ITPHUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

ZYPREXA 2,5 mg o6BuTH TabIeTKH
ZYPREXA 5 mg o6BuTH TabaeTkn

ZYPREXA 7,5 mg oOBUTH TaOIETKH
ZYPREXA 10 mg oO6BuTH TaOJIETKH
ZYPREXA 15 mg o0BUTH TaONETKH
ZYPREXA 20 mg o6BuTH TabJIETKH

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

ZYPREXA 2.5 mg 00BUTH TaOJIETKH

Bcesika o0BuTa TabieTKa Chabpika 2,5 mg onan3anuH (olanzapine).
IToMOIITHO BEIeCcTBO ¢ M3BECTHO JICHCTBHE: Besika 00BHTa TabjeTKa chabpka 102 mg nakTo3a
MOHOXH/IPAT.

ZYPREXA 5 mg 06BuTH TaOIETKH

Bcesika o0BuTa TabneTka Chabpxka 5 mg onanzanuH (olanzapine).
IToMOTITHO BEIIECTBO ¢ M3BECTHO JIEHCTBUE: BCSIKA OOBHTA TabJIeTKa Chabpka 156 mg makTo3a
MOHOXH/IPAT.

ZYPREXA 7.5 mg 06BUTH TaOJIETKH

Bceska o0BuTa Tabnerka ceabpka 7,5 mg onanzanud (olanzapine).
[loMoIIHO BEIIeCTBO ¢ U3BECTHO JCHCTBHUE: BCsKa OOBHUTA Ta0JIeTKa ChAbpKa 234 mg nakTo3a
MOHOXUJIpAT.

ZYPREXA 10 mg 06BUTH Ta0IETKH

Bcska o6BuTa TabneTka crabpika 10 mg onmanzanuH (olanzapine).
[loMoIIHO BEIIeCTBO ¢ U3BECTHO JACHCTBHUE: BCsKa 00BHUTA TadseTKa chabpka 312 mg nakTo3a
MOHOXUJIpAT.

ZYPREXA 15 mg 06BuTH Ta0neTKH

Bcsika o6BuTa TabnmeTka chabpika 15 mg onmanzanuH (olanzapine).
[loMomIHO BEIIeCTBO ¢ U3BECTHO JACHCTBHUE: BCsKa OOBHUTA Ta0JIeTKa ChaAbpka 178 mg nakTo3a
MOHOXH[pAT.

ZYPREXA 20 mg 00BATH Ta0IETKH

Bcska o6BuTa TabneTka chabpika 20 mg onanzanuH (olanzapine).
IToMOTITHO BEMIECTBO ¢ M3BECTHO JIEHCTBUE: BCSIKA OOBHUTA TabJIeTKa ChIbpika 238 mg J1akTo3a
MOHOXH/IPAT.

3a IBJIHUA CIIMCHK HA ITOMOIIHUTE BEIECTBA BHOKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

OO0BuTa TabIETKA



ZYPREXA 2.5 mg o6BuTH TabIETKH
Kpwrim, 6enmm, 06BuTH TabneTkH ¢ Haamuce “ZYP” u mudpos uaeHTH(OHUKAITMOHEH KO “2.5”.

ZYPREXA 5 mg 0o6BuTH TabaeTKU
Kpbrnu, 6emun, 06ButH Tabnetku ¢ Haanuc “ZYP” u undpos uneHTHUKATHMOHEH KO “5”.

ZYPREXA 7.5 mg 00BUTH TaOJIETKU
Kpwrim, 6enmm, 06BuTH TabneTku ¢ Haamuce “ZYP” u mudpos naeHTHOHUKAITMOHEH KO “7.5”.

ZYPREXA 10 mg 06BUTHU TabJIETKH
Kpbrnu, 6enu, 06ButH Tabnetku ¢ Haanuc “ZYP” u undpos uaeHTudukanuonex xkog “10”.

ZYPREXA 15 mg 06BuTH TabIeTKH
EnurncoBumnu, cuHU, 0OBUTH Ta0JIETKH C penedHo o3HayeHue “ZYP” u mudpoB uaeHTHPUKAIIIOHEH
xox “15”.

ZYPREXA 20 mg 06BUTH TabIETKH
EnuncoBuanu, po30BH, 00BUTH TaOJIETKH ¢ penaedHo o3HaueHue “ZYP” u uudpos
unaeHTUGUKaoHeH ko “20”.

4. KJIMHUYHU JAHHHA

4.1 TepaneBTHYHHU MOKA3ZAHUS

Bn3pacTHu
OnaH3anuH e oKa3aH 3a JeUeHUe Ha MHU30()PCHHUSL.

OiaH3anuH ¢ e(l)eKTI/IBeH 3a NOAABPIKAHC HAa KIMHUYIHOTO HOI[06peHI/IC 10 BpEMC Ha MMPOABJLKUTCIIHO
JICUCHUC ITPU MAUCHTH, IMTOKA3aJIM HAYAJICH TCPAIICBTUYCH OTI'OBOP.

OnaH3alliH € IMOKa3aH 3a JICUCHUE Ha YMEPEHU 0 TCKKHU MaHUWHU ETTM30/I1.

OraH3anuH € 1oKas3aH 3a MpouiIakTHKa Ha PEHUIMBY Ha MAHUEH CMU30/1 IPH MAIlMEeHTH C
OUITOIapHHU Pa3CTPONCTBA, IIPU KOUTO 10 BPEME Ha MAHUEH €301 ¢ OWJI MOCTUTHAT KIMHHYCH
OTTOBOP C OJIaH3amuH (BX. Touka 5.1).

4.2 I[osnpomca U HAYUMH HA NMPUJTOKEHUEC

Bn3pacTHu
uzodppenns: [Ipenoprypanara HayanHa 703a ojaH3anud ¢ 10 mg/aHeBHO.

Mamnwuitau enu3onn: Hauannarta no3a e 15 mg kaTo eJMHUYHA THEBHA /103 TP MOHOTEPAITHS WK
10 mg mHEeBHO IpH KOMOWHUpPAHO JeueHune (BXK. Touka 5.1.)

[Ipodunaktika Ha pequaIuB Ha OUTIOJISIPHO pascTpoiicTBo: [lpenopruBanaTa HadyaHa 103a €

10 mg/nueBHo. [Ipu nanmeHTH, KOUTO ca MOTy4aBaIX OJaH3aIlUH 3a JISUeHHEe HA MaHUIHN eMU30/1H,
3a Mpearna3BaHe 0T MOBTOPHATA MM IOsIBa C€ MPEMOPhUBa MPOABDKaBaHE HAa TEPAIUATA ChC ChIAaTa
no3a. [Ipu nmosiBaTa Ha HOBM €NM30/IM HA MaHUs, CMECEHH €NU301 WIH €MU30/11 Ha JIepecus,
JICYCHUETO C OJIAH3AIMH TPsAOBa A2 MPOIBIDKU (C ONTUMU3KPAHE Ha 103aTa, aKO € He00X0AUMO), ©
JOITBTHUTEIHO JIEYeHNE Ha CHMIITOMUTE Ha HAapyIIEHHWE Ha HACTPOCHHUETO, aKO € KIMHUYHO MOKAa3aHo.

Io BpeMe Ha J1e4eHNETO HA N30 PEHHs, MAHUIHN €NHU301 U IIPU NPOPUIAKTHKA HA PELUANBU HA
OMITONSIPHO Pa3CTPOICTBO, AHEBHATA 1032 MOXKE /1a ObJle KOpUTHpaHa MOCTENIEHHO Ha 0a3ara Ha
WHIMBUIYaTHOTO KIIMHUYHO ChCTOSIHUE, B paMKkuTe Ha 5-20 mg/nueBHo. [loBuinaBane Ha jo3aTa 10
HUBA HaJl IpenopbUBaHaTa HayaJIHa J03a CE MPENOPbYBA, CaAMO CJE ChOTBETHA KIIMHNYHA MPEOLICHKA
1 TpsI0Ba Aa cTaBa HaW-00IIO Npe3 UHTEPBAIM He MO-MaJIKK OT 24 yaca. OnaH3aniH MOXe Ja ce



mpuema 6e3 Bpb3Ka ¢ XpaHEHETO, Thil KaTo abCcopOIraATa He Ce TIOBIUABA OT XpaHaTa. [Ipu
npeycTaHOBsSBaHE MTPpHUEMa Ha OJIAH3aIMH TPsAOBA Ja ce UMa MPEIBU]I TIOCTEIIEHHOTO HaMaJIsIBaHEe Ha
Jo3arta.

CrelyaiHy MOMyIallin

Cmapuecka év3pacm

OOUMKHOBEHO HE Ce MPENopbyBa M0-HUCKa OT oOMyaliHaTa HavaaHa qo03a (5 mg/IHeBHO), HO TaKaBa
J103a MOXeE Jla C€ MMa MPEJIBUJI TP MMAIUeHTH Ha ¥ HaJl 65 TOJIUHHU, TOraBa, KOraTo KIMHUYHUTE
(akTopu ro Hajarat (Bx. Touka 4.4).

bvopeuno u/unu uepnoopodno yepescoane

[Ipu TakuBa marueHTH TPSIOBa Ja Ce MMa MPEIBU/I MMO-HUCKA HavaaHa f03a (5 mg). B cnyyaun Ha
yMepeHa YepHoApoOHa HemoctaThuHOoCT (1iupo3a, Child-Pugh kiac A wnu B), HawanHara no3a TpsiOBa
Ja ObJie 5 mg U J1a ce yBeNnn4aBa ¢ MOBUIIEHO BHUMaHHE.

Ihwauu

Hauannara 1032 ¥ 1030BUST AWAIa30H HEe € He0OOXOAUMO PYTHHHO Jia Ce MTPOMEHS IPU He-TTyIIavH,
crpsiMo mytrayn. [lynieHeTo Moske J1a HHAypa Metadoai3Ma Ha onaH3anuH. [Ipernopbusa ce
KIIMHUYHO MOHUTOPHUPAHE U MOXeE JIa Ce MMa IPEABH/I IOBHUIIAaBAaHE HA J03aTa Ha OJIaH3aIlH, aKo €
HE00X0auMO (BXK. TOUKa 4.5).

Korato e HaJIMIEC IIOBCYEC OT €AUMH 336aB$IH_I MeTaboau3Ma (I)aKTop ()KGHCKI/I I10J1, CTap4ueCKka Bb3pacT,
Henymaq), TpHGBa Ja €€ UMa MpeABUA HaMaJIsIBAHC Ha HaYaJIHATa 1034. IloBumraBaneTo Ha Jo03arta,
KOoraTto ToBa € HeO6XOI[I/IMO, TpHGBa Jla CTaBa NOCTCIICHHO ITPU TE3U IMALIUCHTH.

(Bmwkre Touka 4.5 1 Touka 5.2.)

Ileouampuuna nonynayus

OsaH3anyH He ce MPernopbyBa 3a ynorpeda OT Aela ¥ IOHOLIM o] 18-roauiHa Bb3pacT nopagn
JMIICA Ha IaHHM 3a 6e30macHOCT U edukacHocT. [Ipyu KpaTKoCpOYHM NpOy4BaHUs [IPU NALMEHTH B
IOHOILIECKA Bb3pacT € ChOOIICHO 3HaUUMO YBEIMUYECHUE Ha TEJIECHOTO TErj10, U3MEHEHUS B HUBaTa Ha
JUMHUJIUTE U MIPOJAKTHHA B CPAaBHEHHUE C MIPOYUYBAHUS TPU Bb3PACTHU MALIUEHTH (BXK. TOUKH 4.4, 4.8,
5.1us.2).

4.3 IIpoTuBONOKA3AHUA

CBpbX4yBCTBUTETHOCT KbM aKTHUBHOTO BEIIECTBO MJIM KbM HIKOE OT IIOMOIIHUTE BEILECTBA,
n30poeHu B Touka 6.1. [TareHTH, Ipu KOUTO € U3BECTHO, Y€ MMa PHUCK OT MOsIBaTa Ha TECHOBI'bITHA
rjlaykoma.

4.4 Crhenuajanu npeaynpesxaeHus: U NpeANa3sHAd MePKH PH ynoTpeda

[o BpeMe Ha aHTUTICHXOTHUYHO JICYCHUE MOIOOPEHUE B KIIMHUYHOTO ChCTOSIHUE HA MAIUEHTa MOXKE J1a
OTHEME OT HSIKOJIKO JHHU JI0 HAKOJIKO ceamuiry. [Taruentute TpssOBa 1a Ob1aT CTPOro HAOIIOIaBaHK B
TO3M MEPUOI.

Icuxo3a, cCBbp3aHa ¢ IEMEHINs, W/WIN HOBEICHUYSCKH HapYIICHUS

OnaH3anyH He ce IPernopbyBa 3a ynorpeda Mpy ManueHTH ¢ IICUX03a, CBbp3aHa ¢ AEMEHIHS, H/WIN
MOBEJICHYECKH HapYLICHUS MOPaaAN yBEeJIHMYaBaHe Ha CMBPTHOCTTA U PUCKa OT MO3bYHOCHAOBU
MHOKACHTH. B ruiane0o KOHTpoNIMpaHu KIMHUYHY MPOYYBaHuUs (C IPOIBIDKUTENHOCT 6-12 cenmunn)
IpY NIAIMEHTH B HAIIPEAHAIa Bh3PacT (CpeaHa Bb3pacT 78 TOANHM) ¢ TICUX03a, CBbP3aHa C JEMCHIIHS,
W/MJM TIOBEICHYECKN HapyIIeH!s € HaOIi0JaBaHo 2-KpaTHO YBEJIMYaBaHE HA CMBPTHOCTTA IIPU
NalUeHTHTE, JEKYBaHH C OJaH3aIllH, B CPABHEHHUE C MALIUCHTUTE, TPETUPAHU € I1ane0o (ChbOTBETHO
3,5% copsamo 1,5%). Ilo-Bucokata CMBPTHOCT HE € CBBbp3aHa € 103aTa Ha OJlaH3aluH (CpeHa JHEBHA
n03a 4,4 mg) WK C MPOABIDKUTEITHOCTTA Ha JIeueHHeTo. PHUCKOBUTE (akTOpH, KOUTO MOTAT Jia
NpeapasnookaT Ta3y MOMyJIalus MalUeHTH KbM YBEINYeHA CMbPTHOCT, BKIIIOUBAT Bb3pacT > 65




TOJUHH, TUcdarus, ceaalus, HapyIIeHo (HeI0CTaThYHO) XpaHEHE U JeXUApaTalys, 0eJ10Ipo0oHH
3a005sBaHUA (HAIIpP., THEBMOHUS ChC WX 0€3 aCIIUpaIiys) Wik €THOBPEMEHHA yIToTpeOa Ha
OcH30Ma3enuHu. BeIpeku ToBa yecToTaTa Ha CMBPTHHTE CITydau € OWiia o-BUCOKaA MPU
MAIMCHTUTE, JICKyBaHH C OJIaH3aINH, B CPABHEHHUE C ITAe00-TPETUPAHUTE IMAIMEHTH HE3aBUCUMO OT
TE3HW PUCKOBH (PaKTOPH.

B chumuTe KIMHUYHY NPOYYBaHUS MMa ChOOLICHHUS 32 MO3BbYHOCHI0BU Hexenanu cpoutus (MCHC,
HArp., UHCYIIT, TPEXOIeH HCXEMUYEH MPHUCTDIT), BKIFOYUTEIHO U ¢ daTaleH u3xona. Habmogasano e
3-kpatHo yBenunuyaBane Ha MCHC npu manyeHTH, JeKyBaHHU C OJaH3alHH, B CPABHEHHE C TIAIIHEHTHUTE,
TpeTupanu ¢ mianedo cborBeTHO (1,3 % cnpsmo 0,4%). Bcruky nanueHTH, JIEKyBaHU C OJIaH3aIuH
WK 1ane6o, Npu KOUTO ca HaOJII0AaBaHu MO3bYHOCHIOBH HEXKENIaHU CHbOUTHS, ca C MIPEIIeCTBALIH
puckoBU akTopu. Be3pact > 75 ronuHu U ChAOB/CMECEH THUI JEMEHIMS ca HACHTU(DHUIIMPAHU KaTo
puckoBu ¢axtopu 328 MCHC BBB Bpb3Ka € JICUEHHETO ¢ OJaH3aluH. B Te3u npoy4BaHus He €
yCTaHOBEHa e(h)MKAaCHOCTTA HA OJaH3aIUH.

bonect na IlapkuHcoHn

Ynorpebara Ha oJlaH3aIWH 3a JICYCHUE Ha IICUX03U TIPY NAIMEeHTH ¢ OoJiecTTa Ha [lapkuHCOH,
CBBP3aHHU C TIpHieMa Ha JOTIAMHHOB aroHKCT, HE CE€ TPEMOopbhUYBa. B KIMHUIHYN MPOYYBAHUS MHOTO
YEeCTO M MTO-YECTO B CpaBHEHHUE C TuTare0o0 ca TOKIaBaHH BJIOIIaBaHEe HA MAPKMHCOHOBATA
CUMITOMATHKA W XaIFONUHAINY (BX. Touka 4.8), a olaH3amnuH He € Mmo-e(heKTUBEH OT TuIanedo npu
JICYCHUE Ha NICUXOTHUYHU CUMIITOMH. B Te3u nmpoy4BaHus ce N3UCKBA MAIIMEHTUTE Ja ObaaT
I'bPBOHAYATHO CTA0MIM3MPaHH ¢ Hal-HHUCKaTa eEKTUBHA /1032 aHTUIIAPKMHCOHOB JICKApCTBCH
MPOAYKT (JIONMAaMHHOB aroHKCT) U Ja 3ama3sT CHIIUTE aHTUIIAPKUHCOHOBH JICKAPCTBEHU MPOITYKTH H
JIO3UpaHUs TI0 BpeMe Ha rnpoy4BaHeTo. ONaH3amuH € 3a10YBaH B 103U OT 2,5 Mg/THEBHO U TUTPUPAH
JI0 MaKCUMyM 15 mg/IHEBHO 10 NPELeHKa Ha M3CJICA0BATEIS.

Hesponentnuen manuraer cuaapom (HMC)

HMC e noTeHIMaIHO ®KUBOTO3aCTPAIIABAIIO CHCTOSHIE, CBBP3aHO C JICUCHUETO C AaHTUTICUXOTHIHH
JIeKapCcTBEHU NMPOAyKTH. Psinko ca moximagaBanu u cryyan Ha HMC, cBbp3anu ¢ mpuemMa Ha oJlaH3aImuH.
Kimanuante nposien Ha HMC ca xunepnupekcus, MyCKyJIHa PUTHIHOCT, HAPYIICHUS B MECIIOBHHS
MIPOIIEC W JAHHU 33 BETeTaTUBHA HECTAOITHOCT (MIPOMEHU B ITyJICA WM apTEPUATTHOTO HAJSITAHE,
TaxWKapus, U3MOTIBAaHE U OTKJIOHEHUS B ChbPACYHUS PUTHM). J[OMbIHUTETHUTE TIPU3HAIIA MOTaT Ja
BKJIFOYBAT MOBHUIIICHHE Ha KpeaTHH (GochokrHazaTa, MHOTTIOONHYpHs (padIoMHO0IIN3a) H OCTpa
0BOpeyHa HeJOCTATHYHOCT. AKO MAIUCHT Pa3BUE MPU3HAIM U-CUMIITOMH, MTokasatenau 32 HMC, unmn
MMa HESICHO TeMITEpPaTypHO ChCTOSIHUE 0e3 ApyTy KIMHUYHHE 1posisu Ha HMC, mpueMbT Ha BCUUKH
AHTUTICUXOTUYHU JICKAPCTBA, BKIFOUYUTEIHO U Ha OJIaH3aIWH, TPIOBa Jia ObJie MPeyCTaHOBEH.

XUNepriuKeMus U Ana0eT

HedecTo e noknanBaHa XHIIEPTIIMKEMUS W/WIIA pa3BUTHE WU BIIONIABAHE HA JUA0ET MOHIKOTa
CBBP3aH ¢ KeTOAIMA03a I KOMa, BKITFOUNTETHO U Cirydan ¢ (paraneH uzxon (Bx. Touka 4.8). B HiIxon
OT CJIyYaWTe € JIOKJIaIBAHO MPE/IIIECTBAIIO TOBUIIABAHE HA TEIJIOTO, KOSTO MOXeE J1a Obe
npeapasnonaraii pakrop. [IpenopbuBa ce ChOTBETHO KIMHUYHO MPOCIISASIBAHE, CIIOPET
W3IIOJI3BAHHUTE YKa3aHUs 3a ynorpeda Ha aHTUIICUXOTUYHH CPEJICTBA, HAIPUMEP U3MEPBaHE Ha
KpBhBHATA 3axap Ha M3XO/JHO HMBO, Ha 12-Ta ceiMuIIa Clie]] 3arI0YBaHe Ha JIEYCHUETO C OJIAH3aIHH U
cien ToBa exxeroqHo. IlarmenTuTe, TeKyBaH! C aHTUTICHXOTHYHH JIEKAPCTBA, BKIFOYUTEITHO
ZYPREXA, tpsi6Ba na ce HabOmI0aBaT 3a MPU3HALA U CUMIITOMH Ha XUTIEPTIIHMKEMUS (KaTo HaImpuMep
TIOJTUIMIICHUSL, TIOJHYPHSL, TOJTU(Arus u ciadocT), a MalUEHTHTE ChC 3aXapeH JUa0CT UK TE3U C
PUCKOBU (haKTOPH 3a 3axapeH AuadeT TpsOBa Jja c€ MOHUTOPUPAT PEIOBHO 3a BJIOIIABAHE HA KOHTPOJIA
Ha TJII0K03aTa. Teraoro TpsOBa Ja ce MOHUTOPUPA PEOBHO, HAITPUMEP Ha W3XOJIHO HUBO, Ha 4-Ta, 8-
Ta ¥ 12-Ta cemMuIia cien 3armoYBaHe Ha JIEYEHHUETO C OJIaH3aIMH, U CJe]l TOBa Ha BCEKH TPH Mecela.

IIpoMenu B tunuauTe
HabmronaBat ce HexxeaHu MPOMEHU B JIMITUANUTE TP MMAIUCHTH, JICKYBaHU C OJIaH3AIHH, B IUIae6o

KOHTPOJIMPAHU KJIMHUYHU U3NHUTBaHUs (BXK. Touka 4.8). [[pomeHuTe B munuanTe TpsOBa 1a ce JeKyBat
KaKTO € KIIMHUYHO YMECTHO, OCOOSHO TIPH MAI[UCHTH C TUCITHITAICMHUS U TIPU TAIIUSHTU C PUCKOBH
(hakTopw 3a pa3BUTHE HA HapylIeHHs B TumuauTe. [Ipu mamuenTrTe, 1eKyBaHu ¢ aHTUTICUXOTHIHHU
nekapcTsa, BkinounteaHo ZYPREXA, Tps6Ba ga ce MOHUTOpHpAT pEIOBHO HUBATA HA JIMITHIATE,

5



CIIOpEJI M3TIONI3BAaHUTE yKa3aHUs 3a ynoTrpeda Ha aHTUTICUXOTUYHH CPENICTBA, HAI[PUMEP Ha N3XOTHO
HUBO, Ha 12-Ta ceaqMuIia Clie]l 3aI0YBaHE Ha JICYCHUETO ¢ OJIAH3AMMUH U CJIe/l TOBA Ha BCEKU 5 TOAUHH.

AHTUXOJIMHEPTUYHA AKTUBHOCT

Brnpexu de, npu in vitro IpoyYBaHHUATA OJAH3AINH [TOKA3Ba aHTHXOJIUHEPTHYHA AKTHBHOCT, OIUTHT
M0 BpeMe Ha KIIMHUYHUTE MTPOYYBaHUs, IIOKAa3Ba HUCKA YeCTOTA HA TTOA00HU cirydan. Thii KaTo
KIIMHUYHUSAT OMUT C OJIAH3AIUH MPH MAlUEHTH ChC ChITBTCTBAIIY 3a00JIIBaHUS € OrpaHUYCH,
NpenopbyBa ce TOH Ja ObJie NPEANUCBaH ¢ TOBUIICHO BHUMAaHKE Ha MAIIMEHTHTE ¢ XUMIEPTPOPUs Ha
MpocTaTaTa Wiv NapaluTHICH WIEYC U MOJTOOHN ChCTOSHHUA.

YepHonpobHa pyHKIHS

YecTo e HaOMIOAaBaHO MPEXOIHO, OE3CHMITTOMHO TTOBUITIaBaHE HA YePHOAPOOHHTE
amuHOTpaHnc(epasu, ananud Tpachepasa (ALT) u acnaprar tpancdepasa (AST), ocobeHO B HAUaI0TO
Ha JiedeHneTo. M3nuckBa ce MOBUIICHO BHUMaHUe ipy naruenTute ¢ nopuieHd ALT w/umu AST, npu
MAIMEHTHUTE ¢ IPU3HAIM U CHMIITOMH Ha YepHOJPOOHO YBPEkKIaHe, KAKTO U MPH TE3HU C TIPEAXOHH
HApYIICHUs Ha YePHOAPOOHATA (DYHKITUS WU TAKUBA, KOUTO ca OWJIM JIEKYBAaHU C MOTCHIIUATHO
XENaTOTOKCHYHU JISKAPCTBEHU MPOAYKTH. B ciyuaunte, KOoraTo € JUarHOCTUIIMPAH XCTIaTUT
(BKJIFOUUTEITHO XETAaTOLETyIApPHO, XOJIECTATHYHO MITH CMECEHO YePHOAPOOHO YBPEXKIaHe), ICUSHHETO
C oJlaH3amnuH TpsOBa ga 0b/Ie IPEyCTaHOBEHO.

HeyTtponenus
Heo0xomumo € BHUMaHKE TPY HAlMEHTUTE, KOUTO 110 HIKaKBa MPUYKHA Ca C HUCHK OpOil JICBKOIIUTH

W/Wne HeYTPO(MUITH, TTPH MAIIMEHTUTE 32 KOUTO € U3BECTHO, Y€ MOyJaBaT MPOyKTH, BOJICIIH JI0
HEYTPOIICHUS, TIPH MAIMEHTUTE C aHAMHE3a 3a TIOJITUCKaHe Ha KOCTHUS MO3bK/KOCTHO-MO3bYHA
TOKCHYHOCT, TIPU MAI[MEHTHUTE C MOJITHCKaHEe HA KOCTHHS MO3BK TIOPaJIH ChITBTCTBAIIO 3a00IsIBaHE,
JTbUelieueHIe WK XUMHOTEPAITUs], KAKTO U TIPH MAIUCHTUTE C XUIIEPEOIUHODIITUS UITH
MuenonposipepaTuBaA 3a00asBaHus. HeyTporeHns 0OMKHOBEHO ce HAOI0aBa YeCTo pr
€THOBPEMEHHO MPIIOKECHIE Ha OJIAH3AITHH C BAIIPOoAT (BXK. Touka 4.8).

[IpexbcBaHe Ha JICYCHUETO
OcCTpuY CUMIITOMH KaTO TIOTEHE, Oe3ChHUE, TPEMOP, TPEBOKHOCT, TaJICHE WIIM TIOBPBINAHE Cca
noxmagBanu psaako (> 0,01% u < 0,1%) npu psA3Ko crimpaHe Ha OJIaH3aINH.

QT untepBan

B xnmmanyHM ipoyuBanus ca HabmogaBanu Hedectu (0,1% mo 1%) KITUHIYHO 3HAYNMHE YABIKaBaHUS
Ha QTc-untepBana (QT kopekuus Fridericia [QTcF] > 500 mumucekyHau [msec] IO BCSIKO BpeMe
cnen uzxoanoto EKI mpu manuentu ¢ usxoano O7ck < 500 msec) mpu NanueHTy, JIEKyBaHU C
OJIaH3aIMH, KOUTO HAMAT CHTHU(QHUKAHTHY PA3ITUYUs B CBP3aHUTE KapIUOJIOTUIHN CHOUTHS B
cpaBHeHue ¢ wiane6o. Heobxoammo e o6aue, oaH3amyH 1a ce MPEeANICBa ¢ IIOBUIIICHO BHUMAaHNE
3aeHO C JIEKapCTBEHH MPOAYKTH, 332 KOUTO € U3BECTHO, Ye yabibkaBaT Q7 c-uHTEpBaa, 0OCOOCHO MpH
MAIMEHTH B CTapuecKa Bb3pacT, IPH NalMEHTH ChC CHHAPOM Ha BpoAeH yAbkeH Q7, 3acToliHa
Chp/IeYHA HEJIOCTATHYHOCT, XUIEPTPODUS HA CHPIETO, XUITOKAINEMHS WIIH XUTIOMarHe3ueMusl.

TpomboeMO0IN3BM

Heuecro (= 0,1% u < 1%) ce cpo0miaBa 3a Bpb3Ka BbB BPEMETO MEXKY JICUEHHE C OJaH3alNH U
BEHO3¢H TpoMOoeMOoau3bM. He ¢ ycTaHOBeHa MPUYHMHHO-CIICACTBEHA BPh3Ka MEXK/Ty ITOsiBaTa Ha
BEHO3HUS TPOMOOEMOOIU3BM H JICUSHUETO C OJIAH3ANWH. BBIpekn ToBa, ThI KaTO MPH MAI[UCHTUTE C
30 peHUs YeCTO ca HaJHIle TPUIO00UTH PUCKOBH (PAKTOPH 32 BEHO3EH TPOMOOEMOOIU3bM, TPsiOBa
Ja ObaaT uaeHTU(UIUPAaHd BCHUKH Bh3MOXKHU pHCKOBHU (akTopu 3a BTE, Hanp. 00e3aBrKkBaHe Ha
MAIMCHTUTE, U a ObJIaT MPEANPUESTH TPOPUITAKTUIHI MEPKU.

06110 neiicteue Bepxy [IHC

Kato ce umat nipenBu ocHOBHHTE e(heKTH Ha onan3anuH Bepxy [IHC, HeoOX01uMo € IMOBHIIEHO
BHUMAaHHE IMPU KOMOMHUPAHETO HA MPOAYKTA C IPYTH IEHTPATHOACHCTBAIIY JICKApCTBA U AJTKOXOJL.
Tl KaTO OJNIAH3AIIHNH in Vifro ce MPOSBSABA KATO aHTATOHUCT Ha JIOTIAMHHA, Bh3MOXHO € TOM J1a
aHTaroHu3Mpa eeKTUTe Ha MPEKUTE U HETPEKUTE JTOTIAMHUHOBH arOHUCTH.




Tlpunagbim
Onan3zanuH TpsOBa 1a ce mpuiiara BHUMATEITHO TIPH MTAIMEHTH C aHaMHe3a 3a ThbPYOBE WM KOUTO ca

U3JI0KEHU Ha ()aKTOpH, KOUTO MOTAT Jia HaMaJlsT IrbpyoBus mipar. HeuecTo ca noknajBaHu ciiydan Ha
r'bpYOBE MIPU TAKWBA MAIIMECHTH, KOUTO ca JICKyBaHU ¢ ojaH3anuH. [loBeueTo oT Te3u cirydaun ca Ouim ¢
aHaMHe3a 32 I'bPUYOBE WIIM PUCKOBHU (DaKTOPH 3a TAXHATA MOSBA.

TapauBHa TUCKHUHE3US

B cpaBHHUTETHN TPOYYBAHUS C MPOABHKUTEITHOCT HA JICUCHUETO JI0 €HA TOIMHA OJIAH3AIINH €
CBBP3aH ChC CTATHCTHYSCKH 3HAYMMO TI0-HUCKA YECTOTa Ha JICUCHHUE Ha CIIyJauTe ¢ MOsBa Ha
JIUCKUHE3Usl. PUCKBT OT MOsIBa HA Tap/IMBHA JUCKUHE3US HAPACTBA C MPOIBIKUTEIHOCTTA Ha
EKCITO3UIUATA, IOPaIX KOSTO B CIIydyail Ha MOsiBa HA TIPU3HAIY WM CHMIITOMH HA TapJHBHA
JUCKUHE3Ws IPY HAlMEeHT Ha OJIaH3aIlliH € He0OXO0JMMO J1a ce OOMHMCIIM HaMaJlsIBaHE Ha J103aTa HJId
MpeyCcTaHOBABaHE HA JeueHneTo. CUMIITOMUTE HA TapAUBHA TUCKUHE3Us MOTAT J]a CE BJIOIIAT
BPEMEHHO WJIK JOPH 1A C€ MPOSBIT Clie]] NPEKbCBAaHE HA JICYCHHUETO.

OpTrocTaThyHa XUIIOTOHUSI

B xiIMHWYHY TPOYYBaHUS C OJIAH3AIIMH TIPY MAIIMEHTH B HAIIPEIHAIA Bh3pacT HEYECTO ¢ HaOro1aBaHa
OpTOCTAaTHYHA XHUITOTOHUS. [IpernopbuBa ce MepHOANYHO IPOCIeAsBaHEe Ha apTEPHATHOTO HAJISraHe
[IPH MAIMCHTUTE Ha Bb3pacT Haa 65 TOAMHH.

BHe3anna cepjiedHa CMBPT

B MOCTMApPKCTUHI'OBU C’LO6H.[€HI/I$I IIpy MauCHTH C OJIaH3aIlUuH € C’LO6H_IaBaH0 3a cnyqaﬁ Ha BHEC3aIlHa
ChpACYHa CMBPT. B PETPOCIICKTUBHO O6C€pBaL{I/IOHHO KOXOPTHO NPOYYBAHE PUCKBT OT
nmpeamnojiaracéMa BHE3arlHa CbpA€4YHa CMBPT IIPU MaUEHTH, JICKYBAHU C OJIaH3aIllH, € HpI/I6JII/ISI/ITeJIHO
ABa IIbTH IMO-BHCOK OT PHUCKa IIPH MAIIUEHTHUTE, KOUTO HE }’HOTpe6}IBaT aHTUIICHXOTHIU. B
IIPOYYBAHETO PUCKBT OT OJIAH3AIIMH € ChIIOCTABHUM C PUCKaA OT aTUIIMYHUTE aHTUIICUXOTHUIH, KOUTO Ca
BKJIIOYCHU B C60pCH aHaJIn3.

HCZ[I/IaTDI/I‘IHa IIOITYJIAIIN S

OHaHSaHI/IH HC € ITOKA34aH 3a JICUCHUC Ha Acla U FOHOIIIHN. Hpoy‘IBaHI/IH IIpU Ma¥€HTU Ha Bb3pacT
MCKOY 13 nu 17 TrOAVHU MMOKAa3BaT pa3JIMYHU HCKCJIaHU PCAKINU, BKIIFOUUTCIIHO HAITbJIHABAHE,
OpOMCHU B MeTa6OHI/ITHI/ITC napamMCeTpu 1 yBCIIMYAaBAHC HA TPOJIAKTUHOBUTC HHUBA (B)K. TOYKH 48 158
5.1).

JlakTo3a
[TanmeHTH ¢ peaKy HacIeACTBEHN MPoOIeMH Ha HETIOHOCHMOCT KbM TajaKTo3a, ITbJIeH JJaKTa3eH
JIehUIUT WK [II0K030-TaJaKTo3Ha MaadcopOus He TpsAOBa J1a IpueMaT TOBa JISKapCTBO.

4.5 B3aumopeiicTBHe ¢ APYIrd JeKAPCTBEHU NMPOAYKTH U APYrd (popMH HA B3anMoelicTBUE
IIpoyuBanus 3a B3auMOACHCTBUATA Ca MPOBEXKAAHU CaMO NMPU Bb3PACTHHU.
HOTGHHI/IEUIHI/I B3aPIMOJIeI>'ICTBPI$I, HOBJHMABAIIN OJJAH3AIINH

Tbit kaTo onanzanuH ce Meradbom3upa or CYP1A2, BemecTBaTa KOUTO MOTaT CrieliuUIHO J1a
WHIYIUPAT WIA UHXUOUPAT TO3M M30CH3UM MOTAT Jia OBIUSAT PapMaKOKMHETHKATA HA OJaH3aIHH.,

Nuanykunsg gza CYP1A2

MeTabonmn3mMbT Ha OJIaH3aNMH MOXeE J1a ObJe MHAYIUPAH OT TIOTIOHOITYIIEHE ¥ KapOaMa3enuH, KOeTO
MOJKe J1a JIOBEJIE JI0 MOHIKaBaHEe Ha KOHIEHTpAIUATa Ha ojaH3anuH. HabmogaBaHo € caMo JIeKo 110
YMEpEHO MOBUIIIaBaHEe KIMPHHCA Ha OaH3anuH. KITMHUYHOTO 3HAYCHHE MO BCSIKA BEPOSITHOCT ©
OTpPaHUYEHO, HO Ce MPENophYBa KIMHUIHO IPOCIeAsIBaHe 1 OOMHUCSIHE Bh3MO)KHOCTTA 32 TIOBHIIIABAHE
Ha J03aTa oJaH3anuH (BXK. Touka 4.2).

Wuxubupane Ha CYP1A2

dnysokcamuH, cenuduueH CYP1A2 uHxuOUTOp, € MoKasaj 3HaYUTESTHO HHXUOMpaHe Ha
MeTabonu3Ma Ha onanzanuH. CpenHoTo yBennyaBane Ha Cmax Ha OJIAH3aNUH cjiel (pIyBOKCaMuH €
ouno 54% mpu keHu Henmymayky u 77% npu Mbxe mymadd. CpeqHOTo yBeIryaBaHe Ha TUIOIITa MO




KpHBAaTa Ha OJIaH3aIuH € ChOTBETHO 52% u 108%. [Ipu manueHTH, KOUTO pUEMaT (PIYBOKCAMUH HITH
npyr uaxuonuTop Ha CYP1A2 xato numpodokcarid TpsoBa ga ce 0OMHCIIH MTO-HUCKa HavajIHa J103a.
HamansBane Ha j1o3aTa Ha OJlaH3aIMH TPSOBA Jla CE UMa MPEABU, B CIIydail Ha 3a[T0YHATO JICUCHUE C
unxubutop Ha CYP1A2.

HamansBane Ha OMOHATMYHOCTTA
AKTUBHHAT BBIVICH HaMaJIsiBa OMOHAIMYHOCTTA Ha MepopaiHus oianzanul ¢ 50% mxo 60% u tpsiOBa
Jla ce mpreMa Hali-MaJjko 2 yaca Npeay WM CJIel OJIaH3alluH.

Hswma nannu, ye dpayokcerus (maxubutop Ha CYP2D6), enuHryHM 103U 103U aHTHALM] (TyMHHUH,
MarHe3uil) Wi HUMMETHINH TOBIUSABAT 3HAYUTENHO (DapMaKOKMHETUKATA Ha OJIaH3alKH.

