INPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHUA TPOAYKT

ZYPADHERA 210 mg npax 1 pa3TBOPHUTEN 32 MHKEKIIUOHHA CYCIIEH3Us C YABIKEHO
0cBOOOXKIaBaHe
ZYPADHERA 300 mg mpax u pa3TBOpUTEN 3a MHKEKITMOHHA CYCIIEH3HS C YABDKEHO
0CBOOOXTaBaHe
ZYPADHERA 405 mg npax 1 pa3TBOpPHUTEN 32 HHXKEKIIMOHHA CYCIIEH3MUS C YABIKEHO
0cBOOOXKIaBaHe

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

ZYPADHERA 210 mg npax 1 pa3TBOpuTes 3a HHKEKIMOHHA CYCIEH3Hs C YABIKCHO
0cBoOOXKIaBaHe

Bceku ¢uiakoH chIbpika 0JaH3alMH TaMOaT MOHOXUAPAT, eKBUBaJeHTeH Ha 210 mg onaH3anuH
(olanzapine). Cnen pa3tBapsHe Bceku ml cycnensus cbappka 150 mg onanszanuH.

ZYPADHERA 300 mg npax u pa3TBOpUTEN 332 HHXKCKIIMOHHA CYCIEH3HUS C YABIDKEHO
0CBOOOX1aBaHe

Bceekn dnakoH chabpka OJaH3aMH TaM0aT MOHOXHIPAT, eKBUBaJIeHTeH Ha 300 mg oaH3ammH
(olanzapine). Cnen pa3TBapsHe Bceku ml cycnensus cpabppka 150 mg onanszanuH.

ZYPADHERA 405 mg npax ¥ pa3TBOPUTE]I 38 MH)KEKIIMOHHA CYCIIEH3US C VIBIDKEHO
0CBOOOKIaBaHE

Bceku diakoH chappika olaH3aMUH MaMoaT MOHOXHJIPAT, CKBUBajIeHTeH Ha 405 mg onaH3anuH
(olanzapine). Cien pa3TBapsiHe Bcekd ml cycrieH3us cbabpxka 150 mg onaH3amnuH.

ITomourHM BemecTBa ¢ U3BECTHO AECHCTBUE:
PastBopuremnst 3a ZYPADHERA npax 3a HHXXEKIMOHHA CYCIIEH3HUS C YIBIDKEHO 0CBOOOKAaBaHe
chabpka 1 mg noiucopbar 80 BbB Beeku ml.

3a IIBJIHUS COUCHK Ha IIOMOIIHHUTEC BEUICCTBA BHXKTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA

[Ipax u pa3TBOpUTEN 32 HHKEKLMOHHA CYCIIEH3Us C YABIKEHO 0CBOOOXK1aBaHe
IIpax: xKbaT, IBTEH

PastBopuTen: npo3payeH, 6e31uBeTeH A0 OIeJ0XKBAT Pa3TBOP.

4. K/IMHUYHU JAHHHU

4.1 TepaneBTHYHM NOKA3aAHUA

[omoppxartio JedeHne Mpu Bb3PaCTHH MAUEHTH ¢ N30 PEHNS, JOCTATHYHO CTA0MIN3UPAHH 10
BpeMe Ha OCTpO JIEYEHHE C TIEpOpaIeH OJIaH3aINH.

4.2 Jo3MpoBKa M HAYMH HA MPUJIOKEHUE
ZYPADHERA 210 mg, 300 mg nau 405 mg npax U pa3TBOPUTEN 3a HHKEKIIMOHHA CYCIIEH3US C

YIOBIDKEHO OCBOOOXIaBaHE HE TPSOBa Ja ce 00bpKBa ¢ oan3anuH 10 mg mpax 3a HHKEKIIMOHEH
pasTBopP.




gO?»H[}OBKa

[Ipenn npunarane Ha ZY PADHERA nauuenTute TpsiOBa 1a ca ieKyBaHH IbPBOHAYAIHO C IIEPOPATICH
OJIAaH3aIMH 32 YCTAHOBSBaHE Ha TIOHOCUMOCTTA U MOBIIUSABAHETO.

3a nma ce onpenenu mepBata 103a ZYPADHERA 3a Bcnuku manueHTH, TpsiOBa J1a ce pasrieaa cxeMara
B Tabmmma 1.

Ta6anna 1 IIpenopbunTesHa 1030Ba cxeMa 3a mepopaJjieH onansanui 1 ZYPADHERA

IIpunenna nepopanua go3a |lIpenopbunTenna HavagHa A03a IMommbprkaria qo3a cies 2 Mecera
OJIaH3aIHH ZYPADHERA neuenne ¢ ZYPADHERA
10 mg/nen 210 mg/2 ceaMuIu UiIu 150 mg/2 ceamury uiu
405 mg/4 cenmunu 300 mg/4 cenmurm
15 mg/nen 300 mg/2 ceamur 210 mg/2 cenMuIy Win
405 mg/4 cenmuin
20 mg/neH 300 mg/2 cegmur 300 mg/2 ceqmunm

Aoanmupane Ha dozama

[TanuenTure TpsiOBa 1a ce MOHUTOPHUPAT BHUMATEIHO 32 IPU3HALM HA PELUIUB [IPE3 IbPBUTE €AUH
JI0 Ba Mecela Ha JieueHue. [1o BpeMe Ha aHTUIICUXOTUYHO JIEUCHHUE IIOA00OPEHNETO B KIMHUYHOTO
CBCTOSIHUE HA MaLMEHTa MOKE /14 OTHEME HAKOJIKO JIHU 0 HIKOJKO cenmuuy. [lanmenture tpsaosa
HEIOCPEICTBEHO Jia C€ MOHUTOPHUPAT Tpe3 To3M nepuoz. [1o Bpeme Ha neueHneTo 1o3aTa MOXe
BIIOCJIEJICTBHE J1a C€ KOpUTUpa Ha 0a3ara Ha MHIUBHUYaTHOTO KIMHUYHO cheTosiHME. Cliel] KITMHUYHA
MIPEOIIeHKA J103aTa MOXKe Ja ce Kopurupa B nuana3ona 150 mg go 300 mg Bcexu 2 ceamunu mwiu 300
1o 405 mg Bcekn 4 ceqmunn. (Tadnmma 1)

Jlobassue

JobassiHeTo Ha epopalieH OJIaH3alluH He € MOTBBPACHO B JBOWHO-CIIEH KJIMHUYHHU MIPOYYBaHHS.
AKo mepopaHo J00aBsiHE Ha OJIaH3aNWH € KIIMHUYHO NIOKa3aHo, TO KOMOMHMpaHaTta o01a 103a
OJIaH3amuH OT ABeTe (OpMH He TpAOBa Jja MPEeBUIIaBa CHOTBETHATA MAKCHMAIIHA IIEPOPATHA 1032
onanzanuH ot 20 mg/THeBHO.

Ipemunasane na opy2u aumuncuxomuiHy 1eKapcmeeHy npooyKmu

Hsma cuctemaTrnyHo chOpaHy JaHHM KOHKPETHO 110 OTHOIICHHE Ha MPEMUHABAaHE HA MALUEHTUTE OT
ZYPADHERA Ha npyru aHTUIICHXOTHYHHM JIeKapcTBEeHH MpoayKTH. [lopaan 6aBHOTO pa3TBapsiHe Ha
OJIaH3aIMH N1aMOoaT COJI, OCUTYPsIBAIIO OaBHO MOCTOSIHHO OCBOOO’KAaBaHE Ha OJaH3alUH, KOETO
3aBBPILIBA OKOJIO IIECT J0 eIUHAAECET Mecela ClIe [I0CIe HaTa MHXEKINS, € HE0OXOIUMO
HaOJroieHNe OT KIIMHHUIMCT, 0COOEHO Ipe3 IbPBUTE J1BA MEceLa CIIe IPeyCTaHOBSBAaHE Ha
ZYPADHERA, xorato ce nmpeMrHaBa Ha APYT aHTUTICHXOTWYEH MPOIYKT, ¥ CE CYHUTA 32 TIOXO/ISAII0
OT MEJULIMHCKA IJIEHA TOYKa.

CrernuanHu DonyJIalun

Cmapuecka 6v3pacm

ZYPADHERA He ¢ cucTeMaTHYHO MPOYYBaH MPHU MAIMCHTH B CTapUyecKka BB3pacT (> 65 roawHm).
ZYPADHERA He ce npenopbuBa 3a JIeUeHHE MIpU MOIMyJIaLKATa B CTaApUECKa Bb3PaCT, OCBEH aKo €
ycTaHOBeHa Jo0pe moHocuMa 1 e()eKTHBHA CXeMa Ha IpujlaraHe ¢ M3MO0JI3BaHe Ha MepopajIeH
onansanuH. [lo-Hrcka HavanHa no3a (150 mg/4 ceamuiy) He € moKa3zaHa PyTHHHO, HO TpsiOBa Ja ce
oOMUCIIH TTpH XOpa Ha 65 ¥ ToBeue TOANHU, KOTaTo KIMHUYHH (DaKTOpH JaBaT OCHOBaHHE 3a ToBa. He
ce TIpeTiopbuBa 3anouBane Ha jedeHne cb¢ ZYPADHERA mpu narmuenTs > 75 roguau (BXK.

Touka 4.4).



bvopeuno u/unu uepnoopobro yepesxcoane

ZYPADHERA He Tpsi0Ba 1a ce u3noi3Ba NpH TaKUBa MallMEeHTH, aKo HE € YCTaHOBEeHa 100pe
MOHOCUMA U e)eKTUBHA CXeMa Ha NpUJIaraHe ¢ U3IO0JI3BaHe Ha TMepopaieH ojaH3anuH. [Ipu TakuBa
MAIUCHTH TPOBa Jia ce OOMUCIH MMO-HUCKA HavainHa j03a (150 mg Beceku 4 ceqmunn). B cinyyau Ha
yMepeHa depHoipoOHa HepocTaThIHOCT (mupo3a, Child-Pugh kimac A wnm b) maganrara mo3a TpsioBa
na 6pae 150 mg Bcekn 4 ceqMuny 1 1a ce yYBEIM4YaBa C MOBUIIEHO BHUMAaHHE.

Iywauu

HauanmnaTa 7032 ¥ 1030BUSAT TUANa30H HE CE HYXKJAsAT OT PyTUHHA MPOMSIHA IIPU HEMYIIAYUTE B
CpaBHEHHUE C IMylayuTe. MeTaboau3MbT Ha OJaH3AIMH MOXKE J1a ObJIc HHIYIIUPaH OT
TIOTIOHOTyIIeHe. [IpernoppuBa ce KIMHNYHO TIPOCIIesBaHe U MOKE /1a c€ OOMHUCIIH ITOBUIIIaBaHE Ha
Jto3aTa Ha OJIaH3aIlMH, aKo € Heo0XoauMo (BXK. Touka 4.5).

Koraro e nanuie noseue ot equH 3a0assiy MeTabonu3Ma GpakTop (;KeHCKHU I0JI, CTapuecka Bb3pacT,
HeyIayn), TpsaOBa Ja ce uMa MpenBu HaMalsiBaHe Ha fo3aTta. KoraTto e mokasaHo MOBUIIaBaHE Ha
J03aTa MpH Te3U MalHeHTH, TO TPsOBa Aa ce N3BBPIIBA C MOBUILICHO BHUMAaHHE.

Ileouampuuna nonynayus

besomacHocTTa 1 epmkacHoctta Ha ZYPADHERA mipu nena n ronomm noz 18 roguam He ca
ycTaHOBeHHW. HanmnuHuTe moHacTosIIeM JaHHH ca OMUCcaHu B TOYKH 4.8 u 5.1, HO MpenopbKy 3a
JI03UPOBKATa HE MOraT ga ObAaT JaJeHu.

Hauwn Ha npunoxeHue

CAMO 3A UHTPAMYCKYJIHO ITIPUJIOKEHHUE. JIA HE CE IIPUJIAT A
HUHTPABEHO3HO WJIH IIOJAKOXKHO (Bx. Touka 4.4)

ZYPADHERA Tps0Ba 1a ce npuiiara camo 4pe3 HHTPaMyCKYJIHA HHXEKIIHs, TbJIOOKO B TIyTeaiHaTa
001acT, 0T MEIUIIMHCKH CTICLUAJIICT, KOUTO € 00y4eH 3a MOAXO/IIaTa HHKEKIIMOHHA TEXHHUKA, 1 Ha
MecTa, KbJIETO MOJKE JIa c€ TapaHTHpa HaOJIoAeHUE Clle] NH)KEKTUPAHETO U MMa JIOCTBII 10
MOIXOJAIIA MEAUIIUHCKU TPHKU B CIIydaill Ha IIPETO3UPaHE.

Cren BCsika MHXKEKIIUS MAIEHTHTE TPsOBa Ja ce HAaOIr01aBaT B 3PaBHO 3aBEICHUE OT MOIXOIAIIO
KBaJIM(UITUPAH TIEPCOHAJ IMOHE 3 Yaca 3a MPU3HAIY U CUMIITOMH, ChOTBETCTBAIIIH Ha MPEA03UPAHE C
onan3anvH. HemocpeacTBeHo npean HaIlycKaHETO Ha 3ApaBHOTO 3aBeIcHUE TPsIOBa Ja ce MOTBHP.IH,
4e MalUeHTHT € OyJIcH, OPUSHTUPAH ¥ JTUIICBAT KAKBUTO U JIa € MPU3HAIM U CUMIITOMH Ha
npeo3upane. AKO IMa CbMHEHUS 3a TIPEJI03UPAHE, HEMOCPEACTBEHOTO JIEKAPCKO HAOIOACHUE U
MOHUTOpPHpPAHE TPsOBa J1a TPOIBIKU JTOKATO MPETJICABT MOKaKE, Ye MPU3HAIMTE U CUMIITOMUTE Ca
oT3By4anH (BK. Touka 4.4). 3-9acoBUAT Iepro ] Ha HaOII0AeHNE TPSOBA 1a Ce YABIDKU 10 KITMHHYHI
MOKAa3aHUs 3a MAIUEHTUTE, KOUTO MPOSIBIBAT HAKAKBY MPU3HAIU WU CHMIITOMH, ChOTBETCTBAIIU HA
npeao3upaHe ¢ OJaH3aIluH.

3a ykaszaHus 3a yrnoTpeda BIKTe Touka 6.6.

4.3 IIpoTuBonoka3anus

CBp’bX‘-IYBCTBI/ITC.HHOCT KBbM aKTUBHOTO BE€HIICCTBO WJIHN KbM HAKOC OT IOMOIIHUTE BCIICCTBA,
n30poeHu B Touka 6.1.

[ManmenTy, 3a KOUTO € U3BECTHO, Y€ UMAT PHCK OT IOSIBaTa HA TECHOBI'BIHA TIIAyKOMA.

4.4 CrnenuaJHu npeaynpe:kIeHus U Npeana3Hu MepKU MpH ynorpeoda

TpsiOBa 1a ce 0OBbPHE CIICIUAIIHO BHUMAHHWE 3a MPUJIaraHe Ha TOIXO0/Is1[a TeXHUKA Ha WHKCKTUPaHe,
3a Jla ce U30erHe HEeMPETHAMEPEHOTO HHTPABA3aIHO WU MOAKOXKHO UHXEKTHpaHe (BXkK. TOUka 6.6).



Ynorpeba npu NarMeHTH, KOUTO ¢a B OCTPO BH30OYIAHO WU B TEKKO IICUXOTUYHO ChCTOSIHHE
ZYPADHERA He TpsiOBa Aa ce U3MM0J3Ba 3a JICUCHHUE Ha MAIMCHTH ¢ MH30(peHus, KOUTO ca B OCTPO
BB30YTHO MJIM TEXKKO MCUXOTHYHO ChCTOSHUE, U3UCKBAIO HEe3a0aBeH KOHTPOJI HA CHMIITOMHUTE.

IIoCTUHXEKIIMOHEH CUHAPOM
ITo Bpeme Ha mpeaMapKETHHTOBY KIIMHUYHY TpoyuBanus ¢ ZY PADHERA npu manueHTy cien

nmkektupane Ha ZYPADHERA ca cro0mmaBaHu peakifinm, KOUTO CE TPOSBIBAT C IPU3HALN U
CUMIITOMH, ChOTBETCTBAIIM Ha MPEeA03UpaHe Ha ojlaH3anuH. Te3u peakuuu HacTbnBat npu <0,1% ot
WHXXEKTUPAHUATA U TPUOIU3UTENHO 1pH 2% oT nauueHtuTe. [loBeueTo oT Te3u nauneHTy pa3BuBaT
CHUMIITOMH Ha celaius (Bapupalna oT JieKa [0 TEKECT A0 KOMa) W/UIK eIMpUyM (BKITIOYBAIL
o0BpKBaHe, Je30pUeHTAINNs, Bb30YAa, TPEBOXKHOCT U IPYTO0 KOTHATHBHO Pa3CTpoicTBO). pyrure
HaO0II0JaBaHN CUMITTOMH BKJTIOYBAT €KCTPATMPAMUIHN CUMIITOMH, AU3APTPHS, aTaKCHS,
arpecuBHOCT, 3aMaiiBaHe, CIaboCT, XUIEPTOHUS U I'bpUYOBe. B TOBEUETO Cilydan MbpBOHAYATHUTE
MIPU3HALM U CUMIITOMM, CBBP3aHHM C Ta3 peakiiys, ce MOosABIBAT B paMKHUTE Ha 1 vac cief
WH)XEKTUpaHE U MPH BCUYKHU CITydau € ChOOIIABaHO, Y€ IIBJIHO BH3CTAHOBSIBAHE CTaBa B PAMKHTE Ha
24-72 vaca cien umxekTupaneTo. Peakiunre ce Habmogasat paako (< 1 va 1 000 HHXeKIHN) MEX Iy
1 u 3 waca u MHOTO psinko (< 1 Ha 10 000 mmkekiun) ciuexn 3 gaca. [lanuentrure TpsOBa ma ca
YBEZOMEHHN OTHOCHO TO3H MMOTEHIIMAICH PUCK M 32 HEOOXOAMMOCTTa Ja ObIaT HaOMroaBaHu 3a 3 yaca
B 3/IpaBHO 3aBeJICHNE BCEKH BT, Korarto ce npuiara ZYPADHERA. IloctMapkeTHHTOBUTE
CHOOLICHNS 32 TOCTUHKEKIIMOHEH CHHPOM, CJIe/l OTy4aBaHe Ha pa3pelIeHreTo 3a ynorpeda Ha
ZYPADHERA, xaTo 115710 CbOTBETCTBAT Ha CIIy4auTe, HAOMOAaBaH! NP KIMHUYHUTE POYUIBAHUSI.

Cren BCsika MEDKEKITUS TAIIMCHTHTE TPSAOBA a ce HAOJIFOMaBaT B 3APaBHO 3aBEICHHUE OT IMOIXOISII0
KBaJIM(UITUPAH TIEPCOHAJ MMOHE 3 Yaca 3a MPU3HAIM U CUMIITOMH Ha MPEI03UPaHe Ha OJIaH3aINH.

HemocpeacTBeHo npeny HaIyCKaHETO Ha 3APaBHOTO 3aBE/ICHUE, TPSOBA J1a ¢ MOTBHP/IH, U
MAIUCHTHT € OYJICH, OPUEHTHPAH M JIMIICBAT KAKBUTO JIa € MPU3HAIM U CUMIITOMH Ha TIPEI03UPaHE.
AK0 UMa CbMHEHHE 3a TIPEI03upaHe, HEMOCPEACTBEHOTO JICKAPCKO HAOIOACHIE B MOHUTOpHpaHE
TpsiOBa J]a MPOIBIKH TOKATO MPETTIEABT MOKaXKE, Y MPUIHAINTE U CHMIITOMHTE Ca OT3BYYJalI.
3-4acoBUSAT MepHOJT Ha HaOMoIeHNe TPsIOBa Ja ce YIBJDKY 10 KIIMHUYHY TIOKa3aHsI 3a MAIUeHTHTE,
KOUTO TIPOSIBSBAT HAKAKBY MTPU3HAIIM U CHMIITOMH, ChOTBETCTBAIIM HA MPEIO3UPAHE C OJIAH3AINH.

3a ocTaThKa OT JCHS CJIC]] MHXKEKIIUATA MAllMEHTHTE TPsIOBa 1a ObJaT MOCHBETBAHU JIa CICISAT 3a
NPU3HAIM U CHMIITOMH Ha MPEJO3UPaHE BCICSACTBIE Ha MOCTHHKCKIIMOHHNUTE HEXKEIaH!U JICKAPCTBCHU
peaKivm, a ca B ChCTOSIHUE JIa MOJTy4YaT MOMOII], aKO C€ HYXasT U, 4e He TPAOBa Ja mopupaT Win aa
paboTaT ¢ MammHYU (BXK. TouKa 4.7).

AKo mapeHTepallHi OeH30Ma3eNHN Ca KpaitHO HEOOXOJUMH 32 OBJIa IsBaHe Ha MOCTHHXEKIIMOHHUTE
HE)XEJIaHU PEeaKIny, ce MPEnopbhuBa BHUMATEIHA OlIEHKA Ha KIIMHUYHUS CTaTyC 3a IPEKOMEpHa
cefanus 1 3a KapauopecnupaTopHa aenpecus (BxkK. Touka 4.5).

Hexxenanu ¢cb0MTHS, CBBP3aHU C MICTOTO Ha MH)KEKTHPAHE

Haii-gecTo cho0OI1aBaHaTa HeXxellaHa peakius, CBbp3aHa ¢ MJCTOTO Ha WHXKEKTHUPaHe, ¢ 00JIka.
BonImMHCTBOTO OT TE3H peakiuu ca ChbOOIaBaHu KaTo ,,JIeKH JI0 ,,yMEPEeHHU TI0 TeKeCT. B ciayyait, ue
ce Ha0Iro/1aBa HEXKeIaHa PEeakIys, CBhp3aHa ¢ MACTOTO Ha MPUWIOKEHUE, TPSOBA Ja ce B3eMar
TTOIXOJISIIIIA MEPKH 3a OBJIaIsIBaHE Ha TOBa CHOUTHE (BXK. TOuka 4.8).

chxosa, CBbp3aHa C ACMCHIIUA, W/AITH IMOBCACHYCCKH HAPYIICHUA
OJ1aH3anuH He ce nperopbr4Ba 3a yrIOTpe6a IIpU MauCHTHU C NICHUX03a, CBbp3aHa C JCMCHIIUA, H/WIH

MOBEICHYCCKY HAPYIICHUS, TIOPAJIU TIOBUIIIABAHE HA CMBPTHOCTTA U PUCKA OT MO3bYHO-CHIIOBH
WHIMICHTH. B miane0o KOHTpoMpaHu KIMHUYHY MPOYYBaHHS (IPOABIKUATEIHOCT 6-12 ceMuUIn)
MIPH MAIMEHTH B CTapUecka Bh3pacT (CpeaHa Bb3pacT 78 TOMWHU) C TICKX03a, CBhp3aHa C JIEMCHITHS,
W/WITY TIOBEJICHUECKU HApYIIICHHS, € HAOJII01aBaHO 2-KPaTHO YBEINYaBaHEe HA CMBPTHOCTTA TIPU
NAIMEHTHTE, JICKYBaHH C TIEPOpajieH OJaH3alliuH, B CPAaBHEHHUE C TIAIIMEHTUTE, JIEKYBaHH C TUIaeo
(cpoTBeTHO 3,5% cpemy 1,5%). [lo-BucokaTta CMBPTHOCT HE € CBBbp3aHa C Jl03aTa Ha OJaH3aliH
(cpenna mHEeBHa 11032 4,4 M) WU ¢ IPOABDKUTEITHOCTTA Ha JICYCHUETO. PUCKOBUTE (haKTOpU, KOUTO
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MOTarT Jia MpeApa3noIoKaT Ta3u MOMyJAIUs MAIMeHTH KbM YBEJIMYeHa CMBPTHOCT, BKIIFOUBAT Bh3PAcT
> 65 roguan, Aucharus, ceaanys, HeIOMMBYHO XpaHEeHEe U IeXuaparanus, 0enoapoOHu 3a00sIBaHUS
(Hamp., MHEBMOHHMS ChC WM 0€3 acIUpaIus) Wik eJHOBPEMEHHA yroTpeOa Ha OCH30AMa3CIIHHY.
Brrpeku ToBa, uecToTaTa Ha CMBPTHHUTE CIIy4au € IMO-BUCOKA MPH MAIIUCHTUTE, JICKYBaHU C
OJIAH3AIMH MEePOPAITHO, B CPAaBHEHHUE € TUIAIC00-TPETHUPAHUTE MAIIMEHTH, HE3aBUCUMO OT TE3U
pUCKOBH (DaKTOPH.

B chimmTe KIMHUYHY POYYBAHUS UMa CHOOIICHHS 32 MO3bUHO-ChIOBU HEIKEIIAHU JICKAPCTBCHH
peakuuu (MCHJI CbOuTus Harp., MHCYIT, PEXOIHO HAPYIIIEHUE Ha MO3BYHOTO KPHBOOOPAIIICHNUE),
BKIIFOUUTEINTHO U ¢ (paraneH uzxoj. HabmronaBano e 3-kpatHo yBenuuaBane Ha MCHJIC npu
MAIMEHTH, JIKYBaHHU C IIEPOPAJICH OJIAH3AINH, B CPABHEHHE C MAIUCHTUTE, JIEKYBaHU ¢ Tuianebo
(cvotBeTHO 1,3% cpemy 0,4%). Bcuuku nmanueHTH, IEKyBaHHU C OJIAH3AMTUH ITEPOPAITHO HITH C
miane6o0, KOUTO ca MPEKUBETU MO3bUHO-ChIOBO ChOUTHE, Ca NMAITH TIPEANICCTBAIIN PUCKOBU
(hakTopu. BB BpB3Ka ¢ JICUCHUETO C OJIAaH3AIUH KaTo puckoBu ¢akropu 3a MCHJIC ca
UACHTU(UIIUPAHU Bh3PACT > 75 TOIMHU U Ch0Ba/cMeceHa (hopMa Ha JieMeHIus. B Te3u npoydyBaHust
HE € YCTaHOBEHa €()EKTUBHOCTTA Ha OJIAH3AIHH.

