INPHUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

ZYPREXA 2,5 mg o6BuTH TabIeTKH
ZYPREXA 5 mg o6BuTH TabaeTku

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 TaOJIETKU

Bcesika o0BuTa TabneTKa Chabpika 2,5 mg onan3anuH (olanzapine).
IToMOIITHO BEIeCTBO ¢ 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 Chabpika 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 TabIETKH

Bcska o6BuTa TabneTka crabpika 10 mg omanzanuH (olanzapine).
[loMoIIHO BEIIecTBO ¢ U3BECTHO JACHCTBHUE: BCsKa OOBHUTA Ta0seTKa Chabpka 312 mg nakTo3a
MOHOXUJIpAT.

ZYPREXA 15 mg 06BuTH TaOnEeTKH

Bcska o6BuTa TabneTka chabpika 15 mg omanzanuH (olanzapine).
[loMoIIHO BEIIeCTBO ¢ U3BECTHO JACHCTBHUE: BCsKa OOBHUTA Ta0JIeTKa ChaAbpka 178 mg makTo3a
MOHOXH[pAT.

ZYPREXA 20 mg 06BATH Ta0IETKH

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

3a IBJIHUA CIIMCHK HA ITOMOILHUTE BEIECTBA BHKTE TOYKa 6.1.

3. JEKAPCTBEHA ®OPMA
OO0BuTa TabIETKA

ZYPREXA 2.5 mg 00BUTH TaOJIETKU
Kpbrnm, 6enu, 06ButH Tabnetku ¢ Haanuc “LILLY” u undpoB uaeHTndUKamoHeH ko, “4112”.




ZYPREXA 5 mg o6BuTH TabaeTKH
Kpbrnm, 6emu, 06ButH Tabnerku ¢ Haanuc “LILLY” u undpoB uaeHTnduKannoneH kox. “4115”.

ZYPREXA 7.5 mg 00BUTH TaOJIETKU
Kpwrim, 6emm, 06ButH Tabnetku ¢ Haanue “LILLY” u mudpoB unentudukanodeH ko, “4116”.

ZYPREXA 10 mg o6BUTH TabIETKH
Kpwrmm, 6emm, 06ButH Tabnetku ¢ Haanue “LILLY” u mudpoB unentudukanodex kom. “4117”.

ZYPREXA 15 mg 06BUTH TaOnETKH
EnuncoBunnu, cuan, o0BuTH Tabnetku ¢ Haanuc “LILLY” u mudpoB uaeHTHHUKAITUOHEH KO
“4415>,

ZYPREXA 20 mg 06BUTH TaOIETKH
Emuncoumnam, po3osu, 00BuTH TabneTku ¢ Haanuc “LILLY” u nudpoB nacHTHGUKATTMOHEH KOI.
“4420”.

4. KJIMHNYHU JAHHHA

4.1 TepaneBTHYHHU MOKAZAHUS

Bo3pacTHu
OnaH3anuH e ToKa3aH 3a JeUeHUe Ha MU30()PCHHUSL.

OnanzanuH e eeKTHBEeH 3a MOAIbPKAHE HA KIIMHUIHOTO MoI00peHne 1o BpeMe Ha POABIDKUTEITHO
JIeYCHUE MPU MAUEHTH, TOKA3aJI1 HaYaJIeH TepareBTUUYCH OTTOBOD.

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

OnaH3anuH e oKa3aH 3a Mpo(MIaKTHKA Ha PEIUINBY Ha MAaHUCH SMTU30/1 IPH MAIEeHTH C
OMITOIapHHU Pa3CTPONCTBA, IPU KOUTO 10 BPEME Ha MAHUEH €I130/1 ¢ OWJI MOCTUTHAT KIMHHYCH
OTTOBOP C OJIaH3amuH (BX. Touka 5.1).

4.2 I[osnpomca N HAYUMH HA NMPUJTOKEHUEC

Bo3pacTHu
uzodppenns: [Ipenoprypanara HayanHa 703a ojaH3anuH ¢ 10 mg/aHeBHO.

Mamnwuitau enuzoan: Hauannata no3a e 15 mg xaTo eAMHUYHA JHEBHA /1032 IPH MOHOTEPANHNS WIH
10 mg aHEeBHO NMpU KOMOMHMPAHO JiedeHue (BxK. Touka 5.1.)

[IpodunakTuka Ha perUaIUB Ha OUIIOSPHO pa3cTpoicTBO: [IpenopbuBaHaTa HauyaIHa 103a €

10 mg/nueBHo. [Ipn manueHTH, KOUTO Ca MOJTy4aBay OJIAH3AIMH 32 JICUCHHE HA MAHUWHU €T30/,
3a Mpe/nasBaHe OT MOBTOPHATA MM II0sIBa C€ MIPETIOPhUBa MPOIbKaBaHE HA TepamusaTa ChC ChIaTa
J03a. HpI/I ImosgBaTa Ha HOBHU €IIM30/IU HAa MaHHA, CMECCHU CITU30/IU WUJIN €IIN30JIU Ha ACTIPECHUs,
JICYCHUETO C OJIAH3AIHMH TPSOBA J1a MPOABIKY (C ONTHMU3UPAHE HA JI03aTa, aKO € He00X0IMMO), ¢
JOIBJIHUTEIHO J€YEHUE HA CUMIITOMUTE Ha HAPYILLIEHUE HA HACTPOCHUETO, aKO € KIMHUYHO MOKa3aHoO.

Io BpeMe Ha JIe4eHHETO HA N30 PEHHS, MAHUIHN €NHU301 U IIPU NPOPUIAKTHKA HA PELUANBU Ha
OMITONSIPHO Pa3CTPOICTBO, AHEBHATA 032 MOXKE J1a ObJle KOpUTHpaHa MOCTENEHHO Ha 06a3ara Ha
WHIMBUIYaTHOTO KIIMHUYHO ChCTOSIHUE, B paMKkuTe Ha 5-20 mg/nueBHo. [loBuiiaBane Ha jo3aTa 10
HUBA HAaJl IpeMopbhuBaHaTa HayaJlHa J03a Ce MPernopbyBa, CaMo cje/l ChOTBETHA KIMHINYHA PEOIeHKa
U TpsI0Ba Aa cTaBa HaW-00IIO Npe3 UHTEPBAIM HE MO-MaJIKK OT 24 yaca. OnaH3anuH MOXe Ja ce
npueMa 0e3 Bph3Ka ¢ XpaHEHETO, Thil KaTo a0COpOIMsATA HE Ce TIOBIMIBA OT XpaHara. [Ipu



IMPEyCTaHOBABAHEC IpUEMaA Ha OJIaH3aIlluH TpH6Ba Ja c€ uMa npeaBu IIOCTEIICHHOTO HaMaJIIBaHC Ha
Jo3arta.

CHCLII/IEIJ'IHI/I nomnyjaanvunu

Cmapuecka év3pacm

OOWKHOBEHO HE ce MPENnophuBa MO-HUCKA OT 0OWYaiHaTa HavaiHa 103a (5 mg/MHEeBHO), HO TaKkaBa
71032 MOYKE J[a Ce UMa TPEIBH/I TP MAI[MEHTH Ha U HaJ[ 65 roMHH, TOTaBa, KOraTto KIMHUIHUTE
(hakTopu ro Hajarat (Bx. Touka 4.4).

bvbpeuno u/unu wepnodpobHo yepesicoarne

IIpu TakuBa manueHTH TPSAOBA 1a C€ UMa IIPEIBHI TTO-HUCKA HadaaHa 1o3a (5 mg). B ciaydan Ha
yMepeHa YepHoApoOHa HemoctaThuHOoCT (1iupo3a, Child-Pugh kirac A wiu B), HawanHara 103a TpsiOBa
Ja Obe 5 mg v 1a ce yBenuyaBa C MOBUIIICHO BHUMaHUE.

Iywauu

HavamnaTa m03a 1 J030BUAT IHANa30H HE € HEOOXOIMMO PYTHHHO JIa C€ TIPOMEHS IIPH He-TTyIIayH,
cnpsiMo myiiauu. [lyieHeTo Moke 1a HHAYIMpa MeTaboau3Ma Ha oyiaH3anuH. [IpenopbuBa ce
KJIMHUYHO MOHUTOPHUPAHE U MOXeE Jla Ce MMa MPEABHU/I IIOBHIIIAaBAaHE HA J03aTa Ha OJIaH3aIliH, aKo €
Heo0XoauMO (BXK. TOUKa 4.5).

Koraro e Hanuile moBeye ot euH 3abasiil MeTaboi3Ma GpakTop (KEHCKH 101, cTapyecka Bb3pacT,
HemyIay), TpsioBa Jia ce UMa Npe/IBU/] HaMalliBaHe Ha HavaHaTa J03a. [[oBHIIaBaHETO Ha J103aTa,
KOTaTO TOBa € HEOOXO/IMMO, TPSAOBA J]a CTaBa MOCTENIEHHO MPH TE3U MAIUCHTH.

(Buxre Touka 4.5 1 Touka 5.2.)

THeouampuuna nonynayus

OsaH3anyH He ce NpernopbyBa 3a ynorpeda OT Aella U IOHOLIY 110] 18-roauIiHa Bb3pacT nopagu
JIMIICa Ha IaHHM 3a 6e30macHOCT U edukacHOCT. [Ipu KpaTKoCpoUHM NPOY4BaHUs [IPH NALUEHTH B
IOHOIIIECKA BB3PACT € ChOOIIEHO 3HAYMMO yBEIMUYCHHE Ha TEJIECHOTO TErJI0, N3MEHEHHS B HUBATa Ha
JUMHUIUTE U MPOJIAKTUHA B CPAaBHEHHUE C MPOYUYBAHUS MPU BH3PACTHU MAllUEHTH (BXK. TOUKH 4.4, 4.8,

5.1us.2).
4.3 IIporuBomoka3zaHus

CBpbX4yBCTBUTETHOCT KbM aKTHBHOTO BELIECTBO MJIM KbM HIKOE OT IIOMOIIHUTE BEILECTBA,
n30poenu B Touka 6.1. [TareHTH, Ipu KOUTO € U3BECTHO, Y€ MMa PUCK OT MOsABaTa Ha TECHOBI'bIIHA
rJlayKoMa.

4.4 CrheuuajaHu mpeaynpesaeHus: U NpeAna3Hd MepKH NpU ynorpeda

ITo BpeMe Ha aHTUTNICUXOTUYHO JICYCHHE MTOIOOPCHNE B KIIMHUYHOTO ChCTOSIHUE HA MAICHTa MOXE J1a
OTHEME OT HSAKOJIKO JTHH JI0 HAKOJIKO ceaMuItd. [larmenTure TpsOBa qa ObaaT CTPOro HaOII0AaBaH! B
TO3U MEPHUO/I.

IIcuxo3a, cBbp3aHa C JIeMEHIIHS, W/WIN TOBE/IEHYCCKH HAPYIIICHUS

OnaH3anuH He ce MPernophyBa 3a yNoTpeda Mpu MaueHTH ¢ ICUX03a, CBhP3aHa ¢ ACMCHIIUS, W/
MOBEJICHYECKH HAPYIICHUS ITOPAJIA YBEJIMYaBaHe Ha CMbPTHOCTTA U PUCKA OT MO3bYHOCHIOBU
WHIMICHTH. B miane0o KOHTpoIMpaHu KIMHUYHYU POYYBAHUS (C TPOIBIDKUTEITHOCT 6-12 cenMuIm)
MIPH MAIUCHTY B HaNpeHaIa Bb3pacT (CpelHa Bb3pacT 78 TOJIMHM) ¢ TICKHX03a, CBhp3aHa C JICMEHITHS,
W/WITY TIOBEJICHYECKU HAPYILICHHS € HaOJI01aBaHo 2-KPaTHO yBeJIMYaBaHE Ha CMBPTHOCTTA NIPU
MAIMEHTHTE, JICKYBaHH C OJIaH3aINH, B CPABHEHUE C MAIUCHTUTE, TPETUPAHU C TUIare0o (ChOTBETHO
3,5% cupsimo 1,5%). [lo-BrcokaTa cCMBPTHOCT HE € CBBp3aHa ¢ J103aTa Ha OJIaH3aluH (Cpe/Ha JHEBHA
no3a 4,4 mg) Wiy ¢ MPOABIDKUTEITHOCTTA Ha JISYeHNEeTo. PUcKoBUTE (hakTOpH, KOUTO MOTAT Jia
MpeIpas3nosIoXkKaT Ta3y MOIyJIAIKs MalMEHTH KbM YBEIIMYeHa CMBbPTHOCT, BKJIFOUBAT Bb3pacT > 65
TOJIMHU, TUc(arus, ceaalus, HapylIeHo (HeOCTaThYHO) XpaHEHE U JeXUApaTalys, 0eI01pooHH




3a005sBaHuA (HAIIpP., THEBMOHUS ChC WM 0€3 acCIIUpaIiys) Wik €IHOBpEMEHHA yIToTpeOa Ha
OcH30/IMa3enHN. BhIipekn ToBa yecToTaTta Ha CMBPTHHTE ClTydad € Ouiia mo-BUCOKa MpU
MAIMCHTUTE, JICKyBaHH C OJIaH3aIlNH, B CPABHEHHUE C IIAe00-TPETUPAHUTE IMAIMEHTH HE3aBUCUMO OT
TE3U PUCKOBH (DaKTOPH.

B cpmuTe KITHHUYHY MPOYYBAHUS UMa CHOOIIEHHUS 32 MO3BIHOCHI0BH Hexxenanu cpoutns (MCHC,
Harp., HHCYJIT, IPEXOAEH HCXEMUYEH MPHUCTBIT), BKIIOYUTEIHO U ¢ daTaieH uxon. Habmoaasano e
3-kpatHo yBenunuyaBane Ha MCHC npu manyeHTH, JeKyBaHHU C OJaH3alHH, B CPABHEHHE C TAIIMEHTHUTE,
TpeTupaHu ¢ mwiaiedo cboTBeTHO (1,3 % crupsmo 0,4%). Bcuuku manueHTy, JIEKyBaHU ¢ OJIaH3aIliH
WK 1ane0o, MpH KOUTO ca HaOJII0AaBaHu MO3bYHOCHIOBH HEKEJIaHU CHbOUTHS, ca C MIPEIIeCTBALIH
puckoBu ¢axkTopu. Be3pact > 75 roauHu U ChJOB/CMECEH THII IEMEHLUS ca NICHTU(ULUPAHN KAaTO
puckoBu Qakropu 32 MCHC BB Bpb3Ka ¢ JISUEHHETO C OJIaH3aNMH. B Te3n npoyuBaHus He €
yCTaHOBEHa e()MKAaCHOCTTA Ha OJaH3aIUH.

Bonect Ha [TapkuHCOH

Ynorpebara Ha olaH3aIMH 32 JIEYCHNE Ha IICUX03U TIPY NAIMeHTH ¢ OonecTTa Ha [lapkuHCOH,
CBBbpP3aHHM C IpreMa Ha JOTTAMUHOB arOHUCT, HE CE MPENophYBa. B KIMHUYHU MPOYyYBaHHUS MHOTO
YeCcTO W M0-YeCTO B CpaBHEHHUE ¢ TUIane0o ca JOKIaIBaHH BJIOIIaBaHE HA MTAPKMHCOHOBATA
CUMIITOMATHKA M XaJIIOLMHAIIMY (BXK. Touka 4.8), a 0JlaH3alMH He € M0-e(DeKTUBEH OT IuTanebo npu
JICYCHUE Ha TICUXOTHUYHU CUMIITOMHU. B Te3u nmpoy4BaHus ce N3UCKBA MAIIMEHTUTE J1a ObAaT
IbPBOHAYATTHO CTA0WIM3UPAHU C Hali-HUCKaTa e)eKTUBHA /1032 AaHTUTIAPKHUHCOHOB JICKAPCTBEH
IMPOAYKT (HOHaMI/IHOB aFOHI/ICT) " a 3arnassaT CbIIUTE aHTUIIAPKUHCOHOBH JICKAPCTBCHU MPOAYKTU U
JIO3UpaHUs TI0 BpeMe Ha npoy4uBaneTo. ONaH3aluH € 3a104YBaH B 103U OT 2,5 Mg/THEBHO U TUTPUPAH
JI0 MaKCUMyM 15 mg/mTHEBHO IO PEIIeHKa Ha M3CIIEA0BATES.

Hesponentuuen manurnes cuaapom (HMC)

HMC e noTeHIMaIHO AKUBOTO3aCTPAIIABAIIO CHCTOSHIE, CBBP3aHO C JICUSHUETO C AaHTUTICUXOTHIHH
JICKapCTBEHU NPOAYKTH. Psinko ca mokiagaBanu u ciryyan Ha HMC, cBbp3anu ¢ mpruemMa Ha OJlaH3aIuH.
Kiuanananre nposisu Ha HMC ca xuneprnupekcus, MyCKyJIHa pUTHIHOCT, HAPYIICHHS B MUCTIOBHUS
MIPOIIEC W JAHHU 33 BEreTaTUBHA HECTAOWITHOCT (MIPOMEHU B ITyJICA WIIM apTEPUATHOTO HAJSITAHE,
TaxWKap/us, U3MOTIBAHE U OTKIIOHCHUS B ChPACYHUS PUTHM). J[OMBIHUTETHUTE TIPU3HAIIA MOTaT Ja
BKJIFOYBAT MOBUIIICHHE Ha KpeaTHH (pochokrHazaTa, MHOTTIOOUHYpHs (padIoMHO0IIN3a) H OCTpa
0BpOpedYHa HETOCTATHYHOCT. AKO MAIMEHT pPa3BHe MPU3HAIIN U-CUMITOMH, TToKazatenHu 3a HMC, nimun
UMa HESICHO TeMITEPaTypHO ChCTOsSIHUE 0e3 Npyru KIMHUYHY 1posieu Ha HMC, npruemMbT Ha BCHUKH
AHTUTICUXOTUYHU JICKAPCTBA, BKIFOUYUTEIHO M Ha OJIAaH3AIMH, TPIOBa Jia ObJie MPeyCTaHOBEH.

XUNEPTrIUKeMUs ¥ 11a0eT

Heudecto e noknanBaHa XUIIEPrIIMKEMHS W/UIIA pa3BUTHE WU BIIOLIaBaHE Ha AUA0ET MOHSKOTa
CBBP3aH C KETOAIM103a WK KOMa, BKIIFOUUTENHO U ciydau ¢ (pataneH uzxop (Bxk. Touka 4.8). B Hakon
OT CITyyauTe € JOKJIaJBaHO MpeaIecTBAIO OBUIIaBaHE Ha TErJIOTO, KOETO MOXe Aa Oble
npezapasnonaramny gaxrop. [IpenopbuBa ce CbOTBETHO KIMHUYHO IPOCIEIsBaHE, CIIOPE]
M3I0JI3BaHUTE YKa3aHUs 32 ynoTpeda Ha aHTUIICUXOTHYHM CPEACTBA, HAIIPUMEP U3MEPBAHE HA
KpbBHATa 3axap Ha U3XOJHO HUBO, HA 12-Ta cenMulia ciiel] 3a110YBaHe Ha JICUCHUETO C OJIaH3allMH U
cieJ ToBa exxeroqHo. IlanMenTuTe, 1eKyBaHU C aHTUIICUXOTHUYHM JIEKAPCTBA, BKIFOUUTEITHO
ZYPREXA, TpsiOBa 51a ce HaOmoaBar 3a IpU3HaNM 1 CUMIITOMU Ha XUIIEPTIUKEMHUs (KaTo HanpuMmep
MOJHUTUIICHS, TIOJINYPHS, TToNU(arus u cnadocT), a NaIUEeHTUTE ChC 3aXapeH AUadeT MU TE3U C
PHCKOBH (DaKTOpH 3a 3axapeH AuadeT TpsAOBa Aa ce MOHUTOPUPAT PEAOBHO 3a BJIOLIABAHE HA KOHTPOJIA
Ha TJIFOKo3aTta. Ternoro TpsdBa ga ce MOHUTOpPHpPA PEIOBHO, HAITPHMED Ha W3XOIHO HUBO, Ha 4-Ta, 8-
Ta 1 12-Ta ceqmuLa ciel 3al04BaHe Ha JICYEHUETO C OJIaH3aIlUH, U CJIe] TOBa Ha BCEKU TPU Mecella.

[IpomMeHnu B TUIUANTE

HabnronaBat ce HexxeaHu MPOMEHU B JIMITUANUTE TP IMAIIUEHTH, JICKYBaHU C OJIaH3AIHH, B IUIae60
KOHTPOJIMPAHH KIMHUYHU U3MUTBaHUS (BXK. Touka 4.8). [I[poMennTe B mumuauTe TpsOBa 1a ce JIeKyBaT
KaKTO € KIIMHUYHO YMECTHO, 0COOSHO MPH MAIMEHTH ¢ TUCIUTIHIEMHS U IIPH NMAIUEHTH C PUCKOBU
(akTopu 3a pa3BUTHE Ha HAPYIICHHUS B IMnuuTe. [Ipy narueHTuTe, JeKyBaHU ¢ aHTUIICUXOTUIHU
nekapctBa, BkiounteTHo ZYPREXA, Tpsa0Ba 1a ce MOHUTOPHpAT PEAOBHO HUBATA HA JIUIHUIUTE,




CIIOpEJI M3TIONI3BAaHUTE yKa3aHUs 3a ynorpeda Ha aHTUTICUXOTUYHH CPENICTBA, HAI[PUMEP Ha N3XOTHO
HUBO, Ha 12-Ta ceaMuIia Clie]l 3alI0YBaHE 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 MPEANUCBaH ¢ TOBUIICHO BHUMAaHKUE Ha MAIIMEHTHTE ¢ XUMIEPTPOPUs Ha
MpocTaTaTa Wiv NapaluTHICH WIEYC U MOJTOOHN ChCTOSHHUA.

UYepnonapobHa (yHKIHS

YecTo e HaOMIOAaBaHO MPEXOIHO, OE3CUMITTOMHO TTOBUITIaBaHE HA YePHOAPOOHUTE
amuHOTpanc(epasu, ananud Tpachepasa (ALT) u acnaprar tpancdepaza (AST), ocobeHO B HAUaIOTO
Ha JiedeHneTo. M3nuckBa ce MOBUIICHO BHUMaHUe Nipy narueHTuTe ¢ nopumeHd ALT w/umu AST, npu
NAIMEHTHUTE ¢ IPU3HAIM U CHMIITOMH Ha YepHOJPOOHO YBPEkKIaHe, KAKTO U MPH TE3U C TIPEAXOTHH
HApYIICHUS Ha YePHOAPOOHATa (DYHKITUS WU TAKUBA, KOUTO ca OWJIM JIEKYBaHU C IMTOTCHIIUATHO
XEMaTOTOKCHYHU JISKAPCTBEHHU MPOAYKTH. B ciyuante, KoraTo € IMarHOCTUIIMPAH XCTIaTUT
(BKJTIOUMTETHO XEMaTOLEIyIapHO, X0JIECTATHUHO UITH CMECEHO YePHOAPOOHO YBPEKIaHE), ICUCHUETO
C OJlaH3anuH TPSOBa Ja ObJie IPEeyCTaHOBEHO.

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

W/WUne HeYTPO(MUITH, TTPH MAIIMEHTUTE 32 KOUTO € U3BECTHO, Y€ MOyJaBaT MPOyKTH, BOJICIIH JI0
HEYTPOIICHUS, TIPH MAIMEHTUTE C aHAMHE3a 3a MOJITUCKaHe Ha KOCTHUS MO3bK/KOCTHO-MO3bYHA
TOKCHYHOCT, TIPY MAIMEHTHUTE C MOJITHCKaHEe HA KOCTHHS MO3BK TIOPaIH ChITBTCTBAIIO 3a00IsBaHE,
JTbUelieueHIe WIM XUMHUOTEPAITUs, KAKTO U TP MAIUCHTUTE C XUIIEPEOZUHODUITUS HITH
MuenonposrpepaTuBHA 3a00asBaHusa. HeyTporeHus 0OMKHOBEHO ce HAOI0[aBa YeCTO pr
€THOBPEMEHHO MPIIOKECHIE Ha OJIAH3AITHH C BAMPOoaT (BX. Touka 4.8).

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

QT unTepBan

B xnmmanyHM ipoyuBanus ca HabmogaBanu Hedectu (0,1% mo 1%) KITUHIYHO 3HAYNMHE YABIKaBaHUS
Ha QTc-unrtepBana (QT kopekuus Fridericia [QTcF] > 500 mumucekyHau [msec] 0 BCSIKO BpeMe
cnen uzxoanoto EKI mpu nanuentu ¢ usxoano O7ck < 500 msec) mpu NanueHTy, JIEKyBaHH C
OJIaH3aIWH, KOUTO HAMAT CHTHU(QUKAHTHY PA3ITUYUs B CBBP3aHUTE KapIUOJIOTUIHN CHOUTHS B
cpaBHeHue ¢ wiane6o. Heobxoammo e obade, oaH3amyH 1a ce MPEANKCBa ¢ IOBUIIICHO BHUMAHHE
3aeJHO C JIEKapCTBEHH MPOAYKTH, 332 KOUTO € U3BECTHO, Ye yabinkaBaT Q7 c-uHTEpBana, 0OCOOCHO MpH
MalMEHTH B CTapuecKa Bb3pacT, IPH NalMeHTH ChC CHHAPOM Ha BpoAeH yAbkeH Q7, 3acToliHa
Chp/IeYHa HEJIOCTATHYHOCT, XUIEPTPOGUS HA CHPILETO, XUIMOKAINEMHS WIIH XUTIOMarHe3ueMusl.

TpomboeMO0IN3BM

Heuecro (= 0,1% u < 1%) ce cpo0miaBa 3a Bpb3Ka BbB BPEMETO MEXKY JICUEHHE C OJaH3aNH U
BEHO3¢H TpoMOoeMOoau3bM. He ¢ ycTaHOBeHa MPUYHMHHO-CIICACTBEHA BPh3Ka MEXK/Ty ITOsiBaTa Ha
BEHO3HUS TPOMOOEMOOIU3BM H JICUSHUETO C OJIAH3ANWH. BBIpekn ToBa, ThI KaTO MPH MAIUCHTUTE C
30 peHUs YeCTO ca HaJMIle TPUIO00UTH PUCKOBH (PAKTOPH 32 BEHO3EH TPOMOOEMOOIU3bM, TpsiOBa
Ja ObaaT uaeHTU(UIUPAaHd BCHUKH Bh3MOXKHU PUCKOBHU (akTopu 3a BTE, Hanp. 00e3aBrKkBaHe Ha
MAIMECHTUTE, U a ObJIaT MPEANPUETH TPOPUITAKTUIHI MEPKU.

O6mo neficteue Bepxy HHC

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 OJNIAH3AIHH in Vifro ce MPOSBSABA KATO aHTATOHUCT Ha JIOTIAMHHA, Bb3MOXHO € TOU J1a
aHTaroHu3Mpa eeKTUTe Ha MPEKUTE U HETPEKUTE JTIOTIAMUHOBH arOHUCTH.




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

U3JI0KEHU Ha ()aKTOpH, KOUTO MOTAT Jia HaMaJIsT Ir'bpyoBHs 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 MPOABDKUTEITHOCT HA JICUCHUETO JI0 €HA TOIMHA OJIAH3AIINH €
CBBP3aH ChC CTATHCTHYSCKH 3HAYMMO T0-HUCKA YE€CTOTa Ha JICUCHHUE Ha CIIyJauTe ¢ MOsBa Ha
JIUCKUHE3Usl. PUCKBT OT MOsIBa HA Tap/IMBHA JUCKUHE3US HAPACTBA C MPOIBIKUTEIHOCTTA Ha
EKCITO3UIUATA, IOPaI KOSTO B CIIydail Ha MosiBa Ha TIPU3HAIY WM CHMIITOMH HA TapJHBHA
JMUCKUHE3MWS TIPH MMAIMECHT Ha OJIAH3AIHH € He0OX0IMMO Ja ce 0OOMICIIM HaMalIsiBaHe Ha J103aTa WiIu
NpEyCTAaHOBSIBaHE Ha JiedeHHeTo. CUMIITOMUTE Ha TApAUBHA AUCKUHE3UsI MOTaT Jia Ce BOLIAT
BPEMEHHO WJIU JOPH Ja C€ MPOSBIT Clie]] NPeKbCBaHE HA JICUCHHUETO.

OprocTaTnyHa XUIOTOHUS

B xiIMHWYHY TPOYYBaHUS C OJIAH3AIIMH TIPY MAIIMEHTH B HAIIPEIHAIA Bh3pacT HEYECTO ¢ HaOro1aBaHa
opTocTaTU4Ha XUMIOTOHUS. [IpenopruBa ce nepruoanyHO IpocCiIesBaHe Ha apTEPHaTHOTO HAJISTaHEe
MIpH MAIUEHTUTE Ha BB3pacT Haja 65 TOAMHU.

BHe3anna cepsieuHa cMBPT

B MOCTMApPKCTUHI'OBU C’LO6H_ICHI/I$I IIpU MaUCHTH C OJIaH3aIlUuH € C’BO6H_IaBaH0 3a cnyqaﬁ Ha BHEC3aITHa
ChpACYHa CMBPT. B PETPOCIICKTUBHO O6C€pBaL{I/IOHHO KOXOPTHO NPOYYBAHE PUCKBT OT
nmpeamnojiaracéMa BHE3arHa CbpA€4YHa CMBPT IIPU MaUEHTH, JICKYBAHU C OJIaH3aIllH, € HpI/I6JII/ISI/ITeJIHO
ABa IIbTH IMO-BHCOK OT PHUCKaA IIPH MAIIUCHTUTE, 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 IIOITYJIAIIH S

OHaHSaHI/IH HC € ITOKAa3aH 3a JICUCHUC Ha Acla U FOHOIIIN. HpoyT-IBaHI/IH IIpU Maou€HTHU Ha Bb3pacT
MCKIAY 13 nu 17 rOAVHU MMOKAa3BaT pa3JIMYHU HCKCJIaHU PCAKINU, BKIIFOUUTCIIHO HAITbJIHABAHE,
OpOMCHU B MeTa6OJ'H/ITHI/ITC napamMCeTpu U yBCIIMYABAHC HA TPOJIAKTUHOBUTC HHUBA (B)K. TOYKH 48 nu
5.1).

JlakTo3a
[TanmenTH ¢ peaky HacleACTBEHU MPOOIeMH Ha HETIOHOCHMOCT KbM TalaKTo3a, ITbJIeH JIaKTa3eH
JIehUIUT WK [II0K030-TaJaKTo3Ha MaadcopOus He TpsAOBa J1a IpueMaT TOBa JISKapCTBO.

4.5 B3aumopeiicTBHe ¢ APYIrd JeKAPCTBEHU NMPOAYKTH U APYrd (popMH HA B3anMoelicTBUE

HpOy‘lBaHI/Iﬂ 3a B3aHMO,Z[efICTBPIHTa Ca MPOBCKAaHU CaMO IIPHU Bb3PAaCTHH.

TloTeHmanHu B3auMOJAEHCTBUS, TOBIUSBAIIM OJaH3aIUH
Tbit kaTo onanzanuH ce Meradbom3upa or CYP1A2, BemecTBaTa KOUTO MOTaT CrieliuUIHO J1a
WHAYIUPAT WIA UHXUOUPAT TO3M M30CH3UM MOTAT Jia OBIUSAT PapMaKOKWHETHKATA HA OJaH3AIHH.,

Muayxiusa sa CYP1A2

MeTaboM3MbT Ha OJIAH3AMWH MOXeE J1a ObJe MHAYIUPAH OT TIOTIOHOIYIICHE ¥ KapOaMa3enrH, KOeTO
MOJKeE J1a JIOBEJIE /10 MOHIKaBaHe Ha KOHIIEHTpAIUATa Ha ojan3anuH. HabmogaBaHo € caMo JIeKo 110
yMEPEHO MMOBHINIaBaHEe KIMPBHCA Ha OjTaH3anuH. KIIMHUYHOTO 3HaYCHHE 110 BCSIKA BEPOSITHOCT €
OTpPaHUYCHO, HO CE MPENOpPhYBa KIIMHUYHO TPOCIIEASIBaHEe U OOMUCSIHE Bh3MOKHOCTTA 3a TIOBHIIIABAHE
Ha J03aTa OJaH3anuH (BX. Touka 4.2).