BinsHue Ha onaH3anvH BBPXY APYIH JEKAPCTBEHU IIPOLYKTH
OnaH3anuH MOXKe J1a aHTarOHMU3HUpa ePEeKTUTE Ha MMPEKUTE U HEMPEKH JOMTAMUHOBU arOHUCTH.

Omnanzanua He naxuobupa ocHoBHUTEe CYP450 m3oen3umu in vitro (Hamp. 1A2, 2D6, 2C9, 2C19, 3A4).
Jluncara Ha B3aMMOJICHCTBHE CE MIOTBBPXKIABA B i Vivo IPOYUYBaHUs, KBJICTO HE € HAOIIOJaBAHO
WHXUOWpaHe Ha MeTaboJIn3Ma OT CIICTHUTE aKTUBHU BENIECTBA: TPHIUKIHIHNA aHTUICTIPECAHTH
(moBmusiBamm ipeaumHo rpynata CYP2D6), Bapdhapun (CYP2C9), reodunun (CYP1A2) nam
muazenam (CYP3A4 u 2C19).

He e ycraHoBeHO B3anMO/ICHCTBHE HA OJIAH3AIINH C JIMTHI WU OUTIEpHJICH, IPU eTHOBPEMEHHOTO MM
IIPUJIOKEHUE.

TepaHeBTI/IT-IHOTO MOHUTOPHPAHE HA IJIa3MCHUTC HMBA Ha BAJIIPOAT HC ITOKa3Ba HeO6XOI[I/IMOCT oT
KOpPEKIMA Ha J03aTa Ha BaJIIIPOAT, CJIC BKIIFOUYBAHETO Ha OJIaH3aITWH.

OO6110 neiicreue Bppxy IHHHC
TpsibBa 1a ce nposiBsiBa MOBUIIICHO BHUMAHUE IPU HMAIIMEHTH, KOUTO KOHCYMHUPAT aJIKOXOJI HIIH
MIpUeMaT JICKAPCTBCHH MPOAYKTHU C MOTHUCKAIIO JICHCTBUE BHPXY LIECHTPATHATA HEPBHA CHCTEMA.

He ce npenopbuBa eTHOBPEMEHHOTO MPUIIOKEHUE HA OJIAH3AIHH C aHTHIIAPKHUHCOHOBH JICKAPCTBEHU
MIPOyKTH TIPH MAaMeHTH ¢ 6osecTTa Ha [lapkuHCOH M neMeHnus (BXK. Touka 4.4).

QTc unrepnai

Ouan3anuH TpsA0Ba Aa ce Ipujara BHUMATEIHO €HOBPEMEHHO C JIEKAPCTBEHU IPOIYKTH, 3a KOUTO €
M3BECTHO, e yBennuaBatr QTc-unrepBana. (Bx. Touka 4.4).

4.6 @epTUINTET, OPEMEHHOCT U KbpMeHe

Bbpemennoct
Hsima croTBeTHH 100pE KOHTPOJIHMPAHH MPOYYBaHUS BEPXY OpeMeHHHM )eHu. [larmenTkuTe TpsOBa 1a

OblIaT CHBETBAHU J1a YBEJOMABAT CBOS JIEKAp, aK0 3a0peMEeHEesT WM UMaT HaMepeHue /1a 3a0peMeHes T
0 BpEME Ha JICUCHHUETO C OJIaH3amuH. BhIpeku ToBa, Mopaay OrpaHUYEHUST OITUT MIPH X0pa,
OJIaH3aIH TPSOBa J1a ce Mmpujiara mo BpemMe Ha OpEMEHHOCT, CaMO aKo MOTeHIMAaIHaTa MoJI3a
MIPEBUILIABA TIOTEHIMATHIS PUCK 32 TUIO/IA.

[Ipu HOBOpOIEHY, U3ITO’KEHU HA AHTUIICHXOTHUIH (BKIIFOUUTEITHO OJIAH3AINH) IIPe3 TPETHS TPUMECThP
Ha OPEMEHHOCTTa UMa PUCK OT HEXKEJIaHU JICKApCTBEHH PEaKIliy, BKIIIOUBAIIM €KCTparupaMHUIHN
CUMITOMH W/WJIM CHMIITOMH Ha OTHEMAaHe CJIe]l paX/JIaHeTO, KOUTO MOTaT Jia BAPUPAT 110 TEKECT U
MPOABIDKUTEITHOCT. JlOKIIaIBaHU ca ciydail Ha Bh30y/a, XUIIEPTOHUS, XUTIOTOHHS, TPEMOP,
COMHOJICHTHOCT, PECITUPATOPEH JUCTEPC UM XPAHUTEIIHU Pa3TCPONUCTBA. 3aTOBA, HOBOPOJICHUTE
TpsiOBa Aa OBJAAT BHUMATEIIHO MOHUTOPHPAHHU.

Kopmene
B npoyuBane mpu 31paBu, KbpPMEIIH KCHH, € YCTAHOBEHO, Y€ OJIAH3AMMH €€ eKCKPETHpa ¢ MAHIHMHOTO

MJISIKO. Cpe;[HaTa CKCIIO3UIMA 3a KbPpMAa4€TO (mg/ kg), Inpu CTalMOHAPHU CHCTOSAHHA € OIIPCACIICHA



kato 1,8 % ot mo3ara, npuera ot maiikara (mg/kg). [lanuentkure TpsiOBa 1a ObIAT CHBETBAHU J]a HE
KBPMST JIEIaTa CH, aKo IPUEMaT OJIaH3aIIHH.

DepTUnuTer
Edektu Bbpxy depTHaNTETa HE Ca U3BECTHH (BXK. ToUka 5.3 3a MpeAKIMHUYHA HH(pOpMAIHS).

4.7 EdexTn BpXy crioco0HOCTTA 32 oupaHe u padoTa ¢ MAIINHA

He ca mpoBexann npoy4BaHus 10 OTHOLIEHUE HAa epEeKTHTE BEPXY CIIOCOOHOCTTA 3a MIO(pHpaHe U
pabota c MmamumHu. T KaTo, OaH3aNMKMH MOJKE J1a TOBEJe/IE 110 MOsIBaTa Ha CHbHINBOCT MU
3aMasHOCT, MAllMEHTHUTE TPsiOBa Ja ObAAT MpeayNpeaeHH B CIydai, Ha yIpaBIeHUE Ha MAIIWHHU,
BKITFOUHTEITHO MOTOPHHU TIPEBO3HU CPEJICTBA.

4.8 HexenaHu JeKapCTBEHH PeaKINU

Pesrome Ha npoduiia Ha 6€30I1aCHOCT

Bwv3pacmuu

Haii-gecto ( HabmronaBanu npu > 1% oT marueHTrTe) JOKJIAABAHUTE HEXKETaHN JIEKapCTBEHI
peakuuu, CBbP3aHu C MPHUIIOKEHUETO HA OJIAH3AMUH B KIIMHUYHU U3MUTBAHUS, Ca CHHIUBOCT,
HaJJIaBaHE HA TETJI0, CO3MHOMWINS, YBEITUYCHN HIBA HA TPOJIAKTHH, XOJIECTEPOJI, TIIFOK03a H
TPUTTULIEPUAN (BXK. TOuKa 4.4), TIIOKO3YpHsl, YBEIIMUCH alleTHT, CBETOBLPTEK, aKaTH3HSI,
MAPKUHCOHU3BM, JICBKOTICHHUS, HEYTPOTIeHHS (BXK. Touka 4.4), TUCKUHE3HS, OPTOCTATHYHA XUTIOTOHHUS,
AHTHUXOJIMHEPTHYHH ePEeKTH, MPEXOTHH OE3CUMITOMHHU YBEIHMYECHUS HA YEPHOAPOOHUTE
amuHOTpanchepasu (BK. Touka 4.4), 00pHB, acTEHHS, yMOpPa, TUPEKCHSL, apTPAITHS, TIOBUIIIEHA
ankanHa ¢ocaraza, BACOKA CTOMHOCT Ha TaMa-TIIyTaMIITpaHcdepasa, BUCOKA CTOMHOCT Ha MTUKOYHA
KHCEJIMHA, BUCOKA CTOMHOCT Ha KpeaTHH(OCHOKMHA3a U OTOK.

CHuchK Ha HE)KEJIAHUTE JICKAPCTBEHU PEaKIIUHU, IPEJCTABEH B Ta0IMIIA

B npencraBenara Tabnuiia ca M30pOeHN HEXXEIIAHU JICKAPCTBEHHU PEaKITH U JTaOopaTOpHU
W3CJICIBAHUS TI0 JIAHHU OT CIIOHTAaHHU CHOOIICHUS U KIMHUYHY Mpoy4BaHus. [Ipu BCAKO rpynupaHe B
3aBUCHMOCT OT YECTOTaTa HEKEIaHUTE PEaKIIMH Ca MPEJACTABSHU B HU3XOIAI] Pl [0 OTHOIICHHUE Ha
TAXHATa CEpUO3HOCT. TepMHUHUTE 3a YecToTa ca AehUHUpPaHU KakTo cieasa: MHoro yectu (> 1/10),
yectu (> 1/100 go < 1/10), mewectu (> 1/1 000 mo < 1/100), peaxu (= 1/10 000 xo < 1/1 000), MmHOTO
peaxu (< 1/10 000), ¢ Hen3BecTHA YecToTa (HE MOXKE Ja ObJIe OlIEHEHA OT HAJTMYHUTE JJAaHHHU OT
CHIOHTAaHU CHOOIICHHUS).

MHuoro yectn | Yectn Heuectn Penxn C
HEU3BECTHA
qyecToTa

Hapymelmﬂ Ha KPBBTA U JIUM(PHATA CUCTEMA

EosuHopunms TpomGomuTonenus''
JleBxonenus '’
Heyrponenus'®
Hapynmiennst Ha HMyHHATa CHCTEMA
| CBpbX4yBCTBUTENHOCT !

Hapymenusi Ha MeTa60Ju3MAa U XPAHEHETO

IloBumaBane | IloBumenu HuBa PasButue win obocTpsine | Xunotepmus'?

Ha TErJIOTO' Ha XojecTepon®’ | Ha auaGer, HOHAKOra

ToBHILIEHH HUBA | CBBP3aH C KETOAIUA03a
Ha IoKo3a* WM KOMA, BKJIFOYHUTENHO
IToBummenn HUBa (dartanan ciydan (BXK.

Ha Touka 4.4)'!
TPUTIULEPUAN>

I'mokozypus

IloBuuien aneTut




Hapymenunsi Ha HepBHATA cuCcTeMa

COMHOJICHTHO
CT

3aMasHOCT
Axarusus®
IMapkuHCOHU3HEM®
Jluckunesus’®

'bpuoBe, KOraTo B
MOBEYETO CIIyYaH €
NOKJIaIBaHa aHAMHE3A 38
I'bPYOBE WIH PUCKOBH
(akTopu 3a repuoBe!!
Jucronus
(BKITIOUHTEITTHO
okynorupanus)'!
TapauBHA nUCKUHE3Hs !
Awmuesns’

Juzaptpus

3ackpane!!

CunapoM Ha

HECTIOKOiiHUTE Kpaka'!

Hesponentuuen
MaJIITHEH CHHIIPOM
(Bxk. Touka 4.4)!?
CumnTomu Ha
npekbcBane” 2

CbpaeuHn HapyluieHus

Bpanukapnus
YabmxaBane Ha QT

HMHTepBana (Bx. Touxa 4.4)

Kamepna
Taxukapaus/puop
WALy, BHE3amHa
CMBPT (BXK. TOUKA
4.4H!

Cb10BU HApYlLIEHUS

OpTtocTaTnyH
a

XHUIoToHus '

TpomboembomH3BM
(BKIIIOUHTEITHO
6enoapobeH eMOOIH3bEM
¥ OBI00Ka BEHO3HA
Tpom0b03a) (BK.

Touka 4.4)

PecinpaTopHu, rpbAHA H MeIUACTHHAJIHN HAPYIIEHHS

| Enucrakcuc’®

CroManiHo-4

CBHHU HAPYHICHUSA

Jlexu, npexoxuu | IToxysane Ha kopema’ IMankpearut!!
aHTUXONMHEprud | Xumepcanupanus''
HU e(EKTH,
BKJTFOYBAIIH
oOcTHmanus u
CyXOTa B ycTaTa

XenaToOMJIHAPHHU HAPYIICHHS
IIpexoanu, XenaTur
0€3CUMIITOMHH (BKIJTFOUHTEITHO
MOBUILICHUS HA XanaToleyJapHo,
YEepHOAPOOHUTE XOJIECTATHIHO WIIN
amuHOTpaHchepa CMECEHO
3u (ALT, AST), YEPHOIPOOHO
0COOEHO B yBpexkaane)'!

HA4aja0To Ha
JICYECHUETO (BK.

Touka 4.4)
HapyuieHus Ha KOKAaTa M NOJIKOKHATA ThKAaH
O6pus Peaxius Ha JlexapcTBena
(hOTOUYBCTBUTEITHOCT peaknus ¢
Anonerus €03UHOP NS U
CHCTEMHHU
CHUMIITOMH
(DRESS - Drug
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Reaction with
Eosinophilia and
Systemic
Symptoms)

Hapymeﬂnﬂ Ha MYCKYJ/HO-CKECJICTHATA CUCTEMA H CHCIMHUTEIHATA ThKAH

Aptpanrus’

Pa6nomuonuzal’!

Hapymiennst Ha 0bOpenyTe M NMKOYHUTE MHTHINA

WV HKOHTHMHEHIIUS HA
ypUHaTa, peTCHIMS Ha
ypuHa

3aTpyHEHO
ypunupane'!

CbcTosiHNs, CBBP3aHU ¢ OPEMEHHOCTTA, POOBHUS U NOCTEPOIOBHS NEPHO

CunIpoM Ha
OTHEMaHe Ipu
HOBOPOJCHOTO (BXK.
TOYKa 4.6)

Hapymiennsi Ha Bb3NPON3BOUTE]HATA CHCTEMA M I'bpaAaTa

Epektunna
TUCHYHKITUS TIPU
MBIKE

Hamaneno
THOUA0 Mpu
MBIKE U KESHU

AwmeHopest

VronemsiBane Ha
TbpINUTE

lanakropes mpu xeHu
I'uHexoMacTHs/yroneMss
aHe Ha T'bPIUTE TIPU
MBIKE

Ipuanuszsm'?

OO01u HapyieHus! U e)eKTH HA MACTOTO HA MPUJIOKEHHE

Acrenus

Ymopa

OToxk

IMupexcus'’
M3caenBanus
TloBumienu IToBumena [Mowuien o0
T1a3MeHH ajKajHa ounpyOuH
HHBA Ha ¢ocparaza'®
HPONAKTHH® Bucoka cTOHHOCT

Ha KpeaTHH
pocdokunaza'!
Bucoka croiiHocT
Ha rama-
rryTammITpaacde
paza'’

Bucoka croiiHocT
Ha ITAKOYHA
kucenuna'®

' Kiunnaso CUTHU(HMKAHTHO MOBUILIABAHE HA TETIIOTO € HAOJII0AaBaHO MPe3 BCHUKH U3XOJHH
kareropun Ha MHzaekca Ha TenecHa maca (MTM). Cien kpaTKocpo4HO JeueHHne (MeanaHa Ha
MPOABIDKUTETHOCT 47 AHH) TIOBUIIABaHE HA TETJIOTO > 7% CHPsIMO U3XOAHOTO TEJIECHO TETIIO € MHOTO
gecTo (22,2 %), > 15% e gecto (4,2 %), a > 25 % e neuecro (0,8 %). [Ipu nmammenTr ¢ xparocpoyHa
ekcrio3uiys (moue 48 cenMuIM) € MHOTO YecTo HagmaBane > 7 %, > 15 % u > 25% oT u3X0AHOTO UM
TeNecHO Terio (ChoTBeTHO 64,4 %, 31,7 % u 12,3 %).

2 Cpe/iHy MOBUIIEHUS. B CTOMHOCTUTE Ha JIMIUNTE Ha IaaHo (001 xonectepoi, LDL xonectepon u
TPUIJIMLIEPUIN) Ca [T0-BUCOKHU IIPH MAILMEHTH O€3 JaHH!U 3a HapylleHUE Ha 3XOAHaTa peryjanus Ha

JIUIIAIATEC.
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3 HaGurogaBa ce IIpu HOPMAJHK W3XOAHHM HUBA Ha T1agHo (< 5,17 mmol/l), kouto HapacTBar 10
Haif-BUCOKa CTOMHOCT (> 6,2 mmol/l). [Ipomenu oT pedepeHTHUTE TPaHULIU B U3XOAHUTE HUBA HA
o0mus xonecTepod Ha rnagHo (> 5,17 - < 6,2 mmol) 1o Hail-BucOKa CTOHHOCT (> 6,2 mmol) ca MHOTO
YeCcTH.

4 HaGmoaBa ce Ipy HOPMAIHKMTE M3XOHU HHUBA HA IIanHo (< 5,56 mmol/l), kouTo HapacTBar 10
Hali-Bucoka cToiHOoCT (= 7 mmol/l). [Ipomenu B Tir0K03aTa Ha TIIAHO CTIPSIMO TPAHUYHUTE M3XOIHU
cToiHOCTH (> 5,56 - <7 mmol/l) mo Hali-Bucoka cToitHOCT (= 7 mmol/l) ca MHOTO YecTH.

S Hab6roaBa ce IIpy HOPMAIHUTE W3XOAHM HUBa Ha TiagHo (< 1,69 mmol/l), kouto HapacTBar 10
Half-BUCOKa CTOMHOCT (> 2,26 mmol/l). IIpomenu ot pedepeHTHHUTE TPaHULN B H3XOJHUTE HUBA Ha
TpUTIUIIepUANTE Ha TiIagHo (> 1,69 mmol/l - < 2,26 mmol/l) no Hali-BuCOKa CTOWHOCT

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

B KJIMHUYHU OPOYYBAHHS YECTOTATA HA NAPKUHCOHU3HM U AUCTOHUS IPH MALUEHTH, JIEKYBAHH C
OJIaH3alliH, € T0-BUCOKA, HO HE M CTATUCTHYECKU 3HAYMMO pa3inyHa OT marebo. JlekyBanure ¢
OJIaH3aITH MMAIUEHTH UMAT IMO-HUCKA YECTOTa Ha MAPKHMHCOHU3bM, aKaTU3US U TUCTOHUS B CPABHEHUE
C THTPHUPAHU 103U Xanonepuaoi. [Ipu nuncara Ha moapoOHa HH(POPMALKS OTHOCHO MPEAXO0IHATA
aHaMHe3a Ha WHAWBHIYaITHN OCTPY M TAPAWBHU EKCTPATUPAMUIHI IBUTATEITHA HAPYIICHUS
MTOHACTOSIIIIEM HE MOJKE /Ia CE HAIIPaBH 3aKIFOUYEHUE, Ye OJIAH3aMH MPUIHHSBA B TTO-MaJIKa CTENEH
TapIMBHA JUCKUHE3US W/WIH JPYTH EKCTPAITMPAMUIHN CUMITTOMHU.

7 OCTpI/I CUMIITOMH KaTO NOTCHEC, MTHCOMHUA, TPEMOP, TPCBOXKHOCT, I'a/ICHC U MMOBPHIIIAHE Ca
JOKJIaABaHU IIPpH BHE3AITHO CIIMPAHE HAa OJIaH3aIllH.

8 B xiMHUYHEYN npoyuBaHKs 10 12 ceIMMIM IUIa3MEHUTE KOHLIEHTPALMK Ha MIPOJIAKTHH [IPEBUIIABAT
ropHaTa rpaHulla Ha HOPMaJTHUS TUana3oH npu npuoam3utenHo 30 % OT JIeKyBaHUTE C OJIaH3aIuH
MAlMEHTH, KOUTO UMAT HOpMadHa U3X0HA CTOMHOCT Ha npoyakTuH. [Ipu moBeueTo OT Te3u MalueHTH
MOBUILIEHUATA HA CTOHHOCTUTE OOMKHOBEHO Ca YMEPEHHU U OCTaBaT IOJI ABYKpaTHATa CTOWHOCT Ha
rOpHAaTa TpaHUIla Ha HOPMATHHS JTHAITa30H.

? Hexenano ch0MTHE, yCTAHOBEHO OT KIMHUYHY IIPOyYBaHKs B HHTETPUpaHaTa 0a3a JaHHM 3a
OJIaH3aIMH.

10 KakTo € OleHeHO 0T M3MEPEHUTE CTOMHOCTH OT KIMHUYHU POYYBaHHs B MHTErpupaHaTa 6asa
JTAHHY 32 OJIAH3aITHH.

! Hexenano ch0MTHE, YCTAHOBEHO OT CIIOHTAHHHU ChOOLIEHHUS B TIOCTMAPKETHHIOBHS IEPUOT C
oTpezieNieHa YecToTa, KaTo € U3I0JI3BaHa WHTerprpaHara 0a3a TaHHH 32 OJIaH3aIlHH.

12 Hexenano cb0uTHE, YCTAHOBEHO OT CIIOHTAHHHU ChOOLIEHHUS B TIOCTMAPKETHHTOBHS IEPUO/I C
M3YHCIIeHa YeCTOTa Ha TOpHATa TpaHuna Ha 95% moBepuTeNleH HHTEPBAJI, KaToO € M3M0I3BaHa
WHTeTpHupaHaTa 6a3a IaHHU 32 OJIaH3AIHH.

Jbarocpouna excro3uist (mone 48 ceMuUIm)

[Tpu nanyeHTHUTE, KOUTO UMAT HEXKEIIAHH, KIIMHUYHO CUTHU(QUKAHTHY TPOMEHHU B HA/IJITABAHETO HA
TErJI0, B X0Zla Ha BPEMETO ce TMOBHUIIaBaT riitoko3ara, oomusat/LDL/HCL xonectepos uin
Tpurnunepuaute. [Ipu Bb3pacTHH MaueT, KOUTO 3aBbpIIBaT 9—12-MecedHo JeueHue, 4ecToTara Ha
HapacTBaHE Ha CPEJTHUTE CTOMHOCTH Ha KPhBHATA 3aXap HaMaJIsiBa Cie]l MPUOIM3UTEITHO 6 Mecela.

JonbnauTenHa HHGOPMAIHS 33 CIICITUATHY TOMYJIAIHH

B kimMHUYHM TIpOy4YBaHU ITPH NAIMEHTH B HAIIPEHAIA Bh3PACT C JICMEHIINS JICYEHHETO C OJaH3aIH
ce CBBP3Ba C IMO-BUCOKA YECTOTA HA CMBPT M MO3bYHOCHJIOBH HEXETIAHN PEaKIH B CPAaBHEHHUE C
miare6o (Bx. Touka 4.4). MHOTO YeCcTH HeXEIaHH Peakilid, CBhP3aHu C yIIoTpebaTa Ha OJaH3aluH
MIPH Ta3W TPpyIia NaIMeHTH, ca aDHOPMHA TIOXOIKa ¥ nafanus. YecTo ca HaOJIt01aBaHU ITHEBMOHHUS,
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IIOBHUIIIEHA TEJIECHA TEMIIEpaTypa, JIeTaprus, epUTEM, 3pUTEIHN XaTIOLUHALMY U MHKOHTHHEHIIUA Ha
ypuHa.

B xnuHnaHN MMpOy4YBaHUS MMPU MANUCHTHU C JICKAPCTBCHOUHAYIIUPpAaHa (Z[OHaMI/IHOB aFOHI/ICT) ncuxo3sa,
CBbp3aHa C OolrectTa Ha HapI(I/IHCOH, MHOT'O Y€CTO U ITIO-4E€CTO B CPAaBHCHUEC C nnaue60 ca JOoKJIaaBaHH
BJIOIIIABaHC Ha HapKI/IHCOHOBaTa CHUMIITOMAaTHKa U XaJIFOIIMHAII1H.

B enHO KIMHUYHO MPOyYBaHE NPH MAIUCHTH ¢ OUITOJSIPHA MaHHsSI KOMOMHHPAHOTO JICUEHHE C
BaJINPOAT W OJIal3alkH BOAU J0 YeCTOTa Ha HeyTporneHusnTa 4,1%; moTeHIralneH chaehcTralll hakTop
MO JIa ca BUCOKH TUIa3MEHU HUBa Ha Bajimpoar. Onan3anuH, MPIOKEH C TUTHI WIXA BaIIPOaTr,
BOJIM JI0 TIOBHIIIEHa YecToTa (>10%) Ha TpeMop, CyXoTa B ycTara, IOBUIICH alleTUT U MIOBUIIIABAHE HA
ternoto. Hapyiienne B roBopa chIIo € T0KiIaBaHo yecto. [Ipu nedenue ¢ onan3anud B KOMOUHAIHS
C JINTUI WU TUBAIIPOEKC ce HaOII0aBa MOBHUIIEHUE C > 7% OT U3XOTHOTO TEJIECHO TETJIO MPHU
17,4% oT manpeHTUTe 0 BpeMe Ha OCTPOTO JieueHue (10 6 ceamuiu). [IpoabmKUTETHOTO JIeUeHUE C
onan3anuH (10 12 Mecena) 3a npoduiIakTHKa Ha PEIMIUB IPY HAIMEHTH ¢ OUIIOSPHO Pa3CTPOHCTBO
€ CBBP3aHO C MOBUIIIEHUE C >7% OT U3XOTHOTO TEJIECHO Terio mpu 39,9% OT marueHTuTe.

[lenuarpudHa NomyaIus

Onan3zamnvH He € oKa3aH 3a JCUYCHHE MPH JIela U oHom noj 18 rogunu. Makap aa He ca
MIPOBEX/TaHN KJIMHWYHY ITPOYYBAaHMUS 32 CPaBHABAHE Ha IOHOIINTE C Bb3PACTHHUTE, TaHHUTE OT
MPOyYBaHUATA MPH FOHOIIH Ca CPAaBHEHH C T€3W OT MPOYYBAHUSATA TP BH3PACTHH.

Cremnara Tabmuia 00001aBa HEXEITAHATE PEaKIid, ChOOIIaBaHH C ITO-TOJIsIMA YeCTOTa IPH
MAIAEHTH B IOHOIIECKa BB3pacT (Mexay 13 u 17 romuHu), OTKOIKOTO TIPH BB3PACTHH MTAIIUCHTH, WIIH
HEXEJIaHU PeaKIliu, KOUTO Ca YCTAHOBEHHU CaMO MPH KPATKOCPOUHU KIIMHUYHU MPOYUYBAHHUS C
MAIMCHTH B IOHOIIIECKA Bh3pacT. KIIMHUYHO CUTHU(MKAHTHO TOBUIIICHHE HA TETJIOTO (= 7%)
M3IJICKIA ce HaOr0aBa Mo-4eCTo B MOMYJIAIMsITa Ha FOHOIIUTE B CPABHEHUE C Bh3PACTHH ChC
cpaBHMMA ekcrio3ulysi. CTeneHTa Ha Ha/l/JaBaHe Ha TETJIO U JISTbT Ha MAIUCHTUTE FOHOIITH, KOUTO
MAaT KIMHAYHO 3HAYMMO HAJIJ]aBaHEe Ha TErJIO, Ca IMO-TOJIEMU MPH MPOIbIDKUTEIIHA eKCITO3HINS (TTOHE
24 cemMUITN), OTKOJIKOTO TIPH KPAaTKOCPOUHA €KCITO3HITHS.

I1pu BCSIKO IpyIHpPaHE B 3aBUCHMOCT OT Y€CTOTaTa HEXKEJTAHUTE PEAKIMU Ca MPEICTAaBEHH B HU3XOJIAII
PEJI 10 OTHOIIEHHE Ha TAXHATA CEPUO3HOCT. TepMHUHHTE 32 YeCTOTa ca AeUHUPAHH KaKTO CIIE/Ba:
MHoro yectr (> 1/10), wectu (> 1/100 mo < 1/10).

Hapyuienus Ha MeTa00J1M3Ma ¥ XPAHEHETO
Mmnozo wecmu: TloBuniaBane Ha TErJIOTO', MOBUIIEHN HUBA HA TPUIJIULIEPUIH' *, TOBUILIEH AMIETHT.
Yecmu: TloBuinenu HUBa Ha xosectepon '’

Hapymenuns Ha HepBHaTa cucTeMa
Mnozo yecmu: Ceaupane (BKJIIOUHTEIHO: XUIIEPCOMHHUSI, JIETApTHsl, COMHOJIEHTHOCT).

CToManiHo-4YpeBHN HAPYIIeHHUS
Yecmu: CyxoTta B ycTaTa

XenaToOMIHAPHHU HAPYIICHHSA
Mmnozo yecmu: TloBuienus Ha uepHonpoouuTe amuHotrpanchepasu (ALT/AST; Bx. Touka 4.4).

HN3cnensanus
Mmnoeo yecmu: Hamanen o011 Ounupyous, nopuinieHa GGT, MoBHUIlIEHH IJIa3MEHH HUBA Ha
nposiakTun'’.

13 Crnen xpaTkoCpodHO NeyeHne (MeMaHa Ha IPOABIKMTEIHOCT 22 JHH) HOBUIIABAHE HA TETJIOTO

> 7% ot u3xoaHoTO TenecHo Terio (kg) e maoro gecto (40,6 %), > 15% OT U3XOAHOTO TEIECHO TETIIO
e uecto (7,1 %), a> 25 % e yecro (2,5 %). [Ipu pparocpouna excrio3uius (one 24 ceqmuim) 89,4 %
Haagasat > 7 %, 55,3 % waggasat > 15 %, a 29,1 % "HaggaBaT > 25% OT M3XOJHOTO CH TEIIECHO
TETJIO.

14 HaGmomaBar ce 3a HOpMaJIHH M3XOJHU HKMBA Ha riaafaHo (< 1,016 mmol/l), KouTo HapacTBar 10 Haii-
BUCOKa cTOMHOCT (> 1,467 mmol/l), u npoMeHH 0T peepeHTHHUTE IPAaHULIN B U3XOJHUTE HUBA HA
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TpUrIMLEepUaAnTe Ha ragHo (> 1,016 mmol/l - < 1,467 mmol/l) 1o Hali-BHCOKa CTOHHOCT
(= 1,467 mmol/l).

1S [IpoMeHr B M3XOJHUTE HUBA HA OBIIMS XOIECTEPOI Ha IIIaJHO CrpsMo HopmasauTe (< 4,39 mmol/l)
JI0 Hal-BHCOKa CTOWHOCT (= 5,17 mmol/l) ca Habmiogasanu yecto. [Ipomenu ot pedepeHTHUTE
TPaHUIIM B H3XOHUTE HUBA Ha OOIIHS X0JIecTepost Ha TaagHo (> 4,39 - < 5,17 mmol/l) mo Haif-Bucoka
cTorHoCT (> 5,17 mmol/l) ca MHOTO HYecTH.

16 [ToBMIIEHY TJTa3MEHM HUBA Ha IIPOJIAKTUH Ca IOKIaABaHu npu 47,4% OT NalMeHTHTE B FOHOLIECKA
BB3PACT.

Cpo0l1aBane Ha MOAO03UPAHU HEKEIAHN PEAKIUU

Cp0o011aBaHEeTO HA MOI03UPAHU HE)KEIAHH PEaKIIMU CIIe] pa3pelliaBaHe 3a yrnorpeda Ha JIeKapCTBEHUS
MIPOIYKT € BaxkHO. ToBa MO3BOJIABA J]a IPOIBILKH HAOJIOICHUETO Ha CHOTHOIIICHUETO TOJI3a/PHUCK 32
JIeKapCTBEHUS MPOAYKT. OT METUIIMHCKUTE CTICIIHAIMCTH CE M3UCKBA J1a ChOOIIaBaT BCAKA
MOJT03UPaHa HeXKEIaHa PeaKiys Ype3 HAI[MOHAIHA CUCTeMa 32 ChOOIaBaHe, TIOCOYCHA B

IIpunoxxenue V.

4.9 Ilpeno3upane

[pu3Haim u cUMOTOMHI

MHoro 4ecTy CUMIITOMH IIpH Tpeao3upane (dectota > 10%) BKIIOUBAT TaXUKaApIUs,
BB30y/1a/arpecuBHOCT, JU3aPTPHUS, PA3THYHN EKCTPANMPAMHUIHA CHMIITOMHU U HapyIIeHNE Ha
CB3HAHUETO, BapUPAILO OT CeJUpaHe A0 KOMa.

Jpyru MeAMIIMHCKY 3HAYUMU MTOCTIEIUIIN Ha MTPEIO3UPAHETO ca JACIHpP, KOHBYJICHHU, KOMa, Bb3MOXKEH
HEBPOJICNITUYCH MAJIMTHEH CHHAPOM, MOTUCKAHE Ha JTUIIAHETO, aCIHPAIVsl, XUIIEPTOHUS WU
XUTOTOHUS, PUTHMHH HAPYIICHUS Ha ChPIETO (< 2% OT cIyyauTe Ha Mpeao3upaHe)
KapAHOMyIMOHApeH apecT. PaTaHu MOCIEeIUIN ca JOKIAABAHH IIPH OCTPO MPEI03UPAHE C 1032 OT
nopsitbka Ha 450 mg, HO CBIIO € JIOKJIABAHO MPEKHBSIBAHE CIIET OCTPO MPE03UPAHE C
MPUOJIU3UTEITHO 2 g OJIAH3AITNH TIEPOPAITHO.

Jleuenue

3a oylaH3anvH HAMa crienududeH aHTUI0T. He ce mpenopbuBa npeu3BUKBaHe Ha MOBpbIaHe. Morat
Jia ObaaT MOKa3aHU CTAaHAAPTHUTE MEPKHU 3a JICUCHUE Ha Tpejo3upaHe (T.€. CTOMAIIHA TPOMHUBKA,
MpreMaHe Ha aKTUBEH BBIJICH). EMHOBpEMEHHOTO MIpHJIaraHe Ha aKTHBEH BBIJIEH € MTOKa3aio
HaMaJIABaHE Ha IepopaiiHaTa OMOHAIMYHOCT Ha onaH3anuH ¢ 50 1o 60%.

Tps0Ba Ja ce 3armoyHe CUMIITOMATHYHO JICYSHUE U TIPOCiIesiBaHe Ha KU3HEHUTE (QYHKIINH B
CHOTBETCTBHUE C KIIMHAYHOTO CHCTOSIHHE, BKITFOUUTEITHO M JICYCHIE Ha XUTIOTOHUATA U IIUPKYIATOPHUS
KOJIAIC ¥ MOAIPHKKA Ha uxarenHara GyHkius. Jla He ce u3mon3Bar ajpeHallvH, TOTTAMUH WIN APYTH
CUMIIATHKOMHUMETHYHU CPEICTBA C O€Ta-arOHUCTUYHA aKTUBHOCT, ThH KaTO O€Ta-CTUMYJIAIUsATa MOXKE
Jla BJIOIIY XUIIOTOHUATA. MOHUTOPHUPAHETO HA ChPJETHO-CHIOBATA CHCTEMA € HEOOXOIUMO 3a
yJIaBsiHE Ha BH3MOXXHH apUTMUN. BHUMAaTETHOTO MEUIIMHCKO HAOII0IeHNE 1 MOHUTOpUpaHe TpsiOBa
Jla IPOBJIKU A0 Bb3CTAHOBABAHETO HA MAI[UEHTA.

5. ®APMAKOJIOTHYHU CBOMCTBA
5.1 ®apmakoaMHAMUYHHU CBOWCTBA

®dapMakoTepaneBTHYHA TPYIIA: ICHXOJIENTHIIN, THA3CTTHHHU, OKCA3CTINHHU, THA3CITUHH U OKCETINHH,
ATC xox: NOSA HO3.
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PapMakoAMHAMUYHA e(heKTH
OnaH3anvH ¢ aHTUTICUXOTHYHO, aHTUMaHUIHO U CTa0MIIM3HUPAII0 HACTPOSCHUETO CPEICTBO, KOETO
MOKa3Ba MIMUPOK (hapMaKoJIOTHYCH MPOQHII 110 OTHOIICHNE Ha MHOKECTBO PEIENTOPHH CUCTEMH.

B npexnvHUYHY TPOYYBaHUS € TOKa3aH aUHUTETHT HA OJAH3aIMH KbM PeIulla PeIenTopr

(K; <100 nM) 3a cepororut 5 HT2anc, 5 HT3, 5 HTs; momamua Dy, D, D3, D4, Ds; xonmuHaepruaau
MYCKapHHOBH perienitopr M -Ms; anda;- aapeHeprudny; 1 XucTaMuHoBH H, pemenitopw.
[IpoyuBaHusTa C OJIAH3AMKH BhPXY MOBEICHUETO HA )KUBOTHU 1oka3Ba SHT, nonaMuHOB 1
XOJIMHEPTHUEH aHTarOHU3bM, OTTOBAPSI] Ha PELCITOP-CBBP3BaIius npodui. /n vitro olaH3anuH
MoKa3Ba Mo-rojisiM ahpUHUTET KbM cepoToHuHOBUTE SHT>, 0TKONKOTO MomaMuHoBuTe D) perentopu u
no-ronsiMa 5 HT, akTuBHOCT B cpaBHeHUE ¢ Dy akTUBHOCTTA TIPH i VIVO MOJIETH.
EnexTpodusnonoruyHuTe U3CIeABaHMs TIOKA3BaT, Y€ OJaH3aNH CEJICKTHBHO HAMaJsBa
aKTHBUpPaHETO Ha Me30oimMOngauTe (A 10) JOMTaMHHEPTHYHNA HEBPOHHM, KaTO B CHIIOTO BpeMe e(PeKThT
My BBpPXY ITBTHIIATA B CTPUATyMa, y9acTBaIu B MOoTOpHUTE hyHKIMH (A9), ¢ Mmarbk. OmaH3anuH
HaMaJIsiBa KOHJAWIIMOHUPAHKS OTTOBOP Ha OTOSATBAHETO, KOETO € TECT, IIOKA3aTelICH 3a
AHTUIICUXOTUYHA aKTUBHOCT B JIO3U MIO-HUCKU OT TE€3H, BOJCIIH JI0 KaTaJelCHs, KOETO € XapaKTePHO
34 MOTOPHUTEC HEXKCIJIAHU eq)eKTI/I. 3a pas3irvKa OT HAKOU APYT'U aHTUIICUXOTUYHHU CPCJCTBA, OJIaH3allnMH
yCHIIBa OTTOBOPA B yCIJIOBHSI HA ,,aHKCUOJIUTHYEH  TECT.

