IPHJIOKEHMUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



vTom JICKapPCTBEH MPOAYKT MOJICKHU Ha OMBIHUTEIHO HaOmoaeHue. ToBa 11e mo3Bosii 06p30To
YCTaHOBSIBAaHE Ha HOBAa MH(OpMAIMs OTHOCHO O6e30macHOCTTa. OT METUITUHCKUTE CIICITUAIIMCTH Ce
M3KCKBA JIa ChOOIAaBaT BCSIKA MOJ03MpaHa HeXKEJIaHa peakius. 32 HaurHa Ha ChoOIaBaHe Ha
HEXXEJIaHU PeaKIuy BIDKTE TouKa 4.8.

1. HUME HA JJEKAPCTBEHUS TPOAYKT
EXJADE 125 mg nucneprupamiy ce TabiaeTKu
EXJADE 250 mg nucneprupamiy ce TabiaeTku
EXJADE 500 mg nucneprupamiy ce TabiaeTku

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

EXJADE 125 mg aucneprupaiiiy ce TadJIeTKu
Bcesika mucneprupariia ce Tadnetka chabpxka 125 mg nedepasupoxc (deferasirox).

IToMoOLITHO BELIECTBO C U3BECTHO JICiiCTBUE!
Bcesika nucnieprupaina ce tabnetka chabpika 136 mg makrosa.

EXJADE 250 mg aucnieprupaiiiy ce TadJieTKu
Bcesika mucnepruparia ce Tadnetka cbabppxa 250 mg nedepasupoxce (deferasirox).

IToMoOILIHO BELIECTBO C U3BECTHO JICiiCTBUE!
Bcesika nucnieprupaina ce TabieTka chIbpika 272 Mg akTosa.

EXJADE 500 mg aucnieprupaiiiy ce TadJIeTKu
Bcesika mucneprupaiia ce Tadbnetka cbabpxa 500 mg nedepasupoxc (deferasirox).

IToMOIIIHO BEIIECTBO C U3BECTHO JECHCTBUE:
Bcesika nucnieprupaina ce tabneTka chbpika 544 mg rakrosa.

3a IIBJIHUS CUCHK Ha ITOMOIIHHUTE BCIICCTBA BMKTC TOYKA 6.1.

3. JEKAPCTBEHA ®OPMA
Jucneprupaina ce Tabnerka
EXJADE 125 mg aucnieprupaiuu ce TabiIeTKu

benu 1o 01e10KbATH, KPBIJIK, IVIOCKU TAOJIETKH ChC CKOCEHU pbhOOoBe, ¢ oTneyarand NVR ot enHara
ctpana u J 125 ot npyrata. [lpubnusurennu pazmepu Ha Tabnerkara 12 mm x 3,6 mm.

EXJADE 250 mg mucnieprupaiiiy ce TabiaeTku
Benu 1o 61e 10X BJITH, KPBIJIM, IJIOCKU TalJIETKH ChC CKOCEHU phOOBe, ¢ otneyarand NVR ot enHara
ctpana u J 250 ot npyrata. [lpubnusurennu pazmepu Ha Tabnerkata 15 mm x 4,7 mm.

EXJADE 500 mg mucrieprupaiiiy ce TabiaeTku
Benu 1o 611e 10X BJITH, KPBIJIY, IFIOCKK TalJIETKH ChC CKOCEHU pBOOBE, ¢ oTneyarand NVR ot enHara
ctpana u J 500 ot npyrata. [lpubnusurennu pazmepu Ha Tabnerkata 20 mm X 5,6 mm.




4. KJINMHUYHU JAHHUA
4.1 TepaneBTHYHH MOKA3ZAHUSA

EXJADE e nokasan 3a jieueHre Ha XpPOHUYHO CBPBHXHATPYMBAHE HA JKEJSA30 MOPaIu Y€CTU
KpbBonpenuBanus (>7 ml/kg/mecen epuTpoTHa Maca) MPH NAMEHTH ¢ OeTa TaraceMus Maliop Ha
BB3PACT Ha ¥ HaJ 6 TOAMHHU.

