IMPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

ZYPREXA VELOTAB 5 mg tabnetku, Iucrneprupaliy ce B ycrara
ZYPREXA VELOTAB 10 mg TabieTku, JUCIeprupaly ce B ycrata
ZYPREXA VELOTAB 15 mg Ta0ieTKu, TUCTIEPTHPAIH Ce B ycTaTa
ZYPREXA VELOTAB 20 mg Ta0ieTKH, TUCTIEPTHPAIH Ce B ycTaTa
2. KAUYECTBEH U KOJIMYECTBEH CbCTAB

ZYPREXA VELOTAB 5 mg Ta0ieTku, AUCIIEpTUpally Ce B ycTaTa

Bceska Tabnerka, qucneprupaina ce B ycrara chabpxa 5 mg onanzanu (olanzapine).

[lomomHM BemiecTBa ¢ U3BECTHO ACHCTBHUE: BCSKA IUCIIEPrUpalia ce B ycTara TadJeTKa ChaAbpKa
0,60 mg aciapram (E951),

0,1125 mg HatpueB MeTun napaxuapokcudensoar (E219),

0,0375 mg HaTpueB nmpomwt napaxuapokcudensoar (E217).

ZYPREXA VELOTAB 10 mg Ta0ieTky, AUCIIEpTUpAIlH CE B yCTaTa

Bcska Tabnerka, mucmieprupala ce B ycraTta chabpka 10 mg omanzanud (olanzapine).
[lomomHM BemiecTBa ¢ U3BECTHO ACHCTBHUE: BCSAKA IUCIIEPrUpalia ce B ycrara TadJIeTKa ChabpKa
0,80 mg aciapram (E951),

0,15 mg natpueB MeTun napaxuapoxcudensoar (E219),

0,05 mg naTpues nmponwi napaxuapokcudenszoar (E217).

ZYPREXA VELOTAB 15 mg Ta0ieTku, AUCIIEpTUpallH Ce B yCTaTa

Bcsika Tabnerka, mucmieprupala ce B ycraTa chabppka 15 mg omanzanud (olanzapine).
[loMomHM BemecTBa ¢ U3BECTHO ACHCTBHUE: BCSAKA IUCIIEPrUpalia ce B ycrara TadJeTKa ChabpxKa
1,20 mg acnaptam (E951),

0,225 mg natpueB MmeTun napaxuapokcudenzoar (E219),

0,075 mg Hatpues mponmi mapaxuapokcuoensoat (E217).

ZYPREXA VELOTAB 20 mg Ta0ieTku, AUCIIEpTUpallH Ce B ycTaTa

Bcska Tabnerka, mucmieprupalia ce B ycraTta chabppka 20 mg onanzanud (olanzapine).
[lomomHM BemecTBa ¢ U3BECTHO ACHCTBHUE: BCSAKA IUCIIEPrUpala ce B ycrara TadJIeTKa ChabpxKa
1,60 mg acnapram (E951),

0,30 mg natpueB MeTun napaxuapoxkcudensoar (E219),

0,10 mg natpues nponuia napaxuapokcudenszoat (E217).

3a IIBJIHUSA COUCHK Ha IIOMOIIHHUTC BCIICCTBA BHIXKTC TOuKa.6.1.

3. JEKAPCTBEHA ®OPMA
Tabnetka, qucneprupaiia ce B ycrara

)K’I:J'ITa, KpbrIia, J'II/IO(i)I/I.]'II/I3I/IpaHa, 6Lp30;[ncneprnpama CC, IpCAHa3HA4YCHA 3a IIOCTaBAHEC B yCTAaTa
WK JUucCricprupaiia ¢ BbB BOJla WIX Apyra NoAXOoAsIa 3a yrIOTpe6a HaIlMTKa.



4. KJIMHNUYHU JAHHHA

4.1 TepaneBTHYHHU MOKA3AHUS

Bv3pacmuu
OnaH3anuH e ToKa3aH 3a JeUeHUe Ha MU30()PCHHUSL.

Omnan3anvH e eeKTHBEeH 3a MOAIbPKAHE HA KIIMHUIHOTO MoI00peHne 10 BpeMe Ha MPOABIDKUTEITHO
JIeYCHUE MPU NAUEHTH, TOKA3aJI1 HaYaJIeH TeparieBTUUYECH OTTOBOD.

OnaH3alliH € IMOKa3aH 3a JICUCHUS Ha YMEPEH A0 TEKBbK MaHUCH CIIN301I.

OnaH3anuH e nokas3aH 3a Npo(UIaKTHKa Ha PELUANBY Ha MaHUEH €MTU30/]] IPH NAlUEHTH C OUITOJIAPHO
Pa3CTPOUCTBO, TP KOUTO IO BpeMe Ha MaHUEH €MU30/] € OWJI MOCTUTHAT KJIMHUYEH OTTOBOP C
onaH3amuH (BX. Touka 5.1).

4.2 I[osnponlca 1 HAYUMH HA NMPUJTOKEHUEC

Bo3pacTHu

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

Manuen enuzoj. HauannaTa no3a e 15 mg kato eAMHUYHA AHEBHA J03a MPpU MoHOTepanus uiu 10 mg
JTHEBHO ITPH KOMOMHUPAHO JiedeHHe (BK. Touka 5.1).

[Ipodunaktika Ha pequaUB HAa OUTIOISIPHO pascTpoiicTBo: IlpenopruBanaTa HavyaHa 103a €

10 mg/nueBno. IIpu nanuenTH, KOUTO ca MOTyYaBalIi OJaH3AIMH 3a JIeYeHHE Ha MaHHEH 30/, 3a
npo¢HITaKTHKa Ha TOBTOPHATA MM I0sIBa, C€ TPENOpPhyUBa MPOAbKaBaHEe Ha TEPAINKUATA ChC ChIaTa

no3a. [Ipu nmosiBaTa Ha HOB €MU30/1 HA MAaHUS, CMECEH €MH30/] MU €MNU307] Ha ACTIPECHS], TEUEHUETO C
oJlaH3anyH Tps0Ba 1a NPOIBIDKY (C ONTUMHU3UPAHE Ha 103aTa, aKO € HE00XOIUMO) € TOITBIHUTEITHO

JIeYeHHe Ha CUMIITOMUTE Ha HapylleHHe Ha HACTPOEHUETO, aKO € KIIMHUYHO MOKa3aHo.

[lo BpeMe Ha JIeYeHUETO HA N30 PEHHS, MAHUECH €IU30 U NPH MPpOopUIaKTHKA Ha PEIIMINBH Ha
OWITOJISIPHO Pa3CTPOMCTBO JHEBHATA /1032 MOXeE Jia ObJie KOpUTHUPaHa MMOCTENICHHO Ha 0a3aTa Ha
WHJIMBUIYaTHOTO KIIMHUYHO ChCTOSIHUE B paMKuTe Ha 5-20 mg/nueBHo. [ToBumaBane Ha g03aTa J0
HHUBA Ha/l IpENopbyYBaHaTa HAuyaIHA /1032 CE MPENopbyuBa caMo ClIe]] ChOTBETHA KIMHUYHA MTPEOLICHKA
U TpsiOBa J1a CTaBa Hai-001I0 Mpe3 MHTEPBAIN HE MO-MaJKu OT 24 yaca. OJaH3alnuH MOXeE J1a ce
npueMa 0e3 Bph3Ka ¢ XpaHEHETO, Thil KaTo abcopOIMsATa HE Ce TIOBIMIBa OT XpaHara. [Ipu
IpeycTaHOBSBaHE [IPHeMa Ha OJIAH3aIMH TPsAOBa Aa ce uMa MpeIBU IOCTEIIEHHOTO HaMaJIsIBaHEe Ha
Jo3arta.

ZYPREXA VELOTAB Ta0netka, qucrieprupaiiia ce B ycrara, TpsOBa Jia Objie ocTaBeHa B yCTaTa,
KBAETO TSI OBbP30 Ce TUCIIEpPrupa B CIIOHKATA TaKa, uye fa Obe JIeCHO mperibTHaTa. OTCTpaHsIBaHETO
OT ycTaTa Ha IisU1a IUCTIepTupalla ce B ycraTta Tabnerka e TpyaHo. Thil KaTo Aucrieprupaiiara ce B
ycraTa TabJeTKa e YyIuinBa, TS TpsiOBa JAa ObJe mpueTa BeJHAra clie/l U3BaKJaHeTo OT OJucTepa.
Jpyra Bb3MOKHOCT € AUCHEPTUPAHETO 1 B IIbJIHA Yallla BOJA WM APYra MOAXOIAIIa HATUTKA
(TOpPTOKANIOB COK, IOBIKOB COK, MIISIKO MM Kae) HETOCPEICTBEHO IPEAr IIPHeMa.

OmnanzanuH noJT hopMaTa Ha AUCTIEPTUpAIa ce B ycTaTa TablieTKa € OMOSKBEBAIICHTEH Ha OJaH3AIHH
00BHTH TaOJIETKH, KaTO MPHUTEX)aBa MOA00HA CKOPOCT U CTeTeH Ha abcopomms. Toi nma chimara
JTIO3UPOBKA U YECTOTA HA MPHUIIOKEHUE KAKTO OJIaH3aIH 00BUTH TabneTku. OaH3amnuH TabaeTKHy,
JUCTIEPTUPAILHU ce B yCTaTa, MOXKe Jja ObJie M3II0N3BaH KaTo alTepHATHBA Ha OJIaH3aMUH 0OBUTH
TabJIeTKH.



CrelyaiHy MOmyIallin

Cmapuecka 6v3pacm

OOUMKHOBEHO HE ce MpenophiBa MO-HUCKA OT OOMYaifHaTa HavaHa /103a (5 mg/mHEBHO), HO TaKaBa
J103a MOXeE Jla C€ MMa MPEJIBUJI IIPH MTAIUSHTH Ha ¥ HaJl 65 TOJMHU TOTaBa, KOraTo KJIMHUYHUTE
(hakTopH TO HamaraT (BX. CBIO Touka 4.4).

bvopeuno u/unu uepnoopodno yepesxcoane

[Ipu TakuBa marueHTH TPIOBa Ja Ce MMa MPEIBU/I MO-HUCKA HavaaHa fo3a (5 mg). B cnyyaun Ha
yMepeHa YepHoApoOHa HemocTtaThuHOCT (1iupo3a, Child-Pugh kiac A unu B) HayanmnaTa no3a TpsiOBa
Ja ObJie 5 mg ¥ Ja ce yBelmuaBa caMo C MOBHUIIICHO BHUMAaHUE.

Ihwauu

Hauannata no3a u 1030BUST AMAaNa30H He € HEOOXOANMO PYTHHHO Aa Ce MIPOMEHST MPH He-ITyIauu
copsimo mymrayn. IlymeneTo Moske 1a MHAypa MeTadoan3Ma Ha onaH3anuH. [Ipenopbusa ce
KJIMHAYHO MOHUTOPHPAaHE U MOKE Jla c€ MMa MpeIBU/ MOBUIIABaHE HA 103aTa Ha OJIaH3aIuH, aKo €
HeoOxoauMo (BX. ToUka 4.5).

Korato e HaJIMIE€ 1ImoBCY€ OT €A1H, 3a6aB;11u MeTa60HI/13Ma, (baKTOp ()KCHCKI/I 1oJ1, CTap4eCKka Bb3pacT,
Her[ymaq), TpSI6Ba Ja CC uMa NpeaABrU HaMaJIIBAHC HA HaYaJiHAaTa 403a. IloBumraBaneTo Ha Jo3ara,
KOraTto ToBa € HCO6XOJII/IMO, Tpﬂ6Ba Jla CTaBa IMOCTCIICHHO ITPU TE3U IMALIUCHTH.

Korato e HeooOxoaumMo moBuIIaBane Ha go3ara ¢ 2,5 mg, Tpsiosa aa ce uznon3sa ZYPREXA o6Butu
TaOJIeTKH.

(Bx. chio Touka 4.5 u Touka 5.2)

Ileouampuuna nonynayus

OsnaH3anuH He ce MpernopbyBa 3a ynorpeda OT Jela U IOHOIM 1o 18-roauiiHa Bb3pacT nopagn
JIMIICa HA IaHHM 3a 6e30macHOCT U edukacHocT. [Ipu kpaTKkocpoyHM NpOy4BaHUs [IPH NALUEHTH B
IOHOIIIECKA BB3PacT € ChOOIICHO 3HAaUNMO yBEIHUYECHHE Ha TEJIECHOTO TerjI0, N3MEHEHHUS B HUBaTa Ha
JUMHIUTE U IPOJAKTHHA B CPAaBHEHHUE C MIPOYUBAHUS TIPU BH3PACTHU MAlIUEHTH (BXK. TOUKH 4.4, 4.8,
5.1us5.2).

4.3 IIpoTuBOMOKA3aAHUA

CBp’bXLIyBCTBI/ITeJ'IHOCT KbM aKTHBHOTO BCIICCTBO UJIM KbM HAKOC OT IIOMOIIHUTC BCIICCTBA,
I/I36pOeHI/I B Touka 6.1. HaI_II/IeHTI/I, IIpU KOUTO € U3BCCTHO, Y€ MMa PHUCK OT MMOABATa HA TCCHOBI'bJIHA
rjiaykoma.

4.4 CuoeuuaJHu npeaynpe:xIeHUus: U NpeANa3Hu MePKHU IPH ynorpeda

ITo BpeMe Ha aHTUIICUXOTUYHO JICUCHUE TIO00PEHUE B KIIMHUYHOTO ChCTOSHHE Ha MAIMCHTa MOXKE Ja
OTHEME OT HSKOJIKO JIHU J0 HIAKOJKO cenMuiry. [laruenture TpsiOBa 1a ObAaT CTPOro HaOII0IaBaHu B
TO3U TIEPHOI.

chxosa, CBbp3aHa ¢ ACMCHIIUA, W/Aan IMOBCACHYCCKH HAPYIIICHUA
OJ1aH3anuH He ce nperopbp4Ba 3a yrIOTpe6a IIpU MauCHTHU C IICHUX03a, CBbp3daHa C JICMCHIIUA, H/WIH

MOBEJICHYECKH HApYLICHUS, TOpaly yYBEIN4aBaHe HA CMBPTHOCTTA M PUCKA OT MO3bYHOCHIOBH
MHOUACHTH. B ruiane0o KOHTpOoIMpaHu KIMHUYHY MPOYYBaHUs (C TPOIBIDKUTENHOCT 6-12 cenMunn)
IpY MTAIMEHTH B HAIIPEIHAIA BB3PacT (CpeaHa Bb3pacT 78 TOANHM) ¢ TICHX03a, CBbP3aHa C JEMEHIIHS,
W/MJIM TIOBEICHYECKU HapyLIeH!s € HaOII0JaBaHO 2-KpaTHO yBEJIMYaBaHE HA CMBPTHOCTTA IIPU
NAaIMEeHTHTE, JIEKyBaHH C OJIAH3AITNH, B CPAaBHEHHE C MALMEHTHTE, TPETUPAHH C IU1ae00 (ChOTBETHO
3,5% crpsamo 1,5%). ITo-BucokaTta cCMBPTHOCT HE € CBbp3aHa € 103aTa Ha OJlaH3aluH (CpeHa JHEBHA
no3a 4,4 mg) WM ¢ NPOABIDKUTEITHOCTTA Ha JieueHHeTo. PruckoBuTE (hakTOpH, KOUTO MOTaT J1a
NpeApasnoaokaT Ta3y MOMyJIalus MallMeHTH KbM YBEIHYeHA CMBPTHOCT, BKIIIOUBAT Bb3pacT > 65
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TOJUHH, TUcdarus, ceaallus, HapyIIeHo (HeI0CTaThYHO) XpaHEHE U AeXUApaTalys, 010 1po0oHH
3a00JsiBaHus (HAIp., THEBMOHUS ChC WK 0€3 acTMpaliys) Win ¢THOBpeMeHHa yrnorpeda Ha
OcH30Ma3enuHu. BrIipeku ToBa yecToTaTa Ha CMBPTHHTE ClTydad € Oujia mo-BUCOKa MPU
MAIUCHTHUTE, JICKyBaHH C OJIaH3aIlMH, B CPABHEHHUE C IUIAe00-TPETUPAHUTE IMAIMEHTH HE3aBUCUMO OT
TE3W PUCKOBH (PaKTOPH.

B cpmuTe KITHHUYHY MPOYYBAHUS UMa CHOOIIEHUS 32 MO3BIHOCHI0BH Hexkenanu ceoutns (MCHC,
HAaIp., HHCYJIT, PEXO0/IeH UCXEMUYEH IIPUCTHIT), BKIIOUNUTENHO 1 ¢ daTaneH u3xon. Habmogasano e
3-kpatHo yBennuyaBane Ha MCHC mpu manyeHTH, JeKyBaHHU C OJaH3alMH, B CPAaBHEHHE C TIAIIMEHTHUTE,
TpeTupanu ¢ mwianedo (crorBetHO 1,3% cnpsmo 0,4%). Bcuuku nanueHTy, JISKyBaHU ¢ OJIaH3aITUH
WK T1a1e00, IpY KOUTO ca HAOJI0JaBaH! MO3bYHOCHIOBH HEXEIIAHU ChOUTHS, Ca C TIPE/IIICCTRAIIH
puckoBu ¢axtopu. Be3pact > 75 rofuHM U ChJIOB/CMECEH THIT JCMEHIIUS ca HJCHTH(DHUIIUPAHH KAaTO
puckoBu (axtopu 328 MCHC BBB Bpb3Ka C JIEYEHHUETO C OJaH3aNMH. B Te3u mpoy4BaHus HE €
yCTaHOBEHa e(pMKaCHOCTTa Ha OJIAH3AIHH.

Bonect Ha [TapkuHCOH

Ymnorpebara Ha olaH3aIMH 32 JIEYCHNE Ha IICUX03U TIPY NAIMeHTH ¢ OoJecTTa Ha [lapKkuHCOH,
CBBP3aHH C IpreMa Ha JOMaMHUHOB arOHUCT HE Ce MPenophYBa. B KIMHUYHN POyYBaHHS MHOTO
YECTO U MO-YECTO B CPaBHEHHE C TUIAINE00 ca IOKJIaIBaHH BIIOIIABaHE HA MAPKUHCOHOBATA
CHMITTOMAaTHKA U XaJFOIIMHAINH (BXK. Touka 4.8), a o1aH3anmuH He € Mo-eeKTUBEH OT IUTare0o
MIpH JIeYeHUe Ha ICUXOTUYHU CUMIITOMH. B Te3u mpoydBaHus ce U3UCKBA MAlMEHTHTE Aa ObaaT
IbPBOHAYATHO CTA0WIM3UPAHU C Hali-HHUCKaTa e)EeKTUBHA /1032 AHTUIAPKHHCOHOB JICKAPCTBEH
IMPOAYKT (HOHaMI/IHOB aI‘OHI/ICT) " Ia 3arnassAT CbIIUTEC aHTUIIAPKUHCOHOBU JICKAPCTBECHU MPOAYKTHU
W JI03MpaHus 10 BpeMe Ha npoyuyBaHeTo. OJaH3amuH € 3al04YBaH B JI034 OT 2,5 mg/THEBHO U
TUTPUPAH 0 MAKCUMYM 15 mg/THEBHO O TIpelieHKa Ha U3CIIeA0BaTES.