B npoyuBanus ¢ no3urpoH-mucuonna romorpadust (PET) npu 3apaBu 1o0poBoIIM, OJIAaH3AHH B
eanHUYHa nepopainHa 1o3a (10 mg) mokassa no-rojsiMo cBbp3BaHe ¢ SHT»4, B cpaBHEHNE C
nonamuHoBHTE D) perientopu. OcBeH ToBa, 00pa3HO U3CIEABaHE Ype3 eAMHUYHA (OTOH-eMHUCHOHHA
komioTbpHa ToMorpadus (SPECT) mpu manueHTy ¢ mu30(ppeHus IoKa3Ba, Ye MNP MalueHTHTE
YYBCTBHUTEIHU KbM OJIaH3aIIMH MMa [10-MaJIKO CBbp3BaHe ¢ D, B cTpuaryma B CpaBHEHUE C
NAalMEHTUTE, YyBCTBUTEIHU KbM JAPYT'H aHTUIICUXOTHYHH CPEJCTBA U PUCIIEPUAOH, KaTO Ta3H HAXOKa
€ CpaBHMMA C Ta3M MPU KI03aHH-UyBCTBUTEIHUTE MTAIIUCHTH.

Knunnyna edukacHocT

B nBe ot aBe mnane0o-KOHTPOIMPAHH U B IBE OT TPHU CPABHUTEITHH KOHTPOIMNPAHN TIPOYUBAHUS TTPU
noeue oT 2 900 marueHTH ¢ MU30QPEeHUs, IPOSBEHA KAKTO C HATMYUETO HA MOJIOKHUTEITHH, TaKa H
OTPUIIATEITHN CUMIITOMH, OJIAH3aIHH MT0Ka3Ba CTATUCTHYECKU 3HAYMMO TIO00PEHUE KaKTO Ha
HETaTUBHUTE, TaKa ¥ HA MO3UTHBHUTE CUMITTOMH.

B MynTHHAIIMOHATHO, JBOWHO-CIISIIO, CPABHUTEIIHO MPOYYBaHE BHPXY MIM3H(PEHUSTA,
mu30aheKTUBHNUTE WM TOAOOHH HapyleHnd, BKitouBamo 1 481 manmenTa ¢ pa3nuyHa cTeneH Ha
CBBP3aHH C TOBa CUMIITOMH Ha Aenpecus (M3X0Ha cpenHa cToiHocT 16,6 mo ckanara Ha
Montgomery-Asberg 3a Ki1acupuIMpaHe Ha ACMPECHUsTa), MIPOCIEKTUBHHUS BTOPHUYCH aHAIU3 Ha
NpOMSIHATA HA U3XOHHS CIIPSIMO KpalHHsI CKOp Ha HACTOCHUETO, IOKa3Ba CTATUCTUIECKH 3HAYUMO
noxo6penwne (p= 0,001) B mon3a Ha onanzanuH (-6,0) cripsimo xamomnepunon (-3,1).

[Ipu nauyeHTr ¢ MAaHUIHYU €MTU30I1 WM CMECEHH €MU304H PY OUNOJISIPHH Pa3CcTPOICTBA, OJIaH3AIMH
MOKa3Ba MO-BUCOKa €(PEeKTUBHOCT KAKTO CIIPSIMO I11a1e00, Taka U CIpsiMO BAIIIPOAT CEMUHATPHI
(ZuBanIpoexc) B HaMaJIsIBaHEe HA CHMITOMHTE Ha MaHus 3a rmoseye oT 3 ceaMuiy. OnaH3amnvH ChIIo
[OKa3Ba CPaBHUMA C XAIONEPHUI0I e(hUKACHOCT, U3pa3eHa ¢ YacTTa MalUeHTH, TOTYIHIH PEMUCHS Ha
CUMITOMH Ha MaHUS U Ha jernpecus 3a 6 u 12 cenmuru nedenue. B npoy4dBaHe ¢ onaH3anvH B
KOMOWHAIINS C JIUTUH WK BAJIMPOAT 32 MUHUMYM 2 CEAMUITH, 100aBIHETO Ha onaH3anuH 10 mg
(KOMOMHHUPAHO JIEYEHUE C JINTHH WK BAJIIPOAT) € I0BEJIO A0 MO-TOJIsIMa PEAYKIUS HA CHMITOMHTE Ha
MaHHs B CPAaBHEHHE ChC CAMOCTOSITEITHOTO NPUIIOKEHNE Ha JINTHHA WK BaJIpoart ciell 6 CeIMUILIN.

B 12 meceuHo mpoy4BaHe npH Mpo¢uIakTHKa Ha PeLMINBA HA MAHUMHYU €MIN3011, IPUMALUEHTH,
MIOJTYYHIIN PEMHCHS IIPH JIEUEHHUE C OJTAH3AIINH U PAHJOMHU3HPAHU J1a TOTy9aBaT OJaH3aIuH WU
mane6o0, OJaH3alKH € MoKa3al CTAaTUCTUYECKH 3HAYMMO IPEBB3X0ACTBO CHPSAMO I11are0o 1o
OTHOIIICHUE HA TbPBUYHHTE KPAaHH TOUKH 3a TPO(HUIaKTHKA HA PEUUINBU HA MAaHUIHN €TIM30/11 TIPU
OUIONIPHO pa3cTpoiicTBo. ONaH3anMH CHIIO € MOKa3a] CTATUCTHYECKH 3HAYMMO MPEIUMCTBO CIPSMO
wiane0o Mo OTHOLICHUE Ha MPEIOTBpATABaHe HA PEIMINBH KaKTO HAa MaHUsI, TaKa U Ha JCTIPECHsL.
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B®B BTOpO 12 MeceuHo npoyuyBaHe pu Mpo(UITakTHKA PEIUINBA HA MAHUIHHU €ITU30,T1, MAIIUCHTH,
NPY KOWTO € TIOCTUTHATA PEMUCHS ¢ KOMOMHHUPAHO JICUCHUE OJIAH3ATIMH U JIUTHH, PaHIOMHU3UPaHH Ja
MOJTy4aBaT OJaH3AMMH WIH JINTUH CAMOCTOSATEIHO, OJIAH3AINH € ITOKa3al He TO-TOJISIMO
MPEBB3XOJICTBO CIIPSAMO JIUTUH 110 OTHOIIIEHUE HA TBPBUYHUATE KPAHU TOYKH 32 POPHUIAKTHKA HA
peruanMBY Ha OUIomsipHO pascTpoiicTo (oman3amuH 30,0%, matuit 38,3%; p=0,055).

B 18 meceuno mpoy4BaHe Ha KOMOMHHUPAHO JieUeHNE Ha MAaHUHHH WM CMECEHH U301 IpH
NAalUEeHTH, CTAOWIN3NPAHN C OJIaH3aIMMH ILUTIOC JIEKAPCTBA CTAOMIM3UPAIIN HACTPOCHUETO (JINTUH MITN
BJIIIPOAT), IPOABIDKUTEIHOTO JICUEHHUE C OJIAH3AIMH, CbBMECTHO C JIMTUI MJIM BAJIIIPOAT HE €
CTaTUCTUYECKU MO-100PO CIIPSAMO JUTHI WM BAIIIPOAT CAMOCTOSTEIHO, IO OTHOLIEHUE OTJIaraHe Ha
000CTpAHETO HAa OUMOJISIPHOTO PA3CTPOICTBO, CHITIACHO KPUTEPHUTE 38 CHHIPOMA.

[lenmarpudHa Nomyams

Kontponupanure nanau 3a epuxacHOCT Mpu 1oHOMmH (BB3pacT 13 1o 17 roauHu) ca orpaHudeHH 10
KPaTKOCPOYHHU MPOYIBAHUS TIPH MH30GpeHUS (6 CEAMUIIN) U TIPH MaHWHS, CBbp3aHa ¢ OUTIOJISIPHO
pasctpoiicto tuil I (3 cenmunn), mpu mo-maiko oT 200 roHomH. OaH3anuH € U3MOI3BaH KaTo
(nexcubuiHa 1034, 3amousaiia ot 2,5 u crurama 1o 20 mg/maesHo. [lpu neueHue ¢ onaH3anuH
IOHOIIIUTE HAJJIaBaT CUTHU()MKAHTHO ITOBEYE Ha TETJIO B CPaBHEHUE C Bb3pacTHUTe. CTeneHTa Ha
MPOMEHH B 00mus xonectepoi, LDL xonecTepona, TpUrIHIIEPUANTE HA TIIATHO U MPOJAKTHHA (BXK.
TOYKH 4.4 1 4.8) e To-roJisIMa MpH FOHOIIH, OTKOJIKOTO TPH BB3pacTHU. HsiMa KOHTpOJIMpaHu TaHHH 3a
oThPKaHe Ha eheKTa WK 3a JBJITocpodHa OezomacHocT (BxkK. Toukd 4.4 u 4.8). Undopmarusara 3a
JIBJITOCPOYHATa OE€30MACHOCT € OTpaHrYeHa TJIaBHO 10 OTBOPEHH, HEKOHTPOJIUPAHH TaHHH.

5.2 ®apmakoKWHeTHYHH CBOJCTBa

AOGcopOrtus
OmnanzanuH ce abcopbupa 1o0pe cien NepopaTHo IPUIOKESHHE KaTo JOCTUTa MAKCUMAITHU TIa3MESHU

KOHIICHTpAIMK MEXIy 5-us U 8-us yac. AOcopOnusATa He ce TOBIHSABA OT MPHEMa Ha XpaHa.
AOcooTHaTa ONOHAMYHOCT CJIET IEPOPAITHO TPUIIOKEHHE B CPABHEHUE C MHTPABEHO3HO
NPUIOKEHUE HE € OTpeIeIIsHA.

Pasnpenenenue
CBbp3BaHETO Ha OJIAH3AMMH C TIA3MEHUTE MMPOTENHH € 0K0JI0 93 % Tpyu KOHIIEHTpalliy B AUaNa3oHa

ot 7 1o okoiio 1 000 ng/ml. OnaH3anuH ce CBbP3Ba INIAaBHO C AJIOYMUHA U C OL]-KUCEITHS
TJIMKOITPOTEHH.

buotpanchopmanus

OnaH3anuH ce MeTa0oaN3upa B YePHUSI PO Upe3 KOHIOTUPAHE M OKUCIICHUE. [ IaBHUAT METa0OIUT B
KpbBTa € 10-N-TIroKopoHuI, KOWTO He peMHHAaBa Tpe3 KpbBHO-MO3buHaTa Oapuepa. 3a
obpasyBaneTo Ha MeTabomuTUTe N-Ie3METHIT U 2-XUAPOKCUMETHIT AOTIPHUHACST ITUTOXpoMu P450-
CYP1A2 u P450-CYP2D6. In vivo n nBata MmeTabOIUTa MOKA3BaT 3HAYUTEITHO ITO-HUCKA
(hapMaKoJIOTUYHA aKTUBHOCT, OTKOJIKOTO OJIAH3aITMH B M3CIICABAHMS [TPH XKUBOTHU. | TaBHaTa
(hapMakosoruyHa aKTHBHOCT C€ JIBJDKU Ha U3XO/IHUS OJIaH3AIIVH.

Enumunupane
Cren mepopalTHO IPHUIIOKEHNE, CPETHUAT TEPMUHAIICH SITMMHUHAITIOHCH TTOJTYKUBOT Ha OJIAH3AITHH

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

[Ipu 31paBu MHAUBUAK B HANIpEHANIA BB3PACT (65 T. U IOBEYE) CPETHUAT CTUMUHAITMOHCH
MIOJTYKUBOT € YABIDKCH B CPaBHEHHE ¢ TTO-MiaauTe nHauBuau (51,8 cpemry 33,8 gaca), a KITUPBHCHT €
Hamaites (17,5 cpemry 18,2 1/gac). ®apMakokrHEeTHUHATa BAPUEOUIHOCT, KOSATO ce HaOJIF0AaBatT pu
WH/IMBHJIUTE B HAIIpPEIHAJIA BH3PACT HE CE OTIMYaBa OT Ta3u MpH no-muaaute uaausuau. [pu 44
NAIMEHTH ¢ MU30(PEHNUs Ha BB3PACT HaJ 65 T. 1031 oT 5 10 20 mg/neH He ca OUiM CBBbP3aHH C
HSIKaKbB pa3indeH Npoduit Ha HeXKeJTaH!u CHOUTHSL.

[Ipu sxeHu cpeHUsI eNMMMUHALMOHEH MTOYXHUBOT € JIEKO yabJbKeH (36,7 cpemty 32,3 vaca) B
CpaBHEHHE C TO3H NPU MBXKETE, a KIIUPBHCHT € penynupad (18,9 cpemryy 27,3 1/uac). Bemnpeku ToBa,
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npodmrsT Ha 6e30MacHOCT Ha onmaH3anuH (5-20 mg) € cpaBHUM MEXITY KeHuTe (n=467) U MbXeTe
(n=869).

BbrOpeuno yBpexxaane

He e ycTanoBeHa 3HauMMa pa3iauka B CpeIHUS eTMMUHAIIMOHEH TOyXKHUBOT (37,7 cripsimo 32,4 gaca),
KaKTO U B KiupbHca (21,2 cipsimo 25,0 1/4ac) Mexkay narieHTUuTe ¢ yBpeaeHa 0b0peuHa GpyHKIus
(xpeatuHnHOB KiaupbHC <10 ml/min) u 3apaBute unauBHIu. [IpoyuBanusiTa mokasear, ue okoso 57%
oT OeJsI3aHus C PaIMOAKTHBHY U30TOITH OJIAH3AINH Ce YCTAaHOBSBA B YpUHATA TJIABHO O] hopMaTa Ha
MeTaboNnTH.

YepHoapoOHO yBpexIaHe

Mautko npoydBaHe 3a BIMSHHETO Ha HapylieHata QyHKIS Ha YepHUsI po0 MpH 6 MaIrMeHTH ¢
KIMHUYHO 3HauuMa (kiac A (n = 5) u kinac B (n = 1) no knacuduxkarusra Child-Pugh) muposza
yCTaHOBsBA cJ1ad epeKT BbPXY (hapMaKOKMHETHKATA HA OJIAH3AIHH, TIPUIIOKCH MEPOPATHO

(2,5 - 7,5 mg equHUYHA 103a): TAITUEHTUTE C YMEPEHA 10 TeXKKA YePHOAPOOHA TUCHYHKITISI IMaT
JIEKO 3aBUIIIEH CUCTEMEH KITUPHHC U MO-KPAThK SITMMHHAIIMOHCH TIOTYKUBOT B CPAaBHEHUE C
nanueHTuTe 6e3 yepHoapoOHa nuchyskims (n = 3). [loBeueTo OoT marMeHTUTE ca Myiavy ¢ [Upo3a
(4/6; 67 %), otkonkoTo naiueHTn 0e3 uepHoapoOHa auchyHkiwms (0/3; 0 %).

[Tymene
[Ipu Henmymaun (MBKe U KEHU) CPEAHUAT eTMMUHAIIMOHEH TOTYKUBOT € yIbibkeH (38,6 cipsimo 30,4

yaca), a KIIMPbHCHT € HamalieH (18,6 cpemry 27,7 1/4ac) B cpaBHEHHUE C MyIIa4yH.

IInasmenust KIIMPBHC HA OJIaH3aIllMH € NO-HUCHK MPU NAUCHTUTC B HAIIPpC/IHAJIa Bb3pacCT, B
CpaBHCHHUC C IMO-MJIAIUTC MHAWUBUAU, IIPU )KEHUTE B CPABHCHUE C MBIKETE, KAKTO U IIPU HENIYIIAYUTC B
CpaBHCHUC C ITyIIa4YUTE. B’preKI/I TOBa, 3HAYMMOCTTA Ha BIIMAHUCTO HA Bb3paCTTa, I10J1a UJIN
MYHICHCTO BbPXY KIIMPBHCA HAa OJIaH3allMH U BbPXY HCTOBUS IMOJTYKUBOT € TBbPJAC MaJiKd, B CPABHCHUC
C 06maTa BapI/Ia6I/IJ'IHOCT MCKAY OTACITHUTC UHAUBUIUN.

He e ycraHoBeHa pa3nuka BbB (JapMaKOKWHETHYHUTE MTAPAMETPH IIPU MIPOYYBAHUS, IIPOBEICHU C
€BpONCHIIN, ATIOHIU U KUTANIH.

IleanaTpuyna nonysnaius

FOnomm (BB3pact 13 mo 17 roguan): dapMakoKHHETHKATA Ha OJaH3AINH € T0100Ha TP FOHOIITN U
BB3pACTHU. B KIMHWYHY NMPOYYBaHUS CpeIHATA EKCITO3UIMS Ha OJIaH3aIMH € 0KoJIo 27% mo-BUCOKa
npu toHoIHU. JleMorpadckute pa3inuyus MeKAy FOHOIIU U Bh3PACTHU BKITFOUBAT IO-HUCKO CPEIHO
TEJIECHO TETJIO M MO-MaTbK Opoii myrayu rnpu roHommre. [1ogo0Hu hakTopu € Bb3MOXKHO Ja
ChJICHCTBAT 3a MMO-BUCOKATa CPEIHA SKCITO3UIIHSI, HAOJI0JaBaHa ITPY FOHOIIIH.

5.3 IIpeakJMHUYHU JAaHHU 32 0€30MACHOCT

chpa (IpH eAMHUYHA 103a) TOKCUIHOCT

[Mpu3HanuTe Ha TOKCHYHOCT MPH MEPOPAJICH IIPHEM IIPU TPU3AYUTE Ca XapaKTEPHHU 38 MOIIHHUTE
HEBPOJICHTHUIIN: XUTIOAKTUBHOCT, KOMa, TPEMOP, KIIOHUYHH KOHBYJICUH, CaJIMBaIlMs, U IIOTUCKAHE Ha
HaanaBaHeTe. CpeHUTE JIETAJIHU 103U ca npubausuTenno 210 mg/kg (3a mumkn) u 175 mg/kg (3a
wrbxoBe). KyderaTta nonacar ennanyHa fo3a 10 100 mg/kg Oe3 na ce HaOmronaBa jgeTaneH u3Xo.
KbM KIMHUYHHTE IPU3HALM CHAIaT CeUPaHe, aTaKCHs, TPEMOP, YCKOPEH ChpACUYCH PHTHM,
3aTPyIHCHO AMIIAHE, MHO03a, U aHOpeKcHs. [Ipu MaliMyHH eAMHUYHM ITepopainu 103 10 100 mg/kg
BOJISIT JIO TIPOCTPAILIS, & BACOKUTE JIO3U H JI0 HEIThITHA 3ary0a Ha Ch3HAHUeE.

ToxcnyHOCT IOPpHU MHOT'OKPATHO IIPUJIOKCHUC

B npoy4Banus BbpXy MHUIIKH C MIPOIBIDKUTEITHOCT /10 3 Mecella M BbPXY IUTbXOBE U Ky4eTa C
MPOABIDKUTEITHOCT ChOTBETHO JI0 1 roiuHa, mpeobnaaasany egextu ca noruckane va [THC,
AHTUXOJIMHEPTUYHHU €PEKTH U iepruepH XeMaTOJIOTHYHH HapyIIeHus. Pa3BuBa ce Toyiepanc KbM
notuckanero Ha [{HC. [Tapamerpute Ha pacTeka HaMamsBaT MPH BUCOKH J03W. [Ipu mursxoseTe ca
HaOII0JaBaHu 00paTMHK e()EeKTH, KOUTO ca B Pe3yJITaT Ha IMOBUIIICHN HUBA HA NPOJIAKTHHA U
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BKJIFOUBAT: HAMaJIsIBaHE TETJIOTO Ha SIHYHUITUTE U MaTkKarta, KakTo U MOp(i)OJIOFI/I‘-IHI/I IIPOMCHU BLB
BJIaraJIMIIHUA CIIMTCII U B MJIICYHHUTC XKJIC3U.

XeMaToJ0TUYHA TOKCHYHOCT

Edextn BppXy XeMaTOJIOTHIHUTE TTAPAMETPH CE YCTAHOBSIBAT IPH BCHUYKH N3CJICABAHH BHIOBE
YKUBOTHHM, BKJIFOUUTEIHO J1030-3aBUCUMO IIOHIDKEHHE Ha LIUPKYJIHUPALIUTE JICBKOLUTY [IPU MUIIKU U
HecTeNUPpUIHO HaMaleHHe Ha Opost Ha IMPKYJIHUPALIUTE JICBKOLUTHUTE TIPH ILTHXOBE; HE CE
yCTaHOBsIBaT 00ayue JOKA3aTeICTBa 32 KOCTHOMO3bYHA IIUTOTOKCHYHOCT. [Ipu orpanuden 6poit
KyderTa, JIeKyBaHH ¢ 7031 oT 8 win 10 mg/kg/nen (oO1aTa eKCrio3uis Ha oJlaH3aIllH [IUIOII 01
kpuBarta] € 12 10 15 mbTH MO-BUCOKA OT Ta3M MPH YOBEKa, IPY IPUEM Ha 1032 OoT 12 mg IHEBHO), ce
HaOIroaBa odpaTrMa HEYTPOIEHHS], TPOMOOIUTONIEHHS MK aHeMusL. 1Ipy nuToneHnYHN Ky4yeTa He
ca Ha0Jo1aBaHu HeKelaH! epeKTH BbpPXY MPOTEHUTOPHHUTE KIIETKU HITH MPOIU(pEPUPAIINTE KIETKH B
KOCTHHSI MO3BK.

PCHDOZ[VKTI/IBHa TOKCUYHOCT

Onan3zanvH HsMa TepatoreHeH edekT. Cemanusra MOBIHsABA KYMyJIaTHBHUTE CIIOCOOHOCTH Ha
MBKKHUTE TUTEX0BE. [10J0BUAT UKD ce 3acsra npu jo3u ot 1,1 mg/kg (3 mbTH 1M0-BUCOKU OT
MaKCHUMaJHAaTa JI03a IIPH Xoparta), a peNpoyKTUBHHUTE ITApaMETPH Ca 3aCeTHATHU MPH ILThXOBE, HA
KOHUTO € JaBaHa /103a oT 3 mg/kg (9 mbTH mO-BUCOKA OT MaKCHMaJIHATa J103a IIPU Y0BeKa). B
MOKOJICHUETO Ha TUThXOBETE, Ha KOUTO € JIJaBaH OJIaH3alliH ce Ha0Jr01aBa 3a0aBsHE B Pa3BUTHETO HA
TUI0/Ia ¥ IPEXOJHO HaMallsiBaHe HUBOTO HA aKTUBHOCT Ha MaJIKUTE KUBOTHU.

MyTareHHoct
OnaH3anuH He € oKa3ajl MyTareHHOCT WM KIaCTOI€HHOCT, IIPU MIPOBEACHUTE IIBJIHU CTaHJAPTHU

TECTOBE, BKIIFOUBAIN OAKTECPHATHUS MyTAIlHOHEH TECT | iM Vitro W in vivo TECTOBETE NPH O03aiHUIIN.

Kapuunorennoct
Pesynratute OT M3cneqBaHUATA BHPXY MUIIKHU U IIIBXOBE BOST 0 3aKJIIOUEHHUETO, Y€ OJIAH3AMMH HE
€ KapIIMHOTCHEH.

6. ODAPMAIIEBTUYHHU JAHHHU
6.1 CHoucbk Ha IOMOLIHHUTE BelIECTBA

Slapo Ha TabieTKara

JlakTo3a MOHOXUApPAT
Xumponosa

Kpocnosugon
MukpokpucTaiHa 1eyio3a
MaruesueB cteapat

Tabnerna oOBMBKa

ZYPREXA 2,5 mg, 5 mg, 7,5 mg u 10 mg obsumu mabiemxku

Xumpomenosa

OngetsBaria cMec Os1a (XUIpomMestosa, TuHTanueB quokcua E171, makporoun, monmcopbar 80)
Kapny0a Bakc

ZYPREXA 15 mg obeumu mabiemxu

Xumpomenosa

OuBeTsiBaIlia CMeC CBETIO CUHBO (TUTaHueB auokcua E171, nakro3a MOHOXUIPAT, XUIIPOMEN03a,
TpUaLeTHH, nHAUTOKapMuH onBetuten (E132))

Kapny0a Bakc
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ZYPREXA 20 mg obeumu mabiemxu

Xumpomenosa

OugetsBaria cMec po3oBa (TutanueB quokcu E171, Mmakporon, JakTo3a MOHOXUAPAT, XAIIPOMEI03a,
CHHTETHYCH YePBEH JKee3eH OKCH/)

Kapny6a Bakc

6.2 HecnbBMecTHMOCTH
Hemnpunoxumo
6.3 Cpox Ha roaHOCT

ZYPREXA 2.5 mg 00BuTH TabJIETKH
2 TOIUHMU.

ZYPREXA 5 mg, 7.5 mg, 10 mg. 15 mg u 20 mg 0OBUTH TaOIETKH
3 roguHu.

6.4 CroenuajJHU yCJOBHUS HA ChbXPaHEHHUE
Ja ce cpxpansiBa B OpUrHHAIHA OMIAKOBKA, 3a J]a Ce Mpena3d OT CBETIMHA U BJiara.
6.5 Buau cbabpikaHue Ha ONMAKOBKATA

CryneHonpecoBaHu OJIMCTEPHU JICHTH OT allyMUHHI, B KAPTOHEHU onakoBku 1o 28, 35, 56, 70 wmu 98
TabJIeTKH B KyTHUSI.

He Bcuuky BHJIOBE OMTAKOBKH MOTarT Jia ObJaT IyCHATH Ha Ma3apa.
6.6 CrnenuajaHu NpeanasHu MepKHU NP U3XBbPJIsIHE

Hsama CricuyaJiIHi N3MCKBaHUA.

7. NNPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

CHEPLAPHARM Registration GmbH, Weiler Stralle Se, 79540 Lorrach, I'epmanusi.

8. HOMEP(A) HA PASPEHIEHUETO 3A YIHOTPEBA

EU/1/96/022/002 - ZYPREXA — 2,5 mg - o6BuTH Tabnetku - 28 TabJIeTKH, B OMAKOBKA.
EU/1/96/022/019 - ZYPREXA — 2,5 mg - 00BuTH TaONeTKH - 56 TaOJIETKH, B ONIAKOBKA.
EU/1/96/022/023 - ZYPREXA - 2,5 mg - o0BuTH TabneTKu - 35 TabJeTKH, B OTIaKOBKA.
EU/1/96/022/029 - ZYPREXA - 2,5 mg - 00ButH Tabnetku - 70 Ta0ieTKH, B ONIAKOBKA.
EU/1/96/022/035 - ZYPREXA — 2,5 mg - 00BuTH TabneTku - 98 TabJieTKH, B ONAKOBKA.
EU/1/96/022/004 - ZYPREXA — 5 mg - 06BuTH TabneTku - 28 TaONETKH, B OTIAKOBKA.
EU/1/96/022/020 - ZYPREXA — 5 mg - 00BUTH Ta0NeTKH - 56 TaOJIETKH, B ONIAKOBKA.
EU/1/96/022/024 - ZYPREXA — 5 mg - 00BuTH TabneTKu - 35 TaONETKH, B OTIAKOBKA.
EU/1/96/022/030 - ZYPREXA — 5 mg - 06ButTH TabneTku - 70 TaONETKH, B ONIAKOBKA.
EU/1/96/022/036 - ZYPREXA — 5 mg - 06BuTH TaOJIeTKH - 98 TabJICTKH, B OIIAKOBKA.
EU/1/96/022/011 - ZYPREXA — 7,5 mg — o0BuTH Ta0yieTku - 28 TaOJIETKH, B OIIAKOBKA.
EU/1/96/022/006 - ZYPREXA — 7,5 mg - OOBUTH TaOJICTKH - 56 TabieTku, B ONTaKOBKa.
EU/1/96/022/025 - ZYPREXA — 7,5 mg - 0OBUTH TaONETKH - 35 TaOJICTKH, B OMTAKOBKA.
EU/1/96/022/031 - ZYPREXA — 7,5 mg - 06BuTH Tabnetku - 70 TaOJIETKH, B ONAKOBKA.
EU/1/96/022/037 - ZYPREXA — 7,5 mg - o0BUTH TabneTKH - 98 TabneTKy, B OMAaKOBKA.
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EU/1/96/022/009 - ZYPREXA — 10 mg - o6BuTH TabieTKH - 28 TaOJICTKH, B OIIAKOBKA.
EU/1/96/022/010 - ZYPREXA — 10 mg - o0BuTH TaOneTKu - 56 TabJeTKH, B ONIAKOBKA.
EU/1/96/022/026 - ZYPREXA — 10 mg - 06BuTH TabJIeTKH - 35 Ta0JICTKH, B OIIAKOBKA.
EU/1/96/022/032 - ZYPREXA — 10 mg - o6BuTH TabneTku - 70 TabiaeTKH, B ONaKOBKA.
EU/1/96/022/038 - ZYPREXA — 10 mg - o0BuTH TabyieTKH - 98 Ta0JIeTKH, B OIIAKOBKA.
EU/1/96/022/012 - ZYPREXA — 15 mg — o0BUTH TaONIeTKH - 28 TaONeTKH, B OMIAKOBKA.
EU/1/96/022/021 - ZYPREXA — 15 mg - OOBHTH TaOJICTKH - 56 TabieTKH, B ONTAKOBKA.
EU/1/96/022/027 - ZYPREXA — 15 mg - o6BuTH TabneTKH - 35 TaOJIETKH, B OITAKOBKA.
EU/1/96/022/033 - ZYPREXA — 15 mg - o6BuTH TabneTku - 70 TabJIETKH, B OITAKOBKA.
EU/1/96/022/039 - ZYPREXA — 15 mg - o0BuTH TabneTku - 98 TabiaeTku, B OIaKOBKA.
EU/1/96/022/014 - ZYPREXA — 20 mg — 00BuTH TabJeTKH - 28 TaOJIETKH, B OITAKOBKA.
EU/1/96/022/022 - ZYPREXA — 20 mg - OOBHTH TaOJICTKH - 56 TabieTKH, B ONTAKOBKA.
EU/1/96/022/028 - ZYPREXA — 20 mg - o0BuTH TabneTKH - 35 TabJeTKH, B ONIAKOBKA.
EU/1/96/022/034 - ZYPREXA — 20 mg - o6BuTH TabineTKu - 70 TaOJIETKH, B OIIAKOBKA.
EU/1/96/022/040 - ZYPREXA — 20 mg - o0BuTH TabneTKku - 98 TabiaeTku, B OIaKOBKA.

9. JATA HA II'bPBO PA3PEINIABAHE/IIOJHOBSIBAHE HA PA3ZPEHIEHHUETO 3A
YIIOTPEBA

[ata Ha repBO pazpemanane: 27 centemBpu 1996 r.
Hata Ha nocnenno nonHoBsiBane: 12 centemspu 2006 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
{(MM/TTTT}

[TonpoOHa uHOpMaIKs 3a TO3M JICKApPCTBEH MPOAYKT € MPeI0ocTaBeHa Ha yeOcaiiTa Ha EBpomneiickara
areHuus no jexkapcraata https://www.ema.europa.eu
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1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

ZYPREXA 10 mg mpax 3a HHXXEKIIOHEH Pa3TBOP

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcexu ¢makon ceappka 10 mg onanzanuH (olanzapine). Cnem MpUTOTBSIHE BCEKH MIUTAIATHD OT
pa3TBOpa ChIBPKA 5 Mg OJIAH3AIHH.

IToMOIITHO BEmIecTBO ¢ U3BECTHO JICHCTBHUE: BCEKHU (PrIakoH chabpka S0 mg JaKTo3a MOHOXHUIPAT.

3a IBJIHUA CIIUCHK Ha ITOMOILHUTE BEIECTBA BHKTE TOYKa 6.1.
3. JEKAPCTBEHA ®OPMA

TIpax 3a UHKXEKIIMOHEH Pa3TBOP
JKbnT muodunmsnpan mpax.

4. KJIMHUYHU JAHHHU

4.1 TepaneBTHYHHU MOKA3ZAHUS

Br3pactau
ZYPREXA mpax 3a MH)XEKIIMOHEH pa3TBOP € MOKa3aH 3a Obp3 KOHTPOJI Ha ChbCTOSHUS Ha Bb30ya U

0E3MOKONCTBO MPH MAIUSHTH C MU30()PEHUS WIH MAHUIHA SITHU30,I1 TIPY OMITOJIIPHO Pa3CTPOUCTBO,
KOraTo nepopaiHata Tepanus He € nogaxozsma. Jleuenuero cbe ZYPREXA mpax 3a HHXEKIIMOHEH
pasTBOp TPsIOBA 1a Ce MPEYCTAHOBH U Ja C€ MPOIBIDKH C TIPIIIOKCHUETO Ha TIEPOpaJieH OJIAH3aIHH,
BeJIHATa IIOM TOBA € KIIMHUIHO YMECTHO.

4.2 /lo3MpoBKa M HAYMH HA NMPUJIOKEHHE

Ba3pactaun
3a HHTpaMyCKYJIHO TIpriiokeHne. Jla He ce mpuiiara BeHo3HO Witk onkoxHo. ZYPREXA mpax 3a

WHXKEKIIMOHEH Pa3TBOP € MpeJHa3HaYeH caMo 3a KpaTKoTpaiitHa yrnorpeba, MaKCHMAITHO JI0 TPU
MOCJIeIOBATEITHY JTHH.

MakcuManHarta JJHeBHA J103a OJIaH3anuH (BKIIIOYBAIIla BCUYKH JIEKAPCTBEHU ()OPMU HA OJIaH3AIINH) ©
20 mg.

[penopbuBanara HavyanHa j103a ¢ 10 mg onaH3anvH THEBHO, MPUIOKEHA KaTo €Ha HHTPaMyCKYJIHA
uHKeKus. Moxe 1a ce mpuiara rmo-Hrcka go3a (5 mg wnum 7,5 mg), Ha 6a3aTa Ha WHIWBUIYATHHS
KIIMHUYCH CTATyC, KOSTO TPSAOBA J1a BKIFOYBA CHIIIO Pa3rIekKAaHe Ha Beue MPUIIOKCHUTE JIEKAPCTBCHH
MPOAYKTH, KAKTO KaTO MOIbpIKAIla Teparus, Taka U KaTo JICUCHHE HA OCTPOTO ChCTOSIHHE ( BIK.
Touka 4.4). B 3aBUCUMOCT OT UHAMBUIYATHUTE KIIMHUYHY JIaHHH, 2 Yaca CJie/] TbPBaTa WHXKCKIIHS
MOXe J]a ce HalpaBu BTOpa MHXKEKIHs oT 5-10 mg Ha 06a3ata Ha WHIVBHYATHUS KIMHIYCH CTATYC.
He tps6Ba m1a ce mpaBsT moBede OT 3 WHKEKIIUH 32 BCEKH 24-9acOB ITEPHOI U MaKCHMaJTHATa THEBHA
nmo3a ot 20 mg olanzapine (BKIJIF0OYBaIa BCHYIKH JIEKapcTBeHH (HOpMH) HE TpIOBa 1a Ob/ie
MPEBUIIIABAHA.

ZYPREXA mpax 3a MHKXEKIIMOHEH pa3TBOP TpsiOBa J1a ce pa3TBaps CIOpe] yKa3zaHUsATa B ToUKa 6.6.
3a 1ombIHUTENTHA HHPOPMAIHS OTHOCHO IPOIBIDKUTEITHOTO JICYSHHUE C ITEpOopajieH oJlaH3amuH (5 10

20 mg nueBHO) BmkTe KpaTka xapakrepucTika Ha mpoaykra ZYPREXA o6ButH TabneTkn uimu
ZYPREXA VELOTAB Ta0netku, qucrneprupaiiy ce B ycrara.
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CrienmanHy TOIyJIalluU

Cmapuecka 6v3pacm

IIpu maruenTH B HanpeaHaiza Bp3pact (> 60 roquHN) € MpermophunuTEIIHO Aa ¢e 3armovHe ¢ 2,5 — 5 mg.
B 3aBUCHMOCT OT KIIMHUYHOTO ChCTOSTHUE Ha NarueHTa (BK. Touka 4.4), 2 yaca ciej mbpBara
MHXKEKLUS MOJKe JIa ce TIOCTaBU BTOPa, 2,5 — 5 mg. 3a uaTepBai ot 24 yaca He TpAOBa Ja ce mpaBsT
MoBeYe OT 3 MHKEKIMH U MaKCUMallHaTa JHEBHA /1032 oT 20 mg (BKIIIOYBAIA BCUUKH JICKAPCTBEHU
(hopmu) Ha OJIaH3aIMH HE TPSOBA Aa OBbAC MPEBUINIaBaHA.

bvopeuno u/unu uepnodpobro yepescoane

[Ipu TakuBa nanueHTH TPsIOBaA Ja ce 3aroyvHe ¢ MOo-HUCKa HayaiHa Ao3a (5 mg). B ciiyuan Ha ymepena
yepHOoApoOHa HemocTaThuHOCT (1mpo3a, Child-Pugh knac A win B) nauannata no3a tpsoBa na 6bae
5 mg u Aa ce yBenuuaBa ¢ OBUIIEHO BHUMaHHE.

Ihwauu

Jlo3arta 1 1030BUTE IpaHULM HE TPAOBA Ja c€ MPEU3UUCIIBAT PYTHHHO 32 HEMYLIAuyUTe B CPAaBHEHUE C
JIO3MTE MPH NanueHTuTe mymadu. [lymenero Moxe Ja HHIynupa MeTadonu3Ma Ha OJaH3aIluH.
IIpenopruBa ce KIMHUYHO MOHUTOPUPAHE U MOXKeE J1a c€ MMa MPEABH/]I IOBUIIaBaHE Ha /103aTa Ha
OJIaH3aIMH, aKO € He0OX0AUMO (BXK. TouKa 4.5).

Koraro e nanwuie moeue ot enuH 3abasi MeTabonu3Ma GakTop (KEHCKH MO, CTapdecka Bb3pacT,
HEeIyIIa4yn), TpsOBa Jla ce nMa IpeBUI HaMalsiBaHe Ha Jo3aTa. [Ipy TakuBa manueHTH TpsiOBa 1a ce
MOJXOIN KOHCEPBATHBHO MPU HEOOXOAMMOCT OT JTOMBJIHUTEITHH UHKEKIHH.

(Bwxre Touka 4.5 1 Touka 5.2.)

Ileouampuuna nonynayus
Hsma omut npu neua. ZYPREXA npax 3a HHXEKIIMOHEH pa3TBOP HE ce MPUIIOPBYBa 3a yrnorpeda mpu
Jie1ia ¥ OpacTBaly IOPay JIMIICA HA JaHHU 3a 0€30MacHOCT U €UKACHOCT.

