, OPTOCTATUIHA XUITOTOHUS,
AHTHXOJIMHEPTHYHH ePEKTH, MPEXOTHI OC3CUMITOMHH YBEITHUYCHUS HA YePHOAPOOHUTE
amuHOTpaHc(hepasu (BXK. Touka 4.4), 0OpuB, acTEHUs, yMOpPa, MUPEKCHSI, apTPAITHI, TOBHUIIIEHA
ankanHa ¢ocgaTasza, BACOKA CTOMHOCT Ha TaMa-TIIyTaMUITpaHcdepasa, BUCOKA CTOMHOCT Ha MTUKOYHA
KHCEJIMHA, BUCOKA CTOMHOCT Ha KpeaTnH(OCPOKMHA3A U OTOK.

CIUCEHK Ha HEXETaHUTE JICKAPCTBEHU PEAKIINU, IPECTABeH B TaOIHIIa

B npencraBenara tabnuma ca n30poeHu HeXXeaH! JIEKapCTBEH! peaklnuy 1 1abopaTopHU
W3CJIC/IBAHUS TI0 TJAHHU OT CITIOHTAHHU CHOOIICHUS U KIIMHUYHH poy4Banus. [Ipu BCsAko rpynupaHe B
3aBUCHMOCT OT YECTOTaTa HeXKEJAHUTE PEaKIINHU ca TIPEICTABCHN B HU3XOSIL PeJl IO OTHOIICHUE Ha
TAXHATA CEPUO3HOCT. TepMUHHTE 3a YecToTa ca AeuHUpaHu KakTo cieasa: Muoro gectu (> 1/10),
gyect (> 1/100 mo < 1/10), meuectr (> 1/1 000 mo < 1/100), pexku (> 1/10 000 mo < 1/1 000), muOTO
penxu (< 1/10 000), ¢ Hen3BecTHa YecToTa (HE MOXKE J1a ObJIe OIICHEHA OT HATMYHUTE JaHHH OT
CITOHTaHH CHOOIICHHS).
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Mmnoro Yectn Heuvectn Penxn C HeusBecTHA
YeCcTH qyecToTa
Hapyuienuss Ha KpbBTA U JUM(HATA CHCTEMA
Eosunodunus Tpombonuronenus'?
Jleskonenns™®
Heyrponenus*®
Hapyumienusi Ha MMYHHATa CHCTEMa
CBpPBXYYBCTBUTEITHOCT
11
Hapyumienuss Ha MeTa00/1M3Ma U XPAHEHETO
ITopumasane | IloBulleHu HUBA HA | PaspuTHe WK Xunorepmus*?
Ha TerjaoTo! xoJsecTepon’s oBocTpsiHe Ha AHAGeT,
HOBHme?H HUBA HA | 1opgkora cBBp3aH ¢
TIIFOKO3a
IToBumenu HuBa Ha KeTOAMHA032 WK
TpHrHTIEpHIH® KOMa, BKITFOUHTEITHO
Cimoko3ypus (aranHu cayyau (Bx.
IToBuIlICH ATIETUT Touka 4.4)!
Hapyumienusi Ha HepBHAaTa CHCTEMA
ComHOIeHTHO | 3amasiHOCT I'bpuoBE, KOTAaTo B Hesponentuuen
cT Axarnsus® ] [OBEYETO CIIyYau € MAJIMTHEH CUHIPOM
HapKHHCOHHG%M JIOK/Ia/[BaHA aHAMHE3a | (BK. Touka 4.4)%?
Huckunesis 3a I'bPYOBE WIH CUMOTOMH Ha
PHCKOBH (D)aKTOPH 32 npexbcpane’ 2
rbpuosel?
Jucronus
(BKITIOUUTETTHO
OKynorupanus)t
TapnuBHa
JTUCKIHE3HS !
Awmnesus’®
Juzaptpus
3aexpane!!
CungpoM Ha
HECHOKOHHHUTE Kpakall
CbpaeyHn HApYLIEeHHUS
Bpanguxapaus Kamepna
YapmxaBane Ha QT Taxukapaus/pudpuna

HHTEpBaJa (BX. TOUKa
4.4)

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

ChaoBu HApyLICHHS

OpTtocTaTnyH
a

XHUIIOTOHUA 10

TpombGoeMO0IU3HM
(BKJIIOUHTEITHO
oemoapodeH
eMOOJIN3BM H ABI00KA
BEHO3Ha TPoM003a)
(Bk. Touka 4.4)

PecnupaToplm, I'PbAHUA U MEAUACTUHAJHU HAPYHICHUSA

| Enncraxenc®

CToManIHo-4YpeBHU HapylmceHus

Jlexu, npexogHu
AHTUXOJMHEPTHIHU
edexTH,
BKIIIOYBALIH
oOcTUmaIus u
CyXO0Ta B ycraTa

[Monysane Ha kopema®
Xunepcanupanust

[Mankpeatur!?

XenaToOMJIHAPHHM HAPYIICHHSA
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TIpexonnu,
06e3cUMITOMHI
TIOBHIIICHHUS Ha
YepHOIPOOHUTE

aMHHOTpaHchepasn

(ALT, AST),
ocobeHo B
HAYaJI0ToO HA
JIEYEHUETO (BK.
Touka 4.4)

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

Hapymemm HA KO’KAaTa M NOJAKO0KHATA ThbKAaH

O6puB

Peaknus Ha
(hOTOUYBCTBHUTEITHOCT
Anomnenus

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

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

| ApTtpanrus

9

Paomomuonuzall

Hapymenusi Ha 0pOpenuTe 1 NMKOYHUTE MHTHIIA

VHKOHTHHEHIHS Ha
ypHUHATA, PETCHIIHS Ha
ypuHa

3aTpynHeHO
ypuHHpane'!

ChCeTOsIHNS, CBBP3aHU ¢ OPeMEeHHOCTTA, POAOBHS M IOCJI€POI0BHS NIEPHOJ

Cungpom Ha
OTHEMaHe IpH
HOBOPOACHOTO (BXK.
touka 4.6)

Hapylneﬂml Ha BB3MPOU3BOAUTEIHATA CUCTEMA M I'bpAaTa

Epextunna
JTUCYHKIUS TTpH
MBXKE

Hamaneno nuoumo
[PU MBIKE U JKSHU

AmMeHopes
VYronemsBaHe Ha
I'bpANTE

INanaxropes npu xKeHU
I'muekomacTusi/yroiem
sIBAHE HA I'bPJUTE MIPU
MBIKE

Mpuanuzsm*?

06[III/I HApPpYIICHUSA U e(l)eKTI/l Ha MACTOTO HA MPUJIOKCHUEC

ActeHus

Ymopa

Otok

Tupexcus®
WN3caenBanus
TToBumenu IloBumena ankanHa | [Tosuimen 001
IUIa3MEHH docdarasza’® GuHpy GHH
HUBa Ha Bucoxka croiiHocT
nposakTun® Ha KpEaTHH

docdoxunazal

Bucoxka croiHOCT
Ha rama-

riryramuirpascdep

azal®

Bucoka croinoct
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HA TTHKOYHA
kucenuaal®

' Kouamdso CUTHU(HMKAHTHO TIOBUIIIABAHE HA TETJIOTO € HAOII0IaBaHO MPe3 BCHUYKH U3XOHH
kareropun Ha MHnekca Ha TemecHa Maca (MTM). Cren kpaTKOCpOYHO JiedeHre (MeInana Ha
NPOABIDKUTENHOCT 47 AHM) MMOBHUIIABAHE HA TETJIOTO > 7% CHPSAMO U3XOAHOTO TEJIECHO TEIJI0 € MHOTO
uecto (22,2 %), > 15% e yecto (4,2 %), a> 25 % e neuecro (0,8 %). [Ipu narmeHTH ¢ TBATOCPOUHA
ekcro3uius (moHe 48 ceMUIM) € MHOTO 4eCcTo HajiaBane > 7 %, > 15 % u > 25% oT u3X0AHOTO UM
TeJIeCHO Terio (choTBeTHO, 64,4 %, 31,7 % u 12,3 %).

2 CpeHY TIOBUIIIEHHS B CTOMHOCTHTE HA JIMIIUAWTE Ha I1aaHo (o6 xonectepon, LDL xonectepon n
TPUTIIMIICPUIN) Ca TTO-BUCOKY MPU MAIMCHTH Oe3 JaHHU 3a HapyIllIeHUE Ha U3X0HATa PEryJallys Ha
JTUTIUUTE.

% Ha6momaBa ce mpy HOPMAIHU M3XOJHM HUBA Ha r1agHo (< 5,17 mmol/l), kouto HapacTBar 10 Haii-
BUCOKa CTOMHOCT (> 6,2 mmol/l). [Ipomenu ot pedepeHTHHUTE TpaHULIU B U3XOJHUTE HUBA HA OO
XOJIECTEPOI Ha TIaAHo (> 5,17 - < 6,2 mmol) 1o Haii-Bucoka ctoitHOCT (> 6,2 mmol) ca MHOTO YecTH.

* HabnronaBa ce Ipy HOPMAIHUTE U3XOIHM HUBA Ha IaaHo (< 5,56 mmol/l), kouto HapacTsaT 10
Hal-BHCOKa cTOMHOCT (> 7 mmol/l). [IpoMeHH B TiIr0KO3aTa Ha TJIJHO CIIPSIMO IPAHUYHUTE M3XOIHU
croitHOCTH (> 5,56 - < 7 mmol/l) mo Hali-Bucoka cToitHOCT (> 7 mmol/l) ca MHOTO YecTH.

> HabnromaBa ce Mpy HOPMAITHUTE M3XOJHM HUBa Ha riagHo (< 1,69 mmol/l), kouto napactsar 1o
Haii-BUCOKa cToiHOCT (> 2,26 mmol/l). TIpomenu ot pedepeHTHUTE rpaHUIM B M3XOJHUTE HUBA Ha
TpurIHIepuanTe Ha riaaao (> 1,69 mmol/l - < 2,26 mmol/l) go Haii-Brcoka CTORHOCT

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

® B KIMHMYHU OPOYYBaHHs YECTOTATa HA NAPKMHCOHU3bM M JUCTOHUS IIPY TIALUEHTH, IEKYBaHH C
OJIaH3alliH, € M0-BUCOKA, HO HE M CTATUCTHYECKU 3HAUMMO pa3inyHa oT marebo. JlekyBanute ¢
OJIaH3aIMH TAIlMCHTH UMAT MTO-HUCKA YeCTOTa Ha MAPKUHCOHU3HM, aKaTU3Ms U TUCTOHUS B CPaBHEHHUE
C TUTPUPAHU 103U Xajonepuoi. [Ipu nuncara Ha moapoOHa HH(GOPMALIKS OTHOCHO MPEAX0IHATA
aHaMHe3a Ha WHIWBUYyATHA OCTPU U TapIMBHU €KCTPATTUPAMUIHY JIBUTATEITHH HAPYIIICHUS
MTOHACTOSIIIIEM HE MOJKE JIa CE HAIIPaBH 3aKIFOUEHUE, Ye OJIAH3ANMH MPUIHHSBA B [TO-MaJIKa CTETIEH
TapIVWBHA JUCKWHE3WSI W/WIH JPYTH €KCTPAIMPAMHTHU CHHIPOMH.

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

8 B xnmanaaN Ipoy4BaHUA 10 12 CCAMUIIU INIa3MCHUTE KOHLICHTPAIIUU HA MTPOJIAKTHUH IIPECBUIIIABAT
TOpHaTa rpaHvlia Ha HOpMaJIHUA JUAlla30H IIpU HpI/I6J'II/I3I/ITeJ'IHO 30 % ot JICKYBAHUTC C OJIaH3aIINH
MNanueHTH, KOUTO UMAT HOPMAJIHA U3XOJHA CTOMHOCT Ha IMMPOJIAKTHH. HpI/I IIOBECYECTO OT TC3U NAllMCHTH
MOBHUIIICHUATA HA CTOMHOCTUTE OOMKHOBEHO Ca YMEPCHU U OCTABaT I1OJ] ABYKpaTHaATa CTOMHOCT Ha
TOpHaTa rpaHulia Ha HOpMaJIHUA JrUalia3oH.

9 Hexenano C’L6I/ITI/IC, YCTAHOBCHO OT KJIMHUYHU MIPOYUYBAHUSA B UHTCTpHUPAHATA 0a3a JaHHU 3a
OJIaH3aIIrH.

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

11 Hexxenano ch0uMTHE, yCTAHOBEHO OT CIIOHTAHHU ChOOIIEHHS B TOCTMAPKETHHIOBUS IEPUOJT C
ollpeJiesieHa YeCTOTa, KaTo ¢ M3M0JI3BaHa HHTerpupaHaTa 0a3a JaHHU 3a OJIaH3aIlMH.