EXJADE e nokasaH CbIII0 3a JEUeHHE Ha XPOHUYHO CBPBHXHATPYIBAHE HA JKEISA30 MOpaIn

KPBBONPENNBAHUSL, KOTATO JICYEHUETO ¢ Ae(hEepPOKCAMHH € MPOTHUBONOKA3aHO WM HETOCTATHYHO MPH

CIICIHUTE TPYNHU NalUeHTH:

- NpY IeJUaTPUYHH NAlMeHTH ¢ OeTa TajaceMusi Maiop ChC CBPBbXHATPYIIBAHE Ha KEIsI30
TopaJiy YecTu KpbBonpenuBanus (=7 ml/kg/mMecen epuTpouTHa Maca) Ha Bb3pacT
oT 2 10 5 roauny,

- NIpY BB3PACTHHU U NEAUATPUYHU MAMEHTH ¢ OeTa TanaceMus Maiiop Cbc CBPbXHATPYyNBaHE Ha
JKEIA30 Mopajar HeuecTH KpbBonpenuBanus (<7 ml/kg/mecen epuTponuTHa Maca) Ha Bb3pacT
2 TOIWHHU U TIOBEYE,

- NpY BB3PACTHU M NIEIUATPUYHU MAIMEHTH C IPYTH BUIOBE aHEMHHU Ha BB3PACT 2 TOTUHH U
noBseye.

EXJADE e nokazaH CbIII0 3a JCUCHHE Ha XPOHUYHO CBPBXHATPYIBAHE HA JKEIISA30, U3UCKBAIIO
XeJlaTUpalia Tepanus Mpy NalUeHTH ChbC CHHAPOMH Ha HETPaHC(PY3MOHHO-3aBUCUMA TaJaceMHUs Ha
BB3pacT 10 roJuHu U oBeYe, KOraTo JICYCHUETO ¢ Ae(PEPOKCAMUH € TPOTHBOIIOKA3aHO MU
HE3a/I0BOJIUTEIHO.

4.2 Jlo3UpoBKa U HAYMH HA MPUJIOKEHUE

Jleuenneto ¢ EXJADE Tpsi0OBa na ce 3amouBa U MOJABPKa OT JIEKApH C OIUT B JICUSHHETO HA
XPOHUYHOTO CBPBbXHATPYIIBaHE HA JKEIA30.

2!03I/I[ZOBKa

CepbeampvneaHe HA JHCenAA30 nopa()u mpacd;wwz

[IpenopwyBa ce JI€UESHUETO J1a ce 3anouHe ciea Tpancdysus Ha npudausuTesHo 20 euHUIN
(oxomno 100 ml/kg) epurpouutaa maca (EM), win ako OT KIMHUYHOTO IPOCIICIBAHE HMa
JIOKa3aTeJICTBA 32 XPOHUYHO CBPBXHATPYIBaHE Ha jKelsi30 (Hamp. cepymer ¢eputud >1 000 pg/l).
Ho3ute (B mg/kg) TpsOBa ja ce U34UMCIIBAT U 3aKPBIJIAT KbM Hal-OJiu3kaTa pa3dacoBka Ha
TabJeTKHTE.

HCJ'II/ITC Ha X&JjiaTupaliara Teparusd ca Ja €€ OTCTPaHU KOJIMYCCTBOTO KCJIA30, IIOJTYUCHO B pE3yJITaT
Ha TpaHC(i)y3I/II/ITe " aKoO CC€ HaJiara, Jia €€ HaMaJIi CbIICCTBYBAIlIOTO HATOBAPBAHE C KEJIA30.

IIpu npemunHaBane 0T GUIMHUPAHU TAOJIETKH/TPAHYJIH HA TUCTIEPTUPAIIH ce TaOJIETKH, T03aTa Ha
JucTieprupanure ce Tadierku Tpsiosa aa 6b1ae ¢ 40% mo-BUCOKa, OTKOIKOTO J103aTa Ha (PUIMHUpaHUTE

TabIeTKu/ TpaHyJIMTEC, KaTO CC 3aKPBIJIN KbM Hali-0IM3KaTa sj1a TalbeTKa.

C’BOTBGTCTBaI]_[I/ITe A03U MCKAY pa3JIMYHUTEC q)OpMI/I Ca IIOKa3aHHu B Ta6J'II/II_IaTa no-aoJgy.