Bonect Ha Parkinson

He ce npenopbuBa ymorpedara Ha OJlaH3aIldH MPH JICYSHHUE Ha IICUX03U, CBbP3aHH C JICUCHUE C
JIOTIAMUHOBY arOHUCTH, TIPU TAIMEeHTH ¢ OosecTTa Ha Parkinson. B kTnHUYHM ipoyYBaHHS MHOTO
4eCTO ca JOKJIAJBaHH BIIOIIABAHE HA TAPKUHCOHOBATA CUMIITOMATHKA U XAIIOIMHAIIUY U MT0-YECTO B
cpaBHEHHE c miaredo (Bx. Touka 4.8), a mepopalIHUAT OJaH3AIMH HE € M0-e(DeKTUBEH OTKOJIKOTO
m1ane0o MpH JICUCHHUETO Ha ICHXOTHYHUTE CUMITOMHU. B Te3u mpoyuBaHus IbPBOHAYAIIHO CE €
M3MCKBAJIO MAlMEHTHUTE Ja ObJaT CTAOMIHY MPH Hal-HUCKaTa e(DEKTHBHA 1033 OT aHTHITAPKUHCOHOBU
JIEKApCTBEHU MPOJYKTH (IOMAMUHOB arOHKCT) U Jla OCTAHAT Ha ChIUTE aHTUIAPKUHCOHOBU
JICKapPCTBEHU MPOJIYKTH H JJO3MPOBKA 110 BpeMe Ha npoy4uBaneTo. [lepopanHoTo mpuiarane Ha
OJIaH3aITMH € 3aI0YHAJIO0 C J103a 2,5 mE/THEBHO U JI03aTa € TATPUPAHA JI0 MAaKCUMYM 15 mg/IHeBHO 1Mo
MPEIICHKA Ha U3CJIeI0BATEIIS.

HeeponenTtuden Manuraen cuaapoM (HMC)

HMC e noreHuuanHo xKUBOTO3aCTpaIlaBalll0 ChbCTOSHUE, CBBP3aHO C JIEUCHUETO C AaHTUIICUXOTUYHU
JIeKapCTBEHU MPOAYKTU. BB Bpb3Ka C MepopalieH oJIaH3alHH ChIIO ca MOITy4YeHH ChOOIICHHUS 32
peaxu ciydau, noknanasanu karo HMC. Knunnunute npossu Ha HMC ca xunepnupekcusi, MycKyJiHa
PUTHAHOCT, MPOMSIHA B TICUXMYHHUS CTaTyC M JAaHHU 32 HECTaOMIIHOCT HAa aBTOHOMHATa HEpBHA
cucrema (IIpOMEHH B ITyJica WM KPbBHOTO HAJSITaHe, TAXUKAapANs, OOMIHO U3IIOTABAHE U Chple4Ha
JUCPUTMUS). JlOBIHUTETHUTE IPU3HALI MOTAT Jja BKJIIOYBAT IOBHUILIEHA KpeaTuH (ocdokuHasa,
MHOTTIOOMHYpHS (padIoMH0IIA3a) U OCTpa ObOpETHA HETOCTATHYHOCT. AKO TIAITUEHT pa3BUE
NpU3HAIM U CUMOTOMH, TIokazaTenHu 32 HMC, win e Hanmulle HesICHO TeMIIepaTypHO ChCTOsTHKE 0e3
JIpyru KIMHUYHE posiB Ha HMC, BCHYKHM aHTHIICUXOTUYHH JIEKAPCTBa, BKIFOUUTEIHO U OJIaH3aluH,
TpsiOBa J1a ce crpar.

XUNepriavuKeMus 1 1uabet

XUMepriauKeMust W/WiIi pa3BUTHE, WM 000CTpsiHE Ha AnabeT, ITOHAKOra CBbP3aH C KeTOAINa03a Win
KOMa, ca ChOOLIaBaH! HEYECTO, BKIIOYUTEIHO HAKOIKO ciayydas ¢ (artaneH uzxox (Bxk. Touka 4.8). B
HSIKOHU ClTydad € ChoOIIaBaHo 3a MPeIIIeCTBAIIO0 OBUILIABAaHE Ha TEJIECHOTO TETJI0, KOETO MOXKE Ja
0bae npenpasnoiaramny Gaxkrop. [IpenopbuuTenHo € NOAXOAAIIO KIMHUYHO MOHUTOPHPAHE ChIIIACHO
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
clell ToBa eKeroqHo. IlanmeHTuTe, NeKyBaH! C AaHTUIICUXOTHYHHY JIEKAPCTBA, BKIFOYUTEITHO
ZYPADHERA, Tpsi0Ba na ce HabmoAaBat 3a MpU3HALK U CUMITOMH HA XUIEPIIMKeMus (KaTo
TOJIMTUIICHS, TTIOJTNYPHS, TTOJIM(arus u ciadocT), a HalMeHTUTE ChC 3aXapeH AUa0eT WU C PUCKOBH
(akTopu 3a pa3BUTHE Ha 3axapeH AUaleT TpsOBa Ja ce MOHUTOPHUPAT PEAOBHO 32 BIOIIABAHE
KOHTPOJIA Ha IIII0K03aTa. TenecHoTo Terno TpsioBa J1a ce KOHTPOJIUPa PEAOBHO, HAIIPUMED HA U3XOIHO
HMBO, Ha 4-Ta, 8-Ta 1 12-Ta cegMHUIIa CIe] 3alI0YBaHe Ha JIEUEHUETO ¢ OJaH3allMH U CJIe] ToBa Ha
BCEKH TPH MeCeIIa.




IIpoMenu B tMnuauTe
Hexenanu npoMeHHU B JIMITUANTE ca HAOJIIOIaBaHU TIPU MMAIMEHTH, JICKYBaHHU C OJaH3aMMH B TUIAe00

KOHTPOJIMPaHH KIIMHUYHY Npoy4Banus (Bxk. Touka 4.8). [I[pomeHuTe B munuaute TpsOBa aa ce
KOHTPOJIMPAT KAKTO € IMOAXOISII0 OT KIIMHAYHA TJIeJIHA TOYKa, 0COOCHO IIPY MAIUCHTH C
JTUCTUIHIEMIS U TIPH TAITUSHTH ¢ PUCKOBU (DaKTOPH 3a Pa3BUTHE HA JIMIMUIHN HapymieHus. [Ipu
MAIACHTUTE, JICKYBAHH ¢ aHTUTICUXOTHIHH JIeKapcTBa, BKirounteHo ZYPADHERA, nmunmante
TpsIOBa Ja c€ MOHUTOPUPAT PEIOBHO, CHITIACHO M3MOI3BAHNUTE YKa3aHUS 3a yHnoTpeda Ha
AHTUIICUXOTUYHU CPEJICTBA, HAIIPUMEP HA U3XOJIHO HUBO, HA 12-Ta cenMuIia ce/1 3armoYBaHe Ha
JICUCHUETO C OJIAaH3aIIMH U CJIE] TOBA HAa BCEKU S5 TOJIUHU.

AHTHXOJTWHEPTUYHA AKTUBHOCT

MaKap Y€ OJIaH3allvH IMMOKa3Ba aHTUXOJMHEPIruiHa aKTUBHOCT n vitr 0, OITUTHT IPU KIIMHUYHU
IIpOy4YBaHUs IIOKa3Ba HUCKA YECTOTAaTa Ha CBbpP3aHU croutnd. Bee Tak, THbU KaTO KJIMHUIHUAT OIHUT C
OJIaH3allvH MPU MaUCHTU CbC ChbIIbTCTBALLIN 3a00JIIBaHUS € OrpaHUYCH CC MPCHOpbHUIBaA TOM Oa 6’])[[6
MpeANMrCBad ¢ NOBUIICHO BHUMAHUC IIPU MAIUCHTHU C XI/IHeprO(i)I/ISI Ha mpocTaTaTa Uik napaiuTu4cH
HJICYC U CBBP3aHU C TOBA CbCTOSHUA.

UYepHonpobHa (yHKIHS

YecTo ca HaOIIOMaBaHM MPEXOTHN, OC3CUMIITOMHHM ITOBUITICHUS HA YePHOIPOOHUTE
amunotpancgepasu ALT u AST, ocoGeHo B paHHUS eTal Ha JieueHHeTo. M3uckBa ce MOBHUIICHO
BHUMaHUe 1pu nanueHTw ¢ noputiedn ALT v/unu AST, npu manyeHT ¢ NpU3HANK U CHMIITOMH Ha
YepHOJIPOOHO YBpPEXKIaHE, IPH MAIUSHTH C TPEAIISCTBAIIN ChCTOSIHHS, CBbP3aHU C OTPaHUYCHU
(hyHKIIMOHATHA pe3epBH HA YEPHUA APOO, U MPH MALMEHTH, KOUTO ca OMIIN JIEKYBaHU C TOTEHIINAITHO
XEeMaTOTOKCHYHH JIEKAPCTBEHU MPOAYKTH. B ciyuan, Korato € AHarHOCTUINPAH XEMaTHT
(BKITIOUMTETHO XEMATOLETYIapHO, XOJIECTAaTHYHO WIIH CMECEHO YePHOAPOOHO YBpEKIaHE), IEICHUETO
C oJlaH3anuH TpsiOBa Ja ObJie MPEKHCHATO.

Heyrtponenus
Heob6xoaumo e moBUIIIEHO BHUMAaHUE TTPH MAEHTH, KOUTO 110 HAKAKBa IMIPUYHMHA ca C HUCHK Opoit Ha

JICBKOLIUTHTE /WM HEYyTpoQUiInTe, MpH MAMEHTH, TOyYaBaly JeKapCTBEHHU MPOIYKTH, 338 KOUTO €
W3BECTHO, Y€ MPUYHHSIBAT HEYTPOIICHUS, TIPY TTAIMEHTH ¢ aHAMHE3a 32 JICKapCTBEHO-UH Y IIUPAHO
MOJITUCKAHE Ha KOCTHHUS MO3bK/KOCTHO-MO3bYHA TOKCUYHOCT, TPU MAIIUCHTH C MOJITUCKAHE Ha
KOCTHHSI MO3bK TIOPaJId CHITHTCTBAILO 3a00JIIBaHE, IbUCICUCHUE HITU XUMHOTEPAITNS, KAKTO U TIPH
MAIUCHTH ChC ChCTOSHUS HA XUIIEPCO3ZMHOPUIINS WIK C MHEIIONIPOIN(EPATUBHO 3a00JIsIBAHE.
HeyTtponenust 0OMKHOBEHO ce cho0IaBa, KOraTo eJIHOBPEMEHHO Ce MPUIIaraT OJaH3alliH U BaJpoaT
(Bx. TOuka 4.8).

IIpexbcBaHe Ha JIEYEHUETO
[Ipu BHe3amHO criupaHe Ha MEPOpaTHUS onaH3anuH paako (> 0,01% u < 0,1%) ca cpobmaBanu OCTpU
CUMIITOMH KaTO U3IMOTSIBaHE, MHCOMHHUS, TPEMOD, TPEBOKHOCT, TaJICHE UM NTOBPBIIAHE.

QT-unTepBan

B ximHWYHY TpOyYBaHUS C TIepopajieH oaH3anvH ca HabmogaBanu Hedectu (0,1% no 1%) kmuHIYHO
3HauuMH yabiokaBanus Ha QTc-untepBaina (Fridericia QT xopeknus [QTcF] > 500 munucexyHu
[msec] mo Bcsiko Bpeme ciiesl U3X0JHOTO HUBO MPU ManueHTH ¢ n3xoqHo HuBo Ha QTcF < 500 msec)
IIPY MAIUEHTH, JICKYBaHU C OJIAH3AIMH, KOUTO HAMAT CUTHU(UKAHTHH Pa3InYMsl B CBbP3aHUTE
KapAMOJIOTHYHY CHOUTHS B CpaBHEHHE C TuTaned0. B KITMHWYHM TPOyYBaHUS C OJIaH3AIIMH Tpax 3a
WHXEKIMoHeH pa3TBop win ¢ ZYPADHERA onmaH3anuH He ce CBBP3Ba ¢ MMOCTOSHHO yIbKaBaHe Ha
abcomotaus QT- wm Ha QTc- maTepBana. TpsdBa obaue, oJaH3aNMH Ja ce MPEANICBA C TIOBHIIIEHO
BHUMAaHHE 3a€JTHO C JICKAPCTBCHH MPOJYKTH, 32 KOUTO € U3BECTHO, Ye yanmkaBaT QTc-unrepnaina,
0COOCHO TIPH TMAIMEHTH B CTapueCcKa Bh3PAaCT, IPU MANUEHTH C BPOJCH CUHAPOM Ha yabiikeH QT-
WHTEPBaJ, 3aCTOMHA ChpJICUHA HEIOCTATHUYHOCT, XUMIEPTPODHS HA CHPIIETO, XUMOKATUSMHUS WU
XUTIOMarHe3NeMHSL.



TpomboeM60MH3bEM

Heuecto (= 0,1% u <1%) e cpo011aBaHo 32 BpeMEHHA BPB3Ka Ha JICYEHUETO C OJaH3alMH U BEHO3CH
TpomMboeMObomn3bM. He € ycTaHOBeHa MPUYHHHO-CIIEICTBEHA BPBh3Ka MEX/Y MOsIBaTa Ha BEHO3EH
TpoMO0EeMOOIN3bM U JICUCHUETO C ONlaH3anuH. Beopeku ToBa, T KaTO NPH MAlMEHTHTE C
MU30(PEHUS Y€CTO Ca HATTUIIE IPUIOONTH PUCKOBU (DaKTOPH 332 BEHO3EH TPOMOOEMOOIN3BM, TpsIOBa
na ObIaT UACHTH(UITUPAHA BCHYKH Bb3MOXKHH prucKkoBU (akTopu 3a BTE, manp., o0e3npmwkBane Ha
MAIMeHTUTe, U Aa ObJIaT MpeAnpreTH TPOPUITaKTHIHI MEPKH.

O06wo xeiicteue Bppxy HHHC

Karo ce umaTt npeasua mspBudHUTE ehekTH Ha oan3anuH Bepxy [THC, TpsOBa 1a ce BHUMaBa npu
KOMOWHHMPAHETO C IPYTH IEHTPAIIHO AEHCTBAIIH JeKapCcTBa M alkoxoil. Thil KaTo oaH3amuH in vitro
ce MPOosBABA KATO aHTATOHUCT Ha JOTIAMHMHA, BE3MOYKHO € OJIaH3allMH JIa aHTarOHW3upa ePeKTUTE Ha
JTUPEKTHUTE ¥ WHIAPEKTHHN arOHKCTH Ha TOTIaMHUHA.

Ilpunagbim
OmnanzanuH TpsOBa Ja ce Mpuiiara BHUMATEITHO TPH MAIUEHTH ¢ aHAMHE3a 33 T'bPYOBE WU U3JI0KCHH

Ha (aKTOpH, KOUTO MOTaT J]a HAMAJIST I'bpUYOBHUs Tpar. Hedyecto ca gokiaaBaHu ciiydan Ha TbpYOBE
MIPH MAIMEeHTH, KOTaTo ca JIEKyBaHH ¢ ofaH3anuH. [Ipu moBeueTo oT Te3u cirydau ca JOKJIaIBaHH
aHaMHe3a 3a I'bPYOBE WIIH PUCKOBU (DaKTOPH 3a THPUOBE.

TapavBHa AUCKUHE3US

B CPaBHUTCIIHU NPOYUBAHUA C MPOABJLKUTCIHOCT €AHA T'OAWHA UJIN MMO-MaJIKO OT IrOJJUHA OJIaH3aIluH €
CBBbpP3aH CbC CTATUCTUYCCKHU 3HAYMMa IT0-HHUCKa YECTOTa Ha Bb3HUKHAJIA 110 BPEME Ha JICUCHUCTO
auckuHe3us. Bee mak PHUCKBT OT IIOsABA HA TapAWMBHA AUCKUHE3UA HapaCcTBa C MIPOAb/DKUTECIIHATA
C€KCIIO3UIUA U 3aTOBA, aKO CC IMPOABAT IMPU3HAIHN WJIM CUMIITOMHA HAa TapAWBHA JUCKUHE3UA ITPU
NanyMeHT Ha OJlaH3alluH, € HeO6XOI[I/IMO Ja ce 0o0MuCIU HaMaJIIBaHE Ha Ao03aTa Wi IMMPpEKbCBAHE HA
JedeHueTo. Te3u cuMOTOMM MOTaT Ja Ce BIIOIIAT BPEMCHHO WUJIK JOPU Aa CC IMPOABAT CJICH
IMPEKBCBAHEC HA JICUCHUCTO.

OprocTaTnyHa XUIOTOHUS

B ximHWYHY TPOYYBaHUS C OJIAH3AIIMH TIPY MAIlMEHTH B CTapyecka Bh3pacT € HaOIto1aBaHa HEYECTO
opToCTaTU4Ha XUNOTOHUS. [IpenopbuBa ce NEPUOJUIHO U3MEPBAaHE HA KPBBHOTO HASTAHE MPU
MalUeHTUTE Ha BB3PacT Hal 65 roUHHU.

Bresamnaa cppaedHa CMBPT

B nocTMapkeTHHTOBHM CHOOIIICHUS TP MAITUEHTH C OJIAaH3aIINH € ChOOIIaBaHo 3a CIydai Ha
BHE3aITHa ChPJCYHA CMBPT. B peTpOCIIEKTHBHO 00CEPBAIMOHHO KOXOPTHO IIPOYYBAHE PUCKBT OT
MpeanojaraeMa BHe3amHa CbpJe4YHa CMBPT NMPHU NAIUEHTH, ICKYBaHU C OJIAH3AMMH, €
MPUOIM3UTEITHO JBa ITFTH MO-BUCOK OT PHUCKA MPH MAIUSHTUTE, KOUTO HE YIOTpeOsIBaT
AHTUIICUXOTULU. B Mpoy4YBaHETO PUCKBT OT OJIAH3AIUH € ChIIOCTABUM C PUCKA OT aTUIUYHUTE
AHTUTICHXOTHIINA, KOUTO Cca BKJIIFOYCHH B COOPEH aHaJIH3.

IMenuarpuyHa momyJsIars

OmnaH3amnuH He ¢ MoKa3aH 3a yrnoTpeba Mmpu JICUCHHE Ha Jielia U FoHOIIH. [Ipoy4BaHus MPH NaUCHTH
Ha Bb3pacT MeXay 13 u 17 roauHu noka3Bat pa3invyHU HEKEIAHU PEaKIIUH, BKIIOYUTEITHO
MOBHUIIIABAHE HA TETJIOTO, MPOMEHH B META0OIMTHUTE MTAPAMETPHU M yBEJIHUABAHE HA MPOJIAKTHHOBUTE
HuBa (BX. Touku 4.8 u 5.1).




Ymuorpeba B crapdecka Bb3pacT (> 75 rouHu)

Hsama undopmarust 3a ynorpebata Ha ZY PADHERA nipu natuentn > 75 roaunu. [lopaau
OMOXVMHUYHH 1 (HPU3HOIOTUIHH ITPOMEHH U PEIYKITNSI Ha MyCKYJIHAa Maca He ce TIPenopbhyuBa
3aroYBaHe Ha JICYCHUE C Ta3H JICKApCTBEHA JopMa MPH Ta3H MOJTPyTNa MAIUCHTH.

TlomonHu BelecTBa ¢ M3BECTHO JICMCTBUE

Homnmcopbat
To3u nekapcTBeH MPOAYKT chabpxka 1 mg mommcopdar 80 BB Bcekn ml pasrBoputen. Cien

pastBapsine ZYPADHERA 210 mg ceabpxa 1.3 mg, ZYPADHERA 300 mg cpabpxka 1.8 mg u
ZYPADHERA 405 mg cpabpxka 2.3 mg noaucop6at 80. [lonucopbature Morat 1a IpUIHHAT
peakuuy Ha CBPBbXIYBCTBUTEIHOCT.

Harpuit
Cren pa3TBapsiHe, TOBa JICKAPCTBO ChIbPIKa Mo-Majiko oT 1 mmol Hatpuii (23 mg) Ha diiakoH, T.e.

MOJKE J1a C€ KaXKe, 4e MIPAKTUUECKU HE ChABPKA HATPHIL.
4.5 B3anmopneiicTBue ¢ Apyru JeKapcTBeHH NMPOAYKTH U APYTH GopMH Ha B3aNMo/eiicTBHe
[IpoyuBanus 3a B3aMMOJAEHCTBUATA Ca IPOBEXIAHHU CaAMO IIPHU Bb3PACTHH.

C 1oBMIIICHO BHUMAaHUE Tp}16Ba Ja C€ NOAXO0KAa IMPU MalluCHTH, ITpUCMaliu JICKAPpCTBCHU MMPOJAYKTH,
KOHMTO MOT'aT fa UHAYIUPAT XUIIOTOHU UJIK Ceaalusl.

TloTeHnmanHu B3aUMOJAEUCTBUS, TOBIUSBAIIM OJaH3aIUH
Twit kato onanzanuH ce Meradbom3upa or CYP1A2, BemecTBa, KOUTO MOTaT CrieliuUIHO J1a

HHAYyOUupaT UWin I/IHXI/I6I/IpaT TO3H U30CH3UM, MOT'aT Ja IOBJIUAAT @apMaKOKHHCTI/IKaTa Ha OJIaH3alIuH.

Nuanykuusg gza CYP1A2

MeTaboM3MbT Ha OJIAH3AMWH MOXE JIa CE MHAYIUPA OT TIOTIOHOIYIICHE U KapOaMa3errH, KOSTO
MOJKE J1a JOBeNe 0 HaMaJIsiBaHe Ha KOHIICHTPAIMKUTE Ha ojlan3anuH. HabmomaBaHo € caMmo JIEKO 10
yMEpEeHO yBeIMYaBaHe Ha KIMPBHCA Ha olaH3anuH. KITMHUYHOTO 3HaUeHHE TI0 BCSIKA BEPOSITHOCT €
OTpaHUYCHO, HO C€ MPETIOPhUBA KIMHHYHO MOHUTOPHPAHE U TIPH HEOOXOIMMOCT MOKE Jla C& OOMUCITH
yBEJIMYaBaHE Ha JI03aTa Ha OJIaH3amuH (BXK. Touka 4.2).

Nuxubupane Ha CYP1A2

dnysokcamuH, cenuduueH CYP1A2 uHxuOUTOp, € moKasaj 3HaYUTSTHO HHXUOMpaHe Ha
MeTabonn3Ma Ha oan3anuH. CpemHOTO yBenndeHne Ha Cmax HA OJTAH3AINH CJIC]T IpHIaraHe Ha
(hmyBokcamuH e om0 54 % npu xeHu Hemymadku U 77 % npu Mmbxe mymadn. CpeTHOTO yBeTHIeHHE
Ha AUC Ha onanzanuH e 6mi1o pecieKTuBHO 52 % u 108 %. Ilpu nanuenTy, KOUTO mpruemar
¢ayBokcamuH wim apyru naxubutopu Ha CYP1A2 karo nunpodiokcanu, TpsOBa 1a ce 00MHUCIH
NO-HHUCKa HayvallHa [103a Ha ojlaH3anuH. HamansBaHe 1o3aTa Ha oJlaH3alMH TPSOBa Ja ce uMa MpeaBu,
B CIydyail Ha 3aImovHaTo JieueHue ¢ maxuouTop Ha CYP1A2.

He ce ycranoBsiBa CHTHU()MKAaHTHO NOBNUSABaHE HA (papMaKOKWHETHKATa HAa OJIAH3AIHH OT
¢dayokcerun (maxudutop Ha CYP2D6), enHOKpaTHU 1031 aHTHALH] (ATyMHHUH, MarHe3uil) wiu
OUMETHINH.

Bausane Ha oraH3anvH BHPXY APYTU JEKAPCTBEHHM IPOJIYKTH
OmaH3aIliH MOXKe Jla aHTaroHu3supa C(I)CKTI/ITe Ha TUPCKTHUTE U UHAUPECKTHUTE JOIIaMUHOBHU
aroHuCTH.

OnanzanuH He nHXUOUpa ocHoBHUTE CYP450 nzoensumu in vitro (wanp., 1A2, 2D6, 2C9, 2C19,
3A4). CnegoBarenHo HE C€ OUYaKBa CIEIUATHO B3aUMOJICHCTBUE, KAKTO C€ TIOTBbPKAaBa B in Vivo
MPOyYBaHUs, KBACTO HE € HAOI0JaBaHO MHXHONPaHe Ha MeTa0oJIM3Ma OT OTMCAHUTE TTO-T0JTY



aKTHBHH BEIECTBA: TPULMKIMIHN aHTHICTIPECAHTH (TTOBIMSABAILY IIPEAUMHO METAOOIUTHUS BT
CYP2D6), Bapdapun (CYP2C9), teopunun (CYP1A2) unn quazenam (CYP3A4 u 2C19).

He e nokxa3ano B3anMoJeiicTBHE TIPU STHOBPEMEHHO MTPUJIATAHE HA OJAH3AMMH C JIUTHHA WIH
OuTIepHICH.

TepaHeBTI/I‘-IHOTO MOHUTOPHPAHE HA IJIa3MCHUTE HHMBA Ha BAJIIIPOAT HE ITOKa3Ba HCO6XOI[I/IMOCT oT
KOpCKIUA Ha JO3UPOBKATA HA BAJIIPOAT CJIC BKIIFOUBAHC CJTHOBPCMCHHO Ha OJIaH3aIlWH.