12 Hexxenano ch0KTHE, yCTAaHOBEHO OT CIIOHTAHHU ChOOIIEHHS B IOCTMAPKETHHIOBHUS TIEPHOJT C
M3YHCIIEHAa YeCTOTa Ha TOpHATa TpaHuna Ha 95% moBepuTeNeH HHTEPBaJl, KaTo € M3MOI3BaHa
WHTETpUpaHaTa 0a3a IaHHU 32 OJIAH3AINH.
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Jbarocpoyna ekcno3uims (moxne 48 ceaMuIim)

[Ipu nanyeHTHTe, KOUTO UMAT HEXKENAHH, KIMHUYHO CUTHU(UKAHTHY TPOMECHHU B HAJJITABAHETO HA
TEeTJI0, B X0a Ha BPEMETO Ce IMOBHINABAT TItoko3ata, oomusat/LDL/HDL xonectepos wim
tpurnunepuaute. [Ipu Bb3pacTHH MAUeTH, KOUTO 3aBbpIIBAT 9-12-MeCceuHO JIeUeHUE, YeCTOTaTa Ha
HapacTBaHE HA CPEHUTE CTOMHOCTH Ha KpbBHATA 3aXap HaMmallsiBa cie]l MPUOIH3UTEIHO 6 Mecea.

Jonbaaurenta uadopmManus 3a CuelHUalHy TONyIaly

B xiMHNYHM TpOyYBaHUS NPHU NALIUEHTH B CTapuecka Bb3pacT C IEMEHIMS JIEUEHUETO C OJIaH3alHH Ce
CBBP3Ba C [10-BUCOKA YECTOTA HA CMBPT U MO3bYHOCHI0OBH HEXKEIAHU PEAKLIMU B CPABHEHHE C
riane6o (Bxk. Touka 4.4). MHOTO 4ecTH HeKellaH! Peakluy, CBbP3aHH ¢ yHoTpedaTa Ha OlaH3aluH
NIpY Ta3W TpyIla ManueHTH, ca abHOpMHa MoXoKa U naganus. Yecto ca HaOIr01aBaHH THEBMOHUS,
MIOBHUIIIEHA TEJIECHA TEMIIEPATypa, JIETaprus, CPUTEM, 3pUTEIHN XaTIOLUUHALMN U MHKOHTHHEHIINA Ha
ypHHA.

B kIuHUYHN NpoyYBaHMS NIPH MALUEHTH C JIEKapCTBEHOMHAYIMpaHa (J0TaMUHOB arOHUCT) MICUX03a,
cBBbp3aHa ¢ Obosiectta Ha [IapKUHCOH, MHOTO YEeCTO U I0-YECTO B CPAaBHEHHUE C IIanedo ca TOKIaABaHu
BIOIaBaHe Ha [lapkMHCOHOBaTa CHMIITOMATHKA U XATIOLIMHALIY.

B enHO KTMHUYHO MPOYYBaHE MPH MAUCHTH ¢ OUTIOSIpHA MaHHUS KOMOMHHPAHOTO JICUEHHE C
BaJIIIPOAT U OJIAII3alMH BOJH JI0 Y€CTOTa Ha HEyTpomeHusTa ot 4,1%; moTeHuaneH chaeicTBaI]
(hakTOp MOXKE J1a ca BUCOKH IIa3MEHHU HHBA Ha Banmpoat. Ojan3anuH, MPUIOKEH ¢ TUTHH WIH
BAJIIIPOAT, BOJIM JI0 MoBHINeHa yecToTa (>10%) Ha TpemMop, CyX0oTa B ycTara, MOBUIIICH ANIETUT
MOBHINIABaHE HA TeraIoTo. HapymieHne B roBopa chINo € MokinaaBaHo decto. [Ipu nedenue ¢ onamsanux
B KOMOWHAIIMS C TUTHHA WIHA JUBAIPOEKC Ce HAOF01aBa TIOBHIIIEHHE C > 7% OT N3XOHOTO TEJIECHO
terio npu 17,4% OT manueHTUTe 1o BpeMe Ha 0CTPOTO JieueHue (10 6 ceamuiin). [IpoabKUTETHOTO
JICUYEHHE C OJIaH3amuH (0 12 Mecena) 3a NpoQUIaKTHKA Ha PEIUINUB MTPH MAIUCHTH C OUTIOJISIPHO
Pa3CTPOICTBO € CBBP3aHO C MOBUIIIEHUE C >7% OT U3XOHOTO TeIEeCHO Terio mpu 39,9% ot
TIAI[MEHTHUTE.

[MenuaTpuyHa momynarus

Onamn3zanuH He € TToKa3aH 3a JICUCHHE MIPH Jiena U oHommw no 18 roguman. Makap aa He ca
MPOBEKIAHU KIMHUYHY MTPOYYBAHUS 32 CPABHABAHE HA FOHOIIUTE C Bh3PACTHUTE, TAHHUTE OT
IMpoy4YBaHuATa IIPU FOHOIIHN Ca CPaBHEHU C TE3U OT IPOYyUYBaHUATA IIPHU Bb3PACTHH.

Crnennara Tabnmna 00001aBa HeXKEJaHUTE PEAKIINH, ChOOIIABaHU C TIO-TOJIsSIMA YECTOTa MPH
HAILMEHTH B FOHOIIECKa Bh3pacT (Mexay 13 u 17 rogunHun), OTKOJIKOTO MPH Bb3PACTHH HALIMEHTH, HIIH
HEXEJIaH! PeaKIMi, KOUTO Ca YCTAHOBEHH CaMO MPH KPATKOCPOUHU KITHHHUYHHU MTPOYIBAHHS C
HAIMEHTH B FOHOILIECKa Bb3pacT. KIIMHUYHO CHrHU(HUKAaHTHO MOBHUIIICHHE HA TErJIOTO (> 7%)
M3IJIeK/1A ce HaOJI01aBa 1o-4eCTo B TOIYJIAMATa Ha FOHOIINTE B CPABHEHHUE C BB3PACTHH ChC
CpaBHHUMa €KCIIO3UIHA. Crenenra Ha HaggaBaHC Ha TCTJIO U ACJIBT HA MATUCHTUTC FOHOIIIN, KOUTO
UMaT KIMHUYHO 3HAYUMO HaJJJaBaHE Ha TETJIO Ca MO-TOJIEMHU ITIPU IIPOABJDKUTEIIHA CKCIIO3UIIUA (HOHC
24 cenMuIIN), OTKOJIKOTO TIPH KPATKOCPOUHA SKCIIO3HIIHSL.

HpI/I BCSKO IpylnipaHe B 3aBUCUMOCT OT YCCTOTATAa HEIKCIAHUTE PCAKIIUUN Ca MPEACTABCHU B HU3XOAAII]

PeJi 110 OTHOIICHHE Ha TSXHATA CePHO3HOCT. TepPMHUHUTE 3a 4ecToTa ca AeUHUPAaHN KaKTO CIIe/Ba:
mHoro uectu (> 1/10), gectu (> 1/100 no < 1/10).
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Hapymenus Ha MeTa00JIM3Ma U XpaHEHETO
Mnozo yecmu: TloBHIIABaHE HA TEMJIOTO', MOBUIICHN HUBA HA TPUIJIMLIEPHAN . TOBHIIEH alIETHT.
Yecmu: TTOBUIIEHY HUBA HA XOJIECTEPOI ™

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

CToMalIHO-YpeBHH HAPYLIEHHS
Yecmu: CyxoTa B ycTaTa

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

HN3caenpanus

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

nponaktun’®,

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

> 7% oT u3xoaHOTO TenecHo Terio (kg) e mHoro yecto (40,6 %), > 15% OT U3XOHOTO TEIECHO TETJIO
e gecto (7,1 %), a> 25 % e gecro (2,5 %). [Ipu pparocpouna excrio3urus (one 24 cenmuim) 89,4 %
Haggasat > 7 %, 55,3 % maggasar > 15%, a 29,1 % magmasat > 25% OT M3XOQHOTO CH TEIECHO TETJIO.

14 Ha6mrogasar ce 3a HOpMaIHU U3XOMHU HKUBA Ha raaaHo (< 1,016 mmol/l), KouTo HapacTBaT 10 Haii-
BUCOKa CTOHOCT (> 1,467 mmol/l), u npoMeHH OT pedepeHTHUTE IPaHULN B U3XOJHUTE HUBA HA
TpurHiepuauTe Ha riagno (> 1,016 mmol/l - < 1,467 mmol/l) no naii-Bucoka cToitHOCT

(> 1,467 mmol/l).

Y TIpomenn B u3xomHKTE HUBA HA OOIIKS XOIECTEPOII Ha ITIaAHO crpsamo HopManaute (< 4,39 mmol/l)
JI0 Haii-BHCOKa cTOHHOCT (> 5,17 mmol/l) ca nabnronaBanu yecto. [Ipomenu ot pedepeHTHUTE
IPaHUIM B U3XOJHUTE HUBA Ha OOIIKS X0JIecTepos Ha rmaaHo (> 4,39 - < 5,17 mmol/l) no Haii-Bucoka
croitHOCT (> 5,17 mmol/l) ca MHOTrO YecTH.

16 TToBuIICHM TUTA3MEHHM HUBA HA MIPOJIAKTHH ca JOKIaaBaHu npu 47,4% ot naiueHTUTE B FOHOIIIeCKA
BbB3pacT.

Cro01aBane Ha MMOJI03MPAHU HEXKEJIAaHH PEaAKIIUK

CpoOm1aBaHeTo Ha MOI03UPAaHH HEXKEJIaH! PeaKIUy CIIe]] pa3pelaBaHe 3a yrnoTpeOda Ha JeKapCTBEHUs
HPOIYKT € BaxkHO. ToBa M03BOJIsIBA /1a MPOABILKH HAOIIOICHUETO Ha ChOTHOIIEHUETO 110J13a/PHCK 32
JIeKapcTBEHUS NMPOAYKT. OT MEIULIMHCKUTE CIIEUATIICTH CE U3UCKBA Ja ChOOLIaBaT BCSIKa
HO03MpaHa HEeXXEJIaHa PeaKlys upe3 Hal[MOHaIHa CUCTeMa 3a ChoOIIaBaHe, IOCOYEHa B
[Mpunoxenue V.

4.9 Ilpemo3upane

IIpusHay ¥ cumMnTomMu

MHoro gecTy CUMIITOMH IIpH Tipepo3upane (uectota > 10%) BKIIOUBAT TaXUKapIUs,
BB30Yy/1a/arpeCUBHOCT, TU3aPTPUS, PA3IUYHU EKCTPATUPAMHTHI CUMIITOMU M HapyIIeHNE Ha
CH3HAHUETO, BApUPAILLO OT CeUpaHe A0 KOMa.

Jpyru MeAMIIMHCKA 3HAYMMH TIOCTIEIUIIN Ha MTPEI03UPAHETO ca ISP, KOHBYJICHU, KOMa, B3MOXKEH
HEBPOJICNITUYCH MaJINTHEH CHUHAPOM, MOTUCKAHE Ha JTUIIAHETO, aCIUPAIIVs], XUIIEPTOHUS HITU
XUTNOTOHHSA, PUTHMHH HapYIICHUS Ha ChPIETO (< 2% OT ciryyauTe Ha Ipeo3upaHe) u
KapIuoITyIMOHapeH apecT. DaTaiHu MmociueIuIy ca JOKIaIBaHH TP OCTPO MPE03UPaHe ¢ 1032 OT
nopsitbka Ha 450 mg, HO CBIIIO € JIOKJIABAHO MIPEXKHBSIBAHE CIIE]T OCTPO MPEI03UPaHe C
MPUOIU3UTEITHO 2 g OJTaH3AITNH TIEPOPAITHO.

Jleuenue

3a ojaH3amuH HIMa CHeI_II/I(l)I/I‘leH AHTHUAO0T. He ce npernopbpYBa NPCAN3BHUKBAHC HA ITOBPBHIIIAHC. Morar
Ja 6’[)}_'[2.T IMMOKa3aH! CTAHAAPTHUTC MCPKH 3a JICHCHUC HAa TPCAO3HUPAHC (T.C. CcTOMallIHa IMPOMHUBKaA,
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npreMaHe Ha aKTHBEH BBIVICH). ETHOBPEMEHHOTO TpUiaraHe Ha aKTUBEH BBIJICH € ITOKA3allo
HaMaJIIBaHE Ha IepopaiiHaTa OMOHAIMYHOCT Ha onaH3anuH ¢ 50 mo 60%.