Huxubupane nHa CYP1A2

OnyBokcamuH, crieruduiaeH CYP1A2 uaxuburop, € mokazau 3HaunTeTHO HHXHONpaHe Ha
MeTabonu3Ma Ha ojan3anuH. CpeqHoTo yBeanuaBaHe Ha Cmax HA OJaH3AMMH cjie (IIyBOKCAMUH €
omno 54% mpu xeHun Hemymadku u 77% npu Mbxke mymadn. CpeJHOTO yBeIUYaBaHe Ha TUIOIITA IO




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

HamansBane Ha OMOHAJINYHOCTTA
AKTUBHHAT BBIVICH HaMaJIsiBa OMOHAIMYHOCTTA Ha TepopaiHus onansanut ¢ 50% mxo 60% u tpsiOBa
Jla ce mpreMa Hali-Majko 2 Jaca Npeay WM ClIef OJJaH3aIluH.

Hswma nannu, ye dpayokcerus (maxudutop Ha CYP2D6), enuHryHM 103U 103U aHTHALH] (aTyMHHUH,
MarHe3uil) Wi HUMMETHANH MOBIUABAT 3HAYUTENHO (DapMaKOKMHETUKATa Ha OJIaH3alyH.

BinsHaue 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 B3aMMOJICCTBUE CE MIOTBBPXKIABA B i Vivo IPOyUYBaHUs, KbJICTO HE € HAOIIOJaBAHO
WHXUOWpaHe Ha MeTaboJIn3Ma OT CJICTHUTE aKTUBHH BEIECTBA: TPHIUKIMIHNA aHTUICTIPECAHTH
(moBmusiBamm nipeaumHO rpynata CYP2D6), Bapdhapun (CYP2C9), reodunun (CYP1A2) namn
muazenam (CYP3A4 u 2C19).

He e ycraHoBeHO B3anMO/IeHCTBHE HA OJIAH3AIINH C JINTHI WU OUNEepHJICH, IPU eTHOBPEMEHHOTO MM
IIPUJIOKEHUE.

TepaHeBTI/I‘-IHOTO MOHUTOPHPAHE HA IJIa3MCHUTC HMBA Ha BAJIIIPOAT HC ITOKa3Ba HeO6XOI[I/IMOCT oT
KOpPCKIMA Ha J03aTa Ha BAJIIIPOAT, CJIC BKIIFOUBAHECTO Ha OJIaH3aITWH.

061110 neiicreue Bppxy IHHHC
Tps0Ba fa ce MPOsABABA MOBUIIIEHO BHUMAHKE TIPH MAI[MEHTH, KOMTO KOHCYMHPAT aIKOXOJI HIIH
npUeMar JIGKapCTBEHH MPOIYKTH C MOTHCKAIIO ACHCTBUE BHPXY IICHTPATHATA HEPBHA CUCTEMA.

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

QTc unTepnai

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,
OJlaH3aIH TPsOBa J1a ce Mpujiara o BpeMe Ha OpEMEHHOCT, CaMO aKo MOTeHIMaIHaTa 0132
MIPEBHILIABA TIOTEHIMATHIS PUCK 32 TUIO/IA.

[Ipu HOBOpOIEHN, H3ITO’KEHU HAa aHTUIICHXOTHUITH (BKIFOUUTEITHO OJIAH3AINH) IIPE3 TPETHS TPUMECThP
Ha OPEMEHHOCTTA MMa PUCK OT HEXKEJIAaHU JICKAPCTBEHH PEAKIIHH, BKIFOYBAIIH SKCTPAITUPaAMHUITHI
CUMITOMH ¥/WJIM CHMIITOMH Ha OTHEMAaHe CJIe]l paXJTaHeTO, KOUTO MOTaT Jia BAPUPAT 110 TEKECT U
MPOABIDKUTEITHOCT. JlOKIIaIBaHU ca ciydyail Ha Bb30y/a, XUIIEPTOHUS, XUTIOTOHHS, TPEMOP,
COMHOJICHTHOCT, PECITUPATOPEH JUCTEPC UM XPAHUTEIIHN Pa3TCPONUCTBA. 3aTOBA, HOBOPOJICHUTE
TpsiOBa Aa OBJAAT BHUMATEIIHO MOHUTOPHUPAHHU.

Kopmene
B npoyuBane mpu 31paBu, KbPMEIIH KCHH, € YCTAHOBEHO, Y€ OJIAH3AMMH €€ eKCKPETHpa ¢ MAaHIMHOTO

MJISIKO. Cpe;[HaTa CKCIIO3UIMA 3a KbpMAa4€TO (mg/ kg), Ipu 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.

DepTUnuTeT
Edextu Bbpxy depTHaNTETA HE Ca U3BECTHH (BXK. TOUKa 5.3 3a MpeAKIMHUYHA HH(pOpMAIHS).

4.7 EdexTn BbpXy crioco0HOCTTA 32 WoupaHe U padoTa ¢ MAIIUHA

He ca mpoBexann npoy4BaHus 10 OTHOLIEHHE HAa epEKTHTE BHPXY CIIOCOOHOCTTA 3a MIO(pHpaHe U
pabota c MammHu. Thi KaTo, OJAH3AIIMH MOKE J1a TOBEJEIE 10 MOsIBaTa Ha CHbHIUBOCT WU
3aMasHOCT, MAllMEHTHUTE TPsiOBa 1a ObJAT MpeayNnpeaeHH B CIy4aid, Ha yIpaBlIeHUE Ha MAIIUHHU,
BKITFOUHTEITHO MOTOPHHU TIPEBO3HU CPEJICTBA.

4.8 HexenaHu JeKapCTBEHH PeaKINU

Pesrome Ha mpoduiia Ha 6€30MacHOCT

Bwv3pacmuu

Haii-gecto ( HabmronaBanu npu > 1% oT marpieHTrTe) JOKJIAABAHUTE HEXKETaH! JIEKapCTBEHI
peaknuu, CBbP3aHu C MPUIIOKEHUETO HA OJIAH3ANUH B KIIMHUYHU U3MUTBAHUS, Ca CHHIUBOCT,
HaJJIaBaHE HA TETJI0, CO3MHO(MWINS, YBEIUYCHN HIBA HA TPOJIAKTHH, XOJIECTEPOJI, TIIF0KO03a U
TPUTTULIEPUAN (BXK. TOUKa 4.4), TIIOKO3YpHsl, YBEIIMUCH alleTHT, CBETOBLPTEK, aKaTH3HSI,
MAPKUHCOHU3BM, JICBKOTICHHUS, HEYTPOTICHHS (BXK. Touka 4.4), TUCKUHE3HS, OPTOCTATHYHA XUTIOTOHHUS,
AHTHUXOJIMHEPTHYHH ePEeKTH, IPEXOTHH OE3CUMITOMHHN YBEIMYECHUS HA YEPHOAPOOHUTE
amuHOTpaHc(hepasu (BXK. Touka 4.4), 0OpuB, acTeHUs], yMOpa, MUPEKCHS, apTPaJTH, TOBHIIIEHA
ankanHa ¢ocaraza, BUCOKA CTOMHOCT Ha TaMa-IiIyTaMuITpaHcdepasa, BUCOKA CTOMHOCT Ha TUKOYHA
KHCEJIMHA, BUCOKA CTOMHOCT Ha KpeaTHH()OCHOKMHA3a U OTOK.

CIuchK Ha HeXEJTaHUTE JeKAPCTBEHU PEaKIINu, IPEJICTaBeH B TabiHIa
B npencraBenara Tabnuiia ca m30pOeHN HEXXEIIAHU JICKaPCTBEHHU PEaKITH U JTaOopaTOpHU

W3CJIC/IBAHUS TI0 IAHHU OT CIIOHTAHHU CHOOIICHUS U KIMHUYHY Mpoy4BaHus. [Ipu BCAKO rpynupaHe B
3aBUCHMOCT OT YECTOTaTa HEKEIAaHUTE PEAKIMH Ca MPEJACTABEHU B HU3XOIAI] P/l [0 OTHOIICHUE Ha
TAXHATa CEpUO3HOCT. TepMHUHUTE 3a YecToTa ca AehUHUpaHU KakTo ciensa: MHuoro yectu (> 1/10),
yectu (> 1/100 go < 1/10), mewectu (> 1/1 000 mo < 1/100), peaxu (= 1/10 000 xo < 1/1 000), mHOTO
peaxu (< 1/10 000), ¢ Hew3BecTHA YecToTa (HE MOXKE Ja ObJIe OllEHEHA OT HAJTMYHUTE JaHHHU OT
CHIOHTAaHU CHOOIICHHUS).

MHuoro YecTn Heuectn Penxn C Heu3BecTHa
YyecTH 4ecToTa
Hapyuienust Ha KPbBTA M JIMM(HaATA cCHCTEMa

EosuHopunms TpomGomuTonenus '

Jlekonenus'?

Heyrponenus'®
HapyuieHnst Ha UMYHHATA CHCTEMA

| CBpbX4yBCTBUTENHOCT !

Hapymiennsi Ha MeTa00J1M3MAa H XPaHEHETO

IloBumaBane | IloBumenu HuBa PasButue win obocTpsine | Xunotepmus'?

2,3

Ha TErJIOTO' Ha XOJIECTEPOIT Ha TualeT, MOHIKOoTa
[loBumieHn HUBa | CBBP3aH C KETOAIUI03a
Ha IIoKo3a* WA KOMa, BKIFOUUTEITHO
IToBummenn HUBa (dartanau ciydan (BXK.
Ha Touka 4.4)'!
TPUTIULEPUAN>
I'mokozypus

IloBueH amneTur




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
VYabmxaBane Ha QT

HMHTepBana (BxX. 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)

PecimpaTopHu, rpbAHA H MeIUACTHHAJIHN HAPYIIEHUS

| 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

10




Reaction with
Eosinophilia and
Systemic
Symptoms)

Hapymeﬂnﬂ Ha MYCKYJ/HO-CKECJICTHATA CUCTEMA H CHCIMHUTEIHATA ThKAH

Aptpanrus’

Pa6nomuonuzal’!

Hapymenns Ha 0b0penyTe 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 Bb3NPON3BOJUTE]HATA CHCTEMA M I'bpaaTa

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

Iupexcus'’
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(HUKAHTHO MOBUILIABAHE HA TETIIOTO € HAOJI0AaBaHO 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
TEJECHO TerJIo (ChOTBETHO, 64,4 %, 31,7 % u 12,3 %).

2 Cpe/iHy MOBUIIEHUS B CTOMHOCTUTE Ha JIMMUINTE Ha IaaHo (001 xonectepoi, LDL xonectepon u
TPUIJIMLIEPHUIN) Ca [T0-BUCOKHU IIPH MAILMEHTH O€3 JaHHMU 3a HapylleHUE Ha N3XOAHAaTa peryjanus Ha

JIUITAIATE.
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3 HaGrogaBa ce IIpu HOPMAJIHK W3XOAHHM HUBA Ha TiiagHo (< 5,17 mmol/l), kouto HapacTBar 10
Haif-BUCOKa CTOMHOCT (> 6,2 mmol/l). [Ipomenu oT pedepeHTHUTE TPAaHULIU B U3XOAHUTE HUBA HA
o0mus xonecTepos Ha ragHo (> 5,17 - < 6,2 mmol) 1o Haii-BucoOKa CTOHHOCT (> 6,2 mmol) ca MHOTO
YeCcTH.

4 HaGmoaBa ce Ipy HOPMAIHKMTE M3XOHU HHBA HA IIanHo (< 5,56 mmol/l), kouto HapacTBar 10
Hali-Bucoka cToiHOoCT (= 7 mmol/l). [Ipomenu B Ti1I0K03aTa Ha TAAHO CTIPSMO TPAaHUYHUTE U3XOJHU
cToiHOCTH (> 5,56 - <7 mmol/l) mo Haii-Bucoka cToifHOCT (= 7 mmol/l) ca MHOTO YecTH.

S HaGuroaBa ce IIpy HOPMAJIHUTE U3XOJHHM HUBA Ha Tiiaado (< 1,69 mmol/l), kouto HapacTBar 10
Haif-BUCOKa CTOMHOCT (> 2,26 mmol/l). IIpomenu ot pedepeHTHHTE TPaHULN 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 HAPKUHCOHU3HM U AUCTOHUS IPH MALUEHTH, JEKYBAHH C
OJIaH3aliH, € 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 Xanomnepuaoi. [Ipu nuncara Ha moapoOHa HH(POPMALKSI 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
TapMBHA JUCKUHE3WS W/WIH JPYTH eKCTPATUPAMUIHN CUMITTOMHU.

7 OCTpI/I CUMIITOMH KaTO NOTCHEC, MTHCOMHUA, TPEMOP, TPCBOXKHOCT, I'a/ICHC U MMOBPHIIIAHE Ca
JOKJIaABaHU IIPpH BHE3AITHO CIIMPAHE HAa OJIaH3alllH.

8 B xiMHUYHEYN npoyuBaHKs 10 12 ceIMMIM IUIa3MEHUTE KOHLIEHTPALMK Ha MIPOJIAKTHH [IPEBUIIABAT
ropHaTa rpaHulla Ha HOPMaJTHUS TUana3oH npu npuoamsutenHo 30 % OT JIeKyBaHUTE C OJIaH3aITuH
MAlMEHTH, KOUTO UMAT HOpMadHa U3X0HA CTOMHOCT Ha npoyiakTuH. [Ipu moBeueTo OT Te3u MalueHTH
MOBUILIEHUATA HA CTOWHOCTUTE OOMKHOBEHO Ca YMEPEHHU U OCTaBaT IO/ ABYKpaTHAaTa CTOWHOCT Ha
TrOpHAaTa TpaHUIla Ha HOPMATHHS JTHAITa30H.

? Hexenano ch0MTHE, yCTAHOBEHO OT KIMHUYHY IIPOyYBaHMs B HHTErpUpaHaTa 0a3a JaHHM 3a
OJIaH3aIMH.

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

! Hexenano ch0MTHE, YCTAHOBEHO OT CTIIOHTAHHHU ChOOLIEHHUS B TIOCTMAPKETHHIOBHS IEPUOI 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% roBepuTeNieH HHTEPBAJl, KaTo € M3M0JI3BaHa
WHTeTpHupaHaTa 6a3a IaHHU 32 OJIaH3AIHH.

Jbarocpoyna excro3uis (one 48 ceMuUIm)

[Tpu nanyeHTHUTE, KOUTO UMAT HEXKEIAHH, KIIMHUYHO CUTHU(UKAHTHY TPOMEHHU B HA/IJITABAHETO HA
TErJI0, B X0Zla Ha BPEMETO ce MOBHUIIaBaT riitoko3ara, oommust/LDL/HCL xonectepos uiu
tpurnunepuaute. [Ipu Bb3pacTHH ManueT, KOUTO 3aBbpIIBaT 9—12-MecedHo JeueHue, 4ecToTara Ha
HapacTBaHE Ha CPETHUTE CTOMHOCTH HAa KPhBHATA 3aXap HaMaIsiBa Cie]l MPUOIM3UTEITHO 6 Mecela.

JonbnHuTeNHA HHGOPMAIIHS 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 (Bxk. Touka 4.4). MHOTO YeCcTH HEXEIaHH PEakIlid, CBhP3aHu C yIIoTpebaTa Ha OJaH3aluH
MIPH Ta3UW TPyIia NaIMeHTH, ca aDHOPMHA TIOXOJIKa ¥ nafanus. YecTo ca HaOJIt01aBaHU ITHEBMOHHUS,
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IIOBHUIIIEHA TEJIECHA TEMIIEpaTypa, JIeTaprus, epUTEM, 3pUTEIHN XaTIOLUHALMY U MHKOHTHHEHIIUA Ha
ypuHa.

B xnuHnaHN MMpOy4YBaHUA MMPU MANUCHTHU C JICKAPCTBCHOUHAYIIUPAaHa (}_IOHaMI/IHOB aFOHI/ICT) ncuxo3sa,
CBbp3aHa C OolrectTa Ha HapKI/IHCOH, MHOT'O 4Y€CTO U I10-4€CTO B CPAaBHCHUEC C Hnaue6o ca JOoKJIaaABaHH
BJIOIIIaBaHC Ha HapKI/IHCOHOBaTa CHUMIITOMATHKa M XaJIFOMWMHAIIH.

B eaHO KIMHUYHO MPOyYBaHE MPH MAIUEHTH ¢ OUITOJISIPHA MaHKsI KOMOMHHPAHOTO JICUEHHE C
BaJIIPOAT W OJIar3alkH BOAU J0 YeCTOTa Ha HeyTporneHusTa 4,1%; moTeHIyaneH cbaeicTrall hakTop
MOJKe JIa ca BUCOKHM TUTa3MEHU HUBa Ha Bajimpoar. Onan3anuH, MPIOoKEH C TUTHI WIX BaJlIIpoar,
BOJIM 10 TIoBHIIIEHa YecToTa (>10%) Ha TpeMop, CyXoTa B ycTara, IOBUIICH alleTUT U TIOBUIIIABAHE HA
Ternoto. Hapymienne B roBopa ChIIo € T0KiIaBaHo yecto. [Ipu nedenune ¢ oan3anud B KOMOUHAIHS
C JINTUH WU TUBAIIPOEKC ce HaOIr0AaBa MOBHUIIEHUE C > 7% OT U3XOHOTO TEJIECHO TETJIO MPU
17,4% OT manueHTUTe 0 BpEME Ha OCTPOTO JieueHue (10 6 ceaqmuiin). [IpoabmHKUTETHOTO JICUeHUE C
onan3anuH (1o 12 mMecena) 3a npoduiakTHKa Ha PEIUIUB IPY HAIIMEHTH ¢ OUIIOJSPHO Pa3CTPOHCTBO
€ CBBP3aHO C MOBUIIIEHUE C >7% OT U3XOIHOTO TEIECHO Terio mpu 39,9% OoT manueHTuTe.

[lenuarpuyHa nomyaus

Onan3zanvH He € oKa3aH 3a JCUYCHHE MPH Jela U oHomu noj 18 rogunu. Makap aa He ca
MIPOBEXTaHN KJIMHWYHY ITPOYYBaHUS 32 CpaBHABAHE Ha IOHOIINTE C Bb3PACTHHUTE, TaHHUTE OT
MPOyYBaHUSATA TPH FOHOIIH Ca CPAaBHEHH C T€3W OT MPOYYBAHUSATA IIPH BH3PACTHH.

Cremnata Tabmuia 00001aBa HEXXEITAHATE PEaKIIiU, ChOOIIaBaHH C ITO-TOJsIMA YeCTOTa IMPH
MAIAEeHTH B IOHOIIECKa BB3pacT (Mexay 13 u 17 romuHu), OTKOIKOTO MPH Bb3PACTHH MAIUCHTH, WIIH
HEXXEeJTaHU PEeaKIlii, KOUTO Ca YCTAHOBEHU CaMO MPH KPATKOCPOUHU KIIMHUYHU MPOYUYBAHHUS C
MAIMCHTH B IOHOIIIECKA Bh3pacT. KIIMHUYHO CUTHU(UKAHTHO TOBUIIICHHE HA TETJIOTO (= 7%)
U3IJIeXKIA ce HAOJF0/1aBa MO-4€CTO B MOMYJIAIKATA Ha FOHOIIUTE B CPABHEHUE C Bh3PACTHU ChC
cpaBHMMA ekcrio3ulysi. CTeneHTa Ha Ha/l/JaBaHe Ha TETJIO U JISbT Ha MAIUCHTUTE FOHOIITH, KOUTO
AMAaT KIMHAYHO 3HAYMMO HAJIJIaBaHe Ha TETJIO, Ca IMO-TOJIEMH MPH MPOIBIDKUTEHA SKCIIO3HIINS (TTOHE
24 cemMUITN), OTKOJIKOTO TIPH KPATKOCPOUHA SKCITO3HITHS.

I1pu BCsIKO IpyIHpPAHE B 3aBUCHMOCT OT YECTOTaTa HEXKETAHUTE PEaKIMU Ca MPEICTAaBEHH B HU3XOJISIIL
peJ1 10 OTHOIIIEHHE Ha TAXHATA CEPUO3HOCT. TepMHUHHTE 32 YeCcTOoTa ca AeUHUPAHH KAKTO CIIE/Ba:
MHoro vectr (> 1/10), gwectu (> 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 '’

Hapymenus 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, MoBHUIIEHH IJIa3MEHH HUBA Ha
nposiakTun'’.

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

> 7% ot u3xoaHoTO TenecHo Terio (kg) e maoro gecro (40,6 %), > 15% 0T U3XOJHOTO TEJIECHO TETJIO
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 HOpMaJIHM M3XOJHU HKMBA Ha riaafaHo (< 1,016 mmol/l), KouTo HapacTBar 10 Haii-
BUCOKa cToiHOCT (> 1,467 mmol/l), u mpoMeHH OT pedepeHTHHUTE IPaHULN B H3XOJHUTE 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 OOIIMS XOIECTEPOI Ha IIaJHO CrpsiMo HopmasauTe (< 4,39 mmol/l)
JI0 Hai-BHCOKa CTOWHOCT (= 5,17 mmol/l) ca vabmogasanu yecto. [Ipomenu ot pedepeHTHUTE
TPaHUIIM B H3XOHUTE HUBA Ha OOIIHS X0JIecTepost Ha TaagHo (> 4,39 - < 5,17 mmol/l) mo Haif-Bucoka
cToiHOCT (> 5,17 mmol/l) ca MHOTO YecTH.

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

Cno01aBane Ha MOJO3UPAHU HEXKEJIAHW PEAKIIUH

CpoOmraBaHeTo Ha TOI03UPAHH HEXKEIIAaHN PEaKIIUK CIIe]] pa3pelaBaHe 3a ynorpeda Ha JeKapCTBEHUS
HPOIYKT € BayKHO. ToBa MO3BOJISIBA /1a IPOABIDKN HAOIIOICHUETO Ha CHOTHOLIEHHETO TT0JI13a/PUCK 32
JIEKapCTBEHUS MPOIYKT. OT MEIUIMHCKUTE CIICIHAINCTH C€ M3MCKBA Ja ChOOIaBaT BCAKA
N0J03MpaHa HeXellaHa Peakysl ype3 HAlMOHAIHA CHCTEMa 3a ChOOIIaBaHe, TIOCOUYEHA B
[Ipunoxxenue V.

4.9 Ilpeno3upane

[pu3Ham ¥ cUMOTOMHU

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 MTOCTIEIUIIA Ha MTPEIO3UPAHETO ca JACTHpP, KOHBYJICHHU, KOMa, Bb3MOXKEH
HEBPOJICNITUYCH MAJIMTHEH CHHAPOM, MOTUCKAHE Ha JTUIIAHETO, aCIHPAIVsl, XUIIEPTOHUS WU
XUTOTOHUS, PUTHMHH HAPYIICHUS Ha ChPIETO (< 2% OT cIyyauTe Ha Mpeao3upaHe)
KapAMOMyIMOHApeH apecT. DaTaHu MOCIEeUIN ca JOKIAABaHH IIPU OCTPO MPEI03UPAHE C 1032 OT
nopsirbka Ha 450 mg, HO CBIIIO € JIOKJIABAHO MPEKMBSIBAHE CIIE/T OCTPO MPEO3UPaHE C
MPUOJIU3UTEITHO 2 g OJIAH3AITNH TIEPOPAITHO.

Jleuenue

3a oylaH3anvH HAMa crienuduaeH aHTuI0T. He ce mpenopbuBa npeIu3BUKBaHe Ha MOBpbIaHe. Morat
Jla ObaaT MOKa3aHU CTAaHAAPTHUTE MEPKHU 3a JICUCHUE Ha Ipeo3upaHe (T.€. CTOMAITHA TPOMHUBKA,
MpreMaHe Ha aKTHBEH BBIJICH). EMHOBpEMEHHOTO MpHiIaraHe Ha aKTHBEH BBIJIEH € MTOKa3aio
HaMaJIABaHE Ha IepopaiiHaTa OMOHAIMYHOCT Ha onan3anuH ¢ 50 1o 60%.

TpsOBa Ja ce 3armoyHe CUMIITOMATHYHO JICYSHUE U TIPOCiIesBaHe Ha KU3HEHUTE (QYHKIINH B
CHOTBETCTBHUE C KIIMHAYHOTO CHCTOSIHHE, BKITFOUUTEITHO W JICYCHIE Ha XUTIOTOHUATA U IIUPKYIATOPHUS
KOJIAIC ¥ MOAJIPHKKA Ha TuxarenHara GyHkus. Jla He ce u3monsBar ajpeHalvH, TOTTAMUH WU APYTH
CUMIIATHKOMHUMETHYHU CPEICTBA C O€Ta-arOHUCTUYHA aKTUBHOCT, ThH KaTO O€Ta-CTUMYJIAIUATa MOXKE
Jla BJIOIIY XUIIOTOHUATA. MOHUTOPHUPAHETO HA ChPJETHO-CHIOBATA CHCTEMA € HEOOXOIUMO 3a
yJIaBsiHE Ha BH3MOXXHH apUTMUN. BHUMATETHOTO 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 CTa0MIIM3HUPAIIO HACTPOSHUETO 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 ceporonut 5 HT2anc, 5 HT3, 5 HTs; momamua Dy, D, D3, D4, Ds; xonmuaepruaau
MYCKapHHOBH perienitopr M -Ms; anda;- aapeHeprudny; 1 XucTaMuHoBH H, pemenitopw.
[IpoyuBaHusTa C OJIAH3AMKH BhPXY MOBEICHUETO HA )KUBOTHU 1oka3Ba SHT, nonaMuHOB 1
XOJIMHEPTHUEH aHTarOHU3BM, OTTOBAPSII] Ha PELCITOP-CBBP3BaIus Mpodui. /n vitro olaH3anuH
MoKa3Ba Mo-rojisiM ahpuHUTET KbM cepoToHnHOBUTE SHT>, 0TKONKOTO MOomaMuHoBuTe D, perentopu u
no-ronsiMa 5 HT, akTuBHOCT B cpaBHeHUE ¢ Dy akTUBHOCTTA TIPH i VIVO MOJIETH.
EnexTpodusnonoruyHuTe U3CIeABaHMS TIOKA3BaT, Y€ OJaH3alH CEJICKTHBHO HAMaJsiBa
aKTHBUpPaHETO Ha Me30oimMOngauTe (A10) JOMTaMHHEPTHYHNA HEBPOHHM, KaTO B CHIIOTO BpeMe e(PeKThT
My BBpPXY ITBTHIIATA B CTPUATyMa, y9acTBaIu B MOoTOpHUTE hyHKIMH (A9), ¢ Mmarbk. OnaH3anuH
HaMaJIsiBa KOHJAWIIMOHUPAHKS OTTOBOP Ha OTOSATBAHETO, KOETO € TECT, IIOKA3aTelICH 3a
AHTUIICUXOTUYHA aKTUBHOCT B JIO3U MIO-HUCKU OT TE3H, BOJCIIH JI0 KaTaJelCHs, KOETO € XapaKTePHO
3a MOTOPHUTEC HEXKCIJIAHU eq)eKTI/I. 3a pasivKa OT HAKOU APYT'U aHTUIICUXOTUYHHU CPCJCTBA, OJIaH3allnMH
yCHIIBa OTTOBOPA B yCIJIOBHSI HA ,,aHKCUOJIUTHYEH  TECT.

B npoyuBanus ¢ no3urpoH-mucuonna romorpadust (PET) npu 3apaBu o0poBOIIIHM, OJIAaH3AIHH B
eanHUYHa nepopaiHa 1o3a (10 mg) mokassa mo-rojsiMo cBbp3BaHe ¢ SHT»4, B cpaBHEHHE C
nonamuHoBHTE D) perientopu. OcBeH ToBa, 00pa3HO U3CIEABaHE Ype3 SAMHUYHA (OTOH-eMHUCHOHHA
komioTbpHa ToMorpadus (SPECT) mpu manueHTr ¢ mu30ppeHus 1IoKa3Ba, Ye MNP MalueHTHTE
YYBCTBHUTEIHU KbM OJIaH3aIlMH MMa [10-MaJIKO CBbp3BaHe ¢ Dy B cTpuatyma B CpaBHEHUE ¢
NalUEHTUTE, YyBCTBUTEIHU KbM JAPYT'H aHTUIICUXOTUYHH CPEJCTBA U PUCIIEPUAOH, KaTO Ta3H HAXOKa
€ CpaBHMMA C Ta3M MPU KI03aHH-UyBCTBUTEITHUTE MAIIUCHTH.

Knnnnyna edukacHocT

B nBe ot aBe mnane0o-KOHTPOIMPAHH U B IBE OT TPHU CPABHUTEITHH KOHTPOIMNPAHN TIPOYUBAHUS TTPU
noeue oT 2 900 marueHTH ¢ MU30QPEeHNUs, IPOSIBEHA KAKTO C HATMYUETO HA IOJIOKHUTEITHH, 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,
mu30aheKTUBHAUTE WM TOAO0HH HapyleHns, BkioyBamo 1 481 manuenTa ¢ 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
NpPOMSIHATA HA U3XOHHS CIIPSIMO KpalHUsI CKOp Ha HACTOCHUETO, IOKa3Ba CTATUCTUIECKH 3HAYMMO
nono6penwue (p= 0,001) B mon3a Ha onanzanuH (-6,0) cripsimo xamonepunon (-3,1).

[Ipu nauyeHTr ¢ MAaHUIHYU €MTU301U WM CMECEHH €MTU30H MIPH OUIIOJIapHH Pa3CTPOICTBA, OJIaH3AIINH
MOKa3Ba MO-BUCOKa €(PEeKTUBHOCT KaKTO CIIPSIMO I11a1e00, Taka 1 CIpsIMO BAIIIPOAT CEMUHATPHI
(ZuBanIpoexc) B HaMaJIsIBaHEe HAa CHMITOMHTE Ha MaHus 3a rmoseye oT 3 ceaMuiy. OnaH3amnuH ChIIo
MOKa3Ba CPaBHUMA C XAIONEPHUI0J e(hUKACHOCT, U3pa3eHa C YacTTa MalUeHTH, TOTYIHIH PEMUCHS Ha
CUMITOMH Ha MaHUS U Ha Jernpecus 3a 6 u 12 cenmunu nedenue. B npoydBaHe ¢ onaH3anuH B
KOMOWHAIINS C JIUTUH WK BAJIMPOAT 32 MUHUMYM 2 CEAMUITH, 100aBIHETO HA ofaH3anuH 10 mg
(KOMOMHHUPAHO JIEYEHUE C JINTHH WK BAJIIPOAT) € I0BEJIO A0 MO-TOJIsIMa PEAYKIUS HA CHMITOMHTE Ha
MaHHMs B CPAaBHEHHE ChC CAMOCTOSITETHOTO NPUJIOKEHNE Ha JINTHHA WK BaJIIPoaT ciell 6 CeIMUILIN.

B 12 meceuHo mpoy4Bane npH MpouIakTHKa HAa PeLMINBA HA MAHUMHU €MIU3011, IPUMALUEHTH,
MOJTYYHIIN PEMHCHS IIPH JIEUYEHHE C OJJAH3AIINH U PAHJOMU3HPAHU J1a TOTy9aBaT OJaH3aINuH WU
mane6o0, oJaH3alKH € MoKa3al CTAaTUCTUYECKH 3HAYMMO IPEBB3X0ACTBO CHPSAMO II1are0o 1o
OTHOIIICHUE HA TbPBUYHHUTE KPAHHH TOUKH 3a TPO(HUIaKTHKA HA PEUUINBU Ha MaHUIHN €IM30/11 TIPU
OUIoNIIPHO pa3cTpoiicTBo. ONaH3anMH ChIUIO € MOKA3a] CTATUCTHYECKH 3HAYMMO MPEIUMCTBO CIPSMO
iane0o Mo OTHOILICHUE Ha MPEIOTBPATABaHEe HA PEIMINBH KaKTO HA MaHUs, 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, OJIAH3AITNH € ITOKa3ajl He TO-TOJISIMO
MPEBB3X0JICTBO CIIPSAMO JIUTUH 110 OTHOIIIEHUE HA TBPBUYHUATE KPAHU TOYKH 32 IPOPUIIAKTHKA Ha
penuarMBY Ha OumossipHo pasctpoiicto (onman3amuH 30,0%, mutuit 38,3%; p=0,055).