061110 neiicteue Bppxy LHHHC

TpsOBa 1a ce MPOsABABa MOBHUIIICHO BHUMAHKE TP MAI[MECHTH, KOUTO KOHCYMHPAT aJIKOXOJT HITH
npUeMar JIGKapCTBEHH MPOTYKTH, KOUTO MOTAT J1a TOBEJAT 70 ACNpecHs Ha IIEHTpaTHATa HEPBHA
CHCTEMA.

He ce npenopruBa enHoBpeMeHHaTa yrnorpeba Ha OJIaH3allMH C aHTHIIAPKHHCOHOBHU JICKAPCTBEHH
NPOLYKTH NPU MalMeHTH ¢ 6onectra Ha [lapkuHCOH 1 feMeHnus (BXK. Touka 4.4).

QTc unrepnai

Omnan3zanuH TpsAOBa Ja ce mpujara ¢ HOBUIIEHO BHUMaHUE EAHOBPEMEHHO C JIEKAPCTBEHU NPOIYKTH,
3a KOUTO € U3BECTHO, ue yabrkaBar QTc-unreppana. (Bx. Touka 4.4).

4.6 DepTHINTET, OPEMEHHOCT H KbpMeHe

bpemenHoct
Hsama agexBaTHH 1 10Ope KOHTPOJIMPAHU NMPOYYBAHUS IpU OpeMeHHM xeHU. [larmentkure TpsaoBa 1a

OBIIaT CHBETBAHU J1a YBEJIOMSBAT CBOSI JIEKap, ak0 3a0pEMEHEST WM UMAT HaMEPEHHUE J1a 3a0peMeHes T
10 BpEME Ha JICUYEHHETO C OJIaH3aNuH. BBIpexu ToBa, Thil KaTO OMUTHT MPH XOpa € OTpaHuYEH,
OJIaH3aIH TPSOBa J1a Ce W3IT0JI3BA 10 BpeMe Ha OPEMEHHOCT CamMo, aKo MOTEHITHAIHATA 110132
oTpaBjaBa MOTSHIINATHAS PHUCK 3a (eTyca.

[Tpu HOBOpOIEHU KbpMayeTa, H3JI0KEH! Ha aHTUTICHXOTHUIU (BKJIFOUUTEITHO OJIAH3AINH) IIPE3 TPETHS
TPUMECTHP Ha OPEMEHHOCTTA, IMa PHCK OT HEXEJIaH! JIEKAPCTBEHH PEAKIINH, BKIFOYBAIIN
EKCTpanMpaMHIHA CUMIITOMY H/WJIH CUMIITOMH Ha OTHEMaHe cjie]] paXIaHeTo, KOUTO MOTaT Jia
BapuparT 10 TEKECT U MPOABIDKUTEIHOCT. JlOKIaiBaHu ca ciydail Ha Bb30y/a, XUIePTOHUS,
XUIMOTOHUS, TPEMOP, COMHOJICHTHOCT, PECIUPATOPEH TUCTEPC WU XPAHUTEIHU Pa3TCPOUCTBA.
3aroBa, HOBOPOJICHUTE TPAOBA Jja ObJJaT BHUMATEIIHO MOHUTOPUPAHH.

Kspmene
B npoyuBane Ha mepopasicH OJIaH3aIluH IPH 3IPaBU KbPMAdKH OJIAH3AMMH Ce eKCKPETHpa C

MaiguHOTO MIISIKO. CpeHaTa eKCIo3uIus MpH KbpMadera (mg/kg) B cralinoHapHO CHCTOSIHUC €
n3unciena Ha 1,8 % ot nosara, kosTo € npuena maiikata (mg/kg). [lanuentkute TpsOBa na ObaatT
CHBETBaHM J]a HE KbPMSIT AelaTa CH, aKo IPUeMaT OJaH3aHH.

DepTunurer
Edekrure BbpXy (epTUIHNTETA HE Ca U3BECTHHU (BXK. TOYKA 5.3 3a MpeIKIMHIUYHA HHpOpMaLIYs).

4.7 Edextn BbpXy crioco0HOCTTA 32 morpaHe u padoTa ¢ MAlIHHA

He ca npoBexxaanu mpoydYBaHUs 110 OTHOIIEHUE HA €PEKTUTE BHPXY CIIOCOOHOCTTA 32 IohupaHe u
pabota ¢ mammHU. Tt KaTO, OTAH3AMMH MOXE /1a TPUINHA CHHINBOCT WIIH 3aMasHOCT, TIAIIAEHTUTE
TpsiOBa Ja OBAAT MpeAyIpeeHN BbB BPh3Ka C YIIPAaBISHHUETO Ha MAIIMHHN, BKIIIOYHTEITHO MOTOPHHI
MIPEBO3HU CPEJICTBA.

HaHI/IeHTI/ITC Tp}l6Ba Ja 6’bI[aT CbBCTBAHU a4 HC IHO(l)I/IpaT WK a HE pa6OTSIT C OIMaCHU MalllMHU TIPE3
OCTAaThKa OT ACHA CJICA BCSIKA MHIKCKIIUA, TOpaJqu Bb3MOKHOCTTA 3a cnyqaﬁ Ha INOCTHHXXCKIIMOHCH

CHHIPOM, BOJCII 0 CUMITTOMH, CHOTBETCTBAIIM HA MPEAO3UPaHe Ha OJIaH3aNuH (BXK. ToUKa 4.4).
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4.8 Hexenanm 1ekapcTBeHH peaknuu

Pesrome Ha mpoduiia Ha Oe30macHOCT

Heoxcenanu nexapcmeenu peaxyuu, Haba00a8anu ¢ OAAH3ANUH NAMOAM

HabmogaBanu ca peakiuu Ha MOCTHHXEKIIMOHeH cuaapomM mpu ZYPADHERA, Bogemnu no
CHMITTOMH, ChOTBETCTBAIIY HA MPE03UpaHe HA OJlaH3amuH (BXK. Touka 4.4). KimHnIHUTE TIpU3HAIN U
CHUMIITOMH BKJIFOUBAT CUMIITOMH Ha celarys (Bapupaiia oT JIeKa [0 TEXECT J0 KOMa) U/UITn
JISTUPUYM (BKJIFOUBAI OOBPKBAHE, IE30PUCHTAINS, B30y 1a, TPEBOKHOCT U IPYTO KOTHUTHBHO
Hapyuienue). [pyrure HaOMrO1aBaHU CUMITTOMH BKJTFOUBAT €KCTPAITUPAMUIHI CUMIITOMH, TU3apTPUS,
aTaKCHsl, arpecus, 3aMasHOCT, C1a00CT, XUIIEPTOHUS U I'bPYOBE.

Jpyru HeXXenaHu JIEKapCTBEHH peaKIiy, HaOI0JaBaHy MpHY MarueHTuTe, JekyBann ¢ ZY PADHERA,
ca olo0HM Ha Te3H, HaOJIF0AaBaH! [IPY IIPWIAaraHe Ha IepopajieH oJaH3anuH. B KiMHu4Hu
npoyuBanusi ¢ ZYPADHERA enuHcTBeHaTa He)XenaHa peaklys, JOKIaABaHa CbC CTATUCTUYECKU
3HaYMMO IO-BUCOKa uecToTa B rpynara Ha ZYPADHERA B cpaBHenue ¢ mnane0o rpymnarta, € ceganust
(ZYPADHERA 8,2%, mnaue6o 2,0%). Cpen Bcuuku nanuenTd, Tpetupanu ¢ ZY PADHERA, cenauus
e cpobmaBana mpu 4,7% OT maIeHTuTe.

B ximanyan npoyuBanus ¢ ZYPADHERA decTtoTaTa Ha He)KeJIaHHUTE JICKAPCTBEHH PEAKITHH,
CBBp3aHM C MICTOTO Ha MHXKEKTUpaHe, € mpuonm3utesnHo 8%. Haii-uecTo cro0IaBanaTa Hexxenana
JIeKapCTBEHA peaKlys, CBbp3aHa C MICTOTO Ha MHXKEKTHpaHe, € 0onka (5%); HAKOM ApyTH ChOOICHH
HE)KEeJIaH! JIEKApCTBEHHU peakiuy ca (C HamassBalla YecToTa): HOAYJICH THII PeaKiH, epUTEMEH TUII
peaxium, Hecenu(puIHN peakiiny Ha MACTOTO Ha MH)KEKTHPaHe, Ipa3HeHe, eeMEH THIT PEaKIlii,
KpbBOHAcsJaHe, XeMoparus 1 aHecre3us. Te3u cebutus ce Habmoaasat npu okoso 0,1 nol,1% ot
MAIUEHTHTE.

B 0030p Ha nanHMTE 332 6€30MACHOCT OT KJIMHUYHH MTPOYYBAHUS U CIIOHTAHHU CHOOIICHUSI OT
ITOCTMAapKETHHTOBHSI IIEPHOIT, 32 a0CIeC Ha MACTOTO Ha HHKEKTHpaHe € ChoOIaBado psako (= 1/10 000
1o <1/1 000).

Heoicenanu Jlekapcmeernu peakyuu, HaOMI0OABAHU C ONAH3ANUH
I/I36p06HI/ITC MO-A0J1y HEXKCIaHU JICKAPCTBCHU PCAKIINU Ca Ha6J'IIOIlaBaHI/I CJIC IMpujiaraHe Ha
OJIaH3aIlhH.

Bnipactau
Haii-gecto (HabnrogaBanu nipu > 1% OT manueHTHTEe) CHOOIIABAHUTE HEXKEIAHU JICKAPCTBEHH

peaKinu, CBbp3aHu ¢ yroTpedara Ha OJIAaH3alWH B KIIMHUYHHU POYYBAHUS, Ca ChHIMBOCT,
MOBHUIIIABaHE HA TETJIOTO, €O3MHOMMIINS, YBEIIMYCHU HUBA HA TIPOJAKTHH, XOJIECTEPOII, TIII0K03a H
TPUTTUTIEPUAN (BXK. TOUKa 4.4), TIIOKO3YpHs, YBEIIMUCH alleTHT, 3aMaiiBaHe, aKaTH3M,
MAPKUHCOHU3BM, JICBKOIICHUS, HEYTPOTICHUS (BXK. Touka 4.4), TUCKUHE3HS, OPTOCTATHYHA XUTIOTOHHUS,
AHTUXOJIMHEPTUYHHU €PEKTH, TPEXOIHU OE3CUMIITOMHH YBEIUYCHUS Ha YSPHOIPOOHHUTE
amuHoTpaHchepasu (BK. Touka 4.4), 00OpuB, aCTEHUS, yMOpPa, MUPEKCHS, apTPAITHS, TOBUIIICHA
ankanHa ¢ocaraza, BACOKA CTOMHOCT Ha TaMa-TITyTaMIIITpaHcdepasa, BACOKA CTOMHOCT Ha TUKOYHA
KHCEJINHA, BUCOKA CTOWHOCT Ha KpeaTHH(POCPOKNHA3A U OTOK.

CIUChHK Ha HeXeJIaHUTe JeKAPCTBEHU PEaKIIu, IPEJICTaBeH B TabIHIa
B npencraBenara Tabnuiia ca M30pOSHN HEXKEIIAHN JICKaPCTBEHU PEAKITUH U TA00OpaTOPHU

W3CJIeIBaHNUS TI0 JJAHHU OT CIIOHTAaHHH CHOOIICHUS M KIIMHUYHU NIpoyuyBaHus. [Ipu Besiko rpynupaHe B
3aBUCHMOCT OT YECTOTATa HEXKEIAHUTE PEAKIIMU Ca MPEJACTABSHU B HU3XOIAI] Pl [0 OTHOIICHHUE Ha
TSAXHATa CEpUO3HOCT. TepMHUHUTE 3a YeCTOTa ca Je(hUHUPAHU KAKTO Cie/Ba: MHOTO Yectu (> 1/10),
yectr (> 1/100 mo < 1/10), mewectn (> 1/1 000 mo < 1/100), peaxu (= 1/10 000 mo < 1/1 000), mHOTO
penxu (< 1/10 000), c HEM3BecTHA YecTOTa (OT HATMYHUTE JAaHHW HE MOXKe N1a ObJIe HaIpaBeHa
OTICHKA).
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MHoro yecTH Yecrn Heuectn Peaxn C Hen3BecTHA
YyecToTa

Hapymenusi Ha KpbBTa M JInM(pHaATA cHCTeMa

Eo3unodumust TpombouuTonenus'!
Jlekonenus'”
Heyrponenus'®

Hapymenunsi Ha UMyYHHATa cUCTeMa

CBpBXUyBCTBUTE
aHoct!!
Hapymiennsi Ha MeTa00/1M3Ma M XPAHEHETO
IloBumaBane Ha | IloBumenu HuBa | PazBurue wnn Xunorepmus'?
TErnoro’ Ha xonecTepon’>® | obocTpsHE Ha
[loBumenu HuBa | nuabeT, MOHSKOTa
Ha roKo3a’ CBBp3aH C
[loBuiieHn HUBa | KeTOALK03a WU
Ha KoMa,
TPUTIIMLEPUIU™ | BKIIOUUTEIHO
I'mroxo3ypust (haramHu cirygan

IMopuien anetut | (Bk. Touka 4.4)!!

Hapymennsi Ha HepBHATa cucTeMa

COMHOJICHTHOCT | 3aMastHOCT I'epuoBe, korato | HeBponentuuen
Axaruzus® B [IOBEYETO MaJIUTHEH CHHIPOM
[Mapkunconussm® | ciyvau e (k. TouKa 4.4)'
Juckunesuns® JIOKJIaIBaHa Cumnromu Ha
aHaMmHe3a 3a npexbeBane’ !

'bPUOBE WU
PUCKOBH (haKTOpH
3a rbpuoBe!!
Juctonus
(BKITIOUHTEITHO
oKkysorupanys)'!
TapauBHa
nuckunesus'!
Awmnesns’
Huzaptpust
3aekBane!'!
CunzpoM Ha
HECIIOKOMHUTE
kpaka'!

Chbpaeynn HapyleHust

Bpaguxapaus Kamepna
VY abmxaBaHe Ha TaxuKapaus/puopui
QT.—wmHTEpBana artysi, BHE3aImHa

(Bk. Touka 4.4) CMBPT (BK.
touka 4.4)"!
Cb10BU HApYlUIEHUS
OprocTtatnyna TpomboemboIn3H
XunoroHus '’ M (BKJTIOUUTEITHO
oemonpodeH

eMOOJIH3bM U
IbI00Ka BEHO3HA
TpoM003a) (BIK.
Touka 4.4)

PecimpaTopHu, rpbAHA H MeIUACTHHAJIHN HAPYIIEHHS

| Emucraxcuc® |
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CToMamHoO-4YpeBHN HAPYIIEHHs

Jlexn, npexonnu | IlogyBane Ha [Mankpeatut'!
AHTUXOJIMHEPTHY | Kopema’
HU e(heKTH, XunepcaanBarus
BKJIIOYBAIIHU 1
KOHCTHITAIIUS 1
CyXOTa B ycTaTta

XenaToOuauapHu HApyIIeHUs
TIpexonuu, XenaTut
0e3CHMITTOMHU (BKITFOUUTEITHO
TIOBUILICHUS HA XararoIenyIapHo,
YepHOAPOOHHTE XOJIECTATUYHO HIIH
amMuHOTpaHchepa CMECEHO
3u (ALT, AST), YepHOIPOOHO
0C00€eHO B yBpexaane)!!

HAyaJIoTo Ha
JICYEHUETO (BXK.
Touka 4.4)

Hapymemm Ha KO’KAaTa M NOAKOKHATA ThbKAaH

Oo6pus

Peaknus Ha
(hoToUyBCTBUTETH
oCT

Anonenus

JlexapcTBeHa
peaxius ¢
CO3UHODUITHS
U CUCTEMHHU
CHUMITTOMH
(DRESS -
Drug Reaction
with
Eosinophilia
and Systemic
Symptoms)

Hapymemm Ha MYCKYJHO-CKeJIETHATA CUCTEMA U CHbC/IMHUTEC/IHATA ThKAaH

| Aprpanrus’

| Pabromuonmsa'’

Hapymiennst Ha 0bOpenyTe M NUKOYHUTE MHTHINA

NHKoHTHHEHITHS
Ha ypuHara
Perennus Ha
ypuHa
3aTpyIHEHO
ypuHupasne'!

C’[)CTOﬂHl/Iﬁ, CBBHpP3aHU C 6peMeHHOCTTa, POAOBHUSA U MTOCJTCPOIOBUSA MIEPUOT

CunzipoM Ha
OTHEMaHe MpH
HOBOPOJIEHOTO
(BX. TOUKa
4.6)

Hapymelmﬂ Ha BB3MPOU3BOAUTEIHATA CUCTEMA M I'bpAaTa

EpexTunna
IUCYHKIHS TpU
MBKE

Hamaneno
JUOUIO TIPH
MBKE U )KEHU

AwmeHopest
VronemMmsiBaHe Ha
I'BpANTE
l'anaktopes npu
KEHH
I'uaekomacTust/yr
oJIEMsIBaHE HA
CBPANTE IIPH
MBEKE

[Mpuamuszbm'?
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O0mm Hapymienusi M e)eKTH HA MACTOTO HA MPHJIOKEHHE

Actenus AO0c1ec Ha MACTOTO
Ymopa Ha WHXKEKTUPaHE
Otox

IMupexcus'®

Bonka na msacroro
Ha MHXXCKTUPAHC

HN3caenBanus

IToBumenu IloBumena [oBumen o611
TJIa3MEHU HHUBA ajKagHa OmmMpyOounH

Ha [POJIAKTUH® docdaraza'”
Bucoxka ctoiiHOCT
Ha KpeaTuH
dochokunaza''
Bucoka ctoiiHOCT
Ha rama-
TIIyTaMHAITpaHCh
epaza'’

Bucoka ctoiiHOCT
Ha TTMKOYHA
kucenuna'’

" KIIMHIYHO 3HAUMMO MOBHIIABaHE Ha TCIVIOTO ¢ HAOIIOAABAHO pe3 BCUYKU U3XOIHU CTOMHOCTH Ha
uHzekca Ha TenaecHa maca (UTM). Crnen kpaTKocpodHoO JiedeHre (MeanaHa Ha MPOABIDKUTEIHOCT 47
JTHW) TIOBUIIIABaHE HA TETIJIOTO > 7% CIPsIMO M3XOAHOTO TEJIECHO TErI0 € MHOro decTo (22,2%), > 15%
e gecto (4,2%), a >25 % e neuecto (0,8%). MHOTO WecTo nanmenTy Haagasar > 7%, > 15% u > 25%

OT M3XOHOTO CH TEJIECHO TETJIO MPH IBITOCPOUIHA SKCIIO3UITNs (TIoHEe 48 ceaMuIti) (ChOTBETHO,
64,4%, 31,7% u 12,3%).

2 o

CpenuuTe TOBUIIICHHS B CTOMHOCTHTE Ha JIMIMUANUTE Ha raaaHo (o0 xomecrepod, LDL xomectepon
Y TPUTIUICPUIN) Ca ITO-TOJIEMH MPH MAlMEHTH 03 JaHHU 3a HApYIICHUE Ha peryjamnus Ha JINTTUIUTS
Ha U3XOIHO HUBO.

3 HabmogaBa ce IIpy HOpPMAJIHH H3XOJHHM HUBA Ha T1agHo (< 5,17 mmol/l), kouto HapacTBar 10
Hall-BHCOKa CTOHHOCT (> 6,2 mmol/l). Ilpomern B HUBaTa Ha OOIIKS X0OJIECTEPOI HA TIATHO OT
TPaHWYHA CTOMHOCTH Ha U3XOIHO HHUBO (> 5,17 - < 6,2 mmol/l) o Hali-BUCOKA CTOWHOCT

(= 6,2 mmol/l) ca MHOTO YecTH.

4 HaGmoaBa ce py HOPMAIHKMTE M3XOHU HUBA HA IIaaHo (< 5,56 mmol/l), kouTo HapacTBar 10
Haif-BUCcOKa cToiHOCT (= 7 mmol/l). [IpoMenu B rioko3aTa Ha IJIAAHO OT TPAaHUYHU CTOMHOCTHU Ha
M3XOAHO HUBO (= 5,56 - <7 mmol/l) no Haii-BucOKa cToitHOCT (> 7 mmol/l) ca MHOTO YecTu.

> Habnrogasa ce nNpy HOPMaJIHMTE U3XOIHU HMBA Ha rIanHo (< 1,69 mmol/l), kouto HapacTsar 10
Hall-BHCOKa CTOWHOCT (> 2,26 mmol/l). [IpoMenu B TpUrIHIepuANTE HA TJIATHO OT TPAHHYHU
CTOMHOCTH Ha M3XO0IHO HUBO (> 1,69 mmol/l - < 2,26 mmol/l) o Hali-BHCOKa CTOWHOCT

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

B KJIMHUYHU OPOYYBAHHS YECTOTATA HA NAPKUHCOHU3HM U AUCTOHUS IPH MALUEHTH, JTEKYBAHH C
OJIaH3alNH, € YHCIICHO T0-BUCOKA, HO 0€3 CTaTUCTHYECKH 3HAaUNMa Pa3liiKa, B CpaBHEHHE ¢ TIaneoo.
[Ipu nexyBaHHTE C OJaH3AMMH NAIIMEHTH ce HAO0JaBa IMO-HUCKA YeCTOTa Ha TAPKUHCOHU3BM,
aKaTH3WA U IUCTOHUS B CPaBHEHHUE C TUTPUPAHHU J03U Xajonepunou. 1lpu nurca va moxpoOHa
uH(pOpPMAIUI OTHOCHO aHAMHE3aTa 33 MUHAJIM OTJICIIHU OCTPH U TAPAWBHH EKCTPAUPAMHUTHU
JIBUTATETHU HAPYIICHUS, TOHACTOAIEM HE MOXKE Jla C€ HaIllpaBU 3aKIIIOUCHHE, Y€ OJaH3alnuH
MPEIM3BUKBA ITO-MAJIKO CIIyYad Ha TapUBHA TUCKUHE3US W/WIU JIPYTU TapJAUBHU SKCTPAITUPAMUTHI
CHH/IPOMH.
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7 OcTpy CUMIITOMH KaTo TOTEHE, HHCOMHMS, TPEMOP, TPEBOKHOCT, I'aJIEHE U MOBPBILAHE Ca
JTOKJIaJIBAHU TPU BHE3AITHO CIIUPaHE Ha OJIaH3aIMH.

8 B KIMHUYHY TpOyUBaHMs 10 12 CeAMMIM IUIa3MEHUTE KOHLIEHTPALMH Ha MIPOJIAKTUH [IPEBUIIABAT
ropHaTa rpaHulla Ha HOPMaJTHUS Iuana3oH rnpu npuoamsutenHo 30 % OT JIeKyBaHUTE ¢ OJaH3aINH
NAIMEHTH, KOUTO UMAT HOpPMaJTHA MU3XO0JHA CTOMHOCT Ha MPOJIaKTUH. [Ipu MoBeYeTo OT Te3n
NAIMEHTH OBUIIICHUTA Ha CTOMHOCTHTE OOMKHOBEHO Ca YMEPEHH M OCTaBaT I0JI JIByKpaTHaTa
CTOWHOCT HAa rOpHATa IPaHUIA HA HOPMAJTHUS JIUATIA30H.

? Hexemnano C’B6I/ITI/IC, YCTAHOBCHO OT KJIMHUYHU NIPOYYBAHUSA B UHTCrprUpaHaTa baza JaHHHU 3a
OJIaH3aITuH.

10 Kakro e OLICHCHO OT U3MCPCHUTC CTOMHOCTH OT KIIMHUYHU MpoOy4YBaHUA B UHTCIpUpaHaTa baza
JaHHH 3a OJIaH3aIlrH.

! Hexenano cb0MTHE, YCTAHOBEHO OT CIIOHTAHHHU ChOOLIEHHUS B TIOCTMAPKETHHIOBHS 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 IICPUOT C
H34YHCJICHA Y€CTOTAa HAa rOpHATA I'paHUIla Ha 95% JOBCPUTCJICH UHTCPBAJI, KaTO € U3IIOJI3BaHa
HUHTCTpUpaHaTa baza JaHHU 3a OJIaH3aIlrhH.

Jbarocpouna excro3uiys (one 48 ceMuUIn)

JlenbT Ha MAIMEHTHUTE C HEXKEJIAHN KITMHHYHO 3HAYMMH IIPOMEHH B TIOBUIIIABAHETO HA TETIIOTO,
rimroko3ara, oomus/ LDL/HDL xonecTepon iy TpUrIIHIIEpUIUTE, ce YBEINYaBa BbB BpeMeTo. [lpu
BB3PACTHHU TMAIMEHTH, KOUTO 3aBbpIIBaAT 9-12 MeceyHo JedeHne, CTENICHTa Ha HapacTBaHEe Ha
CpeIHUTE HHBa Ha IJIF0K03a B KPBBTA € 3a0aBs Clie]] MPUOIU3UTENHO 6 Mecela.

Jonbauutenna nHGOpMAINS 3a CIICIUATHA TONYIAIIUK

B knmMHUYHY TIpOYYBaHUS MTPH NAIMEHTH B cTapyecka Bh3pacT ¢ JIGMEHIINS JICYEHUETO C OJaH3aIUH Ce
CBBP3Ba C MMO-BUCOKA YECTOTA HA CMBPT M MO3BYHO-CHJIOBH HEIKEIIAHU PEAKIIUU B CPABHEHHE C
miare6o (Bx. Touka 4.4). MHOTO YeCcTH HEXEIaHH PeakIlid, CBhP3aHu C yIIoTpebdaTa Ha OJaH3aluH
MIPH Ta3W TPyIia NaIMeHTH, ca aDHOPMHA TIOXO/IKa ¥ nafanus. YecTo ca HaOJIt01aBaHU [THEBMOHHUS,
MOBUIIIEHA TEJICCHA TEMIIepaTypa, JICTAPrusl, PUTEM, 3PUTCITHHU XATIONUHAIIMN 1 UHKOHTUHEHITHS Ha
ypUHa.