TpsiOBa na ce 3a0YHE CUMITOMATHYHO JICUCHUE U MTPOCIICIABAHE HA KU3HCHUTE (DYHKIIMH B
CHOTBETCTBHE C KIIMHAYHOTO CHCTOSIHUE, BKIIFOUUTEITHO U JICYSHHE HA XUTTOTOHUTA U [IUPKYIATOPHUS
KOJIaIC ¥ MOAPHKKA Ha MuxarenHara GyHKous. Jla He ce W3Ioi3Bar afpeHalrH, TOTTaMUH WIH APYTH
CUMIIATHKOMUMETHYHU CPEICTBA C O€Ta-arOHUCTUYHA aKTUBHOCT, ThH KaTO O€Ta-CTUMYJIAIUATA MOXKE
Jla BJIOIIN XUIIOTOHUATa. MOHUTOPHUPAHETO Ha ChPIACIHO-CHIOBATA CHCTEMA € HEOOXOIUMO 3a
yIIaBsiHE Ha Bb3MOXKHHU apUTMHY. BHUMATETHOTO METUITMHCKO HaOII0AeHNE M MOHUTOpHpaHe TpsiOBa
Jla TPOIBJKU 0 BH3CTAHOBIABAHETO HA MAI[UCHTA.

5, B®APMAKOJIOIT'MYHU CBOMCTBA

51 dapMaKoANHAMHUYHH CBOIiCTBA

q)apMaKOTepaHeBTI/I‘-IHa rpymna: nICUXoJCNTUIH, JUa3CIInHU, OKCa3CINMHU, TUA3CIIMHA U OKCCIIUHHU,

ATC xox: NO5SA HO3.

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

B npexknuHUYHY NpoyYBaHUs € H0Ka3aH ahUHUTETHT HA OJaH3aIIMH KbM peAnLa peuenTopu

(Ki <100 nM) 3a ceporornt SHT2anc, 5HT3, S5HTe; monmamun D1, Dy, D3, Ds, DS; Xonmuaepruuau
MyCKapuHOBH perienrtopu Mi1-Ms; anda; anpenepruyam; u xuctaMuHoBr Hi peneniropwu.
IIpoyuBaHusiTa C OJaH3AIIMH BEPXY IIOBEACHUETO Ha )KMBOTHHU IToka3sa SHT, nonmamuHoB 1
XOJIMHEPTUUYCH aHTArOHM3bM, OTTOBAPSIII HA PELENTOP-CBhp3BaIius npodui. In vitro oxanzanux
MOKa3Ba Mo-ToJisiM apuHUTET KbM cepoToHHHOBUTE SHT2, OTKOKOTO KbM JIonTaMuHOBUTE D>
peuentopu u no-roysiva SHT, aktBHOCT B cpaBHEeHue ¢ D, akTHBHOCTTA 1pH iN ViVO MOJIEITH.
EnexTpodu3nonoruuHuTe U3cieABaHuUs OKa3BaT, Y€ OJIaH3alUH CEJIEKTUBHO HaMaJIsiBa
aKTUBHpPaHETO Ha Me30auMOnuHuTe (A10) ToaMHUHEPrHYHU HEBPOHH, KaTo B CHILIOTO BpeMe €(PeKThT
My BbpXY ITBTHIIATA B CTPUATYMa, y4acTBaIIK B MOTOpHaTa QyHKIus (A9), e Mabk. OnaH3anvH
HamassBa KOHAWIMOHUPAHUS OTTOBOP Ha OTOATBAHETO, KOWTO € TeCT, IIOKa3aTelIeH 3a
AHTUIICUXOTUYHA aKTUBHOCT B /1031 MIO-HUCKH OT T€3H, BOJECIIH JI0 KaTaJerchs, KOeTO € XapaKTePHO
32 MOTOPHHTE HEXeJlaH! eeKTH. 3a pa3yiuka OT HAKOU APYTH aHTHUIICUXOTUYHHU CPE/ICTBA, OJIaH3aIuH
yCHJIBa OTTOBOPA B YCIIOBHSI Ha ,,aHKCHOJIUTHYEH  TECT.

B npoyuBanus ¢ mozutpoH-emucuoHHa tomorpadus (PET) mpu 31paBu 1oOpoBoIIy, OlaH3alH B
enuHUYHA nepopainHa no3a (10 mg) mokaspa mo-roysimo cBbp3Bane ¢ SHT,4 B cpaBHEHHE C
nmonamuHOBHUTE D2 perienitopu. OcBeH ToBa, 00pa3HO M3CIeABaHE Upe3 eAUHNIHA (DOTOH- EMUCHOHHA
kommoTbpHa ToMorpadus (SPECT) npu manuentu ¢ mum3odpeHns NoKkasBa, ue Mpy NalueHTHTE,
YYBCTBHUTEJIHU KbM OJIAaH3AIMWH, UMa M0-Mallko CBbp3BaHe ¢ Dy B cTpratyMa B cpaBHEHHE C
MAIMEHTHTE, YyBCTBUTEIIHU KbM JIDYTH aHTUTICHXOTHYHH CPEJICTBA M PUCIIEPUIOH, KATO Ta3H HAX0JIKa
€ CpaBHMMA C Ta3M [PU KI03aMH-1yBCTBUTEIHUTE MTAIIUCHTH.

Knnnnyna edukacHoct

B nBe ot aBe miane00-KOHTPOJIMPAHH U B IB€ OT TPH CPABHUTEIIHA KOHTPOJIUPAHU HPOYIBAHMS ITPH
noeeue otT 2 900 marueHTH ¢ mMK30(GPEHUs, IPOSIBEHA KAKTO C HAJTMYUETO Ha IMOJIOKUTEIHU, TaKa U C
OTPUIIATEITHU CUMIITOMH, OJaH3AIHH [TOKa3Ba CTATUCTUYECKH 3HAYMMO TI0-TOJIEMHU TIOJJOOPEHUS KaKTO
Ha HETATUBHUTE, TaKa W HAa MO3UTUBHUTE CUMIITOMHU.

B MynTuHaIMOHAIHO, TBOWHO-CIISATIO, CPABHUTEITHO NMPOYYBAHE BHPXY MIM3U(PPCHUSTA,
m30aheKTUBHHUTE WM TIOJO0HHU HapyIIeHHs, BKItouYBamo 1 481 marpienTa ¢ pa3inyHa CTEreH Ha
CBBP3aHH C TOBAa CHMIITOMH Ha Aenpecus (M3X0IHa cpemHa cToiHocT 16,6 1Mo ckanaTta Ha
Montgomery-Asberg 3a kaacuduiMpaHe Ha ACPECUITa), IPOCICKTUBHUAT BTOPHYCH aHAIN3 Ha
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MPOMSIHATA HA M3XOHUS CIIPSIMO KpalHUsI Pe3yiTaT Ha HACTPOCHUETO, TOKa3Ba CTATUCTUICCKU
3HaunMo moxobpenre (p= 0,001) B moa3a Ha onamzamuH (-6,0) cipsimo xanonepuaoi (-3,1).

[Ipu manueHTH ¢ MAaHUEH €MHU30]] MU CMECEH SIM30,I1 NP OUTIOIAPHO Pa3CTPOMCTBO OJaH3aIHH
MOKAa3Ba Mo-BUCOKa €(PEKTUBHOCT KAKTO CIIPSIMO I11a1e00, Taka U CIpsiMO BAIIPOAT CEMUHATPHN
(muBanmpoekc) B HaMasIBaHe Ha CHMITOMHTE Ha MaHUS 3a ToBede oT 3 ceaqmuIty. OJlaH3amiH CHINO
MOKa3Ba CPaBHUMA C XAJIONEPUA0I e(PUKACHOCT, U3pa3eHa C YaCcTTa MAlMEHTH, TTOTYYHIIA PEMUCHUS Ha
CHUMIITOMHUTE Ha MaHU U Ha jaenpecus 3a 6 u 12 cenMuim jiedeHre. B mpoy4BaHe ¢ oJaH3aIlvH B
KOMOWMHAIMS C TUTHHA WK BAIIPOAT 32 MUHIMYM 2 ceIMUIM 100aBsiHeTo Ha onan3anuH 10 mg
(KOMOMHUPAHO JICYCHUE C TUTUN WIIM BAJIIPOAT) € JOBEJIO JIO MO-TOJIsIMa PEIYKIUS Ha CHMITOMUTE Ha
MaHUs B CPAaBHEHHE ChC CAMOCTOSTEIIHOTO MPUJIOKCHUE HA JIUTHH WK BAIIPOAT Clie] 6 CEIMUIIH.

B 12-meceuno npoyuBaHe npH NpopUIaKTHKa Ha pEIUANBA Ha MAaHUWHU €MTU30,11, IPH MMallUCHTH,
MOJTYYMJIM PEMUCHS TP JIEUEHHE C OJIaH3alMH U paHJOMU3HPaHHU CJe]l TOBa Ja MOJyyaBaT OJaH3aluH
WK 11a11e00, OJTaH3alHH € T0Ka3aJl CTATUCTUYECKH 3HAYMMO IIPEBB3X0ACTBO CHPSAMO Iu1anedo mo
OTHOLICHNE Ha TbPBUYHNUTE KPAaliHU TOUKH 32 NPO(HUIAKTHKA HA PELUINBU HA MAHUIHN €IU3011 TIPU
OHIoIsIpHO pa3cTpoiicTBO. ONaH3anyH CHUIO € MOKa3al CTATUCTHUECKH 3HAYMMO MPEAUMCTBO CIPSMO
w1ane0o 1Mo OTHOLIEHKE Ha MPEIOTBPATABaHe HA PELMINBH KaKTO Ha MaHUs, TaKa U Ha JACTIPECHsL.

B®B BTOpO 12-MeceuHo mpoydBaHe NpH MpoGUIaKTHKA PEIUANBH HA MAHUWHU €U30/IH, TalueHTH,
IIPpU KOUTO € IMMOCTUTrHaTa peMHUCHs C KOM6I/IHI/IpaHO JIeUeHue OJIaH3alluH U JIMTUU U panaoOMU3UpaHn
CIIeT TOBA J1a TI0JTy9YaBaT OJIAH3aIMH HJIH JIMTHH CaMOCTOSITEITHO, OJIAH3AIHH € TIOKa3aJl He IMO-TOJIIMO
MPEBB3XOICTBO CHPSMO JIUTHI TI0 OTHOIICHUE Ha MbPBUYHUTE KPAHU TOUYKH Ha OHIIONSPHO
pasctpotictBo (onman3zamuH 30,0%, mutuii 38,3%; p = 0,055).

B 18-mecedno npoydBaHe Ha KOMOWHUPAHO JieUeHHe Ha MAaHUIHN WA CMECEHH €IH30,IU TIPH
HalMEeHTH, CTA0WIN3HPAHU C OJIaH3alUH ILUTIOC JIEKApCTBa, CTaOMIN3UpAlY HACTPOSHUETO (JINTUN WU
BaJIIIPOAT), IPOABIKUTEIHOTO JICUEHHUE C OJIaH3AIIMH CbBMECTHO C JIMTUH WU BaJIIpoaT HE €
CTaTUCTUYECKH MO-100PO CIPSIMO JIUTUI WM BAIIIPOAT CaMOCTOSITETIHO 110 OTHOLLICHHE 3a0aBsHE Ha
00OCTPSIHETO Ha OUIIOJISIPHOTO PAa3CTPONCTBO, CHITIACHO KPUTEPUUTE 3a CHHAPOMA (JIMarH03aTa).

[lepnaTpuyHa momyJamnus

KonTtponupanute qJaHHu 3a e(pUKACHOCT NPH FOHOIIH (BB3pacT 13 1o 17 roanHu) ca orpaHUyueHH 10
KPaTKOCPOYHH MIPOYUBAHUS MPH MK30(ppeHus (6 ceIMUIN) U PU MaHUs, CBbp3aHa ¢ OUIOJISIPHO
pasctpoiicto tui I (3 cenmunn), mpu mo-manko ot 200 roHOomM. ONaH3anuH € U3MOA3BaH KaTo
¢excnbuiTHA 1032, 3anmoyBamia ot 2,5 u crurama 10 20 mg/aaesHo. [Ipu nedeHre ¢ oNaH3anuH
IOHOIIINTE HaJ1aBaT CUTHU(HUKAHTHO NIOBEYE Ha TETJIO B CPaBHEHHE C Bb3pacTHUTE. CTENeHTa Ha
npomeHu B ooums xonectepos, LDL xosectepona, TpUriMuepyuanTe Ha TiIafHo U MPOJIAaKTHHA (BXK.
Touk# 4.4 1 4.8) e mo-rojsAMa NpH IOHOIIN, OTKOJIKOTO NMPH Bb3pacTHU. HsiMa KOHTpOIMpaHu TaHHH 3a
NoJIbpKaHe Ha eeKTa WM 3a IBIrocpodHa 6e3omacHocT (BX. ToUkH 4.4 u 4.8). Mndopmanusira 3a
IBITOCPOYHATa 0€30MaCHOCT € OrpaHWYeHa IIIaBHO 10 OTBOPEHHU, HEKOHTPOJIMPAHHU JaHHU.