4.3 IlpoTuBOmOKAa3aHUs

CBpPBXYYBCTBUTEIHOCT KbM aKTHBHOTO BEIIECTBO MJIM KbM HIKOE OT TOMOIITHUTE BEIIACTBA,
n30poeHu B Touka 6.1. [TanmeHTH, 32 KOUTO € U3BECTHO, Y€ MMa PUCK OT TECHOBI'BIHA IJIAYyKOMA.

4.4 ChneunuajaHu npeaynpeskaeHus U Mpeana3Hd MePKH NpU ynorpeda

EdukacHocTTa Ha HHTpAMYCKYJTHHS OJIAaH3alWH HE € N3CJIeIBaHa NPH MAeHTH C HAIIPETHATOCT U
MIOBEJICHYECKH Pa3CTPOICTBA, KOUTO HE Ca CBBP3aHU ¢ MU30(PEHNS MITH MAHUIHU €ITU30/TH.

HecTaOuiaau 3/1paBOCIOBHU ChCTOSIHHS

OmnanzanuH He TpsAOBa [1a ce mpujara MHTPaAMYCKYITHO TPH MMallMeHTH ¢ HECTAOMITHO 3/IPaBOCIIOBHO
CBHCTOSIHUE, KaTO OCTHP MHOKap/eH HH(APKT, HECTAOMITHA CTEHOKAPH, TEeKKa XUTIOTOHHS W/ WITH
Opajukapaus, CHHIPOM Ha OOJIHUS CUHYCOB BB3€Jl WIH CJI]] Chp/ICUHa ornepanus. AKO HE MOXe Ja
ObJlc CHeTAa aHAMHE3a Ha MalMeHTa 32 HAKOE OT Te3U HeCTAOMIIHU ChCTOSIHUS, TPSIOBA J1a CE MPEICHST
PHCKOBETE U MPEAUMCTBATa Ha HHTPaMYCKYJIHOTO MPUIOKEHUE HA OJIaH3aIIMH B CPABHEHUE C JPYTH
aNTepHATHBHU METOAM Ha JICUCHHE.

EnnoBpeMeHHO NpwitockeHre Ha OCH30/IMa3eIMHY M PYTHU JICKAPCTBEHU MPOIYKTH

Tps6Ba ga ce 0ObpHE clieMaIHO BHUMAaHHUE Ha MAMEHTH, KOUTO Cca MOJIy4aBajH JCUCHUE C APYTH
JIEKapCTBEHHU MPOIYKTH, MOBIHMSIBALIN XeMOINHAMUKATA 110 HAYMH, IOJOOCH Ha TO3U Ha
MHTPaMYCKYJTHHS OJaH3allMH — BKIIOUYUTEIHO APYTY aHTUIICUXOTHLH (IIEPOPATHH U/UIH
WHTPaMyCKYJIHH) 1 OeH30/11a3enuHu (BXK. Touka 4.5). Muoro psaxo (< 0,01%) e crobmaBano 3a
BpPBH3Ka BbB BPEMETO HA JICYEHUETO C HHTPAMYCKYJICH OJIaH3aIMH ¥ XUIIOTOHUS, OpajiiKapaus,
MOTUCKAHE Ha JIMIITAHETO U CMBPT, 0COOEHO MPH MAIMEHTH, KOUTO ca MMOJy4YaBaii OeH3011a3eTHHA
W/WIM IPYTY aHTUTICUXOTHLH (BXK. TouKa 4.8).
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EnHOBpeMeHHOTO MH)KEKTHpAaHE HAa HHTPAMYCKYJICH OJIaH3aIiH U TTapeHTepaieH OeH30ia3enH He
ce MpenopbuBa, NOPaaIu Bb3MOXKHOCTTA 3a PEKOMEPHA Celalts, KapAHOpecIupaTOpHa IENpecus 1 B
MHOT'O PE/IKH ClIydan CMBPT (BK. Touka 4.5 1 Touka 6.2). AKO ce IpeleHH, Ye MalUeHTHT ce HyKaae
OT HapeHTEPaIHO JieueHHe ¢ OEH30AMA3ENHM, TO TPSIOBa J1a ce MPUIIOKH ITOHE eIUH Yac CJIe]
WHTPaMyCKYJTHOTO MPIIIO’KEHUE Ha OJIaH3aImiH. AKO Ha MaIMeHTa € HalpaBeH MapeHTePaTHO
OeH30/1Ma3enuH, MHTPaMyCKYJTHOTO MIPHIIOJKEHUE Ha OJJAaH3aMMH TPSAOBa J1a ce MMa MPEABHIL CaMO CIIe]
BHUMATeIHA MpeleHKa Ha KITMHINYHUS CTaTyC U MAlMeHThT TPsiOBa BHUMATEIHO Ja Ob1e
MOHMTOPHUPAH 32 IPEKOMEPHO CEIMpaHe U MOTUCKAHE Ha ChpeYHaTa JeHHOCT U AUIIAHETO.

XUNOTOHUS

MHOro0 BayKHO €, MallMeHTHUTE JIEKYBaHHU C OJIAH3aIMH HHTPAMYCKYIIHO, [1a ce HabIoJaBaT 3a mosiBa Ha
XUTOTOHHUSA, BKIIOYUTETHO OPTOCTATHYHA XUTIOTOHHS, OpaAMapuTMHS W/WITH XUTIOBESHTHIIAIHS,
0co0eHO TIpe3 MEPBUTE 4 Yaca clie]] MEKEKTHpPaHe, a OJTM3K0TO IPOCeasiBaHE 1a TPOIBIDKA U CIIE]T
TO3U MEPHUOJI, aKO € KIIMHUYHO ITO0Ka3aHO. APTEPUAITHOTO HAJISTaHe, MyJca, AuXaTelHaTa YeCToTa U
MIPOMEHUTE B Ch3HAHKUETO TPSAOBA J]a ce MPOCIICASBAT PEAOBHO U aKO € HEOOXOAUMO, JIa CE TIPOBE/IC
nedenue. [lanmenTure TpssOBa 1a OCTAHAT HA JICTJIO, aKO MMAT 3aMaiBaHE WU ChHIMBOCT CJIE]
WHKEKIUTA, JIOKATO MperJie/ia YCTAaHOBH, Y€ He CTPAaT OT XUIIOTOHMS, BKIFOUMTEITHO OPTOCTATHYHA
XUTIOTOHUSA, OpaAMapUTMHUS W/WITH XUTIOBEHTHIIAIHS.

BbesonacHocTTa 1 epeKTUBHOCTTAa HA HMHTPAMYCKYJIHHS OJTaH3aIUH HE € OLICHSIBAaHA MPH MAIUEHTH C
AJIKOXOJIHA WJIM JIEKapCTBEHA WHTOKCUKAIMS (KaKTO C MpeaNicaHy Taka U CbC 3a0paHeHu
JIEKapCTBEHU MPOAYKTH) (BXK. TouKa 4.5).

Ilcuxo3a, cBbp3aHa C JIeMEHIIHS, /WA TOBE/IEHYeCKH HAPYIICHUS
OsaH3anviH He ce MPernopbyBa 3a ynoTpeda NpH MarueHTH ¢ IICHX03a, CBhp3aHa ¢ JIEMEHIINS, H/WITH

MOBEICHYCCKY HAPYIIICHUS, TIOPaId YBEINYaBaHE Ha CMBPTHOCTTA M PUCKA OT MO3BYHOCHIOBH
WHIMICHTH. B miane0o KOHTpoIMpaHu KIMHUYHYU MPOYYBAHHS (C IPOIBIDKUTEITHOCT 6-12 cenMuIm)
MIPH MAIUCHTY B HAaNpeAHAaIa Bb3pacT (CpeHa Bb3pacT 78 roJIMHM) ¢ TICKHX03a, CBbp3aHa C JICMEHITHS,
W/WITY TIOBEJICHYECKU HApYILIEHHS, € HAOJII01aBaHO 2-KPaTHO YBEINYaBaHe HA CMBPTHOCTTA TIPU
MAIMEHTHTE, JICKYBaHH C OJIAH3AINH, B CPABHEHHUE C MAI[UCHTUTE, TPETUPAHU C TU1ae0o (ChOTBETHO
3,5% cupsimo 1,5%,). [lo-BrcokaTa CMBPTHOCT HE € CBhP3aHa C J103aTa Ha OJIAH3aIiH (CpeaHa THEBHA
n03a 4,4 mg) Wiy ¢ MPOABDKUTEITHOCTTA Ha JISYeHNETO. PUCKOBUTE (haKTOpH, KOUTO MOTAT Jia
MpeIpa3noaokKaT Ta3y MOITyJIAIUS MAMEHTH KbM YBEIIMYeHA CMBPTHOCT, BKJIFOUBAT BB3PAcCT > 65
TOJIMHU, TUc(arus, cealus, HapyIeHo (HeOCTaThYHO) XPaHEHE U JeXUApaTalys, 0eI0IpoOHH
3a0osaBaHys (HAIp., THEBMOHUS ChC WM Oe3 acTiipanys) WK eTHOBpeMeHHa ynorpe0da Ha
OCH30/IMa3eNMHN. BhIipekn ToBa yecToTarta Ha CMBPTHHUTE ClTydan € OWiia mo-BUCOKa MpH
MAIMCHTHTE, JICKYBaHH C OJIAH3aIMH, B CPABHEHUE C IUIAe00-TPETUPAHUTE TTAIIMCHTH HE3aBUCHUMO OT
TE3U PUCKOBH (DaKTOPH.

B chuuTe KIMHUYHY POYYBaHUS MMa ChOOLICHHUS 32 MO3BbYHOCHI0BU Hexenanu cpoutus (MCHC,
Harp., HHCYIT, IPEXOAEH NCXEMHUYEH MTPUCTBIT), BKIFOYUTEIHO | ¢ (haTaneH u3xoxa. Habmonasano e
3-xpaTtHo yBenndyaBane Ha MCHC npu nmanuenTH, IeKyBaHHU C OJaH3aINH, B CPABHEHHUE C TTAIIHEHTHTE,
Tperupanu ¢ mwianedo (crorBeTHO 1,3 % cupsamo 0,4%). Beudku nanuenTH, JIEKyBaH! C OJIaH3aIMH
WM 11ane6o, Ipu KOUTO ca HaOI0aBaHu MO3bUYHOCHA0BU HEXETaHU ChbOUTHS, Ca C MPEeALIeCTBAIIN
puckoBu ¢pakTopu. Be3pact > 75 ToAWHY U CHIOB/CMECEH TUI IEMEHIHUS ca HACHTU(DUIIMPAHU KaToO
puckoBu dpaxtopu 32 MCHC BBB Bpb3Ka ¢ JICUEHHETO ¢ OJaH3aluH. B Te3u nmpoyuBaHus He €
yCTaHOBEHa e(pMKACHOCTTA Ha OJIAH3AIIHH.

Bonect Ha ITapkuHcoH

Ynorpebara Ha oJlaH3aIWH 32 JICYCHUE Ha IICUX03U TIPY NAIMEeHTH ¢ OoJecTTa Ha [lapKkuHCOH,
CBBbP3aHH C IpreMa Ha JONTAaMUHOB arOHUCT, HE CE MPENophUBa. B KIMHIUYHU POYyYBaHHUS MHOTO
YECTO U MO-YECTO B CPaBHEHHE C TUIANE00 ca TOKJIaIBAaHU BIIOIIABAHE HA MAPKUHCOHOBATA
CHMITTOMATHKA U XaJFOIMHAINHA (BXK. Touka 4.8), a o1aH3anuH He € Mo-eEeKTUBEH OT TUIaredo mpu
JieYeHne Ha ICUXOTHYHU CUMIITOMHA. B Te3u mpoy4BaHus ce M3UCKBA MAIMEHTHTE 1a ObaaT
IPBOHAYATHO CTA0MIM3UPAHH C Hail-HHUCKaTa e)eKTUBHA /1032 aHTUIAPKIMHCOHOB JIEKApCTBEH
MPOAYKT (JIONAaMHHOB aroHKCT) U Ja 3aMa3sT ChIIUTE aHTUIIAPKUHCOHOBH JICKAPCTBEHU MPOTYKTH H
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JIO3MPaHUs 110 BpeMe Ha mpoy4BaHeTo. ONaH3amuH € 3a104YBaH B JI03H OT 2,5 mg/IHEBHO U TUTPUPAH
JI0 MaKCUMyM 15 mg/mTHEBHO 1O PELieHKa Ha M3CIICA0BATEIIS.

Hesponentuuen manuraes cugapom (HMQC)

HMC e noteHIMamHO KHUBOTO-3aCTPAIIABAIIO ChCTOSIHAE, CBBP3aHO C JICUYCHHETO C AaHTUIICUXOTUYHU
JIeKapCcTBEHU NMPOAyKTH. Psinko ca moxnmaaBanu u ciryyan Ha HMC, cBbp3anu ¢ mpuemMa Ha OJlaH3aImiH.
Knnanaante nposisn Ha HMC ca xunepnupekcus, MyCKyJTHa PUTHAHOCT, HAPYIIEHUS B MECJIOBHHS
npolec ¥ JaHHU 3a BereTaTBHA HECTAOMIIHOCT (IPOMEHH B MyJIca WIIM apTePHAIHOTO HAATaHE,
TaXUKapaus, U3MOTABAHE U OTKIOHEHUS B ChbpACYHUS pUTHM). JlOMBIHUTETHUTE IPU3HALIM MOTaT J1a
BKJIIOUBAT ITOBUILEHUE Ha KpeaTuH (ocdoknHazata, MUOTIIOOMHYpHs (pabaoMHuoIn3a) u 0cTpa
0BpOpedYHa HETOCTATHYHOCT. AKO MAIMEHT pa3BUe MPU3HAIIN U-CUMITOMH, TToKazarenHu 3a HMC, nimmn
MMa HEeSICHO TEMIIePaTypHO ChCTOSIHUE 0e3 pyru KIMHuYHH NiposiBi Ha HMC, mpreMbT Ha BCUYKH
AHTHUIICUXOTUYHH JIEKapCTBa, BKIIFOUNTEIIHO U Ha OJIAH3aIMH, TPsOBa /1a Obe MpeyCcTaHOBEH.

XUNepriuKeMus U Ina0eT

Heuectu ca choOmIcHHATA 32 XUTISPTIIMKSMHESI W/WTH Pa3BUTHE, WK 000CTPSHE HA THA0CT, MOHSIKOTa
CBBP3aH ¢ KeTOAIMA03a I KOMa, BKITFOUNTETHO U daTaieH u3xo (BX. Touka 4.8). B HiKoU cimydyau e
JIOKJIAJIBAHO TIPEJIIIECTRAINO MTOBUIIABAHE HA TETJIOTO, KOETO MOXKe Jia ObJie Ipepa3smnoiarai GakTop.
[IpernopbuUTETHO € CHOTBETHO KIIMHUYHO MOHUTOPHUPAHE, CIIOPE]] M3IIOJI3BAHUTE YKa3aHUS 32
ynorpe0a Ha aHTUTIICUXOTUYHU CPEJICTBA, HATPUMEP M3MEPBaHE Ha KPhBHATA 3aXap Ha M3XOJHO HUBO,
Ha 12-Ta ceMuIia Clie/T 3aII0YBaHe Ha JICYSHUETO C OJIAH3AIMH U CJie/ ToBa exeronHo. [lanuenrture,
JICKyBaHU C aHTHIICUXOTUYHU JIeKapcTBa, BKinouutesHo ZYPREXA, Tpsa6Ba na ce HabmogaBat 3a
MIPHU3HAIM U CHMIITOMH Ha XUIEPTIIMKeMHs (KaTo HAPUMEp MOJIHMIUIICHS, TIOUYPHS, MO arus u
c1ab0cCT), a MaIMeHTUTE ChC 3aXapeH AnadeT WM Te3H ¢ PUCKOBU (HhaKTOPH 3a 3axapeH IuadeT TpsOBa
Jla ce MOHHTOPHUPAT PEJIOBHO 3a BIIOIIABaHEe HA KOHTPOJIA Ha IItoko3aTa. Termoro TpsOBa na ce
MOHHTOpPHUPA PEIOBHO, HAIPUMED Ha M3XOHO HUBO, Ha 4-Ta, 8-Ta U 12-Ta ceaqMuIla e 3aro4BaHe
Ha JICYUEHHETO C OJIAH3aMMH U CJIe]] TOBa Ha BCEKU TPH Mecela.

IIpoMenu B tunuauTe
Hab6momaBat ce HexxeNaH! IPOMEHH B JIUIHUANTE TIPH IMAIIMCHTH, JICKyBaHHU C OJIaH3aIiH B IU1ane6o

KOHTPOJIMPAHH KIMHWUYHU U3MUTBaHUS (BXK. Touka 4.8). [I[poMennTe B mumuauTe TpsOBa 1a ce JIeKyBaT
KaKTO € KIIMHUYHO YMECTHO, 0COOEHO NPH MALMEHTH ¢ AUCIUIHIEMHS U TIPH NALUEHTH C PUCKOBU
(akTopu 3a pa3BUTHE Ha HApYyIIEHHUA B IunuauTe. [Ipn nanueHTuTe, JeKyBaH! ¢ aHTUIICUXOTUYHU
nekapcTBa, BKounteaHo ZYPREXA, tps0Ba 1a ce MOHUTOpUPAT peIOBHO HUBATa Ha JUMUINTE,
CIIOpEe] M3II0JI3BAHUTE YKA3aHUS 3a YIOTpeOa Ha aHTUIICUXOTUYHH CPEJCTBA, HAIPUMEP Ha U3XOIHO
HUBO, Ha 12-Ta ceqmuLa ciell 3al104BaHe Ha JICYEHUETO C OJIaH3aIIMH U CJIEJ TOBA HA BCEKH 5 FOJMHU.

AHTUXOJIMHEPTUYHA AKTUBHOCT

Bobnpeku e, ipu in vifro IpoydBaHUITA OJaH3aMKH OKa3Ba AHTUXOJIMHEPTUYHA AKTUBHOCT, OMUTHT
MIpH KIIMHUYHU TPOYYBaHUS C TIepopaHaTa My (hopMa JI0Ka3Ba, 4e YeCTOTaTa Ha Bh3HUKBAHE Ha
CBBP3aHH C TOBA WHIMIEHTH € HUCKA. T'bil KaTO KIMHUYHHAT OIUT C OJIAH3AIHH MPY TAIMEeHTH ChC
CBHITBTCTBAIIN 3a00JIIBAHUS € OTPaHWYEH, MTPETOPHYBA C€ TOM Ja Ob/Ie H3MICBAH C TIOBUIIICHO
BHMMaHHE Ha MAIMEeHTH C XUMIepTpodus Ha MPOCcTaTaTa WK MapATUTHICH WIEYC, U CBBP3aHHU C TOBA
CBHCTOSIHHUSL.

YepHopoOHa hyHKITHS

YecTo ca HaOIIOIaBaHU MPEXOTHN, OE3CUMIITOMHHY ITOKAYBaHHS HAa YEPHOAPOOHUTE
amuHoTpanchepazn ALT u AST, ocobeHO B paHHUS eTan Ha JIeYCHUETO. M31cKkBa ce MMOBHIIEHO
BHUMaHWME NpH narueHTuTe ¢ mosumeHn ALT n/umu AST, mpu kouTo ce HaOIrogaBaT MPU3HAIM U
CUMITOMH Ha YEPHOJAPOOHO YBPEXKIAaHE, KAKTO U MPH MAIUEHTH C TIPEIUIIHU 3a00IsIBAaHHS, CBhP3aHH
C OrpaHnYeHU (YHKIIMOHAIHU PE3€pPBU Ha YEPHUS APOO WK TaKUBA, KOUTO ca OWIIH JICKYBaHH C
MOTCHI[UATHO XENAaTOTOKCHYHU MEIUKaMEHTH. B cily4anTe, KOrato € JUarHOCTULUPAH XETaTUuT
(BKITIOYUTETHO XETATOLETYIapHO, XOJIECTAaTHYHO WIIM CMECEHO YepHOAPOOHO YBpeKaane),TpsoBa 1a
0bJIc MPEKHCHATO JICUCHNUETO C OJIAaH3AIMH.
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Heyrtponenus
Heobxomumo e BHUMaHKE TIPU NAIIMEHTUTE, KOUTO TI0 HIKaKBa IMPUYMHA Ca C O-HUCHK Opoil Ha

JICBKOIIUTHUTE W/WITH HEYTPOPUIUTE, TIPH MAIUSHTH 32 KOUTO € H3BECTHO, Ye MOJTy4aBaT MPOAYKTH,
MPUYUHSIBAIIY HEYTPOIICHUSI, TPH MAI[UCHTH C aHAMHE3a 3a JICKAPCTBEHO WHAYIIUPAHO MOITUCKAHE Ha
KOCTHUS MO3bK/ KOCTHO-MO3bYHA TOKCUYHOCT, IIPH MAIIMEHTH C MOJITUCKAHE Ha KOCTHHUS MO3bK
NOpaJii ChITHTCTBANIO 3a00JIsIBaHe, JIbUSICICHUE WITH XUMHUOTEPAIHs, KAKTO W TP ITAIUSHTH C
XUTIEPEO3UHODIITHS WITH MEEITONPOIHQEpaTuBHN 3200 s1BaHns. HeyTponeHuss 0OMKHOBEHO ce
HA0JTI0/]aBa YECTO NPH THOBPEMEHHO MPIJIOKEHUE Ha OJIAH3AIUH ¢ BaJIpoar (BkK. Touka 4.8)

[IpexbcBaHe Ha JICYCHUETO
OcTpH CUMIITOMH KaTO TIOTeHE, 0€3ChHUE, TPEMOP, TPEBOXKHOCT, TaJICHE WM MOBPHIIAHE ca
noxmagBanu psaako (> 0,01% u < 0,1%) npu psA3Ko cripaHe Ha OJIaH3aINH.

QT untepBan

B knuanyHM npoyuBanus ca Habmogasanu HeuectH (0,1% 10 1%) KIMHUYHO 3HAYMMU YABIKABaHUS
Ha QTc-untepBana (QT xopexuus Fridericia [QTcF] > 500 muincekyHau [msec] 1Mo BCAKO Bpeme
cien m3xoaHoro EKI mpu mammentn ¢ n3xogro Q7cF < 500 msec) nmpy NaIrueHTH, JEKyBaHU C
OJIaH3aIMH, KOUTO HAMAT CUTHU(QUKAHTHY PA3JIU4us B CBbP3aHUTE KapIUOJIOTUIHU CHOUTHS B
cpaBHeHue ¢ 1w1ane6o. Heobxoammo e obade, oaH3amyH 1a ce MPEANrcBa ¢ MOBUIIICHO BHUMAHHE
3aeIHO C JIEKapCTBEHH MIPOAYKTH, 32 KOUTO € U3BECTHO, Ye yIbJbKaBaT QT c-MHTEpBaia, 0COOCHO MpH
NalMeHTH B CTapuecKa Bb3pacT, [IPH NalMeHTH ChC CHHAPOM Ha BpojaeH yAbikeH O7, 3acToliHa
Chbp/CYHA HEJOCTATBYHOCT, XUNEPTPOPUS HA CHPLETO, XUIMOKAINEMHS WIIN XUTIOMarHe3neMusl.

TpoMO0eMO0IN3EM

Heuecro (= 0,1% u < 1%) ce cpo0miaBa 3a Bpb3Ka BbB BPEMETO MEXKY JICUEHHUE C OJaH3aINH U
BEHO3¢H TpoMOoeMOomu3bM. He € ycTaHOBeHa MPUYHHHO-CIICICTBEHA BPh3Ka MEX Ty IOsIBaTa Ha
BEHO3HUS TPOMOOEMOOIU3BM H JICUSHUETO C OJIAH3ANWH. BBIpeKn TOBa, ThI KaTO MPH MAI[UCHTUTE C
30 peHUs YeCTo ca HaJHIle TPUI00UTH PUCKOBH (DAKTOPH 32 BEHO3EH TPOMOOEMOOIU3bM, TpsiOBa
na ObIaT WACHTH(UITUPAHA BCHYKH Bb3MOXKHH prucKoBU (hakTopu 3a BTE, Hanp., o0e3npmwkBane Ha
MAIMEHTUTE, U Ja ObJIaT NPeANPUETH IPOPUITAKTHIHN MEPKH.

O06wo xgeiicteue Bppxy LHHC

Karo ce umaT nmpeBu OCHOBHHTE eekTr Ha onan3anuH Bpxy [[HC, He0OX01UMO € TIOBHUIIICHO
BHUMAaHHUE NMPH KOMOMHHUPAHETO HA IPOIYKTA C IPYTH HEHTPATHO ACHCTBAIIH JICKAPCTBA U ATKOXOJT.
Tbii KaTO OJIAH3AIIHNH in Vifro ce MPOABABA KATO aHTATOHUCT Ha JOMaMHMHA, BE3MOXHO € TOM /1a
aHTaroHu3Mpa ePEKTUTE Ha MIPEKUTE M HETPEKHUTE TOMAMHUHOBH arOHHCTH.

Ilpunagbim
OmnanzanuH TpsOBa Ja ce Mpuiiara BHUMATEIHO MPYU MAlMEHTH ¢ aHAaMHEe3a 3a ThPY0BE WIIK KOUTO ca

W3TI0’KEHU Ha (DaKTOpH, KOUTO MOTAT Jia HAaMaJIAT T'bp4oBHUs Npar. HedecTo ca goknaaBanu ciry4an Ha
rbpYOBE MIPH TAKWBA MAIIMEHTH, KOUTO ca JIEKyBaHU ¢ ojaH3anuH. [Ipu moBeueTo oT Te3u cirydau e
MMAaJIoO aHaMHe3a 33 ThPYOBE MM PUCKOBH (PAKTOPH 3a I'bPUOBE.

TapavuBHa AUCKUHE3US

B CPaBHUTCIIHU NPOYUBAHUA C MPOABJLKUTCIHOCT Ha TEpanudaTa 10 €aAHa roJuHa, ICpopaIHrudaT
OJIaH3alliH € CBBbP3aH CbC CTATUCTUYCCKHU 3HAYMMA IMO-HUCKA YCCTOTA HA MOSABUJIA CC T1I0 BpCMC Ha
JICUCHUETO MUCKUHE3Us. PUCKBT OT mosiBa Ha TapAWBHA TUCKUHE3WA HapacTBa C H’LHFOTp&ﬁHOTO
IIPUIIOKCHHUE 1 3aTOBA, aKO CC IIPOABAT Oejie3n MM CHMIITOMH Ha TapaAuBHA JUCKUHE3U IIPU ITAITUCHT
Ha OJIaH3aIlhH € HCO6XOIII/IMO Ja ce 00MUCIN HaMaJlIBaHE Ha J103aTa 1IN IMPEKbCBAHE HA JICKAPCTBOTO.
CuMnTOMHTE Ha TapAWBHA JUCKUHE3UA MOTaT Ja C€ BJIOLIAT BpEMCHHO WJIN JOPU [a CC€ NPOABAT CIICA
IMPEKBCBAHEC HA JICUCHHUCTO.

OprocTarnyHa XUIOTOHUS

B ximHWYHY TpOyYBaHUS C MEpOpalieH OJIaH3alWH PY TAIMEeHTH B HallpeIHaIa Bb3pacT €
Ha0II0JaBaHa HEYECTO OPTOCTATUYHA XUITOTOHUS. [IpenopbuBa ce mepruoanyHO IpocIIeIBaHe Ha
apTepUaTHOTO HAJSITaHe MPU MALMEHTUTE Ha BB3PACT IoBeue OT 65 rOANHH.
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BHe3anna cepsieuHa cMBPT

B MOCTMApPKCTUHI'OBU C’LO6H.[€HI/I$I IIpy MaUCHTH C OJIaH3aIluH € C’LO6H_IaBaH0 3a cnyqaﬁ Ha BHEC3aIlHa
ChpACYHa CMBPT. B PETPOCIICKTUBHO O6C€pBaL{I/IOHHO KOXOPTHO NPOYYBAHE PUCKBT OT
nmpeamnojiaracMa BHE3arlHa CbpA€4YHa CMBPT IIPU MaUEHTH, JICKYBAHU C OJIaH3aIllH, € HpI/I6JII/ISI/ITeJIHO
ABa IIbTH IMO-BHCOK OT PHUCKa IIPH MAIIUECHTHUTE, KOUTO HE }’HOTpe6}IBaT aHTUIICHXOTHIU. B
IIPOYYBAHETO PUCKBT OT OJIAaH3AIIMH € ChIIOCTABHUM C PUCKaA OT aTUIIMYHUTE aHTUIICUXOTHUIH, KOUTO Ca
BKJIIOYCHU B C60pCH aHaJIn3.

JlakTo3a
[TanmeHTH ¢ peaKy HacleACTBEHN MPoOIeMI Ha HETIOHOCHMOCT KbM TajJaKTo3a, ITbJIeH JJaKTa3eH
JMe(OHUIAT WU TIIIOKO30-TaJIaKTO3HA MajlabCopOITis He TPsOBa Ja MpreMaT TOoBa JISKapCTBO.

Hatpuit
ToBa nekapcTBO ChIBPIKa MO-Manko oT 1 mmol HaTpuit (23 mg) Ha GakoH, T.e. MOXeE J1a ce Kaxe, ue

MPaKTUYECKU HE ChABPXKA HATPUH.
4.5 B3aumopeiicTBHe ¢ APYIrH JeKAPCTBEHU MPOAYKTH U APYrd (popMu HA B3anMoelicTBUE
IIpoyuBaHus 3a B3aUMOACUCTBUATA Ca MPOBEXKAAHU CaMO MPU BB3PACTHHU.

Hsama npoyuBaHus BbpXY HHTPAMYCKYJIHOTO TIPUJIOKEHHUE Ha OJaH3AIMH MIPH MAIMEeHTH C aJIKOXOJIHA
WM JICKapCTBEHA MHTOKCUKAIUS (BXK. TOUKa 4.4).

TpsiOBa 1a ce MOAX0KJa BHUMATEIIHO MPU MAIUEHTH, KOUTO KOHCYMHUPAT aJIKOXOJI WIIH CE JISKYBAT ChC
CpPEeJICTBA, BOACIIH JI0 XUTIOTOHUS, OparKap s, MOATUCKAHE HA JUIIAHETO WK IICHTpaIHATa HEPBHA
cuctema (Bxk. Touka 4.4).

lloTeHnyanHY B3aMMOAEWCTBUS ClIe[] HHTPAMYCKYITHA HHKEKIUS

B npoyuBane Ha eqUHUYHA 71032 OT 5 Mg OJIaH3AIHMH, IPWIOKEH HHTPAMyCKYIJIHO 1 gac mpeau 2 mg
Jopa3enam HHTPaMyCKyIJTHO (KOHTO ce MeTabonm3upa upe3 rIyKopoHUpaHe), (hapMaKOKHHETUKATA Ha
JIBETE JIEKapCTBa OCTaBa HenpoMeHeHa. KoMOMHMpaHeTo Ha J[BaTa MpoyKTa 0dave, 3acuiBa
CBHHIIMBOCTTA, KOSITO C€ HAOJI0JaBa BCEKH OT TAX 10 OTAeNHO. He ce mpernophuBa e JHOBPEMEHHO
MIPIIIOKEHUE Ha MHKEKITMOHEH OJIAH3aIMH | ITapeHTepajeH OeH301na3enyd (BXK. Touka 4.4 u

TO4YKa 6.2).

TloTeHnmanHu B3auMOJAENCTBUS, TOBIUSBAIIM OJaH3aIUH
Tbit kaTo onanzanuH ce Meradbom3upa or CYP1A2, BemecTBaTa KOUTO MOTaT CrieliuUIHO J1a

UHAYyOUpaT Wik I/IHXI/I6I/IpaT TO3U U30€CH3HUM MOXKCE J1a IIOBJIHAC (bapMaKOKI/IHCTI/IKaTa Ha OJIaH3aIlhH.

Nuanykuusg sza CYP1A2

MeTaboMM3MBT Ha OJIAH3AIIMH MOXE JIa C€ WHAYIHPA OT TIOTIOHOIYIICHE W KapOamMa3eInH, KOETO
MOJKE J1a TIPeIU3BUKA HaMaJIsiBaHe Ha KOHIICHTPANMITAa Ha oylan3anuH. HabmomaBaHo € caMo JIEKO 10
yMEpEeHO yBeIMYaBaHe Ha KIIMPBHCA Ha olaH3anuH. KITMHUIHOTO 3HaYeHHE TI0 BCSIKA BEPOSITHOCT €
OTpPaHUYCHO, HO CE MPENOpPhYBa KIMHUYHO MOHUTOPUPAHE U MTPH HEOOXOJUMOCT MOXKeE Ja ce 00ChIn
yBEJIMYaBaHE Ha J103aTa OJaH3amuH. (BXK. Touka 4.2).

Wnxnbupane Ha CYP1A2

dnysokcamuH, cenuduueH CYP1A2 uHxuOUTOp, € MoKa3aj 3HaYUTESTHO HHXUOMpaHe Ha
MeTabonu3Ma Ha ojan3anuH. CpenHoTo yBeanuaBaHe Ha Cmax HA OJIAH3AMMH Clie]] (IIyBOKCAMUH €
ouno 54% mnpu keHu Henmymayky u 77% npu Mbxke mymadd. CpeqHOTO yBeIryaBaHe Ha TUIOIITa MO
KpHBaTa Ha ojaH3anuH e omio 52 % u pecnextuBHo 108 %. [Ipu nanueHTH, KOUTO IpUEMaT
¢dyBokcamut win apyr naxuoutop Ha CYP1A2 kato uunpoduokcanyH TpsOBa 1a ce 00Chau mo-
HHCKa HadanHa 1o3a. HamansBane Ha no3aTta Ha osilaH3amuH TpsiOBa 1a ce 00ChIH, aKO € 3all0YHATO
nederne ¢ uaxuoutop Ha CYP1A2.

26



HamassiBane Ha OMOHAJIMYHOCTTA
AKTHBHUSAT BBIJICH HAMAJIsIBA OMOHATMYHOCTTA Ha opaltHus onaH3anuH ¢ 50% mo 60% u TpsiOBa na ce
npueMa MoHe 2 Jaca Mpeau WK Clie]] OJJaH3alKH.

Hsima manan, ue giryokcetns (naxudutop Ha CYP2D6), eqHOKpaTHU 103W aHTHAINT (TYMUHHUH,
MarHe3uil) Wi [IUMETHIMH TTOBJIUABAT CHTHU(UKAHTHO (hapMaKOKMHETHKATA HA OJIAH3aITHH.

BnusiHye Ha ojaH3anuH BEPXY APYIH JEKAPCTBEHU MPOAYKTH
OnaH3anuH MOXe Ja aHTaroHu3upa eexra Ha TUPEKTHUTE U MHANPEKTHUTE JOTIAMUHOBH arOHUCTH
(BX. TouKa 6.2).

OmnanzanuH He naXuOUpa ocHoBHUTE CYP450 m3oen3umu in vitro (Hamp. 1A2, 2D6, 2C9, 2C19, 3A4).
JlnncaTta Ha B3aUMOJICHCTBHE Ce TIOTBBPK/IaBa B in Vivo M3CIEIBAHNUS, KBICTO HE € HAOII01aBaHO
MHXUOUpaHe Ha MeTaboJIN3Ma OT OIIMCAHUTE T0-JO0JTY JIEKAPCTBEHH BEILIECTBA: TPULIMKINIHU
aHTuAenpecaHTH (monusBaiy npegumuo rpynara CYP2D6), Bapdapun (CYP2C9), Teodpmmmn
(CYP1A2) unu quazenam (CYP3A4 u 2C19).

He e ycTtanoBeHO B3anMOeiiCTBHE Ha OJIAH3AIMH C TUTHH WA OUIEPUICH, TPHIIOKEHN YCITOPETHO C
HETO.

TCpaHeBTI/I'-IHOTO MOHUTOPHUPAHE HA IJIa3MCHUTC HMBA HA BAJIIIPOAT HEC MOKa3Ba, 4€ € HCO6XOI[I/IM3
KOpCKIUA Ha JO3UPOBKATA CJIC] BKIIFOUBAHCTO HaA OJIaH3aIlvH.

He ce npenopbyuBa eTHOBPEMEHHOTO MPUIOKEHUE HA OJIAH3AMHH C aHTHIIAPKHHCOHOBH JICKAPCTBEHU
MPOAYKTH TIPH TAIIMEeHTH ¢ OoJecTTa Ha [lapkuHCOH 1 nemeHIms (BX. Touka 4.4).

QTc unrepain

OmnanzanuH TpsOBa J1a ce Mpuiiara BHUMATEITHO €THOBPEMEHHO C JICKAPCTBEHHU MPOIYKTH, 32 KOUTO €
M3BeCTHO, e yBenudaraT QTc-uaTepBana (Bx. Touka 4.4).

4.6 @epTUINTET, OPEMEHHOCT U KbpMeHe

bpemenHoct
Hsama agexBaTHE 1 T0Ope KOHTPOJIMPAHU MPOYYBAHUS BHPXY OpeMeHHU keHu. [larmenTkure TpsiOBa

Jla ObaaT ChBETBAHHM Ja YBEAOMSBAT CBOS JIEKap, aKo 3a0peMEHEST WU IMaT HaMepeHHE Jia
3a0peMeHesT 110 BpeMe Ha JICYCHHUETO ¢ ojaH3anuH. [lopaan orpaHMYeHHST OMUT IPU X0pa, B TAKHBA
CITyJad JeKapCTBEHUST MPOAYKT MOXKE Ja Ce M3MO3Ba 10 BpeMe Ha OPEMEHHOCT, CaMO aKko
MOTEHITHATHATA T10JI3a HAJ[BUIIIaBa TOTEHIIHATHUTE PUCKOBE 3a II0ZA.

[Tpu HOBOpOIEHY, U3IIO)KEHU HA AHTUIICHUXOTHUIM (BKIIFOUUTEITHO OJIAH3AINH ) IIPE3 TPETHS TPUMECThP
Ha OPEMEHHOCTTa UMa PUCK OT HEXKEJIAHH JICKAPCTBEHU PEaKIIM, BKIIFOYBAIIH SKCTPATHPAMUTHH
CUMITOMH ¥/VWJTK CHMIITOMH Ha OTHEMAaHE CJIE] paXJIaHeTO, KOUTO MOTaT Jia BAPUPAT 110 TSIKECT U
MPOABIDKUTEITHOCT. JOKIIaIBaHU ca ciy4ail Ha Bh30y/a, XUIEPTOHUS, XUTIOTOHHS, TPEMOP,
COMHOJICHTHOCT, PECITUpaTOPEH TUCTEPC WIIK XPAHUTEITHU Pa3TCPOMCTBA. 3aTOBA, HOBOPOJICHHUTE
TpsiOBa Aa OBAAT BHUMATEIIHO MOHUTOPHPAHH.