B xnuanuaN MMpOy4YBaHUA MMPU MAOUCHTHU C JICKAPCTBCHO-UHAYILIUPpAaHa ()_'[OHaMI/IHOB aFOHI/ICT) ncuxo3sa,
CBbp3aHa C OolrectTa Ha HapKI/IHCOH, MHOT'O Y€CTO U I10-4E€CTO B CPAaBHCHUEC C Hnaue60 ca JOoKJIaaABaHH
BJIOIABaHE HAa MapKWHCOHOBATa CUMIITOMAaTHKa U XaJIFOIIUHAIIUH.

B eqHO KITMHUYHO MTPOyYBaHE MPY MAIMEHTU ¢ OUMOJIsIpHA MaHUS KOMOMHUPAHOTO JICUCHHE C
BaJIPOAT W OJIAH3AIMH BOJHU J0 YeCcToTa Ha HeyTporneHus 4,1%:; moTeHnuansen qonpuHacsml Gpaxtop
MOJKe JIa ca BUCOKHM TUIa3MEHU HUBA Ha Bajmnpoar. OlaH3anuH, MPIOKEH C IUTHI WIK BaJlIIpoar,
BOJIM 10 noBHIIeHa yecTtoTa (= 10%) Ha TpeMop, cyXxoTa B yCTaTa, IOBUIIIEH alleTUT U MOBUIIIABaHE Ha
Ternoto. Hapyienne B roBopa ChIO € I0KIaiBaHo YecTo. [Ipu eueHne ¢ oaH3arnuH B KOMOUHAIIHS
C JINTUH WU TUBAJIIIPOEKC ce HaOIroAaBa MOBUIIEHHUE € > 7% OT U3XOJIHOTO TEJIECHO TETJIO MPHU
17,4% OT manueHTHTEe 10 BpeMe Ha OCTPOTO JiedeHue (10 6 cenmuiu). [IpoabmKUTEHO IeUeHnE C
onan3anuH (10 12 mMecena) 3a npoduiIakTHKA Ha PEIMINB IPU HNAIIMEHTH ¢ OUIIOJISPHO Pa3CTPOHCTBO
€ CBBP3aHO C MOBULIEHUE C > 7% OT U3XOJHOTO TEJIECHO Terio npu 39,9% oT nanueHTuTe.

IleguaTpuyHa momyJiamus

OnanH3anvH He € TIOKa3aH 3a JICYCHHE MIPH Jena 1 IoHomw o 18 roguman. Makap aa He ca
MIPOBEKIAaHN KIIMHUYIHY MPOYYBAHUA C JU3alH 32 CpaBHSABAHE HA IOHOIIH M BH3PACTHH, JAHHUTE OT
MIPOYYIBAHUATA TIPH FOHOIIH Ca CPAaBHEHH C TE3H OT MPOYUYBAHUATA IIPH BH3PACTHH.
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Cremnata Tabmuia 00001IaBa HEXXEITAHATE PEaKIid, ChOOIIaBaHH C ITO-TOJIsIMA YeCTOTa IPH
MAIIEeHTH B IOHOIIECKA BB3pacT (MeXay 13 u 17 TomuHu), OTKOIKOTO TIPH Bb3PACTHH MAIUCHTH WITH
HEXKEJIaHW PEaKIUK, KOUTO Ca YCTAHOBEHHU CaMO MPH KIIMHUYHY POYYBAHUS C MAICHTH B IOHOIIIECKA
BB3pacT. KnuHnuHO CUTHU()MKAHTHO MOBUILICHUE HA TETTO0TO (> 7%) M3riexna ce HaOo1aBa mo-
YecTo B NOMYJIANUATA HA FOHOIIIUTE B CPAaBHEHUE C BH3PACTHUTE MPU CPABHUMH CKCIIO3UIIHH.
CrenieHTa Ha MOBUIIIABaHE HA TETJIOTO U JCTBT Ha MAIIMEHTUTE B IOHOIIIECKA BB3PACT, KOUTO UMAT
KIIMHUYHO 3HAYUMO TTOBHINIABAHE HA TETJIOTO, Ca IMO-TOJIEMH MPH TBJITOCPOYHA eKCITo3uIus (mone 24
CCJIMI/IHI/I), OTKOJIKOTO IIPU KPATKOCPOUHA C€KCITIO3ULI M.

IIpu BecsikO TpyNUpaHe B 3aBUCHMOCT OT YECTOTATA HEXEJIAHUTE PEAKIIUHU Ca TPEICTABCHN B HU3XOJISIII]
pe/1 1o OTHOIIICHHE Ha TAXHATA CEPUO3HOCT. TepMUHHUTE 3a YecToTa ca Ae(hUHUPAHN KAKTO CIIe/IBa:
MHoro yectu (> 1/10), yectu (> 1/100 no < 1/10).

Hapymenus Ha MeTa60Ju3Ma U XpaHEHETOo
Mnozo uecmu: TloBuniaBane Ha TEJIOTO', MOBUIIEHN HUBA HA TPUIJIMLEPHIH *, TOBHILIEH AMETHT.
Yecmu: TIOBUIIEHN HUBA HA XOJIECTEPOI >,

Hapyniennsi Ha HepBHATa CHCTeMAa
MHnoeo yecmu.: Cenanusi (BKJIIOUHTEIHO: XUTIEPCOMHUS, JIETAPTHsI, COMHOJICHTHOCT).

CToMalIHO-YpeBHH HAPYLIeHHUs
Yecmu: CyxoTa B ycTaTa.

XenaToOMIHAPHHU HAPYIICHHSA
Mnozo uecmu: TloBuiienue Ha 4epHOAPoOHUTE aMUHOTpaHCchepa3u (ALT/AST; Bxk. Touka 4.4).

Hzcaenpanns
Mmnozo uecmu: Hamanen o6m 6unnpyoun, nosumena GGT, moBuIlleHn MIa3MEeHN HUBA Ha
ponaKkTHH'®.

13 Crnent kpaTKOCpOYHO JeueHre (MeAUaHa Ha IPOABDKUTENHOCT 22 THH) IIOBUIIABAHE HA TETTIOTO

> 7% ot m3xomHoTO TenecHo Terio (kg) e maoro gecto (40,6%), > 15% 0T M3XOTHOTO TEIECHO TETIIO
e gecto (7,1%), a > 25% gecro (2,5%). [Ipu ppnrocpouna excrio3urys (rmone 24 ceqmuiy) 89,4%
HajgaBat > 7%, 55,3% wHamnasat > 15%, a 29,1% wagmaBat > 25% OT U3XOAHOTO CH TEJIECHO TETJIO.

14 HaGnronaBat ce nmpu HOPMAITHU M3XOIHM HUBa Ha riiagHo (< 1,016 mmol/l), kouro HapacTsar 1o
Haif-BUCOKa cToiHOCT (> 1,467 mmol/l), u npoMeHH B TPUTIHLEPUANTE HA TIaJHO OT TPaHUYHU
CTOMHOCTH Ha M3X0MHO HUBO (> 1,016 mmol/l - < 1,467 mmol/l) mo Haii-BHCOKa CTOHHOCT

(> 1,467 mmol/l).

13 [Ipomenu B OGLIMS XONECTEPOI HA IVI4JHO OT HOPMAIHU U3X0AHU HuBa (< 4,39 mmol/l) 1o Haii-
BUCOKa CTOMHOCT (> 5,17 mmol/l) ca HabmogaBanu yecto. [IpoMeHn B 00IIuMs X0JIecTEpOIl Ha TAaTHO
OT TPaHWYHU CTOMHOCTH Ha U3XOJIHO HUBO (= 4,39 - < 5,17 mmol/l) no Hail-Bucoka cToifHOCT

(> 5,17 mmol/l) ca MHOTO YeCTH.

16 ToBuIIEHN TIIa3MEHK HUBA HA IPOJIAKTHH ca J0KIagBaHu rpu 47,4% OT HalMeHTUTE B FOHOIIECKA
BB3pAacCT.

C’B06H_IaBaHC Ha I10J03MpPaHy HEXKCTaHU PCAKIINH

C’LO6H_IaBaHCTO Ha NOAO03UpPAaHU HCIKCIIAHU PCAaKIINU CIICA pa3spClIaBaHC 3a yHOTpe6a Ha JICKApCTBCHUMA
IMPOAYKT € BaKHO. ToBa mo3BossiBa Ja IpoabJIKA Ha6J'IIOI[eHI/IeTO Ha CbOTHOIICHUECTO non3a/p1x1c1< 3a
JICKApCTBCHUSA NPOAYKT. Or MCIUIIMHCKUTC CIICHUAJINCTH CC U3MCKBA Ja C’LO6I]_IaBaT BCsKa
IIoJ03MpaHa HEXKEIaHa peaKrd 4Ype3 HallMOHAJIHA CUCTEMA 3a C’I)O6H.IaBaHe, II0CO4YCHAa B

IIpunoxxenue V.

4.9 IMpeno3upane

AKO ce Ha0JIr01aBaT MPU3HAIY U CUMIITOMH Ha MPe03upaHe, ChOTBETCTBAIIM HA MTOCTUHKEKIIMOHHHUS
CHHIPOM, TpsiOBa J1a ce B3eMaT OIXO IS TOIThPKaI MEPKH (BX. Touka 4.4).
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Makap 4e npeno3upaHe € 0-MaJIKo BEpOSTHO IIPU apeHTEePaIHU, OTKOJIKOTO IIPH [EPOpPaIHU
JIEKapCTBEHHU MPOIYKTH, MO-I0Iy € TpecTaBeHa pedepeHTHa HH(pOpMAaLKs 3a MPeJo3upanHe C
MepopaeH ONaH3aMH.

Ilpu3Hany ¥ cuMnromMu

MHoro yecTuTe CUMIITOMH TIpH Mipeno3upane (dectota > 10%) BKIIOYBAT TaXUKapIus,
BB30Yy/1a/arpeCUBHOCT, TU3APTPHS, PA3ITHIHU €KCTPANHPaMUIHA CUMIITOMH M HaMaJIeHO HUBO Ha
Ch3HAHUE, BAPUPAIIIO OT CEJIAIUs 10 KOMa.,

Jpyru MeIMIIMHCKY 3HAYMMU TIOCTICIUIIN Ha MTPEI03UPAHETO Ca JICIHUpP, KOHBYJICHU, KOMa, Bh3MOXKEH
HEBPOJICIITUYCH MAJIMTHEH CHHJIPOM, TIOTHCKaHE Ha JIUIAHETO, aCIIUPAIINS, XUIIEPTOHUS HITH
XUTIOTOHUSA, PUTHBMHH ChPJIeYHU HapymeHus (< 2% OT ciydanuTe Ha Ipeo3upaHe)
Kapno-nyJIMOoHaJeH apecT. dataHu 3X0/u ca JOKIaIBaHH MIPU OCTPO MEPOPAITHO TPET03UPaHE C
J103a He To-HucKa oT 450 mg, HO ChIIO € JIOKJIaJIBAaHO MPEKUBSIBAHE HA OCTPO MPEIO3UPAHE C
PUOM3UTENTHO 2 g IepopalieH OJaH3allkH.

JleucHme

3a onaH3anuH HAMa criennduydeH aHTHAOT. TpsOBa ga ce 3aroyHe CUMITOMATHYHO JICUCHHE U
mpociesBaHe Ha GYHKIINUATA Ha )KH3HEHOBKHUTE OPTaHH B CHOTBETCTBHE C KIMHUIHOTO CHCTOSIHUE,
BKJIFOYBAIIIO JICUCHHE HA XUITOTOHUSITA U LUPKYIATOPHUS KOJIAIC U MOAIPHKKA Ha JUXaTeHaTa
(dynkius. [la He ce U3no0a3BaT enuHEeHPUH, AOTIAMUH WK JPYTH CUMIATHKOMUMETHYHU CPECTBA C
0eTa-arOHUCTHYHO JCHCTBUE, ThH KaTO O€Ta-CTUMYJIAIUsATa MOXKE Jla BIIOIIN XUTIOTOHHSTA.
MoHUTOPHPAHETO HA ChPICIYHO-CHAOBATA CHCTEMA € HE0OX0IMMO 3a OTKpHUBAaHE Ha BE3MOKHHU
apuTMHH. BHUMATETHOTO METUIIMHCKO HAOMIOACHIE 1 MOHUTOPUPAHE TPSAOBA 1A MPOIBIKH JI0
BH3CTAHOBSIBAHETO HA MAllMEHTA.

5. ®APMAKOJIOTHYHU CBOMCTBA
5.1 dapMaKoOAMHAMUYHHU CBOHCTBA

®dapmMakoTepaneBTUYHA TPYIIa: ICUXOJEITHIIN, TUA3CTTNHHU, OKCA3CTINHYU, TUA3CITUHU U OKCETIVHH,
ATC xox: NOSA HO3

®PapmakognHaMUIHA e(heKTH

OnaH3anvH € aHTUTICUXOTHYHO, aHTUMAaHUIHO ¥ CTa0MIIM3HPAIIO HACTPOSHHUETO CPEICTBO, KOETO
MOKa3Ba MIMPOK (papMaKoIOTHIEeH PO IO OTHOIIEHHE Ha MHOKECTBO PEIETITOPHU CHCTEMHU.

B npenxivHuvHYA pOyYBaHUS € JOKa3aH aQUHUTETHT Ha OJIAH3AINMH KbM PEIHIIA PeHEnTOPH

(Ki <100 nM) 3a ceporonur 5-HT242c, 5-HT3, 5-HTs; nonamun D1, D,, D3, D4, Ds; xonmunepruunu
MyCKapuHOBH penentopu M-Ms; a-1 agpeHepruunu; u xucramuHoBu Hi penenropu. IlpoyuBanusita
C OJIaH3alMH BHPXY MOBEACHUETO Ha JKUBOTHH Moka3BaT SHT, momaMrHOB 1 XOIHHEPTUYCH
aHTarOHW3bM, CHOTBETCTBAII] HAa PEIETITOP-CBBP3BaIus POPII. [n vitro onaH3anuH IMOKa3Ba IMo-
roJisiM aUHHUTET KbM cepoToHnHOBUTE 5S-HT>, OTKONKOTO KBbM JonaMuHOBHTE D> perenTopu u mo-
rojsima 5-HT, aktuBHOCT B cpaBHeHHE ¢ D, akTUBHOCTTA 1pH in vivo Moaenu. Enextpodusnonornanun
W3CJICIBaHMUS JIOKA3BaT, Y€ OJIAH3AIMUH CEJICKTUBHO HAMAaJIsIBa aKTUBUPAHETO HA ME30JUMOUIHHUTE
(A10) momaMrHEPTUYHN HEBPOHU, KaTO B CHIIIOTO BpeMe €(heKThT My BbPXY ITBTHINIATA B CTPHATYMA,
yJacTBamm B MOoTopHATE HyHKINH (A9), € Marsk. OaH3auH HaMajsiBa KOHIUITNOHUPAHUS OTTOBOP
Ha OTOSITBaHETO, KOETO € TECT, MOKA3aTeJIeH 3a aHTUIICUXOTHYHA aKTHBHOCT, B JIO3H ITO-HUCKH OT TE3H,
BOJICIIHU JI0 KaTaJlenicus — eeKT, oKa3aTelieH 38 MOTOPHUTE HekelaHu eekTu. 3a pa3iuKka OT HIKOH
JIPYTH aHTUIICUXOTUYHU CPEJICTBA, OJIAH3AIUH YCUJIBA OTTOBOPA B YCIIOBUSI Ha ,,aHKCUOJIUTHYCH ™ TECT.

B npoyuBanuns ¢ nozurpon-emucronaa Tomorpadus (IIET) npu nanmenty, nekyBaHu ¢
ZYPADHERA (300 mg/4 cenmurin), cpenHoTo 3aemane Ha D, penienrropure e 60% niu mosede B
Kpasi Ha 6-MeceuHHsI IepUo]] — HUBO, ChOTBETCTBAIO HA YCTAHOBEHOTO IO BPEME Ha JIeUeHUE C
MIEPOPAJICH OJIAH3AIINH.
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Knnanyna edukacHoct
EdextuBaocrra Ha ZYPADHERA nipu neyenneTo 1 mogabpKamoTo JeYeHrne Ha In30(QpeHHs € B
CBHOTBETCTBHE C YCTaHOBEHATa e(pEKTUBHOCT Ha MepopaliHaTa JeKapcTBeHa (hopMa Ha OJNaH3aIHH.

O6mmo 1 469 nanmenTy ¢ MMU30(QpeHUs ca BKIFOUYCHHU C JIBE OCHOBHU IIPOYIBAHUS:

[IspBOTO 8-CemmuyHO, TTare00 KOHTPOIMUPAHO MPOYIBAHE € MPOBEIEHO MPH Bh3PACTHH MAI[EHTH
(n=404) c ocTpu NCUXOTHYHHU CUMIITOMH. [laliieHTHTE ca paHAOMHU3HPAHH /1A TIOIy4YaT HHKEKLIUU
ZYPADHERA 405 mg na Bcexku 4 cenmuiy, 300 mg Ha Bceku 2 cenmuiy, 210 mg Ha Bceku 2
ceIMUIM Wi Manebo Ha Bceku 2 ceamuii. He e 6uio paspemieHo 1006aBsHe Ha TIEpOpaTHA
aaTanicuxotui|. O6musr pesynrat mo PANSS (Positive and Negative Symptom Scores) moka3sa
3HAYUMO TTOJIOOpPEHNEe OT N3XOHOTO HOBO (M3X0eH cpeneH ooy pesynrar mo PANSS 101) oo
KpaiiHaTa Touka (CpeIHH MPOMEHH ChOTBETHO -22,57, -26,32, -22,49) 1ipu BCSKA OT TO3UTE
ZYPADHERA (405 mg Ha Bceku 4 cenmunn, 300 mg Ha Bceku 2 ceamunu u 210 mg Ha Bceku 2
CEJIMMIIM) B CpaBHEHHE ¢ Tu1ane6o (cpenna npomsiaa -8,51). [Ipu nmocemeHusTa cpeHaTa mpoMsiHa OT
M3XO/HO HUBO A0 KpaitHus oO1 pesynrtat no PANSS nokassa, ue 10 JeH 3 maiueHTUTe oT JeueOHuTe
rpynu 300 mg/2 cenmuuno 1 405 mg/4 ceAMUYHO UMAT CTATHCTUYECKH MO-TOJISIMO HaMaJIsIBaHe Ha
o0t pesynrat mo PANSS B cpaBHenwue ¢ mane6o (choTBeTHO -8,6, -8,2, 1 -5,2). Benukure Tpu
neae6Hn rpynu Ha ZY PADHERA moka3BaT cTaTHCTHYECKH 3HAYMMO TIO-TOJISIMO ITOI00peH e
OTKOJIKOTO IJ1anebo, ¢ Havano 10 Kpas Ha cenmuna 1. Te3u pesyntatu NoTBbpKAaBaT €(peKTUBHOCT
Ha ZYPADHERA nipu nedenue B NpoabDKCHUE HA 8 CeAMHILIN U e(eKT Ha JIEKapCTBEHHUS IPOIYKT,
HaOIroaBaH olle Ha 1-Bata ceqmuna ciesn 3anouysBane Ha gedenneto ¢ ZYPADHERA.

BropoTo aparocpodHo npoydBaHe € Mpu KIMHUYHO cTa0miHy nanueHTd (n=1 065) (13xoxeH cpeneH
001 pesynrat mo PANSS 54,33 1o 57,75), KouTo TbpBOHAYAIIHO Ca JIEKYBaHU C ITEpopasicH
oJlaH3amuH 3a 4 10 8 ceIMUIIM U Clie]] TOBa ca MPEeMUHAJH Ha IepopaieH OaH3aliH UK Ha
ZYPADHERA 3a 24 ceagmuuu. He e 6uno paspenieno qo0assiHe Ha epopaiHi aHTHIICUXOTUIH. [1pu
neueOHute rpynu cb¢ ZYPADHERA no 150 mg u 300 mg, npunaranu Bceku 2 ceIMUILH (103H,
crOupanu 3a aHanu3), u 1o 405 mg, mpuarany BCeku 4 CeIMHUIIN, UMa He ITO-MaJKa e()eKTHBHOCT
cpsiMo komOuHUpanuTe 1031 oT 10, 15 1 20 mg 3a nepopaien onaH3anuH (1031, CHONpaHu 3a
aHaIIM3), KaTo € OIIEHeHO 0 YeCTOTHTE Ha 00OCTPSIHE Ha CHMITOMUTE Ha MH30(peHnsTa (ChOTBETHH
yecToTH Ha oboctpsiHe, 10%, 10% u 7%). Ex3anepOanusra e oleHsBaHa OCPEICTBOM BJIOIIaBaHE Ha
toukute 1o BPRS nosurusHata ckana (BPRS Positive scale) or PANSS u xocnuranu3anus nopaau
BJIONIaBAaHE HA MO3UTUBHUTE NICUXOTHYHHN cuMNToMU. [Ipu cMecenaTa nedeOHa rpymna ¢ o34 150 mg u
300 mg/2 cenMuIy IMa He IMO-Majka e(peKTUBHOCT CIPSAMO JiedeOHaTa Tpyra ¢ 103a

405 mg/4 cenmunu (uectoTr Ha ex3auepOauns 10% 3a Bcsika rpyna) Ha 24-taTa ceIMuLa ciiex
paHIOMHU3ALMATA.

IleanaTpuyna nonynanus

ZYPADHERA He e npoy4BaH NpH neguaTpu4Harta nonyiamnus. KoHTponupanute 1aHHH 3a
eukacHOCT 1pu roHOMH (BB3pacT 13 mo 17 roguHm) ca orpaHUYICHH 10 KPATKOCPOYHH TTPOYIBAHUS
Ha TIEpOpaJICH ITPUEM Ha OJaH3aIuH IpH mu3odperus (6 ceaqMHITN) U TPU MaHMS, CBbp3aHa ¢
ounonsapHo paszctpoiictBo Tul I (3 cemvunn), mpu mo-manko ot 200 ronomwm. [Tepoparnen onaH3anvH e
W3II0JI3BAaH KaTo MPOMEHSIIA Ce 7033, 3anoyBaiia ot 2,5 u cruramia ;10 20 mg/auesno. [Ipu nevenue ¢
OJIaH3aITMH FOHOIINTE HA/IJIaBaT CUTHU(UKAHTHO TIOBEYE HA TETJIO B CPABHEHUE C Bh3PACTHUTE.
CrenenTa Ha npoMeHu B oOmms xonecrepoi, LDL xonectepona, TpUIIHIEPHIUTE HA TIAJHO U
mpoJlakTHHA (BXK. To4Ka 4.4 1 Touka 4.8) € 1mo-rosiMa Impy I0HOIIH, OTKOJIKOTO TIPH Bh3pacTHH. Hsama
KOHTPOJIMpaHU TaHHHU 3a MO IbprkaHe Ha epeKTa WK 3a IpJIT0CpOdHa Oe30macHoCT (BXK. Touka 4.4 u
touka 4.8). MadopmaruaTa 3a gpIrocpodHaTa 0€30mMacHOCT € OTpaHuYeHa TJIABHO 10 OTBOPEHH,
HEKOHTPOJIUPAHU JaHHU.

5.2 PdapMaKOKHHETHYHHU CBOICTBA

AOGcopOrus
OrnaH3anuH ce MeTab0IM3UPa B YEPHUS IPO0 Upe3 KOHIOTUPAHE M OKUCIICHUE. [ JIaBHUAT LIUPKYJIHPAILl

B KpbBTa MeTabomut ¢ 10-N-rmokyponuna. 3a oOpazyBaHeTo Ha N-Ie3METHI U 2-XUIPOKCUMETHII
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MeTtabonutute ponpuHaciaT mutoxpomu P450-CYP1A2 u P450-CYP2D6; u nBata mokaspat
3HAYUTEITHO MTO-HUCKA i Vivo (papMaKoIOTHYHa aKTUBHOCT, OTKOJIKOTO OJIAH3AITMH B MPOYYBAHUS TIPH
*uBOTHU. [IpeobnanaBariara hapMaKkoIOruyHa AKTUBHOCT C€ JBJDKU HA U3XOJHOTO BEIIECTBO
OJIaH3aITUH.

Crenr eTHOKpAaTHO MHTPaMyCKyJTHO MHkekTupane Ha ZYPADHERA, 6aBHOTO pa3TBapsiHe Ha
OJIAaH3aITH TIaM0AaTOBaTa COJl B MyCKYJIHATa ThKaH 3aImo4yBa He3a0aBHO M OCUTYPsiBa OaBHO MTOCTOSHHO
0CBOOOIaBaHE Ha OJIAH3AIMH 32 TIOBEYE OT YeTHUPpHU ceaMuitd. OcBOO0XK1aBaHETO TTOCTEIICHHO
HaMaJIsIBa B PAMKUTE HA OCEM JI0 JiBaHajieceT ceqmui. He e HeoOxoaumo 100aBsiHe Ha
AHTUIICUXOTUIIH MPH 3aro4yBane Ha JiedeHneto cb¢ ZYPADHERA (Bxk. Touka 4.2).

KomOunanpaneTo Ha mpodmt Ha 0CBOOOKIaBaHE U CXeMa Ha Mpuiarane (1.m. HHKEKTHPaHe Ha BCEKH
JIBE WJIM Y€TUPH CEJMHIIN) BOIH 10 TOCTOSHHY IJIa3MEHH KOHIIEHTPAINK Ha ojan3anvH. [ itasmennTe
KOHIICHTpAI[MU OCTaBaT U3MEPUMHU 32 HAKOJIKO Mecella ciiell Besko nmxektupane Ha ZYPADHERA.
[TonyxuBoTHT Ha onan3anuH cnen npunarane Ha ZY PADHERA e 30 nuu B cpaBHenue ¢ 30 gaca
Clie]l IEPOPATHO MPUIIOKECHUE. Pe30opOiusara U eTMMUHAPAHETO 3aBbPIIBAT MPUOIH3UTEIHO HIECT JI0
0CeM Mecela ciie] IOCIEAHOTO HHKEKTUPAHE.