5.2 dapmakoKHHeTHYHH CBOWCTBA

AOGcopOrus
OmnanzanuH ce abcopbupa 1o0pe cien nepopaIHo NPUIOKEHHE KaTo JOCTUTa MAKCUMAITHU TUTa3MEHU

KOHIIEHTpAIH MeXAy 5-us 1 8-us gac. AOcopOmusITa He ce MOBIIMABA OT IPHEMa Ha XpaHa.
AGcomoTHaTa GMOHATMYHOCT CIIE/ MEPOPATHO MPHUIIOKEHHE B CPABHEHNE C HHTPABEHO3HO
NPUIOKEHUE HE € OIpeIeIIsHA.

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

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

OnaH3anuH ce MeTa0oaM3upa B YePHUSI PO0 Upe3 KOHIOTUPAHE M OKUCIICHUE. [ IaBHUAT METa0OIUT B
kpbBTa € 10-N-rmokoponwm, KOHTO He MpeMIHaBa IIpe3 KphbBHO-MO3bUHaTa Oapuepa. 3a
o0pa3yBaHeTo Ha MeTa0oMuTHTE N-1e3METHIT U 2-XUIPOKCUMETHII JONPHUHACSAT IUTOXpoMu P450-
CYP1A2 u P450-CYP2D6. In vivo u nBata MeTabO0IUTa IIOKA3BaT 3HAYUTEIHO I10-HUCKA
(bapMaKoIOrHYHa aKTHBHOCT, OTKOJIKOTO OJIAaH3AIMH B U3CJICIBAHHS NIPH KUBOTHH. [ J1aBHATA
(bapMaKoJIOrHYHA aKTHBHOCT CE JIBJDKU HA U3XOJIHUS OJIAH3AIVH.

EnumMunupane
Crnen mepopallHO IPUIOKEHUE CPETHUIT TEPMUHAICH STUMUHAIIMOHCH MOTYKUBOT HA OJaH3aMuH

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

[Tpu 3apaBM HHAWBUAM B HAIIpeIHATIa BB3pacT (65 TOJMHU U MOBEYE) CPEIHUIT SIMMUHAIIIOHEH
MOJTY’)KUBOT € YJIBJDKCH B CpaBHEHUE C mo-muiaante uHauBuau (51,8 cpenry 33,8 yaca), a KIIUPBHCHT €
HamaureH (17,5 cpemy 18,2 1/gac). ®apMakoknHeTHYHATa BApHAOUITHOCT, KOSATO € HaOII0AaBaT mpH
WHIMBUIWTE B HAMpeIHala Bb3pacT, He ce OTIIMYaBa OT Ta3H NpH Mo-Miagute nHauBuau. [pu 44
MaIMeHTH ¢ IU30(PEeHUs Ha BB3PacT Haj 65 roguHu 1031 oT 5 10 20 mg/aHeBHO He ca Ounn
CBBP3aHU C HAKAKbB Pa3inueH NpouI Ha HEXKENaHU ChOUTHSL.

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

(n=869).

br6peuHo yBpexkaane

He e ycranoBeHa 3HaunMa pa3nuka B CpeIHS SIMMHUHAITMOHEH oIy uBOT (37,7 cripsimo 32,4 gaca)
i B kiupbHca (21,2 copsamo 25,0 1/gac) Mexay nanueHTUTe ¢ yBpeaeHa 0b0pedna QyHKIUsI
(xpeaTrHMHOB KiIHpBHC <10 ml/min) u 3apaBute uHIUBHIU. [IpoyuBaHusTa OKa3BaT, ue okoio 57 %
oT 6CHH33HI/IH C paAOAKTHBHU U30TOIIU OJIAaH3aIllMH C€ YCTAaHOBsABA B YpUHATa IJIaBHO 110/ (i)opMaTa Ha
MeTaboIHTH.

YepHo1poOHO YBpeXIaHE

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

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

Ilymene
[Ipu Hemymaum (MBKE ¥ KEHH) CPSTHUAT STMMHHAIIMOHEH TIOTYXUBOT € YAbIDKeH (38,6 cupsmo

30,4 yaca), a kupbHCHT € HamaseH (18,6 cpemry 27,7 1/4ac) B cpaBHEHUE € MyIIAYH.

IIna3smenust KIIMPBHC HAa OJIaH3aIllMH € IIO-HUCHK MPU MAMUCHTUTC B HAIIPC/IHAJIa Bb3PacCT, B
CpaBHCHUC C MMO-MJIAAUTC MHAWUBUAW, IIPU KCHUTC B CPABHCHUC C MBIKCTC; KAKTO U NP HCITYIIAYUTC B
CpaBHCHUC C IIyIIAYUTE. B’[)HpeKI/I TOBa, 3HAYMMOCTTA Ha BIIMAHUECTO HA Bb3pacCTTa, I10JIa UInu
IMMYHICHCTO BbPXY KIIMPBHCA HAa OJIaH3aIllMH U BbPXY HCTOBUS IMOJYKUBOT € TBBPJAC MaJika B CDABHCHUC
C o6maTa BapI/Ia6I/IJ'IHOCT MCKAY OTACITHUTC UHAUBUIU.

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

Henuatpuyna monymnaus

FOnomm (BB3pacT 13 mo 17 roguan): @apMakoKHHETHKATa HA OJIAH3AITHH € TI000HA IIPH FOHOIITH U
BB3pACTHU. B KIMHWYHY MPOYYBaHUS CpeHATa EKCITO3UIIHS Ha OJIaH3aIiH € 0KoJIo 27% mo-BHUCOKa
npu toHoIH. JleMorpadckure pa3nudus Mex 1y FOHOIIYM U Bh3PAaCTHU BKITIOYBAT ITO-HUCKO CPEITHO
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TEJIECHO TETJIO U TMO-MaIIbK Opol mymauu npu toHomure. [Tono0Hu hakTopu € Bb3MOKHO J1a
CBJIICICTBAT 3a MO-BUCOKATa CPEHA eKCIIO3UIIHS, HA0II0JaBaHa P FOHOIIIH.

5.3 IpeakJanHNYHYU JaHHM 32 0€30MaCHOCT

Octpa (Ipu eMHUYHA J1033) TOKCUIHOCT

[Mpu3HanMTe HA TOKCUYHOCT MIPH TICPOPAJICH MTPUEM TIPU TPU3AYUTE Ca XaPAKTCPHH 32 MOIIIHUTE
HEBPOJICTITUIN: XUITIOAKTUBHOCT, KOMa, TPEMOD, KIIOHHIHNA KOHBYJICHH, CAJTBAIIM H TIOTHCKAHE Ha
Hay1aBaneTo. CpeaHuTe JICTaTH! 103U ca mpubausutenHo 210 mg/kg (3a mutuku) u 175 mg/kg (3a
rbxoBe). Kyderara nonacsaT equHudHa iepopaisa jgo3a jgo 100 mg/kg 6e3 na ce HabmoaBa JieTaieH
u3xoa. KbM KIMHAYHUTE MPU3HAIM CHaJlaT CeANPaHe, aTaKCHs, TPEMOP, YCKOPEHA ChpJeuHa YeCTOoTa,
3aTPy/JHEHO JHUINaHe, MHO3a U aHopekcus. [Ipu MaiiMyHu eMHUYHH Tiepopaitiu jo3u g0 100 mg/kg
BOJIST JI0 IPOCTPAITH, a IO-BUCOKHTE JO3M JIO HEMbJIHA 3ary0a Ha Ch3HAHUE.

TOKCHYHOCT IpH MHOTOKPATHO MPUIIOKECHUE

B mpoyuBaHus BbpXy MHUILKH C IPOABIKUTENHOCT J0 3 Mecella U BbpXY IUTbX0BE U Ky4eTa ¢
NPOABIDKUTENHOCT 10 1 rognHa npeobnanaBamuTe epextu ca notuckane Ha LHHC,
AQHTUXOJMHEPTUIHU e(eKTH U epuepHI XeMaTOIOTUIHH HapyleHus. Pa3BuBa ce TonepaHc KbM
notuckanero Ha [{THC. ITapamerpute Ha pacTexa HaMamsiBaT MpH BUCOKU a034. [Ipu mibxoBere ca
HaOIroaBaHu 00paTUMHU €EKTH, KOUTO ca B pe3yNTaT Ha MOBUIICHU HUBA HA TPOJIAKTHHA
BKJIFOYBAT:. HAMaJIsIBAaHE TEIJIOTO HaA Hﬁ‘lHI/IHHTG 1 MaTKaTta, KaKTO 1 MOp(bOJ'IOI‘I/I‘-IHI/I IIPOMCHHU BLHB
BJIATJIAIIHUS STIATEI U B MIICYHUTE JKIIC3H.

XeMaToJIOTHYHA TOKCHYHOCT

Edextn BbpXy XeMaTOIOTHYHUTE MTapaMeTPH C€ YCTAHOBABAT ITPH BCUYKH H3CIICBAHH BHIOBE
JKUBOTHU, BKJIFOUHTEITHO J1032-3aBUCUMH TTOHIDKEHUS HA TUPKYIUPAIIUTE JICBKOIUTH ITPH MUIIKA U
Hecnenu(pUIHN HaMaJIeHUs Ha Oposi Ha [IUPKYJIUPALITUTE JICBKOIIMTUTE MPH ILTBXOBE; HE CE
YCTaHOBSIBAT, 00aue JI0Ka3aTeJICTBa 32 KOCTHOMO3bYHA IMTOTOKCUYHOCT. [Ipu orpannden 6poit
Ky4era, JiekyBaHH ¢ 1031 oT 8§ win 10 mg/kg/mHeBHO (00IIaTa eKCIO3UIIMs Ha OJIAH3aINH {TUTOMI ITO/T
kpuBata} ¢ 12 10 15 mbTH MO-BUCOKA OT Ta3M MPH YOBEKA MPH MIPHEM Ha J103a oT 12 mg), ce
Ha0JII0/1aBa 00paTUMa HEYyTPOIICHHS, TPOMOOIIUTONCHUS MM aHeMust. [Ipy IUTOTIECHUYHU Ky4yeTa He
ca HaOIrO1aBaHU HEeXeTaH! e()eKTH BbPXY MPOTCHUTOPHHUTE WK TIpoH(eprpaIinTe KJISTKH B
KOCTHHS MO3BK.

PenponykTrBHA TOKCHYHOCT

OnanzanvH HAMa TepaToreHHu eext. CenanusaTa MoBIUsABa KYyIyJIaTUBHUTE CIIOCOOHOCTH Ha
MBKKHUTE TTbX0BE. [10JI0BUTE HUKIIK ce 3acsaraT npu o3 ot 1,1 mg/kg (3 mbTH 1M0-BUCOKHU OT
MaKCHMAaJTHATa /1032 TPU X0paTa), a perpoAYKTUBHUTE ITapaMeTpH ca 3aCErHaTH IpH TUIbX0BE, Ha
KOHUTO € aBaHa /103a oT 3 mg/kg (9 mbTH No-BUCOKA OT MaKCHMalIHATa J103a IpX Y0BeKa). B
MOKOJIGHUETO Ha ITHXOBETE, Ha KOUTO € JIaBaH OJIaH3aIMH ce HabJro1aBa 3a0aBsHe B Pa3BUTHETO HA
IJI0/1a ¥ TIPEXO0THO HaMaJIsIBAaHE HUBATa HA aKTUBHOCT HA MAJKUTE YKUBOTHH.

MyrareHHoct
OHaHSaHI/IH HC € ITOKa3all MYTaFeHHOCT HUJIN KJIACTOI'€CHHOCT HpI/I HpOBeIIeHI/ITe ITbJIHN CTaHJIapTHPI

TECTOBE, BKITFOUBAIIIM TECTOBE 3a OAKTEpUATHN MyTaI|y | iN Vitro u in ViVO TecToBeTe mpu
0O03alHAIN.

KapimHoresusoct
PesynraTuTe OT U3CaeqBaHUATA BHPXY MUILIKHU U IIIBXOBE BOJAT 10 3aKJIFOUEHHUETO, Y€ OJIAH3AMMH HE
€ KapIMHOT€HEH.
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6. DAPMALEBTUYHU JAHHAU

6.1 CnucbK HA TOMONTHUTE BelecTBa

Manuton E421

MukpokpurcTaiHa Leysio3a

Acnapram E951

Kpocnosunon

MarunesueB cTeapat

6.2 HecbsBmMecTumMocTH

Henpunoxumo

6.3 Cpok Ha rogHocT

30 mecemna

6.4 CrnenuanaHu yCJI0BHS HA ChbXpPaHeHUe

Ha ce cexpanssa mox 30°C.

6.5 Bwuxu chabp:kaHue HA ONMAKOBKATA
AnyMuHUI/aTyMIHIEBH OITUCTEPH B KAPTOHEHH KyTHH ¢ 28 & 56 TaOneTku B KyTHsL.
He Bcruky BUAOBE OMAKOBKH MOTat Aa ObAaT MyCHATH Ha ma3apa.