Hesponentuuen manuraer cugapom (HMC)

HMC e noTreHunanHoO )HUBOTO3aCTpAILIABAILO CHCTOSHUE, CBBP3aHO C JICUYCHHUETO C
AHTUTICUXOTUYHH JICKApCTBEHU NPOAYKTH. Psiaxo ca noknansanu u caydan Ha HMC, cBbp3anu ¢
npuema Ha onanzanuH. Kiimanunure nposisu Ha HMC ca xunepnupexcus, MyCKyJIHa pUTHIHOCT,
HapyLICHNUs B MUCIIOBHUSA IIPOLIEC U JAHHU 33 BEreTaTUBHA HECTAOMIHOCT (IIPOMEHHU B IIyJica WU
apTEepUANHOTO HAJIATAaHE, TAXUKAPIMs, U3MOTIBAHE U OTKIIOHEHUS B CHbPACUYHUS PUTHM).
JlonmbIHUTEHUTE NPU3HALM MOraT Ja BKJIIOUBAT [IOBUIIEHUE HA KpeaTUH GochoKuHa3aTa,
MUOTTIOOUHYpUS (paboMHOIIN3a) U OcTpa ObOpPEeYHa HEJOCTATHYHOCT. AKO MAI[EHT pa3Bue
NpU3HAIM U-CUMIOTOMH, TIokazaTenHu 32 HMC, uim uma HesCHO TeMIiepaTypHO ChCTOSHUE Oe3
Opyru KInHuYHEA nposisn Ha HMC, npreMbT Ha BCHYKH aHTUTICUXOTHYHU JIEKapCTBa,
BKJTIOUHMTEITHO M HA OJIaH3aluH, TpsiOBa 1a Obae MpeycTaHOBEH.

XUNEPTrIAUKEMUs ¥ T1a0eT

Heudecto e noknanBaHa XMIIEpriIMKEMHS W/UITK pa3BUTHE WM BIIOLIaBaHEe HA 1uabeT, MOHSIKOra
CBBP3aH C KETOAIM103a NI KOMa, BKIIFOUUTENHO U ciy4au ¢ (pataneH uzxop (Bx. Touka 4.8). B
HSIKOU OT CIIyyauTe € AOKJIaJBaHO MPEIIEeCTBAIIO0 IIOBUILIABAHE Ha TEJIECHOTO TEIJI0, KOETO MOXeE
na 0pae npeapasnonarain gaxrtop. [IpenopbuBa ce CbOTBETHO KIMHUYHO MPOCIENsBaHE, CIIOPE
M3M0JI3BAaHUTE YKa3aHUs 3a ynoTpeda Ha aHTUIICUXOTHYHH CPEACTBA, HAPUMED U3MEpBaHE Ha
KpbBHATa 3axap Ha U3XOJHO HUBO, Ha 12-Ta ceaMula ciie]] 3a110uBaHe Ha JICUCHUETO C OJIaH3aIlMH
W Clle]] TOBa exXeroaHo. [lanuenTnre, TeKyBaHU ¢ aHTUIICUXOTHYHH JIEKapCTBA, BKIIFOUHUTEITHO
ZYPREXA VELOTAB, tpsiOBa a ce HaOmroaBar 3a Npu3Haly ¥ CUMIITOMU Ha XUMEPTITUKEMHUS
(kxaTo HampuMep MONUANIICHS, TIOINYPH, ToTudarusg u ciadbocT), a MaUeHTUTE ChC 3axXapeH
JmadeT WK Te3U ¢ PUCKOBU (haKTOPH 3a 3axapeH auadeT TpsOBa 1a e MOHUTOPUPAT PEIOBHO 3a
BJIOIIaBAaHE HA KOHTPOJIa Ha IMMoKo3aTa. Ternoro TpsOBa 1a ce MOHUTOPUPA PEAOBHO, HAIpUMED
Ha M3XOJHO HMBO, Ha 4-Ta, §-Ta n 12-Ta ceaMuIa ciell 3al0YBaHe Ha JICUCHUETO C OJIAH3AIHH
CJIe]l TOBa Ha BCEKH TPH Mecela.

[IpomMeHnu B TUIUANTE
HaGmronaBat ce HexxenaHu MPOMEHU B JIMITUIUTE TP MTAIUCHTH, JICKYBaHH C OJIaH3aIlHH, B
m1are60 KOHTPOIUPAHH KIMHUIHU H3MUTBAHUSA (BXK. Touka 4.8). [I[poMeHuTe B TUIUINATE TpsiOBa
Jla ce JIEKYBAaT KaKTO € KIMHUYHO YMECTHO, OCOOCHO MPU MANMEHTH C JUCIUITUACMUS U TIPU
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MAIMEHTH C PUCKOBU (JaKTOPH 3a pa3BUTHE HA HapyIIeHUs B umuante. [Ipy manuenTure,
JIEKYBaHM C aHTUTICUXOTHYIHH JiekapcTa, BKimountenHo ZYPREXA VELOTAB, TtpsiOBa na ce
MOHHUTOpPHpPAT PEIOBHO HUBATA HA JIMIIUIUTE, CIIOPE]T U3MOI3BaHNTE YKa3aHUS 32 yIoTpeda Ha
AHTUIICUXOTUYHU CPEJICTBA, HAIPUMEP Ha U3XOJHO HUBO, Ha 12-Ta ceMUIIa CiIe]l 3aII0YBaHe Ha
JICUCHHUETO C OJIAH3AIHH U CJIe]] TOBA HA BCEKH 5 TOJIUHH.

AHTUXOJIMHEPTUYHA AKTUBHOCT

Brnpeku de nipu in vitro IpoyYBaHHUATA OJIAH3AITMH [TOKA3Ba aHTUXOJIWHEPTUYHA aKTHBHOCT,
ONHTHT 10 BpeMe Ha KIIMHUYHUTE MPOYYBAHUS, TIOKa3Ba HUCKA YeCTOTa Ha TOJJO0HU ciay4an. Thii
KaTO KIMHUYHUAT OIUT C OJIAH3AIMH MPHU MAIMEeHTH ChC CHITBTCTBAIIHN 3a00JISIBAHNS € OTPaHUYCH,
npenopbyBa ce TOH Ja ObJie PEANUCBaH ¢ TIOBUIICHO BHUMAHKE HA MAIIMEHTHTE C XUIIEPTPOPUS
Ha TpocTaTaTa WiK MapaluTHYEH WICYC U TIOA00HHN ChCTOSHUS.

UYepHonapobHa (yHKIHS

YecTo ca HaOIIOIaBaHM MPEXOIHN, OC3CUMIITOMHHM ITOBUITIABAHUS HA YePHOAPOOHUTE
amunotpancgepasu, ALT, AST, ocobeHo B HauanoTo Ha JiedeHueTo. M3uckBa ce moBUILICHO
BHUMaHUe rpu nanueHTute ¢ mosumieHn ALT w/wnmu AST, npu narueHTuTe ¢ npu3HaIy u
CUMITOMH Ha YepHOAPOOHO YBpEXKIaHe, KAKTO U P TE3H C MPEIXOJTHN ChCTOSHHS, CBBP3aHH C
OTpaHUYEHH YePHOAPOOHH (QYHKIIMOHATHH PE3EPBH, MIIN TAKUBA, KOUTO ca OWJIH JIEKyBaHH C
NOTEHIUAIHO XETIATOTOKCUYHH JICKAPCTBEHU NPOAYKTH. B ciyuaurte, Korato € IMarHoCTUIHPaH
XeMaTUT (BKIIOYUTEIHO XEeNaTOLeNyIapHO, X0JIeCTaTHYHO HIIH CMECEHO YePHOAPOOHO
YBpEXIaHe), ISYCHUETO C OJaH3aIMH TPI0Ba 1a Ob/ie MPEyCTaHOBEHO.

HeyTtponenus
Heobxomumo e BHUMaHKE TPY NAIIMEHTUTE, KOUTO 10 HIKAKBa MPUYMHA Ca C HUCHK Opoit

JIEBKOIIUTH W/WIH HEYyTPO(UIHN, IIPU MALMEHTUTE, 38 KOUTO € U3BECTHO, Y€ TOydaBaT NPOIYKTH,
BOJICII 10 HEYTPOIICHUSI, TIPH MAMEHTUTE C aHAMHE3a 3a JIEKapCTBEHO-MHAYIINPAHO ITOATHCKaHE
Ha KOCTHHS MO3bK/KOCTHO-MO3BYHA TOKCHYHOCT, IPU MALUEHTUTE C MOATUCKAHE Ha KOCTHUS
MO3BK MOpaIy ChIIBTCTBALIO 3200 IsIBaHE, IbUEICUCHUE WIH XUMHUOTEpaNHts, KaKTo U Ipu
HNALMEHTHTE ChC CHCTOSHUS Ha XUIICPEO3NHOPHINS MM MHUEIONPOIN(EpaTHBHO 3a00IIBaHE.
HeyTponenns 0OMKHOBEHO Ce JOKJIA/IBA YECTO IPH €AHOBPEMEHHO NPHIIOKEHHE Ha OJIaH3aIlnH C
Banmpoar (Bx. Touka 4.8).

IIpexbCcBaHe Ha JICYCHUETO
OcTpu CUMITOMHU KaTO IOTEHE, O€3ChHUE, TPEMOP, TPEBOXKHOCT, TaJ€HE UM OBPBIIAHE Ca
noknaasanu psaako (> 0,01% u < 0,1%) npu psA3Ko cnimpaHe Ha OJaH3aIluH.

QT unTtepBan

B ximmHnyHM ipoyuyBaHus ca HabmogaBanu HeyectH (0,1 % 1o 1 %) KIMHUYHO 3HAYNMU
yabmxasanus Ha QTc-unrepsana (Q7 kopekuus Fridericia [QTcF] > 500 munucekynau [msec]
o Bcsiko Bpeme ciren u3xoauoto EKI npu manmenTty ¢ u3xogao Q7TcF < 500 msec) mpu
MAIMEHTH, JIEKyBaHHU C OJIAH3aIWH, KOUTO HAMAT CUTHU(QUKAHTHHU Pa3Inins B CBP3aHUTE
KapAHOJIOTHYHYU CHOUTHUS B CpaBHEHUE ¢ ianebo. HeoOxoaumo e obade, onaH3amuH Ja ce
MIPEJITUCBA C TOBUIIIEHO BHUMAHKE 3a€THO C JICKAPCTBEHH MTPOJYKTH, 32 KOUTO € U3BECTHO, Ye
yabmkaBatr OTc-uHTepBajia, 0COOCHO MPH MAIMEHTH B CTapuecka Bh3PacT, MPH MALUEHTH ChC
CUHJIPOM Ha BpOJieH yabinkeH (7, 3aCTOWHA Chp/ieuyHa HEJOCTaThYHOCT, XUIIepTPOohus Ha
CHPLETO, XUMTOKATAEMUS WITH XUTIOMAarHE3UEMUsL.

TpoMO0eMO0IN3EM

Heuecro (= 0,1% u <1%) ce crobmmaBaHo 3a Bpbh3ka BbB BPEMETO MEXIy JIEYCHHE C OJaH3aIiH U
BEHO3¢H TpoMOoeMO0u3bM. He ¢ ycTaHOBeHa MPUYMHHO-CIICACTBEHA BPh3Ka MEXK Ty ITOsiBaTa Ha
BEHO3HUS TPOMOOEMOOIU3BM H JICUSHUETO C OJIAH3aNWH. BBIpeKy TOBa, ThI KaTO MPH MAIUCHTUTE C
mu30(peHUs YeCTo ca HaJuIle TPUI00UTH PUCKOBH (PAKTOPH 32 BEHO3EH TPOMOOEMOOIU3bM, TpsiOBa
Ja ObaaT ACHTU(UIUPAHU BCHYKH Bh3MOXXHU pUCKOBU (akTopu 3a BTE, Hamp., 00e3nBuxkBaHe Ha
MAIMEHTUTE, U Ja ObJIaT NPeANPUETH IPOGUITAKTHIHN MEPKH.




O06mo xeiicteue Bppxy ITHC

Karo ce umat npeiBu ocHoBHHTE edeKTH Ha onan3anuH Bepxy [IHC, Heo0X01MMO € MOBUIICHO
BHUMAaHHE IMPU KOMOMHUPAHETO HA MPOAYKTA C IPYTH EHTPATHOACHCTBAIIY JCKApCTBA U AJTKOXOJL.
TBif KaTO ONAH3AIMMH in Vitro Ce MPOSBSIBA KATO AHTAaTOHUCT HA JIONIAMIHA, BH3MOXKHO € TOH J1a
AHTarOHU3Mpa €PEKTUTE HA MPEKUTE ¥ HEIIPEKUTE JOIAMHUHOBU arOHUCTH.

Tlpunagbim
Onan3zanuH TpsSOBa 1a ce mpuiiara BHUMATEITHO TIPH MAIMEeHTH C aHaMHe3a 33 ThbPYOBE MM KOUTO ca

M3JTI0’KEeHH Ha ()aKTOpH, KOUTO MOTAT J1a HaMaJIsT I'bpyoBHs npar. Hepsiako ca MokimagBaHu ciiydad Ha
I'bPYOBE MIPU TAKWBA MAIIMEHTH, KOUTO Ca JICKyBaHU ¢ ojlaH3anuH. [loBeueTo oT Te3u cirydaun ca Ouim ¢
aHaMHe3a 3a I'bPYOBE WIHM PUCKOBU (DaKTOPU 3a TAXHATA MOSBA.

TaparBHA TUCKHHE3US

B cpaBHuTENHN TPOYYBaHUS C MPOABIHKUTEIHOCT HA JICYSHUETO 10 €HA TOIMHA OJIaH3aIUH €
CBBP3aH ChC CTATUCTUYECKU 3HAUMMO O-HUCKA YECTOTA Ha JICUCHUE Ha CIIy4YauTe C MosiBa Ha
HEOYaKBaHAa JUCKWHE3WsI. PUCKBT OT mosiBa Ha TapAuBHA AUCKWHE3HsI HAPACTBA C TPOIBIDKUTEITHOCTTA
Ha EKCIIO3UIINATA, TTOPaI KOSTO B CIIydal Ha TOsIBA Ha MPU3HAIM WM CUMIITOMH Ha TapIUBHA
MUCKWHE3MWS TIPY MMAIMCHT Ha OJIAH3AIMH € He0OX0IMMO Ja ce OOMICIM HaMallsIBaHe Ha J103aTa WiIu
MpeyCcTaHOBABaHE HA JeueHneTo. CUMIITOMUTE HA TapAUBHA TUCKUHE3US MOTAT J]a CE BJIOIIAT
BPEMEHHO WJIU JOPH J1a C€ MPOSBIT Clie]] NPeKbCBaHE HA JICYCHHUETO.

OpTocTaThyHa XUIOTOHUS

B xiIMHWYHY TPOYYBaHUS C OJIAH3AIIMH TP MAIIMEHTH B HAITPEIHAIA Bh3pacT HEYeCTO ¢ HaOro1aBaHa
opTocTaTH4Ha XUMIOTOHUS. [IpenopruBa ce nepruoanyHO MpoCesIBaHe Ha apTEPHaTHOTO HAJISTaHEe
MIpH MAIUEHTUTE Ha BB3pacT Haja 65 TOAMHU.

BueszanHa chprieyHa cCMBPT

B nmocTMapkeTHHTOBY CHOOIICHHS TTPH MAIUSHTH C OJIAH3aIHH € ChOOIIaBaHoO 3a CiTydail Ha
BHE3aITHa Chp/IeYHa CMBPT. B peTpocneKTHBHO 00CepBaIMOHHO KOXOPTHO MPOYYBaHE PUCKBT OT
mpejnojiaraeéMa BHe3amHa Chpe9Ha CMbPT MPH MallMeHTH, JIEKYBaHHU C OJIAH3aIHH, €
MPHUOIM3UTEITHO JBa ITTH MTO-BUCOK OT PHCKA MPH MAIUCHTUTE, KOUTO HE YIOTpeOsIBaT
AHTUIICUXOTULU. B Mpoy4YBaHETO PUCKBT OT OJIAH3AIHUH € ChIIOCTABUM C PUCKA OT aTUIUYHUTE
AHTHUIICUXOTHUIH, KOUTO Ca BKJIIIOYEHU B COOPEH aHaJIM3.

IequaTpryHa OOy

OnaH3anuH He € TI0Ka3aH 3a JeUCHHE Ha JIela U FoHOIIH. [IpoyYBaHus IPH MAI[MEHTH Ha Bb3PacT
Mexay 13 u 17 rojguHu mokasBat pa3iudHu HEXKETAaHW PEaKIiH, BKIIIOUYUTEITHO HAITBIHABAHE,
IPOMEHH B METaOOJIMTHUTE MAPAMETPH U YBEIHYaBaHE Ha MPOJAKTHHOBUTE HUBA (BXK. TOUKH 4.8
us.1).

Acmapram
ToBa nekapcTBO ChABPKa 10 1,6 mg acapraM BbB BCSIKa Ta0JIeTKa.

AcnapTaMbT € U3TOYHUK Ha (eHunanannH. Moxe Ja HaBpeaH Ha XOpa, KOUTO UMAaT (EeHUIKETOHYPUS
(DKY), psamko reHeTHIHO 3200 sBaHe, TIPH KOETO Ce HaTpyNBa (eHUITANIAHNH, Thi KATO OPraHU3MBbT
HE MOXE JIa TO OT/SIS MPaBUITHO.

HatpuieB MeTHIT TapaxuapoKCUOEH30aT M HATPHUEB IIPOIIMII ITAPAXUIPOKCHOCH30aT
Topa JICKApCTBO CbABbPIKA HATPHUCB MCTUJI HaanH,Z[pOKCI/I6eH303T 1 HATpHUCB MPOINII
HaanI/I,Z[pOKCI/I6eH303T, KOHUTO MOKC Ja MMPUIHUHAT aJICPruIHU pCaKIuu (BepOHTHO oT 3a0aBeH TI/IH).

Hatpuit
ToBa nekapcTBO ChabpiKa MO-Manko oT 1 mmol HaTpuii (23 mg) Ha TabeTKa, T.e. MOXKeE /1a Ce KaxKe,

Yye MPaKTUIECKH HE ChIbpIKa HATPUH.



4.5 B3aumopeiicTBHe ¢ APYIrH JeKAPCTBEHU NMPOAYKTH U APYrd (popMu HA B3anMoelicTBUE
IIpoyuBanus 3a B3auMOACUCTBUATA ca MPOBEXKAAHU CaMO MPU Bb3PACTHHU.
TloTeHnmanHy B3auMOACHCTBYS, MOBAUSBAIIYN OJIAH3AMUH

Twit kaTo onanzanuH ce Meradom3upa or CYP1A2, BemecTBa, KOUTO MOTaT CrieliuUIHO J1a
WHIyIIAPAT WM HHXUOUPAT TO3W M30€H3UM, MOTAT JIa TIOBJIUAAT (papMaKOKWHETHKATA HA OJIAH3AIIHH.

Nuanykuusg gza CYP1A2

MeTabonmn3mMbT Ha OJIaH3aNWH MOXeE J1a ObJe WHAYIUPAH OT TIOTIOHOITYIIEHE U KapOaMa3emnrH, KOeTO
MOJKe J1a JIOBEJIE /IO MOHIDKABaHEe Ha KOHIICHTPAIMUTE Ha oaH3anuH. HabnromaBaHo € caMo JIeKo 70
YMEpEHO MOBUIIIaBaHEe KIMPHHCA Ha OaH3anuH. KITMHUYHOTO 3HAYCHHE MO BCSIKA BEPOSITHOCT ©
OTPaHUYEHO, HO CE MPETNOphYBa KIMHUIHO MPOCIEAIBAHE U OOMUCIISTHE BB3MOXKHOCTTA 32
MTOBHUITIABAHE HAa J103aTa OJIAH3AIMH, aKo € Heo0XoInMo (BK. Touka 4.2).