PasnpeneneHue
[TepopanausT onanzanuH ce pasmnpesens 06p30. CBbp3BaHETO HA OJAH3AMMH C TIA3MEHUTE MPOTEHHU

e npuom3uTenHo 93% npu KOHIIEHTpaluu B rpanuiuTe oT 7 1o okoso 1 000 ng/ml. B mia3zmara
OJIaH3aITH € CBhP3aH ¢ AOYMHH U 0] -KUCEI TITUKONPOTEHH.

Crrenr MHOTOKpaTHO HHTpaMycKyiHO npritarane Ha 150 mo 300 mg ZYPADHERA na Bcsika BTOpa
cenmutia, 10-msat 10 90-UsIT MePIIEHTHIT Ha TIa3MEHUTE KOHIICHTPAIIMK Ha OJIAH3AIHH B CTAIIHOHAPHO
chCcTOsiHUE ca Mexy 4,2 u 73,2 ng/ml. [Ina3MeHuTEe KOHIICHTPAIMY Ha OJIaH3alMH, HAOJI0JaBaHH B
Jo30BU4 auanas3oH oT 150 mg Bceku 4 ceamunu 10 300 mg BCeku 2 ceAMULM, HITIOCTPUpPAT MOBUILIEHA
CHCTEMHA EKCIIO3UIIMS Ha onan3anuH npu nosuineHu no3u ZYPADHERA. Ilpe3 mbpBute Tpu Mecena
Ha nederne ¢ ZYPADHERA ce HaGmonaBa KyMysrpaHe Ha OJJaH3aITNH, HO HAMAa JIOITBITHUTETHO
KyMyJIUpaHe TI0 BpeMe Ha MpoIbIDKUTeNHa yrnorpeba (12 Mecera) mpy NareHTH, HHXKEKTUPAHH C
no3u 110 300 mg BCEKH BE CEIMUITH.

EnumMunupane
[Tna3MeHUAT KIMPBHC HA OJIAH3AIINH CIIE/ IEPOPATHO MPUIIOKEHUE € TTO-HUCHK rpu xkeHu (18,9 1/49ac)

B cpaBHeHUE ¢ MBxke (27,3 1/gac), kakto u npu Hemymrayu (18,6 1/gac) B cpaBHEHHE ¢ TyIIavu
(27,7 l/aac). B xmuanaan npoyuBanus ¢ ZY PADHERA ca HabmronaBany motoOHA pa3audrs BbB
(hapMaKkOKMHETHKATa MY MBXKE U HKEHU, H MEX/Y IyIIavyn U Henmylayn. Bce mak crenenra Ha
BIIMSHHE HA T10J1a WK TIOTIOHOMYIICHETO BEPXY KIMPHHCA Ha OJIAH3AIIMH € MajKa B CPAaBHEHHE C
oOmiaTa BapuaOWIHOCT MEX1y UHIUBUINTE.

Crapuecka Bb3pact

He ca mposexxnann koukpeTHH npoyuBanmsi ¢ ZY PADHERA mipu manueHTH B cTapyecka Bh3pacT.
ZYPADHERA He ce npernopbuBa 3a JIeUCHHE P TOIMyJIaIiaTa MAUeHTH B CTapUYecKa Bh3pacT,
OCBEH aKo € yCTaHOBEHa JoOpe MOHOCHMA U e(peKTHBHA CXeMa Ha IpujlaraHe ¢ U3M0JI3BaHEeTO Ha
nepopajieH oyiaH3anuH. [Ipu 3apaBu xopa B cTapuecka Bb3pacT (65 TOIWHM U OBeY€e) CPESIHUAT
SJIMMUHALMOHEH MOJYKHBOT € YABKEH B CpaBHEHME ¢ mo-muaau iuna (51,8 cpenry 33,8 yaca), a
KIIMPBHCHT € HamaseH (17,5 cpemnty 18,2 1/49ac). ®apMakoKHHETHYHATA BapHAOITHOCT, HaOII0JaBaHa
P XOpa B cTapuecka Bh3pacT, € B TPaHUIINTE Ha Ta3| 3a mmo-Miaau jmna. [lpu 44 manuentn ¢
mu3o(peHus Ha Bb3pacT Haja 65 roauHn A03u oT 5 10 20 mg/IHEeBHO He ca CBbP3aHU C pa3INdeH
npoQui1 Ha HeXKeJlaH! JIEKapCTBEHH PEaKLIUH.

BrOpeuHo yBpexmaHe

[Ipu manmenTr ¢ Ob0pEeYHO yBpexkaAaHe (KpeaTHHUHOB KiIMpbHC < 10 ml/MuHYTa) HIMa 3HaUYMMa
pasiuKa B CpeaHUS SIIMMHHAIMOHEH ToykuBOT (37,7 cpemry 32,4 waca) wiu B KiupbHca (21,2
cpenty 25,0 1/gac) B cpaBHeHHE che 31paBu Jinna. [Ipoyusane mass balance mokassa, ue okoo 57%
oT Oelsi3aHus C paJoaKTUBEH H30TOI OJIAH3AIMH CE YCTAHOBSIBA B YPUHATA TJIABHO O] hopMaTa Ha
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MeTabomuTH. Makap Je TipH MalueHTH ¢ yBpeieHa Ob0pedHa (yHKIHSI HE € TTPOBEKIAaHO MPOYYBaHe
cbc ZYPADHERA, ce npenopbuBa ycTaHOBsIBaHE Ha J0Ope OHOCHMA U e()eKTUBHA cXeMa Ha
npuiIarase ¢ U3MOJI3BaHETO Ha MEepPOpaeH OJaH3alllH NPy MAalUeHTH ¢ ObOPEUHO YBpeKIaHe Mpenu
3anouBane Ha Jiedenue ¢ ZYPADHERA (Bxk. Touka 4.2).

UYepHoIpoOHO YBpekIaHE

Mautko npoydBaHe 3a BIMSHHETO Ha HapylieHata QyHKIS Ha YepHUsI po0 MpH 6 MaIrMeHTH ¢
KIMHUYHO 3HauuMa (kiac A (n = 5) u kinac B (n = 1) no knacuduxarusra Childs Pugh) nupoza
ycTaHOBsBa cllad eeKT BbpXy (papMaKOKHHETHKATA HA OJIAH3AINH, TIPUIIOKEH MEPOPATHO

(2,5 - 7,5 mg equHUYHA 103a): TAITUEHTUTE C YMEPEHA JI0 TeXKKa YePHOAPOOHA TUCHYHKITIS IMaT
JICKO 3aBUIIIEH CUCTEMEH KITUPHHC U MO-KPAThK CITMMHUHAIIMOHEH TIONMY)KUBOT B CPABHECHHUE C
narnueHTuTe 6e3 yepHopooHa qucyHkmms (n = 3). [loBeyeTo OT manueHTUTe ca MmyIiavu ¢ upo3a
(4/6; 67 %), otkonkoTo naiueHTn 0e3 uepHoapoOHa auchyHkiwms (0/3; 0 %).

Makap 4e npu HalMeHTH ¢ YePHOIPOOHO YBPEXKIaHE HE € MPOBEKIAHO MPOYIBAHE ChC
ZYPADHERA, ce npenopby4Ba yCTaHOBsBaHE Ha J00pE MOHOCKMA U €(PEKTUBHA CXeMa Ha IpuIaraHe
C M3MOJI3BaHETO Ha TIEpOpAJICH OJIaH3AIMH IIPH MAIUEHTH C YePHOAPOOHO YBPEXKITaHE TIPEIH
3amouBane Ha Jieuenne ¢ ZYPADHERA (Bxk. Touka 4.2).

B u3cnenBane Ha nepopajieH oiaH3aIlvH, IPUIOKEH MPHU NPEICTABUTEIN Ha €BPOIEHIHATA paca,
STIOHITY M KUTAWIU, HE ca YCTAHOBCHHU Pa3JIMKH BbB (PapMaKOKUHETUYHUTE APAMETPH CPEJ TPUTE
TMOITYJTaIlNH.

53 I[peaxkaMHNYHU JaHHM 32 0€30I1ACHOCT

[IpenkIMHUYHUTE TPOYYBAHUS 32 OE30MACHOCT Ca U3BBPIICHU C H3MOI3BAHETO HA OJIAH3AIMH TaMOaT
MoHOXHpaT. OCHOBHUTE Pe3yJTaTH, yCTAHOBEHH B TIPOYUBAHUS 32 TOKCHUYHOCT ITPH MHOTOKPATHO
npuiarase (IIbXOBe, Ky4eTa), B 2-TOUIITHO MPOYYBAaHE 332 KapIIMHOT€HHOCT IIPH IUTHXOBE U B
MIPOYYBaHUS 32 PENPOAYKTUBHA TOKCHYHOCT (TLTHXOBE, 3aHIIH), Ca OTPaHIYEHH JI0 PEaKIui Ha
MSICTOTO Ha UHXKEKTHpaHE, 32 KOUTo He Morart Aa ce onpenenst NOAEL. He moxe fa ce yctaHoBU
HOB TOKCHYEH e()eKT, IbJDKAIIl CE Ha CUCTEMHA SKCIIO3MIIMS Ha OJIaH3anuH. Bee mak cucreMHuTe
KOHIICHTPAIIMH B TE3W MPOYYBAHHS B TIOBEUETO CIIyYaH ca MO-HUCKH OT Te3H, HAOII0JaBaHU TIPH
e(eKTHBHU HHBA MIPH NMPOYYBAHUATA TIPU TIEPOPATHO TPHIIOKEHNE, 3aTOBAa MHPOpPMAaIHATA 32
MepopajieH OJIaH3aIKH € J1aJIeHa TO-I0y 3a CIpaBKa.

Ocrtpa (Ipu eTMHUYHA J103a) TOKCHIHOCT

[Ipu3HanmTe Ha TOKCUYHOCT MIPH MIEPOPAJICH MPUEM TIPU TPU3aUHU Ca XapaKTSPHH 32 MOIITHUTE
AHTUIICUXOTUYHU ChCIUHEHHUSI: XUTIOAKTUBHOCT, KOMa, TPEMOD, KJIOHUYHU T'bPUYOBE, CATHBAIIHS U
MOTHCKaHEe Ha HA/IJIABAHETO Ha Terji0. Meamanara Ha JIeTaTHUTe 1031 ¢ mpubausutenHo 210 mg/kg
(mpu mumkw) 1 175 mg/kg (mpu mrpxoBe). Kyderata moHacST eTHOKPATHH IIEPOPATHH TO3H JI0

100 mg/kg 6e3 ma ce HabmOMaBa JeTaieH n3xoa. KITMHWIHUTE MPU3HAIM BKIIOYBAT CEIAIHS,
aTakcusi, TpeMOp, MOBUIIIEHA ChP/IEYHA YECTOTa, 3aTPYAHCHO JIUIIIaHe, MH03a U aHopekcus. [lpu
MaliMyHU eTHOKpaTHU nepopanuau 103u 10 100 mg/kg BoasT 10 mpocTpariysi, a Ho-BUCOKH JIO3H - JI0
HEeN'bJIHA 3ary0a HA Ch3HAHUE.

TOKCHYHOCT NPU MHOTOKPATHO NPUJIATAHE

B nmpoy4BaHus npu MUIIKY C IPOABIDKUTEIHOCT 10 3 Mecella U MPH IUTbXOBE U Ky4eTa C
NPOIBIDKUTENHOCT 10 1 roguHa, npeobiagaBamure egexru ca notuckane Ha LITHC,
AHTHUXOJNMHEPTHYHH eeKTH 1 NepuepHr XeMaToJIOrMYHN HapylieHus. Pa3BuBa ce TojepaHc KbM
notuckanero Ha LITHC. [lapamerpure Ha pacTeka HamansiBaT pU BUCOKHU 103U. OOpatumure edekru,
CHOTBETCTBAILY HA [IOBUILIEHU HUBA Ha IIPOJIAKTHH IIPU IUIBXOBE, BKIIOUBAT HAMAJSIBAHE HA TETJIOTO
Ha SIMYHULUTE U MaTKaTa, KaKTO ¥ MOPGOJIOrMYHM IIPOMEHH BB BJIATAJIMIIHNS €IIUTEN U B MIICUHUTE
HKIIE3H.
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XeMaToJIOTHIHA TOKCHYHOCT

Edextu BpXy XeMaTOIIOTHYHUTE TTAPAMETPH CE€ YCTAHOBSIBAT IMPH BCHYKU U3CJICIBAHU BUIOBE
JKUBOTHU, BKJIFOUHTEITHO J103a-3aBUCUMO TTOHWKCHHE HA [IUPKYJIUPANTUTE JICBKOIMTH TPU MUIIKH U
Hecnenu(pUIHO HaMaJICHUE Ha ITUPKYJIMPAIIHUTE JIEBKOIUTH ITPH ILTHXOBE; HE CE YCTAHOBSBAT, 00aue,
JIOKA3aTeJICTBA 32 KOCTHO-MO3bYHA IIUTOTOKCHIHOCT. [Ipy orpanudeH Opoit Ky4eTa, TpETHPaHU C JI03U
ot 8 wm 10 mg/kg/mueBHO (06mara excro3umwmst Ha onan3anud [AUC] e 12 no 15 mpTH 1Mo-BHCOKA OT
Ta3| MMPHU YOBEKa IPH IIPUEM Ha 11032 OT 12 mg), ce pa3BuBa 0OpaTUMa HEYTPOTICHHSI,
TPOMOOIIMTOIICHUS WK aHeMusl. [Ipy IUTONCHUYHYN Ky4yeTa He ca Ha0JIto/JaBaHU HeXellaHU eeKTH
BBPXY NMPOTCHUTOPHUTE HITH MPOTUPEPUPAIIUTE KIICTKA B KOCTHUS MO3bK.

PenposykTHBHA TOKCUYHOCT

Onan3anvH HsIMa TepaToreHHH epekT. Ceanusra MmoBIMsABa KYTyJIaTUBHUTE CIIOCOOHOCTH Ha
MBXKHATE TOTbXO0BE. [lomoBuTe mukmm ce 3acsrar mpu no3u 1,1 mg/kg (3 mbTH 10-BHCOKH OT
MaKCHMAaJTHATA JI03a TPU X0pa), a PENPOyKTHBHUTE TApAMETPH CE 3acsraT IMPH ILUTbXOBE, HA KOUTO ©
nmaBaHa n1o3a 3 mg/kg (9 mpTH Mo-BUCOKA OT MaKCHMaJIHATA J103a IpU X0pa). B mokosieHneTo Ha
TUTHXOBE, HA KOUTO € JIaBaH OJIaH3aIluH, ce Ha0JIr01aBaT 3a0aBsHE B Pa3BUTHETO HA TUIOZA U IPEXOHO
HaMalsBaHe Ha HUBOTO HAa AKTUBHOCT MPH MAIIKUTE KUBOTHH.

MyTareHHoCT
OnaH3anuH He € MoKa3ajl MyTareHHOCT WU KIaCTOTEHHOCT, MPH IThJIHUS HA0OP MPOBEICHH

CTaH/IaPTHU TECTOBE, BKIIFOUBAIIHM TECTOBE 32 OAKTEPUATHU MYTAIIUH H i Vitro Y IEPOPAITHU in VIVO
TECTOBETE NpU 003alHUIIH.

Kapuuaorennoct
BB3 0cHOBa Ha pe3yJITaTUTE OT MPOYIBAHUATA TIPH IIEPOPATHO MPHIIOKESHHUE IIPYU MUIIIKH U TUTHXOBE €
HaIpaBeHO 3aKJIIOUYCHUETO, Ye OJaH3aIMH HE € KapIIMHOTCHEH.

6. DAPMAIEBTUYHU JAHHHA
6.1 CHHCLK Ha IOMOIIHHUTE BEIeCTBA

TIpax
Hsima moMoriau BemiecTBa

Pasreopuren

Kapmenosza Harpuii

Manuron

IMommucopbat 80

Bona 3a umxkexiumn

XimopoBOoAOpOIHA KHCETHA (3a Kopekius Ha pH)
Harpues xuapoxcun (3a kopekius Ha pH)

6.2 HecnBMecTHMOCTH

To3u nekapcTBEeH NPOAYKT He TPsIOBa Ja ce CMECBa ¢ APYrH JIKAPCTBEHH MTPOAYKTH, C U3KIIIOUECHUE Ha
IIOCOYEHUTE B TOUYKA 6.6.

6.3 Cpoxk Ha roaHoCT
2 TOOVHU
Crnen pa3tBapsiHe BBB ¢urakoHa: 24 gaca. AKO IPOIYKTHT HE C€ M3ITOJI3Ba BEIHATa, TOM TPsOBa 11a ce

pa3KiiaTu CHepPTUYHO, 32 JIa Ce pecycneHnupa. Beaabxk u3ternena ot (JiakoHa B CIIPUHIIOBKA,
CyCIieH3MsITa TpsiOBa /1a ce U3M0JI3Ba He3a0aBHO.
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XuMu4HATa ¥ (PU3HUHATA CTA0OMIIHOCT Ha CYCIICH3MATa BbB ()JIaKOHA ¢ T0Ka3aHa 3a 24 yaca Ipu

20-25 °C. Ot MUKpOoOHOIOTHYHA TJIeAHA TOUKa, MPOAYKTHT TPsAOBa Aa ce ynoTpeOu He3abaBHO. AKO
He ce ynorpebu He3abaBHO, MEPHOABT Ha U3MOJI3BAaHE U YCIOBUATA 32 ChbXpaHEeHHe Npean yrnorpeda ca
OTrOBOPHOCT Ha MOTpeOuTeNs 1 OOMKHOBEHO He TPpsiOBa Aa ca moseye 24 yaca npu temneparypa 20-
25°C.

6.4 CrnenuajHu yCJI0BHSI 32 ChXpaHeHue
Jla He ce oxJlaxk1a Win 3aMpassisa.
6.5 Bua v chabpikaHue HA ONAKOBKATA

ZYPADHERA 210 mg npax: crekieH (hiaaxos tun . bpomOyTiiioBa 3amymianka ¢ uepBeHokadsBa
oOKatka.

ZYPADHERA 300 mg npax: crbkieH ¢uakos tum I. bpomOyTrioBa 3amymanka ¢ MaclIMHEHO3eIeHa
oOKatka.

ZYPADHERA 405 mg npax: cTpkieH ¢urakoH tum [. bpoMOyTriioBa 3amymrainka ¢hC CTOMAaHEHO CHHS
oOKkarka.

3 ml pa3tBoputen: crhkieH (aakon tun I. Byrunosa 3amymanka ¢ oOkatka.

Enna kapToHeHa KyTus ChIbpka euH (PJIaKkoH ¢ TIpax u eAuH (DIAKOH C pa3TBOPHUTEIN, EHA
Hypodermic cipuntioBka ot 3 ml ¢ npeaBapurenHo nmpukperneHa odezomnacena urna 19-G 38 mm,
eana obezonacena Hypodermic urna 19-G 38 mm u n8e o6e3omacenu Hypodermic urnu 19-G
50 mm.

6.6 CrnenmaJIHu NpeANa3HA MEePKH NPH M3XBbPJIsHe U padoTa

CAMO 3A IBJBOKO HHTPAMYCKYJIHO HH)KEKTUPAHE B I'VIYTEAJIHATA
OBJIACT. JA HE CE IIPUJIATA HHTPABEHO3HO HUJIU IOAKOKHO.

Hewusnonssanusr JICKApPCTBCH NPOAYKT WIN OTHAABYHUTC MATCPAJIM OT HET'O TpSI6Ba Ja C€ U3XBBPJIIAT
B CbOTBCTCTBUEC HAa MCCTHUTC U3UMCKBAaHMA.

PastBapstue (PexkoHcTrTynpane)

CTDIIKA 1: [ToaroroBka Ha MaTepuaJnTe
[IpenopbuBa ce n3non3BaHeTo Ha ppkaBulM, Thii kKaro ZYPADHERA Moxe na pazapa3Hu Koxara.

PastBapsiite (pekoncruryupaiite) ZYPADHERA mnpax 3a HH)KeKIIMOHHA CYCIEH3US C YABIKCHO
0CBOOOJKIaBaHE CaMO C Pa3TBOPUTEIIS, OCUTYPEH B OIIAKOBKATa, KATO U3II0JI3BaTe CTAHJapTHA
acenTUYHa TEXHUKA 3a pa3TBapsHe (PEKOHCTUTYHUPAHE) Ha MPOAYKTH 3a NAapEHTEPATIHO NPUIIOKEHHUE.

CTBIIKA 2: Onpenesisine Ha 00eMa Ha pa3TBOPUTeJIs 32 pa3TBapsiHe (PeKOCTUTYHPaHe)
B Ta3u Tabnuua e qaseHo KOJIMYeCTBOTO pa3TBOPHUTEN, HEOOXOANMO 3a pa3TBapsSHE
(pexoncruryupane) Ha ZYPADHERA npax 3a HHXEKIIMOHHA CYCTIEH3HS C yIBIDKEHO
0CBOOOKIaBaHE.

ZYPADHERA O06eM Ha pa3TBOPHTEIS 3a
KOJIMYECTBO HA AaTHBHOTO npubassHe (ml)
BEIIECTBO BBB (prakoH (mg)
210 1,3
300 1,8
405 2,3
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BaxHo e 1a ce oTOenexu, ue BbB (UIakoHa UMa MOBEYe Pa3TBOPUTEN, OTKOJIKOTO € HEOOXOIUMO 32
pa3TBapsiHe (PEKOHCTUTYHpAHE).

CTBIIKA 3: PazrBapsine (pexoHcTuTyHpane) Ha ZYPADHERA

1. Paszpoxkaiite mpaxa upe3 JIeKo IMoUyKkBaHe Ha (pirakoHa.

2. OrtBopeTe npeaBapuTenHo omakoBanata Hypodermic cripuHIIOBKa U UTIaTa ChC 3aIIUTHOTO

npucnocoodieane. OTBOpETe ONMCTEpHATA TOPOMYKA U OTCTPAHETE TIPUCIIOCOOJICHUETO.

[Ipukpenere cipuHIOBKAaTa (aKO Beue HE € MPUKpPEIeHa) KbM JIyep-Bpb3Kara Ha

NPUCTIOCOOJIEHUETO C JIKO BbPTENUBO ABKeHue. [loctaBeTe uriara 31paBo BEPXY

NPUCTIOCOOIEHUETO Ype3 HATHCK U 3aBBbpPTaHE 10 MIOCOKA Ha YaCOBHUKOBATA CTPEJIKA, CJIE]] TOBa

M3IbpIIAiiTe TUPEKTHO Kaladkara Ha WriiaTa oT uriata. HecriazBaHeTo Ha Te3W yKa3aHHUS MOXKE J1a

JoBeie 10 yOOXK/TaHe C hriiaTa.

M3Ternere npeaBapuTeITHO onpeaeieHns ooem pa3tBoputeln (CThIKa 2) B CIPHHIIOBKATA.

Wmxektupaiite o0ema pa3TBOpUTEN BBB (IIAKOHA C MPaX.

Uzrernere Bb3myxa, 3a 1a CE M3PaBHU HAJSITAaHETO BHB (PJIaKOHA.

OTcrpaHeTe uriara KaTo Ibp>kute (pakoHa, HACOUEH HArope, 3a Jia ce MpeJoTBpaTH 3aryda Ha

pa3TBOpUTEIL.

7. Brurouere 3amuTHOTO MpHCIIOcOOIeHne Ha urnaTa. [IpurtucHere nrnata kbM 00BHBKaTa KaTo
M3II0JI3BaTe TEXHUKA C e1Ha phKa. M3mbiHeTe Texankara ¢ enHa ppka kato BHUMATEJIHO
npuTHCHeTe 00BMBKaTa KbM miocka moBbspxHocT. KOTATO OEBUBKATA CE I[TPUTHUCHE
(®ur. 1), UTJTIATA BJIM3A INTbTHO B OBBHUBKATA (®uwr. 2).

8. VYbenete ce BU3yaliHO, Ye UTJIaTa U3LSIIO € BKIIOYCHA B 3allUTHATa 00BHBKa Ha uriara. Korato e
HE0OXO0UMO TIPH OTIpe/ieTieHa MEANIIMHCKA MIPOIeNypa, CaMO OTCTPaHETe MPHUCIIOCOOIEHNETO C
BKIIFOUEHATa UTJIa OT cpuHIOBKaTa. OTcTpaHsBa ce Upe3 XBallaHe Ha JIyep HaKpalHWKa Ha
3aIMTHOTO MPHUCIIOCOOJIEHUE Ha UTJIaTa C TaJlella ¥ IMoKa3ajena, KaTo CBOOOIHUTE MPBCTH Ce
IBpIKaT Jlajiede OT Kpasi Ha IPUCIIOCOOJICHUETO, ChABPKAIIO0 BbpXa Ha urnara (dwur. 3).

SNk w

HE
MU3MYCKANTE
OT NOrnen
WUIMATA

dwur. 2 ®wur. 3

9. TlouykaiiTe (iakoHa CHITHO H HIKOJIKOKPATHO BHPXY TBBP/ia IOBBPXHOCT, JIOKATO MPECTaHE JIa ce
BIKa npax. [locTtaBere 3a 3ammTa MeKa IOUI0KKa Ha IOBbPXHOCTTA (BXK. Ddurypa A)

—

e L
®urypa A: Ilogykaiite CHITHO, 3a 1a C€ CMECH

10. IlpoBepere Bu3yanHo (hiaakoHa 3a Oyuku. HecycreHIupaHUAT Ipax U3TIEKAa KaTO KBIITH, CYXH

OyuKH, MmoyierTHaIH 1Mo (hraKoHa. AKO OCTaHaT OYYKH, MOKE JIa € HEOOXOIUMO JIOIThTHUTEITHO
nmodykBaHe. (BK. durypa b).
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N,
> D g
Hecycnenaupan: BuauMu Oy4Ku Cycrnienaupan: 6e3 0ydku

®urypa b: [IpoBepere 3a HecycneHaAUpaH MMPax U ako € He0OXOINMO TIOBTOPETE MOYYKBAHETO.