6.6 Crenma/IHy NpeANa3sHu MEPKH NIPU U3XBBPJIsSHE

Hsama CricuyaJiIHi N3UCKBAaHU .

7. INPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA
Glenmark Pharmaceuticals s.r.o.

Hvézdova 1716/2b, 140 78 Praha 4

Uemka PenyOnmka

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/09/592/005
EU/1/09/592/010

9. JATA HA ITbPBO PAZPEINABAHE/IIOJTHOBABAHE HA PASPEIHIEHUETO 3A
YIIOTPEBA

[ara na mppBo paspemasane : 10.12.2009
Jata na moguossiBane: 06.08.2014

10. [JATA HA AKTYAJIM3BUPAHE HA TEKCTA

{MM/TIT}
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ITonpoGHa mH(pOpManHs 3a TO3H JeKapCTBEH MPOAYKT € MperocTaBeHa Ha yeb caiita Ha EBpomeiickara
areHuus 1o Jekapcrata http://www.ema.europa.eu/.
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MNPUJIOXKEHHUE |1

INPOU3BOJAUTEJIN, OTTOBOPHU 3A OCBOBOXJIABAHE HA ITAPTUAN
YCJIOBUA YCJI0BUA NJIM OT'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

APYI'U YCJIOBUS N UBNCKBAHUSA HA PASPELLIEHUETO 3A
YIIOTPEBAHA PASPEHIEHUETO 3A YIIOTPEBA

YCJIOBUSA NJIN OTPAHUYEHUS 3A BE3OITACHA U EOEKTUBHA
YIIOTPEBA HA JIEKAPCTBEHMUA ITPOAYKT
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A.  NIPOU3BOIUTEJIN, OTTOBOPEH 3A OCBOBOX/JIABAHE HA ITIAPTUIHN

Hwme u anpec Ha npowusBoauress(Te), OTroBopeH(H) 32 0CBOOOKIaBaHE HA MTAPTUIUTE

Glenmark Pharmaceuticals s.r.o
Fibichova 143, 566 17

Vysoké Myto

Yemka PerryOmmka

b. YCJOBUs NN OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

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

B. JAPYI'M YCJIOBUSA U UBUCKBAHUSA HA PASPEIIIEHUETO 3A YIIOTPEBA
. Ilepuoguynu aKkTyaJau3npanu aokiaanau 3a oezonacuocr (ITAIB)

W3uckBanusra 3a nogaBane Ha [TAJIB 3a TO3u 1eKapCTBEH NMPOAYKT €A NOCOYEHH B CIHCHKA C
pedepentaute natu Ha EBponetickus c¢bio3 (EURD cruchk), npensuaeH B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCUUKH CIIEABAIIN aKTyalU3all1, MyOIMKYBaHH Ha €BPOTNEHCKUS
yeOIopTai 3a JeKapcTBa.

.  YCJIoBus Ui OrPAHUYEHUS 3A BE3OITACHA N EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS TIPOAYKT

o Ilnan 3a ynpasJienune Ha pucka (ITYP)

[purexaressar Ha paspeiennero 3a ynorpeda (ITPY) TpsioBa 1a n3BbpiiBa H3UCKBAaHUTE ICHHOCTH U
JeHCTBUS, CBBP3aHU C IPOCIIEsIBaHE Ha JIeKapcTBeHaTa 0€301acHOCT, TocoueHu B ogoopenus I1YP,
npenctaBed B Monyn 1.8.2. Ha pa3periennero 3a ynorpeba, KakTo ¥ MPU BCUYKHU CIIEIBAIIN 0100peHH
akTyanu3anuu Ha ITYP.

Axrtyammsupas I[IYP tpa6Ba na ce mopasa:
e 110 UCKaHe Ha EBporelickara areHuus 10 JeKapcTBaTa;

e BHHArW, KOraTo ce M3MEHS CUCTEeMaTa 3a yIpaBJeHUE Ha pUCcKa, 0COOEHO B pe3yaTar Ha
NoJy4aBaHe Ha HOBA MH(pOPMaLKs, KOSTO MOXeE /1a JOBeIE 10 3HAYMMHU IIPOMEHH B
CHOTHOILIEHHETO MOJI3a/PUCK, WK CIIE/ JOCTUTaHEe Ha BayKeH eTal (BbB BPb3Ka ¢
HpociiesIBaHe Ha JICKapCTBEHaTa OE30IaCHOCT MITH CBEXK/JaHE Ha PUCKA JO MUHUMYM).
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NPUJIOKEHHUE Il

JAHHU BBPXY OITAKOBKATA N JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHH, KOUTO TPABBA JIA CbABPKA BTOPUYHATA OITIAKOBKA
KAPTOHEHA KYTHUA

‘ 1. HUME HA JIEKAPCTBEHMA TPOAYKT

Olazax Disperzi 5 mg TabneTku, qUCIIEPTUpAIIH CE B yCTaTa
Onanzanux

2. OBSBSIBAHE HA AKTUBHOTO/MTE BEHIECTBO/A

Bcesika Tabnerka chappka S My oJaH3aNMH.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

Coabpika acnapTaM. BikTe amucToBkarta 3a JOMbJIHUTENHA HHGOpMALUS.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

28 TabaeTKH, TUCIIePTUpaIly Ce B ycTaTa
56 TabneTKu, AUCTIEPTUPAIIHN CE B ycTaTa

5. HAYUH HA ITPUJIATAHE U ITBT/MIIIA HA BBBEXK/IAHE

Tabnerkara TpsiOBa 1a ce pa3TBOPH B ycTara WK B HanuTKa. [Ipenu ynorpeba npoyerere JIMCTOBKATA.

IlepopasiHo npuIIOKEHHE

6. CIIEHUAJIHO TPEAYHNPEXJIEHUE, UE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEY OT IIOIVIEJA U TOCETI'A HA JEITA

Jla ce cpxpaHsBa Ha MSACTO, HEJOCTHITHO 32 JCTa.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXJIEHUA,AKO E HEOBXOIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OAHOCT

T'onen mo:

‘ 9. CHHELHUAJIHU YCJIOBUSI HA CbXPAHEHUE

[a ce cpxpanssa mox 30°C.
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10. CHEIWAJIHU ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NJIN OTHHAABYHU MATEPHUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HUME 1M AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Glenmark Pharmaceuticals s.r.o.
Hvézdova 1716/2b, 140 78 Praha 4
Yemka PenyOnuka

12.  HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/09/592/001
EU/1/09/592/006

13. TAPTHUJAEH HOMEP

ITaptuma Ne

14. HAYMH HA OTITYCKAHE

.HCKapCTBCHI/IﬂT MMPOAYKT C€ OTITYCKa I10 JICKAPCKO MPCANNCaHUC.

‘ 15. YKA3AHMA 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAIJIOBA A3BYKA

Olazax Disperzi 5 mg TabneTku, TUCIIEPTUPAIIH CE B yCTaTa

‘ 17. YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKO/

JByn3mepeH 0apKoj ¢ BKIIOYCH YHUKAIECH HICHTU(DUKATOD

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

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

AJIYMUHUEBHU BJIMCTEPU

| 1. HUME HA JIEKAPCTBEHMA TPOAYKT

Olazax Disperzi 5 mg TabneTku, qucneprupay ce B ycrata
Onanzanux

| 2. NME HA IIPUTEXKATEJIS HA PASPEHIEHUETO 3A YIIOTPEBA

Glenmark Pharmaceuticals s.r.o.

| 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

TI'onen no:

| 4. IHAPTUJAEH HOMEP

ITaptuma Ne

|5.  JIPYIO
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JAHHHU, KOUTO TPABBA JIA CbADBPKA BTOPUYHATA OITAKOBKA
KAPTOHEHA KYTHUA

‘ 1. HUME HA JIEKAPCTBEHMA TPOAYKT

Olazax Disperzi 10 mg TaGneTkH, IMCTIEPrUpPaId ce B ycTaTa
Onan3anux

2. OBSABABAHE HA AKTUBHOTO/MTE BEINECTBO/A

Bcska tabnerka cpabpika 10 Mg oran3anuH.

3. CITMCBK HA IOMOIIHUTE BEIIECTBA

Coabpika acnapTaM. BiokTe aucToBkarta 3a JObJIHUTENIHA HHGOpMAaLS.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

28 TabneTKu, qUCTIePTUPAIIH CE B ycTaTa
56 TabneTKu, AUCTIEPTUPAIIHN CE B ycTaTa

5. HAYUH HA ITPUJIATAHE U ITBT/MIIA HA BBBEXK/IAHE

Tabnerkara TpsiOBa 1a ce pa3TBOPH B ycTara WK B HanuTKa. [Ipenu ynorpeba npoyerere IMCTOBKATA.

IlepopasiHo npuIIOKEHHE

6. CIHIEHUAJIHO ITPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSABA HA MACTO JAJIEY OT IIOIVIEJA U TOCETI'A HA JEITA

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

‘ 7. APYI'U CHEHUAJIHU NTPEAYHPEXIEHUS,AKO E HEOBXOANUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

‘ 9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ha ce cexpanssa mox 30°C.
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10. CHEIWAJIHU ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HUME 1M AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Glenmark Pharmaceuticals s.r.o.
Hvézdova 1716/2b, 140 78 Praha 4
Yemka PenyOnuka

12.  HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/09/592/003
EU/1/09/592/008

13. TAPTHUJAEH HOMEP

ITaptuma Ne

14. HAYMH HA OTITYCKAHE

.HCKapCTBCHI/IﬂT MMPOAYKT C€ OTITYCKa I10 JICKAPCKO MPCANNCaHUC.

‘ 15. YKA3AHMA 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAIJIOBA A3BYKA

Olazax Disperzi 10 mg taGieTku, AUCIIEPrHpPAIIN CE B ycTaTa

‘ 17. YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKO/

JByn3mepeH 0apKoj ¢ BKIIOYCH YHUKAIECH HICHTU(DUKATOD

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

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

AJIYMUHUEBHU BJIMCTEPU

| 1. HUME HA JIEKAPCTBEHMA TPOAYKT

Olazax Disperzi 10 mg taGneTkH, AMCTIEPrUpPAIIY ce B ycTaTa
Onanzanux

| 2. NME HA IIPUTEXKATEJIS HA PASPEHIEHUETO 3A YIIOTPEBA

Glenmark Pharmaceuticals s.r.o.

| 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

TI'onen no:

| 4. IHAPTUJAEH HOMEP

ITaptuma Ne

|5.  JIPYIO
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JAHHH, KOUTO TPABBA JIA ChbADBPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Olazax Disperzi 15 mg taGieTku, TUCTIEPrUpAId ce B ycTaTa
Onan3zanux

2. OBSABABAHE HA AKTUBHOTO/UMTE BEINECTBO/A

Bceska tabnerka cpabpka 15 Mg onaH3anuH.

3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

Coabpika acnapTaM. BinkTe arcToBKarta 3a JOMBJIHUTENHA HHQOpMAIIHS.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

28 TabJeTKH, TUCIIePTUpaIy CE B ycTaTa
56 Tabnetku, qucmeprupaiy ce B ycrata

5. HAYUH HA ITPUJIATAHE U ITBT/MIIA HA BBBEXK/IAHE

TabnerkaTa TpsaOBa a ce pa3TBOPH B yCTaTa MM B HanuTKa. [Ipenu ynotpeda npoyerere JMCTOBKATA.

IlepopanHo npuiioxeHue

6. CHELOUAJIHO NPEAYHPEXIEHUE, YE IEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CbXPAHSIBA HA MSACTO JAJIEY OT IIOIVIEJA U TOCEI'A HA JELIA

I[a CC CbXpaHsBa Ha MACTO, HECAOCTHITHO 3a ACHA.

‘ 7. JAPYI'U CHEHUAJIHU NIPEAYHPEXJIEHUA,AKO E HEOBXOIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA IT'OAHOCT

T'onen mo:

‘ 9. CHHELHUAJIHU YCJIOBUSI HA CbXPAHEHUE

[a ce cpxpanssa mox 30°C.
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10. CHEIWAJIHU ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HUME 1M AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Glenmark Pharmaceuticals s.r.o.
Hvézdova 1716/2b, 140 78 Praha 4
Yemka PenyOnuka

12.  HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/09/592/004
EU/1/09/592/009

13. TAPTHUJAEH HOMEP

ITaptuma Ne

14. HAYMH HA OTITYCKAHE

.HCKapCTBCHI/IﬂT MMPOAYKT C€ OTITYCKa I10 JICKAPCKO MPCANNCaHUC.