Wuxubupane Ha CYP1A2

dnysokcamuH, cenuduueH CYP1A2 uHxuOUTOp, € moKasaj 3HaYUTESTHO HHXUOMpaHe Ha
MeTabonu3Ma Ha onanzanuH. CpenHoTo yBennyaBaHe Ha Cmax Ha OJIAH3aNUH ciel (pIyBoKCaMuH €
ouno 54 % npu >xeHu Henywmadky U 77 % npu Mbxe nymaun. CpeAHOTO yBeIMYaBaHe Ha MJIOMITa
MOJT KpUBaTa Ha OJIAH3aINWH € ChOTBETHO, 52 % 1 108 %. [Ipn manmeHTH, KOUTO IpUEMaT
¢yBokcamun win Apyr naxuoutop Ha CYP1A2 xato nunpoduiokcanuH, TpaOBa Ja ce 0OMUCIIH T0-
HHCKa HavaiHa 1o3a. HamansBane Ha go3aTa Ha oylaH3amuH TpsOBa 1a ce MMa MpeABH, B CIIydai Ha
3anovyHaTo JiedeHue ¢ naxuontop Ha CYP1A2.

HamansgBane Ha OMOHATMYHOCTTA
AKTHBHHUAT BBIJIEH HaMalsiBa OMOHAIMYHOCTTA Ha Tiepopaitaus onan3anuH ¢ 50 g0 60% u tpsdBa ga
ce nmpreMa Hal-MaJKo 2 Jaca Mpejy WK CIIe/T OJIaH3aIliH.

Hswma nannu, ye payokcerun (maxubutop Ha CYP2D6), enuanyHu 1034 aHTHAUUA (ATyMUHHM,
MarHe3ui) WM MUMETHANH MTOBIHMABAT 3HAUYUTEIHO ()apMaKOKHHETHKATA HA OJaH3aIlUH.

BinsHaue Ha onaH3anvH BbPXY APYIH JEKAPCTBEHU IIPOLYKTH
OraH3anuH MOJKE J1a aHTaroHU3upa ePEeKTUTE Ha MPEKUTE U HEMPEKH JOMAMUHOBU arOHUCTH.

OmnanzanuH He nHXUOUpa ocHoBHUTE CYP450 nzoensumu in vitro (wanp., 1A2, 2D6, 2C9, 2C19,
3A4). Jluncara Ha B3aMOJICHCTBUE CE MMOTBBPKIIABa B i1 VivVo MTPOYUYBaHUS, KBJIETO HE €
Ha0II0JaBaHO MHXUOMpaHe Ha MeTa0O0IN3Ma OT CIIETHUTE aKTUBHU BEIIECTBA: TPUIIUKIHIHI
aHTuAenpecaHTH (moBnusBaiy npegumuo rpynara CYP2D6), Bapdapun (CYP2C9), Teodpmnmn
(CYP1A2) wnu nuazenam (CYP3A4 u 2C19).

He e ycraHOBeHO B3aMMO/ICHCTBHE HA OJIAH3AIMH C JIUTHIA WKW OUTIEpUJICH TIPH €IHOBPEMEHHOTO UM
IIPUIIOKEHUE.

TepaHeBTI/I‘-IHOTO MOHUTOPHPAHE HA IJIa3MCHUTC HMBA Ha BAJIIIPOAT HC ITOKa3Ba HeO6XO,ZII/IMOCT oT
KOpCKIMA Ha J03aTa Ha BAJIIIPOAT CJICA BKIIFOYBAHCTO HA OJIaH3AIlUH.

Oo6110 neiicreue Bepxy LHHC
TpsiOBa 1a ce nposiBsiBa MOBUIIICHO BHUMAHUE IIPY HAIIMEHTH, KOUTO KOHCYMHUPAT aJIKOXOJI HIIH
MIpUEMaT JICKAPCTBCHH MPOAYKTHU C MOTHUCKAIIO JICHCTBUE BHPXY LIECHTPATHATA HEPBHA CHCTEMA.

He ce npenopbuBa eTHOBPEMEHHOTO MPUIIOKECHUE HA OJIAH3AITUH C AHTUITAPKUHCOHOBH JICKAPCTBEHU
MIPOIYKTH TIPH MAIUEHTH ¢ OosecTTa Ha [lapkuHCOH 1 neMeHnus (BXK. Touka 4.4).

QTc unTepnai

Omnan3zanuH TpsAOBa Aa ce mpujiara BHUMATEIHO SAHOBPEMEHHO C JIEKAPCTBEHH NPOIYKTH, 38 KOUTO €
M3BECTHO, e yBennuaBar QTc-uHTepBana. (Bx. Touka 4.4).



4.6 @epTUINTET, OPEMEHHOCT U KbpMeHe

Bbpemennoct
Hsama choTBeTHU 0OpE KOHTPOJIUPAHU POYUYBAHUS BEPXY OpeMeHHH skeHu. [lanmeHTkuTe TpsOBa 1a

OblIaT CHBETBAHU J1a YBEOMABAT CBOSI JIEKAp, aK0 3a0peMEeHEeST WM UMaT HaMepeHue /1a 3a0peMeHes T
10 BpEMe Ha JICUECHHETO C OJIaH3aMuH. BhIpexu ToBa, mopaau orpaHUdeHus OIUT MPH X0pa,
OJIaH3aITiH TPSIOBA J1a Ce MpujIara o BpeMe Ha OpEMEHHOCT caMo, aKO IMOTSHIIMATHATA 0132
MIPEBHIIIABA TIOTEHIMATHIS PUCK 32 TUIO/IA.

[Ipu HOBOpOICHH, H3IIOKEHN Ha AHTUIICUXOTUIH (BKIIOYUTEIHO OJIAH3AIMH) IIPe3 TPETHS TPUMECTBP
Ha OPEMEHHOCTTa UMa PUCK OT HEXKEJIaHH JICKAPCTBEHHU PEeaKiMi, BKIIIOYBAIIN €KCTPATMPaMUIHH
CHUMIITOMH W/WJIM CUMIITOMH Ha OTHEMaHE CJIe]] paXJIaHETO, KOUTO MOTaT JIa BAPUPAT IO TEKECT U
NpOIBIDKUTENHOCT. JIoKIagBaHu ca cirydail Ha Bb30yla, XMUIIEPTOHUS, XUIIOTOHUS, TPEMOP,
COMHOJIEHTHOCT, PECIIMPATOPEH JUCTEPC MU XPAHUTEIIHU pa3TCPONCTBA. 3aTOBA, HOBOPOJCHUTE
TpsiOBa Ja OBAaT BHUMATEITHO MOHUTOPHUPAHH.

Kopmene
B npoyuBane mpu 31paBu, KbPMEITH KCHH € YCTAHOBEHO, Y€ OJIAH3AITHH CE eKCKPETHPA ¢ MAWIMHOTO

misiko. CpeiHaTa eKCIIO3MIINS 3a KbpMadeTo (mg/kg) Ipu cTalOHAPHU ChCTOSIHUSA € OIpe/Ie/ieHa
kato 1,8% ot mo3ata, npuera ot Maiikata (mg/kg). [launentkure TpsOBa na ObAAT CHBETBAHU J1a HE
KBPMST JelaTa CH, aKo MpHUeMaT OJIaH3aIlHH.

DepTUInuTeT
Edextu Bbpxy dheprunutera He ca M3BECTHH (BXK. Touka 5.3 3a MpeAKIMHUYHA UHPOPMAITS).

4.7 EdexTH BHpXYy coco0HOCTTA 32 modupaHe U padoTa ¢ MAIIMHHA

He ca npoBexxganu mpoydYBaHUs 110 OTHOIIIEHUE HA €PEKTUTE BHPXY CIIOCOOHOCTTA 32 IodupaHe u
pabota ¢ mammHU. THi KaTO OJaH3AIMH MOXKE Ja JOBEEAE IO MosiBaTa Ha ChbHINBOCT MIIH
3aMastHOCT, TIAIUEHTUTE TPSOBa J1a ObJAT MPEIYNPEACHHU B CITydail Ha yIpaBJIeHUE Ha MAaIlTMHH,
BKJIFOUUTEITHO MOTOPHHU MIPEBO3HU CPEJNICTBA.

4.8 HexenaHu JeKkapcTBEHH peakKIUU

Pesrome Ha mpoduiia Ha 6€30MacHOCT

Bwspacmnu

Haii-uecto ( HabmronaBanu npu > 1% oT marmeHTrTe) JOKIAABAHUTE HEXKETaH! JIEKapCTBEHI
pEaKIu, CBbP3aHU C IPUIOKEHUETO Ha OJIAH3ANMH B KIMHUYHH U3MUTBaHUSI, Ca CHHIUBOCT ,
HaJIJIaBaHe Ha TErJI0, €03MHOMMITHS, YBEINICH! HUBA Ha TIPOJIAKTHH, XOJIECTEPOII, TIIOK03a H
TpUrIHIEePUaU (BXK. TouKa 4.4), TIIOKO3ypHsl, YBEIMUEH alleTUT, CBETOBBPTEK, aKaTH3HS,
MApPKUHCOHU3BM, JICBKOTICHUS, HEYTpOTIeHHs (B TOYKa 4.4), TUCKUHE3Us, OPTOCTATUYHA XUIIOTOHUS,
AHTUXOJIMHEPTUYHHU €PEKTH, TPEXOIHU OE3CUMIITOMHHU YBEITUYCHUS Ha YSPHOIPOOHHUTE
amuHOTpaHc(hepasu (BXK. Touka 4.4), 0OpuB, acTeHUs, yMOpa, MTUPEKCHS, apTPaJTH, TIOBAIIIEHA
ankanHa ¢ocaraza, BACOKA CTOMHOCT Ha TaMa-TITyTaMIITpaHcdepasa, BUCOKA CTOMHOCT Ha TUKOYHA
KHCEJIMHA, BUCOKA CTOMHOCT Ha KpeaTHH(POCPOKNHA3A U OTOK.

CIUCHK HA HEXKETAHUTE JCKAPCTBEHU PEaKIINH, IPEJCTABEH B TabIMIA

B mpescraBenara Tabmuiia ca n30pocHN HEXEJaH! JISKAPCTBEHH PEAKIINH U JIAOOpATOPHU
W3CJICIBAHNS TI0 IAHHU OT CIIOHTAaHHU CHOOIICHUS U KIIMHUYHY MTpoy4BaHus. [Ipu BCAKO rpynupaHe B
3aBHCUMOCT OT YeCTOTaTa HeXKENAaHUTE PEaKIMK ca MPEACTABEHH B HU3XO/IAII PeJl 10 OTHOIICHUE Ha
TAXHATA CEPHO3HOCT. TepMUHUTE 3a YecToTa ca AePUHUPAHNA KaKTo ciieaBa: Muoro dectu (> 1/10),
gyectu (> 1/100 no < 1/10), meuectu (> 1/1 000 o < 1/100), peaxu (= 1/10 000 mo < 1/1 000), mHOTO
peaxu (< 1/10 000), ¢ Hen3BecTHA YecTOoTa (HE MOXKE Ja ObJIe OlICHEHA OT HAJTMYHUTE JJAHHH OT
CHOHTAaHU CHOOIICHHUS).




MHoro yecTn YecTn Heuectn Penkn C Hen3BecTHA
4ecToTa
Hapyumiennst Ha KpbBTA M TUM(pHATA cCHCTEeMa
Eosunodunms TpomGoumTonenus'!

Jleskomnenus'’
Heyrponenus'®

Hapymennsi Ha UMYHHATa cUCTeMAa

CBPBXUYBCTBHTEIHO
ct!!

Hapymennst Ha MeTa00JIM3Ma H XPaHEHETO

TToBumasane Ha
Ternoro!

TToBunrenn HUBa
xoJecTepon>3
IToBumienn HUBa
rimoko3a’
IToBumienu HUBA
TPUIIHLEPUIA >’
I'mroko3ypus

Ha

Ha

Ha

IloBumen ameTur

PasBurue nnn
obocTpsHe Ha
nura0eT, MMOHSIKora
CBBP3aH C
KETOaIua03a nin
KOMa, BKIIFOUHTEIHO

Touka 4.4)"!

¢daTamHu ciryyan (BX.

Xumnorepmus'?

Hapymiennsi Ha HepBHaTa cucTeMa

COMHOIEHTHOCT

3amasHOCT
Axarusus®
ITapkruHCOHU3BM
Juckunesus®

6

I'bpuoBe, KOTaTo B
MOBEYETO CIIy4dau e
JIOKJIaIBaHa
aHaMHe3a 32 I'bPYOBE
WIN PUCKOBH
(akTopu 3a
repyoBe’!
Jucronust
(BKIJIFOUHTEITHO
okysorupanus)'!
TapnusHa
nuckuHesus!!
Amuesus’
Huzaptpus
3aekBane!'!
Cunrzpom Ha
HECIIOKOMHUTE
kpaka'!

Hesponentuuen
MaJIUTHEH CHHIPOM
(Bxk. Touka 4.4)"?
Cumrtomn Ha
npexbeBane’!?

Chbpaeynn HapyleHHst

bpanukapaus
VYabmxaane Ha QT
uHTepBana (BXK.

Kamepna
Taxukapaus/gudpria
1151, BHE3aIIHA CMBPT

Touka 4.4) (Bk. Touka 4.4)!!
Cb10BM HApYLIEHHS]
OprtocTtatnyHa TpomOboemMO0IM3BEM
xunotouus'’ (BKJIIOUUTETHO

OenonpobeH

eMOOIH3bM U
JUbJIOOKA BEHO3HA
TpoMb03a) (BXK.
touka 4.4)

PecmlpaTop}m, I'PbAHU 1 MEAUACTUHAJIHU HAPYIICHUA

| Enucrakenc’

CToManiHo-4YpeBHM HAPYIIEHHs

Jlexu, mpexoaHu

AHTUXOJIMHCPIrUIHN

TlonyBane Ha
xopema’

IMankpeaTut!!
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e(heKTH, BKIFOYBAIIU
oOcTUmanusI u
CyX0Ta B ycTaTa

Xunepcanusarus'!

XenaToOMJIHAPHHU HAPYIICHHSI

IIpexonuu,
0e3CUMNTOMHU
MIOBHUIIICHUS Ha
YEPHOAPOOHHUTE
aMuHOTpaHchepazu
(ALT, AST),
0COOCHO B HAYAJIOTO
Ha JIEYCHHETO (BXK.
Touka 4.4)

Xenmatur
(BKJIOUUTETHO
XamnaroueyJaapHo,
XOJIECTaTHYHO WU
CMECEHO
YepPHOPOOHO
yBpexaane)!!

Hapymelmﬂ Ha KOKaTa M NOAKOKHATA

TbhbKaH

O6puB

Peaknusg Ha
(hOTOUYBCTBUTEITHOCT
Aronenus

JlekapcTBeHa
pEaKIs C
€03MHOPHITHS
Y CUCTEMHHU
CHUMIITOMU
(DRESS -
Drug Reaction
with
Eosinophilia
and Systemic
Symptoms)

Hapymeﬂml HAa MYCKYJ/IHO-CKECJICTHATA CUCTEMA U CHCIMHUTEIHATA ThKAaH

Aprpanrus’

| Pa6gomuonu3zal

Hapymienns Ha 6b0pennTe 1 NUKOYHUTE MBTHIA

VHKOHTUHEHIIUS Ha
ypHMHATa, PETEHIIHs
Ha ypHHA
3aTpyaHEeHO
ypunupane'!

CbCTOIHMS, CBb

3aHU C 6peMeHH0cha, POaOBUS M MOCJACPOTOBUS MMEPUOT

Cungpom Ha
OTHEMaHe NpH
HOBOPOJIEHOTO
(BX. TOUKa
4.6)

Hapymelmﬂ Ha BB3NMPOU3BOAUTEIHATA

CUCTEMA U I'bpaaTa

Epekrtunna AMeHopest [Mpuanusbm'?
TUCHYHKIHS TTPH YronemsBaHe Ha
MBXKe ThPANTE
Hamaneno mubuno | Tanakropes npu
MIPH MBKE U )KCHU SKEHU
I'uaekoMacTus/yromue
MsIBaHE Ha TbPANTE
IPH MBKE
OO0 HapymieHnst M e)eKTH HA MAICTOTO Ha NPHUJIOKeHNe
Actenus
YnMopa
Ortox
Iupexcus '’
HN3cnensanus
TToBumenu TToBumena ankamnua | [ToBuiieH o0y

IJI1a3MCHHU HUBa

docparaza'”

OounpyOnH

1"




Ha [POJIAKTUH® Bucoxka ctoiiHoCT Ha
KpeaTuH
dochokunaza''
Bucoka croiiHocT Ha
rama-
rIyTamuiITpancepa
3310

Bucoka cToiHOCT Ha
MUKOYHA KucenuHa'”

' Knunuuno CUrHU()MKAHTHO MMOBHUILIABAHE HA TEIJIOTO € HAOJI0JaBaHO IPEe3 BCUYKH M3XOIHU
kareropun Ha MHnekca Ha TenecHa Maca (MTM). Cien kpaTKOCpOdYHO JiedeHue (MeInana Ha
MPOIBIKUTETHOCT 47 THU) MOBUIIIABAHE HA TETJIOTO > 7% COpPSIMO U3XOJHOTO TEIECHO TEIJIO € MHOT'O
gyecto (22,2 %), > 15% e uecto (4,2 %), a> 25 % e neuecro (0,8 %). [Ipu narmeHTy ¢ IbJIrOCpOYHa
ekcrio3uius (1moHe 48 ceMUIM) € MHOTO 4ecTO HajaBane > 7 %, > 15 % u > 25% oT u3X0AHOTO UM
TeJIeCHO Tero (choTBeTHO, 64,4 %, 31,7 % u 12,3 %).

2 CpeJHY NOBHILIECHHS B CTOMHOCTHTE HA JTMIMAUTE HA raaaHo (00w xonectepon, LDL Xonectepon u
TPUTIMIIEPUIN) Ca TTO-BUCOKU MPU MAIMCHTH Oe3 JaHHU 3a HapyIICHUE Ha U3X0HATA PETyJIaIus Ha
JTUTUIUTE.

3 Habmogasa ce IIpy HOPMAJIHH M3XOJHHM HUBA Ha T1agHo (< 5,17 mmol/l), kouto HapacTBar 10 Haii-
BHCOKa CTOMHOCT (> 6,2 mmol/l). [Ipomenu ot pedepeHTHUTE TPAHUIIN B H3XOHUTE HUBA HA 00N
X0JIecTepod Ha riaamHo (> 5,17 - < 6,2 mmol) mo Hail-BuCcOKa cToitHOCT (> 6,2 mmol) ca MHOTO YeCTH.

4 HabGmrozaBa ce py HOPMAIHKMTE M3XOHU HUBA Ha IIaaHo (< 5,56 mmol/l), kouto HapacTBar 10
Hali-BucoKa cToiHOCT (> 7 mmol/l). [IpoMeHu B Ti1r0K03aTa Ha TTIAHO CIIPSMO TPAHUYHUTE H3XOIHU
cToiHOCTH (> 5,56 - <7 mmol/l) mo Hali-Bucoka cToitHOCT (= 7 mmol/l) ca MHOTO YecTH.

> Habnrofasa ce nNpy HOPMaJIHUTE U3XOIHU HMBA Ha raanHo (< 1,69 mmol/l), kouto HapacTsar 10
Haif-BUCOKa CTOMHOCT (> 2,26 mmol/l). Ilpomenu ot pedepeHTHHUTE TPaHULN B H3XOJHUTE HUBA HA
TPUIHMIEPUANTE HA TIaaHO (> 1,69 mmol/l - < 2,26 mmol/l) 1o 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 CTATHCTUYECKH 3HAUMMO pa3lInyHa oOT Iriare6o. JlekyBanure ¢
OJIaH3aITMH MAIMEHTH UMAT IMO-HUCKA YECTOTa Ha MAPKMHCOHU3bM, aKaTU3US U IUCTOHUS B CPABHEHUE
C TUTPUPAHU 1031 Xanonepunoi. [Ipu nmuncara Ha moapoOHa HHPOPMALIKS OTHOCHO MPEAXO0IHATA
aHaMHe3a Ha WHIAWBH/YyaJTHU OCTPU U TapJUBHU SKCTPATUPAMUIHY JIBUTATCITHA HAPYIICHUS
MTOHACTOSIIEM HE MOKE Jla CE€ HallpaBU 3aKJIIOUCHHE, Ue OJaH3alliH MIPUYUHSIBA B II0-MaJIKa CTETICH
TapAWBHA JUCKUHE3WS W/WIH JPYTH eKCTPAITMPAMHUIHN CHHIPOMH.