B 18 meceuno mpoyuBaHe Ha KOMOMHHUPAHO JieUeHHE Ha MAaHUHHH WM CMECEHH U301 IpU
HAalMEHTH, CTAOMIM3UPAHHU C OJIaH3AIMH IUIIOC JIEKAapCTBa CTA0OMIN3UPAIlY HACTPOSHUETO (JIMTUH Win
BaJIIIPOAT), IPOABKUTEIHOTO JICUEHHE C OJIAH3AIMH, CbBMECTHO C JIMTUI MJIM BAJIIIPOAT HE €
CTaTUCTUYECKU MO-100pO CIIPSAMO JUTHI WM BAIIIPOAT CAMOCTOSTEIHO, 10 OTHOLIEHUE OTJIaraHe Ha
000CTpAHETO HAa OUIIOJISIPHOTO PA3CTPOICTBO, CHITIACHO KPUTEPUUTE 38 CUHIPOMA.

IlenmarpudHa HomyIaus

Kontponupanure nanau 3a epuxacHOCT Mpu 1oHOMmMH (BB3pacT 13 1o 17 roauHu) ca orpaHudeHH 10
KpaTKOCPOYHHU MIPOYIBAHUS TIPH MH30GpeHUS (6 CEAMUIIN) U TIPH MaHWS, CBbp3aHa ¢ OUTIOJISIPHO
pasctpoiicto tutl I (3 cenmunnm), mpu mo-maiko oT 200 roHomH. OaH3anuH € U3MOI3BaH KaTo
(dnexcubuiHa 1032, 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 TJIATHO U MPOJAKTUHA (BXK.
TOYKH 4.4 1 4.8) e To-roJisIMa MM FOHOIIH, OTKOJIKOTO MPH BB3pacTHU. Hsma KOHTpoMpaHu JaHHM 3a
MoTbPKaHe Ha eheKTa WK 3a JBJITocpodHa OezomacHocT (BXK. Toukd 4.4 u 4.8). Undopmarusara 3a
JIBJITOCPOYHATa OE€30MACHOCT € OTpaHrYeHa TJIaBHO 10 OTBOPEHH, HEKOHTPOJIUPAHU TaHHH.

5.2 ®dapmMakoKWHeTHYHH CBOJCTBa

AOGcopOrus
OmnanzanuH ce abcopbupa o0pe cie NepopaTHO NPUIOKESHHE KaTO JOCTUTa MAKCUMAITHU TUIa3MESHU

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 MeTa0oaM3upa 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 OJIAH3aIIMH B M3CIICABAHMS [TPH KUBOTHU. | TaBHaTa
(hapMakosoruyHa aKTHBHOCT C€ JIBJDKU Ha U3XO/IHUS OJIaH3AIIVH.

Enumunupane
Cren mepopalTHO PHUIIOKEHNE, CPETHUAT TEPMUHAICH STMMHHAITMOHCH TTOJTYKUBOT HA OJIAH3AITHH

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

[Ipu 31paBu MHAUBUAK B HANIpETHANIA BB3PACT (65 T. U TIOBEYE) CPEIHUAT STUMHHAITMOHCH
TIOJIYKUBOT € YABIDKCH B CpaBHEHHE ¢ TTO-MiaauTe nHauBuau (51,8 cpemry 33,8 gaca), a KITUPBHCHT €
HamauteH (17,5 cpemry 18,2 1/gac). ®apMakokrHEeTHUHATa BAPUEOUIHOCT, KOATO ce HaOIr0AaBatT pu
WH/IMBHJIUTE B HAIIpEIHAJIA Bh3PACT HE CE OTIMYaBa OT Ta3u MpH no-muaaute uaausuau. [pu 44
MaIMeHTH ¢ MU30(PEeHNs Ha BB3PACT HaJ 65 T. 1o3u oT 5 10 20 mg/neH He ca OUiM CBBP3aHH C
HSIKaKbB pa3indeH Npoduit Ha HeXeJTaH!u CHOUTHSL.

[Ipu sxeHun cpeHUs eNMMUHALMOHEH MTOMYXHUBOT € JIEKO yaAbJbKeH (36,7 cpemty 32,3 vaca) B
CpaBHEHHE C TO3M NPU MBXKETe, a KIIUPBHCHT € peaynupad (18,9 cpemry 27,3 1/uac). Benpeku ToBa,
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npodmrsT Ha 6e30MmacHOCT Ha oman3anuH (5-20 mg) € cpaBHUM MEXIY 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 narpieHTuTe ¢ yBpeaeHa 0b0peuHa GpyHKIus
(xpeatrHnHOB KiaupbHC <10 ml/min) u 3apaBute unauBuau. [IpoyuBanusTa mokasear, ue okoso 57%
oT OeJsI3aHus C PaIMOAKTHBHY U30TOITH OJIAH3AINH Ce YCTAHOBSBA B YpUHATA TJIABHO O] hopMaTa Ha
MeTaboNnTH.

YepHopoOHO YBpekKIaHE

Mautko npoydBaHe 3a BIMSHUETO Ha HapylieHata QyHKIMS Ha YepHUsI Jpo0 MpH 6 MarreHTH ¢
KIMHUYHO 3HauuMa (kiac A (n = 5) u kinac B (n = 1) no knacuduxkarmsra Childs Pugh) muposa
yCTaHOBsBA cJ1ad eeKT BhPXY (hapMaKOKMHETHKATA HA OJIAH3AIHH, TIPUIIOKECH MEPOPATHO

(2,5 - 7,5 mg equHUYHA [103a): TAITUEHTUTE C YMEPEHA JI0 TEXKKA YePHOAPOOHA TUCHYHKITISI TMaT
JIEKO 3aBUIIIEH CUCTEMEH KITMPHHC U MO-KPAThK SIIMMHHAIIMOHCH TIOTYKUBOT B CPAaBHEHUE C
marueHTuTe 06e3 YepHoApoOHa auchyHkuus (n = 3). [loBeyeTo OT MAIlMEHTHUTE ca MyIIayu ¢ [UPO3a
(4/6; 67 %), otkonkoTo naiueHTn 0e3 uepHoapoOHa auchyHkiwms (0/3; 0 %).

[Iymene
[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 OJIaH3allMH € NO-HUCHK MPU NAUCHTUTC B HAlIPpC/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 IMOJTYXKUBOT € 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 OJIAH3AINH € TI000HA TIPY FOHOIIH 1
BB3pACTHU. B KIMHWYHY NMPOYYBaHUS CpeIHATA EKCITO3UIMS Ha OJIaH3aIMH € 0K0oJI0 27% mo-BHUCOKa
npu toHoIHU. JleMorpadckute pa3imuyus MeXAy FOHOIIN U Bh3PAaCTHU BKIIFOYBAT IMO-HUCKO CPEIHO
TEJIECHO TETJIO M MO-MaTbK Opoii myraun rnpu roHommre. [1ogo0Hu hakTopu € Bb3MOKHO Ja
CBJICHCTBAT 3a MMO-BUCOKATa CPEIHA SKCITO3UIIHSI, HAOJI0JaBaHa ITPY FOHOIIIH.

5.3 IIpeakJMHUYHU JAHHH 32 0€30MACHOCT

chpa (IpH eANHUYHA 103a) TOKCUIHOCT

[Tpu3HaIUTe HA TOKCUYHOCT TPH MEPOPANICH MPHEM TPU IPU3AYHUTE Ca XaPAKTEPHHU 38 MOIITHUTE
HEBPOJICIITUIN: XHUITOAKTUBHOCT, KOMa, TPEMOP, KIIOHHYHHU KOHBYJICHH, CATUBAIINS, U TIOTHCKAHE Ha
HaanaBaHeTe. CpeHUTE JIETAIHHU 103U ca npubausuTenno 210 mg/kg (3a mumkn) u 175 mg/kg (3a
wibxoBe). Kyderata nonacsar exuanyHa 103a 10 100 mg/kg 6e3 na ce HaOmro1aBa JeTaneH u3Xo/.
KbM KIMHUYHUTE TPU3HAIM CMIAJAT CEIUpPaHe, aTaKCUs, TPEMOP, YCKOPEH ChP/ICUCH PUTHM,
3aTPyIHCHO AMIIAHE, MHO03a, U aHOpeKcHs. [Ipu MaliMyHH eAMHUYHM ITepopainu 103 10 100 mg/kg
BOJISIT JIO TIPOCTPAILIUS, & BACOKUTE JIO3U H JI0 HEITbITHA 3ary0a Ha Ch3HAHUeE.

TOKCHYHOCT IpY MHOTOKPATHO IPUIIOKEHHE

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 iepuepH XeMaTOJIOTHYHH HapyIIeHus. Pa3BrBa ce ToyepaHc KbM
notuckanero Ha [{HC. [Tapamerpute Ha pacTeka HaMamsBaT MPH BUCOKH J03W. [Ipu mirsxoseTte ca
HaOI0JaBaHU 00paTMK e()eKTH, KOUTO ca B Pe3yJITaT Ha IMOBUIIICHN HUBA HA NPOJIAKTHHA U
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BKJIFOUBAT: HAMaJIsSIBaHE TETJIOTO HA SIHYHUITUTE U MaTkKarTa, KakTo 1 MOp(i)OJIOFI/I‘-IHI/I IIPOMCHU BLB
BJIaraJIMIIHUA CIIMTCII U B MJIICYHHUTC XKJIC3U.

XeMaToJ0THYHA TOKCHYHOCT

Edextn BppXy XeMaTOJIOTHIHUTE TTAPAMETPH CE YCTAHOBSIBAT IPH BCHUYKH N3CJICABAHH BHIOBE
JKUBOTHHM, BKJIFOUUTEIHO J1030-3aBUCUMO IIOHIDKEHHE Ha LIUPKYJIHUPALIUTE JICBKOLUTY IPU MUIIKU U
HecTeUpUIHO HaMaJleHHe 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 (oO1aTa eKCrio3uis Ha ojlaH3aIllH [ILIOI 0T
kpuBarta] € 12 10 15 mbTH NO-BUCOKA OT Ta3M MPH YOBEKa, IPY IPUEM Ha 1032 OoT 12 mg IHEBHO), ce
HaOIroaBa oopaTrMa HEYTPONEHHs], TPOMOOUTONEHHS MK aHeMusL. 1Ipy nuToneHnYHN Ky4yeTa He
ca HaOIo1aBaH! HeKelaH! e(peKTH BbpPXY MPOTEHUTOPHHUTE KIIETKU HITH MPOIU(pEPUpPAINTE KIETKH B
KOCTHHSI MO3BK.

PenpoayKTHBHA 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
MaKCHUMaJHAaTAa JI03a IPH X0parta), a peNnpoyKTHBHHUTE ITApaMETpPH Cca 3aCeTHATH MPH ILThXOBE, Ha
KOHUTO € JaBaHa 103a oT 3 mg/kg (9 mbTH O-BUCOKA OT MaKCHMaJIHATa J03a IIPU Y0BeKa). B
MOKOJICHUETO Ha TUThXOBETE, Ha KOUTO € JIJaBaH OJIaH3alliH Ce Ha0Jr01aBa 3a0aBsHE B Pa3BUTHETO HA
TUI0/Ia ¥ IPEXOTHO 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 TabneTkara

JlakTo3a MOHOXUApPAT
Xumponosa

Kpocnosugon
MukpokpucTaiHa eyio3a
MaruesueB cTeapat

Tabnerna o0OBMBKa

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

SIIMBHO CMHBO MAcTHJIO (IIeJUIaK, 6€3BOJIEH €TaHOJI, H30TPOIMIIOB aJIKOX0J, OYTHIIOB aJIKOXOJI,
MIPOITHJICHTIIMKOJI, aMOHHUEB XUAPOKCHI, MHANTOKapMuH E132)

ZYPREXA 15 mg obeumu mabiemxu

Xumpomenosa

OrnBeTsBalIa cMec CBETIIO CHHBO (TUTaHHEB Auokcux E171, 1akTo3a MOHOXUAPAT, XUIIPOMEII03a,
TpHUAIETHH, HHAUToKapMuH orBetuten (E132))
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Kapny0a Bakc

ZYPREXA 20 mg obeumu mabiemxu

Xumpomenosa

OugetsBaria cMec po3oBa (TutanueB quokcu E171, Mmakporon, 1akTo3a MOHOXUAPAT, XAIIPOMEI03a,
CHHTETHYCH YePBEH JKeNe3eH OKCH/)

Kapny6a Bakc

6.2 HecnbBMecTHMOCTH
Henpunoxxumo
6.3 Cpox Ha roaHOCT

ZYPREXA 2.5 mg 00BuTH TabJIETKH
2 TOOUHH.

ZYPREXA 5 mg, 7.5 mg, 10 mg. 15 mg u 20 mg 00BUTH TaOIETKH
3 roguHu.

6.4 CroenuajJHU yCJIOBHUSI HA ChbXPaHEHHUE
Ha ce cbxpaHsiBa B OpUrMHAIHA ONAKOBKA, 3a Jla CE MPEe/Na3u OT CBETJIMHA U BJara.
6.5 Buau chabp:kaHue HA OMAKOBKAaTAa

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

He Bcuuku BUOBE ONMaKoOBKH MOrar a ObAaT MyCHATH Ha masapa.
6.6 CrnenuajaHu nNpeanasHu MepKHU NP U3XBbPJIsiHE

Hsama CricuyaJiIHi N3MCKBaHUA.

7. INPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

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

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/96/022/002 - ZYPREXA — 2,5 mg - o0BuTH TaOneTku - 28 Ta0JIETKH, B ONIAKOBKA.
EU/1/96/022/019 - ZYPREXA — 2,5 mg - oO6BuTH TabneTku - 56 Ta0IeTKH, B OMAKOBKA.
EU/1/96/022/023 - ZYPREXA - 2,5 mg - 00BuTH TaONETKH - 35 TaOJIeTKH, B ONIAKOBKA.
EU/1/96/022/029 - ZYPREXA - 2,5 mg - o0ButH Tabnetku - 70 Ta0IeTKH, B ONIAKOBKA.
EU/1/96/022/035 - ZYPREXA — 2,5 mg - o6ButH Tabnetku - 98 TadiieTky, B OMaKOBKa.
EU/1/96/022/004 - ZYPREXA — 5 mg - 00BUTH TabJIeTKH - 28 TaOJETKH, B OTIAKOBKA.
EU/1/96/022/020 - ZYPREXA — 5 mg - 00BUTH TaOIETKH - 56 TabJAETKH, B OTIAKOBKA.
EU/1/96/022/024 - ZYPREXA — 5 mg - 00BuTH Ta0neTku - 35 TaOJIETKH, B ONIAKOBKA.
EU/1/96/022/030 - ZYPREXA — 5 mg - o6BuTH TabyieTku - 70 TabJETKH, B OIIAKOBKA.
EU/1/96/022/036 - ZYPREXA — 5 mg - 06BuTH TabneTku - 98 TabNeTKH, B ONaKOBKA.
EU/1/96/022/011 - ZYPREXA — 7,5 mg — 00BuTH TabyieTKH - 28 TaOJCTKH, B OIIAKOBKA.
EU/1/96/022/006 - ZYPREXA — 7,5 mg - 00BUTH TaOJETKH - 56 TabIETKH, B OITAKOBKA.
EU/1/96/022/025 - ZYPREXA — 7,5 mg - o0BUTH TaONeTKH - 35 TaONeTKH, B OTMIAKOBKA.
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EU/1/96/022/031 - ZYPREXA — 7,5 mg - oOButH TabseTku - 70 TabJIETKH, B ONTAKOBKA.
EU/1/96/022/037 - ZYPREXA — 7,5 mg - o0BUTH TabneTKH - 98 TabneTKy, B OMaKOBKa.
EU/1/96/022/009 - ZYPREXA — 10 mg - 06BuTH TabyeTKH - 28 TaOJICTKH, B OIIAKOBKA.
EU/1/96/022/010 - ZYPREXA — 10 mg - o0BuTH TaOneTKH - 56 TabJaeTKH, B OIIAKOBKA.
EU/1/96/022/026 - ZYPREXA — 10 mg - 06BuTH TabJieTKH - 35 TaOJIETKH, B OITAKOBKA.
EU/1/96/022/032 - ZYPREXA — 10 mg - o6BuTH TabineTku - 70 TaOJIETKH, B OIIAKOBKA.
EU/1/96/022/038 - ZYPREXA — 10 mg - o6BuTH TabieTKH - 98 Ta0JIETKH, B OIIAKOBKA.
EU/1/96/022/012 - ZYPREXA — 15 mg — o0BUTH TaONeTKH - 28 TaONeTKH, B OMIAKOBKA.
EU/1/96/022/021 - ZYPREXA — 15 mg - 00BUTH TaOJETKH - 56 TabieTKu, B OTMIAKOBKA.
EU/1/96/022/027 - ZYPREXA — 15 mg - 06BuTH TabneTKH - 35 TaOJIETKH, B OITAKOBKA.
EU/1/96/022/033 - ZYPREXA — 15 mg - o6BuTH TabneTku - 70 TaOJIETKH, B OITAKOBKA.
EU/1/96/022/039 - ZYPREXA — 15 mg - 00BuTH TabJeTKH - 98 Ta0JIETKH, B OIIAKOBKA.
EU/1/96/022/014 - ZYPREXA — 20 mg — 00BuTH Ta0JeTKH - 28 TaOIETKH, B OITAKOBKA.
EU/1/96/022/022 - ZYPREXA — 20 mg - 00BUTH TaOJETKH - 56 TabieTKu, B OMIAKOBKA.
EU/1/96/022/028 - ZYPREXA — 20 mg - 00BuTH TabJETKH - 35 TaOJICTKH, B OTIIAKOBKA.
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 ONaKOBKA.

9. JATA HA II'bPBO PA3ZPEIIABAHE/NIOJHOBSIBAHE HA PA3SPEHIEHHUETO 3A
YIIOTPEBA

[Jata Ha repBO pazpemanane: 27 centemBpu 1996 r.
Hata Ha nocneano nonHoBsiBane: 12 centemspu 2006 r.

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

[TonpoOHa nHOpMaIKs 3a TO3M JICKApPCTBEH MPOAYKT € MPeIocTaBeHa Ha yeOcaiiTa Ha EBpomneiickara
areHIys 1o JiekapcTBaTa http://www.ema.europa.cu
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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). Cnen MpUTrOTBSIHE BCEKHA MIUTWIATHD OT
pasTBOpa ChIBPKA 5 Mg OJIAaH3AIHH.

IToMOIIHO BEIIECTBO ¢ U3BECTHO JICHCTBUE: BceKU (IIaKOH Chabpika 50 mg 1akTo3a MOHOXHIPAT.

3a IBJIHUA CIIMCHK Ha ITOMOILHUTE BEIECTBA BIKTE 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 mepopanHara Tepanus He € noaxoxasma. Jleuenuero cbec ZYPREXA npax 3a HHXEKIIUMOHEH
pasTBOp TPsIOBA 1A Ce MPEYCTAHOBH U Ja C€ MPOIBIDKH ¢ TIPIIIOKCHUETO Ha TIEpOpaJieH OJIaH3aIHH,
BeJIHATa IIIOM TOBA € KIIMHUIHO YMECTHO.

4.2 /lo3upoBKa M HAYMH HA MPUJIOKEHHE

Bn3pacTHu
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 JJHeBHaA /1032 OJlaH3anuH (BKIIOYBAIIla BCUYKH JIEKAPCTBEHU ()OPMU HA OJIAH3AINH) €
20 mg.

[penopbuBanara HavyanHa 103a ¢ 10 mg onaH3anvH THEBHO, MPUIOKEHA KaTo €Ha HHTPaMyCKYJIHA
uWHKeKus. Moye /1a ce mpuiara rmo-Hrcka go3a (5 mg wnum 7,5 mg), Ha 6a3aTa Ha WHIWBUIYATHHS
KIIMHUYCH CTATyC, KOSTO TPSAOBA Jla BKIIFOYBA CHIIIO Pa3rIekKAaHe Ha Beue MPUIOKCHUTE JICKAPCTBCHH
MPOAYKTH, KAKTO KaTO MOIbPIKAIIa TEparus, Taka U KaTo JICUCHHE HA OCTPOTO ChCTOSIHHE ( BK.
Touka 4.4). B 3aBUCHMOCT OT UHIAMBUIYAIHUTE 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 ma ce mpaBsAT moBede OT 3 WHKEKIIUH 32 BCEKH 24-9acOB ITEPHOJT M MaKCUMaJTHATA THEBHA
nmo3a ot 20 mg olanzapine (BKITF0OYBaIa BCHYIKH JIEKapcTBeHH (hOpMH) HE TpIOBa 1a Ob/ie
MPEBUIIIABAHA.

ZYPREXA mpax 3a HHXXEKIIMOHEH pa3TBOP TpsiOBa J1a ce pa3TBaps CIOpe] yKa3zaHHsATa B ToUKa 6.6.
3a 1onbpIHUTENTHA HHPOPMAIHS OTHOCHO IPOIBIDKUTEITHOTO JICYSHUE C ITepopajieH oJlaH3amuH (5 10

20 mg naeBHO) BmkTe KpaTka xapakrepuctika Ha mpoaykra ZYPREXA o6BuTH TabneTkn uiu
ZYPREXA VELOTAB Ta0neTku, Tucrieprupaiiy ce B ycrara.
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CrienmanHy TOIyJIalluU

Cmapuecka 6v3pacm

IIpu maruenTH B HanpeaHaiza Bp3pact (> 60 romrHN) € mpermophbUnuTEIIHO Aa ¢€ 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 WHKEKIMH U MaKCUMallHaTa JHEBHA /1032 oT 20 mg (BKIIIOYBAIA BCUUKH JICKAPCTBEHU
(hopmH) Ha OJIaH3aIMH HE TPSOBA Aa OBbAC MPEBUINIaBaHA.

bvopeuno u/unu uepnodpobro yepescoane

[Ipu TakuBa nanmeHTH TPsIOBaA Ja ce 3amoyvHe ¢ Mo-HUCKa HavyaiHa 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 yBenuyaBa ¢ TIOBUILIEHO BHUMAaHHE.

Ihwauu

Jlo3ata ¥ JI030BHTE TPaHUIIM HE TPSOBA Ja ce MPEH3YUCIIBAT PYTHHHO 32 HEMyIIauyuTe B CPAaBHEHUE C
JI03UTE TPH NalMeHTHTE mymadu. [IyneHero Moxe J1a MHIynupa MeTaboIn3Ma Ha OJIaH3aIuH.
[penopbuBa ce KIMHUYHO MOHUTOPUPAHE M MOXKE JIa C€ MMa MPE/IBU/I TIOBHIIIABaHE Ha J03aTa Ha
OJIaH3allH, aK0o € He00X0IuMO (BK. Touka 4.5).

Koraro e nanwuiie moede ot enuH 3a6asi MmeTabomu3Ma GpakTop (KEHCKH MO, CTapyecKa Bb3pacT,
HeIynIa4yn), TpsOBa Jla ce NMa peIBUI HaMallsiBaHe Ha Jo3aTa. [Ipy TaknBa manueHTy TpsoBa 1a ce
MOJXOIM KOHCEPBATHBHO MPU HEOOXOAMMOCT OT IOMBJIHUTEITHH UHXKEKIIH.

(Bwxre Touka 4.5 1 Touka 5.2.)

Ileouampuuna nonynayus
Hsma onut npu nena. ZYPREXA npax 3a MHXKEKIIMOHEH pa3TBOP HE Ce MPUIIOPBYBa 3a yrnoTpeda mpu
Jie1ia ¥ opacTBaly HOPay JIMIICA HA JaHHU 3a 0€30MacHOCT U €UKACHOCT.

4.3 IlpoTuBOMOKA3aHUSA

CBpPBXYYBCTBUTEIHOCT KbM aKTUBHOTO BEIIECTBO MJIM KbM HIKOE OT TOMOIITHUTE BEIIACTBA,
n30poeHu B Touka 6.1. [TanmeHTH, 32 KOUTO € U3BECTHO, Y€ MMA PUCK OT TECHOBI'BbIIHA IJIAYKOMA.

4.4 ChneunuajaHu npeaynpeskaeHus U Mpeana3Hd MepKH NpU ynorpeda

EdukacHocTTa Ha HHTpAMYCKYJTHHS OJIaH3alWH HE € U3CIeIBaHa NPH MAIeHTH C HAIIPETHATOCT U
MIOBEJICHYECKH PAa3CTPOICTBA, KOUTO HE Ca CBBP3aHU ¢ MU30(PEHNS MITH MAHUIHU €TTU30/TH.

Hecrabunnu 31paBOCIOBHH CHCTOSTHUS

OmnanzanuH He TpsAOBa [1a ce mpujara MHTPaAMYCKYITHO TPH IMallMeHTH ¢ HECTA0MITHO 3/IPaBOCIIOBHO
CBCTOSIHUE, KATO OCTHP MHOKapIeH HH(APKT, HECTAOMITHA CTEHOKAPH, TeKKa XUTIOTOHHS W/WITH
Opajaukapaus, CHHIPOM Ha OOJIHUS CUHYCOB BB3€Il WIH CJIE] Chp/ICYHa orneparus. AKO He MOXe Ja
ObJlc CHeTAa aHAMHE3a Ha MalMeHTa 3a HAKOE OT Te3U HeCTAOMIHU ChCTOSIHUS, TPSIOBA J1a CE MPEICHST
PHCKOBETE U MPEAUMCTBATa Ha HHTPaMYCKYJHOTO MPUIOKEHUE HA OJIaH3aIIMH B CPABHEHUE C JPYTH
aNTepHATHBHU METOAM Ha JICUCHHE.

EnHOBpeMeHHO NpriioskeHUe Ha OSH30MAa3CUHH U JIPYTH JICKAPCTBEHU TPOIYKTH

Tps6Ba ga ce 0ObpHE clieMaIHO BHUMaHHUE Ha MAIMEHTH, KOUTO Cca MOJIy4aBajd JICUCHUE C APYTH
JIEKapCTBEHU MPOIYKTH, MOBIHMSIBALIN XEMOINHAMUKATA 110 HAYWH, OJOOCH Ha TO3U Ha
MHTPaMYyCKYJIHHUS OJaH3allMH — BKIIOUYUTEIHO APYTH aHTUIICUXOTHLH (IIEPOPAIHU U/WUIH
WHTPaMyCKYJIHH) 1 OeH301na3enuuu (BX. Touka 4.5). Muoro psaxo (< 0,01%) e crobmaBano 3a
BpPBH3Ka BbB BPEMETO HA JICYEHHETO C MHTPAMYCKYJICH OJIaH3aIMH ¥ XUITOTOHHUS, OpajiiKapaus,
MOTUCKAaHEe Ha JIMIITAHETO U CMBPT, 0COOEHO MPH MAIMEHTH, KOUTO ca MMoJy4YaBaii OCH301Ha3eTHHA
W/WIM IPYTY aHTUTICUXOTHLH (BXK. TouKa 4.8).
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EnnoBpeMEeHHOTO MH)KEKTHpAaHE HAa HHTPAMYCKYJICH OJIaH3aIMH W TTapeHTepaieH OeH30ia3enH He
ce MpenopbuBa, NOPaIu B3MOXKHOCTTA 3a PEKOMEPHA Celalys, KapAHOpecIupaTOpHa IENpecus 1 B
MHOT'O PE/IKH CIIydan CMBPT (BK. Touka 4.5 1 Touka 6.2). AKO ce IpeleHy, Ye MalUeHThT ce HyXKaae
OT HapeHTEepaIHO JieueHne ¢ OEH30AMA3EINHM, TO TPSIOBa J1a ce MPUIIOKH [TOHE eIUH Yac ClIe]
WHTPaMyCKYJTHOTO MPIIIO’KEHUE Ha OJIaH3aNmMH. AKO Ha MaIMeHTa € HalpaBeH MapeHTePaTHO
OeH30/1Ma3enH, MHTPaMyCKYJTHOTO MIPHIIO’KEHNE Ha OJTaH3aMUH TPsOBa J1a ce MMa MPEABHIL CaMO CIIe]
BHUMATeIHA MpeleHKa Ha KITMHIYHUS CTaTyC U MAMeHTHT TPsiOBa BHUMATEIHO Ja 0b1e
MOHHMTOPHUPAH 32 MIPEKOMEPHO CEeIMpaHe U MOTUCKAHE Ha ChpeuHaTa JeHHOCT U AUILIAHETO.

XUMOTOHUS

MHOro0 BayKHO €, MalMeHTHUTE JIEKYBaHHU C OJIAH3aIMH HHTPAMYCKYIIHO, 1a ce HaboJaBaT 3a mosiBa Ha
XUTIOTOHHUSA, BKIIOYUTETHO OPTOCTATHYHA XUTIOTOHHS, OpaAMapuTMHS W/WITH XUTIOBESHTHIIAIHS,
0Cco0EeHO TIpe3 MBEPBUTE 4 Yaca clie]] HIKEKTUpPaHe, a OJTM3K0TO POCeasiBaHe 1a TPOIBIDKA U CIIE]T
TO3U MEPHUOJI, aKO € KIIMHUYHO IT0Ka3aHO. APTEPUAITHOTO HAJISATaHe, MyJica, AuXaTelHaTa 4ecToTa U
MIPOMEHUTE B Ch3HAHKUETO TPSAOBA J]a ce MPOCIIEIBAT PEAOBHOM aKO € HeOOXOMMO, J1a Ce MPOBEIE
nedenue. [TanmenTure TpssOBa 1a OcTaHAT HA JICTJIO, aKO MMAT 3aMalBaHE WU CHHIMBOCT CIIE]
WHKEKIHATA, JJOKATO MperJie/ia YCTAHOBH, Y€ He CTPaNaT OT XUIIOTOHMS, BKIFOUYMUTEITHO OPTOCTATHYHA
XUTIOTOHUSA, OpaAMapUTMHUS W/WITH XUTIOBEHTHIIAIHS.

BesonacHocTTa M epeKTUBHOCTTA HA MHTPAMYCKYJIHHS OJTaH3aIlUH HE € OLICHSIBAaHA MPH MAIUEHTH C
AJIKOXO0JIHA WJIM JIEKapCTBEHA MHTOKCUKAIMA (KaKTO C MPEANMCaHNTaKa U ChC 3a0paHeHH
JIeKapCTBEHU MPOJYKTH) (BXK. TouKa 4.5).

[cuxo3a, cBbp3aHa ¢ IEMECHIIUS, W/WIK TTOBEICHICCKU HAPYIIICHHS
OaH3anvH He ce MPernopbyBa 3a ynoTpeda NpH MarueHTH ¢ IICHX03a, CBhp3aHa ¢ JIEMEHIINS, H/WITH

MOBEICHYCCKY HAPYIIICHUS, TIOPaJId YBEINYaBaHE Ha CMBPTHOCTTA M PUCKA OT MO3bYHOCHIOBH
MHIUICHTH. B miane6o KOHTpoIupaHu KIMHUYHY NPOYYBAHUS (C IPOABIDKUTEIHOCT 6-12 ceMuIin)
IIpY MAIMEHTH B HAIIPeHaJIa Bh3PACT (Cpe/iHa Bb3pacT 78 rOMHM) ¢ TICMX03a, CBhp3aHa ¢ JCMEHIIUS,
W/WITY TIOBEJICHYECKU HapYyIICHHS, € HAOJII0IaBaHO 2-KpaTHO YBEIWYaBaHEe HA CMBPTHOCTTA TIPU
NAIMEHTHTE, JICKYBaHH C OJIAH3AIVH, B CPABHEHHE C MAICHTHTE, TPETUPAHU ¢ TU1ae00 (ChbOTBETHO
3,5% cupsmo 1,5%,). [lo-BrcokaTa cMBPTHOCT HE € CBBP3aHa C JI03aTa Ha OJIAH3aIMH (CpeaHa THEBHA
n03a 4,4 mg) WK ¢ MPOAB/DKUTEITHOCTTA Ha JISYSHNUETO. PUCKOBUTE (DaKTOpH, KOUTO MOTAT Jia
MIPeIPa3noI0kKaT Ta3u MOIYJIAIUS MalMEHTH KbM YBEIIMYeHA CMBPTHOCT, BKJIFOUBAT BB3pPacT > 65
TOJIMHY, TUcdarus, ceaalus, HapyIIeHo (He0CTaThYHO) XPaHEHE U JeXUaApaTalus, 0eI01po0oHH
3a0oisaBaHuMs (HAIp., THEBMOHUS ChC WM 0€3 acTiipanysi) Win eTHOBpeMeHHa ynorpebda Ha
OCH30/IMa3eNHN. BhIpekn ToBa yecToTaTta Ha CMBPTHHTE ClTy4yad ¢ Ouiia Mmo-BUCOKa MpU
MAIMEeHTHUTE, ICKYBaHU C OJIaH3aITNH, B CPAaBHEHHUE C TUIAIe00-TPETUPAHUTE MAIIMEHTH HE3aBHCUMO OT
TE3U PUCKOBH (DaKTOPH.