Kopmene
B usnuTBaHe chC 3apaBHU, KbPMEILH KCHH, OJIAH3AIUH CE € EKCKPETUPa C MAUMHOTO MJISIKO.

Cpennara excrio3uiu 3a aena (mg/kg) npu cranmoHapHO ChCTOSIHME € n34KcieHa Ha 1,8 % ot
J03ata, KosTo e npuena maiikata (mg/kg). [lanmentkute TpssOBa 1a ObJaT CbBETBAHU A2 HE KbPMST
JleraTa CH, ako IpueMaT OJIaH3aIlHH.

DepTunurer
Edextu Bbpxy depTHanTETa HE Ca U3BECTHH (BXK. ToUKa 5.3 3a MpeAKIMHUYHA HH(pOpMALHS).
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4.7 EdexTH BHpPXYy cCH0COOHOCTTA 3a moupaHe U padoTa ¢ MAIIMHH

He ca npoBexxaanu mpoydYBaHUs 110 OTHOIIIEHUE HA €PEKTUTE BHPXY CIIOCOOHOCTTA 32 Modupane u
pabota ¢ MamwaA. T KaTo, OJaH3aMH MOXKE JIa JOBEJIE/IC 10 MOSIBaTa HA CHHIMBOCT WU
3aMastHOCT, TIAI[UeHTHTE TPsOBa a ObAAT IpeayIpeieH: B CIy4ail, Ha yIIpaBlieHHe Ha MallliHH,
BKJIFOUYUTEITHO MOTOPHHU IIPEBO3HU CPECTBA.

4.8 Hexenanu JekapcTBeHH peaKIUU
Pesrome Ha npoduiia Ha O€30IMaCHOCT

UYecr (> 1/100 go < 1/10) Hexxenan edekT, CBbp3aH ¢ ynmoTpedaTa Ha HHTPAMYCKYJICH OJIaH3aIHH TPH
KJIHHAYHU TIPOYYBAHUS, € COMHOJICHTHOCTTA.

B noctmMapkeTHHIOBY CHOOILEHHSI, MHOTO PSIIKO € ChOOIIaBaHO 3a CBbP3aHO C JICYCHUETO C
MHTPaMYCKYJICH OJIaH3aIlMH [IOTUCKaHE Ha JUIIAHETO, XUIIOTOHUS WK OpafuKapaus, 1 CMbPT, IJIaBHO
IpY TALUEHTH, KOUTO ca I0JIy4aBaJIi €IHOBPEMEHHO OE€H30IMa3eNHH, W/UIU IpyTU
AQHTUIICUXOTUYHH JICKAPCTBEHHU MPOIYKTH MM KOUTO Ca JIEKYBaHU C II0-BHUCOKH, OT
NpPEeNOpPbUYUTEIHUTE JHEBHU JJO3H OJlaH3anuH (BK. Touka 4.4 n 4.5).

[IpencraBenara Tabmuna ce 6a3upa Ha JOKIIABAaHN HEXEIIAHH JICKAPCTBEHU €PEKTH U J1a00paTOPHU
u3ciaeaBanus no- ckopo 3a ZYPREXA mpax 3a HHXKEKIIMOHEH pa3TBOP, OTKOJKOTO 3a MepopajieH
OJIaH3aINH, MTOJTy9YeHH! TPU KIMHUYHA TPOYIBaAHUSI.

Chbpaeynn HapyLeHHst
Yecmu (> 1/100 0o < 1/10): Bpagukapaus ¢ Wid 06€3 XUIIOTOHUS WM CHUHKOII, TaXUKapIHUs.
Heuecmu (> 1/1 000 0o < 1/10): CunycoB apecT.

CbaoBu HapyleHust
Yecmu (> 1/100 0o < 1/10): OpTocTaTUYHA XUTTOTOHHUS, XUITIOTOHUSI.

JluxaTe/IHM HAPYIIEHUSsI
Heuecmu (> 1/1 000 0o < 1/10): XWumoBeHTHIIAIHSL.

OO0mm HapymieHusi M e)eKTH HA MSICTOTO HA MPHJIOKEHHe
Yecmu (= 1/100 do < 1/10): AuckomdopT B 0bIacTTa Ha HHKEKTHPAHE.

ITocouennTe Mo-A0Ty HEKENAHU JICKAPCTBEHH PEaKINK ca HaOII0AaBaHU MIPH MEPOPATHO
MIPUJIOKEHUE Ha OJIAaH3AIMH U IIPU MHTPAMYCKYJTHO TPHIIOKEHHE Ha OJIAH3AINH C YABIKEHO
0CBOOOKTaBaHE, HO MOTAT JIa c€ MPOSBAT U MpH nprtokerrne Ha ZY PREXA npax 3a WHXEKIIHOHEH
pasTBop.

Bn3pacTHu
Haii-gecto ( HabmronaBanu npu > 1% OT MaIMEHTUTE) JOKIJIAABAHUTE HEXKEITaHU JICKApCTBCHU

pEaKIiu, CBbP3aHU C IPWIOKEHUETO Ha OJIAH3AMMH B KIMHWYHH U3MUTBaHUS, ca OMIIU CHHIUBOCT ,
HaJIJIaBaHe Ha TETJIO, €03MHOMMIIHS, YBEINICHN HABA Ha TIPOJIAKTHH, XOJIECTEPOII, TIIOK03a H
TPUTTUTLIEPUAN (BXK. TOUKa 4.4), TIIOKO3YpHsl, YBEIIMUEH alleTHT, CBETOBLPTEK, aKaTH3HSI,
MApPKUHCOHU3BM, JICBKOTICHUS, HEYTpOIeHHs (B TOUKa 4.4), TUCKUHE3Us, OPTOCTATUYHA XUITOTOHUS,
AHTUXOJIMHEPTUYHU €PEKTH, TPEXOIHU OE3CUMIITOMHHU YBEITUYCHUS Ha YSPHOIPOOHHUTE
amuHoTpaHchepasu (BK. Touka 4.4), 00OpuB, aCTEHUS, yMOpPa, MUPEKCHS, apTPAITHS, TTOBUIIICHA
ankanHa ¢ocaraza, BACOKA CTOMHOCT HA TaMa-TITyTaMIITpaHcdepasa, BUCOKA CTOMHOCT Ha TUKOYHA
KHUCEJIMHA, BUCOKA CTOMHOCT Ha KpeaTHH(GOCHOKHNHA3A U OTOK.

CHuchK Ha HEXKEJIAHUTE JICKAPCTBEHU PEaKIIUU, IPSJICTABEH B TA0IHIIA

B npencraBenara tabmuia ca n30pocHH HeXENIaHH JICKAPCTBEHU PEaKIUu U 1a00paToOpHU
W3CJIeIBaHUS 10 JJAHHU OT CIIOHTAaHHH CHOOIICHUS M KIIMHUYHU NIpoyuyBaHus. [Ipu Besiko rpynvpaHe B
3aBHCUMOCT OT YeCTOTaTa HeXKENaHUTE PEaKIMK ca MPEACTABEHH B HU3XO/IAII PeJl 10 OTHOIICHUE Ha
TAXHATA CEPHO3HOCT. TepMUHUTE 3a YecToTa ca AePUHUPAHN KaKTO ciieaBa: Muoro dectu (= 1/10),
yectr (> 1/100 mo < 1/10), mewectn (> 1/1 000 mo < 1/100), peaxu (= 1/10 000 mo < 1/1 000), mHOTO
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penku (< 1/10 000), ¢ Heu3BecTHA YecToTa (HE MOKE 1a ObJIe OlICHEHA OT HAJIMYHKUTE JaHHU OT
CHOHTAaHU CHOOIICHUS).

MHuoro yectu | Hecrn Heuvectn Penxu C
HeM3BeCTHA
4eCcTOTa

Hapyumiennst Ha KpbBTA M TUM(pHATA CHCTEMa

Eosunodunust TpomGouuronenus'!
JleBkonenns'®
Heyrponenus'®
HapyuieHusi HAa MMYHHATA CHCTEMA
| | CapbxuyBcTBHTENHOCT' !

Hapymennst Ha MeTa00JIM3Ma H XPaHEHETO

IToBumaBane Ha
Ternoro!

IloBumenn HUBA Ha
XoJecTepon>>
[ToBuIlleHH HUBA Ha
rmoko3a*
[ToBuIlleHH HUBA Ha
TpUrIHLEPUIA>>
I'moko3ypust
IloButen aneTut

PasButune uin
obocTpsiHE Ha THabeT,
TIOHSAKOTa CBBP3aH C
KETOAaIU103a WIIH KOMa,
BKITIOUHTEITHO (haTamHu
ciyuau (Bk. Touka 4.4)!!

Xunorepmus'?

Hapymennst Ha

HEPBHATa CUCTEMA

COMHOJIEHTHOCT

3aMasHOCT
Axarusus®
IapkuHCOHU3BM®
Jluckunesus®

DIbpuoBe, KOraTo B
IIOBEYETO CITydan €
IOKJIaBaHa aHAMHE3A 32
I'BPYOBE WIH PUCKOBH
(axropu 3a rpuoBe!!
Huctonus
(BKJIIOUUTETTHO
okymorupanus)'!
TapauBHa nucKuHe3Ms '
Awmuesns’

Jusaptpus
3aekpane' 13

CunzapoM Ha
HECIOKOHHUTE Kpaka'!

Hesponentuuen
MaJIUTHEH CHHIPOM
(Bxk. Touka 4.4)!?
CumnTomu Ha
npexbcpane’!?

CbpaeuHn HapyluieHus

bpanukapaus
VYabmxaBane Ha QT
HHTepBaa (BXK. TOUKa
4.4)

Kamepna
TaxuKapaus/pudpuna
M5, BHE3AITHA CMBPT
(Bxk. Touka 4.4)'!

Cb10BH HApYlLIEeHUS

OpTtocraTnyHa
xunoTtoHus '

TpomboeMOoaH3BEM
(BKJIIOUUTETTHO
6enmopodeH eMOOTH3bM
U TBJIOOKa BEHO3HA
TpoM003a) (BK.

Touka 4.4)

PecimpaTopHu, rpbAHA H MeIUACTHHAJIHYN HAPYIIEHHS

| Enwucrakcuc’

CToManiHo-4YpeBHM HAPYIIeHHs

Jleku, npexoaHu
AHTUXOJMHEPTUYHU
e(heKxTH, BKITIOYBAIITH
00CTHIIAIUS U CYXO0Ta B

IMonyBane Ha kopema’
Xunepcanupanus''

IMankpearut!!
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| ycrara

XenaToouauap

HU HApYLIeHHUs!

IIpexonnu,
6e3cHMITOMHH
MOBUILICHHS Ha
YepHOIpoOHHTE
amuHOTpaHcdepasn
(ALT, AST), ocobeHo B
HAYaJIOTO Ha JICYCHUETO
(Bk. Touka 4.4)

XemnaTut
(BKITIOUUTEITHO
XarnaToleyJapHo,
XOJIECTATHYHO WU
CMECCHO
YEPHOIPOOHO
yBpexaane)!!

Hapymelmﬂ Ha KO’KaTa M MOAKOXKHATA ThbKAaH
O6puB Peaknus Ha JlexapcTBena
(hOTOUYBCTBUTEITHOCT peaxuus ¢
Anorenus €03UHO(ITHS
U CUCTEMHHU
CHUMIITOMH
(DRESS -

Drug Reaction
with
Eosinophilia
and Systemic
Symptoms)

Hapymeﬂml Ha MYCKYJHO-CKeJIETHATA CUCTEMA M CHbC/IMHUTEC/IHATA ThKAaH

| Aptpanrus’

Pa6nomuonuzal’!

Hapymiennsi Ha 6b0penTe 1 NUKOYHUTE MBTHIA

M HKOHTHHEHIUS Ha
ypHHATa, pETCHIUS Ha
ypuHa

3aTpyIHEHO
ypuHHupane'!

C’bCTOﬂHI/Iﬁ, CBBP3aHU C 6peMeHHOCTTa,

POAOBHUSA U MTOCJTCPOIOBUSA MIEPUOJ

Cunapom Ha
OTHEMaHe Ipu
HOBOPOJICHOTO
(BK. TOUKa
4.6)

Hapymenust Ha

BB3IPOU3BOAUTEC/IHATA CUCTEMA U I'bpAaTa

Epektminna nuchyHKIus
IIPH MBIKE

Hamaneno mubuao mpu
MBXKE U KEHU

AmeHopes
VYronemsiBaHe Ha
TBpPANTE

Tanakropes npu xeHu
I'maexomacTus/yromnemst
BaHC Ha T'BPIUTE TIPU
MBIKE

Tpuanuzbm'2

OO0 HapymeHHus ¥ e()eKTH HA MICTOT

0 HA IPUJIOKCHHE

Actenns
Ymopa
Orok
IMupexkcus'’
HN3caenBanus
TloBumenn IloBumena ankaaHa TloBuieH o611

TIa3MEHU HUBA
Ha MPONAKTUH®

¢ocparaza'®

Bucoka croitHoCT Ha
kpeaTuH (ochokunazal!
Bucoka croitHocT Ha

OomnpyOuH
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rama-
rryTamuntpancgepasa'’
Bucoka croiiHOCT Ha
NMKOYHa KuceauHa'”

' Kinamano CUTHU(HMKAHTHO MIOBUIIIABAHE HA TETIIOTO € HAOII01aBaHO MPe3 BCHUYKH U3XOTHH
kareropun Ha MHzaekca Ha TenecHa maca (MTM). Cien kpaTKOCpO4HO JeueHHne (MeaAnaHa Ha
MPOIBKUTETHOCT 47 THU) MOBUIIIABAHE HA TETJIOTO = 7% COpPSAMO U3XOJHOTO TEIECHO TEIJIO € MHOT'O
gyecto (22,2 %), > 15% e uecto (4,2 %), a> 25 % e nevecro (0,8 %). [lpu nanueHTy ¢ IpIrocpovyHa
excrio3uys (rmore 48 cenMuIM) € MHOTO YecTo HajmaBane > 7 %, > 15 % u > 25% oT u3X0AHOTO UM
TenecHo Terio (choTBeTHO 64,4 %, 31,7 % u 12,3 %).

2 o

Cpe,I[HI/I MNOBHUIICHUA B CTOMHOCTHUTC Ha JIMIIUAUTC Ha I'JIaIHO (06H_I XOJICCTCPOII, LDL XOJICCTCPOII U
TpI/IFJ'II/II_IepI/II[I/I) Ca IMO-BUCOKHU IIpH MAalTUCHTH 0e3 JaHHU 3a HApYIICHUC HAa U3X0JHATa peryjanus Ha
JINITUAUTE.

3 HabmogaBa ce IIpy HOpPMaJIHH H3XOJHHM HUBA Ha T1agHo (< 5,17 mmol/l), kouto HapacTBar 10
Hall-BHCOKa CTOWHOCT (> 6,2 mmol/l). Ilpomenn ot pedepeHTHHTE TPaHHUIINA B U3XOAHUTE HUBA HA
o0mus xonecTepod Ha rafaHo (> 5,17 - < 6,2 mmol) 1o Hail-BucoKa CTORHOCT (> 6,2 mmol) ca MHOTO
YECTH.

4 HaGmoaBa ce Ipy HOPMAIHKMTE M3XOHU HHUBA HA IIanHo (< 5,56 mmol/l), kouTo HapacTBar 10
Hali-Bucoka cToiHoCT (= 7 mmol/l). [Ipomenu B Ti1r0K03aTa Ha TIIAHO CTIPSIMO TPAHUYHUTE U3XOIHU
cToiHOCTH (> 5,56 - <7 mmol/l) mo Hali-Bucoka cToifHOCT (= 7 mmol/l) ca MHOTO YecTH.

S Hab6uronaBa ce IIpy HOPMAITHUTE W3XOAHHM HUBa Ha TiaauHo (< 1,69 mmol/l), kouto HapacTBar 10
Half-BUCOKa CTOMHOCT (> 2,26 mmol/l). IIpomenu ot pedepeHTHHUTE TPaHULIN B H3XOJHUTE HUBA HA
TpUTIUIIepUANTE Ha TiIagHo (> 1,69 mmol/l - < 2,26 mmol/l) o Hali-BuCOKa CTOWHOCT

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

B KJIMHUYHU OPOYYBAHHS YECTOTATA HA NAPKUHCOHU3BM U AUCTOHUS IPH MALUEHTH, JEKYBAHH C
OJIaH3alliH, € M0-BUCOKA, HO HE M CTATUCTHYECKU 3HAYMMO pa3inyHa OT marebo. JlekyBanure ¢
OJIaH3aITMH MMAIMEHTH UMAT IMO-HUCKA YECTOTa Ha MAPKHUHCOHU3bM, aKaTU3US U TUCTOHUS B CPABHEHUE
C THTPHUPAHU 103U Xanomnepuoi. [Ipu nuncara Ha moapoOHa HH(POPMAIKSI OTHOCHO MPEAXO0IHATA
aHaMHe3a Ha WHAWBHIYaITHN OCTPY M TApAWBHU EKCTPATUPaMUIHI IBUTATEITHA HAPYIICHUS
MTOHACTOSIIIIEM HE MOJKE JIa CE HAIIPaBH 3aKIFOUYEHUE, Ye OJIAH3aMH MPUIHHSBA B TTO-MaJIKa CTENEH
TapIVMBHA JUCKUHE3US U/WIH JPYTH EKCTPAMPAMHIHU CUHIPOMH.

7 OCTpI/I CUMIITOMH KaTO NOTCHEC, MHCOMHUA, TPEMOP, TPCBOXKHOCT, I'a/ICHC U MMOBPHIIAHE Ca
JOKJIaABaHU IIPpH BHE3AITHO CIIMPAHE HAa OJIaH3aIllH.

8 B xiIMHUYHEYN npoyuBaHKs 10 12 ceIMMIM IUIa3MEHUTE KOHLIEHTPALMK Ha MIPOJIAKTHH [IPEBUIIABAT
ropHaTa rpaHulla Ha HOPMaJTHUS TUana3oH npu npuoam3utenHo 30 % OT JIeKyBaHUTE C OJIaH3aIuH
MAlMEHTH, KOUTO UMAT HOpMadHa U3X0HA CTOMHOCT Ha npoyakTuH. [Ipu moBeueTo OT Te3u MalueHTH
MOBUILIEHUATA HA CTOHHOCTUTE OOMKHOBEHO Ca YMEPEHHU U OCTaBaT IO/ ABYKpaTHAaTa CTOWHOCT Ha
ropHAaTa I'paHUIla Ha HOPMAaTHHS JTHAITa30H.

? Hexenano chOMTHE, yCTAHOBEHO OT KIMHUYHY IIPOyYBaHKs B HHTErpUpaHaTa 0a3a JaHHM 3a
OJIaH3aIuH.

10 KakTo € OleHeHO OT M3MEPEHUTE CTOMHOCTH OT KIMHUYHU POYYBaHKs B MHTErpUpaHaTa 6asa
JTAHHY 32 OJIAH3aITHH.
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1 Hexemano C’B6I/ITI/IG, YCTAaHOBCHO OT CIOHTAHHU C’LO6H_I€HI/I$I B MOCTMAPKCTUHIOBUSA IICPUOT C
OMpeaAciiCHa YC€CTOTA, KaTO € U3II0JI3BaHa MHTCTpHUpaHaTa baza JaHHHU 3a OJIaH3aIlrH.

12 Hexemano C’B6I/ITI/IC, YCTAaHOBCHO OT CIOHTAHHU C’LO6H_I€HI/I$I B MOCTMAPKCTUHI'OBUSA IICPUOT C
H34YHCJICHA Y€CTOTAa HAa rOpHATA I'paHUIla Ha 95% JOBCPUTCJICH UHTCPBAJI, KaTO € U3IIOJI3BaHa
HUHTCTpUpaHaTa baza JaHHU 3a OJIaH3aIlrhH.

“Hesxenanu peakiuu, U30poeHU U HAOIIOJaBaHHU ClIE] IPUIOKEHUE HA TIEPOPATIEH OJIAH3AIMH 1
OJIaH3aIHUH 38 HHTPaAMYCKYJIHO MPHIOXKEHUE ¢ TpoabibkuTenHo aericteue (LAIM olanzapine), kouto
MOTaT Ja Bb3HUKHAT CBHIIO TakKa M ciell NPUI0KEHNE Ha OJaH3alMH 32 HHTPaMyCKYJIHO IPUI0KEHHE C
0bp30 aeticteue (RAIM olanzapine).

JIbATOCpOYHa eKCIIO3UITUS (TIOHE 48 ceTMUIIN)

[Ipu manueHTHTE, KOUTO UMAT HEXKEIAHH, KITMHUYHO CUTHU()MKAHTHYU POMCHHU B HAJ[JIABAaHETO Ha
TErJI0, B X0O7la Ha BPEMETO ce TOBHUIIaBat riroko3ara, oomusat/LDL/HCL xonectepon umu
Tpurnunepuante. [Ipu Bp3pacTHH MaMeTH, KOUTO 3aBBPIIBAT 9-12-MeceuHo JIeueHne, 9ecToTaTa Ha
HapacTBaHE Ha CPEIHUTE CTOHHOCTH Ha KphBHATA 3axap HaMallsaBa CJie MPUOIM3UTEIIHO 6 Mecela.

JonbnHuTenHa HHGOPMAIIHS 33 CIISITUATHY TTOMYJIAIHH

B knmMHUYHY TIpOy4YBaHU TPH NAIMEHTH B HAIIPEHAIa Bh3PACT C JICMEHIINS JICYEHHETO C OJaH3aIH
ce CBBP3Ba C IMO-BUCOKA YECTOTA HA CMBPT M MO3bYHOCHJIOBH HEXETIAHN PEaKIK B CPAaBHEHHUE C
miare6o (Bx. Touka 4.4). MHOTO YeCcTH HeXEIaHH Peakiliy, CBhP3aHu C yIIoTpebaTa Ha OJaH3aluH
MIPH Ta3u TPpyIia NaIMeHTH, ca aOHOPMHA TIOXOJIKa ¥ nafanus. YecTo ca HaOJIt01aBaHU ITHEBMOHHUS,
MOBUIIIEHA TEJICCHA TEMIIePaTypa, JICTAPrusl, PUTEM, 3PUTEITHH XTIONUHAIMN 1 UHKOHTUHEHITHS Ha
ypUHa.

B ximHWYHA TPOYYBaHUS MPU MANMEHTH C JEKapCTBEHOWHAYIIMPaHa (JIOTTAMUHOB arOHHCT) IICUX03a,
cBBp3aHa ¢ 6onecrra Ha [lapkuHCOH, MHOTO YECTO U [TO-YECTO B CpaBHEHHE C TUTaIe0o ca TOKJIaBaHu
BIomaBane Ha [lapkuHCOHOBaTa CUMOTOMATHKA U XATIOIIMHAIIH.

B eaHo KMTMHUYHO MPOyYBaHE NPH MALUEHTH ¢ OUIOJISIpHA MaHHSI KOMOMHUPAHOTO JICUEHHE C
BaJIIPOAT W OJIAM3alH BOJU J0 YeCTOTa Ha HeyTporeHusTa 4,1%; moTeHnuaneH cbaencTraml pakTop
MOJKE /Ia ca BICOKH TUTa3MEHH HUBA Ha Bajmpoar. Onan3anuH, MPIIoKeH ¢ TUTHIA WIXA BalIIpoar,
BOJM 0 TToBHIIEHa decToTa (=10%) Ha Tpemop, CyxoTa B ycTaTa, MOBHILIEH alleTUT U TOBHUIIIAaBaHE Ha
TeraoTo. Hapymenue B ToBopa chlIo € JoKIaaBaHo decto. [Ipu nedenune ¢ onamn3anid B KOMOMHALIUS
C TUTHH WM JUBAJIIPOCKC ce HabIr01aBa MOBHUILEHHE C > 7% OT U3XOJHOTO TEJIECHO TETJIO MPH
17,4% OT manueHTHTEe 0 BPeMEe Ha OCTPOTO JiedeHue (o 6 cenMuiu). [IpoabIKUTEIIHOTO JISUCHUE C
onan3anuH (1o 12 mMecemna) 3a npodrutakTHKa Ha PEIUINB TPH TAIIMEHTH C OUTIOISPHO Pa3CTPOHCTBO
€ CBBP3aHo C IOBHUILIEHHE C =7% OT U3XOAHOTO TeIeCHO Terio npu 39,9% oT nanueHTure.

Cnol1aBane Ha MOJJO3UPAHU HEXKEJAHH PEAKIIUH

Cpo0ImaBaHeTo Ha MOIO3MPaHN HEKEJIAaHU PEaKLUH ClIe]] pa3peliaBaHe 3a ynoTpeda Ha JIeKapCTBEHHS
NPOAYKT € BaykHO. ToBa Mo3BOIIsABA A2 POIBIDKH HAOMIOICHUETO Ha CHOTHOILIEHUETO TOI3a/PUCK 3a
JIeKapCTBEHUS NPOAYKT. OT MEAULIMHCKUTE CIIEUAINCTH CE M3UCKBA J]a ChOOLIABAT BCSKA
HO03MpaHa HEeXEJIaHa PeaKknus ype3 HallMOHAIHA CHCTeMa 3a ChoOIaBaHe, IOCOYeHa B
IIpunoxxenue V.

4.9 Ilpeno3upane

[pu3HAIM U CUMOTOMH

MHoro yecTn CHMOTOMH TIpH Tpeao3upane (decrtora > 10%) BKIIOYBAT TaXUKAPAUS,
BB30Yy1a/arpeCUBHOCT, TU3APTPUS, PA3IUYHU EKCTPAITUPAMUTHI CUMIITOMU ¥ HapyIIIeHHE Ha
Ch3HAHUETO, BAPUPAIIO OT CEAUPaAHE JJO KoMa.

I[pym MCIUIMUWHCKHU 3HAYMMU IMOCJICANIIN HA MPEI03UPAHETO Ca ACIUP, KOHBYJICUH, KOMa, Bb3MOXKXCH
HEBPOJICTITUYCH MAJIMTHEH CUHAPOM, IIOTUCKAHE Ha ANIIAHETO, aClIpalusa, XUuICpToOHUA NI
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XUTIOTOHUSA, PUTHMHH HapYIICHUS Ha ChpUeTo (< 2% OT cayyauTe Ha Mpeao3upaHe)
KapANOMyIMOHApEeH apecT. PaTaHM MOCIEeUIN ca JOKIAABAHH IIPH OCTPO MPEI03UPAHE C 1032 OT
nopsibka Ha 450 mg, HO ChIIO € JOKJIaIBAHO MPEKUBIBAHE CJIC]] OCTPO MPEAO3UPAHE C
MPUOIM3UTEITHO 2 g OJIAH3AIMH TIEPOPAITHO.

Jleuenune
3a ojaH3anyH HAMA CIICTU(UYICH aHTHIOT.

TpsOBa Ja ce 3armoyHe CUMIITOMATHYHO JICYSHUE U TIPOCiIe/sIBaHe Ha KU3HEHUTE (QYHKIINU B
CHOTBETCTBHE C KIIMHUYHOTO CHCTOSHUE, BKIIFOUMTEITHO U JICUYECHHE HA XUMTOTOHUITA U [IUPKYIATOPHUS
KOJIAIC ¥ MOAPHKKA Ha uxarenHara GyHkius. Ja He ce u3monsBar ajpeHalrH, TOTaMUH WIH APYTH
CUMIIATHKOMHUMETHYHU CPEJICTBA C O€Ta-arOHUCTUYHA aKTUBHOCT, ThH KaTO O€Ta-CTUMYJIAIUsATa MOXKE
Jla BJIOIIY XUIIOTOHUATA. MOHUTOPHUPAHETO HA ChPJECTHO-CHIOBATA CHCTEMA € HEOOXOIUMO 3a
yJIaBsiHE Ha BH3MOXXHH apUTMUN. BHUMAaTETHOTO MEUIIMHCKO HAaOII0ICHNE 1 MOHUTOpUPaHe TpsiOBa
Jla IPOIBJIKU A0 Bb3CTAHOBABAHETO HA MAI[UEHTA.

5. ®APMAKOJIOTHYHU CBOMCTBA
5.1 ®apmakoauHAMUYHU CBOWCTBA

(DapMaKOTepaHeBTI/I'-IHa rpyna: TICUXOJICIITUIIN, TUAa3CITMHU, OKCAa3CIIMHU, TUAa3CTIMHN U OKCCIIMHU,
ATC xom: NOSA HO3.

dapmakoguHaMUYHU e(HEKTH
OJaH3anuH ¢ aHTUIICUXOTHYHO, aHTUMAaHUHHO U CTa0MIIM3HUPAILO0 HACTPOSHUETO CPEICTBO, KOCTO
MOKa3Ba MIMPOK (papMaKoIOTHICH PO IO OTHOIICHHWE Ha MHOKECTBO PEIICTITOPHU CHCTEMHU.

B npexnuHUYHE TPOyYBaHUS € T0Ka3aH apUHUTETHT Ha OJAH3AIMH KbM PEeIulla PerenTopu

(Ki <100 nM) 3a ceporonur 5-HT242c, 5-HT3, 5-HTs; qonamun D1, D,, D3, D4, Ds; xonmunepruunu
MYCKapHHOBH perientopu Mi-Ms; anda;- anpeHeprudnau; u XucTaMuHOBH H; penentopu.
IIpoyuBaHusTa ¢ 0ONlaH3aNUH BbPXY MOBEACHUETO Ha XKUBOTHU Moka3Ba SHT, nomamMuHoB u
XOJMHEPTHYeH aHTarOHNU3bM, OTTOBAPSAII Ha PELENTOP-CBBP3BAHA TPoduIL. [n vitro onaH3anuH
MoKa3Ba Mo-ToJisiM ahUHATET KbM cepoToHIHOBHTE 5-HT>, 0TKONMKOTO MonmamuHOBUTE D> penentopu
u no-rojisiMa 5-HT, akTUBHOCT B cpaBHeHUE ¢ Dy akTUBHOCTTA IIPH i1 VIVO MOJIEIH.
EnexTpodu3nonoruyHuTe U3CIeABaHMS TOKA3BaT, Y€ OJaH3aINH CEJICKTHBHO HAMaJsBa
aKTUBUpPaHETO Ha Me30iuMOnyHUTE (A10) MOTAMUHEPTUYHU HEBPOHH, KaTO B CHIOTO BpeMe e(heKThT
MY BbPXY IIBTHUINATA B CTPUATYyMa, yJacTBaIlX B MOTOpHUTE pyHKIMU (A9), ¢ Manbk. OnaH3anuH
HaMaJIABa KOHAWIIMOHUPAHHS OTTOBOP HA OTOSATBAHETO, KOETO € TECT, IIOKa3aTeseH 3a
AHTHUIICUXOTUYHA aKTUBHOCT B JIO3W TIO-HUCKH OT TE€3H, BOJEIIH JI0 KaTaJerchs, KOETO € XapaKTepPHO
3a MOTOPHHTE HeXXeJaH! e(eKTH. 3a pa3iiuKa OT HAKOH APYTH aHTHIICHXOTHYHHU CPECTBA, OJAaH3AITNH
yCHJIBA OTTOBOpA B YCJIOBUS HA ,,aHKCUOJIUTUYEH TECT.

IIpoyuBanus ¢ mo3uTpoH-eMucrHoHHa Tomorpadus (PET) npu 3npaBu mo6poBosiH, ojlaH3anuH B
eIMHUYHA IepopaiHa mo3a (10 mg) mokasBa mo-roysiMo cBep3Bane ¢ 5-HT2a, B cpaBHEHHE C
nonamuHoBHTE D) perientopu. OcBeH ToBa, 00pa3HO U3CIEABaHE Ype3 eAMHUYHA (POTOH-EMHUCHOHHA
kommoTbpHa TomMorpadus (SPECT) npu manuentu ¢ mm3opeHns Nokas3pa, 4y MpH MalueHTHTE
YyBCTBHUTEIHHA KbM OJIAaH3AIIMH NMa I0-MaJIKO CBbp3BaHe ¢ Dy B cTpraryma B CpaBHEHHE C
NalUEHTHUTE, YyBCTBUTEIHU KbM JAPYT'H aHTUIICUXOTUYHH CPEJCTBA U PUCIIEPUAOH, KaTO Ta3H HAXOKa
€ CpaBHMMA C Ta3M MPU KI03aHH-1yBCTBUTEIHUTE MAIIUCHTH.

Kinunununa ebukacHocT

B nBe ot aBe mnane0o-KOHTPOIMPAHH U B IB€ OT TPHU CPABHUTEITHH KOHTPOIHUPAHU TIPOYUYBAHUS TTPU
noeue ot 2 900 marueHTH ¢ MU30(PEeHNUs, IPOSIBEHA KAKTO C HATMYMUETO HA TOJIOKUTEITHH, TaKa H
OTPUIIATEITHN CUMIITOMH, OJIaH3aIHH MTOKa3Ba CTATUCTHYECKU 3HAYMMO TIO00PEHUE KaKTO Ha
HETaTUBHUTE, TaKa ¥ HA MMO3UTHBHUTE CUMITTOMH.
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B MynTHHAIMOHANHO, TBOHHO-CIIAIIO, CPABHUTEIIHO NPOYYBAaHE BHPXY MN3U(PPEHUITA,
mM30aeKTUBHUTE WIN MTOAOOHHU HapyleHus, BKouBamo 1 481 manueHTa ¢ pa3nniHa CTENeH Ha
CBBP3aHH C TOBAa CHMIITOMH Ha Jienipecusi (M3X0AHa cpeiHa cTolHoCT 16,6 Mo ckanaTta Ha
Montgomery-Asberg 3a knacuumpane Ha IeMPEcHsTa), IPOCIEKTUBHHS BTOPUUCH aHAIN3 Ha
IPOMSHATA HA W3XOIHUS CIIPAMO KpaifHNSA CKOp HAa HACTOEHHETO, T0KAa3Ba CTATHCTUYECKH 3HAUYMMO
nogo6penue (p=0,001) B mon3a Ha onanzanuH (-6,0) cnpsimo xanonepunon (-3,1).

[Tpu nanyeHT! ¢ MAHWIHYU €MTU30IU WM CMECEHH EMTU30/I1 NIPY OUTIOJSIPHY Pa3CcTPOICTBA, OJIaH3AHH
MOKa3Ba MO-BUCOKA €(PEeKTUBHOCT KAKTO CIIPSIMO I11aLe00, Taka U CIpsIMO BaJIIPOAT CEMUHATPHUN
(muBanmpoexc) B HaMaJIsIBaHEe HA CUMIITOMHTE Ha MaHus 3a rmoseye oT 3 ceaMuiy. OnaH3amnvH ChIIo
MOKa3Ba CPaBHUMA C XAJIOTIEPUION ePUKACHOCT, M3pa3eHa ¢ YacTTa MalHeHTH, IOTYYMIH PEMUCHS Ha
CUMIITOMH Ha MaHUs U Ha AernpecHs 3a 6 u 12 cenmuiy nedeHue. B npoyusaHe ¢ onaH3anuH B
KOMOMHALUS C IUTUH WK BaJIIpOaT 32 MUHUMYM 2 CeAMHULH, 100aBIHETO Ha ojaH3anuH 10 mg
(koMOMHUPAHO JIeYeHUE C JTUTHUN WIIM BaJIIPOAT) € JOBEJIO J0 MO-TOIsIMa PeIyKIUsS Ha CHMITOMUTE Ha
MaHUs B CPaBHEHHE ChC CAaMOCTOSTETHOTO MPUIIOXKEHUE HA JTUTUH WM BaJINpPoar ciies] 6 CeaMUIIH.

B 12 mecedHo npoy4BaHe Mpu NpOQUIAKTHKA HA PEIUANBYA Ha MAaHUWHU €MTU30,T1, TIPH MTAIlUCHTH,
MOJIYYWIA PEMUCHS IIPU JIEUCHUE C OJIAH3ANMH U PaHAOMU3UPAHU Ja T0y4aBaT OJIaH3aIIUH WU
wiane0o, OJaH3aIMuH € MO0Ka3al CTATUCTUYECKH 3HAYMMO MPEBB3XO0JICTBO CIIPSIMO ILTaLedo 1o
OTHOILIEHNE Ha IbPBUYHNUTE KPAHH TOUYKH 33 NPO(UIAKTHKA HA PELUINBY Ha MAHUITHY U301 TIPU
OunosipHO pa3cTpoiicTBo. ONaH3aNMH CHILO € MOKa3al CTATUCTUYECKH 3HAUUMO MPETUMCTBO CIIPSIMO
w1ane0o 1Mo OTHOLICHKE Ha IPEIOTBpaTABaHe HA PELMINBH KaKTO HAa MaHUs, TaKa U Ha ACTIPECHSL.

B®B BTOpO 12 MecewyHo npoyyBaHe Npy Npo(UIIakTHKA PEIUINBA HA MAHUIHU €MTU30/11, MAIIUECHTH,
IIPU KOUTO € MMOCTUTrHATa pEMHUCHS C KOM6I/IHI/IpaHO JICUCHUEC OJIaH3aIluH U J'II/ITPIf/i, panaoMuU3UpaHu J1a
MOJYYaBaT OJIAH3AIMH WK JIUTHIA CAMOCTOSITEITHO, OJIAH3AIHH € MIOKA3aJI He MO-TOJIIMO
MPEBB3XOCTBO CHPSAMO JINTHH TI0 OTHOIICHUE HA MbPBUYHUTE KPAHU TOUKH 32 MPO(UITAKTHKA HA
peuyanBH Ha OUTOIISIPHO pazcTporicTro (onman3anud 30,0%, mutuii 38,3%; p=0,055).

B 18 MeceuHno nmpoy4BaHe Ha KOMOWHUPAHO JieUeHHe HA MAaHUIHN WIIA CMECEHH EMU30/I1 TIPH
HNAaLUEeHTH, CTA0WIN3HPAHU C OJIaH3aMUH ILUIIOC JIEKApCTBA CTAOMIM3UPAILY HACTPOSHUETO (JIMTUH WK
BaJIIIPOAT), IPOABIKUTEIHOTO JICUEHHUE C OJIAH3AIIMH, CbBMECTHO C JTUTUI MM BaJIIIPOAT HE €
CTaTUCTUYECKH HO-100PO CIPAMO JUTHI WM BAIIIPOAT CAMOCTOSITEIHO, 10 OTHOLIEHUE OTJIaraHe Ha
000CTpsIHETO Ha OUIIOJISIPHOTO Pa3CTPOUCTBO, CHITIACHO KPUTEPUUTE 3a CUHIPOMA.