7 OCTpI/I CUMIITOMH KAaTO NOTCHEC, MHCOMHUA, TPEMOP, TPCBOXKHOCT, I'a/ICHC U MMOBPHIIIAHE Ca
JOKJIaJIBAHU IPH BHE3AITHO CIIMPAHC Ha OJIaH3aIllH.

8 B xnuHnuHM poy4BanHus 10 12 ceMUIM MIIa3MEHUTE KOHIIEHTPAIMK Ha TIPOJIAKTHH IPEBUIIABAT
ropHaTa rpaHulla Ha HOPMaJTHUS Iuana3oH rnpu npuoamsutenHo 30 % OT JIeKyBaHUTE ¢ OJIaH3aINH
MAIMEHTH, KOUTO UMAT HOpMaJTHA M3X0JHA CTOMHOCT Ha MPOJIaKTUH. [Ipyu MoBeYeTo OT Te3n
MAIMCHTY TOBUIIICHUSITa HA CTOMHOCTUTE OOMKHOBEHO Ca YMEPEHHU M OCTaBarT IOJI JIByKpaTHaTa
CTOWHOCT HAa rOpHAaTa IPaHUIA HA HOPMAJTHUS JIUATIa30H.

? Hexenano chOMTHE, yCTAHOBEHO OT KIMHUYHY IIPOyYBaHKs B HHTErpUpaHaTa 0a3a JaHHM 3a
OJlaH3aInH.
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10 Kakro e OLICHCHO OT U3MCPCHUTC CTOMHOCTH OT KIIMHUYHHU MMpOoy4YBaHUA B MHTCIpUpaHaTa baza
JaHHH 3a OJIaH3aIlnH.

! 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 MOCTMAPKCTUHIOBUSA IICPUOT C
H34YHCJICHA Y€CTOTAa HAa rOpHATA I'paHUIla Ha 95% JOBCPUTCJICH UHTCPBAJI, KaTO € U3IIOJI3BaHA
HUHTCTpUpaHaTa baza JaHHU 3a OJIaH3aIlrhH.

JIbATOCpOYHA CKCIIO3UITUS (TIOHE 48 CeTMUIIN)

[Ipu manueHTHTE, KOUTO MMAT HEXKEIAHH, KIMHUYHO CUTHU(UKAHTHU POMEHHU B HAJIJIaBAHETO Ha
TErJI0, B X0O7la Ha BPEeMETO ce MOBHINaBaT riroko3ara, oomust/LDL/HDL xonectepon umu
Tpurnunepuante. [Ipu Bp3pacTHH MaMeTH, KOUTO 3aBBPIIBAT 9-12-MecedHo JIeueHne, 9ecToTaTa Ha
HapacTBaHE Ha CPEIHUTE CTOHHOCTH Ha KphBHATA 3axap HaMallsaBa CJIe ] MPUOIM3UTEIIHO 6 Mecela.

Jombnaurenta nHGopmManyst 3a CieluaIHi HOMYJIAIuN

B knmuHMYHM Npoy4BaHUs [IPU HALMEHTH B cTapyecka Bb3pacT C AEMEHIUS JIEYEHUETO C OJIaH3aIlUH Ce
CBBP3Ba C [I0-BUCOKA YE€CTOTA HA CMBPT U MO3BYHOCHIOBH HEXKEJIAHU PEAKLIUU B CPAaBHEHHE C
wiane6o (Bxk. Touka 4.4). MHOTO 4ecTH HeKellaHU PeakLuy, CBbP3aHH ¢ ynoTpedara Ha OJaH3alluH
IpU Ta3u Ipylia NalUeHTH, ca aOHOpMHA MoXoKa U nafganus. Yecto ca HaOIr01aBaHU ITHEBMOHHS,
IIOBHUIIIEHA TEJIECHA TEMIIEpaTypa, JIeTaprus, epUTeM, 3pUTEIHN XaTIOLUUHALMY 1 MHKOHTUHEHIIUA Ha
ypuHa.

B xnuHnuHN MMpOy4YBaHUS MMPU MAOUCHTHU C JICKAPCTBCHOUHAYIIUPAaHa (Z[OHaMI/IHOB aFOHI/ICT) ncuxo3sa,
CBBbp3aHa C Oolectra Ha HapKI/IHCOH, MHOT'O 9Y€CTO 1 MTO-4YC€CTO B CPABHCHUC C rmaue60 Cca AOKJIaaBaHHU
BJIOIIIABaHC Ha HapKI/IHCOHOBaTa CHUMIITOMATHKa U XaJIFOIIMHAII1H.

B enHO KIMHUYHO MPOyYBaHE NPH MAIUCHTH ¢ OUITOISIPHA MaHHsSI KOMOMHHPAHOTO JICUEHHE C
BaJIIIPOAT W OJIAM3alHH BOJAU J0 YeCTOTa Ha HeyTporneHusTa ot 4,1%; moTeHnuaneH chIeicTBanl
(hakTOp MOKE J1a ca BUCOKHM TUIa3MEHU HUBA Ha Baimnpoar. Onan3anuH, MPUIOKEH C TUTHIA WIH
BaJIpoaT, BOAM 10 NoBuIeHa yectorta (=10%) Ha TpeMop, cyxoTa B ycTaTa, IOBHUILEH alleTUT
NOBHUIIIaBaHe Ha TernoTo. Hapylienue B ToBopa ChIo € ToKJIaABaHo yecTo. [Ipu JeyeHue ¢ onamsanuH
B KOMOMHAIIMS C TUTHH WIH JUBAIPOEKC ce HaOIII01aBa IOBUIIIEHHE € > 7% OT U3XOJHOTO TEIECHO
terno npu 17,4% OT manueHTHTe 1o BpeMe Ha OCTpOTO JedeHue (10 6 ceamuin). [IpoapmKkuTeTsHoTo
JIedeHHE ¢ olaH3anuH (10 12 Mecera) 3a mpouITakTHKA Ha PEIUINB MPH TMAITUCHTH ¢ OUTIONSIPHO
Pa3CTpOMCTBO € CBBP3aHO € MOBUIIEHHE € =7% OT U3XOHOTO TeJecHO Terno npu 39,9% ot
MAI[UCHTHUTE.

HeauatpuyHa monynamus

Onam3anvH He € TIOKa3aH 3a JICUCHHE TIPH Jea 1 IoHomw moj 18 rogman. Makap aa He ca
MIPOBEXKIaHN KJIMHUYHY ITPOYYBaHUS 33 CPaBHSBAHE Ha FOHOIINTE C Bb3PACTHUTE, TaHHUTE OT
MPOYYBaHUSATA MPHU FOHOIIH Ca CPABHEHU C TE3U OT MPOYUYBAHUATA TP BH3PACTHH.

Crnemnara Tabnuia 000011aBa HeXXETAHUTE PEAKIINH, ChOOIIABAHH C MO-TOAMA YeCTOTa MPH
MAIMEeHTH B IOHOIIECKa Bb3pacT (Mexay 13 u 17 romuan), OTKOIKOTO MPH Bb3PACTHH MAI[MSHTH, HITH
HEKEJTaH! PeaKIiy, KOUTO ¢a YCTAHOBCHU CaMO MPH KPATKOCPOUHU KIIMHUYHH MPOYUBAHHUS C
MAIMCHTH B IOHOIIECKA Bb3pacT. KIIMHUYHO CUTHU(UKAHTHO TOBUIIICHHE Ha TErJIOTO (> 7%)
U3rJIeXk/a ce HaOIr0/aBa Mo-4eCTOo B MOIMyJIAIMATA Ha IOHOIINUTE B CPABHEHUE C BB3PACTHHU ChC
cpaBHHMa ekcrio3unus. CTerneHTa Ha HalJlaBaHe Ha TErJIo M JCTbT HA MAIMCHTUTE FOHOIIH, KOUTO
“MAaT KIMHUYHO 3HAYMMO HA/IJaBaHE Ha TETJIO Ca MO-TOJIEMH MPH MPOABIDKHTEITHA eKCIIO3UINS (TTOHE
24 cemMUIIN), OTKOJIKOTO MPH KPATKOCPOUHA EKCIIO3UITHSL.

I1pu BCSIKO IpyIHpPaHE B 3aBUCHMMOCT OT YECTOTaTa HEXKETAHUTE PEAKIMU Ca MPEICTaBEHH B HU3XOJIAII
PEJI 10 OTHOIIIEHHE HA TAXHATA CEPUO3HOCT. TepMHUHHTE 32 YeCcToTa ca AeHUHUPAHH KAKTO CIIE/Ba:
MHoro gectr (> 1/10), wectu (> 1/100 mo < 1/10).
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Hapymennss Ha MeTa00JIM3Ma H XPaHEHETO
Mnozo uecmu: TloBunaBare Ha TErJIOTO', MOBUIIEHN HUBA HA TPUIJIMLIEPHIH *, TOBHILIEH ANETHT.
Yecmu: TloBunieHy HUBA Ha Xoyectepon '

Hapymenus Ha HepBHaTa cucTeMa
Mnozo uecmu: Ceaupane (BKIIOUHTEIHO: XUIIEPCOMHHUSI, JIETApTHsl, COMHOJIEHTHOCT).

CToManiHo-4YpeBHM HAPYIIEeHHUS
Yecmu: CyxoTta B ycTaTa

XenaToOMIHAPHHU HAPYIICHHSA
Mmnozo uecmu: IloBuiienus Ha uepHonpobHuTe amuHotrpanchepasu (ALT/AST; Bx. Touka 4.4).

HN3cnensanus
Mmnoeo wecmu: Hamanen o6m ommmpyowun, nosummerna GGT, moBUIIeHN IJITa3MEHN HUBA Ha
nposiakTun'’.

13 Crnen xpaTkoCcpodHO NedeHne (MeMaHa Ha MPOABIKMTEIHOCT 22 JHH) HOBUIIABAHE HA TETJIOTO

> 7% ot u3xoxHoTO TenecHo Terio (kg) e maoro gecto (40,6 %), > 15% OT U3XOAHOTO TEIECHO TETIIO
e uecto (7,1 %), a> 25 % e yecro (2,5 %). [Ipu pparocpouna excrio3uius (one 24 ceqmuim) 89,4 %
Haagasat > 7 %, 55,3 % wagpasat > 15%, a 29,1 % #agnaBat > 25% 0T M3XOJHOTO CH TEJIECHO TEIJIO.

14 HaGmomaBar ce 3a HOpMaJIHM M3XOJHU HKMBA Ha riaafaHo (< 1,016 mmol/l), KouTo HapacTBat 10 Haii-
BHCOKa cToiHOCT (> 1,467 mmol/l), u mpomMeHu OT pedepeHTHUTE TPAaHUIH B U3XOJHUTE HUBA HA
TpurIuIepuanTe Ha riamgHo (> 1,016 mmol/l - < 1,467 mmol/l) no Hali-BHCOKa CTOMHOCT

(> 1,467 mmol/l).

1S [IpoMeHH B M3XOJHUTE HUBA HA OOIIMS XOJIECTEPOI Ha IIaJHO CripsiMo HopmasauTe (< 4,39 mmol/l)
JI0 Hal-BHCOKa CTOWHOCT (= 5,17 mmol/l) ca nabmiogasanu yecto. [Ipomenu ot pedepeHTHUTE
TPaHUIIM B H3XOJHUTE HUBA Ha OOIIHS X0JIecTepost Ha TaagHo (> 4,39 - < 5,17 mmol/l) mo Haif-Bucoka
cTorHoCT (> 5,17 mmol/l) ca MHOTO YecTH.

16 [ToBuIIeHY TJIA3MEHM HUBA HA MPOJIAKTHH €A JIOKIaaBanu npu 47,4% OT NAILMEHTUTE B IOHOIIECKA
BB3pacT.

Cno01aBane Ha MOJO3UPAHU HEXKEJAHW PEAKIIUH

CpoOmraBaHeTo Ha TOI03UPAHH HEXKEJIAaHN PEaKINH CIIe]] pa3pelaBaHe 3a ynorpeda Ha JeKapCTBEHUS
NPOIYKT € BaykHO. ToBa Mo3BOIIABA A2 NPOIBIDKH HAOMIOICHUETO Ha ChOTHOIIEHUETO TOJI3a/PUCK 3a
JIEKapCTBEHUS MPOIYKT. OT MEIUIMHCKUTE CIIEIHAINCTH C€ M3HCKBA 1a ChOOIaBaT BCAKA
HO03MPaHa HEeKEJIaHa Peaknus ype3 HaIllMOHAIHA 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 CEAUPaHE JJO KoMa.

Jpyru MeAMIMHCKY 3HAYUMU MTOCIIEIUIIN Ha MTPEIO3UPAHETO ca JACTHpP, KOHBYJICHHU, KOMa, Bb3MOXKEH
HEBPOJICIITUYCH MAJIMTHEH CHHJPOM, TIOTHCKaHE Ha JIUIIAHETO, aCIIUPAIINS, XUIIEPTOHUS HITH
XUTNOTOHHUS, PUTHMHH HAPYIICHUS Ha CHPIETO (< 2% OT ciiyyauTe Ha Ipeo3upaHe) u
KapAWOMyIMOHApeH apecT. DaTaHu MOCIEeIUIN ca JOKIAABAHH IIPH OCTPO MPEI03UPAHE C 1032 OT
nopsiabka Ha 450 mg, HO CBIIO € JOKJIaIBaHO MPEKUBIBAHE CJIEC]] OCTPO MPEAO3UPAHE C
MPUOJIU3UTEITHO 2 g OJaH3AITNH TIEPOPAITHO.

Jleuenune
3a oylaH3anvH HAMa crienuduaeH aHTUI0T. He ce mpenopbuBa npeu3BUKBaHEe Ha MOBpbIaHe. Morat
Jla ObIIaT MOKA3aH! CTaHAAPTHUTE MEPKH 3a JICUCHHE Ha TIpeIo3upaHe (T.e. CTOMAITHA TPOMHUBKA,
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npreMaHe Ha aKTHBCH BBIVICH). ETHOBPEeMEHHOTO TIpUiaraHe Ha aKTUBEH BBIJICH € MOKA3aJIo
HaMaJIABaHE Ha IepopaiiHaTa OMOHAIMYHOCT Ha onaH3anuH ¢ 50 mo 60%.

TpsOBa ma ce 3am0YHE CHMITOMATHYHO JICYCHUE U MTPOCIICIIBaHE HA KU3HCHUTE ()YHKIUH B
CHOTBETCTBHUE C KIIMHAYHOTO CHCTOSIHHE, BKITFOUUTEITHO U JICYCHHE Ha XUTIOTOHUATA U IIUPKYIATOPHUS
KOJIaIC ¥ MOAAPHKKA Ha quxarenHara GyHkius. Jla He ce u3moa3Bar afpeHaliH, JOMaMUH I APYTH
CUMIIATHKOMHUMETHYHU CPEICTBA C O€Ta-arOHUCTUYHA aKTUBHOCT, ThH KaTO O€Ta-CTUMYJIAIUsATa MOXKE
Jla BJIOIIN XUIIOTOHUATA. MOHUTOPHUPAHETO HA ChPJETHO-CHIOBATA CHCTEMA € HEOOXOIUMO 3a
yJIaBsiHE Ha Bb3MOXKHH apUTMUN. BHUMATETHOTO MEIUIIMHCKO HAOII0ICHHE U MOHUTOpUPaHe TpsiOBa
Jla IPOBJIKU A0 Bb3CTAHOBABAHETO HA MAI[UEHTA.

5. ®APMAKOJIOTHYHU CBOMCTBA
5.1 ®apmakoaMHAMUYHU CBOWCTBA

®dapmakoTepaneBTHYHA Ipyna: ICUXONECNTULIN, JUA3EIUHU, OKCA3ENUHN, TUA3EIIMHU U OKCEIUHH,
ATC xom: NOSA HO3.

(DaDMaKOHI/IHaMI/I‘-IHI/I Cd)CKTI/I
OiaH3anuH ¢ AHTHUIICUXOTHYHO, aHTUMaHUHHO B CTa6I/IJ'II/IBI/IpaH_IO HAaCTPOCHUCTO CPCACTBO, KOCTO
IMOKa3Ba MIUPOK (bapMaKOJ'IOFI/Iqu HpO(l)I/IJ'I 10 OTHOIICHUC Ha MHOXKCECTBO PCUCIITOPHU CUCTCMHU.

B npexnuHUYHE TPOYYBaHUS € T0Ka3aH apMHUTETHT Ha OJAH3AIMH KbM PEeIulla PerenTopu

(K; <100 nM) 3a cepororud SHT2anc, SHT3, SHTs; momamun Dy, D,, D3, D4, D5; XonuHEeprudam
MYCKapHHOBH perenitopr M -Ms; anda; agpeHepruIHn; U XUCTaMUHOBH H perienrropu.
[Ipoy4BaHusTa C OJIAH3AMKH BhPXY MOBEICHUETO HA )KUBOTHU 1moka3Ba SHT, nonaMuHOB 1
XOJIMHEPTHUEH aHTarOHU3bM, OTTOBAPSI] Ha PELCITOP-CBbP3BaIus npodui. /n vitro olaH3anuH
MOKa3Ba Mo-ToJisiM ahUHUTET KbM cepoToHMHOBUTE SHT), 0TKONKOTO KBbM AomamMuHOBUTE D)
peuentopu U no-rojsiMa SHT, akTUBHOCT B cpaBHEHUE ¢ D, akTUBHOCTTA IIPH i VIVO MOJIETIH.
EnexTpodu3nonoruaHnTe U3cieaBaHus TOKa3BaT, Y€ OJaH3aINH CEIeKTHBHO HaMalsiBa
aKTHBUpPaHETO Ha Me30imMOndIauTE (A 10) JOTaMIUHEPTHYHNA HEBPOHHM, KaTO B CHIIOTO BpeMe e(PeKThHT
MY BBPXY IBTHINATA B CTPUATYyMa, yUacTBaIlK B MOoTOpHaTa pyHKIUs (A9), € Manbk. OnaH3anuH
HaMaJIsiBa KOHJAMIIMOHUPAHKS OTTOBOP Ha OTOSATBAHETO, KOWTO € TECT, II0Ka3aTelICH 3a
AHTUIICUXOTUYHA aKTUBHOCT B JIO3U MIO-HUCKU OT TE3H, BOJCIIH JI0 KaTaJCICHs, KOETO € XapaKTEePHO
3a MOTOPHHTE HeXXeJaH! eeKTH. 3a pa3iiuKa OT HAKOW APYTH aHTHIICHXOTHYHHU CPEZCTBA, OJTAaH3AITNH
yCHIIBa OTTOBOpPA B YCIIOBHS HA ,,AHKCHOJIUTHYEH  TECT.