B chuuTe KIMHUYHY POYYBaHUS MMa ChOOLICHHUS 32 MO3bYHOCHI0BU Hexenanu cboutus (MCHC,
HArp., HHCYJIT, IPEXO0/IeH HCXEMHYEH IPHUCTHIT), BKIFOUUTEIHO U ¢ (artanen u3xon. Habmonasano e
3-xpatHo yBennyaBane Ha MCHC npu manuenTH, IeKyBaHHU ¢ OJaH3aINH, B CPABHEHHUE C TTAI[HEHTHTE,
Tperupanu ¢ mianedo (cporBeTHO 1,3 % cupsamo 0,4%). Bendku nanueHTH, JIEKyBaH! C OJIAH3AIMH
WY I1ane6o, Ipu KOUTO ca HaOII01aBaH! MO3bYHOCHI0BU HEXKETaHH ChbOUTHS, ca C MpeAIIeCTBaIlU
puckoBHU ¢paxkTopu. Be3pact > 75 roAMHU U CHJOB/CMECEH THII IEMEHLUS ca NISHTU(UIUPAHN KaTO
puckoBu ¢axtopu 32 MCHC BBB Bpb3Ka € JICUEHHETO C OJaH3alluH. B Te3u npoy4BaHus He €
yCTaHOBEHa e(pMKACHOCTTA Ha OJIAH3AIIHH.

Bonect Ha [TapkuHCOH

Ynorpebara Ha oJlaH3aIWH 32 JICYCHUE Ha IICUX03U TIPY NAIMEeHTH ¢ OoJecTTa Ha [lapKkuHCOH,
CBBbpP3aHH C IpreMa Ha JOTTAMUHOB arOHUCT, HE CE MPENophiBa. B KIMHUYHU POYyYBaHHUS MHOTO
YECTO U MO-YECTO B CPaBHEHHE C TUIANE00 ca TOKJIaIBAaHH BIIOIIABaHE HA MAPKUHCOHOBATA
CHMITTOMATHKA 1 XaJFOIMHAINHA (BXK. Touka 4.8), a o1aH3anuH He € Mo-eEeKTUBEH OT IUIaredo mpu
JIieYeHne Ha ICUXOTHYHU CUMIITOMHA. B Te3u nmpoy4BaHus ce M3UCKBaA MAIMEHTHTE 1a ObAaT
IbPBOHAYATHO CTA0MIN3UPAHY C Hail-HHUCKaTa e)eKTUBHA /1032 aHTUIAPKIMHCOHOB JIEKApCTBEH
MPOAYKT (JIONMAaMHHOB aroHKCT) | JIa 3aMa3sT ChIIUTE aHTUIIAPKUHCOHOBH JICKAPCTBEHU MPOTYKTH H
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JIO3MPaHUs 110 BpeMe Ha mpoy4yBaneTo. ONaH3amyH € 3a104YBaH B JI03H OT 2,5 mg/MHEBHO U TUTPUPAH
JI0 MaKCUMyM 15 mg/mTHEBHO 1O PELieHKa Ha M3CIICA0BATEIIS.

Hesponentuuen manuraer cugapom (HMC)

HMC e noteHIMamHO KHUBOTO-3aCTPAIIABAIIO ChCTOSIHAE, CBBP3aHO C JICUYCHHETO C AaHTUIICUXOTUYHU
JIeKapCcTBEHU NMPOoAyKTH. Psinko ca moxnmaaBanu u cryyan Ha HMC, cBbp3anu ¢ mpuemMa Ha oJlaH3aIiH.
Knnanaante nposieBn Ha HMC ca xunepnupekcus, MyCKyJIHa PUTHAHOCT, HAPYIIEHUS B MECJIOBHHS
npolec ¥ JaHHU 3a BereTaTHBHA HECTAOMIIHOCT (IPOMEHH B MyJIca WIIM apTePHAIHOTO HAATaHE,
TaXUKapaus, U3MOTABAHE U OTKJIOHEHUS B ChbPACYHUS pUTHM). JOMBIHUTETHUTE IPU3HALIA MOTaT J1a
BKJIIOYBAT ITOBUILIEHUE Ha KpeaTuH (ocdoknHazata, MUOTIIOOMHYpHs (pabaoMHoIn3a) 1 0cTpa
0BpOpedYHa HETOCTATHYHOCT. AKO MAIMEHT pPa3Bre MPU3HAITH U-CHMIITOMH, TToKazatenHu 3a HMC, nimmn
MMa HESICHO TeMITEpaTypHO ChCTOSHUE 0e3 ApyTy KIMHUYHHE 1posiu Ha HMC, mpueMbT Ha BCHUKH
AHTHUIICUXOTUYHH JIEKapCTBa, BKIIFOUMTEITHO U Ha OJIAH3aIMH, TPSOBa /1a Obe MpeyCTaHOBEH.

XUNepriuKeMus U Ana0eT

Heuectu ca choOmIeHHATA 32 XUTICPTIIMKSMHES W/WITH Pa3BUTHE, WK 000CTPSHE HA THAa0CT, TOHIKOTa
CBBP3aH ¢ KeToaI|uA03a WM KOMa, BKITFOUNTETHO U daTaieH u3xo (BX. Touka 4.8). B HAKoU cimydyaun e
JIOKJIAJIBAHO TIPEJIIIECTRAIIO MTOBUIIABaHE HA TETJIOTO, KOETO MOXKe Jia ObJie Ipepa3smnoiarail GakTop.
[IpernopbuUTETHO € CHOTBETHO KIIMHUYHO MOHUTOPHUPAHE, CIIOPE]] M3IIOJI3BAHUTE YKA3aHUS 32
ynorpe0a Ha aHTUIICUXOTUYHU CPEJICTBA, HATPUMEP M3MEPBaHE Ha KPhBHATA 3aXap Ha M3XOJHO HUBO,
Ha 12-Ta ceMuIia Clie/T 3aI0YBaHe Ha JICYSHUETO C OJIAH3AIMH U CJie] ToBa exeronHo. [lanuenrture,
JICKyBaHU C aHTHIICUXOTUYHU JIeKapcTBa, BKinounteHo ZYPREXA, Tpsa6Ba na ce HabmogaBar 3a
NPU3HAIM U CHMIITOMH Ha XUITEPIIIHKEMUs (KaTO HApPUMEp MOJIUUIICHS, TTIOTUYPHUS, TOJIUarus u
c1abocCT), a MaIMeHTUTE ChC 3aXapeH AunadeT WK Te3H ¢ PUCKOBU (HDaKTOPH 3a 3axapeH IuadeT TpsOBa
Jla ce MOHHTOPHUPAT PEJIOBHO 3a BIIOIIABAaHEe HA KOHTPOJIA Ha Iitoko3aTa. Termoro TpsOBa na ce
MOHHTOPHUPA PEIOBHO, HAIPUMEP Ha M3XOJHO HUBO, Ha 4-Ta, 8-Ta U 12-Ta cenqMuIla ciie/l 3aro4YBaHe
Ha JICYUEHHETO C OJIAaH3aMMH U CJIe]] TOBa Ha BCEKU TPH Mecella.

IIpoMenu B tMnuauTe
Hab6momaBat ce HexxeNaH! IPOMEHH B JIUIHUANTE TIPH IMAIIMCHTH, JICKyBaHHU C OJIaH3aIiH B TU1ane6o

KOHTPOJIMPAaHH KIMHWUYHU U3MUTBaHMS (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 HApyLIECHHUA B Iunuaute. [Ipn nanueHTuTe, JeKyBaHU C 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 KIIMHUYHYU TPOYYBaHUS C TIepopaiHaTa My (hopMa JIOKa3Ba, 4e YeCTOTaTa Ha Bh3HUKBAHE Ha
CBBP3aHH C TOBA WHIMIEHTH € HUCKA. T'hil KaTO KIMHUYHHAT OIUT C OJIAH3AIHH MPY TAIIHeHTH ChC
CBHITBTCTBAIIN 3a00JIIBAHUS € OTPaHWYEH, MTPETOPHYBA C€ TOM Ja Ob/Ie H3MICBAH C TIOBUIIICHO
BHMMaHHE Ha MAIMEeHTH C XUIepTpodus Ha MPpOCcTaTaTa WK MapaTUTHICH WIEYC, U CBBP3aHHU C TOBA
CBHCTOSIHHUSL.

YepHonpoOHa hyHKITHS

YecTo ca HaOIIOIaBaHU MPEXOTHN, OE3CUMIITOMHHY ITOKAYBaHHS HAa YEPHOAPOOHUTE
amuHOoTpanchepasnALT u AST, ocoOeHO B paHHUS eTal Ha JIedeHNETO. M3ucKBa ce TIOBHUIIIEHO
BHUMaHWME NpH nareHTuTe ¢ mosumeHn ALT n/umu AST, mpu kouTo ce HaOIrogaBaT MPU3HAIM U
CUMITOMH Ha YEPHOJAPOOHO YBpEXKIaHE, KAKTO U MPH MANUEHTH C TIPEIUIIHU 3a00/IsIBAaHUS, CBhP3aHH
C OrpaHWYeHU (YHKIIMOHAIHU PE3€pPBU Ha YEPHUS APOO WM TAKUBA, KOUTO ca OWIIH JICKYBaHH C
MOTEHI[UATHO XENaTOTOKCHYHN MEIUKaMEHTH. B cilydyanTe, KOrato € JUarHOCTULIUPAH XeTaTUuT
(BKITIOUMTETHO XETATOLETYIapHO, XOJIECTAaTHYHO WIIH CMECEHO YepHOAPOOHO YBpeKaaHe),TpsoBa 1a
0bJIc MPEKHCHATO JICUCHUETO C OJIAaH3AIHH.
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Heyrtponenus
Heobxomumo e BHUMaHKE TIPY TMAIIMEHTUTE, KOUTO TI0 HIKaKBa MPUYMHA ca C O-HUCHK Opoil Ha

JICBKOITUTHUTE W/WITH HEYTPOPUINUTE, TIPH MAIUSHTH 32 KOUTO € M3BECTHO, Y€ MOJTy4aBaT MPOAYKTH,
MPUYUHSBAIIY HEYTPOIICHUSI, TTPH MAI[UCHTH C aHAMHE3a 3a JICKApPCTBEHO WHAYIIUPAHO MOITUCKAHE Ha
KOCTHUSI MO3bK/ KOCTHO-MO3bYHA TOKCUYHOCT, IIPH MAIUEHTH C MOJITHCKAHE Ha KOCTHHUS MO3bK
NOpaJii ChITBTCTBAIIO 3a00JIsIBaHE, JIbUSICUCHUE WITH XUMHOTEPAIHS, KAKTO 1 MPHU TTAIUeHTH C
XUTIEPEO3UHOD TN MITH MEEIIONPOTHdepaTuBHN 3a00s1BaHns. HeyTponeHuss 0OMKHOBEHO ce
HAOJTI0/]aBa YECTO NPU STHOBPEMEHHO MPIJIOKEHUE Ha OJIaH3aITHH C BAIMPOAT (BXK. TOUKa 4.8)

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

QT unTtepBan

B knmuanyHM npoyuBanus ca Habmogasanu HeuectH (0,1% 10 1%) KIMHUYHO 3HAYMMU YABIKABaHUS
Ha QTc-untepBana (QT xopexuus Fridericia [QTcF] > 500 muiucekyHau [msec] 1Mo BCAKO Bpeme
cien m3xoaHoro EKI mpu mammenTn ¢ n3xogro Q7cF < 500 msec) nmpyu MarueHTH, JEKyBaHU C
OJIaH3aIllMH, KOUTO HAMAT CUTHU(UKAHTHY PA3JIU4us B CBbP3aHUTE KapIUOIOTUIHU CHOUTHUS B
cpaBHeHue ¢ wiane6o. Heobxoammo e obade, oaH3amyH 1a ce MPEANKICBa ¢ ITOBUIIICHO BHUMAHE
3aeJIHO C JIEKapCTBEHU MPOAYKTH, 332 KOUTO € U3BECTHO, Ye yabibkaBaT Q7 c-uHTEpBaia, 0OCOOCHO MpH
MalMEHTH B CTapuecKa Bb3pacT, [IPH NalMeHTH ChC CHHAPOM Ha BpoAeH yabkeH Q7, 3acToliHa
ChpACYHA HEJOCTATBYHOCT, XUMEPTPOPUS HA CHPLETO, XUIMOKAIUEMHS WIIN XUTIOMarHe3neMusl.

TpoMO0eMO0IN3EM

Heuecro (= 0,1% u < 1%) ce cpo0miaBa 3a Bpb3Ka BbB BPEMETO MEXKY JICUEHHUE C OJaH3alNH U
BEHO3¢H TpoMOoeMOomu3bM. He € ycTaHOBeHa MPUYHHHO-CIICCTBEHA BPh3Ka MEX/ Ty ITOsBaTa Ha
BEHO3HUS TPOMOOEMOOIU3BM H JICUSHUETO C OJIAH3ANWH. BBIpekn ToBa, Thi KaTO MPU MAI[UCHTUTE C
MU30(QPEHUS YEeCTO Ca HATUIIEC MPUIOOUTH PUCKOBH (PAKTOPH 32 BEHO3EH TPOMOOEMOOIU3bM, TpsiOBa
na ObaT WACHTH(UITUPAHA BCHIKH Bb3MOXKHH pucKoBU (hakTopu 3a BTE, Hanp., o0e3npmkBane Ha
MAIMEHTUTE, U Ja ObJaT NPeANPUETH TPOPUITAKTHIHN MEPKH.

OO06wo xeiicteue Bppxy IHHC

Karo ce umaT nmpeBu OCHOBHHTE eekTr Ha onan3anuH Bpxy [[HC, He0OX01UMO € TIOBHUIIICHO
BHUMAaHHUE MTPH KOMOMHHUPAHETO HA POIYKTA C IPYTH HEHTPATHO ACHCTBAIIH JIEKAPCTBA U AJTKOXOJI.
Tbii KaTO OJIAH3AIINH in Vitro ce MPOABABA KATO aHTATOHUCT Ha JOMAaMHMHA, BE3MOXHO € TOM /1a
aHTaroHu3Mpa e(PEKTUTE Ha MIPEKUTE M HETPEKUTE TOMIAMHUHOBH arOHHCTH.

Ilpunagbim
OmnanzanuH TpsOBa Ja ce Mpuiiara BHUMATEITHO MPU MMAllMEHTH ¢ aHAMHE3a 332 I'bPYOBE MM KOUTO Ca

U3JI0KECHU Ha (PaKTOPHU, KOUTO MOTAT Jla HAaMaJIT T'bpYoBHs mpar. HevecTo ca J0KIaBaHu cliydau Ha
I'bpPUYOBE MTPU TAKKMBA MAIMEHTH, KOUTO Ca JIKYBAHHU C OJIaH3amnuH. [Ipr MoBEeYeTo OT Te3U CIIydau e
UMallo aHaMHe3a 3a I'bPUOBE UM PUCKOBU (PAKTOPH 32 I'bPUOBE.

TaparBHA TUCKHHE3US

B cpaBHUTENTHN NPOYYBaHUS C POIBIDKUTSIHOCT HAa TEPAINHUATA JIO €THA TOJIUHA, TEPOPATHUSLT
OJIaH3aIUH € CBbP3aH ChC CTATUCTHUUECKHU 3HAYMMa MMO-HUCKa YECTOTa Ha MOSIBUIIA CE IO BpeMe Ha
JIEYCHUETO AUCKUHE3M. PUCKBT OT IosiBa Ha TapAWBHA AUCKHHE3HsI HAPACTBA C IBITOTPANHOTO
MIPIIOKEHUE W 3aTOBA, aKO CE€ TIPOSBST O€JIe31 WIIM CUMITTOMH Ha TapIUBHA JUCKWHE3WsI IPH TAITUCHT
Ha OJIaH3aIMH € HeOOXOAMMO Ja c€ OOMUCIIM HaMaJIsiBaHe Ha J03aTa WX IPEeKbCBaHE Ha JIEKAPCTBOTO.
CumnToMuTe Ha TapJMBHA JUCKUHE3USI MOTAT Ja C€ BIOIIAT BPEMEHHO WX JOPH J1a C€ MPOSBIT ClIe]
MPEKHCBAHE Ha JICUCHUETO.

OprocTaTnyHa XUIOTOHUS

B ximHWYHY TpOyYBaHUS C MEpOpalieH OJIaH3alWH PY TAIMEeHTH B HallpeIHaIa Bb3pacT €
Ha0II0JaBaHa HEYECTO OPTOCTATUYHA XUITOTOHUS. [IpenopbuBa ce mepruoanyHO IpoCieIBaHe Ha
apTepUaTIHOTO HAJSTaHe MPU MALMEHTUTE Ha BB3PACT MoBeue OT 65 rOANHH.
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BHe3anna cepsiedHa 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 PUCKDBT OT
nmpeamnojiaracMa BHE3arlHa CbpA€dYHa CMBbPT IIPU MaUEHTH, JICKYBAHU C OJIaH3aIllH, € HpI/I6JII/ISI/ITeJIHO
ABa IIbTH IMO-BHCOK OT PHUCKaA IIPH MAIIUEHTHUTE, KOUTO HE }’HOTpe6}IBaT aHTHUIICHXOTHIU. B
IIPOYYBAHETO PUCKBT OT OJIAH3AIIMH € ChIIOCTABHUM C PUCKaA OT aTUIIMYHUTE aHTUIICUXOTHUIH, KOUTO Ca
BKJIIOYCHU B c6opeH 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
IIpoyuBanus 3a B3aUMOACHCTBUATA Ca MPOBEXKAAHU CaMO MPU BH3PACTHHU.

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

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

lloTeHnyanHu B3aMMOIEHWCTBUS ClIe[] HHTPAMYCKYJTHA MHKEKITUS

B npoyuBane Ha eqUHUYHA 71032 OT 5 Mg OJIaH3AIHMH, IPWIOKEH HHTPaAMyCKYIJIHO 1 gac mpeau 2 mg
Jopa3enaM HHTPaMyCKyIJTHO (KOHTO ce MeTabonm3upa uype3 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 | ITapeHTepajieH OeH301na3enyH (BXK. Touka 4.4 1

TO4YKa 6.2).

IToTennpaaTHy B3aMMOACHCTBHS, OBJIHMSIBAIIM OJaH3aIINH
Twit kato onanzanuH ce Meradbonm3upa or CYP1A2, BemecTBaTa KOUTO MOTaT CIICITUGUIHO J1a

UHAYyOUpaT Wik I/IHXI/I6I/IpaT TO3U U30CH3UM MOXKCE J1a IIOBJIHAC (bapMaKOKI/IHCTI/IKaTa Ha OJIaH3aIIhH.

Wanykmms aa CYP1A2

MeTaboM3MbT Ha OJIAH3AMWH MOXE JIa CE MHAYIUPA OT TIOTIOHOIYIICHE U KapOaMa3errH, KOSTO
MOJKeE J1a TIPeIU3BUKa HaMAJIIBaHE Ha KOHIIEHTpaIUsATa Ha ojlaH3anuH. HabmoqaBaHo € caMo JIeKo 110
YMEpPEHO yBeIM4YaBaHe Ha KIUPHhHCA HA OJaH3anuH. KIMHUYHOTO 3HAYEHHE O BCSIKA BEPOSITHOCT ©
OTpaHUYEHO, HO Ce TMPENnophyuBa KIMHUYHO MOHUTOPUPAHE M TIPHU HEOOXOJUMOCT MOXKE J1a ¢ 00CHIH
yBeIUYaBaHE Ha J103aTa OJlaH3amuH. (BX. ToUka 4.2).

Nuxubupane va CYP1A2

OnyBokcamuH, crieruduiaeH CYP1A2 uaxuburop, € mokazan 3HaunTeTHO HHXHONpaHe Ha
MeTaboau3Ma Ha onanzanuH. CpenHoTo yBenndaBaHe Ha Cmax Ha OJTAH3AMMH ciiell (IIyBOKCAMHH €
omno 54% mpu xeHu Hemymadku u 77% npu Mbxke mymadn. CpeJHOTO yBeIUYaBaHe Ha TUIOIITA IO
KpuBaTa Ha onaH3anuH e 6uio 52 % u pecnextuBHO 108 %. [Ipn manmenTH, KOUTO MpreMaT
(hryBokcamMuH wiw npyT nHXuOUTOp Ha CYP1A2 xato nmunpodiokcaid TpsoBa aa ce 00ChIu mo-
HHCKa HavaiHa 1o3a. HamansBane Ha go3aTa Ha oJlaH3amMH TPsiOBa 1a ce 00CHIH, aKo € 3all0YHATO
neuenne ¢ nuaxuourop Ha CYP1A2.
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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 manaun, ue iryokcetnd (naxuoutop Ha CYP2D6), eqHOKpaTHU J03M aHTHAIIH/T
(amyMuHANH,MarHe31i) WIH MTAMETHIUH TIOBIIUABAT CUTHU(HUKAHTHO (hapMaKOKHMHETHKATa Ha
OJIaH3AITHH.

BinsHue Ha oJlaH3alluH BEPXY JAPYTH JICKAPCTBEHU NPOIYKTH
OrnaH3anuH MOKE J1a aHTarOHU3HUpa eeKTa Ha JUPSKTHUTE U MHIUPEKTHUTE JIOIAMHHOBU arOHUCTH
(BX. TOuKa 6.2).

OmnanzanuH He naXuOupa ocHoBHUTE CYP450 m3oen3umu in vitro (Hamp. 1A2, 2D6, 2C9, 2C19, 3A4).
JluricaTa Ha B3aMMOJICMCTBHUE Ce MOTBHP>KAaBa B in Vivo H3cIeIBaHUs, KbIETO HE € HaOI0AaBaHO
MHXUOUpaHe Ha MeTaboJIN3Ma OT ONIMCAHUTE T0-JO0JTY JIEKAPCTBEHH BEIIECTBA: TPULIMKINIHU
aHTuAenpecaHTH (monusBamy npegumuo rpynara CYP2D6), Bapdapun (CYP2C9), Teodmmmn
(CYP1A2) mm muazeriam (CYP3A4 u 2C19).

He e ycTtanoBeHO B3anmMOeiicTBHE Ha OJIAH3AIMH C TUTHH WA OUIEPUICH, IPHIIOKEHN YCITOPETHO C
HETO.

TepaHeBTI/I‘lHOTO MOHUTOPHUPAHEC HA IJIa3MCHUTC HMBA HA BAJIIPOAT HC MMOKAa3Ba¥, 4c € H€06X0)_'[I/IM3
KOpEKIUA Ha JO3WPOBKaTa CJIC BKIIFOUBAHETO Ha OJIaH3aIlvH.

He ce npenopruBa e1HOBPEMEHHOTO IPUIIOXKEHUE Ha OJIaH3aIIMH C aHTUIIAPKUHCOHOBH JIEKAPCTBEHU
NPOLYKTH NIPU MalUeHTy ¢ bonectra Ha [lapkuHCOH 1 feMeHuus (BXK. Touka 4.4).

QTc unTepBai

Oran3anvH TpsOBa Ja ce Mpuiiara BHUMATEITHO €HOBPEMEHHO C JIEKapPCTBEHH MPOIYKTH, 32 KOUTO €
H3BeCTHO, e yBenudaBaT QTc-uaTepBana (Bx. Touka 4.4).

4.6 dDepTHaUTET, OPEMEHHOCT U KbpPMeHe

Bbpemennoct
Hsama agexBaTHH 1 10OpE KOHTPOJIMPAHU MPOYYBAHUS BHPXY OpeMeHHU keHH. [larmenTkure TpsiOBa

Jla ObIaT ChBETBAHHM Ja YBEAOMSBAT CBOS JIEKap, aKo 3a0peMEHESIT UM MMaT HaMepeHHE Ja
3a0peMeHesT 10 BpeMe Ha JISYeHHEeTo ¢ ojaH3anuH. [lopaan orpaHHYeHUAT OUT IPH XOpa, B TAKHBA
CITyJad JeKapCTBEHUST MPOAYKT MOJXKE JIa CE€ M3MOJ3Ba 10 BpeMe Ha OPEMEHHOCT, CaMO aKo
MOTEHITHATHATA T10JI3a HAJBUINIaBa TOTEHIIHATTHUTE PUCKOBE 3a II0AA.

[Ipu HOBOpOIEHY, U3IT0’KEHU HA AHTUIICUXOTHUIH (BKIIFOUUTEITHO OJIAH3AIUH ) ITPE3 TPETHS TPUMECThP
Ha OPEMEHHOCTTa UMa PUCK OT HEXKEJIAaHH JICKAPCTBEHU PEaKIIMH, BKITFOYBAIIH SKCTPATHPAMHTHH
CHUMITTOMH W/WJIM CUMIITOMH Ha OTHEMaHE CJIe]| paKJIaHETO, KOUTO MOTaT JIa BAPUPAT IO TEKECT U
MPOABIDKUTEITHOCT. JOKIIaIBaHU ca clydail Ha Bh30y/a, XUIEPTOHUS, XUTIOTOHHS, TPEMOD,
COMHOJICHTHOCT, PECITUPATOPECH JUCTEPC WU XPAHUTEIHU Pa3TCPONCTBA. 3aTOBA, HOBOPOJICHUTE
TpsiOBa Aa OBAAT BHUMATEIIHO MOHUTOPHPAHH.

Kspmene
B usnuTBaHe chC 3apaBHU, KbPMEILH KCHH, OJIAH3AIIUH CE € EKCKPETUPal C MAUMHOTO MJISIKO.

Cpennara excnio3unus 3a aena (mg/kg) mpu craroHapHO ChCTOsSIHUE € n3uucieHa Ha 1,8 % ot
Jo3ara, KosTo e mpuena Maiikara (mg/kg). [lanmentkure TpsOBa 1a OBAAT CHBETBAHM JIa HE KEPMST
Jieriata cu, ako MpreMaT OJIaH3aIvH.

DepTUInuTeT
Edextu Bbpxy depTHanTETa HE Ca U3BECTHH (BXK. ToUKa 5.3 3a MpeAKIMHUYHA HHpOpMAIHS).
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4.7 EdexTH BHpPXYy cCI0COOHOCTTA 3a modupaHe U padoTa ¢ MAIIMHH

He ca npoBexxganu mpoydYBaHUs 110 OTHOIIIEHUE HA €PEKTUTE BHPXY CIIOCOOHOCTTA 32 IohupaHe u
pabota ¢ MamwaA. T KaTo, OJaH3aMH MOXKE JIa JOBEJIE/IC 10 MOSIBaTa HA CHHIMBOCT WU
3aMasHOCT, NAIIMEHTHTE TPIOBa Jia ObIAT MpeaypeeH B CITyvai, Ha yIpaBJIeHHe Ha MalIuHH,
BKJIFOUYUTEITHO MOTOPHHU IIPEBO3HU CPECTBA.

4.8 Hexenanu JekapcTBeHH peaKINu
Pesrome Ha npoduiia Ha 6€30MaCHOCT

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

B noctmMapkeTHHIOBH CHOOILEHHSI, MHOTO PSIIKO € ChOOIIaBaHO 3a CBbP3aHO C JICYCHUETO C
MHTPaMyCKYJICH OJIaH3aIlMH [IOTUCKaHE Ha JUIIAHETO, XUIIOTOHMS WK OpaluKapaus, 1 CMbPT, IJIaBHO
[P TALUEHTH, KOUTO ca I0JIy4aBaJld €HOBPEMEHHO OE€H30/IMa3eNHH, W/ WU IpyTU
AQHTUIICUXOTUYHH JICKAPCTBEHHU MPOJIYKTH MM KOUTO Ca JIEKYBaHH C II0-BUCOKH, OT
NPENOPbUYUTENHUTE JHEBHU JO3H OJlaH3anuH (BK. Touka 4.4 n 4.5).

IIpencraBenara Tabmuia ce 6a3upa Ha JOKIAIBAHH HEXEJIaHH JICKaPCTBEHU €EKTH U JIa0OpaTOPHH
n3cieaBanus no- ckopo 3a ZYPREXA npax 3a HHXKEKIIMOHEH Pa3TBOP, OTKOIKOTO 3a MepopalieH
OJIaH3aITNH, MTOJTy9eHH! TPU KIMHUYHA TTPOYIBaAHUSI.

Chbpaeynn HapyLeHHst
Yecmu (> 1/100 0o < 1/10): Bpagukapaus ¢ Wik 6€3 XMIIOTOHUS WM CHHKOII, TaXUKap s,
Heuecmu (> 1/1 000 0o < 1/10): CunycoB apecT.

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

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 0b6IacTTa Ha HHKEKTHPAHE.

ITocouennTe Mo-A0Ty HEKENAHU JICKAPCTBESHHU PEAKIUK ca HaOIIOJaBaHU 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 HEXKEITaHH JICKApCTBSHU

peaKIiu, CBbP3aHU C IPUIOKECHUETO Ha OJIAH3AMMH B KIMHWYHH U3MUTBaHUS, ca OMIIU CHHIUBOCT ,
Ha/IJJaBaHe Ha TETJI0, €03MHOMMIIHS, YBEIMICHN HUBA HA TIPOJIAKTHH, XOJIECTEPOII, TIIF0K03a U
TPUTTULIEPUAN (BXK. TOUKa 4.4), TIIOKO3YpHs, YBEIIMUEH alleTHT, CBETOBLPTEK, aKaTH3HSI,
MAPKUHCOHU3BM, JICBKOTICHUSI, HEYTpOICHHS (B TOYKa 4.4), TUCKUHE3Us, OPTOCTATUYHA XUIIOTOHUS,
AHTUXOJIMHEPTUYHHU €PEKTH, PEXOIHU OE3CUMIITOMHH YBEITUYCHUS Ha YSPHOIPOOHHUTE
amuHoTpaHchepasu (BxK. Touka 4.4), 00OpuB, aCTEHUS, yMOpPa, MUPEKCHS, apTPAITHS, TTOBUIIICHA
ankanHa ¢ocaraza, BACOKA CTOMHOCT Ha TaMa-TITyTaMIITpaHcdepasa, BUCOKA CTOMHOCT Ha TUKOYHA
KHCEJINHA, BUCOKA CTOWHOCT Ha KpeaTHH(POCPOKNHA3A U OTOK.

CHuchK Ha HEXKEJIAHUTE JICKAPCTBEHU PEaKIIUH, IPESICTABEH B TA0IHIIA

B npencraBenaTa Tabmuiia ca M30pOCHH HEXETIaHH JICKAPCTBEHU PEaKIMU ¥ 1a00paTOpHU
W3CJIeIBaHUS 10 JJAHHU OT CIIOHTAaHHH CHOOIICHUS M KIIMHUYHU NIpoyuyBaHus. [Ipu Besiko rpynupaHe B
3aBHCUMOCT OT YeCTOTaTa HeXKENaHUTE PEaKIMU ca MPEACTAaBEHH B HU3XO/IAII PeJI 10 OTHOIICHUE Ha
TAXHATA CEPHO3HOCT. TepMUHUTE 3a YecToTa ca AePUHUPAHNA KaKTo ciieasa: 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 J1a ObJIe OlICHEHA OT HAJIMYHHUTE JaHHU OT
CHOHTAaHU CHOOIICHHUS).