5.2 ®apmakoKWHeTHYHH CBONCTBA

B exHo mpoyuBaHe Ha (hapMaKOKHMHETHKATA TIPH 37paBU JOOPOBOIIH ¢ 1032 oT 5 mg ZYPREXA npax
32 MH)KEKLIMOHEH Pa3TBOP € MOCTUTHATA MPUOIM3UTEIHO 5 MBTH MO-BHCOKA MAKCUMaJIHA TUIa3MeHa
koH1eHTparus (Cmax) oT Ta3u, HaOJItoJaBaHa MMPH IMePOPAITHO MPHIIOKEHUE Ha ChIlaTa J103a
onan3anuH. Cmax ce HocTura mno-0bp30 cliel UHTPaMyCKYJIHO B CPaBHEHHE C MIEPOPAIIHO IPUIIOKEHHE
(15 no 45 munyTH B cpaBHeHue ¢ 5 1o 8 vaca). KakTto u nmpu nepopanHo npuioxenue, Cmax u
TUTOILTA [TOJ] KpUBATa CJIEA MHTPAMYCKYJIHO MPHJIOKEHUE ca TIPAaBO NPOMOPIHOHATTHA Ha
IPUIIOXKEHATa JO3UPOBKA. 3a €1Ha U ChLIIa 7034 OJaH3allMH, IPHIOKEH HHTPAMYCKYJIHO U IIEPOPAIIHO,
IUIOILTA 10 KPUBATA, IIOJIy>KUBOTHT, KIIUPBHCHT U 00EMBT Ha pasIipeelieHue ca IoA00HN.
MeTtaboautHuTe NporiIn Clie HHTPaAMyCKYJIHO U IEpOPaTHO NPUIIOKEHHE ca IOAOOHU.

[Ipu He-nmymaun (MBXKe U )KEHH) CPEIHOTO BpeMe Ha MOIYyEeIMMUHUPAHE IIPU HHTPAMYCKYITHO
NPUIIOXKEH OJIaH3anuH € yabmkeHo (38,6 cpemry 30,4 yaca), a KnupbHCHT € HamaseH (18,6 cpemry

27,7 1/aac) B cpaBHEHHUE C MyLIaYH.

[To-momy ca oncany TOMBTHATETHA (HPapMAKOKHHETHYHN JAHHU 33 TIEPOPATHOTO MPUIIOKEHHE Ha
OJIaH3aITiH.
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Pasnpenenenue
CBBp3BaHETO HA OJIAH3AIUH C IJIA3MEHUTE MMPOTEUHHU € OKOJIO 93 % Ipu KOHLIEHTpAIUH B IUANa30Ha

ot 7 no okoino 1 000 ng/ml. Onan3anuH ce cBbp3Ba INIaBHO C anOyMuHa U ¢ ol -kucenus
TJINKONPOTEHH.

buorpancdopmanus

Onan3zanuH ce MeTaboau3Hupa B YepHUS P00 Upe3 KOHIOTHPAHE W OKHUCIICHHE. | TaBHUAT METabOIUT B
KpbBTa € 10-N-TIroKopoHuI, KOWTO HEe peMHHAaBa pe3 KpbBHO-MO3buHaTa Oapuepa. 3a
o0pa3yBaHeTo Ha MeTa0oIUTUTE N-TUMETHII U 2-XUIPOKCUMETHII IONPUHACAT LUTOXpoMH P450-
CYP1A2 u P450-CYP2D6. In vivo u nBata MeTabonuTa MoKa3BaT 3HAYUTETHO TTO-HUCKA
(hapMakosOoruuHa aKTUBHOCT, OTKOJIKOTO OJIAH3AIMH B M3CJI€IBAaHUS IIPU )KUBOTHU. | 1aBHaTa
(hapMakosOruyHa aKTUBHOCT C€ IBJDKU HAa M3XOAHOTO JIEKApCTBO OJIaH3AIMH.

Enumunupane
Crnen nepopaliHO OpUIOKEHUE CPEIHOTO BpEME Ha MOJIY>KUBOT Ha OJIaH3AIKH MPU 3APaBU UL

Bapupa B 3aBUCUMOCT OT Bb3pacCTTa U 1OJIa.

IIpu 31paBu cTapu xopa (65 TOAMHM U TTOBEYE) CPEITHOTO BpeMe Ha MOTYKHBOT Ha TIEPOPATHO
MIPIIOKEHUE Ha OJIaH3aIH € YIBJDKEHO B CpaBHEHHE ¢ TTo-Myaau jmna (51,8 cpemry 33,8 gaca), a
KIMPBHCHT € HamauteH (17,5 cpemry 18,2 l/uac). ®apmakokuHEeTHYHATA BAPHAOUITHOCT, KOSITO CE
Ha0Jro1aBa MpH CTapUTe XOpa HE Ce OTIIMYaBaT OT Te3U NPH MALMEeHTH B 3psiia Bb3pact. [Ipu 44
NalKUeHTH ¢ IN30(peHUs Ha BB3pacT Haja 65 roaunu 1o3u ot 5 10 20 mg/aeH He ca OMITU CBbP3aHu C
HSIKaKBH IT0-0COOEHH HEXeJlaH! CHOUTHS.

[pwu xeHuTe ciies] mepopaTHo MPUIIOKEHHE Ha OJIAaH3aITNH, CPEHOTO BPEME Ha MOIYIKHUBOT € JIEKO
yabsmkeno (36,7 cpemty 32,3 yaca) B cpaBHEHHE C TOBa PU MBXKETE, a KITUPBHCHT € peayuupad (18,9
cpemty 27,3 1/gac). Benpeku ToBa 00ade npoduabT Ha O€30MacHOCT Ha ojiaH3anuH (5-20 mg) e
CpaBHHM MeXy keHU (n=467) u Mmbxe (n=869).

brOpeuHo yBpekaane

He e ycTanoBeHa 3HauMMa pa3iauka B CpeaHOTO BpeMe Ha Moy kuBoT (37,7 cpenty 32,4 daca), KakTo U
B KJIMpBHCa Ha mpoAykTa (21,2 cpemty 25,0 1/uac) Mexxay manueHTy ¢ yBpeneHa Ob0peuna QpyHKIus
(xpeaTrHuHOB KIupbHC <10 ml/mMun.) u 3npaBu nuna. [IpoyuBanusTa nokassar, ye okojo 57% ot
Oemns3aHus C paiOaKTUBHY M30TONHM OJIAH3aIIMH CE YCTaHOBSIBAa B YpHHATa IMIaBHO 1Mo (popMmara Ha
METa0OJINTH.

UepHompoOHO yBpekIaHE

Mautko npoydBaHe 3a BIMSHHETO Ha HapylieHata QyHKIS Ha YepHUsl Jpo0 MpH 6 MaIrMeHTH ¢
KIMHUYHO 3HauuMa (kiac A (n = 5) u kinac B (n = 1) no knacudukarusra Child-Pugh) muposza
yCTaHOBsBA cJ1ad eeKT BbPXY (hapMaKOKMHETHKATA HA OJIAH3AIHH, TIPUIIOKCH MEPOPATHO

(2,5 - 7,5 mg equHUYHA 103a): TAITUEHTUTE C YMEPEHA JI0 TeXKKA YePHOAPOOHA TUCHYHKITISI IMaT
JIEKO 3aBUIIIEH CUCTEMEH KITUPHHC U MO-KPAThK SIIMMHHAIIMOHCH TIOTYKUBOT B CPAaBHEHUE C
nanueHTuTe 6e3 yepHonpooHa qucyHkmus (n = 3). [loBeyeTo OT manueHTUTE ca IMyIIavu ¢ Mupo3a
(4/6; 67 %), oTkonkoTo naiueHTn 6e3 yepHoApoOHa auchyHkiwms (0/3; 0 %).

Ilymene
Tlna3sMeHusT KIMPBHHC HA OJIAaH3AMKH € TTO-HUCHK MPU CTapU B CPAaBHEHUE C MJIaAM MAlMEeHTH, IPU

JKCHU B CPABHCHUC C MBIKC, KAKTO U IMPU HCIYIIAa4Y B CPABHCHHUC C ITyIIa4U. 3HAYMMOCTTA Ha
BJIMSAHUCTO Ha BB3PACTTaA, I10JIa WK IMYHICHCTO BbPXY KIIMPBHHCA HAa OJIAH3AIIWH U BbPXY HCT'OBUA
IMOJIYy>KUBOT € TBbPJAC MaJika, B CPABHCHUC C 06maTa BapI/Ia6I/IJ'IHOCT MECXKAY OTACITHUTEC MHAUBUU.

He e ycTtanoBeHa pasznuka BbB (papMaKOKWHETHYHUTE MTApAMETPH MIPH MIPOYYBaHUS, IIPOBEIEHH C
€BpOIICUIIH, STTOHIIM U KUTANIH.
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5.3 TIlpeakJIVHUYHHU JAHHU 32 0€30MACHOCT

Ocrtpa (Ipu eTUHUYHA J1032) TOKCUIHOCT

[Mpu3HanuTe Ha TOKCHYHOCT MPH MEPOPAJICH IIPHEM IIPU IPU3AYUTE Ca XapaKTSPHHU 38 MOIIHUTE
HEBPOJICIITUIN: XUITIOAKTUBHOCT, KOMa, TPEMOP, KIIOHHYHH KOHBYJICUH, CAITUBAIINS, U TIOTHCKaHE Ha
HaanaBaHeTe. CpeHUTE JIETAJIHU 103U ca npubausuTento 210 mg/kg (3a mumku) u 175 mg/kg (3a
wrbxoBe). Kyderata nonacar ennanyHa f03a 10 100 mg/kg Oe3 na ce HaOmronaBa jgeTaneH u3Xo.
KbM KIMHUYHUTE PU3HAIIY CIIAJAT CeIUpaHe, aTaKCUsl, TPEMOP, YCKOPEH ChpJICUYeH PUTHM,
3aTPyIHCHO AMIIAHE, MHO03a, U aHOpeKcHs. [Ipu MaliMyHH e AMHUYHM ITepopainu 1034 10 100 mg/kg
BOJISIT JIO IPOCTPAIINS, & BUCOKUTE JI03H U JIO HEITbJIHA 3ary0a Ha Ch3HAHUE.

ToxcnuHOCT IOPHU MHOT'OKPATHO IIPUIOKCHUC

B npoyuBanusi BbpXy MUILIKH C MPOIBIKUTEIHOCT 0 3 Mecella U BbpXY IUTbXOBE U KyueTa ¢
MPOABIDKUTEITHOCT ChOTBETHO JI0 1 rouHa, mpeobnaaasany egextu ca noruckane va [THC,
AHTUXOJIMHEPTHYHH ePeKTH U NepruepHU XeMaTOJIOTHYHN HapylieHus. Pa3BrBa ce TojepaHc KbM
notuckanero Ha [{HC. [TapamerpuTe Ha pacTeka HaMamsABaT MPH BUCOKH 103W. [Ipu mrsxoseTe ca
HaOI0jaBaHN 00paTMK e()EeKTH, KOUTO ca B Pe3yJITaT Ha IMOBUIIICHN HUBA HA MPOJIAKTUHA U
BKIIIOYBAT: HAMAJISIBAHE TETJIOTO HA SHYHUIIMTE M MAaTKaTa, KakTo U MOP(OIIOTUYHY TPOMECHHU BHB
BJIaraJJMIIHUA €IIUTCI U B MJIICYHUTC KIIC3U.

XeMaToJ0THYHa TOKCHYHOCT

Edextn BppXy XeMaTOJIOTHIHUTE TTAPAMETPH CE YCTAHOBSIBAT IPH BCHUYKH N3CJICABAHH BHIOBE
YKUBOTHH, BKIFOUUTEIHO J1030-3aBUCUMO TIOHIDKEHHE Ha UPKYJINPALINTE JICBKOLUTH PU MUIIKH U
HecTenUpUIHO HaMalleHHe Ha Opost Ha IMPKYJIHUPALIUTE JICBKOLUTHUTE TIPH ILTHXOBE; HE CE
yCTaHOBsIBaT 00ayue JOKA3aTeICTBa 32 KOCTHOMO3bYHA IIUTOTOKCHYHOCT. [Ipu orpannden 6poit
KyderTa, JIeKyBaHH ¢ 7031 oT 8 wian 10 mg/kg/nen (oO1ara eKCrio3uis Ha oJlaH3aIllH [IUIOI 01
kpuBarta] € 12 10 15 mbTH MO-BUCOKA OT Ta3M MPH YOBEKa, IPU IPUEM Ha 1032 OT 12 mg IHEBHO), ce
HaOIronaBa oopaTrmMa HEYTPOIEHHS], TPOMOOLIUTONCHHS MK aHeMusL. [Ipy nuToneHnYHN Ky4yeTa He
ca HaOJo1aBaHu HeXKeIaH! e(peKTH BbpPXY MPOTEHUTOPHHUTE KIETKU HITH MPOIU(pEPUPAIINTE KIETKH B
KOCTHHSI MO3BK.

PCHDOZ[VKTI/IBHa TOKCUYHOCT

Onan3zanvH HiMa TepatoreHeH edekT. Cemanusra MOBIHsABA KYTyJIaTHBHUTE CIIOCOOHOCTH Ha
MBXKATE TOTEXO0BE. [10JTOBUAT MUKEI ce 3acsara mpu xo3u oT 1,1 mg/kg (3 mbTH MO-BUCOKH OT
MaKCHUMaJHAaTAa JI03a TIPH X0parta), a peNpoyKTHBHHUTE ITApaMETpPH Cca 3aCeTHATH TPH IUTHXOBE, HA
KOUTO € JiaBaHa J103a oT 3 mg/kg (9 mbTH mo-BUCOKa OT MaKCHMaJIHATa J103a IPU Y0BeKa). B
MOKOJICHUETO Ha TUThXOBETE, Ha KOUTO € JIJaBaH OJIaH3alliH Ce Ha0JIr01aBa 3a0aBsHEe B Pa3BUTHETO Ha
TUI0/Ia ¥ IPEXO/JHO HaMaJlsIBaHe HUBOTO HA aKTUBHOCT HAa MAaJIKUTE KUBOTHU.

MyTareHHoct
OnaH3anyH He € TToKa3aj MyTareHHOCT WM KJIaCTOTe€HHOCT, IIPH MTPOBEJICHNUTE ITBIHA CTaHIAPTHH

TECTOBE, BKIIFOUBAIN OAKTECPHATHUS MyTAIlHOHEH TECT | in Vitro W in vivo TECTOBETE MPH O03aiHUIIN.

Kapuunorennoct
PesynraTtuTe OT M3CIIeIBaHUATA BEPXY MHUIIKHU M TUTHXOBE BOJAT JI0 3aKJIFOUCHHUETO, Y€ OJIAH3AIMH HE
€ KapLUUHOT€HEH.

6. ODAPMAIIEBTUYHHU JAHHHU
6.1 Choucnbk Ha NIOMOIIHHUTE BelIECTBA
JlakTo3a MOHOXHIpAT

TaprapoBa kucenuHa, E 344

XJI0pOBOAOPOIHO KUCEIUHA.
Hatpues xunpoxcun.
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6.2 HecnBMecTHMOCTH

To3u nexapcTBEeH NPOAYKT He TPsIOBa Jla ce CMeCBa ¢ APYTrH JICKAPCTBCHH MPOAYKTH, C U3KIIFOUESHUE Ha
IIOCOYEHHUTE B TOUKA 6.6.

OnanH3anvH 3a HHKEKTHpaHe He TpsOBa a ce KOMOMHHpA B €Ha CIIPHUHITOBKA C JUa3eraM 3a
WHXKEKTUpaHe, 3aIl0TO HACTHITBA MPEIUIUTAIMS TPU CMECBAHETO HA TE3U MPOYKTH.

Jlopazenam 3a MHXEKTUpPaHE HE TPsIOBa Ja ce M3MO0JI3Ba 3a MPUTOTBSHE HA MHXCKI[MOHEH OJIaH3aIlHH,
ThHU KaTO KOMOWHUPAHETO BOJHU J0 3a0aBEHO BPEMeE 3a pa3TBapsHE.

OnaH3alvH 32 HH)KEKTHpaHe He TpsOBa 1a ce KOMOWHMpA B €HA CIIPUHIIOBKA C MHXKCKITHOHEH
XaJIoepUI0J, Thil KaTo ¢ HaOII0aBaHo HICKO pH BoAeIIoO ¢ BpeMeTo 0 Aerpamanus Ha OJIaH3aIliH.

6.3 Cpok Ha roaHOCT

IIpax: 3 roguHM.
PastBop (cnen npuroTssiHe): 1 gac. [la He ce 3ampassBa.

6.4 CrnenuanaHm ycJaI0BHs HA CbXpaHeHHe

CexpansBa ce npu Temneparypa noj 25°C. CpxpaHsBaiiTe B OpUrMHaIHaTa OMAaKOBKa, 3a /1a Ce
IIpeama3y OT CBETIMHA. 3a yCIOBUATA HA CbXPAaHEHUE Ha Pa3TBOPEHUS JICKApCTBEH IPOIYKT BIDKTE
Touka 6.3.

6.5 Buawu chabp:kaHUe HA OMAKOBKATA

®dakoH ot cThkII0 TUl [ o1 5 ml.
B kaproneHa onakoBka chabpika 1 wim 10 ¢uiakon(a).

He Bcuuky BHIOBE OMaKoBKH MOTar Aa ObAaT MyCHATH Ha masapa.
6.6 CrnenuajaHu Npeana3sHu MePKHU MPH U3XBbPJIsIHE
[Ipurotssiite ZYPREXA npax 3a HHXXEKIIMOHEH pa3TBOP CaMo C BOJa 3a MHXEKIUH, CIIOpEN

CTaH/IapPTHHUTE TEXHUKH 33 Pa3TBApsIHE HA MPOIYKTHU 33 MAPSHTEPATHO MIPIIIOKEHHUE. 3a IPUTOTBSHE
Ha pa3TBOpa HE TPsOBA J1a Ce M3IMON3BAT JPYTH Pa3TBOPUTENH (BXK. TOUKa 6.2).

1. Uzrernere 2,1 mg Boa 3a MHXKEKIMA B CTEPIITHA CIIPUHIIOBKA. VHkeKkTrpaiiTe BbB (h1akoHa
ZYPREXA.
2. Pasknarere prakoHa, JOKAaTO ChABPIKAHUETO C€ PA3TBOPH HAIIBIHO U CE MOJIyYH Pa3TBOP C

KBAT UBAT. OnakoHsT chabpka 11,0 mg. Onanzanuy, kaTo pa3tBop 5 mg/ml (1 mg onaH3anuH
ocTaBa BbB ()JIaKOHA U CIIPUHIIOBKATA, Taka ye octaBaT 10 mg onaH3amnuH 3a HHKEKTUPAHE).

3. B cnenBamiara tabnuia ca gageHn o0eMuTe 3a HHYKEKTUPaHEe B 3aBUCUMOCT OT Pa3TUIHUATE
JIO37 OJIAaH3aIlNH:

Jo3a (mg) O0eM Ha MHXKEKTUPAHOTO
KonngecTBo (ml)

10 2,0

7,5 1,5

5 1,0

2,5 0,5
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4, IIpunaraiite pa3TBopa UHTpamycKysHo. He ro mpuiaraiite HHTpaBEHO3HO WUJIN MTOAKOMKHO.

5.  /3xBbpieTe COPUHLIOBKATA U aKO € OCTaHaJl HEU3IIOJI3BaH Pa3TBOP, CIIOPE] KIMHUUYHUTE
W3UCKBAHMUS.
6. M3non3BaiiTe pa3rBopa BejHara Jio 1 yac OT IpUTrOTBSHETO.

JlekapcTBEHNTE NPOAYKTH 32 MAPEHTEPAIHO MPUIOKEHHE TPOBa Ja ce M3cieIBaT BU3yalHO pean
MIPWIOKEHUE 33 HAIMYMUETO HA MAJIKM YaCTUYKHU.
7. HNPUTEXKATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

CHEPLAPHARM Registration GmbH, Weiler Stralle Se, 79540 Lorrach, I'epmanusi.

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/96/022/016— ZYPREXA — npax 3a uHXeKIMOHEH pa3TBop. | ¢uiakoH
EU/1/96/022/017— ZYPREXA - npax 3a uHXeKIHOHeH pa3TBop. 10 ¢rnakona

9. JATA HA TbPBO PA3ZPEINIABAHE/TIOJHOBSBAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

JaTta Ha mBEpBO pazpemasane: 27 cenreMBpu 1996 T.
Hata Ha nocnenno nonHoBsiBane: 12 cenremspu 2006 r.

10. JIATA HA AKTYAJIM3UPAHE HA TEKCTA
(MM/TTIT}

[Moapo6ua uHpOpMAIHS 32 TO3M JIEKAPCTBSH NPOIYKT € MpeJocTaBeHa Ha yeOcaiita Ha EBponeiickara
areHus 1o JieKapcTBaTa http://www.ema.europa.eu
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IMPNJIOKEHHUE IT

MMPOU3BOJUTEJIN, OTTOBOPHU 3A OCBOBOYKJIABAHE HA
MAPTUIU

YCJIOBUA NJIN OTPAHUYEHNS 3A TOCTABKA U YIIOTPEBA

APYI'U YCJIIOBUA U U3NCKBAHMUS HA PASPEHIEHUETO 3A
YIIOTPEBA

YCJIOBUA NJIN OTPAHUYEHUS 3A BE3OITACHA 1 E@QEKTUBHA
YIIOTPEBA HA JIEKAPCTBEHUSA TPOAYKT
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A. NPOU3BOIUTEJIH, OTTOBOPHHU 3A OCBOBOXKIABAHE HA ITAPTHU/U

Hwme u agpec Ha npousBoauTeis(Te), OTToBOpeH(H) 3a 0cBoOOkIaBane Ha naptuaure B EMO

Ob6sumu mabremxu:
Fidelio Healthcare Limburg GmbH, Mundipharmastra3e 2, 65549 Limburg an der Lahn, I"'epmanus.

CHEPLAPHARM Registration GmbH, Weiler Stralie Se, 79540 Lorrach, I'epmanusi.

Ilpax 3a unoicekyuoner pazmeop:
Lilly S.A., Avda. de la Industria 30, 28108 Alcobendas, Madrid, Mcnianus.

Prestige Promotion Verkaufsfoerderung & Werbeservice GmbH, Borsigstrasse 2, 63755 Alzenau,
T'epmanus.

CHEPLAPHARM Registration GmbH, Weiler Stralle Se, 79540 Lorrach, I'epmanusi.
ITeyarHaTta JIMCTOBKA Ha JIEKAPCTBEHHUS MPOIYKT TPSAOBA Ja ChIAbPIKa HMETO U ajipeca Ha
IIPOM3BOAMTEISI, OTTOBOPEH 32 OCBOOOKIaBaHETO HAa ChOTBETHATA IAPTH/IA.

b. YCJIOBUSA WIHN OTPAHUYEHUSA 3A TOCTABKA U YIIOTPEBA

.HeKapCTBeHI/IﬂT MPOAYKT C€ OTIIYCKa IO JICKAPCKO NPCANNCaHUC.

B. JAPYI'M YCJIOBUS U U3BUCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKTyaJu3npaHu Jokjaaau 3a 6ezonacuoct (IIA1B)

N3uckpanusta 3a nojgaane Ha [TA/Ib 3a To3u JiekapCTBEH MPOAYKT ca IOCOYEHH B CITUCHKA C
pedepentauTe natu Ha EBponetickus cpro3 (EURD criuchk), mpensuaeH B wi. 1078, an. 7 oT
HupextuBa 2001/83/EO, 1 BB BCHUKH CJeBAIIN aKTyalln3alliH, ITyOJIUKyBaHH HA €BPOTIEHCKIS
yeOmnopTain 3a JekapcTBa.

. YCJI0OBUsA WJIN OI'PAHUYEHUA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JEKAPCTBEHUA ITPOAYKT

. Ilnan 3a ynpasiaenue Ha pucka (ITYP)

[Ipurexarensat Ha pa3pemeHuero 3a ynorpeda (IIPY) TpsOBa na n3BbpiBa U3UCKBAHUTE JEHHOCTH H
JICHCTBYSI, CBBP3aHH C TIPOCIEAsIBAaHE Ha JIEKAPCTBEHATa 0€3011acHOCT, Moco4YeHH B o100penus [1YP,
npeactaBeH B Moy 1.8.2. Ha pa3pelieHreTo 3a ynotpeda, KakTo U MPH BCHUYKH CIICABAIIN 0100pCHH
aktyanuzauuu Ha [TYP.

Axryanusupan [IYP tps6Ba na ce mopasa:
e 110 MCKaHe Ha EBporeiickaTa areHius mno JIieKkapcTpara;

e BHHArW, KOraTo Ce M3MEHS CHCTEeMaTa 3a YIpaBIeHNE Ha pUCKa, 0COOCHO B pe3ynTaT Ha
NoJy4aBaHe Ha HOBa MH(POPMALHUS, KOSTO MOXKE /1a I0BeJIE 10 3HAYMMH POMEHH B
CHOTHOILIEHHETO MOJI3a/PUCK, WIIK CIIE]I IOCTUTaHE Ha BayKeH eTall (BbB Bpb3Ka ¢
npocieisBaHe Ha JIeKapCTBeHATa 0e30MAaCHOCT WITM CBEXIaHE Ha PUCKA JI0 MHHUMYM).
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NPUJIOKEHMUE II1

JAHHU BBPXY OITIAKOBKATA U JINCTOBKA

41



A. JAHHHU BBbPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CBIABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTUA OT OBBUTHU TABJIETKU B BIIMCTEP

1. HNME HA JIJEKAPCTBEHUA ITPOAYKT

ZYPREXA 2,5 mg o6BuTH TabNETKH
OJIaH3aINH

2. OBSABSABAHE HA AKTUBHOTOMTE) BEIIIECTBO(A)

Bcska o0BuTa TabneTka craAbpKa 2,5 mg onaH3anuH

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

C’LZ[’Bp)Ka JIAKTO3a MOHOXHUApPAT. BmxTte nucroBkara 3a JOIIBJIHUTCIIHA I/IH(i)OpMaLII/ISI.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

28 00BHUTH TaOJIETKU
35 00BHUTH Ta0JIETKU
56 00BUTH TAOJIETKH
70 0OBHUTH TaOJIETKU
98 00BHUTH TaOJIETKH

5. HAYUH HA ITPUJIOKEHUME U ITbT(MIIA) HA BBBEKJIAHE

[Ipenu ynoTtpeba npoyerere JINCTOBKATA.

IlepopanHo npuiioxeHue

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, UYE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TOCEI'A HA TELITA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JCHaA.

‘ 7. APYI'U CHEIIUAJIHU NPEAYIIPEXJIAEHUA, AKO E HEOBXOIANMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

I[a CC€ CbXpaHsiBa B OpUTI'MHAJIHATa OIIAaKOBKaA, 3a Aa CC IMpEAIasyu OT CBECTJIMHA U BJIara.
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10. CHEINUAJIHU ITPEAIIASHU MEPKHU ITPU U3XBBPJISAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJAPEC HA ITPUTEKATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

CHEPLAPHARM Registration GmbH, Weiler Stralle Se, 79540 Lorrach, I'epmanusi.

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/96/022/002 28 06BHTH TaOIETKH
EU/1/96/022/023 35 o6BuTH TaOIETKH
EU/1/96/022/019 56 00BUTH TaOJIETKH
EU/1/96/022/029 70 00BUTH TaOJIETKH
EU/1/96/022/035 98 00BUTH TaOJIETKH

13. MAPTUIAEH HOMEP

[Taptunen Ne

14. HAYMH HA OTIIYCKAHE

.HeKapCTBeHI/I}IT MPOAYKT CC OTITYCKa IO JICKAPCKO MPCANNCaHUC.

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA A3BBYKA

ZYPREXA 2,5 mg

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

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

‘ 18. YHUKAJIEH UWIEHTUOPUKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHHU, KOUTO TPABBA JJA CbABbPXKAT BJIMCTEPUTE NJIN
JIEHTHUTE

ZYPREXA 2,5 mg OBBUTHU TABJIETKH, ETUKET HA BJIMCTEPHOTO ®OJINO

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

ZYPREXA 2,5 mg o6BuTH TabIETKH
OJlaH3aMMuH

2. HUME HA IIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

CHEPLAPHARM

‘ 3. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

EXP

4. INAPTUJAEH HOMEP

Lot

|5.  JIPYTO
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS OT OBBUTHU TABJIETKHU B BJIMCTEP

1. NME HA JJEKAPCTBEHUA ITPOAYKT

ZYPREXA 5 mg o6BuTH TabaeTku
OJlaH3aMuH

2.  OBSIBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bcsika 06BuTa TabNmeTKa ChABPKA 5 Mg OJIAH3AITNH

3. CIIUCBK HA IOMOIIHUTE BEINECTBA

C’LZ[’Lp)Ka JIAKTO3a MOHOXHUApPAT. BmxTte nucroBkara 3a JOIIBJIHUTCIIHA I/IH(i)OpMaLII/ISI.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

28 00BHUTH TaOJIETKH
35 00BHUTH Ta0JIETKU
56 00BUTH TaOIETKH
70 0OBHUTH TaOJIETKH
98 00BHUTH TaOJIETKH

5. HAYUH HA ITPUJIOKEHUME U ITbT(MIIA) HA BBBEKJIAHE

[Ipenu ynoTpeba npoyerere JINCTOBKATA.

[Iepopanno mpunoxenue

6. CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJIEJJA M1 IOCEI'A HA JIELTA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JCHa.

‘ 7. APYI'U CHEIIUAJIHU NPEAYIIPEXJIEHUA, AKO E HEOBXOANMO

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

T'onen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

I[a CC€ CbXpaHsiBa B OpUI'MHAJIHATa OIIAKOBKaA, 3a Aa CC IMpEAIasyu OT CBECTJIMHA U BJIara.
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10. CHEINUAJIHU ITPEAIIASHU MEPKHU ITPU U3XBBPJISAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJIPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

CHEPLAPHARM Registration GmbH, Weiler Stralie Se, 79540 Lorrach, I'epmanus

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/96/022/004 28 06BHuTH TaOIETKH
EU/1/96/022/024 35 o6BuTH TaOIETKH
EU/1/96/022/020 56 00BUTH TaOJIETKH
EU/1/96/022/030 70 00BUTH TaOJIETKH
EU/1/96/022/036 98 00BUTH TaOJIETKH

13. HMAPTUIAEH HOMEP

ITaptunen Ne

14.

HAYMH HA OTITYCKAHE

JlexapCcTBEHUSAT MPOIYKT C€ OTITyCKa I10 JIEKAPCKO MPEITHUCAHHE.

‘ 15. YKA3AHWUA 3A YIIOTPEBA
‘ 16. WH®OPMAIIAA HA BPAJIOBA ABBYKA
ZYPREXA 5 mg
‘ 17. YHUKAJIEH WAEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JBynsmepeH 6apKoJI ¢ BKIIIOYCH YHUKAICH HICHTU(PUKATOD

| 18.

YHUKAJIEH HAEHTUO®PUKATOP — JJIAHHHU 3A YETEHE OT XOPA

PC
SN

| NN
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MUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE UJIN
JIEHTHUTE

ZYPREXA 5 mg OBBUTU TABJIETKH, ETUKET HA BJIMCTEPHOTO ®OJINO

1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

ZYPREXA 5 mg o6BuTH TabaeTkn
OJIaH3aIMH

2. NME HA ITIPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

CHEPLAPHARM

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

EXP

4. INAPTUJAEH HOMEP

Lot

|5.  JIPYTO
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS OT OBBUTHU TABJIETKHU B BJIMCTEP

1. NME HA JJEKAPCTBEHUA ITPOAYKT

ZYPREXA 7,5 mg o6BuTH TabIEeTKH
OJlaH3aMuH

2.  OBSIBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bcsika o6BuTa TabnmeTKa ChaABpKa 7,5 mg oJaH3aluH

3. CIIUCBK HA IOMOIIHUTE BEINECTBA

C’LZ[’Lp)Ka JIAKTO3a MOHOXHUApPAT. BmxTte nucroBkara 3a JOIIBJIHUTCIIHA I/IH(i)OpMaLII/ISI.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

28 00BHUTH TaOJIETKH
35 00BHUTH Ta0JIETKU
56 00BUTH TaOIETKH
70 0OBHUTH TaOJIETKH
98 00BHUTH TaOJIETKH

5. HAYUH HA ITPUJIOKEHUME U ITbT(MIIA) HA BBBEKJIAHE

[Ipenu ynoTpeba npoyerere JINCTOBKATA.

[Iepopanno mpunoxenue

6. CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJIEJJA M1 IOCEI'A HA JIELTA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JCHa.

‘ 7. APYI'U CHEIIUAJIHU NPEAYIIPEXJIEHUA, AKO E HEOBXOANMO

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

T'onen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

I[a CC€ CbXpaHsiBa B OpUI'MHAJIHATa OIIAKOBKaA, 3a Aa CC IMpEAIasyu OT CBECTJIMHA U BJIara.
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10. CHEINUAJIHU ITPEAIIASHU MEPKHU ITPU U3XBBPJISAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJIPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

CHEPLAPHARM Registration GmbH, Weiler Stralie Se, 79540 Lorrach, I'epmanus

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/96/022/011 28 o06BHuTH TabIETKH
EU/1/96/022/025 35 o6BuTH TaOIETKH
EU/1/96/022/006 56 00BUTH TaOJIETKH
EU/1/96/022/031 70 00BUTH TaOJIETKH
EU/1/96/022/037 98 00BUTH TaOJIETKH

13. HMAPTUIAEH HOMEP

ITaptunen Ne

14. HAYMH HA OTITYCKAHE

JlexapCcTBEHUSAT MPOIYKT C€ OTITyCKa I10 JIEKAPCKO MPEITHUCAHHE.

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA ABBYKA

ZYPREXA 7,5 mg

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

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

‘ 18. YHHUKAJIEH UWIEHTUO®PUKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPXKAT BJIMCTEPUTE NJIN
JIEHTHUTE

ZYPREXA 7,5 mg OBBUTU TABJIETKH, ETUKET HA BJIMCTEPHOTO ®0OJIMO

1. NME HA JJEKAPCTBEHUA ITPOAYKT

ZYPREXA 7,5 mg o6BuTH TabIEeTKH
OJlaH3aMuH

2. HUME HA IIPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

CHEPLAPHARM

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA I'OJHOCT

EXP

4. INAPTUJAEH HOMEP

Lot

|5.  JIPYTO
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS OT OBBUTHU TABJIETKHU B BJIMCTEP

1. NME HA JJEKAPCTBEHUA ITPOAYKT

ZYPREXA 10 mg o0BUTH TaONETKH
OJlaH3aMuH

2.  OBSIBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bcsika o6BuTa TabneTka chabpika 10 mg omaH3anuH

3. CIIUCBK HA IOMOIIHUTE BEINECTBA

C’LZ[’Lp)Ka JIAKTO3a MOHOXHUApPAT. BmxTte nucroBkara 3a JOIIBJIHUTCIIHA I/IH(i)OpMaLII/ISI.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

28 00BHUTH TaONETKH
35 0OBHUTH TaOJIETKH
56 00BHATH TaOJIETKH
70 0OBHUTH TaOJIETKU
98 00BHUTH Ta0JIETKU

5. HAYMH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXK/IAHE

[Ipenu ynoTpeba npoyerere JINCTOBKATA.

[Iepopanno mpunoxenue

6. CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJIEJJA 1 IOCEI'A HA JIELTA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JCIa.

‘ 7. APYI'U CHEIIUAJIHU NPEAYIIPEXJIEHUA, AKO E HEOBXOANMO

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

T'onen mo:

‘ 9. CIIEIJMAJIHU YCJIOBUS HA CbXPAHEHUE

I[a CC€ CbXpaHsiBa B OpUI'MHAJIHATa OIIAKOBKaA, 3a Aa CC IMpEAIasyu OT CBECTJIMHA U BJIara.

52



10. CHEINUAJIHU ITPEAIIASHU MEPKHU ITPU U3XBBPJISAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJIPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

CHEPLAPHARM Registration GmbH, Weiler Stralie Se, 79540 Lorrach, I'epmanus

12. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

EU/1/96/022/009 28 06BHuTH TaOIETKH
EU/1/96/022/026 35 o6BHuTH TaOIETKH
EU/1/96/022/010 56 00BuTH TaOJIETKH
EU/1/96/022/032 70 00BUTH TaOJIETKH
EU/1/96/022/038 98 00BUTH TaOJIETKH

13. HMAPTUIAEH HOMEP

ITaptunen Ne

14. HAYMH HA OTITYCKAHE

JlexapCcTBEHUSAT MPOIYKT C€ OTITyCKa I10 JIEKAPCKO MPEITHUCAHHE.

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA ABBYKA

ZYPREXA 10 mg

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

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

‘ 18. YHUKAJIEH UIEHTUOPUKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN

53



MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPXKAT BJIMCTEPUTE NJIN
JIEHTHUTE

ZYPREXA 10 mg OBBUTHU TABJIETKHU, ETUKET HA BJIMCTEPHOTO ®OJIMO

1. NME HA JJEKAPCTBEHUA ITPOAYKT

ZYPREXA 10 mg o0BUTH TaONETKH
OJlaH3aMuH

2. HUME HA IIPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

CHEPLAPHARM

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA I'OJHOCT

EXP

4. IMAPTUJIEH HOMEP

Lot

5.  JIPYToO
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS OT OBBUTHU TABJIETKHU B BJIMCTEP

1. NME HA JJEKAPCTBEHUA ITPOAYKT

ZYPREXA 15 mg o0BUTH TaONETKH
OJlaH3aMuH

2.  OBSIBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bcsika o6BuTa TabneTka chabpka 15 mg onaH3anuH

3. CIIUCBK HA IOMOIIHUTE BEINECTBA

C’LZ[’Lp)Ka JIAKTO3a MOHOXHUApPAT. BmxTte nucroBkara 3a JOIIBJIHUTCIIHA I/IH(i)OpMaLII/ISI.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

28 00BHUTH TaOJIETKH
35 00BHUTH Ta0JIETKU
56 00BUTH TaOIETKH
70 0OBHUTH TaOJIETKH
98 00BHUTH TaOJIETKH

5. HAYUH HA ITPUJIOKEHUME U ITbT(MIIA) HA BBBEKJIAHE

[Ipenu ynoTpeba npoyerere JINCTOBKATA.