B npoyuBanwmsi ¢ mozurpon-emucuonHa Tomorpadwust (PET) npu 3npaBu 100poBOIIITH, OTaH3aIMH B
earHUYHa repopanHa 1o3a (10 mg) mokassa mo-romsamo cBbp3Bane ¢ SHT24 B cpaBHEHHE C
nonamuHoBHTE D) perientopu. OcBeH ToBa, 00pa3HO HU3CIIeABaHE Ype3 eAMHUYHA (POTOH- EMUCHOHHA
kommoTbpHa ToMorpadus (SPECT) mpu marueHTr ¢ mm30ppeHus 1IoKa3Ba, ue MpH MalueHTUTE,
YyBCTBHUTEIHU KbM OJIaH3alMH, UMa M0-MaJlko cBbp3BaHe ¢ D, B cTpraTyMa B cpaBHEHHE C
NAalMEeHTHUTE, YyBCTBUTEIHU KbM JAPYT'H aHTUIICUXOTUYHH CPEJCTBA U PUCIIEPUAOH, KaTO Ta3H HAXOIKa
€ CpaBHMMA C Ta3W IPU KIO3aMUH-IyBCTBUTEITHUTE MAI[UCHTH.

Knnanyna e(i)I/IKaCHOCT

B JABC OT IBC HJ'IaI_Ie60—KOHTpOJ'II/IpaHI/I 1 B ABC OT TPU CPABHUTCIIHU KOHTPOJIMUPAHU NIPOYUBAHUS IIPH
noBeue oT 2 900 marueHTu ¢ IHI/I30(1)peHI/I}I, MMPOABCHA KAKTO C HAJIMYMUECTO HA MMOJIOXKUTCIIHA, TaKa U C
OTpHULATCIHU CUMIITOMH, OJIaH3aIllhH IMOKa3Ba CTATUCTUYCCKHU 3HAYHUMO I10-T'OJIEMHU HOI[06peHI/I$[ KaKTO
Ha HCTaTUBHUTC, TaKa U HA IIO3UTUBHUTC CUMIITOMH.

B MynTHHAIMOHANHO, TBOHHO-CIIAINO, CPABHUTEIIHO NIPOYYBAaHE BHPXY MN3U(PPEHUITA,
mu30aheKTUBHATE WK TOA00HH HapyleHnd, BKioyBamo 1 481 marnuenTa ¢ pa3nuyHa cTerneH Ha
CBBP3aHH C TOBAa CHMIITOMH Ha Jienipecusi (M3X0AHa cpeiHa cTolHoCT 16,6 Mo ckanaTta Ha
Montgomery-Asberg 3a Ki1acupuIMpane Ha ASMPECHUsTa), IPOCIEKTUBHUAT BTOPUUCH aHAJIU3 Ha
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NPOMSIHATA HA M3XOHUS CIIPSIMO KpalHUsI Pe3yyiTaT Ha HACTPOCHUETO, IOKa3Ba CTATUCTUICCKU
3HaunmMo noxoopenue (p= 0,001) B mon3a Ha onan3anuH (-6,0) cripsmo xanomnepumon (-3,1).

[Ipu nauyeHTH ¢ MAaHUEH €MU30/1 MM CMECEH eMU301 IIPU OUIIOJIIPHO Pa3CTPONCTBO ONaH3aNH
MOKa3Ba MO-BUCOKA €(PEeKTHUBHOCT KaKTO CHPAMO IUiaredo, Taka ¥ CpsiMO BaIIPOAT CEMHUHATPHHA
(muBanmpoekc) B HaMasIBaHE HA CAMITOMHTE Ha MaHUS 3a ToBede oT 3 ceamuIti. OJlaH3amniH ChIN0
MOKa3Ba CPaBHUMA C XAJIONIEPUION e(PUKACHOCT, U3pa3eHa C YacTTa NMAHEeHTH, OIy4YUId PEMUCHS Ha
CUMITOMHUTE Ha MaHU U Ha Jlenpecus 3a 6 u 12 ceqmunu jgedeHue. B npoydBane ¢ oaH3anuH B
KOMOWHAIIUS C JIMTUH WK BAIIPOAT 32 MUHUMYM 2 CEeAMUIH JoOaBsiHEeTO Ha onan3anuH 10 mg
(KOMOMHHPAHO JIEYEHUE C JINTHI WM BaJIIPOAT) € I0BEJIO A0 MO-TOJIsIMa PEAYKLU HA CHMITOMHTE Ha
MaHHMs B CPAaBHEHHE ChC CAMOCTOSTEITHOTO NPUIJIOKEHNE Ha JINTHH WK BaJIpoaT ciel 6 CeIMHILIN.

B 12-meceuno npoyuBaHe npu NpopuIakTHKa Ha peLUANBA Ha MAaHUWHH €MTU3011, IPH MMallUECHTH,
MOJTyYWIJIM PEMHCHS IIPH JIEYEHHE C OJIaH3alMH U paHIOMHU3HPaHHU CJIe] TOBa Ja MOJy4aBaT OJaH3aluH
WY TU1a1e00, OJIaH3aIMH € T0Ka3all CTAaTUCTUYECKH 3HAYMMO IPEBB3X0/ICTBO CIPSAMO II1are0o 1o
OTHOIIICHUE HA ITHPBUYHHTE KPAHHH TOUKH 3a TPO(HUIAKTHKA HA PEUINBU Ha MAaHUIHU €TTH30/11 TIPU
OUIONIPHO pa3cTpoiicTBO. ONaH3anMH CHUIO € MOKa3aJl CTATUCTHUECKH 3HAYMMO MPEAUMCTBO CIPSIMO
ru1anebo Mo OTHOIIEHHE Ha MIPEeJ0TBpaTsIBaHe Ha PELUANBH KaKTO Ha MaHUs, TaKa U Ha JETPEcusl.

B®B BTOpO 12-MeceyHo npoyyBaHe Npu NpoUIIaKTHKA PEIUIMBA HA MAHUWHU €H30/1H, TAlUeHTH,
NPY KOWUTO € MOCTUTHATA PEMUCHS ¢ KOMOMHUPAHO JICUCHUE OJIAH3AMMH U JIUTHI U paHIOMHU3UPAHU
CJIeIl TOBA JIa MOJTyYaBaT OJIaH3alMH WIN JIMTUH CaMOCTOSATEIIHO, OJIAH3AINH € MTOKa3ajl He TO-TOJISIMO
MPEBB3XOJICTBO CIPSAMO JIMTHH TI0 OTHOIICHUE HAa MbPBUYHUTE KPAHN TOUKH Ha OUITOISAPHO
pascrpoticto (omam3anuH 30,0%, mutuit 38,3%; p = 0,055).

B 18-meceuno npoyuBaHe Ha KOMOMHHUPAHO JICYCHNE HA MAHUIHN WITM CMECEHHU €TIU30.IU TPH
MAIMEeHTH, CTAOMIN3UPAHH C OJaH3aIHH IUTIOC JISKAPCTBA, CTAOMIN3NUPAIIN HACTPOSHUETO (JTUTHH MITH
BAJIIIPOAT), IPOABIDKATETHOTO JICUEHHE C OJIAH3AIMH CHBMECTHO C JIUTHI WJIM BAJIIPOAT HE €
CTaTUCTUYECKH TO-100PO CIIPSAMO JIUTHH MM BAIIIPOAT CAMOCTOSITEIHO 110 OTHOILIEHHE 3a0aBsHe Ha
000CTpSHETO Ha OUTIONSPHOTO Pa3CTPOUCTBO, CHITIACHO KPUTEPHUUTE 32 CHHAPOMA (IHarHo3ara).

IlenmarpudHa HoMyIaIms

Kontponupanute nanau 3a epuxacHOCT MpH 10HOMH (BB3pacT 13 1o 17 roauHu) ca orpaHudeHH 10
KPaTKOCPOYHH MPOYUBAHUS IIpH 30 peHus (6 ceAMHIIN) ¥ IIPH MaHus, CBbp3aHa ¢ OUITOJISIPHO
pascrpoticTBo Tun I (3 cenmuiy), npu no-manko ot 200 roHommm. ONaH3anmuH € U3IM0JI3BaH KaTo
¢dnexcnbuHa 1032, 3amoysaia ot 2,5 u cturama 10 20 mg/aaesHo. [lpu nedenue ¢ onaH3anuH
FOHOIIINTE HAJAaBaT CUTHU()MKAHTHO ITOBEYE Ha TETJIO B CpaBHEHHE C Bb3pacTHUTE. CTeneHTa Ha
MpoMeHH B 06mrus xonectepoi, LDL xonecteporna, TpUrinIepuanTe Ha TJIAAHO U MPOJAKTHHA (BXK.
Touku 4.4 1 4.8) € 1mo-rojsMa IMpu FHOIIH, OTKOJIKOTO IPH Bb3pacTHH. HsiMa KOHTpoNIHpaHu TaHHH 32
MoIbpIKaHe Ha epeKTa WiIK 33 ABJIrOCpoUHa 0e30macHoCT (BK. ToukH 4.4 u 4.8). ndopmanusra 3a
JIBJITOCPOYHATa O€30MACHOCT € OTpaHrYeHa TJIaBHO 10 OTBOPEHH, HEKOHTPOJIUPAHH TaHHH.

5.2 ®apmMaKkoKWHeTHYHH CBONCTBa

OmnanzanuH TabieTKa TUCTIeprpalia ce B ycrara, ¢ OMOCKBUBAIICHTEH HA OJIAH3AIIMH OOBHUTH
Ta0JIeTKH, C MOI00HA CKOPOCT U CTeTeH Ha abcopOuus. OnaH3anuH TaOJIeTKH, TUCTIEPTUPAIIH Ce B
ycTara, MoXe Jia ObJie M3M0JI3BaH KaTo aJiTepHATHRA HA OJlaH3aIIMH OOBUTH TaOJICTKH.

AOcopouus
OnanszanuH ce abcopoupa 100pe cie/] MepopaTHo NPUIOKESHNE KATO JOCTHIa MAKCUMATHH TUIa3MEHH

KOHIICHTpAIMK MEXIy 5-us U 8-us yac. AOcopOnusATa He ce TOBIHSABA OT MPHEMa Ha XpaHa.
AOcooTHaTa OMOHATMYHOCT CJIEJT IEPOPAITHO PUIIOKEHHE B CPABHEHUE C MHTPABEHO3HO
NPUIOKEHUE HE € OTpe/IeIIsHA.

16



Pasnpenenenue
CBBp3BaHETO HA OJIAH3AIMUH C IJIA3MEHUTE MPOTEUHHU € OKOJIO 93 % Ipu KOHLIEHTpAIlMH B IUANa30Ha

ot 7 g0 okoiso 1 000 ng/ml. Onan3anuH ce cBbp3Ba INIaBHO C anOyMuHa u ¢ ol -kucenus
TJINKONPOTEHH.

buotrpanchopmanms

OnaH3anuH ce MeTadOoIM3HUpa B YEPHHUS APOO Upe3 KOHIOTHpaHe U OKUCIeHHE. [ TaBHUAT MeTaboIUT B
KpbBTa € 10-N-TrIroKopoHHI, KOHTO HE IpeMIHaBa IIpe3 KpbBHO-MO3bUHaTa Oapuepa. 3a
o0OpasyBaHeTo Ha MeTaboIuTUTE N-Ie3MEeTHI U 2-XUAPOKCUMETIIT AONpUHACAT nuToXxpomu P450-
CYP1A2 u P450-CYP2D6. In vivo n nBata MeTabOIUTa MOKA3BaT 3HAYUTEITHO ITO-HUCKA
(hapMakosoruyHa akTHBHOCT, OTKOJIKOTO OJIAH3AIHMH B M3CJICIBAHNS MIPY )KUBOTHH. [ TaBHaTa
(hapMakosoruyHa aKTUBHOCT C€ JIBJDKU Ha U3XO/IHUS OJIaH3AIIVH.

Enumunupane
Crnen mepopaliHO IPUI0KEHUE CPEIHUIT TEPMUHAICH ETUMUHAIMOHCH MOIYKUBOT HA OJaH3aMluH

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

[Ipu 31paBu MHAUBUAK B HANIPETHANIA BB3PACT (65 TOJMHM U TIOBEYE) CPESTHUAT SITMMHHAIMOHCH
MIOJTY’KUBOT € YABIDKCH B CPaBHEHHE ¢ TTO-MiaauTe nHauBuau (51,8 cpemry 33,8 gaca), a KITUPBHCHT €
nHamaitet (17,5 cpemry 18,2 1/gac). ®apMakokrHEeTHUHATa BAPHAOUIHOCT, KOSATO ce HaOJIF0AaBatT pu
WH/IMBHUJIUTE B HAIIpeIHAJIA Bh3PAcCT, HE C€ OTIMYABa OT Ta3M MpH mo-miaaute uHausuau. [pu 44
MAIMEeHTH C MU30(PPEHUs Ha B3pacT Haj 65 roguHu 1034 oT 5 1o 20 mg/mHeBHO He ca Ouin
CBBbP3aHHM C HIKAKbB Pa3JIndeH Mpodui Ha HEXKEITaHH ChOUTHS.

[Ipu sxeHu cpeTHUST eNMMHHALIMOHEH NOIY>KHUBOT € JIeKo yabibkeH (36,7 cpemty 32,3 vaca) B
CpaBHEHHE C TO3H NIPU MBXKETE, a KIIUPBHCHT € penynupad (18,9 cpemry 27,3 1/uac). Bemnpeku ToBa,
npodrIbT Ha 0€30MacHOCT Ha ojaH3anuH (5-20 mg) € CpaBHUM MEKIY KeHHUTE (n=467) U MBXKETe
(n=869).

br6peuno yBpexnaHe

He e ycTranoBeHa 3HauMMa pa3iauka B CpEIHUS eITMMUHAIIMOHEH TOYKHUBOT (37,7 cripsimo 32,4 gaca)
wiu B kiupbHca (21,2 copsmo 25,0 1/4ac) Mexay HalueHTUTe ¢ yBpeaeHa Ob0peuna QyHKIus
(xpeaTrHnHOB KiaupbHC <10 ml/min) u 3apaBute unauBUaM. [IpoyuBanusTa mokassar, ue okoso 57 %
oT OeJsI3aHus C PaIMOAKTHBHU U30TOITH OJIAH3AINH Ce YCTAHOBSBA B YpUHATA TJIABHO O] hopMaTa Ha
MeTaboNnTH.

UYepHopoOHO YBpekIaHe

Mautko npoydBaHe 3a BIMSHHETO Ha HapylieHata QyHKIS Ha YepHHsl Jpo0 MpH 6 MaIrMeHTH ¢
KJIMHUYHO 3HauuMa (kiaac A (n = 5) u kinac B (n = 1) no knacudukanusra Childs Pugh) nuposa
yCTaHOBsBA cJ1ad epeKT BbPXY (hapMaKOKMHETHKATA HA OJIAH3AIHH, TIPUIIOKCH MEPOPATHO

(2,5 - 7,5 mg equHUYHA [103a): TAITUEHTUTE C YMEPEHA 10 TeXKKA YSPHOAPOOHA TUCHYHKITISI IMaT
JIEKO 3aBUIIIEH CUCTEMEH KITUPHHC U MO-KPAThK SIIMMHHAIIMOHCH TIOTYKUBOT B CPAaBHEHUE C
nanueHTutTe 6e3 uepHoapodHa qucdyskiws (n = 3). [ToBeyeTo OT MAMEHTUTE ca MyIIAYX C IUPO3a
(4/6; 67 %), oTkonkoTo manueHTu 6e3 uepHoapoOHa auchyHkms (0/3; 0 %).

Ilymmene
IIpu Henmymayu (MbXKe ¥ )KeHH) CPEIHUAT STUMUHAITMOHCH TTOTYKUBOT € YABIbKeH (38,6 cipsiMo

30,4 gaca), a KIUpBHCHT € HamaneH (18,6 cpenry 27,7 1/4ac) B cpaBHEHHE C IMymIayu.

[Tna3mMeHusT KIMPBHHC HA OJAaH3aMUH € TTO-HUCHK IIPU NMAIMEHTUTE B HAIpeIHaIa Bb3pacT, B
CpaBHEHHE C MMO-MJIAZUTE UHAUBUIM, TIPH KEHUTE B CPAaBHEHHE C MBKETE, KAKTO U MPH HEMYLIAYHUTe B
CpaBHEHHME C MyIIayuTe. Bplpeku ToBa, 3HAYMMOCTTA Ha BIUSHUETO Ha BH3PACTTa, I0JIa HITH
IMMYHICHETO BbPXY KIIMPBHCA HAa OJIaH3allMH U BbPXY HETOBUSA IMOJTYKUBOT € TBHPJC MaJiIKa B CDABHCHHUE
¢ o01mrara BaprabMITHOCT MEXKY OT/IETHUTE HHIUBUIM.

He ca ycTaHoBeHU pa3iuky BbB (PapMaKOKUHETHYHHUTE ITAPaMETPH IIPH ITPOYUYBAHUS, TPOBEACHH C
€BpOIEUIIH, SIMOHIY U KUTANIH.
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HeauatpuyvHa monymnamus

FOnomm (BB3pacT 13 mo 17 rogunan): @apMakoKHHETHKATa HA OJIAH3AINH € TI0JJ00Ha TIPH FOHOIIH 1
BB3paCTHU. B KIMHUYHY MMPOYYBAHUS CpeIHATA SKCITO3UIIMS Ha OJIaH3aIuH € 0K0oJ0 27% mo-BUCOKa
npu toHoIHU. JleMorpadckute pa3inuyus MKy FOHOIIU U Bh3PACTHH BKITFOUBAT IO-HUCKO CPEIHO
TEJIECHO TETJIO M MO-MaTbK Opoii myIiaun rnpu roHommre. [1ogo0Hu hakTopu € Bb3MOKHO Ja
ChJICHCTBAT 3a MO-BUCOKATA CPEIHA SKCIIO3UIIHS, HA0JI0JaBaHa TIPH FOHOIIIH.

5.3 IIpeakJMHUYHU JaHHU 32 0€30MACHOCT

chpa (IpH eANHUYHA 103a) TOKCUIHOCT

[Mpu3HanyTEe HA TOKCUYHOCT TIPH MIEPOPAJICH MPHEM TIPU TPU3AYHTE Ca XaPAKTEPHHU 32 MOIITHHUTE
HEBPOJICTITUIN: XHUITOAKTUBHOCT, KOMa, TPEMOD, KIOHHYHUA KOHBYJICHH, CAJTUBAIINSA U TTOTHCKAHE Ha
HaanaBaHeTo. CpeqHUTE JeTaaHu 103H ca npuoiusurenHo 210 mg/kg (3a muiku) u 175 mg/kg (3a
mwrbxoBe). Kyuerara noHacsaT equHudHa nepopanita go3a g0 100 mg/kg 6e3 na ce Hab0aBa JIeTaleH
u3xoa. KbM KIMHAYHUTE MPU3HALM CHaaT CeAUPaHe, aTaKCHs, TPEMOP, YCKOPEHA ChP/ICUHA YeCTOTa,
3aTPyAHCHO JHUIIIaHE, MHO3a U aHOpeKcHs. [Ipu MaltMyHU eAMHUYHY niepopanau 1o3u 10 100 mg/kg
BOJISIT JIO IPOCTPAIIHS, & TIO-BUCOKHTE JIO3H JI0 HEIThJIHA 3ary0a Ha Ch3HAHHME.

TOKCHYHOCT IPpY MHOTOKPATHO IPUIIOKCHHE

B npoy4Banus BbpXy MHUIIKH C MIPOIBIDKUTEITHOCT /10 3 Mecella M BbPXY IUTbXOBE U Ky4eTa C
MPOIBIDKUTETHOCT 10 1 roawHa npeobnaagaBammure edextu ca motuckane Ha [{HC,
AHTUXOJIMHEPTUYHHU €PEKTH U iepruepH XeMaTOJIOTHYHH HapyIIeHus. Pa3BuBa ce Toyiepanc KbM
notuckanero Ha [{HC. [Tapamerpute Ha pacTerka HaMamsABaT MPH BUCOKH J03W. [Ipu mursxoseTte ca
HaOIro1aBaHu 00paTUMHK €EKTH, KOUTO Ca B PE3yJITaT Ha MOBHUIIICHN HUBA HA MIPOJIAKTHHA U
BKIIIOYBAT: HAMAJISIBAHE TETJIOTO HA SHYHHUIIUTE M MAaTKaTa, KAKTO U MOP(OJIOTUYHU IPOMEHH BHB
BJIATaJIMIHUS STIUTEN U B MIICYHHUTE JKIIE3H.