‘ 15. YKA3AHMA 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAIJIOBA A3BYKA

Olazax Disperzi 15 mg ta6eTku, AUCIIEpPrHpPAIId ce B ycTara

‘ 17. YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKO/

JByn3mepeH 0apKoj ¢ BKIIOYCH YHUKAIECH HICHTU(DUKATOD

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

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

AJIYMUHUEBHU BJIMCTEPU

| 1. HUME HA JIEKAPCTBEHMA TPOAYKT

Olazax Disperzi 15 mg TaGneTku, IMCTIEprUpaly ce B ycTaTa
Onanzanux

| 2. NME HA IIPUTEXKATEJIS HA PASPEHIEHUETO 3A YIIOTPEBA

Glenmark Pharmaceuticals s.r.o.

| 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

TI'onen no:

| 4. IHAPTUJAEH HOMEP

ITaptuma Ne

|5.  JIPYIO
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JAHHH, KOUTO TPABBA JIA ChbADBPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUs

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Olazax Disperzi 20 mg taGieTKH, TUCTIEPrUpAIIU Ce B ycTaTa
Onan3zanux

2. OBSABABAHE HA AKTUBHOTO/UTE BEINECTBO/A

Bcesxa tabnerka cpabprka 20 Mg onaH3amuH.

3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

Coabpika acnapTaM. BinkTe arcToBKaTa 3a JOMBIHUTENHA HH(OpMAIIHS.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

28 TabJeTKH, TUCIIePTUpaIy CE B ycTaTa
56 Tabnetku, qucmeprupaiy ce B ycrata

5. HAYUH HA ITPUJIATAHE U ITBT/MIIA HA BBBEXK/IAHE

TaOnerkaTa TpsaOBa a ce pa3TBOPH B yCTaTa MM B HanuTKa. [Ipenu ynotpeda npoyerere JTMCTOBKATA.

IlepopanHo npuiioxeHue

6. CHELOUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUSAT NPOAYKT TPSBBA
JA CE CbXPAHSIBA HA MSACTO JAJIEY OT IIOIVIEJA U TOCEI'A HA JELIA

I[a CC CbXpaHsBa Ha MACTO, HECAOCTHITHO 3a ACHA.

‘ 7. JAPYI'U CHEHUAJIHU NPEAYHPEXJIEHUA,AKO E HEOBXOINUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA IT'OAHOCT

T'onen mo:

‘ 9. CHHELHUAJIHU YCJIOBUSI HA CbXPAHEHUE

[a ce cpxpanssa mox 30°C.
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10. CHEIWAJIHU ITPEAITASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HUME 1M AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Glenmark Pharmaceuticals s.r.o.
Hvézdova 1716/2b, 140 78 Praha 4
Yemka PenyOnuka

12.  HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/09/592/005
EU/1/09/592/010

13. TAPTHUJAEH HOMEP

ITaptuma Ne

‘ 14. HAYMH HA OTITYCKAHE

.HCKapCTBCHI/IﬂT MMPOAYKT C€ OTITYCKa I10 JICKAPCKO MPCANNCaHUC.

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. HUH®OPMAIIMA HA BPAMJIOBA A3BBYKA

Olazax Disperzi 20 mg TaGieTkH, IMCTIEPrUpaliy ce B ycTara

‘ 17. YHUKAJIEH UIAEHTUO®UKATOP — JIBYU3MEPEH BAPKO/|

JBynsmepeH 0apKoj1 ¢ BKIIIOYCH YHUKAICH HICHTU(DUKATOD

‘ 18. YHUKAJIEH WIAEHTUO®UKATOP — JJIAHHHU 3A YETEHE OT XOPA

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

AJIYMUHUEBHU BJIMCTEPU

| 1. HUME HA JIEKAPCTBEHMA TPOAYKT

Olazax Disperzi 20 mg TaGneTkH, IUCTIEPrUpPAIHU Ce B ycTaTa
Onanzanux

| 2. NME HA IIPUTEXKATEJIS HA PASPEHIEHUETO 3A YIIOTPEBA

Glenmark Pharmaceuticals s.r.o.

| 3. JATA HA N3TUYAHE HA CPOKA HA TT'OJHOCT

TI'onen no:

| 4. TAPTHMJEH HOMEP

ITapTuma Ne

|5.  JIPYIO
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b. JUCTOBKA
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JlucroBka: uHopManus 3a NOTPedOUTEIA

Olazax Disperzi 5 mg Ta6aeTku, AMCIIEPrupaLIy ce B ycTaTa
Olazax Disperzi 10 mg Ta6JieTKH, TUCIEPrupaIiu ce B ycrara
Olazax Disperzi 15 mg Ta6/ieTKH, TUCIEPrUPaIH ce B ycTaTa
Olazax Disperzi 20 mg Ta6JieTKH, TUCHePrUPAIH ce B ycTaTa

Omnamzanun (Olanzapine)

IIpoyeTeTe BHUMATEIHO LAJIATA JUCTOBKA, MPEIH J1a 3aMI04YHeTe /1a MpUeMaTe TOBA JIEKaAPCTBO,
Thil KaTO TH ChAbPKA BaxHa 3a Bac ungopmanus.

3amasere Ta3u JUCTOBKA. MoJKe /1a ce HaJO0XH Ja sl IPOYETETE OTHOBO.

AKO UMaTe HSKaKBU JOIBIHUTEIHN BBIIPOCH, TONMUTaiTe Bamms nekap ninn gpapmanesT.
ToBa JIekapcTBO € NPeNrUCcaHo eIUHCTBEHO U TMYHO Ha Bac. He ro npeorcrrnBaiite Ha Apyru
xopa. To Moe ja UM HaBpeIu, HE3aBUCUMO, Y€ IPU3HALUTE Ha TSIXHOTO 3a00JIsIBaHe ca
cpuuTe Kato Bamure.

AKO mosryunTe HSIKaKBU HEXXEJaHU peakuy yBeaomere Bamus nexap wnu papmanent. ToBa
BKJIFOUBA M BCHUKH Bb3MOKHU HEKEIAHN PEAKIIMH, HEONIMCAHH B Ta3M JINCTOBKA. Brkre
TouKa 4.

Kakso CbAbpPiKa Ta3u JIMCTOBKA

SukrwdE

1.

Kaxkso npencrasmnsisa Olazax Disperzi u 3a kakBo ce U3Io0J3Ba
Kakso TpsibBa na 3naere, npenu na npuemere OlazaxDisperzi
Kak na npuemate Olazax Disperzi

BBb3M0KHM HEXETaHU pEeaKLUK

Kak nma cexpansiBate Olazax Disperzi

ChappKaHKe Ha OMAKOBKATA M JAOMBIHUTENHA HHPOPMALIHS

Kaxkso npeacraBiassa OLAZAX DISPERZIu 3a kakBo ce n3moJji3Ba

Olazax Disperzi coabpxa akTuBHOTO BetiecTBo onan3zanut. Olazax Disperzi npunamanexu KbM
rpyrnara JiekapcTBa, HapeueHH aHTUIICUXOTHIM U CE U3II0JI3BA 32 JICUCHUE Ha CICIHUTE 3a00IIsIBaHMS:

[uzohpenus - 3a00sBaHe ChC CUMIITOMHU KaTO YyBaHE, BIKIAHE UM yCEIaHe Ha
HECBIIECTBYBAIIM 00CKTH, HATYIHU MHUCJIH, HEOOMYaiiHa M0I03PUTETHOCT, 3aTBapsiHE B ceOe Cu.

XopaTa ¢ TOBa 3a00J19BaHE MOKE ChIIO a CC YYBCTBAT INIOATUCHATHU, TPCBOKHU WK HAIIPCTHATH.

YMepeHo TeXKH 10 TEKKH MAHUIHHU €MU30/I1 - ChbCTOSIHUS ChC CUMITTOMH Ha Bbh30y/1a HITH
eydopus.

Olazax diSperZi IMOKa3Ba, 4uC Mpcara3sBa NOBTOPHA IMOsABa Ha TE3U CUMIITOMU IIPU IMMALCHTH C
6I/IHOJ'I$[pHO pa3CTpOﬁCTBO, IIpu KOUTO MaHUHHUAT CIIM30/] CC MMOBJIMAH OT JICUCHHUEC C OJIaH3aIINH.

2.

Kakgo TpsnoBa 1a 3Haete, npeau aa npuemate OLAZAX DISPERZI

He npuemaiite Olazax

AKO cTe ajeprudHu (CBPbXIyBCTBUTEIHH) KbM OJIAH3AITMH UM KbM HAKOS OT OCTAHAIIUTE
CHhCTaBKHU Ha TOBA JICKApCTBO (M30pOCHHU B TOUKa 6) AJlepruiHaTa peakius MOxe Jia ce
pasno3Hae 1o HAIMYUETO Ha OOPUB, ChPOEK, OTOK Ha JIMIETO, OJyBaHE HA YCTHUTE WX
HEJIOCTHT Ha BB3IyX. AKO TOBa ce ciIy4u ¢ Bac, o0bppHETE ce kbM Bamms nekap.

Axo Hskora Bu e noctaBeHa quartHosa 3a npo0yieMH ¢ OYHUTE KaTo HallpuMep HAKOH BUIOBE
riaykoma (IIOBHILIEHO HaJSIraHe B OKOTO).
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IIpenynpesxaeHus M NpeInasHu MepKH
T'oBopere ¢ Bamms tekap win apMmaresT, npeau aa npuemere Olazax disperzi.

- He ce nmpenopwuBa ynorpedara na Olazax disperzi npu nanueHT! B cTapyecka Bb3pacT ¢
JICMEHIIUS, ThI KaTO MPH TSIX TOBA JISKAPCTBO MOXKE JIa UMa CEPHO3HU HEXKEIaHH JICKAPCTBEHH
PEaKIHH.

- JlekapcTBa OT TO3H THIT MOTAT J1a IPEIM3BUKAT HEOONYAHU BIDKEHUS MTPEANMHO B 00J1acTTa
Ha JIMIETO U e3uKa. AKO TOBa ce ciiy4u ciieq kato cre npuenu Olazax, kaxxere Ha Bamms nekap.

- MHoro paaxo, JekapcTBa OT TO3H THII MOTAT J1a IPEAN3BUKAT KOMOMHAINS OT TEMIIEPaTypa,
Y4ECTEeHO JMIIaHe, TIOTeHe, CKOBAHOCT Ha MYCKYJIMTE U CHHJIMBOCT WM Oe3chHUE. AKO TOBa ce
cily4d, He3a0aBHO moTbhpcere Baus iekap.

- HalGmomaBaHo e HajiaBaHe Ha TErJIo Mpu naueHT, kouto npuemar Olazax Disperzi. Bue u
Bammsar nekap TpsiOBa peoBHO Aa mpoBepsaBaTe TeriaoTto Bu. Mimaiite mpenBu HacOYBaHE
KbM JIEKap-TUETOJIOT HJIK MOMOII C TUIaH 32 TUeTa, aKo € He0OXO0IUMO.

- Ilpu maumentn, xouro npuemar Olazax Disperzi, ca HaGirojaBaHi BUCOKH HHBA Ha KPbBHA
3axap U Ha MacTU B KPBBTA (TPUTIHLEPUIN U XOJIeCTepol). Bammsar nekap TpsOBa 1a npaBu
KPBBHH M3CIIEIBaHUS, 32 Jla IPOBEpsBa KPbBHATA 3aXap M HUBATa Ha HSAKOM MAacTH, TIPEIH Ja
3anounere npuema Ha Olazax Disperzi u peoBHO 1Mo BpeMe Ha JIeYCHHETO.

- VBepomere nekaps, ako Bue uinu Hsikol BB Baiieto ceMeicTBO HAKOTra CTe UMaJld KPbBHU
CHCHUPEIH, ThI KaTo JIEKapCTBa KaTo TOBA C€ CBBP3BAT C 00pa3yBaHETO HA KPBBHH ChCHPELIH.

AKo cTpajare OT HAKOE OT H30pPOCHUTE 110-10ITy 3a00IsBaHus, yBeoMeTe Bammst nexap Bb3MOKHO
Ha-0bp30:

WucynT unu “MUHNA” HHCYAT (BpPEMEHHHU NPU3HALN HA HHCYIIT)
Bbonect na ITapkuncoH

[Mpobnemu c mpocraTara

YpeBHa HEMPOXOJUMOCT (TapaTUTHYCH HIICYC)

YeproapoOHO uin Ob0pevHo 3a00siBaHe

3a0oJsiBaHUs HA KPBBTA

Cwpaeuno 3aboisiBaHe

Junaber

I'spuoBe

AKo cTpajare oT AeMeHIus, Bue uin 4oBekbT, KONTO ce rpwxu 3a Bac/Bam pognnna TpsoBa na
nHpopMupa Bammms nekap, ako HIKOTa CT€ UMalld HHCYIIT WK “MUHHA~ WHCYJIT.

Kato pyTunHa npesmasHa Msipka, ako cTe Ha Bb3pacT HaJl 65 T., BameTo kpbBHO HaJsiraHe TpsIOBa Ja
ce HabmoaaBa ot Bamms nexap.