[Iepopanno mpunoxenue

6. CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJIEJJA M1 IOCEI'A HA JIELTA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JCHa.

‘ 7. APYI'U CHEIIUAJIHU NPEAYIIPEXJIEHUA, AKO E HEOBXOANMO

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

T'onen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

I[a CC€ CbXpaHsiBa B OpUI'MHAJIHATa OIIAKOBKaA, 3a Aa CC IMpEAIasyu OT CBECTJIMHA U BJIara.
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10. CHEINUAJIHU ITPEAIIASHU MEPKHU ITPU U3XBBPJISAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJIPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

CHEPLAPHARM Registration GmbH, Weiler Stralie Se, 79540 Lorrach, I'epmanus

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/96/022/012 28 06BHuTH TaOIETKH
EU/1/96/022/027 35 o6BHuTH TaOIETKH
EU/1/96/022/021 56 00BUTH TaOJIETKH
EU/1/96/022/033 70 00BUTH TaOJIETKH
EU/1/96/022/039 98 00BUTH TaOJIETKH

13. HMAPTUIAEH HOMEP

ITaptunen Ne

14. HAYMH HA OTITYCKAHE

JlexapCcTBEHUSAT MPOIYKT C€ OTITyCKa I10 JIEKAPCKO MPEITHUCAHHE.

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIUA HA BPAMJIOBA A3BBYKA

ZYPREXA 15 mg

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

JBynsmMepeH 6apKoJI ¢ BKIIOUCH YHUKAICH HICHTU(DUKATOD

‘ 18. YHHUKAJIEH UWIEHTUO®PUKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXKAT BJIMCTEPUTE NJIN
JIEHTHUTE

ZYPREXA 15 mg ObBUTU TABJIETKH, ETUKET HA BJIMCTEPHOTO ®OJINO

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

ZYPREXA 15 mg o0BUTH TaONETKH
OJIaH3aIMH

2. NME HA ITIPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

CHEPLAPHARM

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA I'OJHOCT

EXP

4. INAPTUJAEH HOMEP

Lot

|5.  JIPYTO
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTUA OT OBBUTHU TABJIETKU B BJIIMCTEP

1. HNME HA JIJEKAPCTBEHUA ITPOAYKT

ZYPREXA 20 mg oO0BuTH TaOJIETKH
OJIaH3aMuH

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceska o0BuTa Tabnerka cpabpka 20 mg onaH3anuH

3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

Chabprka JaKT03a MOHOXUAPAT. BIDKTE IMCTOBKATA 32 NOIBIHATETHA HHPOPMAITHSL.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

28 00BUTH TabJICTKU
35 0OBHUTH TaOJIETKH
56 00BHATH TaOJIETKH
70 0OBHUTH TaOJIETKH
98 00BUTH TaONETKU

5. HAYYH HA ITPUJIOKEHUE N TbT(MLIA) HA BBBEXK/JIAHE

[Ipenu ynoTtpeba npoyerere JINCTOBKATA.

IlepopanHo npuiioxeHue

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TOCEI'A HA TELTA

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

‘ 7. JAPYI'U CHEHNUAJIHM ITPEAYIIPEXXKJEHU A, AKO E HEOBXOJUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

I[a CC CbXpaHsBa B OpUTI'MHAJIHATA OIIAKOBKaA, 3a Aa CC MpCAIasyu OT CBCTJIMHA U BJIara.
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10. CIHENOUAJHU INPEAITASHU MEPKU ITPU N3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HUME U AJJIPEC HA IPUTEXKATEJISI HA PASPEIHIEHUETO 3A YIIOTPEBA

CHEPLAPHARM Registration GmbH, Weiler Stralle Se, 79540 Lorrach, ['epmanus

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/96/022/014 28 00BUTH TaOJIETKHA
EU/1/96/022/028 35 00BUTH TaOJIETKH
EU/1/96/022/022 56 00BUTH TaOJIETKH
EU/1/96/022/034 70 o6BHuTH TaOIETKH
EU/1/96/022/040 98 06BHUTH TaOIETKH

13. HAPTHUJIEH HOMEP

[Taptunen Ne

14. HAYMH HA OTIIYCKAHE

JlexapcTBEHUSAT MPOIYKT C€ OTITyCKa I10 JIEKAPCKO MPEITHUCAHHE.

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA ABBYKA

ZYPREXA 20 mg

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

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

‘ 18. YHUKAJIEH UIEHTUOPUKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPXKAT BJIMCTEPUTE NJIN
JIEHTHUTE

ZYPREXA 20 mg OBBUTU TABJIETKHU, ETUKET HA BJIMCTEPHOTO ®OJIMO

1. NME HA JJEKAPCTBEHUA ITPOAYKT

ZYPREXA 20 mg o0BUTH TaOIETKH
OJlaH3aMuH

2. HUME HA IIPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

CHEPLAPHARM

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HNAPTUJAEH HOMEP

Lot

|5.  JIPYTO
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS OT ®JIAKOH C IIPAX

1. NME HA JJEKAPCTBEHUA ITPOAYKT

ZYPREXA 10 mg npax 3a HHXEKIIMOHEH Pa3TBOP
OJIaH3aIuH

| 2. OBSIBIBAHE HA AKTUBHOTO(UTE) BEILECTBO(A)

Bceexn dnakon ceappika 10 mg onmanzanua. Ciex pa3TBapsiHEe BCEKU MIUTHIUTBD OT pa3TBopa
CBABPKA 5 Mg ONlaH3aIuH

‘ 3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

JlakTo3a MOHOXUApAT, TApTApOBa KUCCIIMHA, XJIOPOBOAOPOAHA KUCCIINHA, HATPUCB XUJAPOKCHU]

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

[Ipax 3a HHXEKUMOHEH Pa3TBOp. 1 duakon
[pax 3a nmxekuoHeH pa3rBop. 10 durakoHa

5. HAYYH HA ITPUJIOKEHUE U TbT(MLIA) HA BBBEXKJIAHE

HutpamyckyiHo npmiokenne. OrakoHM 3a eTHOKpaTHa yrioTpeda. Ilpenn ynorpebda nmpouerere
JTUCTOBKATA.

6. CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MACTO JAJIEYE OT IIOTJIEJJA M IOCEI'A HA JIELTA

I[a CC€ CbXpaHsBa Ha MACTO, HEAOCTBITHO 3a JCHa.

‘ 7. APYI'U CHEIUAJIHU IPEAYIIPEXJIEHUA, AKO E HEOBXOANMO

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

T'onen mo:
Pa3TBOpBT Aa ce m3nom3Ba 10 1 9ac cieq mMpuroTBSIHETO My

‘ 9. CIHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Ja me ce cexpansiBa Hax 25°C. CrxpaHsBaiiTe B OpUTHHAIHA OTTAKOBKA, 32 J]a CE MPEeAna3u OT
CBCTJIMHA.
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10. CIHENOUAJHU INPEAITASHU MEPKU ITPU N3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

I/st%pneTe CIIPUHIOBKAaTa 1 HEU3IIOJI3BAHOTO KOJIMYCCTBO 10 MOAXOAAII HAYHNH

11. HUME U AJAPEC HA ITPUTEKATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

CHEPLAPHARM Registration GmbH, Weiler Stral3e 5e, 79540 Lorrach, I'epmanms

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/96/022/016 Ilpax 3a nHXEKOHOHEH pa3TBop. | draakoH
EU/1/96/022/017 Tlpax 3a uHxXeKIHOHEH pa3TBop. 10 duakona

13. HAPTHUJIEH HOMEP

ITaptunen Ne

14. HAYMUH HA OTIIYCKAHE

JlexkapCcTBEHUSAT MPOIYKT C€ OTITyCKa I10 JIEKAPCKO MPETHUCAHHE.

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAMJIOBA A3BBYKA

‘ 17. YHUKAJIEH WAEHTUO®PUKATOP — IBYU3MEPEH BAPKO/]

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

‘ 18. VYHUKAJIEH UIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPXKAT BJIMCTEPUTE NJIN
JIEHTHUTE

ETUHKET BbPXY ®JIAKOHA C 10 mg I[TPAX

1. NME HA JIEKAPCTBEHUA INPOAYKT U ITbT(MLIA) HA BBBEXKJIAHE

ZYPREXA 10 mg onaH3anuH npax 3a HHXEKIUOHEH pa3TBOP
1.m. IpUIIOKEHHE

‘ 2. HAYUH HA ITPNJIOKEHUE

WHTpaMyCKyIIHO IPUIIOKEHUE

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA I'OJAHOCT

EXP
Pa3TBOpBT Aa ce m3nom3Ba 10 1 9ac cien mMpUroTBSIHETO My

4. NAPTUJIEH HOMEP

Lot

|5.  JIPYTO

10 mg olanzapine 3a ¢naxon
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Bb. IHCTOBKA
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JlucroBka: undopmanus 3a norpeduTeNs

ZYPREXA 2,5 mg 00BUTH TabdJIeTKH
ZYPREXA 5 mg o0BuTH Ta0JIeTKH
ZYPREXA 7,5 mg 00BUTH Ta0JIeTKH
ZYPREXA 10 mg o6BuTH TadaeTKn
ZYPREXA 15 mg o0BuTH Ta0JIeTKH
ZYPREXA 20 mg 06BUTH Ta0/IeTKH
oan3anuH (olanzapine)

IIpouyeTeTe BHUMATEIHO LSLJIATA JIUCTOBKA, PN 1A 3aM0YHETE /1a MPUeMaTe TOBA JIEKAPCTBO,
Thil KaTo TH ChbAbPKa BaxHa 3a Bac undgopmanms.

3amna3eTe Ta3u JIMCTOBKA. MOJKe Ja Ce HAJIOKH J1a 5 IIPOYETETEe OTHOBO.

AKO UMare HIKaKBH JIOMBIHUTEITHA BBIIPOCH, ITonuTaiiTe Bamus jiekap win gpapMaresT.

ToBa nekapcTBo € mpeanucano TuaHo Ha Bac. He ro mpeoTcrrnBaiite Ha aApyru xopa. To Moxe
Jla UM HaBpeId, HEe3aBUCHMO Y€ IPU3HAIIMTE Ha TAXHOTO 3a00IsIBaHe ca ChIIUTE KakTo Barure.
AKO TIOJIyYHTe HAKAKBH HEXEJIaHU peakilny, yBeaoMeTe Bamus nekap win GapmaiierT. ToBa
BKJIFOYBA U BCUYKH Bh3MOXKHU HEXXEJIAHHU PEaKIIMH, HEOITUCAHH B Ta3H JINCTOBKA. BrokTe

TO4Ka 4.

KakBo cbabp:ka Ta3u JIMCTOBKA

AN e

1.

Kaxso npencrasisisa ZYPREXA 1 3a kakBO ce U3IM03Ba
Kakso Tps6Ba na 3Haere, npeau na npuemere ZY PREXA
Kaxk na npuemate ZYPREXA

BB3M0XHM HEXENaHU peakluu

Kaxk na cexpanssate ZYPREXA

ChapprkaHre Ha ONIAKOBKATA U JIOMIBIIHUTENTHA HH(DOpMAIUs

Kakso npencrasiasisa ZYPREXA u 3a kakBoO ce U310/13Ba

ZYPREXA cpabpxa akTUBHOTO BeriecTBo onaH3anuH. ZY PREXA nmpunaiexu KbM rpynara
JICKapCTBa, HApEUEHH AHTUIICUXOTHUIIM U CE M3I0JI3BA 32 JICUCHUE HA CIEIHUTE 3a00IIIBaHUS:

[Iu3odpenus - 3a00JIIBaHe ChC CUMIITOMH KaTO YyBaHE, BUXKIaHE WM yCCI[aHe Ha
HECBHIIECTBYBAIIN O0EKTH, HATYAHH MUCIH, HEOOMYaiiHa ITOTO3PUTEITHOCT U 3aTBapsiHe B cede
cu. Xopara ¢ ToBa 3a00JIIBaHE MOJKE ChIIO JIa CE UyBCTBAT MOJTUCHATH, TPEBOKHU HITU
HaIlperHaTH.

YMEPEeHO TEeXKKH JI0 TEKKU MAaHUIHU SMU30/IU - ChCTOSHUS ChC CUMIITOMH Ha Bbh30y/1a WU

eydopus.

ZYPREXA mnoka3Ba, ue mpe/nas3Ba MoBTOPHA ITOSIBA HA TE3W CHMITTOMY TIPH MAIEHTH ¢ OUITOISPHO
Pa3CTPONCTBO, IPU KOUTO MAaHUWHUAT €MHU307 CE MOBIUSIH OT JICUSHUE C OJIaH3aIINH.

2.

KakBo TpsioBa 1a 3HaeTe, npeau n1a npuemate ZYPREXA

He npuemaiite ZYPREXA

aKoO CTe aJIePTUYHH (CBPBXUYBCTBUTEIHH) KbM OJIAH3AIMH WIH KbM HSIKOS OT OCTAHATUTE
CBHCTaBKH Ha TOBA JIEKApPCTBO (M30pOCHU B TOUKa 6). AleprudHaTa peakius MOXKe Ja ce
pasro3Hae Mo HAIMYHUETO Ha 0OPUB, ChpOEIK, OTOK Ha JINIETO, MIO{yBaHe HA YCTHUTE WIIH
HEJIOCTHUT Ha BB3IyX. AKO TOBa ce ciryuu ¢ Bac, o0bpHeTe ce kbM Bamus nekap.

ako Hikora Bu e rmocraBeHa auartHosa 3a npo0JieMH ¢ OUMTE KaTO HapUMeEp HSIKOHM BUOBE
riraykoma (TIOBHIIIEHO HANISTaHE B OKOTO).

IIpexynpesxxaenus u npeanasHl MepKH
I'osoperte ¢ Bamus nexap win hapmarieBT, npeau na npuemere ZYPREXA.

65



e He ce npenoppuBa ynotpebata Ha ZYPREXA npu nanueHTH B cTapuecka Bb3pacT ¢
JEMEHIMs, Thi KaTo NPH TSIX TOBA JIEKAPCTBO MOXKE Ja UMa CEPUO3HU HEXKeJIaHU JIEKAPCTBEHU
peaxuuu.

e JlexapcTBa OT TO3M THII MOI'aT J1a IPeIU3BUKAT HEOOMUYAHN IBHKEHUS NIPETUMHO B 001aCTTa
Ha JINLETO U e31Ka. AKO TOBa ce ciiyuH cies karo cre npuenu ZYPREXA, kaxere na Bamms
JeKap.

e  MHoro paaxo, iekapcTBa OT TO3M THII MOTaT Jia IPeIn3BUKAT KOMOMHALMA OT TEMIepaTypa,
y4eCTeHO JUIIaHe, TOTeHEe, CKOBAHOCT HAa MYCKYJIMTE M CHHJIMBOCT MJTM Oe3ChHHUE. AKO TOBa
ce cily4H, He3abaBHO norbspcere Bammus sexap.

e HabGmogaBaHo e HaJaBaHe Ha TETJIO MPH ManueHTH, konuto npuemat ZYPREXA. Bue u
Bammusr nexap TpsaOBa peloBHO Ja mpoBepsiBaTe TerioTo Bu. Mmaiite npensua HacouBaHe
KbM JIEKap-IUEeTOJIOr WJIU IIOMOII] C IUIaH 3a JUeTa, ako € HE0OX0AUMO.

e IIpu naumentn, kouto npuematr ZYPREXA, ca nabironaBanu BUCOKH HMBA Ha KPbBHA 3aXap
Y Ha MacT B KPbBTa (TPUTITUIEPHUIN H X0JiecTepos). Bamusar nekap TpsOBa 1a npaBu KPbBHU
W3CIeBaHus, 3a Jja IPOBepsiBa KPbBHATA 3aXap U HUBATa Ha HAKOM MacTH, IIpeau Ja
3anouHete npuema Ha ZYPREXA u peoBHO 1o BpeMe Ha JIEUYEHUETO.

e VBepomere Jekaps, ako Bue nnm Hikol BB Bamrero cemeiicTBoO HsKora cTe Majli KPbBHH
ChCUpENH, Thi KaTo JIeKapCTBa KaTo TOBA C€ CBBP3BAT C 00Pa3yBaHETO HA KPbBHH ChCUPELIN.

AXo cTpagare OT HSIKOE OT H30pPOCHHUTE T0-70JTy 3a00JIsIBaHuUs, YBeoMeTe Baust iekap Bb3MOXKHO
Hal-0bP30:

Wucynt iy “MuHA” MHCYAT (BpEMEHHU NPU3HALIN HA HHCYIIT)
Bonect na ITapkuncon

[Mpobaemu ¢ mpocraTtara

YpeBHa HEMPOXOIUMOCT (IAPATUTHYCH HIICYC)

YeproapoOHo uinu 0b0pedHo 3a00IsiBaHe

3abomnsBaHus Ha KPHBTa

Cobpaeuno 3a00msiBaHe

Jlnabet

I'spuose

Axo 3HaeTe, 4e MOKe J]a UMaTe 3ary0a Ha COJIM B pe3yJITaT Ha MPOABIDKUTEITHA TeXKKA JUAPUSI U
MTOBPBINaHe WM YIIOTpeda Ha MTUypeTHIH (OTBOIHSIBAIIY TaOJIETKN)

AKko cTpagare oT JeMeHIrs, Bue uiu 4oBeKbT, KONTO ce rpwxku 3a Bac/Bai pogauHa TpsoBa ia
nHpopmMupa Bammst mekap, ako HIKOTa CTE€ UMaIH HHCYIIT WiIH ‘“MUHU WHCYJIT.

Karo pyTtuHHa npeamasna Msapka, ako CTe€ Ha Bb3pacT HaJl 65 ronuHu, BameTo KpbBHO HaNIATaHE
TpsiOBa 1a ce HaOmoAaBa ot Bamms jgekap.

Jeuna u roHomu
ZYPREXA He e npegHazHayeH 3a NalMeHTH o 18-roauiina Bb3pact.

Apyru nexapctBa u ZYPREXA

[Ipuemaiite npyru nekapctsa o Bpeme Ha neueHnero cs¢ ZYPREXA, camo ako Bamust nexap Bu e
KasaJl, 4e TOBa € Bb3MOXKHO. Bre Moxe /1a moYyBCcTBaTe ChHIMBOCT, ako npuemate ZYPREXA B
KOMOWHAIMS C aHTHIECTIPECAHTH WIIM JIEKapCTBa 3a JICYCHNE Ha TPEBOKHOCT WIIM TAKKUBA
MOJNOMAraly CbHs (TPaHKBUIIN3ATOPH).

Nudopmupaiite Bamist nekap, ako npuemare, HACKOPO CTe MPUEMAalIH WK € Bb3MOXKHO JIa IpHeMaTe
JpYTH JIEKapCTBa.

ITo-ciennanno yBenomere Bamus nekap, ako npremare:
e JjexkapcTBa 3a 6osectTa Ha [lapkuHCOH.
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e kapOamazenuH (MMPOTUBOCTIMICIITUYHO ¥ CTAOWIU3NPAII0 HACTPOCHUETO JICKAPCTBO),
(hyBoKCcaMUH (aHTHACIIPECAHT), WIIH HUIPOQIIOKCaluH (AaHTUOMOTHK), Thi KaTO TOBa MOXKE Ja
HaJIOKU TIpoMsiHa Ha Bammara go3a ZYPREXA.

ZYPREXA ¢ ankoxoJa
He nmiite ankoxor, mo BpeMe Ha jgedeHneTo cbe ZYPREXA, Thif KaTo €THOBPEMEHHO C aTKOXOJ
MOJKE J1a JJOBeJIe 10 MOsBaTa Ha CHHINBOCT.

BbpeMeHHOCT 1 KbpMeHe

AKko cTe OpeMeHHa WU KbPMHUTE, CMSTATE, Y€ MOXKE J]a CTe OpeMEeHHA HITH TUTaHUupaTe OpEMEHHOCT,
nochBeTBaiiTe ce ¢ Bamms nexap npean ynorpebara Ha TOBa JiekapcTBO. Bue He TpsOBa na nmpuemare
TOBA JIEKAPCTBO, aKO CTe OpEeMEHHa, OCBEH aKo He CTe To oochannu ¢ Bamus nekap. Bue ne Tps6Ba na
MpHeMaTe TOBa JIEKapCTBO, B cly4yail Ha KbpMEHe, Thil KaTo Manko konnyecTBo oT ZYPREXA moxe
Jla IpeMHUHE B KbpPMATa.

CrnepHuTe CUMIITOMH MOTAT J1a C€ MOSBAT IIPU HOBOPOAEHHU, YNHTO MaliKu ca yHoTpeOsBaIu
ZYPREXA mnpe3 nocieaHus TPUMECThp (MOCICIHUTE TPU Mecela 0T OpeMEHHOCTTA): TPeIepeHe,
CKOBaHOCT W/MIIK CIIA00CT Ha MYCKYJINTE, CHHINBOCT, Bb30yAa, MpOoOIeMH ¢ AWIIAHETO U 3aTPYTHCHHS
B XpaHeHeTo. Ako npu Barero 0e0e ce posiBU HIKOW OT Te3U CUMIITOMH MTOTHPCETE CBOS JICKap.

Ilopupane u padora ¢ MAILIMHH
Hma omacHOCT OT MosiBaTa Ha CHHJIMBOCT 10 BpeMme Ha mpueMa Ha ZYPREXA. Ako ToBa ce ciyuu He
modupaiite 1 He paboTeTe ¢ HUKAaKBa anaparypa Wil MalluHy. Y BegoMete Bamus nexap.

ZYPREXA cbabpika JaKkT03a
Axko Bammsr nekap Bu e Ka3aj, 4e UMaTe HEMOHOCHMOCT KbM HSKOU 3aXapH, CBBpXKeTe ce ¢ Bamus
JieKap Mpeau J1a B3eMETe TOBa JEKapCTBO.

3. Kak na npuemate ZYPREXA

Bunaru npuemaiite ToBa J1€eKapcTBO TOYHO KakTo By e ka3zanm BammusaT nexap. Ako He CTe CUTYPHH B
Hello, nonurtaite Bammus nexap unu gpapmanesT.

Bammsit nexap me Bu kaxke konko tabnetkn ZYPREXA ma mpuemare 1 KOJIKO JBJTO 1a TH
npuemare. /{neBHara no3a Ha ZYPREXA e mexny 5 mg u 20 mg. Koncyntupaiite ce ¢ Bamus nekap,
ako cuMnToMu Bu ce Bb300HOBAT, HO He cinpaiite npuema Ha ZYPREXA, nokato Bammst nekap He
Bu nocsBeTBa 1a ro HaIpaBUTE.

Bue Tpsi6Ba na npuemare ZYPREXA BenHbk AHEBHO, ceIBaliKH MpenopbKUTe Ha Bammms nekap.
OmnutBaiiTe ce na B3emMare TabJIETKUTE 110 €AHO U ChLIO BpeMe, BCeKH IeH. IIpueMbT Ha TabineTkure He
3aBHCH OT IIpHeMa Ha XpaHa. Bue Tps6Ba na rimpTHETE Tadnetkute ZYPREXA 1ienm ¢ Boza.

AKO cTe TIpueJiu MoBeYe 0T HeodxoaumaTta 103a ZYPREXA

IIpu marueHTHTE, IPUETH IMOBEYE OT HeoOoxoauMoTo konmmdecTBO ZYPREXA ce HabmomaBar
CJIETHUTE CUMIITOMU: YYECTeHA ChpJCUHA JIEHHOCT, B30y /1a/arpecCuBHOCT, MPOOIEMHU C TOBOPA,
HEOOWYalHN JBKEHUS (0COOCHO Ha JIMIIETO WM €3WKa) U pa3lInyHa CTCIICH Ha HApyIICHUE Ha
CBh3HAHMETO. J[pyru cuMIITOMH MOXE J1a ObIaT: BHE3aTHa O0BPKAHOCT, IPHUITAIBK (SMTHJICTICHS ), KOMa,
KOMOWHAIIUS OT TpecKa, YIeCTCHO JUIIaHe, M3MOTIBaHe, MyCKYJIHA CKOBAHOCT U 3aMastHOCT WU
CHHIIMBOCT, 3a0aBsiHE HA ChpJCYHATA YECTOTA, ACITUPAITHS, TOBUIIICHO WM MOHKEHO KPHBHO
HaJsTaHe, HapyIIeH ChbpAeyYeH pUThM. Beanara motspcere Bamms nexkap uim HalmpaBo OTHUIETE B Haii-
OIM3KOTO OOJTHHYHO 3aBEJICHHE, AKO MMaTe HAKOW OT TOpHHUTE cuMITOMH. [Tokaxere Ha Jiekapst
OmaKoBKaTa Ha Barmre TabneTku.

Axko cTe nponycHaiau na npuemere ZYPREXA
BsemeTte TabneTkuTe BemHara mom ce cetute. He npuemarite 1Be 1034 B €AMH JCH.
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Ako cte cnipesiu npuema Ha ZYPREXA
He cnipatiTe nedeHneTo ¢ TaOJIETKUTE caMo 3aIl0To CTE€ C€ TOYYBCTBAIH 1Mo-100pe. BaxHo e na
npoabipkute Ja npuemare ZY PREXA TonkoBa 1bar0, KoakoTo Bu e npenopbyan Bamust jgekap.

Ako BHe3amHo cripete aa npueMate ZYPREXA, moxe f1a ce HaOmoqaBaT MpU3HAIK KaTo HalpuMep
U3IIOTSIBAHE, HECTIOCOOHOCT J1a Ce CITH, TPEMOP, TPEBOKHOCT WIIK TaJIcHe U OBpbIaHe. BamusT nexap
Moke 1a Bu mpemnoxxu 1a HaManuTe A03ata IMOCTETIeHHO, TIPEIN /1a CIpeTe JICYCHUETO.

AKO UMaTe HIKaKBU JOITBIHUTEIHN BBIIPOCH, CBBP3aHH € yIoTpebara Ha TOBA JIEKapCTBO, IIOMHUTANTE
Bamms nekap niu ¢papmManenT.

4. BB3MOKHN HeKeTaHN PeaKkuu

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE 1a MPEAN3BHUKA HEXKCIIAHU pE€aKIIuH, BBIIPEKU Y€ HE
BCCKH I' TIOJTy4aBa.

Heza6asHo kaxete Ha Bamms nekap, ako umare:

e HeoOWYaifHU ABYDKEHUS (YecT HexkenaH eekT, kKoiTo Moxe fa 3acerHe 1o 1 Ha 10 qoBeka)
IJIaBHO HA JIMIIETO MU €3UKa;

® KPBBHHU CHCHPEIM BbB BEHUTE (HEUECT HEXeNaH eeKT, KOWTo Moxe Ja 3acerHe 1o 1 Ha 100
YOBeKa), 0COOCHO B Kpakara (MpU3HAIMTE BKIFOYBAT OTOK, OOJIKA M 3aUepBsBaHe HA Kpaka),
KOUTO MOJKE JIa C€ MPHUIABHIKAT 110 KPbBOHOCHUTE Ch0OBE JI0 Oesus 1po0, MpUUYUHsIBaiiKu 00JiKa B
o0JacTTa Ha rPBAHMS KOII U 3aTPYAHCHO JUIIaHe. AKO 3a0€JIeKUTE HAKOHN OT Te3H MPHU3HAILIH,
MOTHPCETE MEIUIIMHCKU ChBET He3a0aBHO

e KOMOWHAIIUS OT TeMIIepaTypa, y4eCTCHO JUIIaHe, U3MOTABaHE, MYCKYJIHA CKOBAHOCT U
JIPEMITUBOCT WJIH CHHIMBOCT (YECTOTaTa HA TO3M HeKeTaH epekT He Moxe /1a Obe OIleHeHa OT
HaJIMYHUTE JaHHH)

MHoro decTr HeXXeTlaHU peakuy (Moke 1a 3acerrat nosede oT 1 Ha 10 4yoBeka) BKITIOUBAT
HagaaBaHE Ha TCTJIO, CbHJIIMBOCT U MMOBUIICHUA B HUBATa HAa MPOJIAKTUH B KPBBTA. B nauganoro Ha
JICUSHUETO HAKOW XOpa MOTaT Jia MOYYBCTBAT 3aMasiHOCT MK clabocT (Che 3a0aBsHe Ha ChplIeYHATA
YeCcTOTa), 0COOEHO MPH M3TPABSHE OT JIETHAJIO WIIH CEAHAJIO ToJloyKeHHe. ToBa 0OMKHOBEHO
npeMHUHaBa OT caMocede CH, HO aKo TOBa HE CTaHe, yBegoMeTe Bamms nekap.

UecTtH HexeTaHU peakimy (Moske Jia 3acernat ;o 1 Ha 10 4oBeka) BKIIFOUBAT MPOMEHU B HUBATa Ha
HSIKOW KPHBHU KJIETKH, MAaCTH B KPHBOOOPAIIICHUETO W B HAYAIIOTO HA JICUCHUETO BPEMEHHO
MIOBUILICHUE HA YCPHOPOOHUTE CH3MMH, ITOBUIIICHUS B HUBATa Ha 3aXapTa B KPhBTA U YPUHATA;
[TOBHILICHUS B HUBATa HAa MMKOYHATA KUCEIMHA M KpeaTHH(POCHOKHHA3aTa B KPhBTA; 3aCHIICHO
YyBCTBO Ha TJIaJ]; 3aMastHOCT; OE3IMOKOMCTBO; TPEMOP; HEOONUYaitH! NBIKEHNS (IMCKUHE3NH ); 3aIeK;
CyXoTa B ycTaTa; 00puB; 3ary0a Ha CHJIa; IPEKOMEPHA YMOPSEMOCT; 33IbpKaHe Ha BOJIA, BOJCIIO JIO
OTUYaHE Ha PBIETE, IJIC3CHUTE WK Ha CThIIAaTa; BUCOKA TeMIiepaTypa; OOJIKK B CTABUTE; U
CeKCyasTHU TUC(YHKITNH, KATO HAMAJICHO JTUOUIO TTPH MBIKE U )KCHU WU ePEKTUITHA AUCHYHKINS TpU
MBXKE.

Heuectu nexxenmanu peakiuu (Moke Aa 3acernat 10 1 ma 100 4oBeka) BKITIOUBAT
CBPBXYYBCTBUTEITHOCT (HAIIp., IOJlyBaHE HA YCTaTa U I'bPJIOTO, ChbpOCK, OOPUB); THAOET UITH
BJIOIIaBaHE Ha JMa0eTa, IOHSKOTa CBhP3aHO C KEToaIu103a (KETOHU B KPhBTa M ypUHATA) WIK KOMa,
r'bpYOBE, OOMKHOBEHO CBBP3aHU C I'bPUYOBE B MUHAJIOTO (EMUJICTICHUS ); MYCKYJIHA CKOBAHOCT WJIH
cria3Mi (BKJIFOUUTEITHO JBMKEHUSI HA OYUTE); CHHJPOM Ha HECTIOKOWHUTE KpaKa; TPOOJIEMH C TOBOPA;
3aeKBaHe; 0aBEH ChPICUCH MYJIC; YYBCTBUTEIHOCT KBM CI'bHUEBA CBETIIMHA; KbPBEHE OT HOCA;
MOJIyBaHe Ha KOpeMa; TIOBUIIIEHO CIFOHOOT/EIISTHE; 3ary0a Ha IaMeT WK 3a0paBsHe; He3aabpiKaHe Ha
ypHHAaTa; 3aTPyAHEHUE MIPU YPUHUPAHE; KOCOIAJ; JTUTICA WIK HAMAJICHUE Ha MEHCTPYaITHUTE UK U
MIPOMEHU B T'BPIUTE MIPH MBKE U )KEHU, KaTO MATOJIOTUYHA TPOAYKIIHUS HA KbPMA U MATOJIOTUYHO
HapacTBaHe.
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Penxu Hexxenmanu peakiuu (Moxe na 3acerHat a0 1 ma 1 000 yoBeka) BKIIIOUBAT MTOHIKaBaHE Ha
HOpMAaJTHATa TEJICCHA TeMIIepaTypa; HapyIIeHUs Ha ChPACYHISI PUTHM; BHE3aITHA HEOOSICHIMa CMBPT;
BB3MAJICHUE HA 33/ICTOMAIITHATA KJIe3a, IPUYMHSBAIIO CUJIHA KOpeMHa 00JIKa, TeMIepaTypa u
HEPA3MNONI0KCHHE; YePHOPOOHO 3a00IIsIBaHe, IPOSBSIBAIIIO CE KaTO MOXBIATIBAHE HA KOXKATa M HA
Os1aTa 9acT Ha OYUTE; MYCKYJTHO 3a00/IsBaHe, TIPOSBSBAIIIO CE KATO HEOOSCHUMH OOJIKU U CTPaaHus;
MPOIBIDKUTETHA M/WITA OOJIe3HEHA ePEKITHS.

MHoOro peiki He)KeJIaH! PeaKluU ca CEPHO3HUTE allEPIHYHH PEaKIIUU KaTo JEKapCTBEHATa PEaKLus ¢
eosuHoums u cucteMuu cumnromu (Drug Reaction with Eosinophilia and Systemic Symptoms -
DRESS). DRESS mbpBOHa4aiHO ce NpOsBSBa KaTO TPUMONOJO0HH CUMIITOMHU C OOPHUB TIO JIMIETO, a
CIIe/T TOBA C Pa3NpOCTpaHEeH OOPHB, BUCOKA TEMIIEPATYPa, YBEIHMIESH! TUM(PHN BB3JIH, TIOBUIIEHH HUBA
Ha YepHOPOOHNTE CH3UMH NPU KPHBHUTE M3CIICABAHNS U OBUILICHNE HA €WH BUI O KPHBHU
Tema (€03MHODIITHS).

[loxaTo npuemat oylaH3aInH, MallMEHTUTE B HallpeAHaIa Bb3pacT ¢ JEMEHLUs, MOraT Aa MojrydaT
MHCYJT, THEBMOHHS, HE3aAbpKaHe HAa ypUHATa, aJlaHusl, CUJIHA YMOPSIEMOCT, 3pUTEIIHN
XaJIIOLMHALIMY, TIOKaYBaHE Ha TEMIIEpaTypaTa, 3a4epBsiBaHe Ha KOXKaTa U Aa UMaT MPo0JIeMH €
noxozxkara. B tasu cnenuduyna rpymna naigeHTH uMa ChOOIIEHHS U 3a HAKOJIKO Cilydas ¢ (aTajieH
U3XOZ.

[Tpu manmenty ¢ 6onectra Ha [lapkuncon, ZYPREXA moxxe na goBefie 10 BiOIIaBaHe Ha
CHUMIITOMUTE.

Cbo01iaBaHe HA HesKeJIAHU Peakluu

AKO TIOJTyYHTe HAKaKBU HEXEJIaH! JIEKAPCTBEHH PEAKIINH, yBeIoMeTe Barwst nexap niv MeIuIMHCKa
cectpa. ToBa BKIIIOUBA BCUUKH Bb3MOKHHM HEOMUCAHU B Ta3H JIMCTOBKA HEXKEJAaHU peakiuu. Moxere
ChIIO J1a CHOOIINTE HEXKETaH! PEaKIVH JUPEKTHO Ype3 HAIlMOHATHATA CHCTEMa 33 ChOOIaBaHe,
mocoueHa B [Ipunoxenue V. Kato crobmiaBate HeXelIaHA PEakilny, MOYKETE Ia AZeTe CBOS PUHOC
3a MoJTy4aBaHe Ha MOBeYe UH(POpMAIIHs OTHOCHO O€30IIaCHOCTTA Ha TOBA JICKapCTBO.

5. Kak na cbxpansBare ZYPREXA
[a ce cbxpaHsBa Ha MSICTO, HEJOCTHITHO 32 ACIIA.
He u3non3BaiiTe ToBa JIeKapcTBO Cie]] CPOKa Ha TOJAHOCT, OTOEIsI3aH BEPXY KaPTOHEHATa OMAaKOBKa.

ZYPREXA T1psiOBa ia ce CbXpsAHSABA B OpUTHHAIHATA CH OTIAKOBKA, 33 1a CE MPE/Ia3n OT CBETIMHA U
BJIara.

He u3xBbpisiite nekapcTBaTa B KaHAIU3aLUATa WIM B KOHTEMHEpa 3a TOMAIIHA OTIAIbIIH.
[MommTaiite Bamms papmaneBT kak a H3XBBPISATE JeKapcTBaTa, KOUTO Bede He nanon3sare. Tesn
MEPKH 1€ CIIOMOTHAT 34 OIla3BaHe Ha OKOJIHATA Cpefa.

6. Cun)pmaﬂne Ha onMaKoBKaTa M JO0IIbJHHUTEC/IHA I/IH(l)OpMalII/IH

Kakso cbabpxa ZYPREXA
e AKTHBHOTO BeIeCTBO ¢ ojaH3anuH. Beska tabnetka ZYPREXA cwpaspixka 2,5 mg, 5 mg, 7,5 mg,
10 mg, 15 mg nim 20 mg OT aKTUBHOTO BELIECTBO. TOYHOTO KOJIMYECTBO € IMOKA3aHO Ha
onakoBkara Ha Bamata ZYPREXA.
e /Ipyrure cbCTaBKHU ca:
- (sapo Ha TabieTkara) JaKTO3a MOHOXHUAPAT, XUIIPOJI032, KPOCTIOBUAOH, MUKPOKPHCTAIHA
IeTyJ103a, MarHe3neB cTeapaT u
- (TabnerHa 0OBMBKA) XHMIIpOMeE03a, TuTanueB auokcua (E171), kapuyOa Bakc.
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e B jombaHEHWHE pa3IMYHUTE 110 KOJIMIECTBO aKTUBHO BemecTBO TadneTku ZY PREXA chabppkat
CJIETHUTE ChCTaBKU:

KOJMNYECTBO AKTUBHO BEHIECTBO JIPYI'l CbCTABKH

ZYPREXA 2,5 mg, 5 mg, 7,5 mgu 10 mg (TabneTHa 0OBMBKA) Makporod, moaucopoar 80
TabJIeTKH
ZYPREXA 15 mg TabneTku (TabreTHa OOBHBKA) TPUAIIETHH U

nHAurokapMuH onseruteln (E132)

ZYPREXA 20 mg TabneTku (TabneTHa OOBMBKA) MakpOToJl U CHHTETHYCH
yepBeH xenezeH okeun (E172)

Kak m3rauexna ZYPREXA u KakBO CbIbpPKa ONIAKOBKaTa

ZYPREXA 2,5 mg o6Butu Tabnerku ca 6emu ¢ Haanuc “ZYP” u mudpoB uneHTUPUKAITHIOHEH KO
6‘2‘5”‘

ZYPREXA 5 mg o0BuTH TabsieTku ca Oenu ¢ Haamuc “ZYP” u uudpos naeHTHGUKALUOHEH KOz “5”.
ZYPREXA 7,5 mg o0ButHu Tabj1eTku ca 0enau ¢ Haanuc “ZYP” u 1mudpoB uaeHTHPHUKAITHOHEH KO
6‘7.5”.