XeMarToJIoTUIHa TOKCHYHOCT

EdexTr BbpXy XeMaToNOTHYHHUTE TapaMeTPH c€ YCTAHOBSBAT IPU BCUYKH U3CJICIBAaHHU BUIOBE
KMBOTHH, BKJIIOYUTEITHO J103a-3aBUCHMHU MOHIDKCHUS HA IUPKYIUPAIIUTE JTEBKOIIUTH IIPH MHUIIKH U
HecnennpIHA HaMaJIeHUs Ha Oposl Ha IUPKYJIUPAIIUTE JEBKOIMTHTE MTPH ILTHXOBE; HE Ce
yCTaHOBABAT, 00aye 0Ka3aTeICcTBa 32 KOCTHOMO3bYHA HIUTOTOKCHYHOCT. [Ipu orpannueH Opoii
Ky4eTa, JJIeKyBaHHu ¢ 1031 oT 8 mnu 10 mg/kg/nueBHO (00IIaTa eKCO3ULMS Ha OJaH3alNH {IUIOI TOA
KpuBara} ¢ 12 mo 15 mbpTH MO-BUCOKA OT Ta3| IPH YOBEKa IMPHU IIPHEM Ha 103a oT 12 mg), ce
HaOIroaBa oOparrMa HEYTPOIEHHUs], TPOMOOLUTONICHNS MK aHeMusL. [Ipy nuToneHnYHN Ky4yeTa He
ca Ha0J0AaBaH! HeXXelaH! e(peKTH BbPXy NPOreHUTOPHHUTE WIIH MPOJIM(EpUpaIInTe KIESTKH B
KOCTHHS MO3BK.

PenponykTuBHA TOKCHYHOCT

Onan3anvH HiIMa TepaToreHHH epekT. Ceanusira MmoBIusIBa KYMyJIaTUBHUTE CIIOCOOHOCTH Ha
MBKKUTE TUTbXOBE. [TooBUTE IUKIN ce 3acsraT mpu o3 oT 1,1 mg/kg (3 mbTH MO-BHCOKHU OT
MaKCHMAaJTHATa JI03a IPU X0paTa), a pepOAYKTHBHUTE ITApaMETPH Ca 3aCErHATH NP TUTHXOBE, Ha
KOHTO € AaBaHa 703a oT 3 mg/kg (9 mbTH Mo-BUCOKa OT MaKCUMaliHaTa J103a MpH YoBeKa). B
MOKOJIEHHETO Ha TUThXOBETE, Ha KOMTO € JJaBaH OJIaH3alliH ce HaOMo1aBa 3a0aBsiHe B Pa3BUTHETO HA
TUIO/Ia ¥ IPEXOTHO HaMaJIIBaHE HUBATa HAa aKTMBHOCT HA MAJIKUTE )KHBOTHH.

MyTareHHocT
OnaH3anyH He € TToKa3ajl MyTareHHOCT WM KJIaCTOT€HHOCT IIPH MPOBEACHUTE ITBIHH CTaHIAPTHH

TECTOBE, BKIIOYBAIIY TECTOBE 32 OAaKTEPHAITHU MYTAIUU U i1 Vitro U in vivo TeCTOBETE IPH
0O03alHAIN.

Kapuunorennoct
Pe3ynratute OT M3cneqBaHUATA BHPXY MUIIKHU U IIIBXOBE BOST 0 3aKJIIOUEHHUETO, Y€ OJIAH3AMMUH HE
€ KapIIMHOTCHEH.
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6. DAPMAIEBTUYHU JAHHU

6.1 Chnucbk Ha IOMOIIHHUTE BelleCTBA
Kenatun

Manuron (E421)

Acnaptam (E951)

Harpues metun mapaxuapoxcnoenzoat (E219)
Harpues nponwn mapaxunpokcubdenzoat (E217)
6.2 HecbBMecTHMOCTH

Henpunoxxumo

6.3 Cpoxk Ha roaHOCT

3 roauHU.

6.4 Crnenuananm yca0oBHs HAa CbXpaHeHHe
Ja ce cpxpaHsiBa B OpUTHHATHA OMIAKOBKA C I1eJ1 MpeJIa3BaHe OT CBETJIMHA U BIIara.

6.5 Buawu chabp:kaHue HA ONAKOBKATA

brnucrepu ot anyMHHMIA, TOCTABEHU B KAPTOHEHU OMAKOBKH, ChABPXKAIIU B KyTHs 110 28, 35, 56, 70
win 98 TabneTky, TUCTIeprupally ce B ycTara.

He Bcuuku BHoBe OMakoBKM MOrar ja ObJaT IyCHATH Ha Iasapa.
6.6 CrnenuajaHu NpeanasHu MepKHU NMPH U3XBHPJIsIHE

Hsama CricuyaJiHi N3MCKBAaHUAA.

7. HPUTEXKATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

CHEPLAPHARM Registration GmbH, Weiler Stralie Se, 79540 Lorrach, I'epmanusi.
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8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/99/125/001
EU/1/99/125/002
EU/1/99/125/003
EU/1/99/125/004
EU/1/99/125/005
EU/1/99/125/006
EU/1/99/125/007
EU/1/99/125/008
EU/1/99/125/009
EU/1/99/125/010
EU/1/99/125/011
EU/1/99/125/012
EU/1/99/125/013
EU/1/99/125/014
EU/1/99/125/015
EU/1/99/125/016
EU/1/99/125/017
EU/1/99/125/018
EU/1/99/125/019
EU/1/99/125/020

9. JATA HA T'bPBO PA3PEIIABAHE/TIOJHOBSIBAHE HA PASPEIHLIEHUETO 3A
YIIOTPEBA

Jara Ha EpBO pazpemanBane: 3 Gepyapu 2000 r.
Hata Ha nocnenno noxHoBsiBane: 12 cenremBpu 2006 T.

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

[MonpoOHa uHpopManus 3a TO3u JEKAPCTBEH NPOAYKT € IMPeI0CTaBeHa Ha yeOcalita Ha EBponeiickara
arcHIMs 10 JieKapcTBaTa http://www.ema.europa.eu
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HNPUJIOKEHUE I1

NMPOU3BOJUTEJI, OTTOBOPEH 3A OCBOBOKIABAHE HA
IMAPTHUIN

YCJI0OBHUSA NN OTPAHUYEHUAS 3A TOCTABKA U YIIOTPEBA

APYI'U YCJIIOBUA U U3NCKBAHMUS HA PASPEHIEHUETO 3A
YIIOTPEBA

YCJIOBHUSA NN OTPAHUYEHUS 3A BE3OITACHA 1
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A. NPOU3BOIUTEJL, OTTOBOPEH 3A OCBOBOXXJABAHE HA ITAPTUIN

Hme u agpec Ha TPOM3BOIUTENS, OTTOBOPEH 32 OCBOOOXKIaBaHE HA MAPTHINTE

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

Fidelio Healthcare Limburg GmbH, Mundipharmastral3e 2, 65549 Limburg an der Lahn, ['epmanws.
CHEPLAPHARM Registration GmbH, Weiler Stralle Se, 79540 Lorrach, I'epmanusi.

[NevaTHarta JIMCTOBKA HA JIEKAPCTBEHUS MIPOIYKT TPAOBA J]a ChIbPKA UMETO U aJipeca Ha
MPOU3BOIUTEINS, OTTOBOPEH 32 OCBOOOXKIABAaHETO HA ChOTBETHATA MAPTHIA.

b. YCJOBUSA WIN OT'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

.HeKapCTBeHI/I}IT MPOAYKT C€ OTIIYCKa IO JICKAPCKO NPCANNCaHUC.

B. JAPYI'M YCJIOBUS U U3BUCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA
o [lepuoguynu akTyaJau3npaHu 1okjaaau 3a 6esonacuoct (ITAJIB)

N3uckpanusta 3a nojgaane Ha [TA/Ib 3a To3u JiekapCTBEH MPOAYKT ca IOCOYEHH B CITUCHKA C
pedepentauTe natu Ha EBponetickus cpro3 (EURD criuchk), mpensuaeH B wi. 1078, ain. 7 oT
Hupextusa 2001/83/EO, 1 BbB BCUUKH CIIEABAIIM aKTyaJIN3alllH, ITyOJUKYBaHU HA €BPOIEHCKHS
yeOmnopTain 3a JekapcTBa.

. YCJOBUA NN OT'PAHUYEHMUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUA TIPOAYKT

e Ilnan 3a ynpasjenue Ha pucka (ITYP)

IIputexatenar Ha pa3pemrenneTo 3a yrnorpeda (ITPY) tpsoBa qa u3BHpIIBA H3UCKBAHUTE JEHHOCTH H
JICHCTBYSI, CBBP3aHH C TIPOCIEAsIBAHE Ha JIEKApCTBEHATa 0€30I1acHOCT, MocoYeHH B o100perHus [TYP,
npencraBeH B Moy 1.8.2 Ha pa3pemeHreTo 3a yrnorpeda, KakTo U IPU BCUYKH CIICIBAIIU O00peHU
akTyanuzanuu Ha [TYP.

Axtyamusupan [TYP Tps6Ba na ce momana:
e 110 MCKaHe Ha EBporeiickara areHius mno JieKkapcTpara;

® BUHArW, KOraTo CE M3MCHS CUCTeMaTa 3a YIPaBJICHUE Ha PHCKa, 0COOCHO B pe3yNiTaT Ha
MoJTy9JaBaHe Ha HOBA MH(OpMAITHs, KOSTO MOXKE J1a JOBENIE 10 3HAYMMH ITPOMEHH B
CHOTHOIIIEHUETO IOJI3a/PUCK, WITK CIIE]] IOCTUTAHE Ha BayKEH eTall (BbB BPh3Ka C
IpocJjeIsIBaHe Ha JIeKapCTBeHATa 0€30MaCHOCT MIJIM CBEXIaHE Ha PUCKA 10 MUHUMYM).
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ITPUJIOKEHHUE I1I

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BbPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JIA ChbABPKA BTOPUYHATA OIIAKOBKA

KAPTOHEHA KYTHUS HA ZYPREXA VELOTAB 5 mg TABJIETKH, IUCITEPTUPALIIA
CE B YCTATA

1. HNME HA JIEKAPCTBEHUA ITPOAYKT

ZYPREXA VELOTAB 5 mg tabneTku, AUCHEepPTUpaIIn ce B ycTaTa
OJIaH3aIluH

2. OBsBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceska Tabnerka, qucneprupaiia ce B ycrara, ChbIbpika 5 mg oJlaH3aluH

‘ 3. CIIUCBK HA IOMOIIIHUTE BEINECTBA

Hpyru cberaBku: xenatuH, MaauTol (E421), acnapram (E951), HaTpueB MeTw
napaxunapokcuodenszoar (E219), natpues mpomwn mapaxuapoxcudenzoar (E217).

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

28 TabneTKu, JUCIIEPrHpaIIy ce B ycTaTa
35 TabneTKu, AUCIEPTUPAIIHN CE B ycTaTa
56 TabueTku, TUCTIePTUPAIIH Ce B yCTaTa
70 TabieTKH, AUCTIEPTHPAIIH Ce B ycTaTa
98 TabIeTKH, AUCTIEPTUPAIIH CE B ycTaTa

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

[Ipenu ynoTtpeba npoyerere JINCTOBKATA.

IlepopanHo npuiioxeHue

Ortnenere eana OarcTepHa KJIETKa OT JIHTATa.
BuumMaTenHo oTaenere moaIbprKamara 3aJHa JacT.
Buumarenno uz0yraiite TabneTkara.

[locraBete TabneTkaTa B ycTara CH.

bl e

6. CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSBA HA MSCTO JAJIEYE OT IIOTJIEJA U TOCEI'A HA TELIA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTHITHO 3a JCHaA.
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‘ 7. APYI'U CHEOUAJIHU NPEAYIIPEXIEHUSA, AKO E HEOBXOIUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

T'onmen mo:

‘ 9. CIIEIJMAJIHU YCJIOBUSA HA CbXPAHEHHUE

I[a CC€ CbXpaHsiBa B OpUTI'MHAJIHATa OIIAaKOBKaA, 3a Aa CC IMpEAIasyu OT CBCTJIMHA U BJIara.

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

11. HME U AJPEC HA IPUTEXKATEJISI HA PASPEIHIEHUETO 3A YIIOTPEBA

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

12. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

EU/1/99/125/001 28 TabneTku, AUCTIEPTUPAIIH CE B yCTaTa
EU/1/99/125/009 35 TabneTku, AUCIIEPTUPAIIH CE B ycTaTa
EU/1/99/125/005 56 TabneTku, AUCTIEPTUPAIIIH CE B ycTaTa
EU/1/99/125/013 70 TabneTku, AUCHIEPTUPAILHN CE B ycTaTa
EU/1/99/125/017 98 TabneTku, AUCTIEPTUPAILIHN CE B ycTaTa

13. HAPTHUJIEH HOMEP

ITaptunen Ne

14. HAUYMUH HA OTITYCKAHE

JlexapCcTBEHHUSAT MPOYKT C€ OTITyCKa I10 JIEKAPCKO MPEIITHUCAHHE.

‘ 15. YKA3AHUMA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA A3BBYKA

ZYPREXA VELOTAB 5 mg
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‘ 17. YHUKAJIEH WIAEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JBym3mepeH 6apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

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

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

ZYPREXA VELOTAB 5 mg TABJIETKH, JUCIIEPTUPAILIM CE B YCTATA: HAJAIIUC
HA BJINCTEPHOTO ®0JIMO

1. HNME HA JJEKAPCTBEHUA ITPOAYKT

ZYPREXA VELOTAB 5 mg TabneTku, UCTIEpTHUPAIIN Ce B yCTaTa
OnaHzanuH

2. HUME HA IIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

CHEPLAPHARM

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

EXP

4. ITAPTUJIEH HOMEP

Lot

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

KAPTOHAHA KYTHUSA HA ZYPREXA VELOTAB 10 mg TABJIETKHA, AIUCIIEPTUPAILIIA
CE B YCTATA

1. NME HA JJEKAPCTBEHUA ITPOAYKT

ZYPREXA VELOTAB 10 mg TabneTku, JUcIeprupany ce B ycrata
OJIaH3aIuH

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcsika Tabnerka, mucrieprupalia ce B ycrata, chappka 10 mg oran3anuH

‘ 3. CIIMCBK HA TIOMOIIHHUTE BEHIECTBA

Hpyru cberaBku: xenatuH, ManuTol (E421), acnapram (E951), HaTpuer MeTw
napaxuapokcudensoar (E219), natpues nponun napaxugpoxcudensoat (E217).

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

28 TabneTKy, JUCTIEPrHpaIIy ce B ycTaTa
35 TabneTKy, AUCIEPTUPAIIHN CE B ycTaTa
56 TabneTKH, AUCTIEPTUPALLIHN CE B yCcTaTa
70 TabneTKH, AUCTIEPTUPALIHN CE B ycTaTa
98 TabIeTKH, AUCTIEPTUPAIIH CE B ycTaTa

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

[Ipenu ynotpeda npoyereTe JIMCTOBKATA.

[Iepopanno mpunoxeHue

Otnenete eqHa OMCTEpHA KIIETKA OT JICHTATA.
BHumarenHo oTneneTe mojyibpxKamara 3a/iHa 4acr.
Buaumarenno uz0yTaiiTe TabneTkara.

ITocTtaBere TabneTkaTa B ycrara CH.

bl S

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

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITHO 3a ACHA.
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‘ 7. APYI'U CHEOUAJIHU NPEAYIIPEXIEHUSA, AKO E HEOBXOIUMO

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

T'onmen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHHUE

I[a CC CbXpaHsBa B OpUTI'MHAJIHATA OIIAKOBKaA, 3a Aa CC MPCAIasyu OT CBCTJIMHA U BJIara.

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

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

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

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/99/125/002 28 tabneTka, AUCHeprupalia ce B ycrara
EU/1/99/125/010 35 tabnetka, Aucneprupaiia ce B ycrara
EU/1/99/125/006 56 TabneTka, AUcHeprupalia ce B ycrara
EU/1/99/125/014 70 tabnetka, Aucnieprupania ce B ycrara
EU/1/99/125/018 98 TabneTku, AUCTIEPTUPAIIH CE B ycTaTa

13. HAPTHUJIEH HOMEP

[Taptunen Ne

14. HAYMH HA OTIITYCKAHE

JlexapCcTBEHUSAT MPOIYKT C€ OTITyCKa I10 JIEKAPCKO MPEIITHUCAHHE.

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA ABBYKA

ZYPREXA VELOTAB 10 mg
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‘ 17. YHUKAJIEH UWIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JBynsMepeH 6apKoJI ¢ BKIIIOUCH YHUKAICH HICHTU(DUKATOD

‘ 18. VYHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

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

ZYPREXA VELOTAB 10 mg TABJIETKHU, IUCIIEPTUPAIIIA CE B YCTATA: HAAIIUC
HA BJINCTEPHOTO ®0JIMO

1. HNME HA JJEKAPCTBEHUA ITPOAYKT

ZYPREXA VELOTAB 10 mg nucnieprupariia ce B ycraTta
OJIaH3aMuH

2. HUME HA IIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

CHEPLAPHARM

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HNAPTUJAEH HOMEP

Lot

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

KAPTOHEA KYTHUSA HA ZYPREXA VELOTAB 15 mg TABJIETKH, IUCIIEPTUPAIIIA
CE B YCTATA

1. NME HA JJEKAPCTBEHUA ITPOAYKT

ZYPREXA VELOTAB 15 mg TabneTku, JUcleprupaniy ce B ycrata
OJIaH3aIluH

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcsika Tabnerka, mucrieprupalia ce B ycraTta, Chabppka 15 mg oranzanua

‘ 3. CIIMCBK HA TIOMOIIHHUTE BEHIECTBA

Hpyru cberaBku: xenatuH, ManuTol (E421), acnapram (E951), HaTpuer MeTw
napaxuapokcudensoar (E219), natpues nponun napaxugpoxcudensoat (E217).

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

28 TabneTKu, JUCTIEPTHpAaIIH Cce B ycTaTa
35 TabneTKu, AUCIEPTUPAIIHN CE B ycTaTa
56 TabneTKH, AUCTIEPTUPAILIHN CE B ycTaTa
70 TabneTKH, AUCTIEPTUPALIHN CE B ycTaTa
98 TabIeTKH, AUCTIEPTUPAIIH CE B ycTaTa

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

[Ipenu ynotpeda npoyereTe JIMCTOBKATA.

[Iepopanno mpunoxeHue

Otnenete eqHa OMCTEpHA KIIETKA OT JICHTATA.
BHumarenHo oTneneTe mojyibpxKamara 3a/iHa 4acr.
Buaumarenno uz0yTaiiTe TabneTkara.

ITocTtaBere TabneTkaTa B ycrara CH.

bl S

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

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITHO 3a ACHA.
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‘ 7. APYI'U CHEOUAJIHU NPEAYIIPEXIEHUSA, AKO E HEOBXOANUMO

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

T'onmen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHHUE

I[a CC CbXpaHsBa B OpUTI'MHAJIHATA OIIAKOBKaA, 3a Aa CC MPCAIasyu OT CBCTJIMHA U BJIara.