11. Paskmarere (bHaKOHa CHCPIruYHO JOKATO CYCIICH3MATA CTAHC TJIaJlIKka Ha BUJ] U XOMOT'CHHA Ha BT

u KoHcucteHws. CycreHIUpaHuAT IPOAYKT 1ie Ob/e KBJIT U Hernpo3paueH. (Bx. Purypa B)

durypa B: PaskiateTe eHeprudHo ¢iakoHa

AKko ce oOpasyBa I1siHa, ocTaBeTe (pilakoHa U3MPaBEH, 3a Jla M34e3HE MsHATa. AKO MPOIYKTHT HE Ce
W3II0JI3BA BEIHATA, TOW TPSIOBA J1a Ce pa3KIIaTH CHEPTUYHO, 3a JIa CE€ pecycneHaupa. Pa3TBopeHusT
(pexorcturyupanusat) ZYPADHERA octaBa crabumen 3a 24 gaca BB (IakoHa.

IIpunoxeHue

CTBIIKA 1: Un:xxexkTnpane Ha ZYPADHERA
Tasu Tabnmia naBa kpaiiaute ooemu Ha ZYPADHERA cycrieH3ust 3a HHXEKTHUPAHE.
Konmnentparusra Ha cycrensmsita € 150 mg/ml omanzamnuH.

98]

Hoza Kpaen o6em 3a
(mg) MHXEKTHpPaHe
(ml)
150 1,0
210 1,4
300 2,0
405 2,7

Omnpenenere KOs UIJIa II€ U3IONI3BATE, 32 /1a MPUIOKUTE WHKEKIMATA Ha TAllNeHTa. 3a MalueHTH

ChC 3aTIBCTIABAHE 32 MHXKEKTHPAHE ca mpenopbuBa 50 mm uria.

= AKO 32 HHXXEKTUPAHETO ce m3non3Ba S0 mm wuriia, npukpenere 38 mm oOe30maceHa uriia KbM
CIIPUHIIOBKATA, 32 J]a M3TETJINTE HEOOXOIUMUS 00EM OT CYyCIICH3USITA.

= AKO 3a HH)KEKTHPAHETO C€ M3MOI3Ba 38 mm uria, mpukperere S0 mm obe30macena urira KbM
CIIPUHIIOBKATA, 32 J]a M3TETJINTE HEOOXOIUMUS 00eM OT CYyCIICH3USITA.

baBHO u3TerneTe xenaHoTo KOIUIecTBO. Mallko U3JIHIIEH MPOYKT IIe OCTaHE BB (IaKOHa.

Brirodere 3aliUTHOTO MPUCIIOCOOJICHNE HAa UIJIaTa U OTCTPAHETE MIrjlaTta OT CIPUHIIOBKATA.

[pukpenere m36panara S0 mm um 38 mm obe3onaceHa uriia KbM CIIPUHIIOBKATA MPEJU J1a

nmxektupare. lllom kaTo cycnieH3usiTa € u3rerieHa ot GakoHa, Ts TpsOBa He3a0aBHO Ja ce

HMHKCKTHpA.

N3bepere u mOAroTBETE MACTO 33 MHXKEKTHUpaHe B cepanuiHaTa oonact. JIA HE CE

NHXEKTUPA MHTPABEHO3HO WJIM [TOAKOXHO.

Crnen BpBeX/IaHE Ha WUTIIATa, aCITUPUPANTE 32 HIKOJIKO CEKYHIIH, 32 Jla C€ YBEpUTE, Y€ HE Ce

MOSIBSIBA KPBB. AKO B CIIPUHIIOBKATA CE M3TETJIM KaKBAaTO M JIa € KPbB, M3XBHPJICTE CIIPUHIIOBKATA
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W J103aTa ¥ 3all0YHeTe OTHOBO MPOIIe/ypara 1o pa3TBapsiHe U npuiarane. MHxekTupaHeTo TpsoBa
Jla ce U3BBPILU ¢ YCTOWYIHBO, IOCTOSTHHO HaJIsITaHe.
HE MACAXUPAWTE MSICTOTO HA MHXKEKTUPAHE.

7. Bxmrodere 3a0TUTHOTO IpHCIIocobeHue Ha uriaTa.(dur. 1 u 2)

8. UsxBbprere G1akOHUTE, CIPUHIIOBKATA, U3MIOJI3BAHUTE UTIIH, OITBIHUTEIHATA UTJ1a U
HEW3IIOJI3BAHUS PA3TBOPHUTEIN ChIVIACHO ChOTBETHHUTE KIIMHUYHH TIpotieypu. DrakoHbT € camo 3a
eIHOKpaTHA yroTpeoa.

7. INPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

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

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA
EU/1/08/479/001

EU/1/08/479/002
EU/1/08/479/003

9. JJATA HA TbPBO PA3SPEINABAHE/TIOJJTHOBSIBAHE HA PASPEIIIEHHUETO 3A
YIIOTPEBA

Jara Ha mepBo paspemasane: 19/11/2008 r.

JaTta Ha mociaeaHo nmoaHoBsBaHe: 26/08/2013 r.

10. JTATA HA AKTYAJIN3UPAHE HA TEKCTA

{MM/TTTT}

[Honpobna uHpopManys 3a TO3M JEKApCTBEH NPOAYKT € MpeJocTaBeHa Ha yeOcalita Ha EBponeiickaTta
areHys 1o JIeKapcTBaTa https://www.ema.europa.eu
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INPUJIOKEHHUE 11

MPOU3BOJUTEJ, OTTOBOPEH 3A OCBOBOK/JABAHE HA
MAPTUIU

YCJI0OBUSA UK OT'PAHUYEHNUSA 3A JOCTABKA U YIIOTPEBA

APYTI' YCJOBUSA U UBUCKBAHUSA HA PASPEIIEHUETO 3A
YIHOTPEBA

YCJIOBUA NJIN OTPAHUYEHNS 3A BE3OITACHA U EOEKTUBHA
YIIOTPEBA HA JIEKAPCTBEHMA ITPOAYKT
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A. ITPOU3BOJUTEJL, OTTOBOPEH 3A OCBOBOXK/JIABAHE HA ITAPTU U

Hme n aapeC HAa MPOU3BOAMTCIIA, OTTOBOPEH 3a 0CB060)KI[aBaH€ Ha NapTUAUTC

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

Manufacturing Packaging Farmaca (MPF) B.V., Neptunus 12, 8448 CN Heerenveen, Hunepmangus.
CHEPLAPHARM Registration GmbH, Weiler Stralle Se, 79540 Lorrach, I'epmanusi.
CHEPLAPHARM Arzneimittel GmbH, Ziegelhof 23-24, 17489 Greifswald, I'epmanus.
IleyaTHaTta TMCTOBKA Ha JIEKAPCTBEHUS MPOIYKT TPsIOBA J]a ChIABPIKa HMETO U ajipeca Ha
MPOHU3BOJMTEINS, OTTOBOPEH 32 OCBOOOKIaBaHETO HA ChOTBETHATA MApTHIA.

b. YCJIOBUSA WJIN OTPAHUYEHNS 3A JOCTABKA U YIIOTPEBA

JlexapcTBEHHUSAT MPOIYKT C€ OTITyCKa IO OTPaHUIEHO JieKapcko npeanucanne (Bx. [punoxenne I:
Kpatka xapakTepuctika Ha IpoAyKTa, Touka 4.2).

B. APYI'U YCJIOBUS U UBNCKBAHUSA HA PASPELHIEHUETO 3A YIIOTPEBA

. Ilepuoauynu aKkTyaJau3npanm aokaaau 3a oesonacuoct (ITAIB)

Msuckpanusta 3a nonasane Ha [TAJIb 3a To3u JeKapcTBEH NPOAYKT ca MOCOUYEHHU B CITUCHKA C
pedepentnute natu Ha Epponetickus cbto3 (EURD crmchk), npeasuzieH B wi. 1078, ait. 7 ot

HupextuBa 2001/83/EO, 1 BB BCUUKH CJeIBaIIl aKTyalln3allliH, ITyOIUKyBaHU HA €BPOTIEHCKIS
yeOropTain 3a JexapcTaa.

I'. YCJIIOBUA WU OI'PAHUYEHNS 3A BE3OIIACHA U EOEKTUBHA YIIOTPEBA HA
JIEKAPCTBEHUS NTPOAYKT

. IInan 3a ynpaBaenue Ha pucka (ITYP)

[Ipurexarensar Ha pa3pemenunero 3a ynorpeda (IIPY) TpsOBa na n3BbpiIBa N3UCKBaHUTE JEHHOCTH H
NIEHCTBYSI, CBBP3aHH C TIPOCIeAsIBaHe Ha JIEKapCTBeHaTa 0€3011acHOCT, mocodeHn B oo0penns [1YP,
npezactaBed B Moayn 1.8.2. Ha pa3penieHreTo 3a ynorpeda, KakTo U IPH BCUYKHU CIIEABAIIHN 0JOOpEHH
akTyanu3auuy Ha ITYP.

Axryammsupas [IYP TpsiOBa na ce moxaBa:
e 10 nckaHe Ha EBponeiickara areHuus 1o JeKapcTBara,

® BUHArW, KOraTo C€ M3MCHsI CUCTeMaTa 3a YIPaBJICHUE Ha PUCKa, 0COOCHO B pe3yJiTaT Ha
MoJTydaBaHe Ha HOBa WH(OpMAIHs, KOATO MOXKE Ja JOBE/IE 10 3HAYNMU IIPOMEHU B
CHOTHOIIICHUETO MOJI3a/PUCK, WK CJIE]] IOCTUTAHE Ha BaXKEH eTall (BbB BPh3Ka C

npociensBaHe Ha JIeKapCcTBeHAaTa 0e3011aCHOCT MIIM CBEXIaHE Ha PUCKa 0 MUHUMYM).

o JlobJIHUTEJIHN MEPKH 32 CBeXKIaHe HA PUCKa 10 MUHUMYM
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[porpama 3a oOydeHue Ha crienuanucTUTe o 3apaBHu rpwxkH (C3I) (ekapu-MeAMIUHCKH CECTPH-
(hapmManeBTn) 1e ce agpecupa KbM,

1) Omucanne Ha TOCT-UHXEKIIMOHHUS CHHAPOM

- OOy4eHme OTHOCHO 2-T€ HHTPAMYCKYJTHH ()OPMH Ha OJIAH3AIMH, BKIIOYUTEITHO Pa3INKUTE B
OTIaKOBKHTE

- Ornucanue Ha pa3TBapsSIHETO U MIPABUIIHATA TEXHUKA HA MPHIIOKECHNE

- IIpemoppka 3a 3-yacoB Ha MACTO MEPHOJ] Ha HAOIIOCHNE ClIe]] HH)KEKTUPAHETO

- IIpemopwka, 4e HEMOCPEICTBEHO PEH MAMEHThT Ja HAIyCHE 3APaBHOTO 3aBEACHNE, TPSOBa J1a
ce MOTBBPIH, Y€ TOH € OyAeH, OpUCHTUPAH U JIMIICBAT KAKBUTO Aa € MPU3HALU U CHMIITOMH Ha
npeao3upaHe.

- IIpemopwka, ye 3-4acoBUAT MepHO Ha HAOIIOeHHE TPAOBA /1a Ce YABIDKH MO KIMHUYHU
MOKa3aHus 3a MALUEHTUTE, KOUTO MPOSBSABAT HAKAKBH NPU3HALM U CHMITOMH, CbOTBETCTBALIH Ha
Npeao3upaHe ¢ OJaH3aIlMH.

— HpeHOpT)Ka 3a YBCAOMABAHC HAa MAIUCHTUTE, Y€ 3a OCTAThKa OT JICHA HAa MHXKXCKIUATA TC HE
TpsiOBa Ja modupaT UK J1a paboTAT ¢ MAIIMHY, TPSAOBa J1a ca OAUTENHH 3a cilydail Ha Oene3u u
CHUMIITOMHU Ha NOCT-WH)XEKLIUOHEH CHHIIPOM U TPsIOBa 1a ca B ChbCTOSHUE Ja MOTYYaT ITIOMOIII, aKoO
ce HyXKAasT

- Ormucanue Ha HAl-4eCTUTE CUMITOMH, ChOOIIIABaHU C TIPEIO3UpaHe Ha OJNIAH3AINH, KOUTO
NPEACTaBAT KIMHUYHATA MPOSIBA MIPH CHOUTHS Ha MOCT-UH)XEKLIMOHEH CUHIPOM

- Ilpemopwka 3a MOIXOAIl MOHUTOPUHT JOKATO CHOUTHETO C€ pa3pelin, aKo HAOI0JaBa HIKAKBO
chouTHE

2) HpeHOpT)KI/I 34 MOHUTOPHUPAHC HA MAIITMCHTUTE 3a I'NIFOKO34a, JUIIUANU U TCIICCHO TCIJIO.
— IloBumaBaHe Ha Ch3HAHUETO 3a MOAXO A1 MeTabOIUTEH MOHUTOPHUHT YpE3 pa3iaBaHC HaA

H3I10JI3BaHU Hy6JII/IKYBaHI/I AHTUIICUXOTHUYHHU HACOKH.

Kapra Ha naienra ime Ob/e pa3zajicHa Ha BCHUKHU MAlMEHTH, BKIIFOUUTEITHO:

- Omnucanue Ha MOCT-UHXCKIIMOHHUSI CHHIPOM

- IIpemopwka 3a 3-yacoB Ha MSCTO MEPHOJ] HA HAOIIOJCHUE CJIC]] HHKEKTUPAHETO

- IIpemopwka 3a yBenoMsBaHe Ha MAIIMEHTUTE, Y€ 32 OCTATHhKA OT JICHA Ha MHKCKIUATA TC HE
TpsIOBa Aa modupaT Uik aa paboTAT ¢ MaIllMHH, TPSIOBA 1a ca OMUTETHH 3a CIIyJail Ha Oene3u u
CUMITOMH Ha MOCT-UHXKEKIIMOHEH CHHAPOM U TPsIOBA J1a ca B ChCTOSHUE 1A TIOIYYaT ITOMOIII, aKO
ce HyX/IasT

- Ormucanue Ha HA-Y€CTUTE CHMITOMH, ChOOIIABaHU C TIPEIO3UpPaHe Ha OJIAH3AIINH, KOUTO
MPEACTABAT KIIMHUYHATA IIpOosABa IIpu CHOUTHS Ha MMOCT-UHXXCKIMOHCH CUHAPOM

- Ilpemopwka 3a MOIXOAI MOHUTOPUHT JOKATO CHOUTHETO C€ pa3pellin, aKo HAOI0jaBa HIKAKBO
crouTHe
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INPUJIOKEHHUE II1

JAHHU BBPXY OITAKOBKATA U JINCTOBKA

29



A. JAHHH BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

Kapronena kytust ZYPADHERA 210 mg npax u pa3TBopHTe] 32 MHKEKIITOHHA CYCIICH3US €
YIBJKEHO 0CBOOOKIABAHE

1. HNME HA JIEKAPCTBEHUA ITPOAYKT

ZYPADHERA 210 mg npax 1 pa3TBOPHUTEN 32 MHKEKIIMOHHA CYCIIEH3Us C YABIKEHO
0CBOOOXKJaBaHe
OJIaH3alKH

2. OBSABSBAHE HA AKTUBHOTOMTE) BEHIIECTBO(A)

OnaH3anuH naMoaT MOHOXHIpAT, eKBUBaieHTeH Ha 210 mg onanzanun. Ciex pasreapsiae: 150 mg/ml
OJIaH3aIluH.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

IToMomHHTE BemIecTBa HAa Pa3TBOPUTEIIS ca KapMello3a HaTpHuil, MaHUTO, mosrcopoar 80, Boxa 3a
WHXKEKITNH, XJIOPOBOJOPOIHA KHCETNHA, HATPUEB XUIAPOKCHUI.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

Enun daakoH mpax 3a HHXKESKIIMOHHA CYCIIEH3Us C YABIKEHO 0CBOOOKIaBaHE.

Enun ¢nakon 3 ml pasrBoputen.
Enna Hypodermic cpuHIioBka u 00e301maceHa uriia.
Tpu Hypodermic o0e3onacenn urim.

‘ 5. HAYMH HA ITPUJIOKEHUE U IbT(MLIA) HA BBBEXK/IAHE

[Ipenn ynotpeba npoyereTe IMCTOBKATA.
MHTpaMyCKyJIHO NPUIIOKEHHE.
[a He ce mpuara MHTPaBEHO3HO WJIH MTOJKOXHO.

6. CHELHUAJIHO HPEAYHPEXIEHUE, YE JIEKAPCTBEHUAT HPOAYKT TPSBBA
JA CE CBbXPAHSBA HA MSCTO JAJIEYE OT IIOTJVIEJA U TOCEI'A HA TELIA

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

‘ 7. APYI'U CHEIIUAJIHU NPEAYIIPEXIEHUA, AKO E HEOBXOANUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

Tomen no: {(MM/ITTT}
®dakoH ChC CyCHEH3HUS Cien pa3TBapsHe: 24 Jaca.
Benuwxk nsrerneHa ot QiakoHa B CIIPUHIIOBKA, CYCIICH3UATa TPsIOBa Jla ce U3I0JI13Ba He3a0aBHoO.
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‘ 9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

I[a HE CC OXJIaXXJ1a WUJIN 3aMpassaBa.

10. CHENOUAJHU INIPEAITASHU MEPKU ITPU N3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HME U AJJPEC HA IPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

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

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/08/479/001

13. HMAPTHUJAEH HOMEP

[Taptunen Ne

14. HAUYMH HA OTIITYCKAHE

JlexapcTBEHUSAT MPOYKT C€ OTITyCKA IO OTPaHUIEHO JIEKAPCKO MPEAMUCaHNE.

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAMJIOBA A3BBYKA

[Ipueto e ocHOBaHME J1a He ce BKItouM nHopMarus Ha bpaiinoBa azoyka.

‘ 17. YHUMKAJIEH UAEHTU®UKATOP — JIBYU3MEPEH BAPKO/

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UIACHTU(DUKATOD

‘ 18. YHUKAJIEH IJEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHU, KOUTO TPABBA JA CbABPXKAT I'bPBUYHUTE OITAKOBKHA

Etuxer Ha duiakona ZYPADHERA 210 mg npax 3a HHKeKIMOHHA CYCIIEH3Hsl ¢ YABJKEHO
0CBOOOKIaBaHe

1. HUME HA JIEKAPCTBEHUA ITPOAYKT U II'bT(MIIA) HA BBBEKJIAHE

ZYPADHERA 210 mg npax 3a HHXXeKLHUS C yIBJHKEHO 0CBOOOKIaBaHe
OJIaH3allH
Lm.

2. HAYUH HA ITPUJIOKEHUE

[Ipenu ynoTtpeba npoyerere JINCTOBKATA.

‘ 3. JATA HA U3TUYAHE CPOKA HA TOJHOCT

T'onmen mo:

4. MHAPTUJAEH HOMEP

[Taptunen Ne

5. CBbABPKAHUE KATO MACA, OBEM WJIN EJIUHUILIA

210 mg

| 6. IIPYTO
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

Kapronena kytust ZYPADHERA 300 mg npax u pa3TBopHTes 32 MH/KEKIITOHHA CYCIICH3US €
YIBJKEHO 0CBOOOKIABAHE

1. HNME HA JIEKAPCTBEHUA ITPOAYKT

ZYPADHERA 300 mg npax 1 pa3TBOPHUTEN 3a MHKEKIIMOHHA CYCIIEH3Us C YABIKEHO
0CBOOOXKJaBaHe
OJIaH3alKH

2. OBSBSBAHY HA AKTUBHOTOMTE) BEIHIECTBO(A)

OnaH3anuH namMoaT MOHOXUApAT, ekBuBasieHTeH Ha 300 mg onan3anus. Cnen pa3rBapsHe: 150 mg/ml
OJlaH3aIiH.

3. CIIMCBK HA TIOMOIIHHUTE BEHIECTBA

[TomonrHuTE BemiecTBa Ha Pa3TBOPUTEIIS Ca KapMeslo3a HATpui, MaHUTOJ, mosmcopoOar 80, Boja 3a
WHXEKIINH, XJIOPOBOJOPOIHA KHCEINHA, HATPUEB XUAPOKCHI.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

Enun ¢akoH npax 3a HHKEKIMOHHA CYCIICH3US C YABIDKEHO OCBOOOXKIaBaHE.
Enun ¢nakon 3 ml pasrBoputen.

Enna Hypodermic cnpuniioBka 1 obe3omnaceHa uria.

Tpu Hypodermic o0e3onacenn urim.

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

[Ipenu ynoTtpeba npoyerere JINCTOBKATA.
WHTpaMyCKyIIHO MPHIIOKEHHE.
[a He ce mpuara HHTPaBEHO3HO WJIH MTOJIKOXHO.

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE JIEKAPCTBEHUAT HPOAYKT TPSBBA
JA CE CBbXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCEI'A HA TELITA

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

‘ 7. APYT' CHEIMAJIHU ITPEAYITPEXKIAEHUA, AKO E HEOBXOJUMO

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

lomen mo: (MM/ITTT}
@®1akoH ChC CyCIIEH3HUs Cllel] pa3TBapsHe: 24 yaca.
Bennbx nsrernena ot puakoHa B CIPUHIIOBKA, CYCIIEH3UATA TPSAOBa Ja ce U3I0JI3Ba He3a0aBHO.
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‘ 9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

I[a HE CC OXJIaXXJ1a WUJIN 3aMpassaBa.

10. CHENOUAJHU INIPEAITASHU MEPKU ITPU N3XBBPJIAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HME U AJJPEC HA IPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

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

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/08/479/002

13. HMAPTHUJAEH HOMEP

[Taptunen Ne

14. HAUYMH HA OTIITYCKAHE

JlexapcTBEHUSAT MPOYKT C€ OTITyCKA IO OTPaHUIEHO JIEKAPCKO MPEAMUCaHNE.

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAMJIOBA A3BBYKA

[Ipueto e ocHOBaHME J1a He ce BKItouM nHopMarus Ha bpaiinoBa azoyka.

‘ 17. YHUMKAJIEH UAEHTU®UKATOP — JIBYU3MEPEH BAPKO/

JBym3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UIACHTU(DUKATOD

‘ 18. YHUKAJIEH IJEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHU, KOUTO TPABBA JA CbABPXKAT I'bPBUYHUTE OITAKOBKHA

ETuker Bbpxy ¢uiakona ¢ ZYPADHERA 300 mg npax 3a HHKeKIIHOHHA CYCTIeH3Hs € YABJLKEHO
0CBO0OKIaBaHe

1. NUME HA JIEKAPCTBEHUSA MTPOAYKT U IBT(MIIA) HA BBBEXK/IAHE

ZYPADHERA 300 mg mpax 3a HHKEKIHsI ¢ YABIHKEHO 0CBOOOXK TaBaHE
OJIaH3aMuH
Lm.

2. HAYMH HA ITIPUJIOKEHHUE

[Ipenu ynoTpeba npoyerere JINCTOBKATA.

‘ 3. JATA HA U3TUYAHE CPOKA HA I'OJHOCT

T'onmen mo:

4. IHAPTUJIEH HOMEP

[Taptunen Ne

5. CBbABPKXAHUE KATO MACA, OBEM WJIN EJVHUIIA

300 mg

| 6. TIPYTO

36



JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

Kapronena kytust ZYPADHERA 405 mg npax u pa3TBopuTe] 32 MHKEKIITOHHA CYCIICH3US €
YIBJKEHO 0CBOOOKIABAHE

1. HNME HA JIEKAPCTBEHUA ITPOAYKT

ZYPADHERA 405 mg npax 1 pa3TBOpPHUTEN 3a MHKEKIUOHHA CYCIIEH3Us C YABIKEHO
0CBOOOXKJaBaHe
OJIaH3alKH

2. OBSBSBAHY HA AKTUBHOTOMTE) BEIHIECTBO(A)

OnaH3anuH namMoaT MOHOXUAPAT, ekBuBalieHTeH Ha 405 mg onan3anud. Cnen pa3rBapsHe: 150 mg/ml
OJIaH3aIuH.

3. CIIMCBK HA TIOMOIIHUTE BEINECTBA

IToMomHHTE BemIecTBa HAa Pa3TBOPUTEIIS ca KapMello3a HaTpHuil, MaHUTO, mosrcopoar 80, Boxa 3a
WHXKEKITNH, XJIOPOBOJOPOIHA KHCETNHA, HATPUEB XUIAPOKCHUI.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

Enun ¢nakoH npax 3a HHKEKIMOHHA CYCIICH3US C YABIDKEHO OCBOOOXKIaBaHE.
Enun ¢gnakon 3 ml pasrBoputen.

Enna Hypodermic cnpuaiioBka u obe3omnaceHa uria.

Tpu Hypodermic oGe3omacenu urim.

‘ 5. HAYUH HA ITPUJIOKEHUME U ITbT(MIIA) HA BBBEKJJAHE

[Ipenu ynoTpeba npoyerere JINCTOBKATA.
WHTpaMyCKyIIHO MIPHIIOKEHHE.
[a He ce mpuara MHTPaBEHO3HO WJIH MTOJIKOXHO.

6. CHELHUAJIHO HPEAYHPEXIEHUE, YE JIEKAPCTBEHUAT HPOAYKT TPSBBA
JA CE CBbXPAHSBA HA MSCTO JAJIEYE OT IOTJIEJA U TOCEI'A HA TELIA

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

‘ 7. APYT' CHEIMAJIHU IIPEAYITPEXKIAEHUA, AKO E HEOBXOJUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

lomen mo: (MM/ITTT}
®dakoH ChC CyCHEH3US Cien pa3TBapsHe: 24 Jaca.
Benuwxk nsrerneHa ot (iakoHa B CIIPUHIIOBKA, CYCIICH3UATa TPsIOBa Jla ce U3I0JI13Ba He3a0aBHoO.
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‘ 9. CIIEIIMAJIHU YCJIOBUSAA HA CbXPAHEHUE

I[a HE CC OXJIaXK[a WJIN 3aMpa3saBa.