ZYPREXA 10 mg o6Butu TabneTku ca 6enu ¢ Haanuc “ZYP” 1 uudpoB naeHTUPHUKALINOHEH KOA
(13 1 0”'

ZYPREXA 15 mg o6BuTH Ta0bJeTKH ca CHHM ¢ penedro o3nadenue “ZYP” u mudpon
UaeHTUGUKAIMOHEH Ko “15”.

ZYPREXA 20 mg oO6BuTH TaOJETKH ca po30BU ¢ penedHo o3HaueHue “ZYP” u mudpor
ueHTU(UKAMOHEH Kox “207.

ZYPREXA ce npepyara B KapTOHEHH OMAKOBKH, Chabpykantu 28, 35, 56, 70 umu 98 Tabnetku. He
BCHYKH BHJIOBE OIAKOBKU MOraT Ja ObJaT IyCHATH Ha Ia3apa.

IIpuTtexaTtes Ha pa3pelIeHNETO 32 yIOTPeda
CHEPLAPHARM Registration GmbH, Weiler Stralie Se, 79540 Lorrach, I'epmanusi.

IIpousBoauTen
Fidelio Healthcare Limburg GmbH, Mundipharmastrafle 2, 65549 Limburg an der Lahn, ['epmanust.

CHEPLAPHARM Registration GmbH, Weiler Stralle Se, 79540 Lorrach, I'epmanusi.

JaTa Ha mocjiegHo npepasriexaadne Ha aucropkara {mecen I'TTT}

[Moapo6ua nHpOpMAaIHKs 32 TOBA JIEKAPCTBO € MpeIocTaBeHa Ha yeOcaiita Ha EBporeiickara areHuus
10 JIeKapcTBaTa: https://www.ema.europa.cu
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JlucroBka: undopmanus 3a norpeduTeNs

ZYPREXA 10 mg npax 3a HH:KeKIIMOHEH Pa3TBop
Onanzanus (Olanzapine)

IIpouereTe BHUMATEIHO LSIJIATA JIMCTOBKA, IIPeM 12 3all0YHeTe 1A IpHeMaTe TOBa J1eKapcTBo,
ThH KaTo T ChbAbPsKa BaxkHa 32 Bac nudgopmanus.

3amasere Ta3u JIMCTOBKA. MOKe J1a ce HaJO0XH JIa sl MPOYETETe OTHORO.

AKO UMate HAKaKBH JOMBIHUTEIIHA BbIIPOCH, onuTaiiTe Bamus nexap wiu GapmalieBr.

AKO TIONTyuUTe HAKAKBU HEXEJIAaHU PEaKluy, yBeaoMeTe Bamus iekap wim MeTuIinHCKa
cectpa. ToBa BKJIFOUBA M BCUYKH BE3MOXKHH HEXKETIaHH PEaKI|K, HEOITMCAaHH B Ta3W JINCTOBKA.
Bmxre Touka 4.

Kakso CbAbpPiKa Ta3u JIUCTOBKA

A o e

1.

Kaxso npencrasisisa ZYPREXA 1 3a kakBo ce U3IOJI3Ba
Kaxkso Tpsa6Ba na 3naere, npeau na Bu ce npunoxu ZYPREXA
Kax ce mpunara ZYPREXA

BB3M0XHU HEXKETaHU pEeaKLUU

Kaxk na cexpanaBate ZYPREXA

ChappikaHre Ha ONIAKOBKATA U JIOMIBIHUTENHA HH(pOpMaIus

Kakapo npeacrasisiBa ZYPREXA u 3a kakBo ce M3110J13Ba

ZYPREXA cbabpika akTUBHOTO BellecTBO ojian3anuH. Mmkeknuara ZYPREXA npunapiexu kbM
rpynara JeKapCcTBa, HAPeUCHH aHTUIICUXOTHIIM U CE U3II0JI3BA 3a JICUCHUE Ha NIPU3HALM Ha Bb30ya u
TPEBOXKHO MOBEACHHUE, KOUTO MOTaT /1a Bb3HUKHAT NPU CIEIHUTE ChCTOSHHUSL:

[u3odpennus - 3a00sIBaHe ChC CUMITOMH KaTO YyBaHE, BIKIAHE WIH yCelaHe Ha
HECBHINECTBYBAIN 00EKTH, HATYAHH MUCIIH, TIOJO3PUTEITHOCT, 3aTBapsiHE B cebe cu. Xoparta ¢
TOBa 3a00JIIBaHE MOTAT JIa C€ YyBCTBAT IIOTUCHATH, J1a U3MUTBAT TPEBOMXKHOCT WU
HaIlpEerHaToCT.

MaHus - ChCTOSTHUE ChC CUMIITOMHU Ha Bb30yaa win eyopusl.

Nuxexmusta ZYPREXA ce n3mon3Ba, Korato € He00X0quMo Obp30 MOBIHSIBaHE Ha Bb30yAa U
TPEBOXKHO TOBeIeHHE, a JiedeHneTo ¢ ZYPREXA rtabnetku e Henonxosio. Bennara mom crane
BB3MOXKHO, JICKYBalIUAT Bu sekap 1mie npeuioku npeMuHaBane kbM Tabnetku ZYPREXA.

2.

Kakso TpsdBa na 3Haere, npeau Aa Bu ce npuioxu ZYPREXA

He npuemaiite ZYPREXA

aKO CTC aJICPrudHu (CBp’bX‘IyBCTBI/ITCHHI/I) KbM OJIaH3aIllMH WJIN KbM HAKOA OT OCTaHAJIUTEC
CHCTAaBKH Ha TOBA JIEKApCTBO (M30pOEHM B TOUKa 6). AlepruvaHaTa peakins MOXe J1a ce
pasno3Hae 1o HaJIMIHEeTO Ha 00pHB, ChbpOEK, OTOK HA JIMIETO, TIOAyBaHE HA YCTHUTE WIIN
3aabXBaHe. AKO TOBa ce ciyul ¢ Bac, o0bpHeTe ce kbM Bamust nekap.

ako HsKora Bu e mocTaBeHa auarxHosa 3a mpoOIeMHu ¢ O9HUTe KaTo HaIpHMep HIKOH BHIOBE
riaykoma (IOBHUILIEHO HaJSITaHE B OKOTO).

Ilpenynpesxkaenus u npeanasHu MepKu
T'oBopeTe ¢ Bamms jtiekap niin MEIWIIMHCKA cecTpa, Ipean Aa Bu 6b1e mocTaBeHa WHKEKITHS
ZYPREXA.

Kaxxere na Bammst nexap ako ce 4yBcTBaTe 3aMasiH WiH ciab cies nrkeKusaTa. BeposarHo Bue
TpsOBa Ja JISTHETE JIOKATO CE MOYyBCTBaTe Mo-100pe. JIekapsAT wim MeIUIMHCKaTa CecTpa
MOJKe J1a TTIOWCKAT Jja N3MepsAT Bamero KppBHO HAJIATaHE U MyJIC.
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He ce npenopwuBa ynorpebata Ha ZY PREXA npu nanueHTH B cTapuecka Bb3pacT ¢ JEeMEHIHA
(oOBpKBaHe 1 3aryba Ha MaMeTTa), Thil KaTo MPH TAX TOBA JICKAPCTBO MOXKE J1a Ma CEPHO3HH
HE)KEJIaHU JICKApCTBEHU PEaKIUH.

JlexapcTBa OT TO3U THUI MOTraT Ja NPEeJU3BUKAT HEOOUYAHHU BM)KEHUS IIPEJUMHO B 00J1acTTa
Ha JIUIIETO U €3UKa. AKO TOBa ce ciiyuu cien kato cte npuenu ZYPREXA, kaxere Ha Bamus
JeKap.

MHoro psiaKo, IeKapcTBa OT TO3M THII MOT'aT J1a PeIn3BUKAT KOMOMHAIMA OT TeMIepaTypa,
y4eCTeHO JHIIaHe, TOTeHEe, CKOBAHOCT HAa MYCKYJINTE M CHHIMBOCT WJIH Oe3CchHHE. AKO TOBa ce
ciIy4n, He3a0aBHO NOThpceTe Bamms nekap.

HabmronaBaHo e HaijaBaHe Ha TETJIO MPU ManreHTH, Kouto npuemat ZYPREXA. Bue u
Bammusr nexap TpsOBa peloBHO Ja poBepsiBaTe TernoTo Bu. Mmaiite npensua HacouBaHe KbM
JIeKap-IUEeTOJIOT HITH MTOMOII] C TUTaH 3a JIeTa, aKo € He0OX0auMO.

[Tpu mauumentu, kouto npueMat ZYPREXA, ca HaOmogaBany BUCOKH HUBA HA KPbBHA 3aXap U
Ha MacTH B KpbBTa (TPUTIHMLIEPUIN U XoJiecTepol). BammsT nexap TpsOBa 1a npaBu KPbBHU
W3CIEBaHMs, 3a Ja IPOBepsiBa KPbBHATA 3aXap U HUBATa Ha HAKOM MacTH, IPEeH Ja 3all0YHeTe
npuema Ha ZYPREXA u pe1oBHO MO BpeMe Ha JIEYEHUETO.

Kaxere na Bamusa nexap, ako Bue unu Hsikol BB Baiieto ceMeiicTBO HAKOra cTe UMalu
KPBBHHU ChCUPEIH, ThI KaTo JIEKapCTBa KaTo TOBA C€ CBBP3BAT ¢ 00pa3yBaHETO Ha KPHBHU
CBhCHPELH.

AXo cTpajare OT HSIKOe OT H30pPOCHHUTE MO-0JTy 3a00JIsIBaHusI, YBeoMeTe Batust iekap Bb3MOKHO
Hal-0BP30:

WucynT unu “MUHN™ MHCYNT (BpeMEHHH NMPU3HAIM Ha HHCYIIT)

bonect Ha I[TapkuHCcoH

[Mpobaemu ¢ mpocraTtara

UpeBHa HEMPOXOAUMOCT (MapaTUTHUEH UIIEYC)

YepHoapoOHo uiu 6b0pedHO 3a00sIBaHe

3abomnsBaHus HA KPBBTa

AKO cTe IMany CKOPOIIHA ChpJeYHa aTaka, WM UMaTe ChbpACYHO 3a00JIsIBaHe, BKIIOYUTEITHO
CHHZIPOM Ha OOJIHUSI CHHYCOB Bb3€J, HECTAOMIHA aHTUHA WIIM CTPajaTe OT HUCKO KPHBHO
HaJIsIraHe

Jwnaber

I'spuose

Axo 3HaeTe, 4e MOXKe Ja IMaTe 3ary0a Ha COJIM B PE3yJITaT Ha MPOABIDKATETHA TEXKKA THAPHS U
MOBpBIAHE WK YHOTpeba Ha JUypeTHIHN (OTBOAHSABAIIN TAOICTKH)

AKo cTpagare OT AeMeHIHs, Bue nim 4oBeKbT, KOWTO ce Tpuku 3a Bac/Bam pognuna TpsaoBa na
uHpopmupa Bamms nekap, ako HIKOra cTe UMaJIM HHCYAT WIK “MUHHU~ WHCYIIT.

Kato pyTrHHa mIpenma3Ha MsIpKa, ako ¢Te Ha BB3pacT Haa 65 ronuHu, BammusT tekap Moxe n1a
KOHTpoJupa BareTo kpbBHO HalsraHe.

Jlena v roHOIIM
ZYPREXA He e npegHazHadeH 3a NaMeHTH 1o 18-roauiHa BB3pacT.

JApyru nexapctBa u ZYPREXA

Ot komOunmnpanero Ha ZYPREXA cbc cnenqHuTe NIpOAYKTH MOXKE J1a C€ TIOUYBCTBATE CHHIIMBOCT:
JIEKapcTBa, KOUTO c€ MIPUEMAT MPHU TPEBOKHOCT, HJIM, KOUTO BU IIOMarar jJja 3acluTe
(TpaHKBHUIM3aTOPH, BKIIOYUTETHO OCH30JHa3eIMHN) U aHTUAenpecanTu. [1o BpeMe Ha JIe4eHHETO ChC
ZYPREXA npuemaiite qpyru jekapcTBa camo, ako ca Ipeanucany oT Bamus nekap.

Axko npuemate ZYPREXA HHXEKIIMOHHO, HE C€ MPENopbYBa HH)KEKTHPAHETO Ha OEH30Ma3EHH 10
CBIIOTO BpeMe, Thil KATO TOBA MOJXKE J1a I0BEJIE 10 IPEKOMEPHA ChHIMBOCT, MOXKE /14 UIMa CEPUO3HU
edeKTH BbPXY ChpJeUHaTa YeCTOTa WX AUIIaHeTO By, a B MHOTO peAKH CiIydau MOKe J1a T0BeJe 10
cMBpT. Ako BamusT nekap tpsiOBa na Bu npuinoxu nHxekuus ¢ 0eH301Ma3eNnyH 3a JeueHne Ha
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3abomsBaHeTO Bu, TpssOBa 1a MMa WHTEPBAJ OT MTOHE €WH Jac clie] niKekTupaneTo Ha ZY PREXA u
Ja ObJIeTe 10/l HEMOCPEICTBEHO HAOIIIOJICHUE, CIIe]] KaTo € HallpaBeHa WHXKEKIUATA ¢ OCH30Ha3CITHH.

Wndopmupaiite Bamms gekap, ako npreMare WM HACKOPO CTE PUEMallk APYTH JeKapcTBa,
BKIIFOUUTENTHO U TaKUBA, OTITyCKaHu 0e3 pernenita. Henpemenno npenynpenere Bammms nekap, ako
TpreMare JIieKapcTBa 3a JiedeHue Ha 6onectra Ha [lapkuHCOH.

ZYPREXA ¢ ankoxoJ
He nmiite ankoxod, mo Bpeme Ha jgedeHneTo cbe ZY PREXA, Thii KaTo €THOBPEMEHHO C aTKOXOJT
MO2Ke€ J1a JOBEJE [0 M0sIBaTa Ha ChbHIIUBOCT.

bpemeHHoOCT U KbpMeHe

AKko cTe OpeMeHHa Wi KbpMUTE, CMATaTe, Y€ MOKE J1a CTe OpeMeHHa WU IUIaHupaTe OPeMEeHHOCT,
MoChBETBalTe ce ¢ Bamms ekap npeau ynorpedaTta Ha ToBa JiekapcTBO. Bue He TpsiOBa f1a npuemare
TOBA JICKApPCTBO, B CIy4yail Ha KbPMEHE, Thi KaTo Maliko KoiaudecTBo oT ZYPREXA moxe na npemune
B KbpMarTa.

CrnegHuTe CUMIITOMH MOTAT J1a CE MOSBAT IPU HOBOPOJAEHHU, YNHTO MaliKu ca yHnoTpeOsBaiu
ZYPREXA mnpe3 nocieaHus TpUMecTbp (MOCICIHUTE TPU Mecela 0T OpeMEHHOCTTA): TPeIepeHe,
CKOBaHOCT W/MIIK CIIa00CT Ha MYCKYJINTE, CHHIMBOCT, Bb30yAa, IpOoOIeMH ¢ AWIIAHETO U 3aTPYTHCHHS
B XpaHeHeTo. Ako nipu Bamero 0e6e ce mposiBU HIKOW OT Te3U CHMITTOMH MTOTHPCETE CBOS JIKap.

Ilopupane u padora ¢ MAILIMHH
Hma omacHOCT OT MosiBaTa Ha CHHJIMBOCT 10 BpeMme Ha mpueMa Ha ZYPREXA. Axko ToBa ce ciryuu He
modupaiite 1 He paboTeTe ¢ HUKAaKBa anaparypa Wil MalluHA. Y BegoMeTe Bammus nekap.

ZYPREXA cbhabpika JaKkrTo3a
Axo Bamusat nekap Bu e ka3ain, ye uMaTe HEMOHOCUMOCT KbM HSIKOH 3aXapH, CBbPKETE CE C HErO,
npeay Aa NpueMeTe TO3H JICKapCTBEH NPOIYKT.

ZYPREXA cbabp:ka HaATpHid
ToBa nexapcTBO ChABPKa Mo-Manko ot 1 mmol Hatpuii (23 mg) Ha ¢urakoH, T.€. MOXKE Ja ce Kaxe, 4e
NPaKTUYECKU HE ChIbPKa HATPUHL.

3. Kak ce mpuwiara ZYPREXA

I/IH(i)OpMaHI/I}I 3a IPUTOTBAHCTO HAa Pa3TBOpPa U NPUIIOKCHUETO MY 1€ HAMCPHUTE B CIICHUAJICH PA3JCII B
Kpas Ha JIMCTOBKArTa.

Bammst nekyBsaii iekap 1ie npeteHy oT kakBo koinndectBo ZYPREXA ce Hyknaere u 3a KakbB
nepron oT Bpeme. OOMKHOBEHO, /T03aTa Ha ITbpBaTa HHeKIus € 10 mg, Ho MoXke fa Ob/Ie T0-MaJIKO.
Morar na ce npmiarar a0 20 mg 3a 24 gaca. Jlozata npu manmeHTH Hag 65 ToauHH € 2,5 mg win 5 mg.

ZYPREXA e non ¢opmata Ha npax. Bamwmsar nexap uiim MeJUIMHCKAaTa CECTpa 1€ PUTOTBAT Pa3TBOpP.
ZYPREXA kaTo MHXXEKIUS € 32 MHTPaMyCKYJIHO npuinoxenue. OnpeaeneHoTo KOIMYECTBO OT
pas3TBOpA 111€ BU ObJI€ IPUII0KEHO MYCKYJIHO.

AKo cTe nipuesiu moBeye 0T Heodxoaumarta 103a ZYPREXA

IIpu marueHTHTE, IPUEITH IMOBEYE OT HeoObxoauMoTo konndecTBO ZYPREXA ce HabmomaBar
CJICJTHUTE CUMIITOMH: yUECTeHA Chp/ICYHA JICHHOCT, B30y 1a/arpecuBHOCT, IPOOIeMH ¢ TOBOpA,
HEOOWYalHN JABKEHUS (0OCOOCHO Ha JIMIIETO MM €3WKa) U pa3lInyHa CTEIICH Ha HAPYIIICHHUE
(HamarneHue) Ha Ch3HAHUETO. J[pyru cCMMITOMHU MOXE J1a BKJIIFOUBAT: BHE3aIMHA 00bPKAHOCT, IPUIIATBK
(enmuienicusi), KoMa, KOMOMHAIMS OT TPECKa, YUECTEHO AUIIaHe, U3MOTSIBaHE, MyCKYJIHa CKOBAaHOCT U
3aMastHOCT WJIM CHHJIMBOCT, 3a0aBsiHE Ha ChpJIeYHATA YECTOTA, ACITUPAIINs, TIOBUIIICHO MU TIOHUKEHO
KPBBHO HaJITaHe, HApyIIeH ChpPACUEH PUThbM. ¥YBeaoMmeTe Bamus nekap niu MeIMurHCKa cecTpa 3a
Barieto 6€3m0K0OHCTRO.
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Heo6xonumu ca camo Hkoiko A03u oT umkekuuute ZYPREXA. JlekyBamust By Jiekap Iie peru
Kora ce Hyxjaaere oT umkekius ZYPREXA.

AKO UMaTe HAKaKBH JIOMBIHUTEITHA BBIIPOCH, CBBP3aHU C YIIOTpebaTa Ha TOBa JIEKAPCTBO, MMOMUTANTE
Bammst ekap wimm MeIUITMHCKA CecTpa.

4. Bb3M0OKHU HeKeJTaHU pPe€aKkuumn

KaxTo Bcnuku nexapcra, nmxkeknuara ZY PREXA Mosxe f1a nmpenu3BHKa HeXXellaHU peakiui,
BBIIPEKH Y€ HE BCEKU 'Yl II0JIy4aBa.

He3zabaBHo kaxere Ha Bamms nekap, ako umare:

e HEOOMYAWHM IBIDKEHUS (YeCcT HeXelaH e(heKT, KOUTO MoKe Aa 3acerre 1m0 1 Ha 10 JoBeka)
TJIABHO Ha JIMLIETO WU €3HKa;

® KPBBHHU ChCHPELM BB BEHUTE (HEUECT HEXeaH eeKT, KOUTo Moxe Ja 3acerHe 1o 1 Ha 100
4oBeKa), 0c00eHO B KpakaTa (IpU3HAIKTE BKIIOYBAT OTOK, OOJIKA U 3aUepBsABaHE HA Kpaka),
KOHMTO MOKE JIa c€ IPUIBUKAT 10 KPbBOHOCHUTE ChJOBE 10 Oenusi 1po0, mpuuuHABaiiky O0ka B
o0nacTTa Ha TPBIHMS KOII M 3aTPYAHEHO AWIIaHE. AKO 3a0eNIeKUTe HAKOW OT Te3H MpU3HAIIH,
NOTHPCETE METUIIMHCKU ChBET He3a0aBHO

e KOMOHMHALIUS OT TEMIIEPATypa, y4eCcTEeHO AUIIaHe, N3MOTIBaHEe, MyCKYJIHa CKOBAaHOCT
JPEMIIMBOCT WJTU CHHIIMBOCT (UECTOTAaTa HA TO3M HexellaH e()eKT He MOXKe J1a ObJie OLICHeHA OT
HAJIMYHUTE JAHHH)

UecTn HEexKenaH! peakimu (Moxke na 3acerHat 1o 1 Ha 10 goBeka) ¢ umkeknmsita ZY PREXA
BKITIOYBAT 110-0aBHA WIIM TI0-YCKOPEHA ChpJIeYHa YeCTOTa; CHHIMBOCT; HICKO KPHBHO HAJISATAHE;
JTUCKOM(OPT B MACTOTO HAa MHKEKTHPAHE.

Crniel MHXEKTHPAHETO HIKOM XOpa MOT'aT Jia OYYBCTBAT 3aMasHOCT WK C1a0o0CT (Che 3a0aBsHE Ha
ChpJIeYHATa YECTOTa), 0COOCHO MPH U3MPaBSHE OT JIETHAJIO WIIH CEIHAJIO TIoJIoKeHue. ToBa
0OMKHOBEHO NMPEMUHABA CAMOCTOATEIHO, HO aKO TOBa HE CTaHe, yBeqoMeTe Bamms nexap win
MEIUITMHCKA CeCcTpa Bb3MOXKHO Hal-O0BP30.

HeuecTtn Hexxenanu peakiuu (Moxe aa 3acerHat Ao 1 Ha 100 qoBeka) BKIIOYBAT MO-0aBHO IHUIIIAHE U
HApYIICHUS Ha CHPJICYHHS PUTHM, KOUTO MOTAT JIa Ca CEPHO3HU.

B nonbiHeHue, onyucaHuTe MO-10Jy HeXKellaH! peakluruca HaOmoJaBaHy Clie]l KaTo MallueHTHTE
npuemat ZYPREXA mpe3 ycrara.

Jpyru MHOTO YecTH HeXKeJIaH! peakiuu (Moxe J1a 3acerHe noBede oT 1 Ha 10 4oBeka) BKIFOUUTEITHO
HagaaBaHE Ha TCIJIO M MMOBUIICHUSA B HUBATa Ha NPOJIAKTUH B KPBBTA. B HauanoTo Ha JeUEHHUETO
HSKOHM XOpa MOrart Jia I0YyBCTBAT 3aMastHOCT WK cl1a0boCT (che 3a0aBsiHe HAa ChpJEYHATa YECTOTa),
0c00€HO NP M3MIPABSIHE OT JIETHAJIO WIIX CeIHAJIO HoJI0KeHHe. ToBa 0OMKHOBEHO IPEMUHABA OT CAMO
Oece cu, HO aKO TOBA HE CTaHe, yBejomeTe Baust nekap.

Hpyru yectn Hexxenanu peaknuu (Moxe 1a 3acerHaT 10 1 Ha 10 doBeka) BKIIFOUMUTEITHO POMEHHU B
HHUBATa Ha HAKOW KPHBHU KIETKH, MAaCTH B KPHBOOOPAIICHUETO; U B HAYAJIOTO HA JICYCHUETO
BPEMCHHO IMOBHUIICHUEC HA tICpHO,ZLpO6HI/ITe CH3MMHU; [IOBUIICHN B HUBATA Ha 3aXapTa B KPbBTa U
ypuHaTa; MMOBHUIICHWA B HUBATA HAa MMKOYHATa KUCCJIMHA U eraTI/IH(bOC(bOKI/IHa3aTa B KPBBTa,
3aCUJIEHO YyBCTBO Ha IJIajl; 3aMasHOCT; O€3[10KONCTBO; TPEeMOp; HEOONYaliHU ABMKEHUS
(muckuHe3Mn); 3ameK; CyxoTa B ycTara; oOpuB; 3ary0a Ha cujia; MpeKoMepHa yMOPSEMOCT; 3aJbpiKaHe
Ha BOJIa, BOAELIO 10 OTUYaHE Ha PBIETE, INIE3EHUTE WM Ha CThIIajaTa; BUCOKA TEMIIepaTypa; OOJIKH B
CTaBUTE; U CEKCYAIHU JUC(YHKIMU, KATO HAMAJICHO JTMOUAO PU MBKE U )KEHU WIHM €PEeKTUIIHA
JUCyHKIMA IPU MBXE.
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Jpyru HedecTn HeXenanu peaknnu (Moke Ja 3acerrar 10 1 Ha 100 yoBeka) BKIIFOUNTETHO
CBPBXYYBCTBUTEITHOCT (HAIIp., IOJlyBaHE HAa YCTaTa U I'bPJIOTO, ChPOEK, OOPUB); THAOET UITH
BJIOIIABaHE Ha JIMa0eTa, IOHSKOTra CBhP3aHO C KETOoaIm,103a (KETOHU B KPhBTAa M ypUHATA) WIK KOMa,
I'bpYOBE, OOMKHOBEHO CBBP3aHU C I'bPUYOBE B MUHAJIOTO (EIMUJICTICHUS ); MYCKYJIHA CKOBAHOCT WJIH
crna3mi (BKJIFOUUTEITHO JIBMIKEHUSI HA OYUTE); CHHJPOM Ha HECTIOKOWHUTE KpaKa; TPOOJIEMH € TOBOPA;
3aeKBaHe; 0aBeH ChpCUCH MYJIC;UYBCTBUTEIHOCT KbM CITLHYEBA CBETIIMHA; KbPBEHE OT HOCA;
MoJTyBaHe Ha KOpeMa; TIOBUIIIEHO CIFOHOOT/EIISTHE; 3ary0a Ha IaMeT WK 3a0paBsHe; He3aabpiKaHe Ha
ypHHaTa; 3aTPyAHEHUE MIPU YPUHUPAHE; KOCOIAJ; JTUTICA WK HAMAJICHUE Ha MEHCTPYaITHUTE [TUKIH U
MPOMEHH B TBPIUTE MIPH MBKE U )KEHU, KaTO MATOJIOTUYHA TPOAYKIIHUSA HA KbPMa U ATOJIOTUYHO
HapacTBaHe.

Penxn Hexxenanm peakmu (Moxke na 3acerHat 1o 1 Ha 1 000 JoBeka) BKIIIOYBAT NTOHIDKABAHE HA
HOpMaJTHATa TeJleCHa TEMIIePATypa; HapyIIeHHs Ha ChPICYHUS PUTHM; BHE3aIHA HEOO0sCHIMA CMBPT;
BB3MAJICHUE HA 33/ICTOMAIITHATA KJIe3a, IPUYMHSBAIIO CUIIHA KOpeMHa 00JIKa, TeMIepaTypa u
HEPA3MOI0KCHHE; YePHOPOOHO 3a00IIsIBaHEe, IPOSBSABAIIO CE KaTO MOXBIATIBAHE HA KOXKaTa M Ha
OsutaTa 4acT Ha OUMTE; MYCKYJIHO 3a00JIIBaHe, MPOSIBSABAIIO C€ KaTO HEOOSICHUMU OOJIKH U CTPaaHuUs
Y TIPOIBJDKUATETHA W/WITH OOJIE3HEHA SPEKITHS.

MHoOT0 peaKy HeXXeTaHU PEeaKIHy ca CEPUO3HUTE aJIePTUYHH PEaKIMU KaTo JICKApCTBEHATA PEAKIIHS C
eosuHounms U cucteMuu cumnromu (Drug Reaction with Eosinophilia and Systemic Symptoms -
DRESS). DRESS nmbpBOHauanHO ce MposBsABa KaTO IPUMIONOJ00OHH CUMIITOMHU ¢ OOPHUB TIO JIMIETO, a
CJIe]] TOBa C pa3npocTpaHeH 0OpHB, BUCOKA TEMIIEpaTypa, yBeIudeH! TMM(HU Bb3JIH, TOBUIICHN HUBA
Ha 9YepHOPOOHNTE SH3UMH NPH KPHBHUTE M3CIICABAHNS U MOBUIICHNE HA €IWH BU O KPHBHU
Tenma (€03MHODUITHS).

JloxaTo B3eMaT OJaH3alMH, MAlMEHTUTE B HAIpeIHaIa Bb3PacT, ¢ JEMEHIIMS, MOraT Ja MoJIydaT
MHCYJIT, THEBMOHHS, HE3aAbpKaHe Ha ypUHATa, aJlaHusl, CUJIHA YMOPSEMOCT, 3pUTEIIHN
XaITIOIMHALIUY, TIOBUILIEHNE Ha TeJIeCHAaTa TEMIIepaTypa, 3a4epBsBaHe Ha KOXaTa u a UMaT IpooIeMu
¢ nmoxoxkara. B Ta3u cneunduyHa rpyna nauueHTH MMa CbOoOIIEHUs 3a HAKOJIKO ciiydas ¢ (aTajeH
U3XOZ.

[Tpu manmentu ¢ 6oxnect Ha [Tapkuncon ZYPREXA Moske 1a BIOIIN CUMITOMATHKATA.

Cho0maBaHe Ha HesKeJIAHM pPeaKIuu

AKO NIOJTyYuTe HAKAKBU HEXEJIaHU JIEKAPCTBEHH PEAKINHM, yBeToMeTe Bams nexap nin MeaunuHCcKa
cecTtpa. ToBa BKJIIOYBAa BCHYKH Bb3MOXKHU HEOIMCAHNU B Ta3H JIUCTOBKA HEXEIIaHU peakiuun. Moxere
CBIIO J1a ChOOIINTE HEXKEIAaHHU PEaKIMy JUPEKTHO Ype3 HAllMOHAIHATA CHCTEMa 3a ChOOIaBaHe,
mocoueHa B [Ipunokenue V. Kato crobuiaBate HexxeIaHU peakiy, MOXKETE Ja Ja/leTe CBOS MPUHOC
3a MoJy4aBaHe Ha MoBeue HH(pOopManrs OTHOCHO 0€30MacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cbxpansBane ZYPREXA

[la ce cpxpaHsBa Ha MSCTO, HEJJOCTBITHO 32 JIELA.

He u3non3Batite ToBa JICKApPCTBO CJIEA CPpOKa HA TrOAHOCT, oTOes13aH BbPXY KaTPOHCHATA OIIaKOBKaA.

He cpxpanssaiite npu Temneparypa Hag 25°C. CbpxpaHsaBaliTe B OpUTMHAJIHA ONIAKOBKA, 32 /1a Ce
Hpeznasy OT CBeTJINHA.

Crnen nmpurotssiHe Ha pa3TBopa ZY PREXA 3a nHxekTupane, U3non3BaiTe 10 eauH dac. He
3aMpa3sgBaiTe pa3TBOpaA CE] MPUTOTBIHETO MY.

I/I3XB’LpHeT6 HCHY>XXHOTO CbABbPIKAHUC.
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

6. Cumpmarme Ha OnMaKoBKaTa U J0ONIbJHUTEC/IHA I/lll(l)OpMalII/lﬂ

Kakso cbabpxa ZYPREXA nnkexknus

e  AKTHBHOTO BEIIECTBO € oJlaH3amuH. Beeku diiakoH chabpika 10 mg oT aKTHBHOTO BEIECTBO.

e Jlpyrure chCTaBKH ca JIAKTO3a MOHOXHUIPAT, TAPTApOBa KUCEIINHA, XUAPOXJIOPHA KUCEIHHA 1
HATPUEB XUJIPOKCHUI.

Kaxk msraexna ZYPREXA nHxeKkuusi M KAKBO ChAbPKa 0NMAKOBKATA
ZYPREXA ce npezasnara kato xbaT mpax BbB ¢uiakoH. @rnakonsT ZYPREXA Bu naBa 10 mg
OJlaH3aIyH. BamusT nexap uin MeTUIIHCKA CECTpa I IPUTOTBAT OT HETO pa3TBOpP, KOMTO 1ie BU

ObJIe TIPUIIOXKEH.

ZYPREXA uHXeKIHHU ce Mpeyiara B ONakoBKH, chabpkamu 1 uian 10 ¢iakona. He Bcuuku Bugose
OIIaKOBKU MOTaT Jia ObJaT IIyCHATU Ha Ia3apa.

IIpuTe:kaTesn HA pa3pelIeHUETO 32 yoTpeda
CHEPLAPHARM Registration GmbH, Weiler Stralie Se, 79540 Lorrach, I'epmanusi.

IIpoussoauren
Lilly S.A., Avda. de la Industria 30, 28108 Alcobendas, Madrid, Mcnanwus.

Prestige Promotion Verkaufsfoerderung & Werbeservice GmbH, Borsigstrasse 2, 63755 Alzenau,
I'epmanust.

CHEPLAPHARM Registration GmbH, Weiler Strafle Se, 79540 Lorrach, I'epmanusi.
JlaTta Ha mocJieqHO Mpepa3riexaane Ha gucToBkara {Mecen I'TTT}

IMonpoOHa nH(popMaITUs 3a TOBA JICKAPCTBO € TPe0CTaBeHa Ha yeOcaiita Ha EBpornelickaTa areHius
o Jexapcraara: http://www.ema.europa.eu
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(Ileppopayus, Koamo no3eonn6a 0a ce OMKbCHE 3d MEOUYUHCKUSL NEPCOHAT)
HHCTPYKIIUU 3A MEJUIIUMHCKUSA TEPCOHAJI

IIpurorBsine Ha pa3TBOpa U npuJjo:kenne Ha ZYPREXA

[Ipurotssiite ZYPREXA npax 3a HHXEKIIMOHEH pa3TBOP CaMmo C BOJa 3a MHKEKIHH.

ZYPREXA mpax 3a MHXEKIIMOHEH pa3TBOP He TpsOBa 1a ce KOMOMHMPA B e1Ha CIIPUHIIOBKA C HUKOH
HaJIMYEH NIPOLYKT B MpEKaTa, MOpagy HECbBMECTUMOCTH. BIKTe IpUMEpHUTE NO-A0MTY.

OnaH3alvH 32 HH)KEKTHpaHe He TpsOBa 1a ce KOMOWHUpA B €HA CIIPUHIIOBKA ¢ MHXKCKITMOHEH
XaJoNepuaAo, Thii KaTo BOJIU A0 HUCKO pH moHMXkaBaIo oaH3anuH B TEUCHUE HA BPEMETO.

Oan3anuH 3a HWHKCKTHUPAHE HC TpiI6Ba Ja ce KOM6I/IHI/Ipa B ¢IHAa CIIPUHIIOBKA, HUTO Tp;[613a Ja ce
H3I10JI3Ba €AHOBPEMECHHO C 6CH30,I[I/I2136HI/IHI/I.

IIpax 3a HHKEKIMOHEH Pa3TBOP

[Ipurotsere pastBopa ZYPREXA npax 3a HHXKEKIIMOHEH pa3TBOP CHOPEN CTAaHIAPTHUTE TEXHUKHU Ha
acemnTHKa 3a pa3TBapsHe Ha MPOLYKTH 3a MaPEHTEPAIHO IIPUIIOKEHHE.

1. Uzrternere 2,1 ml Boga 3a MHXEKITUN B CTEpHUITHA CIIPUHIIOBKA. MH)KekTHpaiiTe BB (prrakoHa
ZYPREXA npax 3a HHKEKLHOHEH Pa3TBOP.

2. Pazknarere ¢uiakoHa ¢ BhPTEIMBY JBUKCHHS, JOKATO ChABPKAHUETO CE PA3TBOPU HAIMBIHO U
Ce TIOJIYYH Pa3TBOP C KBJT HBAT. DiakoHbT Chabpka 11,0 mg onaH3amnuH, KaTo Pa3TBOpP HA
5 mg/ml. Axo ce m3rersar 2,0 ml ot pa3rBopa, 1| mg onmaH3anuH ocTaBa BbB (hJIaKOHA U
CTIIPUHIIOBKATA, KOETO MO3BOJISABA HHXKEKTHpaHe Ha 10 mg onaH3amuH.

3. B crnenBamaTta Tabnauia ca mpeAcTaBEHH 00EMH 32 HHKEKTHPaHE Ha Pa3InIHH T03W OJIAH3aIINH:
Jo3a (mg) O6em Ha umxekTupane (ml)

10 2,0

7,5 1,5

5 1,0

2,5 0,5
4. [Ipunaraiite pazTBopa HHTpaMmyckyiIHO. He ro npunaraiite ”HTpaBEHO3HO MITH MOJIKOKHO.
5. W3xBBprieTe cpUHIIOBKATA U aKO € OCTaHall HEU3IIOA3BaH Pa3TBOP CHOPE] KIMHUYHHUTE

U3UCKBaHMUA.

6. Wznon3zBaiite pa3rBopa He3abaBHO 10 | yac oT mpuroTBsiHeTo My. He chxpansBaiite npu

temriepatypa Haxg 25°C. He 3ampa3sBaiite.

JlexapcTBeHNTE MPOIYKTH 32 MMapeHTepaiHa ynoTpeda TpsOBa Ja ce u3ciaeBaT BU3yallHO Ipean
NPUIOKEHHUE 32 HAJTMUUE Ha MaJIKH YaCTHUIIH.
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