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

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

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

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/99/125/003 28 tabneTku, JUCHEprUpaliy ce B ycTara
EU/1/99/125/011 35 TabneTku, AUCTIEPTUPAILHN CE B yCcTaTa
EU/1/99/125/007 56 TabneTku, AUCTIEPTUPAILHN CE B ycTaTa
EU/1/99/125/015 70 TabneTku, AUCIIEPTUPAIIH CE B yCTaTa
EU/1/99/125/019 98 TabneTku, AUCTIEPTUPAIIH CE B ycTaTa

13. HAPTHUJIEH HOMEP

[Taptunen Ne

14. HAYMH HA OTIITYCKAHE

JlexapCcTBEHUSAT MPOIYKT C€ OTITyCKa I10 JIEKAPCKO MPEIITHUCAHHE.

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA ABBYKA

ZYPREXA VELOTAB 15 mg
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‘ 17. YHUKAJIEH UWIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JBynsMepeH 6apKoJI ¢ BKIIIOUCH YHUKAICH HICHTU(DUKATOD

‘ 18. VYHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPXKAT BJIUCTEPUTE NJIN
JIEHTHUTE

ZYPREXA VELOTAB 15 mg TABJIETKHU, IUCIIEPTUPAIIIA CE B YCTATA: HAAIIUC
HA BJINCTEPHOTO ®0JIMO

1. HNME HA JJEKAPCTBEHUA ITPOAYKT

ZYPREXA VELOTAB 15 mg TabneTK, TUCTIEPTHPAIH Ce B ycTaTa
OJIaH3aMuH

2. HUME HA IIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

CHEPLAPHARM

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HNAPTUJAEH HOMEP

Lot

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

KAPTOHEHA KYTUS HA ZYPREXA VELOTAB 20 mg TABJIETKHU, IMCIHEPT' UPALIIN
CE B YCTATA

1. NME HA JJEKAPCTBEHUA ITPOAYKT

ZYPREXA VELOTAB 20 mg TabneTku, JUCIeprupaliy ce B ycrata
OJIaH3aIuH

2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcsika Tabnerka, mucrieprupalia ce B ycraTta, Chabppka 20 mg oJraH3anuH

‘ 3. CIIMCBK HA TIOMOIIHHUTE BEHIECTBA

Hpyru cberaBku: xenatuH, ManuTol (E421), acnapram (E951), HaTpuer MeTw
napaxuapokcudensoar (E219), natpues nponun napaxugpoxcudensoat (E217).

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

28 TabneTKu, JUCTIEPTHpAaIIH Cce B ycTaTa
35 TabneTKu, AUCIEPTUPAIIHN CE B ycTaTa
56 TabneTKH, AUCTIEPTUPAILIHN CE B ycTaTa
70 TabneTKH, AUCTIEPTUPALIHN CE B ycTaTa
98 TabIeTKH, AUCTIEPTUPAIIH CE B ycTaTa

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

[Ipenu ynotpeda npoyereTe JIMCTOBKATA.

[Iepopanno mpunoxeHue

Otnenete eqHa OMCTEpHA KIIETKA OT JICHTATA.
BHumarenHo oTneneTe mojyibpxKamara 3a/iHa 4acr.
Buaumarenno uz0yTaiiTe TabneTkara.

ITocTtaBere TabneTkaTa B ycrara CH.

bl S

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

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITHO 3a ACHA.
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‘ 7. APYI'U CHEOUAJIHU HNPEAYIPEXIAEHUA,AKO E HEOBXOJIUMO

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

T'onmen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHHUE

I[a CC CbXpaHsBa B OpUTI'MHAJIHATA OIIAKOBKaA, 3a Aa CC MPCAIasyu OT CBCTJIMHA U BJIara.

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

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

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

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/99/125/004 28 tabneTku, TUCHEprUpaly ce B ycTara
EU/1/99/125/012 35 TabneTku, AUCHIEPTUPAILHN CE B ycTaTa
EU/1/99/125/008 56 TabneTku, AUCHIEPTUPAILIHN CE B ycTaTa
EU/1/99/125/016 70 TabneTku, AUCTIEPTUPAIIH CE B ycTaTa
EU/1/99/125/020 98 TabneTku, AUCTIEPTUPAIIIH CE B yCTaTa

13. HAPTHUJIEH HOMEP

[Taptunen Ne

14. HAYMH HA OTIITYCKAHE

JlexapCcTBEHUSAT MPOIYKT C€ OTITyCKa I10 JIEKAPCKO MPEIITHUCAHHE.

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA ABBYKA

ZYPREXA VELOTAB 20 mg
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‘ 17. YHUKAJIEH UWIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JBynsMepeH 6apKoJI ¢ BKIIIOUCH YHUKAICH HICHTU(DUKATOD

‘ 18. VYHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC
SN
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPXKAT BJIUCTEPUTE NJIN
JIEHTHUTE

ZYPREXA VELOTAB 20 mg TABJIETKHU, IUCIIEPTUPAIIIA CE B YCTATA: HAAIIUC
HA BJINCTEPHOTO ®0JIMO

1. HNME HA JJEKAPCTBEHUA ITPOAYKT

ZYPREXA VELOTAB 20 mg Ta0GieTKH, TUCTIEPTHPAIN Ce B ycTaTa
OJIaH3aMuH

2. HUME HA IIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

CHEPLAPHARM

‘ 3. JATA HA N3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. HNAPTUJAEH HOMEP

Lot

|5.  JIPYTO
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b. JUCTOBKA
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JlucroBka: undopmanus 3a norpeduTeNs

ZYPREXA VELOTAB 5 mg, Ta0yieTku, TUCTIEPTUPAIIH CE B ycTaTa

ZYPREXA VELOTAB 10 mg, TabneTKy, AUCTIEPTUPAIH CE B ycTaTa

ZYPREXA VELOTAB 15 mg, TabneTku, AUCIIEPrupaiiy ce B ycrata

ZYPREXA VELOTAB 20 mg, TabneTKy, AUCTIEPTUPAITA CE B ycTaTa
osan3amnuH (olanzapine)

IIpoyeTeTe BHUMATETHO LAJIATA JUCTOBKA, IIPEIH 1A 3all04YHeTe 1A IpUeMaTe TOBA JIEKapCTBO,

Thil KaTO TS ChAbP3KA BaskHa 32 Bac undopmanms.

- 3amazere Ta3u JIMCTOBKA. MoJKe /1a ce HaJIOXKH JIa sl POYETETE OTHOBO.

- AKO uMaTe HIKaKBH JIOTBIHUTEITHA BBIIPOCH, ITonuTaiiTe Bamus nekap wiu gapmarieBT.

- ToBa nekapcTBO € npeanucano JuuHo Ha Bac. He ro npeotcTbnBaiite Ha npyru xopa. To Moxe
Jla UM HaBpeJU, HE3aBUCUMO OT TOBA, Y€ MPU3HAIMTE Ha TSIXHOTO 3a00JIBaHE Ca CHIIUTE KAKTO
Bamwure.

- AKO TIONTyYuTe HAKAKBU HEXEJaHU peaklliy, yBeJoMeTe Bamms nekap wiu dpapmanesT. Toa
BKJIFOYBA M BCHYKH BH3MOKHU HEKEJIaHU PEaKIIMU, HEONMCAHU B Ta3u JIMCTOBKA. BikTe
TOoukKa 4.

Kakso CbABbPiKa Ta3u JIMCTOBKA

Kaxgo npencrapnsisa ZYPREXA VELOTAB u 3a KakBo ce U310J13Ba
Kakso Tps6Ba na 3Haere, npeau aa npuemere ZYPREXA VELOTAB
Kak na npuematre ZYPREXA VELOTAB

BB3MOXHN HEeXENaHU peakiuu

Kak na cexpanssare ZYPREXA VELOTAB

ChappkaHue Ha ONAKOBKAaTA U JAOMBJIHUTEIIHA HH(pOpMaLIUs

SNk L=

1. Kaxkso npeacraBiasasa ZYPREXA VELOTAB u 3a kakBo ce 3M0J13Ba

ZYPREXA VELOTAB cbabpxa akTuBHOTO BemecTBo onan3zanuH. ZYPREXA VELOTAB
MIPUHAJUICKH KbM TpyTIaTa JIeKapcTBa, HAPEUSHN aHTUTICHXOTHIIN U CE U3ITOJI3BA 3a JICUeHUE Ha
CIICTHUTE 3a00JIIBaHUS
o [luzodpenus - 3abonsBaHe ChbC CUMIITOMH KaTO YyBaHe, BUK/IaHE WIIH yCellaHe Ha
HECBIIECTBYBAIU 00CKTH, HAJTYTHA MHUCIIM, HCOOMYaiiHA M0I03PUTEITHOCT, U30JIUPAHOCT
(3aTBapsiae B cebe cu). XopaTa ¢ TOBa 3a00JIsIBaHE MOXKE CHIIO J1a CE YyBCTBAT MOATHCHATH,
TPEBOXKHU HMJIM HAIIPETHATH.
e YMepeHO TeXKH JI0 TeKKH MAaHUWHU €TU30H - CbCTOSIHHE ChC CHMIITOMH Ha Bh30y/1a N

eydopusi.

ZYPREXA VELOTAB nokassa, 4e npejna3Ba MoBTOPHA MTOsIBA HAa TE3W CUMITTOMH TIPH MAIEHTH C
OHITOJISIPHO Pa3CTPOMCTBO, MPU KOUTO MAHUHHHAT €MU30/1 € TIOBIIUSH OT JICYCHUE C OJIaH3aINH.

2. Kakso TpsdBa na 3Haete, npeau na npuemare ZYPREXA VELOTAB

He npuemaiite ZYPREXA VELOTAB

o aKO CTe aJIePTUYHH (CBPBXYYBCTBUTEIHH) KbM OJIAaH3AIMH WIH KbM HSKOS OT OCTAHAIIUTE
CHCTaBKH HA TOBA JIEKApPCTBO (M30pOeHM B TOUKa 6). AleprudHaTa peakius MoXKe Ja ce
pasro3Hae 1o HaJTMYUETO Ha 0OpUB, ChPOEXK, OTOK HA JIUIETO, MMOAYBaHE HA YCTHUTE WU
HEJIOCTUT Ha Bh3IyX. AKO TOBa ce ciiyud ¢ Bac, o0bpHeTe ce kbM Bamms nekap.

o ako Bu e mocraBeHa quarHosa mpoOJieMu ¢ 04UTe, KaTo HIKou (POpMHU Ha TiiaykoMa (TIOBUIICHO
HaJIsITaHe B OUUTE).
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IIpexynpesxxaeHns u npeanasHu MepKU

loBopete ¢ Bamus nekap nnu ¢papmanest, npeau na npuemere ZYPREXA VELOTAB.

. He ce mpenoppuBa ymotpebarta Ha ZYPREXA VELOTAB mipu manpieHTH B cTap4ecka Bh3pacT
C IEMEHIS, ThI KaTo IPH TIX TOBA JIEKapCTBO MOXKE Ja UMa CEPUO3HU HEXEJIAHH JIEKapCTBEHU
peakuuu.

o JlexapcTBa OT TO3M THI MOTaT Ja MPEeJU3BUKAT HEOOMYAaHU IBM)KEHUS IPEJUMHO B 00J1acTTa
Ha JINIETO U €3uKa. AKO TOBa ce ciryu ciena kato cre npuenu ZYPREXA VELOTAB, kaxere
Ha Bamms nexap.

o MHoro psKo, IeKapcTBa OT TO3HM THIT MOTaT Jia MPEAN3BUKAT KOMOMHAIIHS OT TeMIIepaTypa,
YYECTEeHO JUIIaHe, TOTeHE, CKOBAHOCT Ha MYCKYJIUTE U CHHIIMBOCT WK Oe3chHHE. AKO TOBa ce
ciIy4d, He3abaBHO NOThpceTe Bamms nekap.

. HabmiomgaBaHo e HagaBaHe Ha Terjo npu nanuenTH, kouto npuematr ZYPREXA VELOTAB.
Bue u Bammsit nexap TpsiOBa pesjoBHO Ja mpoBepsiBaTe Teryoto Bu. Mmalite mpensun
HAcOYBaHE KbM JIEKap-AHETOJIOT WM IIOMOII C IJIaH 32 IUETa, aKO € HE0OXOIUMO.

° [Tpu marmentu, kouro npuematr ZYPREXA VELOTAB, ca HabntoaBaHu BUCOKH HUBA Ha
KpbBHA 3aXap U Ha MacTU B KPBBTa (TPUTITUIIEPHUIIU U XOJiecTepo). Bamwmsr siekap TpssOBa na
MpaBY KPBBHU H3CIIEABAHMS, 32 Ja IPOBEPsBa KpbBHATA 3aXap U HUBATa Ha HIKOM MacTH,
npenu aa 3anounete npuema Ha ZYPREXA VELOTAB u peoBHO 10 BpeMe Ha JI€YEHHUETO.

. YBenomere siekaps, ako Bue ninu Hkol BbB Balero ceMeHcTBO HKOra CTe UMaJId KPbBHU
ChCHPELH, Thi KaTo JIEKapCTBa KaTo TOBA C€ CBBP3BAT ¢ 00pa3yBaHETO HA KPBBHU ChCUPELIH.

AXoO cTpajare OT HSIKOE OT H30pOCHHUTE T0-I0ITy 3a00JIsIBaHus, YBeIoMeTe Bamis iekap Bb3MOXKHO
Hal-0BP30:

WucynT unym “mMuHN” MHCYNT (BpeMEHHH MPU3HAIM HAa MHCYIIT)
Bonect na IlapkuHcon

[IpoGiemu ¢ mpocraTara

UpeBHa HEPOXOIUMOCT (TTapaTMTHIEH HIIEYC)

UepHompoOHO M 6b0pedHo 3a001sIBaHe

3aboisaBaHNs Ha KPBBTA

CopaedHo 3a0oisaBaHe

Junabet

I'bpuose

Axo 3HaeTe, 4e MOXKe Ja UMate 3ary0a Ha coJId B pe3yiITaT Ha IPOIB/DKUTENIHA TEKKA AUApUs U
MOBpBIaHE WK YyHOTpeda Ha JUypeTHIHX (OTBOAHSBAIIN TAOIETKH)

AKo cTpamare OT neMeHIus, Bue nimm 90BeKbT, KOWTO ce Tprkuy 3a Bac/Barm poganna TpsoBa ga
uHpopmupa Bammms nekap, ako HIKOra cTe UMaJld HHCYJT WK “MUHHK~ WHCYIIT.

Kato pyTrHHa mpenma3Ha MaIpKa, ako CTe Ha BB3pacT Haa 65 ronuHu, BameTo KpbBHO HaJsSITaHEe
TpsiOBa Ja ce HaOMoJaBa OT Bamms nekap.

Jlena v roHOIIM
ZYPREXA VELOTAB He ¢ npennasHaueH 3a ManydeHTy nox 18-roaumniaa Bp3pact.

Apyru nekapcrBa u ZYPREXA VELOTAB

[Ipuemaiite npyru nexapctsa o Bpeme Ha eueHnero cs¢ ZYPREXA VELOTAB, camo ako Bammust
nexap Bu e xazain, ye ToBa € Bb3MOXKHO. Bue Morke 1a nouyBcTBaTe CHHIMBOCT, aKO IIpUeMaTte
ZYPREXA VELOTAB B koMOHHAIMA C aHTHIEHPECAHTH WX JIEKApCTBA 3a JICUCHUE HA TPEBOKHOCT
WM TaKUBA NOANOMAraly ChbHs (TPAaHKBUIIU3ATOPH).

Nudopmupaiite Bams nekap, ako npuemare, HACKOPO CTe MPUEMalH WK € Bb3MOXHO JIa pHeMaTe
JIpYTH JIEKapCcTBa

ITo-cnieunanno yBenomere Bamus nekap, ako npremare:
e JjekapcTBa 3a 6osectra Ha [lapkuHCOH.
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e kapOamazenuH (MMPOTUBOCTIMICIITUYHO ¥ CTAOWIU3NPAII0 HACTPOCHUETO JICKAPCTBO),
(hyBoKCcaMUH (aHTHACIIPECAHT), WIIH HUIPOQIIOKCaluH (AaHTUOMOTHK), Thi KaTO TOBa MOXKE Ja
HaJoXu npoMsiHa Ha Bamata no3a ZYPREXA VELOTAB.

ZYPREXA VELOTAB ¢ ankoxoJ
He nmiite ankoxon, mo Bpeme Ha jgederneto cbe ZYPREXA VELOTAB, Thii KaTo €THOBPEMEHHO C
AJIKOXOJI MOXKE J1a IOBE/Ie A0 MOosABaTa Ha CHHIUBOCT.

bpeMeHHOCT M KbpMeHe

AKko cTe OpeMeHHa WU KbPMHUTE, CMSTATE, Y€ MOXKE J]a CTe OpeMEeHHA HITH TUTaHUupaTe OpEMEHHOCT,
nochBeTBaiTe ce ¢ Bamms nexap npeau ynorpebara Ha TOBa JIEKAPCTBO.

Bue e Tpsi6Ba na nmpuemare ToBa JIEKapcTBO, B CIydail HA KbPMEHE, Thil KATO MAJIKO KOJIUYECTBO OT
ZYPREXA VELOTAB moxe 1a npeMuHe B KbpMaTa.

CrnenHUTE CUMITOMH MOTAT Aa CE MOSIBIT P HOBOPOAEHH, YMHTO MaKH ca yHnoTpeOsaBain
ZYPREXA VELOTAB npe3 nocneanusi TpuUMeCThp (IIOCIEAHNUTE TPU Mecela 0T OpeMEHHOCTTa):
TperepeHe, CKOBaHOCT M/WJIM CJIad0CT Ha MyCKYJINTE, ChbHIMBOCT, Bb30y1a, IPOOIeMHU C JUIIAHETO U
3aTpyAHEHUsI B XpaHeHeTo. Ako mpu Barrero 6e0e ce mposiBU HAKOM OT Te3W CUMIITOMH TOThPCETe
CBOs JIEKap

lodupane u padora ¢ MalIMHK

MMa omacHOCT 0T nosiBaTa Ha CHHIMBOCT 1O BpeMe Ha mpueMa Ha ZYPREXA VELOTAB. Ako ToBa
ce cay4d He modupaiite 1 He paboTeTe ¢ HUKAaKBa anaparypa Wi MallnHu. YBegoMete Bamms
JeKap.

ZYPREXA VELOTAB cbpabpika acnapTaM, HaTpHeB MeTHJI TAPaXuAPOKCHOEH30aT H HATPHEB
NPONUJI NapaxuapoKcudeH3oar.

ToBa nexapcTBO Chabpika 10 1,6 mg acapram BbB BCsIKa TabJeTKa.

AcnapTaMbT € U3TOUHHUK Ha (eHnnanannH. Moxe na Bu HaBpenu ako umate dhenmnkeronypus (OKY),
PSIKO TEHETUYHO 3a00JIsIBaHe, TP KOETO Ce HATpyIBa (eHUIaJaHNH, Thil KATO OPraHU3MBT HE MOXKE
Jla ro OTAEes [IPaBUIIHO.

ToBa lekapcTBO ChIbPIKa HATPUEB METWII IAPAXUAPOKCUOEH30aT M HATPUEB MIPOIHIT
napaxuapoKCHOCH30aT, KOUTO MOXKE Ja IPUUIHHST ajJeprUiHU peakiuy (BeposSTHO OT 3a0aBeH THII).
AnepruvHaTa peakuusi Moke 1a ObJie pa3no3HaTa o NosBaTa Ha OOpHUB, ChbPOEXK WM HEJOCTHUT Ha
BBb31yX. TOBa MOXe€ J]a HACTBIIM BETHAra WM U3BECTHO BpeMe ciel Kato cte npuenu ZYPREXA
VELOTAB.