10. CHEIUAJIHU ITPEAIIASHU MEPKHU ITPU U3XBBPJISAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUMTE ITPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

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

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

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/08/479/003

13. HAPTHUJIEH HOMEP

[Taptunen Ne

14. HAYMH HA OTIIYCKAHE

JlexapcTBEHUAT MPOIYKT C€ OTITyCKA IO OTPaHUIEHO JIEKaPCKO MPEITHUCAHNE.

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAJIOBA ABBYKA

[puero e ocHOBaHMeE /1a HE ce BKIIIOYM HH(pOpManus Ha bpaiinosa az0yka.

‘ 17. YHUKAJIEH IJEHTU®UKATOP — IBYU3MEPEH BAPKO/]

JByn3MepeH 0apKo/i C BKIIIOUEH YHUKAJICH UACHTU(DUKATOD

‘ 18. YHUMKAJIEH HIEHTUO®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHU, KOUTO TPABBA JA CbABPXKAT I'bPBUYHUTE OITAKOBKHA

ETuker Bbpxy ¢uiakona ¢ ZYPADHERA 405 mg npax 3a HHKeKIIHOHHA CYCTIEH3Hs ¢ YABJLKEHO
0CBO0OKIaBaHe

1. NUME HA JIEKAPCTBEHUSA MTPOAYKT U IBT(MIIA) HA BBBEXK/IAHE

ZYPADHERA 405 mg mpax 3a HHXEKIHsI ¢ YABIHKEHO 0CBOOOXK TaBaHE
OJIaH3aMuH
Lm.

2. HAYMH HA ITIPUJIOKEHHUE

[Ipenu ynoTpeba npoyerere JINCTOBKATA.

‘ 3. JATA HA U3TUYAHE CPOKA HA I'OJHOCT

T'onmen mo:

4. IHAPTUJIEH HOMEP

[Taptunen Ne

5. CBbABPKXAHUE KATO MACA, OBEM WJIN EJVHUIIA

405 mg

| 6. TIPYTO
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MHUHUMYM JAHHU, KOUTO TPABBA JA CbABPKAT I'bPBUYHHUTE OITAKOBKUA
ETuxer Ha ¢py1akona
PazrBoputes 3a ZYPADHERA

1. HUME HA JIEKAPCTBEHUA ITPOAYKT U II'bT(MIIA) HA BBBEKJIAHE

PaztBopuren 3a ZYPADHERA
Lm.

2. HAYYH HA ITPUJIOKEHUE

[penu ynotpebda npoyereTe IUCTOBKATA.

‘ 3. JATA HA U3TUYAHE CPOKA HA TOJHOCT

T'onen no:

4. IHAPTUJAEH HOMEP

ITaptunen Ne

5. CBbABbPKAHUE KATO MACA, OBEM WJIN EJIUHULIA

3ml

| 6. TIPYTO
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B. IUCTOBKA
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JlucroBka: undopmanus 3a norpeduTeNs

ZYPADHERA 210 mg npax u pa3TBOpHUTeJI 32 HHKEeKIIHOHHA CYCIIEH3Hs ¢ YAbJKEHO
0CBO0OOKIaBaHe

ZYPADHERA 300 mg npax u pa3TBOpHUTEJI 32 HHKEKIHOHHA CYCNEeH3HUsl € YABJIKEHO
0CBO0OOKIaBaHe

ZYPADHERA 405 mg npax u pa3TBOpPHUTEJI 32 HHKEKIHOHHA CYCNEeH3HUsl € YABJIKEHO
0CBO0OOKIaABaHe

onanzanuH (olanzapine)

IIpouereTe BHUMATEIHO LSIJIATA JIMCTOBKA, IIPeIM A 3all0YHeTe 1a U3M0JI3BaTe TOBA

JIEKapCTBO, Thil KaTO TS ChABP:Ka BajkHa 32 Bac nungopmanus.

- 3amasere Ta3u JUCTOBKA. MoKe /1a ce HaJO0XkH J1a sl IPOYETETE OTHOBO.

- AKO UMaTe HSIKaKBU JOIBJIHUTEIHU BBIIPOCH, NIONUTaiTe Bamms nexkap niy MeIunuHCKa
cecrTpa.

- AKO NOIy4YHnTe HAKAKBU HEXEJIAaHU peakluy, yBeaoMeTe Bamus iekap uim MeIuIHCKa
cectpa. ToBa BKJIFOUBA U BCUYKHU Bb3MOKHHU HEKEIaHU PEAaKLUY, HEOIIMCAHU B Ta3U JIMCTOBKA.
Bwxre Touka 4.

KakBo CbABbPiKa Ta3du JIMCTOBKA

Kaxkso npencrasnsBa ZYPADHERA u 3a kakBo ce u3nomn3sa
Kakso TpsiOBa na 3Haere, npeau na Bu ce npuinoxu ZYPADHERA
Kak ce npunara ZYPADHERA

Bb3MOXHN HEeXelaH! peakiuu

Kaxk na cexpansBate ZYPADHERA

ChbappkaHue Ha ONIAaKOBKATa M JOIMBIHUTEIHA HHPOPMALIUS

AU N

1. Kakso npencrasnsia ZYPADHERA u 3a kKakBo ce M3110JI3Ba

ZYPADHERA cpappxa akTHBHOTO BemiecTBo onanzanuH. ZY PADHERA npunaanexxu kpM rpynata
JIeKapCcTBa, HAPEUCHN aHTUIICUXOTHIM M C€ M3II0JI3BA 32 JIeUeHUE Ha N30 peHus - 3a00JsBaHe ChC
CHUMIITOMH KaTO YyBaHE, BUXKJIaHE WM YCelllaHe Ha HEChLIECTBYBAIM OOCKTH, IIOTPELIHH yOSKICHNUS,
HeoOHMyaiiHa OI03PUTENTHOCT U 3aTBapsiHe B ceOe cu. XopaTa ¢ TOBa 3a00JsIBAHE MOTAT ChILO Ja Ce
YyBCTBAT NOTUCHATH, TPEBOKHU WJIM HAIIPETHATH.

ZYPADHERA e npennazHadeH 3a Bb3pacTHU MAIMEHTH, KOUTO Ca JOCTAThYHO CTAOMIN3UPAHH IIPH
JICYEHUE C IEPOPATICH OJIaH3aIINH.

2. Kakso Tps0Ba na 3Haete, npeau Aa Bu ce npunoxku ZYPADHERA

He TpsioBa na Bu ce npuiara ZYPADHERA, ako:

e pMaTe aneprusi (CBPbXUyBCTBUTEIHOCT) KbM OJaH3AMNH WM KbM HIKOS OT OCTAHAINTE ChCTABKU
Ha TOBa JIeKapcTBO (M30poeHH B Touka 6). EnHa ajiepruyHa peakuusi Moxe Ja ce pa3lo3Hae
KaTo 00pUB, ChbPOEXK, OTOK HA JIMLIETO, HOAYBAHE HA YCTHUTE WU 33JyX. AKO TOBa C€ CIy4H C
Bac, o0bpHeTe ce kbM Bamata MeauIMHCKa cecTpa Wiu JieKap.

e mo-paHO ca Bu qmarHoctunmpany npoOieMH ¢ OYUTE KaTo HAKOM BUIOBE IJ1ayKoMa (ITOBUIIEHO
BBTPEOYHO HAJISITaHE).

Ipexynpesxnaenusi ¥ NpeAnasHu MepKU
I'oBopete ¢ Bamus nekap unu MeIMUMHCKA cecTpa, npeau aa Bu ce npunoxu ZYPADHERA.
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e Heuecma, o cepuo3na peakyus modce 0a HACMBRU C1€0 Kamo HOAYUUmeE 6CAKA UHIHCEKUUA.
ZYPADHERA moske noHsKOra Aa NpOHUKHE B KPHBOTOKA MpeKaneHo Obp30. AKO TOBa ce CIy4H,
cinen Bamara nHXeKnus MoXKe 1a uMate U30pOeHUTE MO-A0JIy CHMITOMH. B HAKOU ciy4an Te3u
CHUMIITOMH MO>XKE J1a I0BeJaT 0 Oe3ch3HaHuE.

® [PEKOMEpPHA CHHIUBOCT ®  3aMasHOCT
e  00BpKAHOCT ®  JIe30pUCHTAIHS

®  pa3Apa3zHUTEIHOCT ®  TPEBOXKHOCT

e arpecust ® [IOBHIICHHE Ha KPHBHOTO HAJSATAHE

® TOBOPHU 3aTPYAHCHUS e cnaboct

®  3aTPyJHEHUS MPH XOJICHE ®  MYCKYJHa CKOBAHOCT WJIM TperepeHe

® T'bpUYOBE

Te3u cumnToMy OOMKHOBEHO OT3BYUYaBaT B paMKuTe Ha 24 10 72 daca ciex BamaTta WHXeKIus.
Cren Bcsika MHDKEKITHS 111¢ Bu HaOII01aBaT B 3[paBHOTO 3aBEICHHE ITOHE 3 Yaca 3a H30pOeHUTE
MO-TOPE CUMIITOMUTE.

MaKap " MaJIKO BEPOATHO, MOXKE J1a IMOJIYUUTC CUMIITOMUTE IIOBEYUC OT 3 gaca CIICO
WHXCKTHUPAHCTO. Axo ToBa ce CJIYy4H, CBBPIKETE C Bamms JICKap Wi MCIUIUMHCKA CECTpa
He3a0aBHO. Hopazm TO3HU PHUCK, HC MO(praﬁTe N HE pa60TeTe C MalllMHH 3a OCTAaThbKa OT ACHA
CJIEQ BCAKA MHKXCKIIUA.

e Kaxere Ha Jekaps WM HAa MEJAMIIUHCKATA CECTPA, KO C€ YyBCTBATE 3aMasiH WK cliad ciie
MHXXEKUUATA. BepoaTHO 11e nMaTe Hy>K/a 1a JIETHETe, I0KaTO ce MOYyBCTBaTe mo-aoope. Jlekapsrt
WIM MEUIMHCKATA CECTpa MOXKE CBILO J1a MCKAT J1a U3MEPAT KPbBHOTO HaJIAraHe U mysica Bu.

e He ce npenoppuBa ynotpebata Ha ZYPADHERA npu nauueHTH B cTapuecKka Bb3pacT ¢
nemeHuusi (0ObpKBaHe M 3ary0a Ha MamMeTTa), ThH KaTo MPH TIX TOBA JIEKAPCTBO MOXKE J1a JIOBEJe
JI0 TIOSIBaTa Ha CEPUO3HH HEXKEJIAHH PEAKLINH.

o MHuoro PAAKO JICKapCTBa OT TO3U TUII MOTr'aT Aa MpPECAN3BUKAT HeoOnYaiiHu JABW)XCHHSA, I''TAaBHO Ha
JIMLETO WM €3HKa, MM KOMOWHALKS OT BUCOKA TEMIIepaTypa, y4ecTeHO AWIIaHe, TOTEHE,
CKOBaHOCT Ha MYCKYJIUTE U CHHJIMBOCT. AKO TOBa ce CIIy4H cieq KaTo Bu e mpunoxxena
ZYPADHERA, He3abaBHO choOriere Ha Baius jiekap uiu MeIUIIMHCKA CecTpa.

e HaGOmogaBaHo e HajaBaHe Ha TETJIO MPH nanueHTH, kouto npuemat ZYPADHERA. Bue u
Bammsar nekap TpsiOBa peJoBHO Aa mpoBepsiBaTe Ternoto Bu. OOMucnere HacouBaHe KbM
JMETOJIOT WM J1a CU IIOMOTHETE C IIIaH 3a AUETa, aKo € He0OXOAUMO.

e [lpm mammentu, kouro npuematr ZY PADHERA, ca mHaGnronaBaHy BUCOKH HHWBA Ha KPhBHA 3aXap H
Ha MacTH B KpbBTa (TPUTIHMLIEPUIN U XoJecTepon). BammsT nexap TpsOBa na npaBu KPbBHU
W3CIEBaHMs, 3a Jja IPOBepsiBa KPbBHATA 3aXap U HUBATa Ha HAKOM MAacTH, IIPEIH Ja 3all0YHeTe
npuema Ha ZYPADHERA u peoBHO 110 BpeMe Ha JIEYEHUETO.

e Kaxere Ha nekaps, ako Bue wiu Hsikoil BbB BalieTo ceMeiicTBO HIKOra cTe MMald KPbBHU
CBhCHUPELH, Thii KaTO JIEKapCTBa KaTo TOBA Ce CBbP3BAT ¢ 00pa3yBaHETO Ha KPHBHU ChCUPEIIH.

YBenomere Bamms gexap Bh3MOKHO Hall-Obp30, aK0 HAKOE OT CIIETHUTE ChCTOSHHA ce OTHAcs 3a Bac:

WHCYJNIT W “MUHHA” MHCYNT (IPEXOIHN CUMIITOMU Ha UHCYJIT)
6onect Ha [lapkuHCOH

Mpo0JIeMu ¢ IpocTaTara

YpeBHA HEMPOXOAUMOCT (TIApATUTHICH HUIIEYC)

YepHOIPOOHO WM OBOPETHO 3a00IIIBaHE

3a00sIBaHUS HA KPHBTA
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®  CKOpOIIICH Chp/ieuHa UH(DAPKT, ChPJCYHO 3200IIBaHe, CHHIPOM Ha OOJTHYSI CHHYCOB
Bb3eJ (HEPaBUICH ChPACYCH PUTHM), HECTAOMIIHA CTEHOKAP U K HUCKO KPHBHO
HaJIAraHe

e nuaber

® TI'bpUOBE

®  aKo 3HAeTe, Y€ MOXKeE Jla UMaTe 3ary0a Ha COJIM B pe3yJITaT Ha IPOJbIDKUTEIIHA TEXKKa
JMapys ¥ TIOBPBIAaHE WIH yIoTpeda Ha AMypeTUI (OTBOJIHSBAIIY Ta0IETKH)

AKo cTe Ha BB3pacT Haj 65 ronuHu, Bammust iexkap MoKe 1a pocieasBa KppbBHO Bu HayisraHne, KaTo
PYTHHHA NpeIa3Ha MsApKa.

He ce mpenpopbusa aa ce 3anouBa ZYPADHERA, ako cte Ha BB3pacT Hajx 75 TOIUHHU.

Jeua v roHOImIM
ZYPADHERA He e npenHa3HayeHa 3a namueHTu noa 18 ronuum.

Jpyru nekapcrBa u ZYPADHERA
Wudopmupaiite Bammst nekap, ako npreMare, HACKOPO CTe MPUEMAITH WIIH € Bb3MOXKHO JIa TIpUeMaTe
JIPYTH JIEKapCTBa.

ITo-cnenmanHo kaxere Ha Bammus nekap, ako npuemare:

e JIeKapCTBa 3a JiedeHue Ha Oonectra Ha [[apKUHCOH.

e kap0OamazernuH (MMPOTUBOCTIMICTITUYHO M CTA0MIU3NPAII0 HACTPOCHHUETO JIEKApCTBO),
(iyBokcaMuH (AaHTHICTIPECAHT) WM HUIPOGIIOKCAIIMH (AaHTHOUOTHK) - MOXKE J1a € HEOOXO0MMO
na ce mpomenu Bamata noza ZYPADHERA.

AKo Jtocera cTe mpreMaliy aHTHACTIPECaHTH, JIEKApCTBA 3a TPEBOKHOCT WJIM KOUTO By momarar ja
3aciuTe (TPAHKBUIIU3ATOPH), TO MOXKE Jla C€ TIOUYBCTBATE CHHIIUB, ako ce naBa ZYPADHERA.

ZYPADHERA c ankoxoua
He niuiite ankoxoin, ako Bu ce npunara ZYPADHERA, Thit KaTo eTHOBPEMEHHO C JIKOXOJI TOM MOXKE
Jla IoBeJIe JI0 MOosIBaTa Ha ChHIIMBOCT.

BpeMeHHOCT M KbpMeEHe

AKko cTe OpeMeHHa WU KbPMHUTE, CMATATE, 4€ MOXKeE Jia CTe OpeMEeHHa WM TUIaHUpaTe OpeMEeHHOCT,
nochBeTBalTe ce ¢ Bamms nexap npeau na Bu Oblie mocTaBeHa Ta3u HHKEKIIUS.

He tpsibBa na Bu ce moctaBst Ta3u MHXKEKIHSL, aKO KbPMUTE, THH KaTO MAJIKH KOJMUECTBA OJIAaH3aINH
MOTar Jia IPEMHUHAT B KbpMaTa.

CrnemHUTE CUMIITOMH MOTAT Jia CE MOSIBSIT P HOBOPOACHH, YMIHTO MAKK ca yHOTpeOsBain
ZYPADHERA nipe3 nocneaHus TpUMeCTbp (MOCIEAHUTE TPU MECella OT OPEMEHHOCTTA): TpEIepeHe,
CKOBaHOCT W/WIIM CIIa00CT Ha MYCKYJINTE, CHHINBOCT, Bb30yAa, IpOoOIeMH ¢ AWIIAHETO U 3aTPYTHCHHS
B XpaHeHeTo. Ako nipu Bametro 0e6e ce mposiBU HSIKOW OT Te3W CHMITTOMH ITOTHPCETE CBOS JIEKap.

Ilopupane u padoTa ¢ MAIIUHU
Crnien Bcsika HHXEKITUS He MIo(dupaiTe 1 He paboTeTe ¢ MAIIMHY NPe3 OCTaHAIaTa 9acT OT JICHS.

ZYPADHERA cbabpaxa moaucopdar 80

ToBa nexapcTBo chabpika 1 mg nmomucopbar 80 BB Bceku ml oT pa3rBoputens. Cien pasrBapsHe
ZYPADHERA 210 mg ceaspxa 1.3 mg, ZYPADHERA 300 mg ceaspka 1.8 mg u ZYPADHERA
405 mg cpabppika 2.3 mg nonucop6dar 80. [loaucopbaTure Morar 1a IPUUUHST aICPTHYHHE PEAKLINH.
Kaxere Ha Bamms nexap ako numare yCTaHOBEHHU aJISPrHU.

ZYPADHERA cbabpska HaTpuid
Cren pasTBapsiHe, TOBa JIEKAPCTBO ChIBPrKa MO-Maiko oT 1 mmol Hatpuii (23 mg) Ha ¢akoH, T.e.
MOXeE J]a ce Kake, 4e IPAKTUUECKU HE ChAbprKa HATpuil.
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3. Kak ce npuiiara ZYPADHERA

Bammst nekap mie nperieHu ot kakBo kommdectBo ZYPADHERA ce HykaeTe U KOJIKO 4eCTO TpsiOBa
na Bu ce moctaps mmkekius. ZY PADHERA ce mputara B 7o3u ot 150 mg mo 300 mg Bceku
2 cenvunm wiu 300 mg mo 405 mg Bceku 4 CeIMUITH.

ZYPADHERA e nox ¢opmara Ha npax, Koo BammsT gekap uian MeAUIIMHCKATA CECTpa LI MPUTOTBH
KaTo CYCIIEH3Ms, KOATO CJIEJ] TOBA Il Ce HHKEKTHpa B MyCKYyJla Ha celajiuiieTo Bu.

Axo Bu e npuioxkena noeue ot HeoOxoaumarta 103a ZYPADHERA
ToBa nexapcTBo mie Bu Ob1ie mpuiaraHo 1o JIeKapcko HAOIIOICHUE, CISI0BATETHO € MaITKO
BEPOATHO Ja Bu Ob/ie mpHUI0kKEHO MPEeKaIeHO MHOTO.

[lanuenTuTe, HA KOUTO € MPUIIOKEH TBHPJIE MHOTO OJIaH3aIIMH, U3MUTBAT CJIEIHUTE CHMIITOMHU:

e cwppuedueHe, Bb30yAa/arpeCuBHOCT, MPpoOIeMu ¢ TOBOpa, HEOOMYaliHU IBH>KEHUS (0COOCHO Ha
JIMLIETO WM €3UKa) 1 HaMaJeHO HUBO Ha Chb3HAHUETO.

Jlpyrure CHMIOTOMH MOTAT /1a BKJIFOYBAT:

e BHE3AITHO OOBPKBAHE, MPUIATHITN (CTTHIIETICHS ), KOMa, KOMOWHAIIHS OT TPECKa, yIeCTEHO IHIIaHE,
M3MOTABaHE, MyCKYyJIHA CKOBAaHOCT M CHHJIMBOCT, 3a0aBEHO AUIIAHE, ACIIMPALNSL, TIOBUIIICHO HIIH
MOHM)KEHO KPBBHO HAJISITaHE, HAPYIIEH ChbPACUYECH PUTHM.

AKO IOJIyYUT€E HAKOU OT TOPHUTE CUMIITOMH, BEIHAra nmoTbpcere Barvs Jekap Wi HalpaBo OTHAETE
B Hal-OIM3KOTO OOJIHUYHO 3aBEIEHHUE.

AKko cTe nponycHan nHkeknust ZYPADHERA
He mpexbcBaiiTe JISYEHHETO CH CaMo 3all0TO CTE Ce OYyBCTBAJIM Mo-100pe. BaxkHo e na
npoabspkasare Aa npuemare ZY PADHERA TonkoBa nbiro, konkoto Bue kazan Bamust nekap.

AKO cTe MpoITyCHAN €THa HHXEKIIUs, TPSIOBa a ce CBhpKeTe ¢ Bamms nekap, 3a 1a mranupare
cie/BaIiaTa CM MHXEKIUS BeIHATa [IIOM MOXKETe.

Axo0 mMaTte HIKaKBU JOMBbJIHUTCIIHA BBIIPOCHU, CBbP3aHU C yHOIpe6aTa Ha TOBa JICKApPCTBO, IIOIUTANTE
Bamms JICKap Wi MCIUIUHCKA CeCTpa.

4. Bb3MOKHN HexkeTaHU peaKkuu

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a IPEAN3BHUKA HEXKECIIaHNU pCaKIUH, BBIIPEKU Y€ HE
BCCKH I'1 ITOJTy4aBa.

Hezab6aBHo kakere Ha Bammus ekap, ako uMarte:

® TpPEeKOMEpHA CHHIUBOCT, 3aMasHOCT, 0ObPKBaHE, IE30PUCHTAIIVSI, TOBOPHHU 3aTPYAHCHUS,
3aTpyIHEHHS [TPH XOJICHE, MyCKYJTHa CKOBAaHOCT WJIH TPENEepeHe, claboCT, pa3Apa3HUTEIIHOCT,
arpecwusi, TPeBOXHOCT, IOBUIIICHUE HA KPHBHOTO HAISITAHE WU I'bPYOBE U MOXKE J1a IOBENE 10
6e3cp3Hanme. Te3n cHMITOMHU MOXe ITOHSKOTA /1a C€ HaOI01aBaT B PE3yNTaT Ha MPEeKaIeHO
0bp3oro nporukBane Ha ZYPADHERA B kxpbB00OpBIIeHHETO (YeCTa HEXKETaHa PEAKIIHS, KOSATO
Moske n1a 3acerte 10 1 Ha 10 goBeka);

e HeoOHMYalHU NBIKEHUS (YecTa HeXKEIaHa PeaKilns, KOsITo Moxe na 3acerHe o 1 Ha 10 yoBeka)
TJIABHO HA JINIIETO WIIH €3WKa;

® KPBBHH ChCHPEIM BHB BEHUTE (HEUECTa HEXKEIaHa PeaKIlns, KOsITO Moxe Jia 3acerHe jo 1 Ha 100
4yoBeKa), 0COOEHO B Kpakara (IIpU3HALIMTE BKIIOYBAT OTOK, 0OJIKa M 3aUepBsBaHE Ha KpaKa), KOUTO
MOJXKe Ja Ce TIPUABIIKAT 110 KPBBOHOCHUTE CHJIOBE 10 OEIus Ipo0, MPUUMHSIBAHKY OOJKA B
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obyacTTa Ha IBEPINTE U 3aTPYTHEHO MUIIaHe. AKO 3a0eTIeKUTe HIKOH OT Te3W IIPU3HAIH,
MOTHPCETE MEAUITMHCKH CHBET HE3a0aBHO;

e KOMOWHaIHWs OT TeMIIepaTypa, y4eCTEHO TUIIaHe, H3MOTABAHE, MYCKYITHA CKOBAaHOCT U
JIPEMITUBOCT WJIA CHHIMBOCT (YECTOTaTa HA TO3M HEXeIaH e(eKT He MOxke Ja ObJ/ie OlICHEHa OT
HATMYHUTE JaHHHU).

Hpyra gecra Hexenanna peaknus (Moxke na 3acerre no 1 Ha 10 goBeka) mpu ymotpeba Ha
ZYPADHERA Bkit04Ba CHbHIMBOCT U 00JIKA Ha MSICTOTO Ha MHXKEKTUPAHE.

Penxute Hexxenanu peakiun (Moxe na 3acerHat a0 1 Ha 1 000 gyoBeka) mpu ynorpeda Ha
ZYPADHERA BxirouBat nHpEKINSI Ha MICTOTO HA MH)KEKTHPaHe.

Hexenanute nexapcTBeHU peakinu, H30POSHH T0-/101y, ca HaOII0AaBaHu MIPH MEPOPATHO
MIPIIOKEHUE Ha OJIAH3aIINH, HO MOTAT Ja HACTHIIAT cien npmiarane Ha ZYPADHERA.