Mmnuoro yectu | Yectn Heuectn Peaxn C Hen3BecTHa
YecToTa
Hapyuienust Ha KpbBTa U JUM(pHATA CCTEMA
Eosunodunust TpomGonuronenus'!
JleBxonenus'”

Heyrponenus'®

Hapymenusi Ha

HMYHHaATA CUCTEMA

CBpBX4yBCTBUTEIHOCT
11

Hapymennst Ha

MeTa00JIN3Ma U XPaHEeHeTo

IloBumaBane Ha
TernoTo!

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

PasButune win
obocTpsiHE Ha THA0eT,
TTOHSKOTa CBBP3aH C
KETOanuI03a Wim
KOMa, BKITFOUHTEITHO
(aranam cayyan

(Bxk. Touka 4.4)'!

Xunorepmus'?

Hapymenns Ha

HEPBHATa CUCTEMA

COMHOJIEHTHOC
T

3aMasHOCT
Axarusus®
ITapKUHCOHU3BM®
Jluckunes3us®

I'bpuoBe, KOraTo B
MOBEYETO CITydan €
IOKJIa[BaHa aHAMHE3A
3a I'BPYOBE WIN
pucKoBH (aKTOPH 3a
repuose!!

Huctonus
(BKITIOUUTEITHO
okymorupanus)'!
TapauBHa
nuckunesus!!
Awmuesns’

Jusaptpus
3aekpane! 13
CungpoM Ha
HECTIOKOWHHMTE Kpaka'!

Hesponentuuen
MaJIMTHeH CHHIPOM
(Bxk. Touka 4.4)"?
CumnToMu Ha
npekbcpane’!?

Chbpaeynn Hap

IEeHUS

bpanukapaus
VYaemxaane Ha QT,

HHTEepBaJIa (BXK. TOUKA
4.4)

Kawmepna
Taxukapaus/pudpua
IIUs1, BHE3AITHA CMBPT
(Bxk. Touka 4.4)'"!

CbaoBu HapylieHust

OpTtocraTnyHa
xunotonus '’

TpomboeMO0aH3BEM
(BKITIOUUTEITHO
GemonpobeH
eMOOIN3BM U IBIOOKA
BEHO3HA TpoMO03a)
(BX. Touka 4.4)

PecimpaTopHu, rpbAHH H MeIUACTHHAJIHM HAPYIIEHUS

Emmcraxcnc’

CToManiHo-4YpeBHN HAPYIIeHHS

Jlexu, npexonnu
AHTUXOJIMHEPTUYHU

IMonysane Ha kopema’
Xunepcanupanus''

Mankpearur!!
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e(eKTH, BKIFOUBAIIA
oOcrunanus u
CyXOTa B yCTaTta

Xenaro0uJauapHu HapylIeHHs

IIpexonnn,
0e3CUMITOMHHU
MTOBUIIICHHS Ha
YepHOIpOOHHTE
aMuHOTpaHCcepa3n
(ALT, AST),
0CO0EHO B HAYAJIOTO
Ha JICYCHUETO (BIK.
Touka 4.4)

XenaTut
(BKIIIOUHTEITHO
XamaToleTyIapHo,
XOJIECTATHYHO HITH
cMeceHO
4epHOAPOOHO
yBpexnane)'!

Hapymennst Ha

KOKaTa 1 MOAKOKHATA ThbKaH

O6puB

Peakuus na
(hOTOTYBCTBUTEITHOCT
Anonenus

JlekapcTBeHa
peaxs ¢
eo3uHOWINS 1
CHUCTEMHHU
CUMIITOMH
(DRESS - Drug
Reaction with
Eosinophilia
and Systemic
Symptoms)

Hapymeﬂml Ha MYCKYJHO-CKeJIETHATA CUCTEMA U CHC¢/IMHUTEC/IHATA ThKAaH

| Aptpanrus’

Pa6mommonm3za'!

Hapymienns Ha 6b0penTe 1 NUKOYHUTE MBTHIA

VIHKOHTHHEHIIUS HA
yPHUHATA, PETEHIH HA
ypHHA

3arpynHeHO
ypuHHupane'!

CbcTosiHNs, CBBP3aHU ¢ OPEeMEHHOCTTA, POXOBHUS U NOCTEPOIOBHS MEPHO

Cunapom Ha
OTHEMaHe IpH
HOBOPOJICHOTO
(Bk. Touka 4.6)

Hapymennst Ha

BBH3MPOU3BOAUTECIHATA CUCTEMA U I'bpAATA

Epextunna
TUCQYHKITUS TIPH
MBXe

Hamaneno nmuoumo
P MBKE H KCHU

AmeHopes
YronemsBaHe Ha
TBpPAUTE

Tanakropes npu xeHu
I'urekomacTus/yroaem
sIBAHE HA I'bPANUTE MIPU
MBKE

IMpuanuzbm'?

OO01u HapyueH

Ha n e(beKTn Ha MACTOTO HA NMPUJIOKECHUE

Actenns
Ymopa
Orok
IMupexcus'’
WN3cnenBanus
TloBumenn IloBumena ankaaHa TloBuieH o011

mj1a3sMCHU HHUBa

Ha MPONAKTUH®

¢ocparaza'”
Bucoxka cTtoiHOCT Ha
KpeaTuH

OonmpyOun
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(pocPoxunaza'!
Bucoka croiiHoCT Ha
rama-
rryTamuntpanchepa
3310

Bucoka croiiHoCT Ha
HMKOYHA KuceauHa'”

' Knunuano CUTHU(DMKAHTHO MMOBHUINIABAHE HA TETJIOTO € HAOII0JaBaHO MPEe3 BCHYKU U3XOIHH
kareropun Ha MHnekca Ha TenecHa Maca (MTM). Cien kpaTKOCpOdYHO JiedeHue (MeInana Ha
MPOIBIDKUTETHOCT 47 JHM) MOBUIIIABaHE HA TETIIOTO > 7% CHPSIMO U3XOTHOTO TEIECHO TETJIO € MHOTO
yecTo (22,2 %), > 15% e gecto (4,2 %), a > 25 % e neuecro (0,8 %). [Ipu nammedTr ¢ xarocpoyHa
ekcrio3uius (1moHe 48 ceMUIM) € MHOTO 4ecTo HajaBane > 7 %, > 15 % u > 25% oT u3X0AHOTO UM
TEJECHO TerJIo (ChOTBETHO, 64,4 %, 31,7 % u 12,3 %).

2 N

CpenHy NOBHINIEHHS B CTOMHOCTHTE Ha TUMHINTE Ha TIaaH0 (0011 xonectepoin, LDL xomectepon u
TPUTIHIIEPUIN) ca TTO-BUCOKH MPH MAIMEHTH 0e3 JaHHU 32 HapyIIeHHe Ha U3XOJHATa Peryalis Ha
JTUTHAINTE.

3 HaGurogaBa ce IIpu HOPMaJIHK W3XOJHHM HUBA Ha Ti1agHo (< 5,17 mmol/l), kouto HapacTBar 10
Haif-BUCOKa CTOMHOCT (= 6,2 mmol/l). [Ipomenn oT pedepeHTHUTE TPaHULIU B U3XOAHUTE HUBA HA
001Hs XoJecTepod Ha TamHo (> 5,17 - < 6,2 mmol) g0 Hal-BHUCoOKa cTOMHOCT (> 6,2 mmol) ca MHOTO
YeCcTH.

4 HabGmrozaBa ce py HOPMAIHKMTE M3XOHU HUBA Ha IIaaHo (< 5,56 mmol/l), kouto HapacTBar 10
Hali-BuCcoOKa cToiHOCT (= 7 mmol/l). [I[pomMeHu B TIr0K03aTa Ha TIAHO CIIPSMO IPAHUYHUTE M3XOHU
cToitHOCTH (= 5,56 - <7 mmol/l) no Haii-Bucoka croiHoCT (= 7 mmol/l) ca MHOro YecTH.

> Habnrofasa ce nNpy HOPMaJIHMTE U3XOIHU HMBA Ha IaanHo (< 1,69 mmol/l), kouto HapacTsar 10
Hall-BHCOKa CTOWHOCT (> 2,26 mmol/l). [Ipomenu oT pedepeHTHUTE TPaHUIN B U3XOJHNTE HUBA HA
TPUIHMIIEPUANUTE HA TIaaHO (> 1,69 mmol/l - < 2,26 mmol/l) mo Hali-BrCOKa CTOWHOCT

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

®B KJIMHUYHU NPOYYBAHMS YECTOTATA HA NAPKUHCOHU3HEM U JUCTOHUS IIPH MALUEHTH, JIEKYBAHH C
OJIaH3aINH, € IT0-BUCOKA, HO HE M CTATHCTUYECKA 3HAYMMO pa3lIndHa OT Iriare6o. JlekyBanure ¢
OJIAaH3aIMH TAIMCHTH UMAT MTO-HUCKa Y€CTOTa Ha MAPKMHCOHN3HM, aKaTH3Us U TUCTOHUS B CPAaBHECHUE
C TUTPUPAHU 103U Xanonepunoi. [Ipu nmuncara Ha moapoOHa HHPOPMALIKS OTHOCHO MPEAXO0IHATA
aHaMHe3a Ha WHAWBHYyaJTHU OCTPU U TAPJUBHU CKCTPATUPAMUIHY JIBUTATCITHA HAPYIICHUS
MOHACTOAIIEM HE MOKE J]a CE€ HalpaBU 3aKJII0UYCHHE, Ye OJaH3allMH MPUUMUHSBA B IO-MaJIKa CTEIICH
TapIWBHA JUCKWHE3WS W/WIH JPYTH eKCTPATPAMHTHN CHHIPOMH.

7 OcTpy CUMIITOMH KaTo TOTEHE, HHCOMHMS, TPEMOP, TPEBOKHOCT, I'aJIEHE U MOBPBILAHE Ca
JTOKJIaJIBAHU MPU BHE3AITHO CIIUPAHE Ha OJIaH3aIMH.

8 B KIMHUYHY TpOyUBaHMs 10 12 CeAMMIM IUIa3MEHUTE KOHLIEHTPALMK Ha IIPOJIAKTUH [IPEBUIIABAT
ropHaTa rpaHulla Ha HOpMaJTHUS Iuana3oH mnpu npuommsutenHo 30 % OT JIeKyBaHUTE ¢ OJaH3aINH
NAIMEHTH, KOUTO UMAT HOpPMaJTHA M3X0JHA CTOMHOCT Ha MpoyIakThH. [Ipu MoBeYeTo OT Te3W MalUeHTH
MIOBHUIIICHUSTA HA CTOWHOCTHTE OOMKHOBEHO Ca YMEPEHH U OCTaBaT I0J1 JIByKpaTHAaTa CTOMHOCT Ha
ropHaTa rpaHulla Ha HOPMaJTHUS IUATNa30H.

? Hexenano C’B6I/ITI/IC, YCTAHOBCHO OT KJIMHUYHU NPOYUYBAHUSA B UHTCrprUpaHaTa baza JaHHHU 3a
OJIaH3aITuH.
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10 Kakro e OLICHCHO OT U3MCPCHUTC CTOMHOCTH OT KIIMHUYHHU MMpoOy4YBaHUA B UHTCIpUpaHaTa baza
JaHHH 3a OJIaH3aIInH.

! Hexenano chO0MTHE, YCTAHOBEHO OT CTIIOHTAHHHU ChOOLIEHHUS B IIOCTMAPKETHHIOBHS IEPUOI C
oTpeziesicHa YeCTOTa, KaTo € U3I0JI3BaHa WHTerprpaHara 0a3a JaHHH 3a OJIaH3aIlvH.

12 Hexemano C’B6I/ITI/IC, YCTAaHOBCHO OT CIOHTAHHU C’LO6H_I€HI/I$I B MOCTMAPKCTUHI'OBUSA IICPUOLT C
H34YHCJICHA Y€CTOTAa Ha rOpHATa I'paHUIla Ha 95% JOBCPUTCJICH UHTCPBAJI, KaTO € U3IIOJI3BaHA
HUHTCTpUpaHaTa baza JaHHU 3a OJIaH3aIlrhH.

“Hesxenanu peakiuu, U30poeHU U HAOIIOJaBaHuU ClIE]l IPUIOKEHUE HA TIEPOPATIEH OJIAH3AIMH 1
OJIaH3aIMH 32 HHTPAMYCKYJIHO MPHIOKEHUE ¢ TpoabinkuTenHo aericteue (LAIM olanzapine), kouto
MOTaT Ja Bb3HUKHAT CBHIIO0 TakKa M ciell MPUI0KEHNE Ha OJaH3alMH 32 HHTPaMyCKYJIHO IPUIIOKEHHE C
0bp30 aeticteue (RAIM olanzapine).

JIbATOCpOYHA SKCIIO3UITHS (TIOHE 48 CeTMUIIN)

[Ipu manueHTHTE, KOUTO MMAT HEXKEIAHH, KITMHUYHO CUTHU(UKAHTHU POMEHHU B HAJIJIaBAaHETO 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 ] IMPUOIM3UTEIIHO 6 Mecera.

Jombnaurenta nHGopmManyst 3a CieluaIHi HOMYJIAIuN

B knuHMYHY Npoy4BaHUs [IPU NALMEHTH B HAIIPEHAIa Bb3PacT C AEMEHIHS JICYEHHETO C OJIaH3alllH
Ce CBBP3Ba C I10-BUCOKA YECTOTA HA CMBPT U MO3bYHOCHIOBU HEXEJIAHU PEaKIM B CPaBHEHUE C
wiane6o (Bxk. Touka 4.4). MHOTO 4ecTH HeKeJlaH! PeakLuy, CBbP3aHH ¢ yroTpedara Ha OJaH3alluH
IpY Ta3u TpyIia MalueHTH, ca a0HOpMHa MoXoKa U naganus. Yecto ca HabIr01aBaHU THEBMOHHS,
MOBHUIIIEHA TEJIeCHA TEMIIePaTypa, JeTaprus, €pUTEM, 3pUTEIHN XaTIOUWHAINN 1 MHKOHTHHEHIIUS Ha
ypuHa.

B ximHWYHA TPOYYBaHUS MPU MAMEHTH C JIEKapCTBEHOWHAYIIMPaHa (JIOTTAMUHOB arOHHCT) IICUX03a,
cBBbp3aHa ¢ Oonecrta Ha [TapKMHCOH, MHOTO YECTO U [TO-YECTO B CPAaBHEHUE C TUIAIE00 ca JTOKJIaIBaHU
BIomaBaHe Ha [lapkuHCOHOBaTa CUMOTOMATHKA U XATIOIIMHAIIH.

B enHO KIMHWYHO NPOyYBaHE MPH MAMEHTH C OUNOIApHA MAaHHUS KOMOMHUPAHOTO JICUYCHHUE C
BaJINIPOAT U OJAII3alMH BOJY 10 YECTOTa Ha HeyTponeHusnTa 4,1%; noreHnuasieH cpaeicTai GakTop
MO’KE J1a ca BUCOKH IIJIa3MEHU HUBA Ha Banmpoart. Onam3anyH, MPUIOKEeH ¢ TUTHH HIIH BaJIIPOAT,
BOJIM JI0 MoBHIIIeHA YyecToTa (=10%) Ha TpeMop, cyXoTa B ycTaTa, MOBUIICH arneTHT U MOBHUIIaBaHE Ha
TeraoTo. Hapymenue B ToBopa chII0 € JOKIaaBaHO decTo. [Ipu nedenune ¢ onamn3anid B KOMOMHALIUS
C JIUTHH WIIH JUBAJIIPOEKC ce HAaOIr01aBa MOBHUILEHHE € > 7% OT U3XOJHOTO TEJIECHO TETJIO MPH
17,4% oT manyeHTuTe 1o BpeMe Ha OCTpOToO JiedeHue (1o 6 ceqmuim). IIpoabmkuTenHOTO edeHue ¢
onan3anuH (10 12 mecemna) 3a npodrlakTHKa Ha PEIUINB TPH TAIMEHTH C OUTIONSPHO Pa3CTPOHCTBO
€ CBBP3aHo € IOBUIIEHHUE C =7% OT U3XOAHOTO TEIEeCHO Tero npu 39,9% oT manueHTure.

Cno01aBane Ha OJO3UPAHU HEXKEJAHU PEAKIIUH

Cpo0ImaBaHeTo Ha MOIO3MPaHN HEKEJIAaHU PEaKLUH CIIe]] pa3peliaBaHe 3a ynoTpeda Ha JIeKapCTBEHHS
HPOIYKT € BayKHO. ToBa MO3BOJISIBA 1a IPOABIDKH HAOIIOICHUETO Ha CHOTHOLIEHHETO TT0JI13a/PUCK 32
JeKapCTBEHUS MPOIYKT. OT MEIUIMHCKUTE CIIEIHAINCTH C€ M3UCKBA J]a ChOOIIaBaT BCAKa
HO03MpaHa HEeKEJIaHa PeaKknus ype3 HAIl[MOHAIHA CHCTeMa 3a ChoOIaBaHe, IOCOYeHa B
[Ipunoxxenue V.

4.9 Ilpeno3upane

[pu3HAIM U CUMOTOMH

MHoro yecTn CHMOTOMH TIpH Tpeao3upane (decrtora > 10%) BKIIOYBAT TaXUKAPAUS,
BB30Yy1a/arpeCUBHOCT, TU3APTPUS, PA3IUYHU EKCTPAITUPAMUTHI CUMIITOMU ¥ HapyIIICHHE Ha
Ch3HAHUETO, BAPUPAIIO OT CEAUPaAHE JJO KoMa.
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Jpyru MeAMIIMHCKY 3HAYUMU MTOCTIEIUIIN Ha MTPEIO3UPAHETO ca JACIHpP, KOHBYJICHHU, KOMa, Bb3MOXKCH
HEBPOJICNITUYCH MAJIMTHEH CHHJIPOM, TIOTHCKaHE Ha IUIIAHETO, aCIIUPAIINS, XUIIEPTOHUS HITH
XUTOTOHUS, PUTHMHH HAPYIICHUS Ha ChPHETOo (< 2% OT clyyauTe Ha Mpeo3upaHe)
KapAHOMyIMOHApeH apecT. DaTaHu NOCIEeIUIM ca JOKIAABaHH IIPH OCTPO MIPEI03UPAHE C 1032 OT
nopsibka Ha 450 mg, HO ChIIO € JOKJIaIBAHO MPEKUBIBAHE CJIE] OCTPO MPEAO3UPAHE C
MPUOIM3UTENTHO 2 g OJIaH3aMKH TePOPATHO.

Jleuenune
3a ojaH3anyH HAMA CIICITU(UYICH aHTHIOT.

TpsOBa Ja ce 3armoyHe CUMIITOMATHYHO JICYSHUE U TIPOCIIe/sIBaHe Ha KU3HEHUTE (QYHKIIUU B
CHOTBETCTBHE C KIIMHHYHOTO ChCTOSHUE, BKIIIOUUTEITHO U JICUYECHNE HA XUMTOTOHUATA U [IUPKYJIATOPHUS
KOJIAIC ¥ MOAPHKKA Ha MuxarenHara GyHkus. Ja He ce u3moisBar ajpeHallvH, TOTIaMUH WIH APYTH
CUMIIATHKOMHUMETHYHU CPEJICTBA C O€Ta-arOHUCTUYHA aKTUBHOCT, ThH KaTO O€Ta-CTUMYJIAIUsATa MOXKE
Jla BJIOIIY XUIIOTOHUATA. MOHUTOPHPAHETO HA ChPJECIHO-CHIOBATA CHCTEMA € HEOOXOIUMO 3a
yJIaBsiHE Ha Bb3MOXKHH apUTMUN. BHUMATETHOTO MEIUIIMHCKO HAOIF0ICHHE U MOHUTOpUPaHe TpsiOBa
Jla IPOIBJIKU A0 Bb3CTAHOBIBAHETO HA MAI[UEHTA.

5. ®APMAKOJIOTHYHU CBOMCTBA
5.1 ®apmakoauHAMUYHU CBOWCTBA

(DapMaKOTepaHeBTI/I'-IHa rpyna: IICUXOJICIITUIIN, TUAa3CIIMHU, OKCAa3€CIIMHU, TUAa3CTIMHN U OKCCIIMHU,
ATC xom: NOSA HO3.

PapMakoAMHAMUYHA e(heKTH
OnaH3anvH € aHTUTICUXOTHYHO, aHTUMAaHUIHO ¥ CTa0MIIM3HPAIIO0 HACTPOSHHUETO CPEICTBO, KOETO
MOKa3Ba MIMPOK (hapMaKoJIOTHYSH MPOQHII 110 OTHOIICHNE Ha MHOKECTBO PEIENITOPHH CHCTEMH.

B npexnuHUYHE TPOyYBaHUS € T0Ka3aH apUHUTETHT Ha OJIAH3AIMH KbM PEIUlla PerenTopu

(Ki <100 nM) 3a ceporonur 5-HT242c, 5-HT3, 5-HTs; nqonamun D1, D,, D3, D4, Ds; xonmunepruunu
MYCKapHHOBH perientopu M-Ms; anda;- anpeHeprudnay; u XxucTaMuHOBH H; penentopu.
IIpoyuBaHusTa ¢ 0ONlaH3aNUH BHPXY MOBEACHUETO HA XKUBOTHU Moka3Ba SHT, qomamMunHoB u
XOJMHEPTHYeH aHTarOHNU3bM, OTTOBAPSAII Ha PELENTOP-CBBP3BAHS PoduIL. [n vifro onaH3anuH
MoKa3Ba Mo-ToJisiM ahUHATET KbM cepoToHIHOBHTE 5S-HT>, oTKONMKOTO MonmamuHoBUTE D> penentopu
u nio-rojsiMa 5-HT, akTUBHOCT B cpaBHeHUE ¢ Dy akTUBHOCTTA IIPH i1 VIVO MOJIEIH.
EnexTpodu3nonoruyHuTe U3CIeABaHMS TOKA3BaT, Y€ OJaH3alH CEJICKTHBHO HaMaJsBa
aKTUBUpPaHETO Ha Me3onuMOnyHuTE (A10) MOTAMUHEPTUYHU HEBPOHH, KaTO B CHIOTO BpeMe e(heKThT
My BBpXY IIbTHIIIATA B CTPUATYMA, YYaCTBAIIH B MOTOpHUTE QPyHKIMHU (A9), e marbk. OnaH3anuH
HaMaJIABa KOHAWIIMOHUPAHHS OTTOBOP HA OTOSATBAHETO, KOETO € TECT, IIOKa3aTeleH 3a
AHTHUIICUXOTUYHA aKTUBHOCT B JIO3W TIO-HUCKH OT TE€3H, BOJCIIH JI0 KaTaJerchs, KOETO € XapaKTepPHO
3a MOTOPHHTE HeXXeJaH! eeKTH. 3a pa3iuKa OT HAKOH APYTH aHTHIICHXOTHYHHU CPEZCTBA, OJAaH3AITNH
yCHJIBA OTTOBOpA B YCIOBUS HA ,,aHKCUOJIUTUYEH TECT.

IIpoyuBanus ¢ mo3uTpoH-eMmucruorHa Tomorpadus (PET) nmpu 3npasu mo6poBosiH, ojlaH3anuH B
eIMHUYHA ITepopaiHa mo3a (10 mg) mokasBa mo-roysiMo cBsp3Bane ¢ 5-HT2a, B cpaBHEHHE C
nonamuHoBHTE D) perientopu. OcBeH ToBa, 00pa3HO U3CIEABaHE Ype3 eAMHUYHA (OTOH-EMHUCHOHHA
kommoTbpHa TomMorpadus (SPECT) npu manuentu ¢ mm3opeHns Nokas3pa, 4y MpH MalueHTHTE
YyBCTBHUTEIHHA KbM OJIaH3AIIMH NMa IT0-MaJIKo CBbp3BaHe ¢ D, B cTpuaryma B CpaBHEHHE C
NAalUEHTHUTE, YyBCTBUTEIHU KbM JAPYT'H aHTUIICUXOTUYHH CPEJCTBA U PUCIIEPUAOH, KaTO Ta3H HAXOKa
€ CpaBHMMA C Ta3M MPU KI03aIMH-UyBCTBUTEIHUTE MAIIUCHTH.
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Kinnnyna egukacHocT

B nBe ot aBe mnane00-KOHTPOJIIMPAHH U B IB€ OT TPH CPABHUTEITHA KOHTPOJIMPAHU IPOYYBAHUS ITPU
noeeue ot 2 900 marueHTH ¢ mMu30QPEeHUs, IPOsBEHA KAKTO C HATUUMUETO Ha MOJIOKHUTEIHH, TaKa 1
OTPHUIIATETTHN CUMIITOMH, OJIAH3aIMH MTOKa3Ba CTATUCTHYECKH 3HAYMMO TTOA00pEeHHE KaKTo Ha
HETaTUBHUTE, TaKa U HA MMO3UTHBHUTE CUMITTOMH.

B MynTHHAIMOHANHO, TBOHHO-CIIAIO, CPABHUTEIIHO NPOYYBAHE BHPXY MN3U(PPEHUITA,
mn30a(eKTUBHUTE WX MOJO00HN HapyIIeHus, BKIto4Bamio 1 481 manueHTa ¢ pa3iuyHa CTereH Ha
CBBbP3aHH C TOBAa CHMIITOMH Ha Jieripecusi (M3X0AHa CpeiHa cTolHOCT 16,6 o ckanaTta Ha
Montgomery-Asberg 3a Ki1acupuIMpaHe Ha ACMPECcHUsITa), MPOCIIEKTUBHIS BTOPHUCH aHAIN3 Ha
NPOMSIHATA HA U3XOHUS CIIPSIMO KpalHUsI CKOp Ha HACTOCHUETO, IOKa3Ba CTATUCTUIECKH 3HAYUMO
nono6penue (p=0,001) B mon3a Ha onanzanuH (-6,0) cnpsimo xanonepunon (-3,1).

[Ipu manueHTH ¢ MAaHWIHHY SIIM301 WM CMECEHU €IM30H TP OUIOIapHU Pa3CTPONHCTRA, OJIaH3aIIuH
MOKa3Ba MO-BUCOKA €(PEKTHBHOCT KaKTO CHPAMO IUIare0o0, Taka ¥ CIpsMO BalIpOaT CEMUHATPHHA
(mMBanmIpOeKC) B HAMAIIBAHE HA CUMIITOMHTE Ha MaHUS 3a moBede oT 3 ceaqmuiiy. OaH3anvH ChI0
MOKa3Ba CpaBHUMA C XaJIONEePUA0J e(PUKACHOCT, U3pa3eHa C YacTTa MalMeHTH, TIOJIYYHIIA PEMUCHS Ha
CHUMIITOMH Ha MaHUs U Ha Jenpecus 3a 6 u 12 ceamunu neyeHue. B nmpoyuBane ¢ onaH3anuH B
KOMOWHAIIWS C IUTHIA WIH BaJIIpPOAT 32 MUHUMYM 2 CEIMHULIH, T00aBIHETO Ha onan3anuH 10 mg
(koMOMHUPAHO JICUEHUE C JINTUH WM BAJIIIPOAT) € JOBEJIO JI0 MO-TOsIMa PETyKIIUS Ha CUMIITOMHUTE HA
MaHUS B CPAaBHEHHE ChC CAMOCTOSTEIIHOTO MPUJIOKEHUE Ha TUTUH WM BAJIIPOAT Ciie 6 CEIMUIIN.

B 12 mecedHo npoyuBaHe npu NpoQUIaKTHKA HA PSUUANBYA HAa MAaHUWHY €MTU30,1H, IPUTIALIMEHTH,
MOJIYYWIA PEMUCHS IIPU JICUCHUE C OJIAH3ANMH U PaHAOMHU3UPAHH Ja TI0y4aBaT OJIaH3aIluH WIN
1ane0o, oJaH3aMuH € MOKa3al CTATUCTUYECKH 3HAYMMO MPEBB3XO0JCTBO CIIPSIMO ILTanedo 1o
OTHOLICHNE Ha TbPBUYHHUTE KPAHHH TOUKH 33 NPO(UIAKTHKA HA PELUANBY Ha MAHUIHN U301 TIPU
OumonspHO pa3cTpoiicTBo. ONaH3anMH CHUIO € MOKa3al CTATUCTHUECKH 3HAYMMO MPEIUMCTBO CIPSMO
w1ane0o 1Mo OTHOLICHKE Ha MPEIOTBPaTABaHe HA PELUINBH KaKTO HA MaHUs, TaKa U Ha ACTIPECHSL.

B®B BTOpO 12 MeceyHo npoyyBaHe Npyu Npo(UIIaKTHKA PEIMINBA HA MAHUIHHU €MTU30/11, MAIllUEHTH,
IIPU KOUTO € MMOCTUTrHATa pEMHUCHS C KOM6I/IHI/IpaHO JICUCHUEC OJIaH3aIluH U HHTHﬁ, PaHAOMU3UPAHU J1a
MOJTy9aBaT OJIAH3AIMH WK JIMTHH CAMOCTOSITEITHO, OJIAH3AIHH € TI0KA3aJI He MO-TOJIIMO
NPEBBH3XOACTBO CHPSMO JINTHI TI0 OTHOIICHUE Ha MbPBUYHUTE KPAHU TOUKH 32 MPO(UITAKTHKA Ha
peuyanBe Ha OUTIOINSIPHO paszcTporicTro (onan3anud 30,0%, mutuii 38,3%; p=0,055).

B 18 mMeceuno nmpoy4Bane Ha KOMOWHUPAHO JieUeHUe Ha MAaHUIWHN WJIA CMECEHH EMU30/I1 TIPH
NalUeHTH, CTAOMIM3UPAHHU C OJIAH3AIMH TUTIOC JIEKApCTBa CTA0OMIIN3UPAIIl HACTPOCHUETO (JIMTHHA WU
BAJIIIPOAT), MPOABDKUTEIHOTO JICUEHHE C OJIAH3aIHH, CbBMECTHO C JIUTUH MJIM BANIIPOAT HE €
CTaTHCTHYECKH 1T0-100pO CIPSIMO JTUTHH MIIH BAIIPOAT CAMOCTOSATEIIHO, IO OTHOLIEHUE OTJIaraHe Ha
000CTpsIHETO Ha OUIIOJISIPHOTO Pa3CTPOUCTBO, CHITIACHO KPUTEPUUTE 3a CUHIPOMA.

5.2 ®apmMakoKWHeTHYHH CBONCTBA

B enno mpoyuBane Ha (hapMakOKHMHETHKATA TIPH 37paBU JOOPOBOIIH ¢ 1032 oT 5 mg ZYPREXA npax
32 MHXKEKLHMOHEH Pa3TBOpP € MOCTUTHATA MPUOIU3UTEIHO S5 MBTH MO-BUCOKA MaKCUMaJIHA TUTa3MeHa
koHueHTpanusa (Cmax) oT Ta3u, HabJroAaBaHa MPU NEPOPATHO MPHIOKEHUE Ha ChIIaTa J103a
onan3anuH. Cmax ce nocTura 1no-0bp30 cliel UHTPaMyCKYJIHO B CPaBHEHHE C [IEPOPAJIHO IPUIIOKEHHE
(15 no 45 MuHyTH B cpaBHEeHHE € 5 10 8 waca). KakTo u nmpu nepopaiHo npuiioxkeHne, Cmax U MIIOMITA
II0J] KpUBATa CJIel UHTPaAMyCKYJIHO NPHJIOKEHUE ca MPaBo INPONOPLHOHAIHY Ha IIPUI0KEHATa
JO3MPOBKA. 3a €Ha U ChILA 1032 OJIaH3aIMH, IPUIIOKEH HHTPAMYCKYJIHO U IIEPOPATHO, TUIOMITA MO
KpHBAaTa, MOJYXUBOTHT, KIUPHHCHT U 00EMBT Ha pasnpeaesieHue ca mogo0Hu. MerabonuTHUTe
IpoQUIN cile] MHTPaMyCKYJIHO U IEPOPaIHO IPUIIOKEHHE ca [IOI00HH.

IIpu He-mytmaun (MbXKe U )KeHH) CPEAHOTO BpeMe Ha MOTyeIMMUHUPAHE TP UHTPAMYCKYITHO

TIPIIIOKEH OJIaH3aIHH € yIbbkeHo (38,6 cpemry 30,4 gaca), a KTupbHCHT ¢ HamaieH (18,6 cpenry
27,7 1/9ac) B cpaBHEHHE C MyIIAYH.
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[To-momy ca onmcaHy TOMBIHATETHN (PapPMAKOKHHETUYHU JAHHU 33 TIEPOPATHOTO MPUIIOKEHHE Ha
OJIaH3aIuH.