ToBa nexapcTBO ChABPKa Mo-Manko ot 1 mmol Hatpuii (23 mg) Ha TabneTka, T.e. MOXKeE J1a ce Kaxe, Je
NPaKTUYECKU HE ChIbPKa HATPUH.

3. Kak na npuemate ZYPREXA VELOTAB

Bunaru npuemaiite ToBa JEKapcTBO TOYHO, KaKTO Bu € ka3zan BammsaT nekap. AKo He CTe€ CUTYpHU B
HEIo, monuTaite Bamms nekap unm dpapMarniesT.

Bamust nekap me Bu kaxe konko tabnetkn ZYPREXA VELOTAB na nmpuemare 1 KOJIKO IBJITO Ja
ru npuemare. JlneBHata no3a Ha ZY PREXA VELOTAB e mexny 5 mg u 20 mg. Koncynrupatite ce ¢
Bammst nekap, ako Bamuire cuMntoMu ce Bh300HOBSIT, HO He cripaiiTe mpuema Ha ZYPREXA
VELOTAB, nokaro Bamust nekap He Bu mocbBeTBa 1a ro HalpaBUTE.

Bue tpsa6sa na npuemate ZYPREXA VELOTAB Beanbx qHEBHO, ClIeABARKH MPETOPHKATE HA
Bamms nekap. OnutBaiiTe ce qa B3emMaTe TabJIETKUTE MO €IHO U CHIIO BpeMe, BCekH AcH. [Iprema Ha
TabneTkuTe He 3aBUcH OT npueMa Ha Xxpana. ZYPREXA VELOTAB, tabneTku qucrepripary ce B
ycTaTa € 3a IepOpaHO NIPUI0KEHUE.
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Taonerkute ZYPREXA VELOTAB ce 4ymar MHOTO JIECHO, TIopaau koeTo Bue TpsibBa ma 6opaBute ¢
TSAX MHOTO BHUMaTelHo. He numnaiite TabieTKUTE ¢ MOKpPH pPhIle, ThH KaTo TE MOXKE JIa ce Pas3NaIHaT.

1. XBaHeTe OucTepa 3a HErOBHsL Kpail 1 OTAeneTe ejHa OJucTepHa KJIETKa OT ocTaTajara JICHTa
Ype3 BHUMATEIHO OTKBCBAHE IO IMPOTEKEHUE Ha epopupaHaTa JTUHUS.

2. BuuMaTenHo oTBOpeTe KiIeTKaTa Ype3 OTCTPAHABAHE HA MMOKPUBALIOTO (HOIIHO.

3. Buumarenno u30yraiite TabieTkara.

4. ITocTtaBete TabneTkara B ycrata. Ts mie ce pa3TBOpH HampaBo BbB Bamara ycra u Bue me moxe

Ja g IpeTIIbTHETE JICCHO.

Bue moxe cpl10 12 mocTaBuTe TabjaeTkaTa B Yalla ¢ BOAa WIK HOPTOKAJIOB COK, SIOBJIKOB COK, MIISIKO
niy Kade u 1a pasobpkare. [Ipy HIKONM HaNMTKH, CMECBAHETO Ha TablIeTKaTa MOXe Ja J0BEE /10
NpOMSHA B LIBETa WM IOMBTHSBAHE Ha TeUHOCTTa. M3nuiiTe BegHara.

SA %

AKO cTe puesu moBeye oT Heodoxoaumata 103a ZYPREXA VELOTAB

[Ipu nauuenTute, npuenu noseue ot Heodxoaumoto konuiectBo ZYPREXA VELOTAB ce
HaOJII0aBaT CIICHUTE CUMIITOMH: Y4eCTeHa Chp/ieuHa AeHHOCT, Bh30y1a/arpecuBHOCT, IPOOIEeMH C
rOBOpa, HEOOWYAHN ABIKEHUS (0COOCHO Ha JIMIETO WM €3UKa) M Pa3IMYHa CTETICH Ha HapyIIeHHe
Ha ch3HaHMeTO. [pyru cumnromu Moxe Aa ObJatT: BHE3amHa 0ObPKaHOCT, PUMAABK (STUIICTICHS),
KOMa, KOMOMHAIUS OT TPECKa, yUEeCTEHO AMIIAaHE, U3MOTABAHE, MyCKYyJHAa CKOBAHOCT M 3aMasHOCT MJIH
CHHJIMBOCT, 3a0aBsHE HA ChPJIeYHATa YeCTOTA, ACTIUPAITHS, TOBUIICHO WM TIOHIKEHO KPHBHO
HaJIraHe, HapylIeH CbpAcUeH pUTbM. Beanara norspcere Bamms nexkap Ui HarmpaBo OTUZIETE B Hail-

0IM3KOTO OOTHUYHO 3aBCICHHUEC, aKO UMATC HSKOH OT TOPHUTC CUMIITOMHU. IlokaxxeTe Ha JICKaps
oIlaKoBKara Ha Barurte Ta0neTKu.

Ako cte nponycHaau n1a npuemere ZYPREXA VELOTAB
BsewmeTte TabneTkuTe BemHara mom ce cetute. He nmpuemaiite nBe 103W B €AUH JCH.

Ako cte cipesu npuema Ha ZYPREXA VELOTAB

He cnimpaiiTe ma nmpuemare TabIeTKUTE caMo 3aI[OTO C€ UyBCTBaTe mMo-qo0pe. BaxHo e na
npoawwkasare 1a npuemare ZYPREXA VELOTAB TonkoBa awiro, koakoTo Bu e kazan Bammust
nekap.

Axo Bue Bre3anHo cnpere npuema Ha ZY PREXA VELOTAB, Moske fa ce NOosBAT CUMITOMH KaTo
U3IIOTSIBaHe, 6e3ChHUE, TPEMOP, TPEBOKHOCT MJTH TajieHe U MOoBpblane. Bamwusr nexap moxe na Bu
[IOCHBETBA 1a HAMAIUTE [103aTa IOCTENIEHHO, IIPE/IX /1a IPEYCTAHOBUTE JICUEHHETO.

AKO UMaTe HAKaKBH JIOTBJIHUTEIHNA BBIIPOCH, CBBP3aHU yIoTpebaTa Ha TOBA JIEKAPCTBO, MTOMUTANTE
Bamus nexap nim ¢papmManesT.

4. Bb3MOKHU He:KeJIaHU peaKkl U

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE 1a MPEAN3BHUKA HEKCIAaHU pE€aKIIuH, BHIIPEKU Y€ HC
BCCKM I' ITOJTy4aBa.

Heza6aBHo xaxete Ha Bamus nexap, ako umare:
e HeoOWYaifHM ABIDKEHUS (YecT HexenaH eexT, KoiTo Moxe na 3acerHe 10 1 Ha 10 4oBeka)
TJIAaBHO Ha JIMIIETO WU €3HKa;
® KPBBHHU ChCHPEIM BB BEeHUTE (HEUECT HeXeaH eeKT, KOWTo Moxe Ja 3acerHe 1o 1 Ha 100
YOBeKa), 0COOCHO B Kpakara (MpU3HAINTE BKIIOYBAT OTOK, OOJIKa M 3aUepBsBaHe HA KpaKa),
KOHMTO MOJKE JIa C€ MPUIBMXAT 10 KPbBOHOCHHUTE ChJOBE 10 Oenusi Apo0, MpuuuHABaiKy O0JIKa B
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obnacTTa Ha TPBIHUS KOII M 3aTPYIHEHO qUIIaHe. AKO 3a0eTIeKUTe HAKOW OT Te3U IpHU3HAIH,
MOTHhPCETE METUIIMHCKU ChBET He3a0aBHO

e KOMOHWHAIUS OT TeMIIepaTypa, yueCTeHO JHIIaHe, U3MOTABAHE, MyCKYyJTHa CKOBAHOCT U
JIPEMITUBOCT WJIM CHHIMBOCT (YECTOTaTa HA TO3M HeKelaH epekT He Moxe Jia Obje OIICHEeHa OT
HATMYHUTE JaHHU)

MHoro yecTr HeXXeJIaH! peakuy (Moke /1a 3acerrar nosede oT 1 Ha 10 4oBeka) BKITIOYBAT
HaJ/|JIaBaHe Ha TETJI0 ChHIIMBOCT W TIOBUIIICHHS B HUBATa Ha NPOJIAKTHH B KPBBTA. B HauanoTto Ha
JICYCHUETO HAKOW XOpa MOraT Jia MMOYyBCTBAT 3aMasHOCT WJIH ¢l1aboCT (ChC 3a0aBsHE Ha ChpAcYHATA
YEeCTOTa), 0COOCHO MPH U3MPaBIHE OT JIETHAJIO WIIM CEAHAJIO MoJioKeHHe. ToBa 0OMKHOBEHO
IIPEeMHUHABA OT caMo cebe CH, HO aKo TOBa HE CTaHe, yBeJoMeTe Bamms nekap.

UecTu HeXXEMaHU peakiuu (Moxe na 3acerHat g0 1 Ha 10 yoBeka) BKIIFOUBAT IPOMEHU B HUBATa Ha
HSIKOU KPBBHHU KJICTKH, MaCTH B KPBBOOOPAIIICHUETO U B HAYAJIOTO Ha JICUCHUETO BPEMEHHO
MIOBUIIICHUE HA YEPHOIPOOHNUTE CH3UMU, IOBUIIICHUS B HUBATa Ha 3aXapTa B KPhBTA U YPUHATA;
[TOBUIIICHUS B HUBATa HAa MMKOYHATA KUCEJIWHA U KpeaTuH(PochoKnHa3aTa B KPHBTA; 3aCHICHO
YYBCTBO Ha TJIaJ]; 3aMastHOCT; OE3MOKOMCTBO; TPEMOP; HEOOMUYaitH! JBMKEHUS (IMCKUHE3NN ); 3aIIeK,
CyXOTa B ycraTa; 00puB; 3ary0a Ha CHJIa; IPEKOMEPHA YMOPSEMOCT; 33 IbpKaHe Ha BOJIa, BOJECIIO J0
OTHYaHEe Ha PBIETE, TJIE3CHUTE WU Ha CThIIajaTa; BUCOKA TeMIepaTypa; OOJIKH B CTABUTE U
CeKCyaliHU TUCHYHKIMH, KATO HAMAJICHO JTUOUIO0 ITPH MBIKE U JKEHHU WU €PEKTUIIHA AUCHYHKIINS TIPU
MBIKE.

Heuectu Hexxenanu peakunu (Moxe 1a 3acerHat 1o 1 Ha 100 4oBeka) BKIIIOUBaT
CBPBXUYYBCTBUTEIHOCT (HAIp., TOJlyBaHE HA YCTAaTa M I'bPIIOTO, ChpOEK, OOPUB); AHA0ET UITH
BJIOIIABAaHE Ha [ua0eTa, IOHIKOra CBbP3aHO C KETOALU103a (KETOHU B KPbBTA U ypUHATA) WIN KOMA,;
I'bpPYOBE, OOMKHOBEHO CBBP3aHH C I'bPYOBE B MHUHAJIOTO (EMHJICTICHS); MyCKYyJIHAa CKOBAHOCT MIIN
cra3MH (BKJIIOYUTEIHO JBIKEHHSI HA OUMTE); CHHAPOM Ha HECTIOKOWHUTE Kpaka; Mpo0JIeMu ¢ TOBOpa;
3aeKBaHe; 0aBEH ChPACUCH IIyJIC; YyBCTBUTEIHOCT KbM CI'bHYEBA CBETIMHA; KbPBEHE OT HOCA,
[oTyBaHe Ha KOpEMa; MOBUIICHO CIIIOHOOT/EIISHE; 3ary0a Ha maMeT Wir 3a0paBsiHe; He3aJbpiKaHe Ha
ypUHaTa; 3aTpyJHEHUE [IPU YPUHUPAHE; KOCOIaJl; JIMIICA WIK HAMaJIEHUE Ha MEHCTPYaJIHUTE LIUKIU U
IPOMEHU B I'bPANTE IIPU MBXKE U JKE€HH, KaTO IaTOJOrMYHA IPOLYKIMS Ha KbpPMa HJIM IaTOJIOTUIHO
HapacTBaHe.

Penxu nexxenanm peaxiuu (Moxe na 3acerHat 1o 1 Ha 1 000 4oBeka) BKIFOUBAT MOHMKABaHE HA
HOpMAaJTHATa TEJICCHA TeMIIepaTypa; HapyIIeHUs Ha ChPACYHUS PUTHM; BHE3aIlTHA HEOOSICHIMa CMBPT;
BB3MAJICHNE Ha MMaHKpeaca, MPUYHHSIBAIIO CHITHA KOpeMHa 00JKa, TeMIepaTypa 1 Hepa3IoI0KeHNE;
4epHOAPOOHO 3a00JsIBaHE, MPOSBABAIIO CE KATO MOXKBJITABAHE HAa KOXKAaTa M Ha OstaTa 9acT Ha OYUTE;
MYCKYJTHO 3a00JIsIBaHe, MPOSBSABAIIO C€ KaTO HEOOSCHIUMHU OOJIKHU M CTPaJaHMs U POABIDKATENHA
u/vnm OoJe3HEHA ePEeKIHs.

MHoOT0 peaKn HeXXeTaHH! PEeaKkIUy ca CEPUO3HUTE aJIePTIYHH PEaKIMU KaTo JICKapCTBEHATA PEaKIIHs C
eosuHoduims u cucteMuu cumnromu (Drug Reaction with Eosinophilia and Systemic Symptoms -
DRESS). DRESS mppBOHaYaiHO ce NposIBSBa KaTO IPUMIONIOJO0HH CUMIITOMU C OOPHUB TIO JIMIETO, a
ClJIe]] TOBa C pa3npocTpaHeH 0OpHB, BUCOKA TEMIIEpaTypa, yBeIuudeH! TUM(HHU Bb3JIH, TOBUIIEHH HUBA
Ha YepHOAPOOHHUTE €H3UMU NIPU KPbBHUTE U3CIIEIBAHMS U IIOBUIIECHUE HA €IUH BUJ OJIi KPbBHU
Tena (€03MHODHITHS).

JlokaTo mpuemaT oJiaH3aIlvH, MAlUEHTHTE B HAMpeHAIa Bh3PacT ¢ JAEMEHIIUS, MOTaT Ja MMOJTydaT
WHCYJT, THEBMOHUS, HE3aIbPKaHEe HA ypUHATA, TIA/IaHusl, CUJTHA YMOPSEMOCT, 3pUTEITHU
XaJTIOIMHAIIY, TTOKAYBaHE Ha TEMIIEpaTypaTa, 3auepBsiBaHE HA KOXKaTa M J]a UMaT MPoOJIeMH C
nmoxojkara. B Ta3u crierududHa rpymna nafeHTH IMa ChOOIIEeHUs U 32 HAKOJIKO CiIydas ¢ ¢aTaieH
M3XO]I.

[Tpu manmenTu ¢ 6onecrra Ha [lapkuncon, ZYPREXA VELOTAB moxe na 1oBejie 10 BOIIaBaHe Ha
CUMIITOMMUTE.
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Cpo0maBaHe Ha HesKeJIAaHU peaKIun

AKO TIOJTyYHTe HAKaKBU HEXEJIaH! JIEKAPCTBEHH PEAKIINH, yBeIoMeTe Barws nexap niv MeIuIMHCKa
cectpa. ToBa BKJIFOUBAa BCUYKU BH3MOXKHU HEOTIMCAHU B Ta3M JIUCTOBKA HEXEIaHU peakiuu. MoxeTe
CBIIO JIa ChOOIUTE HEXKEIAaHHU PEAKIIUK TUPESKTHO Upe3 HAaIlMOHATHATA CUCTEMa 32 ChOOIIaBaHe,
mocoyena B [lpunoxxenue V. Kato cpo01maBaTe He)XeNaH! peakliy, MOXKeTe Ja JaieTe CBOS MIPUHOC
3a MoJTydaBaHe Ha MoBede HHPOpMAaIHs OTHOCHO O€30MIacHOCTTa Ha TOBA JIEKapCTBO.

5. Kak na coxpansBane ZYPREXA VELOTAB
a ce cbxpaHsBa Ha MSICTO, HEJOCTHITHO 32 ACIIA.
He uznon3Baiite TOBa JI€KapCTBO CJEl CPOKA HAa TOJTHOCT, OTOENA3aH BhPXY KaTPOHEHATa OMaKOBKa.

ZYPREXA VELOTAB T1ps6Ba na ce chXpsHsBa B OpUTMHAIHATA CH OTIAKOBKa, 32 J]a ce Mpea3u OT
OT CBETJIMHA U Bjara.

He u3xBbpisTe JekapcTBaTa B KaHAIU3alMATa WK B KOHTEHEpa 3a JoMallHu oTnaabiu. [lonuTakite
Bamus dapMalieBT Kak Ja U3XBbPJIATE JICKapCcTBaTa, KOUTO BeUYe HE U3MoJ3Bare. Te3n MEepKH Iie
CIIOMOTHOT 3a OIIa3BaHE Ha OKOJIHATA Cpela.

6. Chbabp:kaHue Ha OIAKOBKATA M JOITbJIHUTETHA HH(pOpManus

Kaxkso cbabp:xxa ZYPREXA VELOTAB
e AKTHBHOTO BEIIECTBO € ojlaH3anuH. Beska qucneprupama ce B ycrara Tabnerka ZY PREXA
VELOTAB cpaspxa 5 mg, 10 mg, 15 mg unu 20 mg oT akTUBHOTO BeIIeCTBO. TOYHOTO
KOJHWYECTBO € MMOKa3aHo Ha onmakoBkaTa Ha Bamara ZYPREXA VELOTAB.
e JlpyruTe ChCTaBKHU ca
- xkenaruH, manuton (E421), acmapram (E951), narpueB metun napaxuapokcudenzoar (E219) n
HaTpueB mponui napaxuapokcudensoar (E217).

Kak m3rie:xkna ZYPREXA VELOTAB u kakBO ChABbpP:Ka ONIAKOBKATa
ZYPREXA VELOTAB 5 mg, 10 mg, 15 mg u 20 mg ca >XbITH TaOJeTKH, JUCTIEPTHPAILH e B
ycrarta. TabneTka, qucneprupailia ce B ycTara, € TeXHU4eCKOTO UMe Ha TalbJeTKa, KOATO ce pa3TBaps

HaIpaBo B yCTaTa, Taka, 4e J1a MoXe J1a ObJe JECHO MPEeTIbTHATA.

ZYPREXA VELOTAB ce npenanara B KapTOHEHU OTMAKOBKHU, ChAbpkammu 28, 35, 56, 70 unu 98
TabneTku. He BCUUKM BUIOBE OMAKOBKM MOTAT Jia ObJIaT MyCHATH Ha Ma3apa.

IIpurtexkaTesa Ha pa3pelIeHHETO 32 yNOTpeda
CHEPLAPHARM Registration GmbH, Weiler Stralle Se, 79540 Lorrach, I'epmanns.

IIpousBoauTen
Lilly S.A., Avda. de la Industria 30, 28108 Alcobendas, Madrid, Mcrianus.

Fidelio Healthcare Limburg GmbH, Mundipharmastraf3e 2, 65549 Limburg an der Lahn, ['epmanms.
CHEPLAPHARM Registration GmbH, Weiler Stralle Se, 79540 Lorrach, I'epmanusi.
JaTa Ha mocjeaHO mpepasriexaaHe Ha guctoBkara {mecen I'T'T'T}

IMoapo6ua nHpOpMAaIKs 32 TOBA JIEKAPCTBO € MpeIocTaBeHa Ha yeOcaiita Ha EBporeiickara areHuus
10 JIeKapcTBaTa: http://www.ema.europa.cu
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