I[pyrn MHOTI'0O YECTHU HCIKCIIAHU PCAKIIUN (MO)KG Ja 3aCCraart 1nmoBcYcC OT 1ua 10 I{OBeKa) BKJIIOYBAT
IMMOBHIIABAHE HA TCJICCHOTO TETJIO U MMOBHUIIIaBaHC HAa HUBATa Ha IPOJIAKTUH B KPBHBTA. B nauanoro Ha
JICYCHUCTO HAKOHM XOpa MoraTt Ja Ino4yBCTBaT 3aMaAHOCT UJIN cimabocT (C’I)C 3a0aBsiHe Ha cbpacuHaTa
I‘IGCTOT&), 0c00€eHO IIpU UBIPABAHC OT JICTHAJIO WJIHK CCIHAIIO ITOJIOKCHHUC. ToBa 0OMKHOBEHO
npeMrHaBa OT CaMO cebe CH, HO aKO TOBa HC CTaHC, YBCAOMCTC Bamms JICKap.

Hpyru yectu HexenaHu peakuu (Moxxe aa 3acerHar 10 1 Ha 10 4yoBeka) BKIIOYBAT IPOMEHH B Opos
Ha HSIKOU KPHBHH KJIETKH, B HUBATa Ha JIUMHUIUTE B KPBBTA U B HAYAJOTO HA JICYEHUETO BPEMEHHO
MOBHUIICHUE HA YePHOPOOHHUTE CH3MMU; MOBHUIIIABAHE HUBATA HA 3aXapTa B KPHbBTA M ypUHATA;
MOBUIIICHUS B HUBATa HAa MUKOYHATA KHCENNHA U KpeaTnH(OoCcPOoKHHA3aTa B KPHBTA; 3aCHUIICHO
YyBCTBO 3a IJ1a]]; 3aMasiHOCT; O€3MOKOICTBO; TpenepeHe; HeoOMYaiiHu IBMKEHUS (AUCKUHE3UH);
3aIeK; CyxoTa B ycTara; oOpuB; 3ary0a Ha cuja; MPEeKOMEpHa yMOopa; 3aphKKa Ha BOJa, BOAECIIA 10
MOlyBaHe KUTKUTE, TTIC3CHUTE MM XOAMUJIAaTa; BUCOKA TEMIIEpaTypa; OOJKH B CTABUTE U CEKCYaJIHU
TUCYHKIMY, KATO HAMaJIeHO JTMOWI0 PH MBKE M )KEHH I epEeKTUITHA TUCYHKIHS IPH MBXKE.

Jpyru HedecTH HeXXeNnaHu peakunu (Moxe fa 3acerHar o 1 Ha 100 4oBeka) BKIIOUBAT
CBPBXUYYBCTBUTEIHOCT (HAIp., TOlyBaHE HA YCTAaTa U I'bPIIOTO, ChPOEK, OOPUB); AHA0ET UITH
BJIOIIIaBaHe Ha AMadeTa, MOHSAKOra CBhP3aHO C KeToaru103a (KeTOH! B KpbBTa M ypUHATA) WIH KOMa;
I'bpPUOBE, OOMKHOBEHO CBHP3aHHU C I'bPUOBE B MHHAIOTO (EMIJIETICHS ); MyCKYJIHA CKOBAaHOCT WA
cra3MH (BKJIIOYUTEIHO JBIKEHUS HA OUMTE); CHHAPOM Ha HECIIOKOWHUTE Kpaka; MpoOJIeMu ¢ TOBOpa;
3aeKBaHe; 3a0aBeHa Chp/ACUYHA YECTOTA; IPaBU Bu 4yBCTBUTEIIHU KbM CI'bHUEBATA CBETIIMHA; KbPBEHE
OT HOCa; [T0JlyBaHe Ha KOpeMa; IIOBUILIECHO CIIIOHOOTENSHE; 3ary0a Ha aMeT Win 3a0paBsHe;
He3aJbp)KaHe Ha YPHUHATA; 3aTPyAHEHHUE NIPU YPUHUPAHE; KOCOTAJ; JIUTICa WM HaMaJIeHne Ha
MEHCTpPYaJHUTE IUKIIN U IPOMEHH B I'BPANTE TIPU MBXKE U KEHH, KaTO MMaTOJIOTUIHA POAYKIHUSI Ha
KbpMa WJIM NTaTOJIOTUYHO HapacTBaHE.

Penxu Hexxenmanu peakiuu (Moxe na 3acerHat g0 1 va 1 000 yoBeka) BKITIOUBAT MOHIKABAaHE HA
HOpMaJHaTa TeJleCHa TeMIIepaTypa; HapyIIeHUs Ha ChbPACYHUS pUTHM; BHE3aITHA HEOOSICHIMA CMbBPT;
BB3IMAJICHUE Ha MMaHKpeaca, MPUYHHSBAIIO CUITHA KOPEeMHa 00JIKa, BUCOKA TEMIIEPaTypa U MOBPHIIaHE;
YepHOAPOOHO 3a00JIsIBAHE, MTPOSBSABAIIO CE KATO MOXKBJITABAHE Ha KOXAaTa U OsJlaTa 4acT Ha OYHTE;
MYCKYJIHO 3a00JIsIBaHe, TPOSABSBAIIO C€ KATO HEOOACHUMHU OOJIKH U MPOIBJIKUTEIHA U/ UK 00JIe3HEHA
SpEKIHs.

MHOro peik He)KeJIaH! PeaKLuH ca CEPHO3HUTE aJIEPIHYHH PEAKLIUHU KaTo JEKapCTBEHATa PEaKLus C
eosuHouus u cucteMuu cumnromu ( Drug Reaction with Eosinophilia and Systemic Symptoms -
DRESS). DRESS mbpBOHaYaiHO ce NposIBSBa KaTO TPUMONIOJO0HH CUMIITOMU C OOPHUB IO JIUIETO, a
CJIe]] TOBA C pa3npocTpaHeH 0OpuB, BUCOKA TEMIIEpATypa, yBeIUUYEHH TUM(HHU Bb3JH, IIOBUIIEH! HUBA
Ha YepHOAPOOHHUTE €H3UMU NIPU KPbBHUTE U3CIIEABAHMS U IIOBUIICHUE HA €IUH BUJ O€JI KPbBHU
Tena (€03MHODIITHS).
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JlokaTo npueMar oJaH3alliH MAIMEHTHTE B CTapYecKa Bb3PacT ¢ JIEMEHIIUS, MOTaT J1a TIOJIyJaT
WHCYJT, THEBMOHUS, HE3aIbPKaHe HAa ypUHATA, TIa/IaHus, MPEKOMEPHA YMOpa, 3pUTEITHU
XaJTIOIMHAIIIY, TIOBUILICHUE Ha TeJIECHATa TEMIIepaTypa, 3auepBsiBaHe HA KOXKaTa U Jja UMaT
3arpyHeHus npH xojeHe. [Ipu Ta3u KOHKpeTHa TpyIia MalMeHTH UMa ChOOIICHUS 32 HIKOJIKO CITydas
¢ (dharajeH u3xo.

[Ipu manmenTn ¢ 60ectra Ha [lapKUHCOH MEPOPATHUAT OJTaH3AITMH MOJKE /1a BIOIIH
CHUMIITOMAaTHUKATA.

Cpo0aBaHe HA He:KeJIAHU peaKIun

AKO TIONTyYnTE HAKAKBU HEXKEJIaHU JICKAPCTBCHH PEaKIINH, yBeIoMeTe Bammus nexap i MeIUIIMHCKA
cectpa. ToBa BKIIIOUBAa BCHUKH BH3MOYKHHM HEOITMCAHU B Ta3H JIICTOBKA HEXKETIaHU peakIui. Moxkete
CBIIIO JIa ChOOILIUTE HEXKEJIAaHH PEaKIUi TUPEKTHO Yype3 HallMOHAIHAaTa CHCTeMa 3a ChOOIIaBaHe,
mocouena B [Ipmnoxenue V. Kato cho0I1aBaTe HEXEINAHN PEeaKIii, MOXKETE Ja JaIeTe CBOS IPUHOC
3a [oJTy4aBaHe Ha IMOBeYe UH(POpMAIIHs OTHOCHO O€30MIaCHOCTTA Ha TOBA JICKapCTBO.

5. Kak na cexpansiBane ZYPADHERA
Jla ce cpxpaHsiBa Ha MsICTO, HEIOCTBIIHO 32 JeLa.

WmxeknusTa He TpsiOBa Jia ce TIOCTABS CJIe/l CPOKa Ha TOJTHOCT, OTOENsI3aH BLPXY KapTOHEHATa
OITaKOBKa.

I[a HC CC OXJIaXKa WJIN 3aMpa3saBa.

XumuyHata 1 (U3NYHATa CTAOMIIHOCT Ha CYCIIEH3UATa BbB (JIaKOHA € JJ0Ka3aHa 3a 24 yaca npu

20-25 °C. Ot MUKpOOMONIOTHYHA TJIeIHA TOYKa, TPOAYKTHT TPsOBa /1a ce ynoTpeOu He3abaBHO. AKO
He ce ynorpebu He3abaBHO, MEPHOABT Ha U3IMOJI3BAaHE U YCIIOBUATA 32 ChXpaHEHHe Npen yrnoTpeda ca
OTTOBOPHOCT Ha TIOTpeOuTeNs 1 OOMKHOBEHO HE TPsIOBa Aa ca mosede 24 gaca mpu temmeparypa 20-
25°C. He u3nonsBaiite ToBa JEKapCcTBO, aKo 3a0esieKuTe MPOMsIHA B LIBETA WIIM JPYTH BUIUMU
NpU3HAIM Ha HApYIIEHO KaueCTBO Ha MPOIYKTA.

AKO JIEKapCTBOTO HE CE M3ITOJI3Ba BeIHAra, TO TpIOBa Ja ce pa3KiaTH eHEPriuyHo, 3a Ja Ce
pecycnenaupa. Bennnx usreriiena ot (rakoHa B CIIPHHIIOBKA, CYCIIEH3MATa TPSIOBA /1a Ce U3I0JI3Ba
He3a0aBHO.

He HBXBBpHﬂﬁTe JICKApCTBATa B KaHAJIM3aluATa UJiu B KOHTCﬁHCpa 3a JOMAIllHM OTIIaaAbIIn.
Ilonuraiite Bamms (bapMaueBT KakK 1a U3XBBPJIATE JICKAPCTBATA, KOUTO BEYC HC M3IOJI3BATC. Tes3n
MCEPKH 1€ CIIOMOIr'HAaT 3a OIla3BaHC Ha OKOJIHATa Cpeaa.

6. Chabp:kaHue Ha OIAKOBKATA M JOINBJIHUTEIHA HHpOpManus

Kakgo ceabpxka ZYPADHERA

AKTHBHOTO BelIeCTBO € OJIaH3aIlMH.

ZYPADHERA 210 mg: Bceku hiakoH chbabpkKa OJlaH3alKH IaMoaT MOHOXHUIPAT, EKBUBAJIICHTEH Ha
210 mg oyaH3amuH.

ZYPADHERA 300 mg: Bceku hiakoH chabpixka OJlaH3aIMH TaMOAT MOHOXH/IPAT, EKBUBAJIICHTEH Ha
300 mg omaH3amnwH.

ZYPADHERA 405 mg: Bcexu hakoH chbabpkKa OJlaH3aKH MaMoaT MOHOXHUIPAT, eKBUBAJICHTEH Ha
405 mg onaH3anuH.

Cren pastBapsine: 1 ml cycriensus ceabpxa 150 mg/ml onanzamnus.

CbcTaBKHTE HA Pa3TBOPUTEIISI Ca KapMeJlo3a HaTpUid, MaHUTOJI, mosucopOar 80, Bosa 3a MHKEKLINH,
XJIOPOBOJIOPO/IHA KUCEJIMHA U HATPUEB XUJIPOKCH].
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Kak msranexna ZYPADHERA u kakBo ChbAbp:Ka 0ONIaKOBKATA

ZYPADHERA mnpax 3a WHXXEKIIHOHHA CYCIICH3HS C yIBIDKEHO OCBOOOXK/IaBaHE CE JIOCTABS KAaTO KBJIT
npax B MPO3paveH CTHKICH (IakoH. Bamusr iekap nim MeUIIMHCKA CeCTpa Ie MPUTOTBH
CyCIEeH3Hs, KaTo u3Ioi3Ba ¢iakoHa ¢ pasreoputen 3a ZYPADHERA, koiiTo ce 1ocTaBs KaTo
Mpo3padeH, OE3IBETEH 0 CBETIOKBIT PAa3TBOP B MPO3paveH cThKIeH diakoH. Cycrnen3usTa me Bu
ObJIec IPUIIOKEHA KATO WHIKCKIIHSL.

ZYPADHERA e nipax u pa3TBOp 32 HH)KEKIIMOHHA CYCIICH3MUS C YIBDKEHO 0cBOOOK1aBane. EqHa
KapTOHEHA KYTHUs ChIIbpkKa eUH (PJIAKOH Mpax 3a WHKEKIIMOHHA CYCIICH3HUS C YIBIDKCHO
0CcBOOOXIaBaHe, evH (uIakoH 3 ml pa3TBOpUTE, €IHA CIPUHIIOBKA C TIPUKpEIeHa 00e30IaceHa uria,
19 gauge, 38mm, u Tpu oTAeIHU 00e30maceHy urn: eana 19 gauge, 38mm wurna u nBe 19 gauge
50mm urim.

IIpuTekaTes1 Ha pa3pelIeHUETO 32 yIoTpeda
CHEPLAPHARM Registration GmbH, Weiler Stralle Se, 79540 Lorrach, I'epmannsi.

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

Manufacturing Packaging Farmaca (MPF) B.V., Neptunus 12, 8448 CN Heerenveen, Hunepiaanus.
CHEPLAPHARM Registration GmbH, Weiler Stra3e 5e, 79540 Lorrach, I'epmanus.

CHEPLAPHARM Arzneimittel GmbH, Ziegelhof 23-24, 17489 Greifswald, ['epmanusi.

JlaTa Ha mocJieHO npepasriexkaaHe Ha JucrtoBkata {mMeceun I'TTT?}

IMoapobua nHpOpMAaIHKs 3a TOBa JIEKApPCTBO € MpeIocTaBeHa Ha yeOcaiita Ha EBporeiickara areHuums
10 JieKapcTBarta https://www.ema.europa.eu
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YKA3AHUSA 3A MEJULIUHCKUTE CIIEHHUAJINCTHU
NHCTPYKIUU 3A PASTBAPAHE (PEKOHCTUTYUPAHE) U TPNJIOKEHUE

ZYPADHERA oJsiaH3anuH npax M pa3TBopuTe/I 3a MHKEKIIMOHHA CYCTIeH3HUS € YIbJIKEHO
0CBOOOKAABaHE

CAMO 3A IBJIBOKO UHTPAMYCKYJIHO UTH) KEKTUPAHE B CEJAJIMIIIHATA
OBJIACT.
JA HE CE ITPUJIATA HHTPABEHO3HO WJIN ITIOAKOKHO.

Pazmeapane (Pexocmumyuparne)
CTBIIKA 1: IloaroToBka Ha MaTepuajInTe
OnakoBKaTa BKJIIOYBA:

®nakon ¢ ZYPADHERA mpax 3a WHXEKIIMOHHA CYCIIEH3HS € YABIKEHO OCBOOOXK IaBaHe
®makon ¢ pazroputen 3a ZYPADHERA

Enna Hypodermic cripuniioBka u obe3omacena uria (npucrnocodienne Hypodermic)

Enna Hypodermic o6ezonacena uria 19-G, 38 mm

e Hypodermic o6e3onacenu urim 19-G, 50 mm

JIucToBKa ¢ nHpOPMAIHS 3a HAUCHTA

Kapta ¢ uHCTpYKIIMH 32 pa3TBapsiHe (PEKOHCTUTYHpaHEe) U Tpuiiarate (Ta3u JUCTOBKA)
Hudopmanus 3a 6e3onacaoct Ha Hypodermic npucmocobIeHneTo 1 IMCTOBKA C HHCTPYKIINH 32
ynorpeba

ara.




Pasztapsiite (pekocturyupaiite) ZY PADHERA mpax 3a HHKEKITMOHHA CYCIICH3HSA C YABIHKCHO
OCBOOOXIaBaHE CaMO C pa3TBOPUTEIISI, OCUTYPEH B OIIAKOBKATa, KaTO M3MOJI3BATE CTAaHIapTHA
acenTHYHA TeXHHKA 3a pa3TBapsHe (PEKOCTUTYHPAHE) HA MPOIYKTH 32 MAPSHTEPATHO MPHIIOKEHHE.

CTDIIKA 2: Onpenensine Ha 00eMa Ha pa3TBOPUTEJIs 3a pa3TBapsiHe (PEKOCTUTYHPaHe)
B Ta3u Tabnuiia e nageHo KOJIMIeCTBOTO Pa3TBOPHUTEN, HEOOXOAMMO 3a pa3TBapsiHe (PEKOCTUTYHPAHE)
Ha ZYPADHERA mnpax 3a uHXEKIIMOHHA CYCIICH3US C YIABIDKEHO 0CBOOOXKIaBaHE.

ZYPADHERA O06eM Ha pa3TBOpHTEIS 3a
KOJIMICCTBO HAa aTUBHOTO npubassHe (ml)
BEIICCTBO BbB ()JIaKOH (Mg)
210 1,3
300 1,8
405 2,3

BaxHo e m1a ce oTOenexu, ue BbB (hjIakoHa Ma ITOBEUYE Pa3TBOPUTEN, OTKOIKOTO € HEOOXOIUMO 3a
pasTBapsiHe (PEKOCTUTYUPAHE).

CTBIIKA 3: PasztBapsine (pexocTutynpane) Ha ZYPADHERA

1. Paszpoxkaiite mmpaxa upe3 JIeKo IMoIykBaHe Ha (pirakoHa.

2. OrtBopeTe npeaBapuTenHO ommakoBanata Hypodermic cripuHIIOBKa U UTIaTa ChC 3aIIATHOTO

npucnocodnerre. OTBOpeTe OIMCTepHATAa TOPOMIKA M OTCTPAHETE MPUCTIOCOOICHUETO.

[Ipukpenere cipuHIOBKAaTa (aKO Bede HE € MPUKpPEIeHa) KbM JIyep-Bpb3Kara Ha

NPUCTIOCOOJIEHUETO C JIEKO BbPTENUBO ABKeHue. [locTaBeTe Uriara 31paBo BEPXY

NpPUCTIOCOOIEHUETO Ype3 HATHCK U 3aBBbpPTaHE 10 MIOCOKA Ha YaCOBHUKOBATA CTPEJIKA, CJIE]] TOBa

M3IbpIIaiiTe TUPEKTHO KaladkaTa Ha WTiaTa oT uriiata. HecraszBaneTo Ha Te3UW yKa3aHUS MOXKE /1a

JoBeie 10 yOOXK/TaHe C hrJiaTa.

M3Ternere npeaBapuTeITHO onpeaeeHns ooem pastBoputeln (CThIka 2) B CIPHHIIOBKATA.

Umxektupaiite o0ema pa3TBOpUTEN BBB (IIaKOHA C ITPaXx.

Uzrernere Bb3Myxa, 3a 1a CE M3PABHU HAJSITAHETO BB (PIIaKOHA.

OTcrpaneTe uriara KaTo Ibpkute (pakoHa, HACOUEH HArope, 3a Jia ce MpeJoTBpaTH 3aryda Ha

pa3TBOpUTEIL.

7. Bxurouere 3amUTHOTO MpHCIIOCOOIeHne Ha urnaTa. [IputucHere urnata KbM 00OBHBKaTa KaTo
M3II0JI3BaTe TEXHUKA C e1HA phKa. M3mbiHeTe Texankara ¢ enHa ppka kato BHUMATEJIHO
MpUTUCHETEe 00BHBKaTa KbM miocka moBbpxHocT. KOTATO OEBUBKATA CE I[TPUTHUCHE
(®uwr. 1), UTJTIATA BJIM3A IINITbTHO B OBBHUBKATA (®uwur. 2).

8. VYOenete ce BU3yaliHO, Ye UTJIaTa U3ISIIO € BKIIOYCHA B 3al[UTHATa 00BMBKa Ha uriara. Korato e
He00X0IMMO TIpY OTIpe/ie]ieHa MENIIMHCKA TPOIIeTypa, CaMO OTCTPAHETe MPHUCIIOCOOIEHUETO, C
BKJIFOUEHA WIJIa, OT CIpUHIIOBKaTa. OTCTpaHsBa ce Upe3 XBalllaHe Ha Jyep HaKpailHHKa Ha
3aIMTHOTO MPHUCIIOCOOIEHUE Ha UTJIaTa ¢ Tallella ¥ IMoKa3aena, KaTo CBOOOIHUTE MIPBCTH Ce
IBbpIKaT Jlajiede OT Kpasi Ha IPUCIIOCOOJICHUETO, ChABPKAIIO0 BbpXa Ha urnara (dwur. 3).

SNk w

- HE
U3NYCKANTE
dur. 1 . dur. 2 ®dur. 3 OT NOrnEN
9. Tlouyka \ WINATA rape na ce

BIDKIA 1




®urypa A: Ilouykaiite CHIIHO, 3a 1a C€ CMECH

10. IIpoBepete Bu3yarHo (hiakoHa 3a Oyuku. HecycieHIupaHUAT Mpax U3MIIekKIa KaTo KBITH, CyXH
OyuKH, moyermHau 1o (hrakoHa. AKO OCTaHaT OYYKH, MOXKE JIa € HEOOXOIUMO JIOITBTHUTEITHO
nouykBane. (Bx. purypa B).

Hecycnienaupan: BuauMu Oy4Ku Cycnenmupan: 6e3 Oydku
®durypa b: [IpoBepere 3a HECYCIICHAMPAH IIPax M aKO € HEOOXOJUMO IIOBTOPETE MOYYKBAHETO.

11. Pasknarere (iakoHa €HEPTUYHO JOKATO CYCIICH3UATA CTaHE IJIaJika Ha BUI U XOMOT'CHHA Ha LIBST
1 KoHcHucTeHIus. CyCIeHINPAaHUAT IPOIYKT Ie Obe KBJIT U Hempo3padeH. (Bxk. purypa B)

@urypa B: Pasknarere enepruuno ¢uaxona

AKxo ce 00pasyBa IsiHa, OCTaBeTe (IaKOHA M3MPABEH, 3a J1a U3Ue3HE MIHaTa. AKO IPOAYKTHT HE ce
W3M0JI3Ba BeHara, TOW TpsiOBa Jia ce pa3KJIaTH SHEPTUYHO, 32 Jia ce pecycrieHnupa. Pa3rBopeHusT
(pexocturyupanust) ZYPADHERA ocraBa crabuiieH 3a 24 yaca BbB (hakoHa.

Ilpunoscenue

CTDIIKA 1: Un:kektupane na ZYPADHERA

Ta3u Tabnwia gaBa kpaitaure o6emu Ha ZYPADHERA cycniensust 3a HHXEKTHpPaHE.
Konnenrpamusita Ha cycnensusta e 150 mg/ml onanzanus.

Joza Kpaen o6em 3a
(mg) WHXEKTHpaHE
(ml)
150 1,0
210 1,4
300 2,0
405 2,7

1. Ompenenete KOs WIJIa MIE U3MOI3BATE, 3 J1a TPUIOKUTE HHIKSKIMATA HA TIAIIMCHTA. 3a MAI[UCHTH
ChC 3aTIILCTABAHE 32 MHXKEKTHpaHE ca mpernopbuBa 50 mm uria.
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= AKO 3a HH)KEKTHPAHETO c€ n3moia3Ba 50 mm uria, mpukperere 38 mm o6e301macena urira KbM
CIPUHIIOBKATa, 3a J1a U3TErIINTE HEOOXOAUMUS 00EM OT CYCIIEH3UATA.

= AKO 3a HHXXEKTHPaHETO ce U3noi3Ba 38 mm wuria, npukpenere 50 mm obOe3omacena uria KbM
CHPUHIIOBKATA, 32 J1a U3TErIINTE HEOOXOAUMUS 00EM OT CyCIICH3HUSTA.

baBHO n3TerNeTe KeNaHOTO KOIMYECTBO. Mallko U3JIUIICH MPOAYKT 1€ OCTaHE BbB (IaKOHA.

Bruttoyere 3aIlUTHOTO NPHUCIIOCOOIEHUE HA UIJIaTa U OTCTPAHETE UIjlaTa OT CIIPUHIIOBKATA.

[Ipukpenere n3bpanata 50 mm urna uiu 38 mm Ge3omacHa Uria KbM CIIPUHIOBKATA MPeIu 1a

nrxekruparte. [1loM kaTo cycrieH3usiTa e u3TerieHa ot QyakoHa, Ts TpsiOBa He3abaBHO Jia ce

HMHXEKTHPA.

U36epete n monroTsere MsCTO 3a MHXKEKTHpaHe B ceganumHara oonact. JJA HE CE

NHXEKTHUPA MHTPABEHO3HO WJIM [TOAKOXHO.

Crnen BpBeX/IaHE Ha WUTJIaTa, aCIUpUpaiTe 3a HIKOJIKO CEKYHIH, 3a J]a CE€ yBEpUTE, Y€ HE ce

MOSIBSIBA KPBB. AKO B CIIPHUHIIOBKATAa CE MU3TETVIM KaKBaTO U J1a € KPbB, U3XBBPJIETE CIIPHUHIIOBKATA

W J103aTa ¥ 3all04yHeTe OTHOBO MpOLeAypaTa 1o pa3TBapsHe U npuiarane. MHxekTupaneTo TpsioBa

Jla C€ U3BBPILIN C YCTOWYIHBO, IIOCTOSHHO HaJISITaHE.

HE MACAXUPAUTE MSCTOTO HA MHXXEKTUPAHE.

Bxuttouere 3amutHOTO npucniocobienue Ha urnata (dur. 1 u 2).

Uzxpbpriere (haakoHUTE, CIPUHIIOBKATA, N3MOJI3BAHUTE UIJIM, JOIIBIHUTENHATA UTTIa U

HEU3MOI3BaHUS PA3TBOPUTEN CHITIACHO ChOTBETHUTE KIMHUYHM Mpouenypy. OIakoHbT € caMo 3a

eJHOKpaTHa yrnoTpeoa.
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