PasnpeneneHue
CBbp3BaHETO Ha OJIAH3AIMMH C TIA3MEHUTE MMPOTEUHH € 0KO0JI0 93 % Tpu KOHIIEHTpallMy B IHUANa30Ha

ot 7 1o oxoisio 1 000 ng/ml. OnaH3anuH ce CBbp3Ba IIaBHO ¢ aTOYMHUHA U C o1 -Kucenus
TJIMKOTIPOTEHH.

Buorpanchopmarms

OnaH3anuH ce MeTa0oaN3upa B YePHUSI PO Upe3 KOHIOTUPAHE M OKUCIICHUE. [ IaBHUAT METa0OIUT B
KpbBTa € 10-N-TIIoKopoHHI, KOHTO HE TpeMIHaBa IIpe3 KpbBHO-MO3bUHaTa Oapuepa. 3a
obOpasyBaHeTo Ha MeTabomuTUTe N-TUMETHIT U 2-XUAPOKCUMETHI TONPUHACIT MUTOXpomMu P450-
CYP1A2 u P450-CYP2D6. In vivo n nBata MeTabOINTa MOKA3BaT 3HAYUTETHO ITO-HUCKA
(hapMaKoJIOTUYHA aKTUBHOCT, OTKOJIKOTO OJIAH3aIIWH B M3CIICABAHMS [TPY )KUBOTHU. | T1aBHaTa
(hapMaKkoJIOTUYHA aKTUBHOCT C€ JIBJKH Ha U3XOAHOTO JICKAPCTBO OJIAH3AITNH.

Enumunupane
Cren mepopalTHO IPHUIIOKEHHE CPETHOTO BpeMe Ha TOTYKUBOT Ha OJIaH3aITHH TIPH 3APaBH JIUIA

Bapupa B 3aBUCHMOCT OT Bb3pacTTa H ToJa.

[Ipu 3apaBu crapu xopa (65 roAUHU U TOBEYE) CPETHOTO BpeMe Ha MOITY>KUBOT Ha MEPOPATHO
NPUIOKEHUE Ha OJIAH3AIMH € yIBJDKEHO B CpaBHeHUe ¢ mo-miuaau jmna (51,8 cpenry 33,8 yaca), a
KIMPBHHCHT € HamaseH (17,5 cpenty 18,2 1/9ac). @apmMakoKWHETHIHATA BApUAOMITHOCT, KOSTO Ce
HaOJIrogaBa Py CTApUTE X0pa He Ce OTIIMYaBaT OT T€3H IPH MAIMEeHTH B 3psiia Bb3pacT. [Ipu 44
MAIMeHTH ¢ MU30(pPEeHNs Ha Bb3pacT Haj 65 roguHu 1031 oT 5 1o 20 mg/neH He ca Oniu CBBP3aHH C
HSIKAKBU T10-0COOCHHU HEXEJTaH! CHOUTHSL.

[pu xeHuTe ciie IepopaiHO MPIIIOKEHUE HA OJIAH3AINH, CPETHOTO BpEME Ha MOJTYKUBOT € JICKO
yabkeHo (36,7 cpemty 32,3 yaca) B cpaBHEHHE C TOBa IIPU MBXKETE, a KITUPBHHCHT € peayiupad (18,9
cpemry 27,3 l/gac). Benpeku ToBa o6ade npodubT Ha Oe30macHOCT Ha onaH3anuH (5-20 mg) e
CpaBHHM Mex1y keHU (n=467) 1 Mmbxe (n=869).

Bbr0Opeuno yBpexxaane

He e ycraHoBeHa 3HaunMa pa3ivKa B CpeITHOTO BpeMe Ha MOIy:KkuBoT (37,7 cpemty 32,4 yaca), KakTo U
B KJIMpBHCa Ha npoaykTa (21,2 cpemry 25,0 l/gac) Mexmy mareHTH ¢ yBpeaeHa 0p0peuna GyHKIus
(xpeatnauHOB KiupbHC <10 ml/MuH.) u 3apaBu mmna. [IpoyuBannsara mokassar, 4e okoso 57% ot
Oerns3aHns ¢ paAOaKTHBHU H30TOIH OJIAH3AITMH CE€ yCTAHOBSIBA B YPHHATA TIABHO MO/ popMara Ha
MeTaOoJIHUTH.

YepHopoOHO YBpekKIaHE

MaJiko npoy4BaHe 3a BIMSHUETO Ha HapylieHata GYHKIHS Ha YepHHsI P00 MpH 6 MAI[MEeHTH C
KJIMHUYHO 3HauuMa (kiaac A (n = 5) u kinac B (n = 1) no knacudukarusra Childs Pugh) muposa
ycTaHOBsBa cllad eeKT BbpXy (papMaKOKHHETHKATA HA OJIAH3AIHH, TIPUIIOKEH MEPOPATHO

(2,5 - 7,5 mg enuHrYHa 71032): MAIMEHTUTE C YMEPEHA JI0 TEKKA YSPHOAPOOHA TUCHYHKIUS UMAT
JICKO 3aBHIIIEH CUCTEMEH KITUPHHC U MO-KPAThK SITMMHUHAIIMOHEH TIOTY)KUBOT B CPAaBHEHHUE C
narueHTuTe 0e3 yepHoapooHa quchyukims (n = 3). [loBeyeTo OT MalMEHTUTE ca MyIIavu ¢ HUPo3a
(4/6; 67 %), oTkonkoTo manueHTu 6e3 uepHoapoOHa auchynHkims (0/3; 0 %).

Ilymmene
IIna3sMeHusT KIUPHHC HA OJaH3AIKH € MO-HUCHK MPU CTapy B CPAaBHEHHUE C MIIaU TAIlUEHTH, IPU

’KEHU B CPaBHEHUE C MBKe, KaKTO U IIPH HEITYIIaYX B CPAaBHEHUE C IMyIIavyn. 3HAYMMOCTTa Ha
BIIUSTHAETO HA BB3PACTTA, I0JIa WIIH MYIICHETO BHPXY KIMPHHCA Ha OJIaH3aIMH U BEPXY HETOBUS
MOJIY’KUBOT € TBBPJC MaJIka, B CpaBHEHHE C 00IIaTa BApHaOHMITHOCT MEXIY OTICTHUTE WHIUBHIH.

He e ycraHoBeHa pasnuka BbB (JapMaKOKWHETHYHUTE MTAPAMETPH MIPU MIPOYYBaHUS, IIPOBEIICHU C
€BpONCHIIN, ATIOHIIU U KUTANIH.
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5.3 IIpeakJMHUYHU JaHHH 32 0€30MACHOCT

chpa (IpH eANHUYHA 103a) TOKCUIHOCT

[TpusHaIUTE HA TOKCUYHOCT TPH MEPOPANICH MPHEM TPU IPU3AYHNTE Ca XaPAKTEPHHU 38 MOIITHUTE
HEBPOJICIITUIN: XUIIOAKTUBHOCT, KOMa, TPEMOP, KIIOHHYHH KOHBYJICUH, CAITUBAIINS, U TIOTHCKaHE Ha
HaanaBaHeTe. CpeHUTE JIETAJIHU 103U ca npubausuTento 210 mg/kg (3a mumkn) u 175 mg/kg (3a
wibxoBe). Kyderata nonacsar exuanyHa 103a 10 100 mg/kg 6e3 na ce HaOm01aBa JeTaneH u3Xo/.
KbM KIMHUYHUTE TPU3HAIM CMIAJAT CeIUpaHe, aTaKCUs, TPEMOP, YCKOPEH ChPJICUCH PUTHM,
3aTPyIHCHO AMIIAHE, MHO03a, U aHOpeKcHs. [Ipu MaliMyHH e AMHUYHM ITepopainu 1034 10 100 mg/kg
BOJISIT JIO IPOCTPAILIUS, & BUCOKUTE JIO3U H JI0 HEIThITHA 3ary0a Ha Ch3HAHUeE.

TOKCHYHOCT IpY MHOTOKPATHO TPUII0KEHHE

B npoy4Banus BbpXy MHUIIKH C MIPOIBIDKUTEITHOCT /10 3 Mecella M BbPXY ILUTbXOBE U Ky4deTa C
MPOABIDKUTEITHOCT ChOTBETHO JI0 1 ro/iuHa, mpeobnaaaBamy egext ca notuckane va [THC,
AHTUXOJIMHEPTUYHHU €PEKTH U iepuepH XeMaTOJIOTHYHH HapyIIeHus. Pa3BuBa ce Toyiepanc KbM
notuckanero Ha [{HC. [Tapamerpute Ha pacTeka HaMamsBaT MPH BUCOKH J03W. [Ipu mrsxoseTte ca
HaOI0JaBaHN 00paTMH e(hEeKTH, KOWTO ca B Pe3yJITaT Ha IMOBUIIICHN HUBA HA MPOJIAKTHHA U
BKIIIOUBAT: HAMAJISIBAHE TETJIOTO HA SHYHHUIIUTE M MAaTKaTa, KAKTO U MOP(OJIOTUYHU IPOMEHH BHB
BJIaraJJMIHUA €IIUTCI U B MIICYHUTC KIIC3U.

XeMaToJ0THYHA TOKCHYHOCT

Edextn BppXy XeMaTOJIOTHIHUTE TTAPAMETPH CE YCTAHOBSIBAT IPH BCHUYKH N3CJICABAHH BHIOBE
YKUBOTHHM, BKJIFOUUTETHO J1030-3aBUCUMO IIOHIDKEHHE Ha LUPKYJIHUPALIUTE JICBKOLUTY IPU MUIIKU U
HecTeqUPpUIHO HaMaJleHHe Ha Opost Ha IMPKYJIHUPALIUTE JICBKOLUTHTE IIPH ILTHXOBE; HE CE
yCTaHOBABAT 00aye JOKa3aTeNCTBa 32 KOCTHOMO3bYHA IIMTOTOKCHYHOCT. [Ipu orpannuen Opoi
Kyd4erTa, JIeKyBaHu ¢ 7031 oT 8 uian 10 mg/kg/nen (oO1aTa eKCrio3uius Ha oJlaH3aIllH [IUIOII 0T
kpuBarta] € 12 10 15 mbTH NO-BUCOKA OT Ta3M MPH YOBEKa, IPU IPUEM Ha 1032 OT 12 mg IHEBHO), ce
HaOIroaBa oOpaTrMa HEYTPOIEeHHs], TPOMOOIUTONECHHS MK aHeMusL. 1Ipy nuToneHnYHN KyJyeTa He
ca HaOI01aBaH! HeKelaH! e(peKTH BbpPXY MPOTEHUTOPHHUTE KIIETKU HITH MPOIU(pEpUpPAIINTE KIETKH B
KOCTHHSI MO3BK.

PenpoaykTHBHA TOKCUYHOCT

Onan3zanvH HsMa TepatoreHeH edekT. Cemanusra MOBIHsABA KYTyJIaTHBHUTE CIIOCOOHOCTH Ha
MBXKHATE TOTBXO0BE. [10JTOBUAT MUKEI ce 3acsara mpu po3u oT 1,1 mg/kg (3 mbTH MO-BUCOKH OT
MaKCHMAaJTHATa JI03a IPU X0paTa), a pepOAYKTHUBHUTE TApaMETPH Ca 3aCErHATH NPHU TUTHXOBE, 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 Ha0Jr01aBa 3a0aBsHE B Pa3BUTHETO HA
TUI0JIa ¥ TIPEXO/IHO HaMallsiBAaHEe HUBOTO HAa aKTUBHOCT HA MAJIKUTE KUBOTHH.

MyTareHHoct
OnaH3anvH He € oKa3ajl MyTareHHOCT WJIM KIACTOI€HHOCT, IIPU MIPOBEACHUTE IIBJIHU CTaHJAPTHU

TECTOBE, BKIIFOUBAIIN OAKTEPHATHUS MyTAIlAOHEH TECT | in Vitro W in vivo TECTOBETE MPH O03aiHUIIN.

Kapuunorennoct
PesynratuTe OT M3CIIeBaHUATA BEPXY MUIIIKH M TUTHXOBE BOJAT JI0 3aKJIFOUCHHUETO, Y€ OJIAH3AIHMH HE
€ KapIIMHOTCHEH.

6. OAPMALIEBTUYHU JAHHU
6.1 Chnucbk Ha NOMOIIHHUTE BelIeCTBA
JlakTo3a MOHOXHIpPAT

TaprapoBa kucenuHa, E 344
XJI0pOBOAOPOIHO KUCEIUHA.

Harpues xuapokcu.
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6.2 HecbBMECTHMOCTH

To3u nexapcTBeH NPOAYKT He TPsIOBa Jla ce CMeCBa ¢ APYTry JIGKAPCTBEHH MPOAYKTH, C U3KIIFOUESHUE Ha
IIOCOYEHHUTE B TOUYKA 6.6.

OnanH3anvH 3a HHKEKTHpaHe He TpsOBa a ce KOMOWHHpA B €Ha CIIPHUHITOBKA C JUa3eraM 3a
WH)XCKTHPaHE, 3al10TO HACTHIIBA MPEIMITATAINS IPU CMECBAHETO HA TE3H MPOIYKTH.

Jlopazenam 3a MHXEKTUpaHe HE TPsiOBa Ja ce M3MO0JI3Ba 3a MPUTOTBSHE HA WHXCKI[MOHEH OJIaH3allHH,
TBHI KaTO KOMOMHHPAHETO BOMIN A0 3a0aBEHO BpeMe 3a pa3TBapsHe.

OnanH3alnvH 32 HH)KEKTHpaHe He TpsOBa 1a ce KOMOWHHpA B €HA CIIPUHIIOBKA ¢ MHXKCKITMOHCH
XaJIONEePUIOI, Thil KaTO € HaOI0JaBaHO HUCKO PH BOJEIO ¢ BpeMeTo 1o Jerpanaus Ha OJlaH3aIliH.

6.3 Cpok Ha roaHOCT

[Ipax: 3 roguawM.
PastBop (cnen mpuroTssiHe): 1 gac. [la He ce 3ampassBa.

6.4 CrnenuanaHm ycJa0BHs HA CbXpaHeHHe

CrxpansBa ce pu Temmeparypa noj 25°C. CpxpaHsBaiiTe B OpUTHHATHATA OMIAKOBKA, 3a /1a Ce
Hpeanasy OT CBETIMHA. 3a YCIIOBUATA Ha ChbXPAHEHNE HA PA3TBOPEHUS JIEKAPCTBEH MPOITYKT BIKTE
Touka 6.3.

6.5 Buawu chabp:KaHUe HA OMAKOBKATA

®makoH ot cTekI0 Tim [ o1 5 ml.
B kaproneHa onakoBka chabpika 1 wim 10 ¢uiakon(a).

He Bcuuky BHIOBE ONMaKoOBKH MOTrar Aa ObAaT MyCHATH Ha masapa.
6.6 CrnenuajaHu NpeanasHu MepKHU NMPH U3XBHPJIsIHE
[Ipurotssiite ZYPREXA npax 3a HHXXEKIIMOHEH pa3TBOP Camo C BOJia 3a MHXEKIUH, CIIOpEN

CTaHIAPTHUTE TEXHUKH 32 Pa3TBapsHe Ha MPOAYKTH 3a TIAPEHTEPATHO MIPHIOKEHHUE. 3a IPUTOTBSIHE
Ha pa3TBOpa HE TPsAOBA J1a Ce M3MON3BAT JIPYTH Pa3TBOPUTENH (BXK. ToUKa 6.2).

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

KBAT UBAT. OnakoHbT chabpka 11,0 mg. Onanzanuy, kaTo pa3tBop 5 mg/ml (1 mg onaH3anuH
ocraBa BbB ()JIaKOHA U CIIPUHIIOBKATA, Taka ye octaBaT 10 mg onaH3anMH 3a HHKEKTUPAHE).

3. B cnenpamara tabnuia ca gageHr 00eMUTE 32 HHXKEKTHPaHe B 3aBUCUMOCT OT Pa3INIHUTE
JIO3H OJIaH3aINH:

Jo3a (mg) O0eM Ha MHXKEKTUPAHOTO
KoJruecTBO (ml)

10 2,0

7,5 1,5

5 1,0

2,5 0,5
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4. [Ipunaraiite pa3rBopa nHTpaMycKyaHO. He ro mpunaraiite HHTpaBEeHO3HO W MOAKOXHO.

5.  /3xBbpieTe COPUHLIOBKATA U aKO € OCTaHaJl HEU3IOJI3BaH Pa3TBOP, CIIOPE] KIMHUUYHUTE
W3UCKBaHMS.
6. M3non3BaiiTe pa3rBopa BegHara Jio 1 yac OT mpUTrOTBSHETO.

JlekapcTBEHNTE NPOLYKTH 32 MAPEHTEPAIHO MPUIOKEHHE TPOBa Ja ce M3cieIBaT BU3yallHO pean
MIPWIOKEHUE 33 HAIMYMETO HA MAJIKM YaCTUYKHU.
7. HNPUTEXKATEJ HA PASPEIIEHUETO 3A YIIOTPEBA

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

8. HOMEP(A) HA PASPEIHIEHHUETO 3A YIIOTPEBA
EU/1/96/022/016— ZYPREXA — npax 3a HHKEKITHOHEH pa3TBop. 1 diakoH
EU/1/96/022/017— ZYPREXA - npax 3a uHXeKIHOHEH pa3TBop. 10 ¢nakona

9. JATA HA TbPBO PA3PEIIABAHE/TIOJHOBSIBAHE HA PASPEIHIEHUETO 3A
YIIOTPEBA

[laTa Ha mbpBO pa3pemaBane: 27 centemBpu 1996 r.
Jata Ha nmocinenno moxHoBsiBane: 12 cenremBpu 2006 T.

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA
{(MM/TTTT}

ITonpoOHa uHOpMaLKs 3a TO3M JCKApPCTBEH IMPOAYKT € IMPeI0oCcTaBeHa Ha yeOcalita Ha EBponeiickara
areHIIMs 110 JeKapcTBaTa http://www.ema.europa.eu
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IMPNJIOKEHHUE IT

MHNPOU3BOJUTEJIN, OTTOBOPHU 3A OCBOBOXKJIABAHE HA
IHAPTUIN

YCJIOBUA NJIN OTPAHUYEHMNS 3A TOCTABKA U YIIOTPEBA

APYTI'N YCJIOBUA U UBUCKBAHUSA HA PASPEIIEHUETO 3A
YIIOTPEBA

YCJOBUA NJIN OT'PAHUYEHUS 3A BE3OITACHA U
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A. NPOU3BOIUTEJIH, OTTOBOPHHU 3A OCBOBOXKIABAHE HA ITAPTHU/U

Hme u agpec Ha npousBoauTeis(Te), OTroBopeH(H) 3a 0cBoOOkIaBaHe Ha naptuaure B EMO

Obsumu mabremxu.
Lilly S.A., Avda. de la Industria 30, 28108 Alcobendas, Madrid, MUcianus

Ipax 3a unsicexyuonen pasmeop:
Lilly S.A., Avda. de la Industria 30, 28108 Alcobendas, Madrid, Mcnanus.
b. YCJIOBUA WIN OTPAHUYEHUA 3A JOCTABKA U YIIOTPEBA

.HCKapCTBeHI/IﬂT MPOAYKT CC OTIIYCKa I10 JICKAPCKO NPCAIINCaHUC.

B. JAPYI'M YCJIOBUS U UBNUCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA
. IlepuoguyHyu aKTyaJJu3MpaHu J0KjIaau 3a oe3onacuoct (IIAIB)

Msuckpanusta 3a nonasane Ha [TAJIb 3a To3u JeKapcTBEH NPOAYKT Ca MOCOUYEHU B CIIUCHKA C
pedepentnute natu Ha Eponetickus cbto3 (EURD criuchk), npensuzaeH B wi. 1078, an. 7 ot
HupextuBa 2001/83/EO, 1 BbB BCHYKH CJICIBAIIN aKTyaIH3aIlHH, ITyOIMKyBaHN Ha €BPOTICHCKIS
yeOTopTal 3a JieKapcTBa.

r. YCJI0BUsA NN OI'PAHUYEHUA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUA TIPOAYKT

. Ilnan 3a ynpasiaenue Ha pucka (ITYP)

[Ipurexarensat Ha pa3pemenuero 3a ynorpeda (IIPY) tpsOBa na u3BbpiiBa U3UCKBAHUTE JSHHOCTH H
JIEHCTBUSA, CBBP3aHU C IPOCIICAsIBaHe Ha JIEKapCcTBEHATa 0€30MacHOCT, TOCOYCHH B ogooperws [IVP,
npencraseH B Moy 1.8.2. Ha pa3perieHueTo 3a ynorpeda, KakTo U IPH BCUYKH CIICABALIN 0100peHU
akTyanu3auuu Ha [TYP.

Axryamusupan [TYP Tpsab6Ba na ce momana:
e 10 UcKaHe Ha EBpormelickaTta areHIus mo JeKapcTBaTa;

e BHHArW, KOTaTo Ce M3MEHS CHCTEeMaTa 3a YIIpaBJICHUE Ha pUCKa, 0COOEHO B pe3ynTaT Ha
MmoJiyyaBaHe Ha HOBA MH(OpMAIIHs, KOSITO MOXE Jia IOBEEC 10 3HAYUMHU POMCHH B
CHOTHOIIIEHHETO TOJI3a/PUCK, WK CIIE]T JIOCTUTAHE Ha BaXKeH eTar (BbB BPh3Ka ¢
npocCie/IIBaHe Ha JICKapCTBEHATA OE30MACHOCT MITH CBEX/IaHE HA PUCKA JI0 MUHUMYM).
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NPUJIOKEHMUE II1

JAHHU BBPXY OITIAKOBKATA U JINCTOBKA
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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 JJEKAPCTBEHUA ITPOAYKT

ZYPREXA 2,5 mg o6BuTH TabNETKH
OJIaH3aINH

2. OBSABSBAHE HA AKTUBHOTOMTE) BEIIIECTBO(A)

Bcska o0BuTa TabneTka craAbpKa 2,5 mg onaH3anuH

3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

C’LZ[’Bp)Ka JIAKTO3a MOHOXUAPAT, BUXKTC JIMCTOBKATA 3a JOIIBJIHUTCIIHA I/IH(l)OpMaI_II/ISI

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

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

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

[Ipenu ynoTtpeba npoyerere JINCTOBKATA.

TlepopanHo npuiioxeHue

6. CIHHEHUAJIHO NPEAYHNPEXIEHUE, YE 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 CHEIUAJIHU IPEAYIIPEXJIEHUA, AKO E HEOBXOANUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA 'OJHOCT

T'onen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

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

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

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

12. HOMEP(A) HA PASPEIIEHHUETO 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. HNAPTHUIEH HOMEP

[Taptma Ne

14. HAYMH HA OTIIYCKAHE

.HeKapCTBeHI/I}IT MPOAYKT CC€ OTITYCKa IO JICKAPCKO NPCANNCaHUC.

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA ABBYKA

ZYPREXA 2,5 mg

‘ 17. YHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JBynsMepeH 6apKoJI ¢ BKIIIOUCH YHUKAICH HICHTU(PUKATOD

‘ 18. YHUKAJIEH UIEHTUO®PUKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPXKAT 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. IMAPTUJIEH HOMEP

Lot

|5.  JPYTO
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JAHHH, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS OT OBBUTHU TABJIETKHU B BJIMCTEP

1. NME HA JJEKAPCTBEHUA ITPOAYKT

ZYPREXA 5 mg o6ButTH TabaeTkn
OJlaH3aMMuH

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcsika 06BuTa TabNmeTKa ChABPKA 5 Mg OJIAH3AITNH

3. CIIUCBK HA IOMOIIHUTE BEINECTBA

C’LZ[’Lp)Ka JIAKTO3a MOHOXUAPAT, BUKTC JIMCTOBKATA 3a JOIIBJIHUTCIIHA I/IH(l)OpMaI_II/ISI

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

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

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

[Ipenu ynoTpeba npoyerere JINCTOBKATA.

[Iepopanno mpunoxenue

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

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

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

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

T'onen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUS HA CbXPAHEHUE

I[a CC€ CbXpaHsiBa B OpUI'MHAJIHATa OIIAKOBKaA, 3a Aa CC IpEAIasyu OT CBCTJIMHA 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. HWME U AJIPEC HA ITPUTEXATEJISI 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 o6BHuTH TaOIETKH
EU/1/96/022/030 70 00BUTH TaOJIETKH
EU/1/96/022/036 98 00BUTH TaOJIETKH

13. NAPTHUIAEH HOMEP

ITaptuma Ne

14. HAYMH HA OTITYCKAHE

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

‘ 15. YKA3AHUMA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA ABBYKA

ZYPREXA 5 mg

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

JBym3mepeH 6apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

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

PC
SN

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

ZYPREXA 5 mg ObBUTHU TABJIETKHU, ETUKET HA BJIMCTEPHOTO ®0OJIMO

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

ZYPREXA 5 mg o6BuTH TabaeTkn
OJIaH3aIMH

‘ 2. NME HA ITIPUTEXKATEJISA HA PASPEHLIEHUETO 3A YIIOTPEBA

CHEPLAPHARM

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. NAPTUJIEH HOMEP

Lot

|5.  JIPYTO
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JAHHH, KOUTO TPABBA JJA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS OT OBBUTHU TABJIETKHU B BJIMCTEP

1. NME HA JJEKAPCTBEHUA ITPOAYKT

ZYPREXA 7,5 mg o6BuTH TabIEeTKH
OJlaH3aMuH

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcsika o6BuTa TabnmeTKa chabpKa 7,5 mg oJaH3auH

3. CIIUCBK HA IOMOIIHUTE BEINECTBA

C’LZ[’Lp)Ka JIAKTO3a MOHOXUAPAT, BUKTC JIMCTOBKATA 3a JOIIBJIHUTCIIHA I/IH(l)OpMaI_II/ISI

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

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

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

[Ipenu ynoTpeba npoyerere JINCTOBKATA.

[Iepopanno mpunoxenue

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

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

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

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

T'onen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHHUE

I[a CC€ CbXpaHsiBa B OpUI'MHAJIHATa OIIAaKOBKaA, 3a Aa CC IMpEAIasyu OT CBCTJIMHA 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 PASPEIHIEHUETO 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 o6BHuTH TaOIETKH
EU/1/96/022/006 56 o6BuTH TaOIETKH
EU/1/96/022/031 70 00BUTH TaOJIETKH
EU/1/96/022/037 98 00BUTH TaOJIETKH

13. MAPTHUIAEH HOMEP

ITaptuma Ne

14. HAYMH HA OTITYCKAHE

.HCKapCTBeHI/I}IT MPOAYKT CC OTITYCKa IO JICKAPCKO MNPCANNCaHUC

‘ 15. YKA3AHUMA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIUA HA BPAMJIOBA A3BBYKA

ZYPREXA 7,5 mg

‘ 17. YHUKAJIEH UWIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKo/i C BKIIIOUEH YHUKAJICH UIACHTU(DUKATOD

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

PC
SN

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

ZYPREXA 7,5 mg OBBUTHU TABJIETKH, ETUKET HA BJIMCTEPHOTO ®OJINO

1. HUME HA JIEKAPCTBEHUS ITPOAYKT

ZYPREXA 7,5 mg o6BuTH TabIEeTKH
OJIaH3aIMH

‘ 2. NME HA ITIPUTEXKATEJISA HA PASPEHLIEHUETO 3A YIIOTPEBA

CHEPLAPHARM

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. NAPTUJIEH HOMEP

Lot

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

KAPTOHEHA KYTUS OT OBBUTU TABJIETKHU B BJIMCTEP

1. NME HA JJEKAPCTBEHUA ITPOAYKT

ZYPREXA 10 mg o0BUTH TaONETKH
OJlaH3aMuH

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcsika o6BuTa TabneTka chabpika 10 mg omaH3anuH

3. CIIUCBK HA IOMOIIHUTE BEINECTBA

C’LZ[’Lp)Ka JIAKTO3a MOHOXUAPAT, BUXKTC JIMCTOBKATA 34 JOIIBJIHUTCIIHA I/IH(l)OpMaI_II/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. HAYUH HA ITPUJIOKEHUME U ITT(MIIA) HA BBBEKJIAHE

[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 CHEIUAJIHU NPEAYIIPEXJIEHUSA, AKO E HEOBXOINMO

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

T'onen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHHUE

I[a CC€ CbXpaHsiBa B OpUI'MHAJIHATa OIIAKOBKaA, 3a Aa CC IMpEAIasyu OT CBECTJIMHA U BJIara.
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10. CIHEINUAJIHU ITPEAIIASHU MEPKHU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BBAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

‘ 11. HUME U AJIPEC HA IPUTEXATEJISI HA PASPEIHIEHUETO 3A YIIOTPEBA

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

‘ 12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

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

13. NAPTHUIAEH HOMEP

ITaptuma Ne

14. HAYMH HA OTITYCKAHE

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

‘ 15. YKA3AHUMA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIUA HA BPAMJIOBA A3BBYKA

ZYPREXA 10 mg

‘ 17. YHUKAJIEH UWIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByn3MepeH 0apKo/i C BKIIIOUEH YHUKAJICH UACHTU(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 10 mg OBBUTHU TABJIETKHU, ETUKET HA BJIMCTEPHOTO ®OJIMO

1. NME HA JJEKAPCTBEHUA ITPOAYKT

ZYPREXA 10 mg o0BUTH TaONETKH
OJlaH3aMuH

‘ 2. HUME HA ITIPUTEKATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

CHEPLAPHARM

‘ 3. JATA HA U3TUYAHE HA CPOKA HA 'OAHOCT

EXP

4. IMAPTUJIEH HOMEP

Lot

|5.  JIPYTO
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JAHHH, 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. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcsika o6BuTa TabneTka chabpka 15 mg onaH3anuH

3. CIIUCBK HA IOMOIIHUTE BEINECTBA

C’LZ[’Lp)Ka JIAKTO3a MOHOXUAPAT, BUKTC JIMCTOBKATA 3a JOIIBJIHUTCIIHA I/IH(l)OpMaI_II/ISI

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIJHA OITAKOBKA

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

5. HAYUH HA ITPUJIOKEHUME U ITT(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 CHEIUAJIHU NPEAYIIPEXJIEHUA, AKO E HEOBXOANMO

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

T'onmen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUS 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 TAKUBA

‘ 11. HWME U AJIPEC HA IIPUTEXATEJISI 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 06BuTH TaOIETKH
EU/1/96/022/033 70 00BUTH TaOJIETKH
EU/1/96/022/039 98 00BUTH TaOJIETKH

13. NAPTHUIAEH HOMEP

ITaptuma Ne

14. HAYMH HA OTITYCKAHE

.HCKapCTBeHI/I}IT MPOAYKT CC OTITYCKa IO JICKAPCKO MNPCANNCaHUC

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAMJIOBA A3BBYKA

ZYPREXA 15 mg

‘ 17. YHUKAJIEH WIEHTU®UKATOP — JIBYU3MEPEH 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

ZYPREXA 15 mg OBBUTHU TABJIETKH, ETUKET HA BJIMCTEPHOTO ®OJINO

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

ZYPREXA 15 mg o0BUTH TaONETKH
OJIaH3aIMH

‘ 2. NME HA IIPUTEXKATEJISA HA PASPEHLIEHUETO 3A YIIOTPEBA

CHEPLAPHARM

‘ 3. JATA HA N3TUYAHE HA CPOKA HA I'OJHOCT

EXP

4. NAPTUJIEH 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 JJEKAPCTBEHUA ITPOAYKT

ZYPREXA 20 mg oO0BuTH TaOJIETKH
OJIaH3aMuH

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceska o0BuTa Tabnerka cpabpka 20 mg oaH3anuH

3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

C’L,Z[T:p)l(a JIaKTO3a MOHOXHUAPAT, BHXKTEC JIMCTOBKATAa 3a JOIIBJIHUTCIIHA I/IH(I)OpMaI_II/IH

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

28 00BHUTH TA0JICTKU
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 JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TOCETI'A HA TEIIA

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

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

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

‘ 9. CIIEIIMAJIHU YCJIIOBUSA HA CbXPAHEHHUE

I[a CC CbXpaHsBa B OpUTI'MHAJIHATA OIIAKOBKaA, 3a Aa CC MpPCAIasyu OT CBCTJIMHA U BJIara.
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10. CIHENOUAJHHU INPEAITASHU MEPKU ITPU NU3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

‘ 11. HUME U AJJPEC HA IPUTEXATEJISI 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 06BuTH TaOIETKH
EU/1/96/022/028 35 00BUTH TaOJIETKH
EU/1/96/022/022 56 00BUTH TaOJIETKH
EU/1/96/022/034 70 00BUTH TaOJIETKH
EU/1/96/022/040 98 06BHUTH TaOIETKH

13. HAPTHUJIEH HOMEP

TTaptuma Ne

14. HAYUH HA OTITYCKAHE

JlexapcTBEHHUSAT MPOIYKT C€ OTITYCKA I10 JIEKAPCKO MPEIITHUCaHIe

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIUA HA BPAMJIOBA A3BBYKA

ZYPREXA 20 mg

‘ 17. YHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByn3MepeH 0apKo/i C BKIIIOUEH YHUKAJICH UACHTU()UKATOD

‘ 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 OBBUTHU TABJIETKHU, ETUKET HA BJIMCTEPHOTO ®OJIMO

1. NME HA JEKAPCTBEHUA ITPOAYKT

ZYPREXA 20 mg o0BUTH TaOIETKH
OJlaH3aMuH

‘ 2. HUME HA IIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

CHEPLAPHARM

‘ 3. JATA HA U3TUYAHE HA CPOKA HA 'OAHOCT

EXP

4. IMAPTUJIEH HOMEP

Lot

|5.  JIPYTO
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JAHHH, KOUTO TPABBA JJA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS OT ®JIAKOH C IIPAX

1. NME HA JJEKAPCTBEHUA ITPOAYKT

ZYPREXA 10 mg npax 3a HHXEKIIMOHEH Pa3TBOP
OJIaH3aIuH

‘ 2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceexn dnakon ceappika 10 mg onmanzanua. Ciex pa3TBapsiHEe BCEKU MIUTHIUTBD OT pa3TBopa
CBHABPKA 5 Mg ONlaH3auH

‘ 3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

JlakTo3a MOHOXUApAT, TApTApOBa KUCCIIMHA, XJIOPOBOAOPOAHA KUCCIINHA, HATPUCB XUJAPOKCHUJ

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

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

5. HAYYH HA ITPUJIOKEHUE N TBbT(MLIA) HA BBBEXKJIAHE

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

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

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

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

‘ 8. JATA HA U3TUYAHE 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. CIHENOUAJHHU INPEAITASHU MEPKU ITPU NU3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHUBA

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

‘ 11. HUME U AJAPEC HA ITPUTEKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

CHEPLAPHARM Registration GmbH, Weiler Stralle 5e, 79540 Lorrach, I'epmanmst

‘ 12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/96/022/016 Ilpax 3a nHXEKOHOHEH pa3TBop. | draakoH
EU/1/96/022/017 Ilpax 3a nHxXeKOHOHEH pa3TBop. 10 dakona

13. MAPTUIAEH HOMEP

TTaptuma Ne

14. HAYMH HA OTITYCKAHE

JlexapCcTBEHHUSAT MPOIYKT C€ OTITYCKA IO JIEKAPCKO MPEIITHUCaHIe

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

‘ 17. YHUKAJIEH UWIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JBynsMepeH 6apKoJI ¢ BKIIFOUYCH YHUKAICH HICHTU(DUKATOD

‘ 18. YHUKAJIEH UIEHTUO®PUKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN

62



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 BBBEXK/JIAHE

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

‘ 2. HAYYH HA ITPNJIOKEHHNE

WHTpaMyCKyIIHO IPUIIOKEHUE

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

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 TadJIeTKH
ZYPREXA 5 mg o0BuTH Ta0JIeTKH
ZYPREXA 7,5 mg 00BuTH Ta0JIeTKH
ZYPREXA 10 mg o06BuTH TalaeTKn
ZYPREXA 15 mg o0BuTH Ta0JIeTKH
ZYPREXA 20 mg 06BUTH Ta0/IeTKH
oan3anuH (olanzapine)

IIpoueTeTe BHMMATEIHO SLJIATA JIUCTOBKA, PN 1A 3aM0YHETE /1a IPUeMaTe TOBA JIEeKAPCTBO,
Thil KaTo TH ChbAbPKa BaxHa 3a Bac undgopmanms.