Jeua v roHOIIM
Olazax Disperzi ve e nmpeaHasHavueH 3a MalMeHTy Mo/ 18-romuIHa BB3pacT.

Hpyru jJexapersa u Olazax disperzi

IIpuemaiite npyru ekapcTBa 1Mo Bpeme Ha jgeuenneTo ¢ Olazax Disperzi, camo ako Bammsat nekap Bu
€ Ka3aJl, ue ToBa € Bb3MOKHO. Bue Moxe /1a mouyBCcTBaTe CHHIMBOCT, ako npuemare Olazax Disperzi B
KOMOWHAIIMS C aHTUICTIPECAHTH HITU JISKApCTBA 32 JICUSHUE Ha TPEBOXKHOCT HJIM TaKHUBa
MOJITOMAraiy ChbHS (TPaHKBUIN3ATOPH).

Wudopmupaiite Bammst ekap, ako nmpuemaTe, HACKOPO CTe PHEMalIi WM € Bb3MOXKHO JIa TIpHeMare
JIPYTH JIeKapCTBa.

[To-criernanao yBenomete Bamus jiekap, ako mpuemMare:

e JiekapcTBa 3a OosecTTa Ha [lapKkuHCOH.

e KapOaMasenuH (IPOTHBOECIHMIIENITHYHO U CTAOMIM3HUPAII0 HACTPOEHHUETO JIEKAPCTBO),
¢byBokcaMuH (aHTHICIIPECAHT), HIIK HUIPodIIoKcalvH (aHTUOMOTHK), Thil KATO TOBA MOXeE J1a
HAITOKH MpoMsiHa Ha Barmrara mo3za Olazax disperzi.
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Olazax disperzi u aakoxoa
He nmiiTe ankoxoir, mo BpeMe Ha jeuenneTo cse Olazax Disperzi, Thii KaTo eqHOBPEMEHHO € alIKOXOJI
MOJKe J]a JOBeZIE A0 MOsBaTa Ha ChbHIMBOCT.

bpemeHHoOCT U KbpMeHe

AKo cTe OpeMeHHA WTH KbPMHTE, CMATATE, Y€ MOXKE J1a CTE OpeMeHHa WM IJIaHupaTe OpeMEeHHOCT,
MOCHBETBalTE ce ¢ Baus iekap npeau ynorpebdaTa Ha ToBa JiekapcTBo. Bue He TpsaOBa na npuemare
TOBA JICKapPCTBO, aKO CTe OpeMeHHa, OCBEH aKo He CTe To oOChamIn ¢ Bamms ekap. Bue He TpsOBa na
npueMaTe ToBa JIEKapCTBO, B CIydail Ha KbPMEHE, Thil KaTo Maiko konndectBo oT Olazax Disperzi
MOJKe J1a IPEMHUHE B KbpMaTa.

CregHUTE CUMIITOMH MOTAT J1a Ce TOSIBAT TP HOBOPOJICHH, YMHTO MAIKH ca yroTpedsBanu

Olazax Disperzi npe3 nocieanusi TpuMecThp (MOCICAHUTE TPH Mecella OT OPEMEHHOCTTA): TperepeHe,
CKOBAHOCT W/WJIM CJIa00CT Ha MYCKYJIUTE, ChHIMBOCT, Bb30y/1a, TPOOJIEMH C IUIIAHETO U 3aTPYAHCHUS
B XpaHeHeTo. Ako nipu Bameto 6e6e ce mposiBU HSIKOW OT Te3W CHMIITTOMHE ITOTHPCETE CBOS JIEKap.

Ilopupane u padoTa ¢ MAIIUHU
Mma onacHOCT OT MmosiBaTa Ha ChbHJIMBOCT 110 BpeMe Ha npuema Ha Olazax Disperzi. Ako ToBa ce ciaydn
He modupaiTe u He paboTeTe ¢ HUKaKBa anapaTypa Wi MallliHA. Y Begomere Bammms nekap.

Olazax chabp:ka acnapram, H3TOYHHK HA (peHUIAIAHUH.
Moske 11a e BpesieH 3a Xopa ¢ (PeHUKETYHOPHSL.

3. Kak na npuemare Olazax Disperzi

Bunaru npuemaiite TOBa JIEKapcTBO TOYHO KakTo Bu e ka3an Bammsr jgekap. Ako He cTe CUTYpHU B
Hello, nonuraiTe Bamms nexap umu gpapmarenT.

Bammusit niexap me Bu kaxe xosko tadietku Olazax Disperzi na mpuemate U KOJIKO ABJITO 1a T
npuemare. /lneBHara no3a Ha Olazax Disperzi e mexy 5 mg u 20 mg. Koncynrupaiite ce ¢ Barmust
JeKap, ako CUMIITOMU Bu ce Bb300HOBSIT, HO He criupaiite nprema Ha Olazax Disperzi, nokato
Bamusr siekap He Bu nocbBeTBa /1a ro HanpaBHTe.

Bue TpsioBa na npuemare Olazax Disperzi Beanbk THEBHO, CIeBAWKH MPEMOPbKUTE HA Bamms
nekap. OnuTBaiite ce 1a B3eMaTe TaOJIETKUTE 10 €IHO U CHINO BpeMe, Bceku JeH. [IpueMbT Ha
TabJETKUTE HE 3aBUCH OT TpreMa Ha xpana. Olazax Disperzi tabnetku ce nmpuemar npe3 ycrara. Bue
TpsibBa ja rreTHETE TabaeTkute Olazax disperzi menu ¢ Boaa.

AKo cTe mpueJu MoBeve oT Heooxonqumara no3a Olazax Disperzi

Ipu manueHTUTe, MPUEIH MoBeYe OT HeoOxoanMoTo KostmdecTBo Olazax Disperzi ce nabmogaBat
CIICTHATE CUMITTOMH: y4EeCTEHa Chp/ICUHa ISHHOCT, Bh30Y/1a/arpeCUBHOCT, MIPOOJIEMH C TOBOPA,
HeoOHYaiHU BIKEHUS (0OCOOCHO Ha JIMLIETO WIIH €3HMKa) M Pa3JInyHa CTEIICH Ha HAPYILICHUE Ha
Ch3HAHHUETO. J[pyrd CHMIITOMH MOXe Jia ObJIaT: BHE3amHa 00 bPKAHOCT, MPUTTAIBK (SITHIIETICHS ), KOMa,
KOMOMHAIIMS OT TPECKA, YUYECTCHO HIIAaHe, H3OTABAHE, MyCKYJIHA CKOBAHOCT U 3aMasHOCT I
CHHITMBOCT, 3a0aBsiHE Ha ChP/ICUHATA YECTOTA, ACITUPALLHS, TOBHIICHO WIIH MOHIKEHO KPHBHO
HaJITaHe, HapYIICH Chp/ICUeH pUTHhM. Bemrara morbpcere Batust iekap WM HanpaBo OTHIETE B Hai-
0J1M3K0TO OOJIHUYHO 3aBEIEHKE, AKO MMATE HIKOM OT TOPHUTE CUMIITOMH. [ToKaxkeTe Ha JieKaps
omakoBKara Ha Barute TabneTku.

Axo cre nponycHaau 1a npuemere Olazax Disperzi
B3emere TabnerkuTe BegHara mom ce ceture. He npuemaiite aBe 1034 B €MH JICH.

Ako cte cnpeau npuema na Olazax Disperzi

He cnipaiiTe ieueHHETO ¢ TaOJIETKUTE CaMO 3alll0TO CTE CE MOYYBCTBAIN O-100pe. BaxHo ¢ na
npoawkute na npueMate Olazax Disperzi TonkoBa 1biaro, KOikoTo Bu e npenopbuan Barmst
JeKap.
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Axo BHe3amHo crpete aa npuemare Olazax Disperzi, moxke na ce HabM0maBaT MpU3HAIM KaTo
HarpuMep U3IMOTABAHE, HECIOCOOHOCT Ja Ce CITH, TPEMOP, TPEBOYKHOCT MJIH TaJIeHE U MOBPBIIAHE.
Bammst jiexap Moske 1a Bu mpeaioxku 1a HamaiuTe J103ata MoCTENeHHO, PE/H Ja CIIPeTe
JIEYEHHETO.

AKO UMate HIKaKBH JIOMBIHUTEITHA BBIIPOCH, CBBP3aHU C YIIOTpeOaTa Ha TOBa JIEKaPCTBO, MOJISI
nonuTaiTe Bamms mekap winm GapmanesT.
4. B13MOKHM He:KeJIaHU peakiun

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a NPECAMN3BHUKA HEIKCIAaHU PCAaKIIUH, BBIIPECKU Y€ HC
BCCKH I' TOJTy4aBa.

HezabaBHo kaxxeTte Ha Bamms nexap, ako nMare:

o HeoOnyaitHu IBIDKeHUS (YecT HexeraH eheKkT, KOWTo Moke aa 3acertne o 1 Ha 10 yoBeka)
IJIaBHO Ha JIMLETO UM €3UKa,;
. KPBHBHU CHCUPEIN BHB BEHHUTE (HeUeCT HekenaH epeKT, KoiTo Moxe na 3acerHe no 1 Ha 100

4OBeKa), 0COOCHO B Kpakara (MpU3HAINTE BKIIOYBAT OTOK, OOJIKA M 3aUepBsIBaHE HA KpaKa),
KOHTO MOJKE J]a C€ MPUIBIIKAT MO KPHBOHOCHUTE CHIOBE /10 OeHs Apo0, MpUINHIBAHKN OOIKa
B 00JIaCTTa Ha TPAHUS KOII U 3aTPYAHEHO JUIIaHEe. AKO 3a0€Ne)KUTE HAKOW OT Te3H MPU3HAIIH,
MOTHpPCETE METUIIMHCKU ChBET He3a0aBHO

o KOMOMHAIMS OT TEMIEpPaTypa, yIeCTeHO THIIaHe, U3MOTIABAHEe, MyCKYJHAa CKOBAaHOCT H
JPEMITMBOCT MJIM CHHIIMBOCT (YECTOTAaTa Ha TO3W HEXENaH e(eKT He MOXKe J1a Obje OIlCHeHa OT
HaJIMYHUTE JaHHU)

MHoro 4ectu HEXKEIIaHH peaKkuun (MO)KG Ja 3ac€rHaTr IIOBEYEC OT 1 ma 10 I'IOBCKa) BKJITOYBAT.
HagAaBaHC Ha TCIJIO, CbHJIIMBOCT W NOBUIICHHA B HHMBATA Ha IPOJIAKTHUH B KPbBTA. B nagamoro Ha
JICYCHUECTO HAKOM XOpa Morar Jia no4yBCTBAT 3aMassHOCT WUJIN cmabocT (C'I)C 3a0aBsiHE HA cbpacUHaTa
I'IQCTOTa), 0co0eHo Ipyu MU3MIpaBgHE OT JICTHAJIO WKW CCAHAJIO IIOJIOKCHUC. ToBa OOHMKHOBEHO
npeMruHaBa OT camoce0e CH, HO aKO TOBa HC CTaHEC, YBCAOMCTC Bamms JICKap.

YecTr HEXXETaHU peakimu (Moske 1a 3acernate 0 1 Ha 10 yoBeka) BKIIIOYBAT: MPOMEHHU B HUBATa Ha
HSIKOU KPBBHU KJIETKH, MACTH B KPBBOOOPAIIIEHHETO U B HAYAIOTO HA JIEYEHUETO BPEMEHHO
MOBHIIIEHUE HAa YePHOIPOOHUTE €H3UMH; ITOBUIIICHUS B HUBAaTa Ha 3aXapTa B KPHBTA U YPUHATA,
MOBUILICHUS B HUBATa HAa MMKOYHATA KUCEJIMHA U KpeaTuH(OC(HOKHHA3aTa B KPBBTA; 3aCHIICHO
YyBCTBO Ha IJIa]]; 3aMastHOCT; OE3IMOKONCTBO; TPEMOp; HEOOUYaiHN IBHKCHUS (JIUCKUHE3NH); 3aIlekK;
CyXoOTa B ycTaTa; oOpuB; 3ary0a Ha CHIIa;[TPeKOMEpHa yMOPSIEMOCT; 3aIbpKaHe Ha BOJIa, BOJIEIIO 110
OTHYAHE Ha PBIIETE, TJIE3CHUTE WM Ha CThIIajaTa; BUCOKA TeMIlepaTypa; OOJIKH B CTaBUTE; U
CeKcyaliHu TUCHYHKIMH, KATO HAMAJICHO JTUOMIO MTPH MBXKE U JKCHHU MIIM €PEKTUIIHA AUCHYHKIIUSA TIpU
MBXKE.