3anaseTe Ta3u JIMCTOBKA. MOJXKe Ja ¢e HAJIOXKH J1a 5 IIPOYETETe OTHOBO.

AKO UMare HIKaKBH JIOMBIHUTEITHA BBIIPOCH, ITonuTaiiTe Bamus iekap win GpapMaresnT.

ToBa nekapcTBO € mpeanucano TuaHo Ha Bac. He ro mpeoTcrrBaiite Ha aApyru xopa. To Moxe
Jla UM HaBpeId, He3aBUCHMO Y€ IPU3HAIIMTE Ha TIXHOTO 3a00JIsIBaHe ca ChIIUTE KakTo Barure.
AKO TIOJIyYHTe HAKAKBH HEXEJIaHU peakiny, yBeaoMeTe Bamus exkap win Gapmaiiert. ToBa
BKJIFOYBA U BCUYKH Bh3MOXKHU HEXXEJIAaHHW PEaKIINH, HEOMTUCAHH B Ta3H JINCTOBKA. BiokTe

TOuKa 4.

KakBo cbabp:ka Ta3u JIMCTOBKA

SNk =

1.

Kaxso npencrasisa ZYPREXA u 3a kakBo ce U3IM0I3Ba
Kaxso Tps6Ba na 3Haere, npeau na npuemere ZY PREXA
Kaxk na npuemate ZYPREXA

BB3M0XHM HEXETaHU peakluu

Kaxk na cexpanssate ZYPREXA

ChapprkaHre Ha ONIAKOBKATA U JIOMIBIIHUTENHA HH(DOpMAIns

Kakso npencraBiasisa ZYPREXA u 3a kakBO ce U310/13Ba

ZYPREXA cpabpxa akTUBHOTO BeliecTBo onan3anuH. ZY PREXA nmpunayiexu KbM rpymnara
JIEKapCcTBa, HApEUYEHH AHTUIICUXOTHULIM U CE M3I0JI3Ba 32 JICUCHUE HA CIeIHUTE 3a00IIIBaHU:

[In3odpenus - 3a00JIIBaHe ChC CUMIITOMH KaTO UyBaHE, BIXKIaHE WM yCCI[aHe Ha
HECBHINECTBYBAIN O0EKTH, HATYAHH MUCIIH, HEOOMYaiiHa ITOT0O3PUTEITHOCT U 3aTBapsiHe B cede
cu. Xopara ¢ ToBa 3a00JIIBaHE MOKE ChIIO JIa CE YyBCTBAT MOJITUCHATU, TPEBOKHU HITU
HaIpeTHATH.

YMEPEeHO TEeXKH JIO TEKKU MAaHUIHU SMU30]IU - ChCTOSHUS ChC CUMIITOMH Ha Bbh30Yy/Ia MU

eydopusi.

ZYPREXA moxka3sBa, ye npemna3Ba MOBTOPHA MOSIBA HA T€3U CUMITOMH NPU TALEHTU C OUIOJIIPHO
Ppa3cTpONCTBO, IPU KOMTO MAHUHHUSAT €MIN30/ CE IOBIHSIH OT JICYEHUE C OJIAH3AIINH.

2.

KakBo TpsioBa 1a 3HaeTe, npeau 1a npuemate ZYPREXA

He npuemaiite ZYPREXA

aKo CTe aJepruiHu (CBPBXUYBCTBUTEIHN) KbM OJaH3AIMH WX KbM HSIKOS OT OCTAHAIHNTE
CHCTAaBKH Ha TOBA JIEKAPCTBO (M30pOEHH B TOUKa 6). AlepruvyHara peakius MOXe J1a ce
pasno3Hae 1o HaJIMIHeTO Ha 00pUB, ChbpOEXK, OTOK HA JIMIETO, TIOAyBaHE HA YCTHUTE WU
HEIOCTUT Ha BB3IyX. AKO TOBa ce cityud ¢ Bac, o0bpHeTe ce kbM Bammms nekap.

aKko Hskora Bu e mocraBeHa quarHosa 3a mpoOJeMu ¢ O9UTe KaTo HalpUMeEp HIKOU BUJIOBE
riaykoma (IOBHUILIEHO HAJSITaHE B OKOTO).

IIpenynpesxxaeHus: U Mpeana3sHu MEPKH
l'oBopere ¢ Bamus nekap nnu ¢apmanest, npenu aa npuemere ZY PREXA.
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e He ce npenoppuBa ynotpebata Ha ZYPREXA npu nanueHTH B cTapuecka Bb3pacT ¢
JEMEHIM, Thi KaTo NPH TSIX TOBA JIEKAPCTBO MOXKE Ja UMa CEPUO3HU HEXKeJIaHU JIEKAPCTBEHU
peaxuuu.

e JlexapcTBa OT TO3M THII MOT'aT J1a IPEIU3BUKAT HEOOMUYAHU IBMKEHUS 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
Bamusr nekap TpsaOBa peloBHO Ja mpoBepsiBaTe TerioTo Bu. Mmaiite npensua HacouBaHe
KBbM JIEKap-IUeTOJIOr WJIU IIOMOII] C IUIaH 3a JUeTa, ako € HE0OXOAUMO.

e IIpu naumentn, kouto npuematr ZYPREXA, ca nabironaBanu BUCOKH HMBA Ha KPbBHA 3aXap
Y Ha MacTH B KPBBTa (TPUTITUIEPHUIN H X0JiecTepoi). Bamwusar nekap TpssOBa 1a npaBu KPbBHU
W3CIEeBaHNs, 3a Jja MPOBepsiBa KPbBHATA 3aXap U HUBATa Ha HAKOM MacTH, Ipeau Ja
3anoyHeTe npuema Ha ZYPREXA 1 penoBHO 1O BpeMe Ha JICUEHUETO.

e VBenomere Jekaps, ako Bue nnm Hikol BB Bamrero cemeiicTBoO HiKora cTe MMaJli KPbBHH
ChCUpENH, Thi KaTo JIeKapCTBa KaTo TOBA C€ CBBP3BAT C 00Pa3yBaHETO HA KPbBHU ChCHPELIN.

AXo0 cTpagare OT HSIKOE OT H30pPOCHHUTE T0-70JTy 3a00JIsIBaHus, YBeoMeTe Batust iekap Bb3MOXKHO
Hal-0BP30:

Wucynt vy “MuHH” MHCYNT (BpEMEHHU NPU3HALIN HA HHCYJIT)
Bonect Ha ITapkuncon

[Mpobaemu ¢ mpocraTtara

UpeBHa HEMPOXOAUMOCT (MApaTUTHUEH HUIIEYC)

YeproapoOHo uinu 0b0pedHo 3a00IsiBaHe

3abomnsBaHus Ha KPHBTa

CopaeuHo 3abomnsBaHe

Jnaber

I'spuose

Axo 3HaeTe, 4e MOKe J]a UMaTe 3ary0a Ha COJIM B pe3yJITaT Ha MPOABIDKUTEITHA TeXKKA AUAPUSI U
MTOBPBINaHe WM YIIOTpeOa Ha MUypEeTHIIH (OTBOIHSIBAIIHN TaOJIETKN)

AKko cTpajnate oT JeMeHIus, Bue win 9oBeKbT, KOHTO ce rpku 3a Bac/Bamr pogauna TpsOBa 1a
nHpopmMupa Bammst mekap, ako HIKOTa cTe€ UMaITH HHCYIT WK ‘“MUHU WHCYJIT.

Karo pyTtuHHa nipeama3Ha Msapka, ako CTe€ Ha Bb3pacT HaJl 65 ronuHu, BameTo KppBHO HalIATaHE
TpsiOBa Aa ce HaOmromaBa ot Bamms gekap.

Jeua u roHoumu
ZYPREXA He e npeqHa3zHaueH 3a MalUEHTH oA 18-roaniHa Bb3pacT.

Apyru nexapcrBa u ZYPREXA

[Ipuemaiite npyru nekapcTsa o Bpeme Ha neueHnero cs¢ ZY PREXA, camo ako Bamust nexap Bu e
Ka3aJl, 4e TOBa € Bb3MOXKHO. Bre Moxe /1a moYyBCcTBaTe ChHIMBOCT, ako npuemate ZYPREXA B
KOMOWHAIMS C aHTHICTIPECAHTH WIIN JIEKApCTBA 3a JICYCHNE Ha TPEBOKHOCT WIIM TaKHBa
MOJIIOMAraiiy CbHs (TPaHKBUIIN3ATOPH).

Wudopmupaiite Bamist ekap, ako nmpremare, HACKOPO CTe PUEMAaNIH WK € Bb3MOXKHO JIa TIpHeMaTe
JIpYTH JIEKapCTBa.

ITo-cniennanno yBenomere Bamusa nekap, ako npremare:
e JjexkapcTBa 3a Oosectra 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 Bammrata no3a ZYPREXA.

ZYPREXA ¢ ankoxoJa
He nmiiTe ankoxo, mo BpeMe Ha jgedeHneTo cbe ZYPREXA, Thif KaTo € THOBPEMEHHO C aTKOXOJ
MOJKE J1a JJOBeJIe J0 MOsBaTa Ha CHHINBOCT.

BpeMeHHOCT 1 KbpMeHe

AKko cTe OpeMeHHa WU KbPMHUTE, CMSTATE, Y€ MOXKeE J]a CTe OpeMEeHHA HIIH TUTaHUpaTe OpEMEHHOCT,
nochBeTBaiTe ce ¢ Bamms nexap npean ynorpebara Ha TOBa JiekapcTBO. Bue He TpsOBa na nmpuemare
TOBA JIEKAPCTBO, aKO CTe OpeMEHHa, OCBEH aKo He cTe To oochannu ¢ Bamus nekap. Bue ne Tps6Ba na
MpreMate TOBa JIEKapCTBO, B clydail Ha KbpMEHe, Thii KaTo Manko konnyecTBo oT ZYPREXA moxe
Jla IPEMUHE B KbpMATa.

CrnegHuTe CUMIITOMH MOTAT J1a CE MOSBAT IIPU HOBOPOAEHHU, YNHTO MaliKu ca ynoTpeOsBau
ZYPREXA mnpe3 nocieaHus TpUMECThp (TIOCICIHUTE TPU Mecelia 0T OpeMEHHOCTTa): TpEIepeHe,
CKOBaHOCT W/WIIK CIIa00CT Ha MYCKYJINTE, CHbHINBOCT, Bb30yAa, IpOoOIeMH ¢ AUIIAHETO U 3aTPYTHCHHS
B XpaHeHeTo. Ako nipu Barero 0e0e ce posiBU HIKOW OT TE3U CUMIITOMH ITOTHPCETE CBOS JICKap.

IMopupane u padora ¢ MAILIMHU
Nma onacHOCT OT mosiBaTa Ha CHHJIMBOCT O BpeMe Ha npuema Ha ZYPREXA. Ako ToBa ce ciyuu He
nrodupaiite 1 He paboTeTe ¢ HUKAKBa anaparypa Wil MalluHe. Y BegoMeTe Bamms nexap.

ZYPREXA cbabpaxa JaKkro3a
Axo Bammsr nekap Bu e ka3al, 4e iMaTe HEITOHOCUMOCT KbM HAKOM 3aXapH, CBbpKeTe ce ¢ Bammus
JIeKap Ipeau J1a B3eMeTe TOBa JEKapCTBO.

3. Kak na npuemare ZYPREXA

Bunaru npuemaiite ToBa JIeKapcTBO TOYHO KakTo Bu e ka3an Bamusr jgexap. Ako He cTe CUTYpHHU B
HEIIlo, monuTaite Bamms nekap unm dpapMariesT.

Bamust nekap me Bu kaxe konko tadbnetkn ZYPREXA na mpuemare ¥ KOJIKO JBJITO J1a TH
npuemarte. /lneBHara no3a Ha ZYPREXA e mexnay 5 mg u 20 mg. Koncynrupaiire ce ¢ Bamms nekap,
ako cuMmntomMu Bu ce Bp300HOBAT, HO He crimpaiite mpuema Ha ZYPREXA, mokato Bammsar nekap He
Bu nocwkBeTBa 1a ro HampaBuTe.

Bue tpsa6Ba na npuemare ZYPREXA Benabx qHEBHO, CIeABANKH NTPENOPBhKATE Ha Barmus ekap.
OnwutBaiiTe ce na B3emMare TabJETKUTE MO €AHO U ChLIO BpeMe, BCEKH JeH. [I[pueMbT Ha TabneTKuTe He
3aBUCH OT IIpueMa Ha xpaHa. Bue TpsiOBa na rimptHeTe Tabnetkure ZYPREXA nenu ¢ Boaa.

AKO cTe nIpueJiu mMoBeve 0T HeoOxoaumaTa n03a ZYPREXA

[Tpu manmenTuTe, NIpUETU MoBeye OT HeoOxoauMoTO KoirmuecTBO ZYPREXA ce HaOnronaBat
CJICJTHUTE CUMIITOMH: yUeCTeHA Chp/IeYHa JICHHOCT, B30y 1a/arpecHBHOCT, IPOOJIEMH ¢ TOBOPA,
HeoOMYaliHN ABMKEHUS (0COOCHO Ha JIUIIETO WIIM €3WKa) U Pa3iuJHa CTEIEH Ha HApYIIICHHE Ha
Chb3HAaHUETO. J{pyru CUMIITOMU MOXKe 1a ObAaT: BHE3alHa OOBPKAHOCT, IPUMIAABK (CMUIIETICHs ), KOMa,
KOMOMHANUs OT TPEeCKa, YIeCTCHO JUILaHe, H3IOTsIBaHe, MyCKYJIHA CKOBAHOCT U 3aMastHOCT MU
CBHHIIMBOCT, 3a0aBsiHE Ha ChpACYHATA YECTOTa, ACIUPAIHS, TOBUIIIEHO UM MMOHIKEHO KPHBHO
HaJlsiraHe, HapyIleH ChbpAeueH puThM. Beqnara nmorbpcere Bamms nekap wim HanpaBo OTHACTE B Hal-
OM3KOTO OOJTHUYHO 3aBelICHHE, aKO MMaTe HAKOM OT ropHUTE cuMnToMU. [lokaxere Ha nekaps
OIaKoBKaTa Ha Bammmre Ta0neTkw.

AKo cTe mponycHaum aa npueMere ZYPREXA
Bsemere TabneTkute BegHara oM ce cetute. He mpuemarite aBe 1034 B €UH 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, KOIKoTo Bu € npenopbyan Bamust gekap.

Ako BHe3amHo cripete aa npueMate ZYPREXA, moxe na ce HaOMoqaBaT MpU3HAIM KaTo HaIpuMep
U3IIOTSIBaHE, HECTIOCOOHOCT J1a Ce CITH, TPEMOP, TPEBOKHOCT WITK TaJicHe U NOBpbINaHe. BamusT nexap
Moke 1a Bu nmpeqnoxxu na HamManuTe A03ata MOCTETIeHHO, TIPEIN /1a CIpeTe JICYSHUETO.

AKO UMaTe HIKaKBU JOIBIHUTEIHN BBIIPOCH, CBBP3aHH € yroTpebara Ha TOBA JIEKApPCTBO, IIOMUTANTE
Bamms nexap nim ¢papmManenT.

4. Bb3MOKHHN HeKeTaH! Peakuu

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE 1a MPEAN3BHUKA HEXKCIIAHU pE€aKIIuH, BBIIPEKU Y€ HE
BCCKH T' TIOJTy4aBa.

Heza6asHo kaxete Ha Bamms nekap, ako uMare:

e HeoOWYaifHM ABYDKEHUS (YecT HexkenaH eekT, KoiTo Moxe fa 3acerHe 1o 1 Ha 10 qoBeka)
IJIaBHO HA JIMIIETO WU €3UKa;

® KPBBHHU ChCHPEIM BbB BEHUTE (HEUECT HEXeNaH eeKT, KOWTo Moxe 1a 3acerHe 1o 1 Ha 100
4YOBeKa), 0COOCHO B Kpakara (MpU3HAIMTE BKIFOYBAT OTOK, OOJIKA M 3aUepBsBaHE HA Kpaka),
KOUTO MOJKE JIa C€ MPHUIBHIKAT 110 KPbBOHOCHUTE ChOBE JI0 Oesus Ipo0, MpUUYUHsIBaiiKu 00JKa B
o0JacTTa Ha rPBAHMS KOII U 3aTPYAHECHO JUIIaHe. AKO 3a0€JIeKUTE HAKOHM OT Te3H MPHU3HAILIH,
MOTHPCETE MEIUIIMHCKU CHhBET HE3a0aBHO

® KOMOWHAIIUS OT TEMIIepaTypa, yUeCTCHO JUIIaHe, U3MOTABaHE, MYCKYJIHA CKOBAHOCT U
JIPEMITUBOCT WJIH CHHIMBOCT (YECTOTaTa Ha TO3M HeKenaH epekT He Moxe /1a Obe OIleHeHa OT
HaJIMYHUTE JaHHU)

MHoro decTr HeXXeJlaH! peakuy (Moke /1a 3acerrar noeede oT 1 Ha 10 YoBeka) BKITIOUBAT
HagaaBaHE Ha TCTJIO, CbHJIIMBOCT W IMOBUIICHUA B HMBATa Ha MPOJIAKTUH B KPBBTA. B nauganoro Ha
JICUCHUETO HAKOW XOpa MOTaT Jia MOYYBCTBAT 3aMasHOCT MK clabocT (Che 3a0aBsHe Ha ChpIEeYHATA
YEeCTOTa), 0COOEHO MPH M3MPABSHE OT JIETHAJIO WK CEAHAJIO ToJloyKeHHe. ToBa 0OMKHOBEHO
NpeMHUHaBa OT caMocede CH, HO aKo TOBa HE CTaHe, yBegoMeTe Bamms nekap.

Uectn HEXXeTaHH peakiun (Moxe /a 3acerHaT 1o 1 Ha 10 4oBeka) BKIIIOUBAT MMPOMEHH B HUBATa Ha
HSKOM KPBBHU KJIETKH, MACTH B KPHBOOOPAIIIEHNETO U B HAYAIOTO HA JICYEHHETO BPEMEHHO
MOBUILICHUE HAa YCPHOIPOOHUTE CH3MMH, ITOBUIIICHUS B HUBAaTa Ha 3aXapTa B KPhBTA U YPUHATA;
MTOBUITIICHUS B HUBATa Ha MMMKOYHATA KHCEIWHA M KpeaTHHPOoCcPOoKNHA3aTa B KPHBTA; 3aCHIICHO
YyBCTBO Ha TJIaJ]; 3aMastHOCT; OE3IMOKOMCTBO; TpEMOp; HEOOMUYaitHH BMKCHUS (JIUCKUHE3NN ); 3aTICK;
CyXoTa B ycTara; 00puB; 3aryda Ha cuja; IpeKoOMepHa YMOPSIEMOCT; 3abp)KaHe Ha BOJa, BOJIEIIIO 10
OTHYAaHE Ha PBIIETE, TJIC3CHUTE WU Ha CThIIajaTa; BUCOKA TeMIepaTypa; OOJIKH B CTABUTE; U
CeKCyalTHu TUC(HYHKIINH, KATO HAMAJICHO JTUOUIO TP MBKE U JKCHU WU PEKTHUITHA AUCHYHKINS Tpr
MBIKE.

Heuectu nexxenmanu peakiuu (Moke Aa 3acernat 10 1 ma 100 yoBeka) BKITIOUBAT
CBPBXYYBCTBUTEITHOCT (HAIIp., TIOJTyBaHE HAa YCTaTa U I'bPIOTO, ChPOEK, OOPUB); THAOET UITH
BJIOIIaBaHE Ha JMa0eTa, IOHSKOTa CBhP3aHO C KETOoaIm103a (KETOHU B KPhBTAa M ypUHATA) WIX KOMa,
r'bpYOBE, OOMKHOBEHO CBBP3aHU C I'bPUYOBE B MUHAJIOTO (EIMUIICTICHUS ); MYCKYJTHA CKOBAHOCT WIJIH
crna3mi (BKJIIOUUTEITHO JIBHXKECHUSI HA OUUTE); CHHPOM 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
MPOMEHH B T'bPIUTE MIPH MBKE U )KEHU, KaTO MATOJIOTUYHA TTPOAYKIIHUSA HA KbPMa HJIU MTATOJIOTUYHO
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 ChPACYHIS PUTHM; BHE3aITHA HEOOSICHIMa CMBPT;
BB3MAJICHUE Ha 33/ICTOMAIITHATA KJIe3a, IPUYMHSBAIIO CUJIHA KOpeMHa 00JIKa, TeMIiepaTypa u
HEPA3MONI0KCHHE; YePHOPOOHO 3a00IIsIBaHe, IPOSABSIBAIIIO CE KaTO MOXBATIBAHE HA KOXKATa M Ha
Os1aTa 9acT Ha OYUTE; MYCKYITHO 3a00IsBaHe, TIPOSBSBAIIO CE KATO HEOOSCHUMHU OOJIKU U CTpaaHus;
MPOIBIDKUTETHA W/WITA OOJIE3HEHA ePEKITHS.

MHOro0 peikH He)KeJIaH! PeaKlUU ca CEPHO3HUTE allEpIHYHH PEaKIIUU KaTo JEKapCTBEHATa PEaKLus C
eosuHouKs 1 cucteMHu cumnromu (Drug Reaction with Eosinophilia and Systemic Symptoms -
DRESS). DRESS mbpBOHaYaiHO ce NpOsBSABa KaTO TPUMIONIOJO0HH CUMIITOMU C OOPHB TIO JIMIETO, a
CIIe/T TOBA C pa3NpOCTpaHEeH OOPHB, BUCOKA TEMIIEPATYPa, YBEIHICH! TUM(PHN BH3JIH, TIOBUIICHH HUBA
Ha YepHOPOOHNTE CH3UMH NPU KPHBHUTE M3CIICABAHNS U OBUILICHNE HA €IWH B O KPHBHU
Tena (€03MHODIITHIS).

JloxaTo npuemat oylaH3aInH, MalMEeHTUTE B HallpeAHaIa Bb3pacT ¢ JEMEHLUs, MOraT Ja MojrydaT
MHCYJIT, THEBMOHHS, HE3aAbpKaHe HAa ypUHATa, aJlaHusl, CUJIHA YMOPSEMOCT, 3pUTEIIHN
XaJIIOLHALIMY, IOKaYBaHE Ha TEMIIEpaTypara, 3a4epBsiBaHe Ha KOKaTa U Aa UMaT MPoOJIeMH C
noxozxkara. B tasu cnenuduyna rpymna naiieHTH uMa ChOOIIEHHS U 3a HAKOJIKO Cilydas ¢ (aTaieH
U3XOZ.

[Tpu manmenty ¢ 6onectra Ha [lapkuncon, ZYPREXA moxxe na goBesie 1o BioIIaBaHe Ha
CHUMIITOMUTE.

Cbo01IaBaHe HA HesKeJIAaHU PeakIuu

AKO TIOJTyYnTe HAKaKBU HEXEJIaH! JIEKAPCTBEHH PEAKIINH, yBeToMeTe Barwst nexap nin MeauInHCKa
cectpa. ToBa BKJIIOUBAa BCUUKH Bb3MOKHHM HEOMUCAHU B Ta3U JIMCTOBKA HEXKEJAaHU peakiuu. Moxerte
ChIIO J1a CHOOIINTE HEXKETaH! PEaKIVH JUPEKTHO Ype3 HAIlMOHATHATA CHCTEMa 33 ChOOIaBaHe,
mocoueHa B [Ipunoxenue V. Kato crobmaBare HeXelIaHW Peakilny, MOXKETE Ia AfeTe CBOS PUHOC
3a [oJTy4aBaHe Ha MOBeYe UH(POpMAIIHs OTHOCHO 0€30IIaCHOCTTA Ha TOBA JICKapCTBO.

5. Kak na cbxpansBare ZYPREXA
a ce cbxpaHsaBa Ha MSICTO, HEJOCTHITHO 32 ACIIA.
He n3non3Baiite ToBa JIeKapcTBO Cie]] CPOKa Ha TOJAHOCT, OTOEISI3aH BEPXY KaPTOHEHATa OIAaKOBKa.

ZYPREXA T1psi6Ba na ce CbXpsAHSABA B OpUTHHAIHATA CH OTIAKOBKA, 33 1a CE MPE/Ia3n OT CBETIHHA U
BJIara.

He u3xBbpisiite nekapcTBaTa B KaHAIU3aLUATa WIM B KOHTEMHEpa 3a JOMAIIHU OTIAbIIH.
[MommTaiite Bamms papmaneBT kak qa H3XBBPISATE JeKapcTBaTa, KOUTO Bede He n3rnon3sare. Te3n
MEPKH 1€ CIIOMOTHAT 34 OIla3BaHe Ha OKOJIHATA Cpefa.

6. Cun)pmaﬂne Ha onmaKoBKaTa M JO0IIbJHHUTEC/IHA I/IHQ)OpMalII/IH

Kakso coabpxa ZYPREXA
e AKTHBHOTO BeIeCTBO ¢ onaH3anuH. Beska tabnetka ZYPREXA cpabvpxka 2,5 mg, 5 mg, 7,5 mg,
10 mg, 15 mg nnm 20 mg OT aKTUBHOTO BELIECTBO. TOYHOTO KOJIMYECTBO € IMOKA3aHO Ha
onakoBkara Ha Bamata ZYPREXA.
e /Ipyrure cbCTaBKHU ca:
- (sapo Ha TabieTkara) JakTO3a MOHOXHUAPAT, XUIIPOJI032, KPOCTIOBUIOH, MUKPOKPHCTAIHA
IIeTyJ103a, MarHe3ueB cTeapaT u
- (TabnerHa 0OBMBKA) XHIIpOMeo3a, TuTanues auokcua (E171), kapuyOa Bakc.
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e B jombIHEHUHE pa3IMYHUTE 110 KOJIMIECTBO aKTUBHO BemecTBO TadneTku ZY PREXA chabppkat
CJICTHUTE ChCTaBKHU:

KOJMNYECTBO AKTUBHO BEHIECTBO JIPYI'l CbCTABKH

ZYPREXA 2,5 mg, 5 mg, 7,5 mgu 10 mg (TabneTHa OOBMBKA) IIEJJIAK, MAKPOTOIL,

TabJIEeTKU TIPOITIJICHTJIAKOJI, TIoJucopOat 80 u
nHaurokapmuH orseruten (E132), 6e3BoneH
€TaHOJI, U30TIPOITHIIOB AJKOXO0JI, Oy THIIOB
QJIKOXOJI, aMOHUEB XUJIPOKCH]L

ZYPREXA 15 mg Tabnetku (TabneTHa OOBMBKA) TPUALICTHH U
nHaurokapmuH orseruten (E132)

ZYPREXA 20 mg TabieTku (TabmeTHA OOBHBKA) MAaKPOTOJI M CHHTCTHYCH
yepBeH xene3eH okeup (E172)

Kak m3rnexna ZYPREXA u kakBo cbABpka 0NAKOBKATA

ZYPREXA 2,5 mg o6Butn Tabnetku ca 6enu ¢ Haanuce “LILLY” u mudpoB uaeHTHGUKAITNOHEH KO
“4112”.

ZYPREXA 5 mg o6ButH Tabnetku ca 6enu ¢ Hagnuc “LILLY” n undpoB nneHTH(UKAIHOHEH KO
“4115”.

ZYPREXA 7,5 mg o6Butn Tabnerku ca 6enu ¢ Haamuc “LILLY” u udpoB uaeHTH(GUKAITMOHEH KOT
“4116”.

ZYPREXA 10 mg o6BuTH TabneTku ca 6enu ¢ Haamue “LILLY” u nudpoB naecHTHPUKAITOHEH KO/
“4117”.

ZYPREXA 15 mg o0BUTH TaOJIETKH Ca CUHH.

ZYPREXA 20 mg o0BUTH TaOJIETKH Ca PO30BH.

ZYPREXA ce npezsiara B KapTOHEHH OMAKOBKH, Chabpikaiu 28, 35, 56, 70 unu 98 Tabnerku. He
BCHUYKH BUJIOBE OIIAKOBKM MOTAT Jla ObJIaT IyCHATH Ha na3apa.

IpurtexkaTes Ha pa3pelieHHETO 32 yNOTpeda
CHEPLAPHARM Registration GmbH, Weiler Strafle Se, 79540 Lorrach, I'epmanus .

IIpousBoauTe
Lilly S.A., Avda. de la Industria 30, 28108 Alcobendas, Madrid, Mcnanus.

JaTa Ha mocjeaHO mpepasriexaaHe Ha guctoBkara {mecen I'I'T'T}

IToapoOHa uHOpMaLKs 3a TOBA JIEKapCTBO € IpeaocTaBeHa Ha yeOcaiiTa Ha EBpornetickara areHIus
1o Jekapcraara: http://www.ema.europa.eu
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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 JeKapcTBo,
ThH KaTo T ChbAbPska BaxHa 3a Bac nudopmanus.

3amazere Ta3u JMCTOBKAa. MOXKe J1a ce HaJIO0XH Jia sl IPOYETEeTe OTHORO.

AKO UMate HAKaKBH JOMbIHUTEIIHA BhIIPOCH, onuTaiiTe Bamus nexap uwin GapmalieBr.

AKO TIONTyYUTE HAKAKBU HEXEJIAHU PEaKlluy, yBeaoMeTe Baius iekap uiu MeuIinHCKa
cectpa. ToBa BKJIFOUBA U BCUYKH BE3MOXHH HEXKEJIaHH PEaKI[|K, HEOITMCaH! B Ta3H JINCTOBKA.
Brmxre Touka 4.

KakBo cbabp:ka Ta3u JIHCTOBKA

A o e

1.

Kaxso npencrasisia ZYPREXA 1 3a kakBo ce U3I0JI3Ba
Kakso Tps6Ba na 3Haere, npeau na Bu ce nmpunoxu ZYPREXA
Kax ce mpunara ZYPREXA

BB3M0XHU HEXETaHU peaKkLuU

Kaxk na cexpanaBate ZYPREXA

ChapprkaHre Ha ONIAKOBKATA U JIOMIBIIHUTENHA HH(pOpMaIns

Kakapo npeacrasisiBa ZYPREXA u 3a kakBo ce U3110J13Ba

ZYPREXA cbabpika akTHBHOTO BelllecTBO ojian3anuH. Mmkeknusara ZYPREXA npunaiexu kbM
rpynara JeKapcTBa, HApeUCHH aHTUIICUXOTHIIM U CE U3II0JI3Ba 3a JICUCHUE Ha IIPU3HALIM Ha Bb30ya u
TPEBOXKHO MOBEACHHUE, KOUTO MOTaT /14 Bb3HUKHAT HPU CIEIHUTE ChCTOSHHUSL:

[Iu3odpenus - 3a00sIBaHe ChC CUMITOMH KaTO UyBaHE, BIXKIAHE WIH yCellaHe Ha
HECBHIIECTBYBAIN 00EKTH, HATYAHH MUCIIH, TIOJO3PUTEITHOCT, 3aTBapsiHE B cebe cu. XopaTa ¢
TOBa 3a00JIIBaHE MOTAT JIa CE YyBCTBAT MIOTUCHATH, J1a U3MUTBAT TPEBOXKHOCT WU
HaIpEerHaToCT.

MaHus - ChbCTOSTHUE ChC CUMIITOMHU Ha Bb30yaa uiu eyopusl.

Nuxexmusata ZYPREXA ce n3mon3Ba, Korato € Heo0XoquMo Obp30 MOBIHSIBaHE Ha Bb30yAa 1
TPEBOXKHO TOBeIeHuE, 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 OJIaH3aIlluH WJIN KbM HAKOSA OT OCTaHAJIUTEC
CHCTAaBKH Ha TOBA JIEKApCTBO (M30pOEHH B TOUKa 6). AlepruvaHaTa peakiins MOXe J1a ce
pasro3Hae 1Mo 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 ¢ O9HTe KaTo HaIpHMep HIKOH BHIOBE
riaykoma (IOBUILIEHO HAJSITaHE B OKOTO).

IIpenynpesxaeHusi U Mpeana3sHu MePKH
T'oBopeTe ¢ Bamms jiekap niin MEIUIIMHCKA cecTpa, Ipeau aa Bu 6b1e mocTaBeHa WHKEKITHS
ZYPREXA.

Kasxere Ha Bamus iekap ako ce 4yBCTBaTe 3aMasiH WM a0 ciell HHKeKnusaTa. BeposTHo Bue
TpsOBa Ja JISTHETE JIOKATO CE MOYyBCTBAaTe Mo-100pe. JIekapsAT uim MeIuIuHCKaTa CecTpa
MOX€ J1a IOMCKAT Ja U3MEPAT Bamreto KPBbBHO HAJIATAHE U ITYJIC.
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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.

JlekapcTBa OT TO3M THII MOTAT J1a MPEU3BUKAT HEOONYAHN IBIDKCHNUS TPEANMHO B 00JIacTTa
Ha JIMIIETO U €3UKa. AKO TOBa ce ciiyuu cien Kato cte npuenu ZYPREXA, kaxere Ha Bamus
JeKap.

MHoOro psisKo, JeKapcTBa OT TO3W TUI MOTaT Ja MPeJU3BUKAT KOMOWHALMS OT TeMIleparypa,
y4eCTeHO JHIIaHe, TOTeHEe, CKOBAHOCT HA MYCKYJIMTE M CHHIMBOCT WJIH Oe3chHHE. AKO TOBa ce
ciIy4u, He3a0aBHO NOThpceTe Bamus nekap.

HabmonaBaHo e HajaBaHe Ha TETJIO MPH ManyeHTH, kouto npuemat ZYPREXA. Bue u
Bammwsr nexap TpsaOBa peloBHO Ja mpoBepsiBaTe TernoTo Bu. Mmaiite npensua HacouBaHe KbM
JIeKap-IUEeTOJIOT HITH MTOMOII] C TUTAH 3a JIeTa, aKo € He0OX0auMO.

[Tpu nauumentu, kouto npueMat ZYPREXA, ca HaOmogaBann BUCOKM HUBA HA KPbBHA 3aXap U
Ha MacTd B KPbBTa (TPUTTHUIEPUAN U XoyecTepou). BamusT nexkap TpsOBa qa npaBu KPbBHU
W3CIEBaHMs, 3a Ja IPOBepsIBa KPbBHATA 3aXap U HUBATa Ha HAKOM MAacTH, IPEIH Ja 3alI0YHETe
npuema Ha ZYPREXA u peioBHO N0 BpeMe Ha JIEUEHUETO.

Kaxere na Bamusa nexkap, ako Bue unu Hsikol BB BailieTo ceMeiicTBO HAKOra cTe UMaiu
KPBBHU ChCUPELH, Th KaTO JIEKapCTBa KaTO TOBA CE CBBP3BAT C 00pa3yBaHETO Ha KPbBHU
CHCHPELH.

AXo cTpajare OT HSIKOE OT H30pPOCHHUTE T0-70Ty 3a00JIsIBaHusI, yBeoMeTe Batiust iekap Bb3MOXKHO
Hal-0BP30:

Wucynt iy “MuHA” MHCYNT (BpEeMEHHU NPU3HALN HA UHCYIIT)

bonect Ha I[TapkuHCcOH

[Mpobnemu c mpocraTtara

UpeBHa HEMPOXOAUMOCT (MapaTUTHYEH UIIEYC)

YepHoapoOHo uiu Ob0pedHO 3a00sIBaHe

3abomnsBaHus Ha KPBBTA

AKO cTe UMalli CKOPOIIIHA ChpJeYHAa aTaKa, Wi UMaTe ChbpPAEYHO 3a00sIBaHE, BKITIOYUTEIIHO
CHH/IPOM Ha OOJIHUSI CHHYCOB Bb3€J, HECTAOMIHA aHTMHA WIIH CTpajgaTe OT HUCKO KPBBHO
HaJIsIraHe

Hwnaber

I'spuoBe

Axo 3HaeTe, 4e MOXKe Ja IMaTe 3ary0a Ha COJIM B Pe3yJITaT Ha MPOABIDKATETHA TEXKKA THAPHS U
MOBpBIIAHE WK YHOTpeda Ha JUypeTHIHX (OTBOAHSABAIIN TaOICTKH)

AKo cTpagare OT AeMeHIus, Bue nin 4oBeKbT, KOWTO ce rpuku 3a Bac/Bam pogauna Tpa6Ba na
uHpopmupa Bammms nekap, ako HIKOra cTe UMaJIM HHCYAT WIX “MUHHU WHCYIIT.

Kato pyTrHHa mIpenma3Ha MsIpKa, ako cTe Ha Bh3pacT Haa 65 ronuHu, BammusT iekap Moxe n1a
KOHTpoJipa BamieTo kpbBHO HalATaHe.

Jlena v roHOIIM
ZYPREXA He e npegHazHayeH 3a MaMeHTH 1101 18-roauiHa BB3pacT.

JApyru nexapctBa u ZYPREXA

Ot komOunnpanero Ha ZYPREXA cbc cneqHuTe NIpOAYKTH MOXKE J1a CE€ TIOYYBCTBATE CHHIIMBOCT:
JIEKapcTBa, KOUTO CE MPUEMAT MPU TPEBOKHOCT, WJIM, KOUTO BU TOMaraT Jja 3acIuTe
(TpaHKBUIM3aTOPH, BKIIOYUTETHO OCH30[Ma3eNHN) U aHTuAenpecanTy. [1o BpeMe Ha JIe4eHHeTO ChC
ZYPREXA npuemaiite qpyru gekapcTBa camo, ako ca Ipeanucany oT Bamus nekap.

Axko npuemate ZYPREXA HHXEKIIMOHHO, HE C€ MPENopbYBa HH)KEKTHPAHETO HAa OEH30HAa3EHH 10
CBIIOTO BpEeMe, Thil KATO TOBA MOJXKE J1a I0BEJIE 10 IPEKOMEPHA ChHIMBOCT, MOXKE J1a UIMa CEPUO3HU
e(eKTH BbPXY ChpJeUHaTa YeCTOTa WK AUIIaHeTO By, a B MHOTO peAKH CiIydau MOKe J1a TOBeIe 10
cMBpT. Ako Bammust nekap tpsiOBa na Bu npuioxu nHxekuus ¢ OeH3011a3enrH 3a JeueHue Ha
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3abomsBaHeTo Bu, TpssOBa 12 MMa WHTEPBAJ OT MTOHE €IWH Jac clie] niKekTupaneTo Ha ZYPREXA u
Ja ObJIeTe 10/l HEMOCPEICTBEHO HAOIIIOJICHUE, CIIe]] KaTo € HallpaBeHa WHXKEKIUATA ¢ OCH30Ha3CITHH.

Wndopmupaiite Bammst nekap, ako npreMare WM HACKOPO CTE PUEMalli APYTH JeKapcTBa,
BKJIIOUUTEJIHO U TaKUBa, OTIIycKkaHu 0e3 penenra. HempemenHo npeaynpenere Bamus nekap, ako
npuemare JIeKapcTBa 3a jJedeHue Ha Oonectra Ha IlapkuHCOH.

ZYPREXA ¢ ankoxoJ
He nmiite ankoxod, mo Bpeme Ha jgedeHneTo cbe ZY PREXA, Thif KaTo €THOBPEMEHHO C aTKOXOJT
MO2Ke€ J1a JOBEJE [0 M0sBaTa 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 moxxe na npemune
B KbpMarTa.

CrnegHuTe CUMIITOMH MOTAT J1a CE MOSBAT PH HOBOPOAEHHU, YNHTO MaliKu ca ynoTpeOsBaIu
ZYPREXA npe3 nocneaaus TpuMecThp (MIOCIEIHUTE TPU Mecelia OT OpEMEHHOCTTA): TPETepeHe,
CKOBAHOCT W/WJIH CTA0OCT HAa MYCKYJIMTE, ChHIMBOCT, Bb30Yy/1a, MPOOJIEMHU C TUIIAHETO U 3aTPYHCHHUSI
B XpaHeHeTo. Ako mpu Baieto 06e0e ce MposBU HAKOH OT Te3W CUMIITOMHU TIOTBPCETE CBOS JICKap.

Todupane u padora ¢ MAalIMHK
Mma onacHOCT OT nosiBaTa Ha CHHJIMBOCT 10 Bpeme Ha npuema Ha ZYPREXA. Ako ToBa ce ciayuu He
mrodupaiite 1 He paboTeTe ¢ HUKAaKBa anaparypa Wik MalluHe. Y BegoMeTe Bamms nexap.

ZYPREXA cbabp:ka JaKT03a
Axo Bamusar nekap Bu e ka3ain, ye uMaTe HEMOHOCUMOCT KbM HSIKOH 3aXapH, CBBPKETE CE C HETO,
MIpeJu 1a prueMeTe TO3H JIEKapCTBEH MPOAYKT.

ZYPREXA cbabpska HATpUH
ToBa nexkapcTBO ChIbprKa MO-Manko oT 1 mmol Hatpuit (23 mg) Ha duiakoH, T.e. MOXe J1a ce Kaxe, ue
NPaKTHYCCKU HE ChIbpKa HATPHUHL.

3. Kak ce npuinara ZYPREXA

Wudopmarns 3a IpUTOTBIHETO HAa Pa3TBOPa M MPHIIOKEHUETO MY I HAMEPUTE B CIICIIHANICH Pa3/iel B
Kpas Ha JUCTOBKAaTa.

Bammsr nekyBain jiekap 1ie npelueHy oT kakBo konuuectso ZYPREXA ce Hyxzaere U 3a KakbB
nepuo]i oT Bpeme. OOMKHOBEHO, 103aTa Ha bpBaTa HHkekua € 10 mg, Ho Moxe Aa ObJe Mo-Mako.
Morar na ce npuiarar a0 20 mg 3a 24 gaca. J[ozata npu nauueHTH Hag 65 ToguHy € 2,5 mg uim 5 mg.

ZYPREXA e non dhopmara Ha mipax. BammmsT jiekap Wi MEIUIIMHCKATa CECTPa 1€ IPUTOTBSIT Pa3TBOP.
ZYPREXA xaTo MHXEKITUS € 32 HHTPAMYCKYJTHO NprioxeHne. OnpeieIeHOTO KOJTUIECTBO OT
pasTBopa I1Ie BU ObJIE MPUIOKEHO MYCKYITHO.

AKO cTe mpueJiu mMoBeye oT Heodxoaumarta 103a ZYPREXA

[Ipu manuenTHTE, MpUETH IOBEUYE OT HEOOX0aUMOTO KonuiecTBo ZYPREXA ce HaGmronaBat
CJIETHUTE CUMIITOMH: YUeCTCHA Chp/IeUHa JIEHHOCT, Bb30y/1a/arpeCUBHOCT, MPOOJIEMHU C TOBOPA,
HeOoOWYaHU ABMKEHUS (0OCOOCHO Ha JIMIICTO WK €3UKa) U Pa3jInyHa CTEICH Ha HApYIICHUE
(HamasieHKe) Ha Ch3HAHUETO. J[pyru CHMITOMHU MOXeE Jla BKJIFOYBAT: BHE3aIMHA 00BPKAHOCT, IPUIIAIbK
(emmenicust), KOMa, KOMOWHAIUS OT TPECKA, YYECTEHO AUIIAHE, U3IIOTSIBAHE, MyCKYJIHa CKOBAaHOCT U
3aMasHOCT WJIW CHHJIMBOCT, 3a0aBsSHE HA ChPJICYHATA YECTOTA, aCITUPAIIHSI, [IOBUIIICHO WJIH TIOHMKEHO
KPBBHO HaJIATaHEe, HAPYIICH ChPACUCH PUTHM. YBeaoMeTe Bammws mekap wim MeIUIIMHCKA cecTpa 3a
Barero 0e3mokoicTBO.
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Heo6xonumu ca camo Hiaxoiko A03u oT nmkekuuute ZYPREXA. JlekyBammust By Jiekap Iie peru
Kora ce Hyxaaere oT umkekius ZYPREXA.

AKO UMaTe HAKaKBH JIOMBIHUTETHA BBIIPOCH, CBBP3aHHU C YIIOTpebaTa Ha TOBa JIEKAPCTBO, MMOMUTANTE
Bammst ekap wimm MeIUITMHCKA CecTpa.

4. Bb3M0OKHU HeKeJTaHU pPe€aKkuumn

KaxTo Bcnuku nexapcrsa, nmxekuuara ZY PREXA Mosxe 1a nmpenu3BHKa HeXXellaHU peakiui,
BBIIPEKHU 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 JIMLETO WU €3HKa;

® KPBBHHU ChCHPELM BB BEHUTE (HEUECT HEXeaH eeKT, KOUTo Moxe Ja 3acerHe 1o 1 Ha 100
4yoBeKa), 0c00EHO B KpakaTa (IpU3HAINTE BKIIOYBAT OTOK, OOJIKA U 3aUepBsABaHE HAa Kpaka),
KOHMTO MOKE JIa c€ NPUIBUKAT 10 KPbBOHOCHUTE ChJOBE 10 Oenusi 1po0, mpuuuHABaiiky O0JKa B
o0nacTTa Ha TPBIHMUS KOII M 3aTPYAHEHO AWIIaHE. AKO 3a0eNeKUTe HIKOW OT Te3H MpU3HAIIH,
NOTHPCETE METUIIMHCKU ChBET He3a0aBHO

e KOMOHMHALIUS OT TEMIIEPATypa, y4eCTEeHO AUIIaHe, N3MOTIBaHEe, MyCKYJIHAa CKOBAaHOCT
JPEMIIMBOCT WJTU CHHIIMBOCT (UECTOTAaTa HA TO3W HexellaH e()eKT He MOXKe Jia Ob/ie OLICHEeHA OT
HAJIMYHUTE JaHHH)

UecTu HeXxXenmaHu peakiuu (Moxe na 3acerHat g0 1 Ha 10 goBeka) ¢ umkeknmsita ZY PREXA
BKITIOUBAT 1M0-0aBHA WIIM TI0-YCKOPEHA ChpJeUHa YeCTOTa; CHHIMBOCT; HICKO KPHBHO HAJISTAHE;
TUCKOM(OPT B MACTOTO HAa MHKEKTHPAHE.

Criel MHXEKTHPAHETO HAKOM XOpa MOTaT Jia OYYBCTBAT 3aMasHOCT WX CIa0oCT (ChC 3a0aBsHE Ha
ChpJIeYHATa YECTOTa), 0COOCHO MPH U3MPaBSHE OT JIETHAJTIO WIIH CEIHAJIO TIoJoKeHue. Tosa
0OMKHOBEHO MPEMUHABA CAMOCTOSTEIIHO, HO aKO TOBA HE CTaHe, yBeaoMeTe Bamus ekap wiu
MEIMIIMHCKA CECTPa Bh3MOKHO HaH-OBP30.

Heuectu Hexxenanu peakiuu (Moxe na 3acerHat 1o 1 Ha 100 yoBeka) BKIIFOYBAT 1M0-0aBHO JTUIIIAHE U
HapYIICHUS Ha CHPJICYHHUS PUTHM, KOUTO MOTAT JIa Ca CEPHO3HU.

B nonbinHeHue, onucaHUTe M0-A0Jy HEXEIaH! peakuuca HaOll0JaBaHu ciell KaTo NaleHTHTe
npuemat ZY PREXA mpes ycrara.

Jpyru MHOTO YecTH HeXKeIaH! peaknuu (Moxe Jia 3acerHe noBede oT 1 Ha 10 HoBeka) BKIFOUUTEITHO
HagaaBaHEe Ha TCTJIO M IMOBUIICHUS B HUBATa Ha IPOJIAKTUH B KPBBTA. B nagajgoTo Ha 1€4EeHHETO
HSKOHU XOpa MOrar Jia MOYyBCTBAT 3aMastHOCT MJIH ¢1a00CT (ChC 3a0aBsiHE HA ChpJICUHATA YECTOTA),
0c00€HO NP M3MPABSIHE OT JIETHAJIO WIIM CEIHAJIO HoJI0KeHue. ToBa 0OMKHOBEHO IIPEMUHABA OT CAMO
Oece cH, HO aKO TOBa He cTaHe, yBeaoMeTe Bamus nexap.

Jpyru yectu HexenaHu peakuu (Moxke fa 3acerHar 10 1 Ha 10 yoBeka) BKIFOUUTETHO IPOMEHH B
HHMBATa Ha HSIKOU KPbBHU KJIETKH, MAaCTU B KPbBOOOPAIIIEHUETO; U B HAYAJIOTO HA JICYEHUETO
BpPEMEHHO ITOBUILEHUE HA YEPHOAPOOHNUTE €H3UMHU; IIOBUIICHHUS B HUBATa Ha 3axXapTa B KPbBTa U
ypUHaTa; IOBUILIEHNS B HUBATa HA IIMKOYHATA KUCEJIMHA U KpeaTHH(OCc(HOKNHA3aTa B KPHBTA,;
3aCUJICHO YYBCTBO Ha TJ1a]l; 3aMasHOCT; 0€3[MOKONHCTBO; TPEeMOp; HeOONYaliHU JBIKEHHS
(muckuHe3wn); 3amek; CyxoTa B ycTara; oOpuB; 3ary0a Ha cujia; MpeKoMepHa yMOPSEMOCT; 3aJbpiKaHe
Ha BOJIa, BOZAEWIO JI0 OTHYaHe Ha PBIETe, [NIE3eHUTE WM Ha CThIIajaTa; BUCOKA TeMIIepaTypa; OOJIKH B
CTaBUTE; U CEKCYAIHU TUC(YHKIMH, KATO HAMAJICHO JTMOUAO PU MBKE U )KEHU WM €PEeKTUIIHA
JUCYHKIMA IPU MBXE.
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Jpyru HedecTn HeXenanu peaknnu (Moke Ja 3acerrar 10 1 Ha 100 yoBeka) BKIIFOUNTETHO
CBPBXYYBCTBUTEITHOCT (HAIIp., IOJyBaHE HAa YCTaTa U I'bPJIOTO, ChbPOCK, OOPUB); THAOET UITH
BJIOIIABaHE Ha JIMa0eTa, IOHSKOTra CBhP3aHO C KEToaIu 103a (KETOHU B KPhBTAa M ypUHATA) WIK KOMa,
I'bpYOBE, OOMKHOBEHO CBBP3aHU C I'bPUYOBE B MUHAJIOTO (EIMUJICTICHUS ); MYCKYJIHA CKOBAHOCT WJIH
crniazmi (BKJIFOUUTEITHO JIBMIKEHUSI HA OUUTE); CHHPOM Ha HECTIOKOWHUTE KpaKa; POOJIEMH C TOBOPA;
3aeKBaHe; 0aBeH ChpCUCH MYJIC;UyBCTBUTEIHOCT KbM CITLHYEBA CBETIIMHA; KbPBEHE OT HOCA;
MoJIyBaHe Ha KOpeMa; TIOBUINIEHO CIFOHOOT/EIISTHE; 3ary0a Ha IaMeT WK 3a0paBsHe; He3aabpiKaHe Ha
ypHHaTa; 3aTPyAHEHUE MIPU YPUHUPAHE; KOCOIAJ; JTUTICA WK HAMAJICHUE Ha MEHCTPYaITHUTE UK U
MPOMEHU B TBPIUTE MIPH MBKE U )KEHU, KaTO MATOJIOTUYHA TTPOAYKIIHUS HA KbPMa WU aTOJIOTUYHO
HapacTBaHe.

Penxn Hexxenanm peakmuu (Moxke nma 3acersHat 1o 1 Ha 1 000 9oBeka) BKIIIOYBAT NTOHIDKABAHE HA
HOpMaJTHATA TeJIeCHa TEMIIEPATypa; HapyIIeHHs Ha ChP/ICYHNS pPUTHM; BHE3aIHa HEOO0SCHIMA CMBPT;
BB3MAJICHUE HA 33/ICTOMAIITHATA XKJIe3a, IPUYMHSBAIIO CUIIHA KOpeMHa 00JIKa, TeMIepaTypa u
HEPA3MNOI0KCHHE; YePHOPOOHO 3a00IIsIBaHe, 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 ePEKITHS.

MHOT0 pesKn HeXXeTaHH PEeaKkIHy ca CEPUO3HUTE aJIEPTHYHH PEaKIMU KaTo JICKApCTBEHATA PEAKIIHS C
eosuHounms u cucteMuu cumnromu (Drug Reaction with Eosinophilia and Systemic Symptoms -
DRESS). DRESS mbpBOHaYaiHO ce IpOsIBSBa KaTO TPUMONOJO0HH CUMIITOMU C OOPHUB TIO JIMIIETO, a
ClJIe]] TOBa C pa3npocTpaHeH 0OpHB, BUCOKA TEMIIEpaTypa, yBeIudeH! TUM(HHU Bb3JIH, TTOBUIIEHH HUBA
Ha YepHOPOOHNTE SH3UMH NPH KPHBHUTE M3CIICABAHNS 1 MOBUILICHNE HA €AWH B O KPBBHU
tenma (eo3nHOPUITHA).

JlokaTo B3eMaT OlaH3alMH, MalMEHTUTE B HaNpeHala Bb3pacT, ¢ JEMEHIINS, MOraT Ja MoJIyyaT
WHCYJT, THEBMOHHS, HE3aAbPKaHEe HAa ypUHATa, TalaHus], CUJIHA YMOPSIEMOCT, 3pUTENTHU
XaIIOLHALIUY, TIOBUILICHIE Ha TeJIeCHATa TeMIleparypa, 3a4epBsiBaHe Ha Ko)KaTa U 1a IMaT MpoOJIeMH
¢ moxonkata. B Ta3u cneunduyuHa rpyna nauueHTH UMa chOOIIEHHS 32 HSKOJIKO Citydas ¢ daTajieH
U3XOZ.

[Tpu nauuentu c 6onect Ha [lapkuacon ZYPREXA moske 12 BIIOIIN CUMITOMATHKATA.

Cho0maBaHe Ha HesKeJIAHH PeaKINu

AKO NOITyunTe HAKAKBU HEXEJIaHU JIEKAPCTBEHH PEAKIMH, yBeloMeTe Bammus nexap nin MeauiuHCKa
cectpa. ToBa BKJIIOYBAa BCHYKH Bb3MOXKHU HEOIMCAHU B Ta3H JIUCTOBKA HEXXEIIaHU peakuun. Moxere
CBIIO J1a ChOOIIUTE HEXKEIAaHHU PEaKIMy JUPEKTHO Ype3 HAllMOHAIHATA CHCTEMa 3a ChOOIIaBaHe,
mocoueHa B [lpunokenune V. Kato crobuiaBate HexxeIaHN peakiy, MOXKETE Ja JajieTe CBOS MPUHOC
3a MoJy4aBaHe Ha MoBeue HH(pOpManrs OTHOCHO 0€30MacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cbxpansBane ZYPREXA

[la ce cpxpaHsBa Ha MSCTO, HEJJOCTBITHO 32 JIELa.

He u3non3Batite ToBa JICKApPCTBO CJICA CpOKa HA TrOAHOCT, oTOes13aH BbPXY KaTPpOHCHATA OIIaKOBKaA.

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

Crnen mpurotssiHe Ha pa3TBopa ZY PREXA 3a nmxkekTupane, U3non3BaiTe 10 eauH dac. He
3aMpa3zsgBaiTe pa3TBOpaA CIE] MPUTOTBIHETO MY.

I/I3XB’LpHeT€ HCHYXXHOTO CbABPIKAHUC.
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6. Cumpmarme Ha OnMaKoBKaTa U J0ONIbJHUTEC/IHA I/lll(l)OpMalII/lﬂ

Kakso cbabpxa ZYPREXA nnkexknus

e  AKTHBHOTO BEIIECTBO € oJlaH3anmuH. Beeku diiakoH chabpka 10 mg oT akTHBHOTO BEIECTBO.

e Jlpyrure chCTaBKH ca JIAKTO3a MOHOXHIPAT, TAPTApOBa KUCEIINHA, XUAPOXJIOPHA KUCEINHA 1
HaTPUEB XUJIPOKCHUI.

Kaxk m3riexna ZYPREXA nHxeKkunsi M KAKBO ChAbPKa 0NMAKOBKATA

ZYPREXA ce npezasnara kato xbaT npax BbB ¢uiakoH. ®rnakonsT ZYPREXA Bu naBa 10 mg
OJlaH3alyH. BamusT nexap uin MeTUIIMHCKA CECTpa IlIe IPUTOTBAT OT HETO pa3TBOp, KOMTO 1ie BU
ObJie TIPUIIOKEH.

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

IIpuTe:kaTen Ha pa3pelIeHUETO 32 yoTpeda
CHEPLAPHARM Registration GmbH, Weiler Stralie Se, 79540 Lorrach, I'epmanus .

IIpousBoauren
Lilly S.A., Avda. de la Industria 30, 28108 Alcobendas, Madrid, Mcnanusi.

JarTa Ha mocjieHO npepasriexkaaHe Ha aucropkara {meceu I'TTT?}

IMoapo6ua uHpOpMAaIHs 3a TOBa JIEKapPCTBO € MpeIocTaBeHa Ha yebcaiita Ha EBporeiickara areHmus
1o jekapcreara: 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 CaMo C BOJa 3a MHKEKIHH.

ZYPREXA mpax 3a MHXEKIIMOHEH pa3TBOP He TpsOBa 1a ce KOMOMHMPA B €1Ha CIIPUHIIOBKA C HUKOH
HaJIMYEH NIPOLYKT B MpeKaTa, MOpagy HECbBMECTUMOCTH. BIKTe MpUMEpHUTE NO-A0MTY.

OnaH3alvH 32 HH)KEKTHpaHe He TpsOBa 1a ce KOMOWHMpA B €HA CIIPUHIIOBKA ¢ MHXKCKITMOHEH
XaJoNepuAo, Thil KaTo BOJIU A0 HUCKO pH moHMXaBaIo oJaH3anuH B TCUCHUE HA BPEMETO.

Oian3anuH 3a HUHKCKTHUPAHE HC TpiI6Ba Ja ce KOM6I/IHI/Ipa B ¢IHa CIIPUHIIOBKA, HUTO Tpi[6Ba Ja ce
HM3I10JI3Ba €AHOBPEMECHHO C GCHSOHHaSCHI/IHI/I.

IIpax 3a HHKeKIMOHEH Pa3TBOP

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

1. Wzternere 2,1 ml Boga 3a MHXEKIIUN B CTEPHUITHA CIIPUHIIOBKA. MH)KeKkTHpaiiTe BbB (prrakoHa
ZYPREXA npax 3a HHKEKLHOHEH pa3TBOP.

2. Pazknarere ¢uiakoHa ¢ BbPTEIMBY JBUKCHHS, JOKATO ChABPKAHUETO CE PA3TBOPU HAMTBIHO U
Ce TIOJIY4H Pa3TBOP C KBJT HBAT. DiiakoHbT Chabpka 11,0 mg onaH3amnuH, KaTo Pa3TBOP Ha
5 mg/ml. Axo ce m3reriar 2,0 ml ot pa3tBopa, | mg onmaH3anuH ocTaBa BbB (hJIaKOHA U
CTIPUHIIOBKATA, KOETO MO3BOJISIBA HHXKEKTHpaHe Ha 10 mg onaH3amnuH.

3. B crenBamaTta Tabauia ca npeAcTaBEHH 00EMHU 32 MHKEKTHPaHE Ha Pa3INIHU T031 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 MU MOJIKOXKHO.
5. W3xBBprieTe CpUHIIOBKATA U aKO € OCTaHall HEU3IIOA3BaH Pa3TBOP CHOPE.] KIMHUYHHUTE

U3UCKBaHMUA.

6. Wznon3zBaiite pa3rBopa He3abaBHO N0 | yac oT mpuroTBsiHeTo My. He chxpansBaiite npu

temriepatypa Haxg 25°C. He 3ampa3sBaiite.

.HeKapCTBeHI/ITC MMPOAYKTH 3a MapCHTCPAIHA yHOTpe6a TpSI6Ba Ja C€ U3CjicABAT BU3yaJIHO IIPEan
IMPUJIOKCHUC 34 HAJIMYNEC HA MAJIKU YaCTUIIU.
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