Heuectu Hexxenanu peakuun (Mosxe 1a 3acernate g0 1 Ha 100 yoBeka) BKIIOYBAT
CBPBXUYBCTBUTEIHOCT (Hamp., [I0JlyBaHEe HA YCTaTa U I'bPJIOTO, ChPOEK, 0OpHB); AMadET MU
BJIOIIAaBaHE Ha JTualeTa, OHIKOra CBbP3aHO C KEeTOalu103a (KETOHU B KPbBTA M ypPUHATA) WIIK KOMA,;
rbpPUOBE, OOMKHOBEHO CBBP3aHU C I'BPUOBE B MHHAIOTO (EIMHIIETICHS); MyCKYIIHA CKOBAHOCT HIIH
crasMH (BKJIIOYUTEIHO JBIKEHHS HA OUMTE); CHHAPOM Ha HECIIOKOWHUTE Kpaka; Mpo0IeMu ¢ TOBOpa;
3aeKBaHe; 0aBeH ChpPACUEH IIyJIC; YyBCTBUTEIHOCT KbM CI'IbHUEBA CBETIMHA; KbPBEHE OT HOCA;
HOyBaHE Ha KOPEMa; TIOBHIIEHO CIFOHOOT/EIHE; 3ary0a Ha MaMeT Wi 3a0paBsHe; He3a bpKaHe Ha
YpHHA;3aTpyAHEHHE TP YPUHHUPAHE; KOCOIIA; JINIICA NI HaMaJIeHHe Ha MEHCTPYaJIHUTE IUKIA U
NPOMEHH B I'bPAUTE MIPU MBXKE U JKE€HH, KaTO MaTOJIOTMYHA IPOIYKINS Ha KbPMa MM NaTOJIOTHYHO
HapacTBaHe.

Pe,Z[KI/I HCXKCJIaHU PCaKIUU (MO)KG Ja 3aC€raart a0 1mal000 LIOBGKa) BKJIIOYBAT IIOHM>KAaBaHC Ha
HOpMaJIHaTa TCJIICCHA TEMIICpaTypa, HAPYIICHUA Ha ChbpACYHMA PUTHM,BHE3AIIHA HEOOSCHUMA

CMBPT;HATMYKE Ha KPBBHU ChCUPEIH, KaTO HAIIpUMeEp JTBJIOOKa BEeHO3HA TpoMO03a B 001acTTa Ha
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KpakaTa WM KPbBHU ChbCHPEIH B Oens Apo0;Bh3NajcHNEe Ha 3aICTOMAIITHATA KJIe3a, IIPUIHHSBAIIO
CHITHA KOpeMHa 00JIKa, TeMIIEpaTypa U Hepa3IoJIoKeHHE, YepHOAPOOHO 3a00IsIBaHe, MPOSIBSABAIIIO CE
KaTo MOXKBJITSIBAHE HA KOXKaTa M Ha OsJlaTa 4acT Ha OYMTE; MYCKYJIHO 3a00JIsIBaHe, IPOSBSBAIIO CE
KaTo HeOOSICHUMU OOJIKM U CTPaIaHus,

MIPOIBIDKUTETHA M/HITA OOJIE3HEHA ePEKITHS.

MHOro peikuTe HEeXKEIaHH PEAKIMH BKIFOYBAT TEKKU aJIEPTUYHU PEAKIMU, HAPUMEP JICKapCTBCHA
peaknwus ¢ eosnHOGmHA U cucteMan cuMmntoMu (DRESS). DRESS ce nmposBsiBa mspBOHAYAIHO KaTO
TPUIOIIOAO0HN CUMIITOMH C JIMIICB OOPHB, TIOCIEABAH OT pa3pacTBaHe Ha 00pHBa, BUCOKA
TEeMIIepaTypa, MoAyBaHe Ha JIUM(HUTE BH3JIH, TIOBUIIICHH HUBA HA YCPHOIPOOHHUTE CH3UMH,
YCTaHOBEHH NPHU KPHBHU TECTOBE, U TIOBHIIIABAHE HA OPOsI HA ONPENICIICH BUJ] OCIM KPhBHU KJICTKH
(eo3uHOGMITHS).

JloxaTo npuemat oylaH3aIlnH, NallMEHTUTE B HallpeAHala Bb3pacT ¢ AEMEHLUA, MOraT Aa MoJy4yaT
WHCYJT, THEBMOHUS, HE3aAbPKaHE HA YpUHATA, aJlaHusl, CUIIHA YMOPSIEMOCT, 3pUTEITHA
XaJIIOLMHALMY, IOKaYBaHE Ha TEMIIEpaTypara, 3a4epBsiBaHe Ha KO)KaTa U 1a UMaT MPoOJIeMH C
noxojkara. B tasu cnienuduyna rpymna napeHTH uMa ChOOIIEHHS U 3a HIKOJIKO cirydas ¢ daTajcH
U3XO[.

HpI/I MaIMeHTH ¢ 00JIeCTTa HA HapKI/IHCOH, Olazax Disperzi MOKE J1a TOBEJE J10 BJIOIIIABAHE HA
CHUMIITOMMTE.

Cho0maBaHe Ha HesKeJAHH PeaKINu

AKO NOJTyuHTe HAKAKBU HEXKEIIAHU JICKAPCTBEHH PeaKiny, yBegoMeTe Baiust exap win apMaiesT.
ToBa BKITFOUBA BCHYKU Bb3MOXKHU HEOIMCAHH B Ta3M JIMCTOBKA HEXEIIAHU peakiuu. MoxkeTe ChIio Ja
ChOOIINTE HEKEIAaHH PEaKIMU JUPEKTHO Ype3 HalMOHAJIHATA CHCTEMa 33 ChOOIIaBaHe, TIOCOYCHA B
Ipunoxenue V. Kato cho0imasarte HexxellaHN peakIny, MOXKETe J1a JaJieTe CBOsI IPHHOC 32
T0JIy4aBaHe Ha IoBe4Ye MH(OPMAIHs OTHOCHO 0€30IIaCHOCTTA Ha TOBA JICKAPCTBO.

5. Kak na coxpansiane Olazx Disperzi

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

He uznon3Baiite TOBa JIEKapCTBO CJIE] CPOKa Ha TOJHOCT OTOENA3aH BhPXY KapTOHEHATa OITaKOBKA U
ommcrepa cien ,,l'onen 10:”. CpoKbT Ha TOJHOCT OTrOBapsi Ha OCJIEIHUS IEH OT TIOCOYEHHUS MECEII.

Coxpanssaiite mox 30°C.

He u3xBbpisiiTe gekapcTBaTa B KaHAIM3aLMATA WIM B KOHTEMHEPA 3a JOMAITHU OTHaAbIH.
Ilonmraiite Bamms dhapmaneBT Kak Ja H3XbPIATE JIEKapcTBaTa, KOWUTO Beue He ninonssare. Te3u
MEpKH 1II€ CHOMOTHAT 3a Olla3BaHE Ha OKOJHAaTa Cpeaa.

6. Cbabp:kaHue HA ONIAKOBKATA M I0MbJHUTEIHA UHopMauus

Kakso cbabpaxa Olazax Disperzi

- AKTHBHOTO BEIIECTBO € OJIaH3aIINH.

- Bcsxka tabnerka Olazax Disperzi ceabpxka 5 mg, 10 mg, 15 mg winu 20 mg onan3anuH.

- Hpyrute cheraBku ca: maauton (E 421), Mukpokpucranna memyino3a, acnapram (E951),
KpPOCTIOBUIOH, MarHe3UeB cTeapar.

Kaxk m3raexxaa Olazax Disperzi u kakBo chIbp:ka OMaKkoBKaTa

Olazax Disperzi 5 mg ce nocrass noj popmata Ha:
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BJITH, KPBIIIH, IIIOCKU TaOJETKH, JUCTIEPTUPAIIH CE B yCTaTa ChC CKOCEHH PHOOBE U BIIIBOHATO
penedHO o3HaveHne ,,B” OT emHaTa cTpaHa.

Olazax Disperzi 10 mg ce mocrass mox ¢opmara Ha:

KBIJITH, KPBIJIH, IUIOCKHA TabJIETKH, IUCIIEPTUPAIIH CE B yCTaTa ChC CKOCEHH PHOOBE, C BITHOHATO
penedHo o3Hayenue “OL” ot efHaTa cTpaHa u BJUTLOHATO peneHO o3HadYeHue ,,D” oT npyrara
CTpaHa.

Olazax Disperzi 15 mg ce nocrass nmox gopmara Ha:

KBITH, KPBIIIH, TNIOCKU TaOJIETKH, JUCIIEPIHPAIH CE B yCTaTa ChC CKOCEHU PHOOBE, ¢ BAIBOHATO
penedno o3HaueHue “OL” oT eqHara cTpaHa v BIIIBOHATO penieHO o3HaueHue ,,E” oT npyrarta
CTpaHa.

Olazax Disperzi 20 mg ce nocrass mox gopmara Ha:

XBIITH, KPBIJIU, INIOCKH TaOJIETKH, JUCIIEPIUPAILH CE B YCTAaTa ChC CKOCEHH PHOOBE, ¢ BIITHOHATO
penedno ozHauenue “OL” oT eqHaTa cTpaHa u BAIBOHATO peneHO O3HaueHue ,,F” oT apyrara
CTpaHa.

Olazax Disperzi 5 mg, 10 mg, 15 mg, 20 mg ca onakoBaHu B OJIMCTEPH OT ATyMHHUEBO (oIno, mo 28
& 56 TabieTku, AUCTIEprUpaIIy Ce B ycTaTa B KAPTOHEHA KYTHSL.

IIpuTe:kaTes Ha pa3pelIeHHETO 32 yNoTpeda
Glenmark Pharmaceuticals s.r.o.

Hvézdova 1716/2b, 140 78 Praha 4

UYemka PenyOmnmka

IIpousBoaguren

Glenmark Pharmaceuticals s.r.o.

Hvézdova 1716/2b, 140 78 Praha 4

Yemka Peny6nmka

JlaTa Ha MOCJIeHO Mpepasriexaane Ha jucToBkara { mecelr /rrrr}.

IMoxpoOHa nH(popMalus 3a TOBA JICKAPCTBO € Ipe0CTaBeHa Ha yeb calita Ha EBponeiickaTa areHus
1o JiekapcTBata http://www.ema.europa.eu/.
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HPUJIOKEHHUE IV

HAYYHU 3AKIIOYEHUSA 1 OCHOBAHMUS 3A ITPOMSIHA HA YCJIOBUSITA
HA PASPEHIEHUETO(ATA) 3A YIIOTPEBA
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Hayqlm 3aK/II0OYCHUA

IIpenBun onenpunus nokian Ha PRAC otnocuo I[TA/Ib 3a onan3anuH, HAyYHUTE 3aKITIOUEHUS Ha
CHMP ca, xakTo cie/Ba:

Crnen mperiena Ha JOKIAAWTE 3a ciydan B 0a3ara manHu Sentinel Ha BemmkoOpuranus, 6azata 1aHHU
EudraVigilance u nmutepatypara, Ha 14 deBpyapu 2019 1. € ycTaHOBEH CUTHAN 32 XUTICPCATUBALIUS
TIpH MTPUEM Ha OJIaH3AIMH OT PEryJaTOPHATA arcHIUs 110 JISKAPCTBATA U 3[PAaBHUTE MTPOYKTH
(Medicines and Healthcare products Regulatory Agency, MHRA) u e Banmuaupan ot PRAC.

B13 ocHOBa Ha aHanu3a Ha curHana, npeacrtaBeH ot [IPY, BKIIOUMTEIHO MEXaHUCTHYHA
MPaBIONOA00HOCT, OpOi CiTydal Ha MIPEKbCBaHe/ TOTHOBSIBAHE HA JICYCHUETO W CHITHA BPeMeBa
BpBb3Kka, PRAC ce chIiiacsiBa, ue XUIIepcaauBaliys Moxke Ja ObJie CBbp3aHa C MPUEM Ha OJIaH3aIliH U

HCXKCJIaHaTa peaKlus ,,XI/IHepCElJ'II/IBaHI/IH“ Tpﬂ6Ba Ja Cce I[O6aBI/I KbM MPOAYKTOBATA I/IH(bOpMaHI/Iﬂ.

CHMP ce cwriacssa ¢ Hayunure 3akinoueHus Ha PRAC.

OcHoBaHus 32 MPOMSIHATA HA YCJIOBHATA HA pa3pelieHNeTo(siTa) 3a ynorpedoa
B®3 ocHOBa Ha Hay4HHUTE 3aktoueHus 3a onanzanud CHMP cuuTta, 4e chOTHOIIEHUETO MOJI3a/pHCK 32
NeKapcTBeHUs(UTe) MPOAYKT(H), ChabpIKAII(¥) OJTAaH3AINH, € HEIPOMEHEHO C TIPENIOKEHUTE IIPOMEHHN

B IPOJYKTOBaTa HH(OpMALHs.

CHMP npenoppuBa mpoMsiHA HA YCIOBHUATA HAa pa3pelIieHueTo(sTa) 3a ynoTpeoa.
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