Tabnuna 1 IlpenopbunTeNHN AO3M IPHU CBPBHXHATPYTBAHE HA JKEJSA30

DOuiIMUpaHu Jucneprupamy  Tpancdysumn Cepymen
Ta0JEeTKH/TPAHYJIH M ce Ta0JIeTKHU dbeputnn
Hauvanua noza 14 mg/kg/nen 20 mg/kg/nen  Cnen 20 equuunm win - >1,000 pg/l
(oxomo 100 mi/kg)
EM
AarepuatuBHa 21 mg/kg/nen 30 mg/kg/nen >14 ml/kg/meceuno
HA4YaJIHA 1032 EM
(IpUOIM3NUTETHO
>4 enquannu/
MECEYHO MpH
BB3PACTEH)
7 mg/kg/nen 10 mg/kg/nen <7 ml/kg/meceuno
EM
(TpuOIU3UTETHO
<2 enuuuim/
MECEYHO MpH
Bb3PaCTCH)
IIpu nanmentn,  EnHa Tpera ot [TonoBunara ot
MOBITUSITH CE J103aTa J103aTa
noope oT nedepokcaMuH nedepokcaMuH
nedepokcaMuH
IpocaensiBane Bcexn
Mecell
Mpunenen 500-1 000
HHTEPBAJ ua/l
CTbnKH Npu IMoBumaBane >2 500 pg/l
xopurupane Ha 3,5 - 7 mg/kg/nen 5-10 mg/kg/men
Jx03aTa 10 28 mg/kg/nen b1 (0]
(Bcexn 40 mg/kg/nen
3-6 mecena) HonmxaBane
3,5 - 7 mg/kg/nen 5-10 mg/kg/men <2 500 pg/l
[Ipu nanuenTy, [Ipu nanuenTy,
JIEKYBaHHU C JI03H JICKYBaHH C
>21 mg/kg/nen 03U
>30 mg/kg/nen
- Ilpm nocturane Ha menTa 500-1 000
o/l
MakcumaJjHa 28 mg/kg/nen 40 mg/kg/men
a03a
Ja ce ooMucan <500 pg/l
NpeKbCBaHe

Hauanna oosza

IIpemoppunTennara HadaaHa AHeBHA 103a Ha EXJADE nucneprupaiu ce tabierku € 20 mg/kg

TCJICCHO TCTIJIO.

[Ipu manueHTHTE, KOUTO CE€ HYXKIAST OT MOHM)KEHUE HA MTOBHUILICHUTE HUBA HA JKEJISI30TO B OpraH1u3Ma
1 KOWTO TOJIy4aBar chino nmosede oT 14 ml/kg/mecen epurpountHa Maca (IpUOIU3UTEITHO
>4 euHUI/MECEI] 32 Bb3PACTHH), MOXE JIa € MMa MMPe/IBH/ HavaliHa JHeBHa j03a ot 30 mg/Kkg.



[Ipu manmueHTHTE, KOUTO HE CE HYXIAAT OT MOHWKCHHUE HA TIOBUIIICHUTE HUBA HA KEIISI30TO B
OpraHM3Ma U KOUTO MOJIydaBar ChIIo mo-Mainko ot 7 ml/kg/mMecen epurporuTHa Maca
(mpubau3uTenHo <2 egUHUIIN/MECE]] 32 Bb3pPacTHH), MOXKE J1a Ce UMa TMpe]l BUJI HadalHa JTHEBHA /1032
ot 10 mg/kg. Tpsi0OBa na ce mpociensBa KIMHUYHUS OTTOBOP U TPSOBaA J1a c€ OOMUCIIH MTOBUIIICHUE HA
J103aTa, aKO He ce MOJYYH JIOCTaThuHa epUKAacCHOCT (BXK. Touka 5.1).

[Ipu manueHTUTE, KOUTO BeUe UMAT T0OBP TEpareBTHYCH OTTOBOP Ha Ie(epoKCaMuH, MOXE Jia ce
uma npensu HadyanHa no3a Ha EXJADE nucneprupariy ce TabiaeTku, KOsTO YHCICHO € HallOJOBHHA
oT Jo03ara Ha aedepokcamuH (Hamp. manueHT, nomyyasani 40 mg/kg/nen ot nedepokcamMut 5 1HU B
ceaMHMIIaTa (MM €KBUBAJICHTHA J103a) MOTAT Jia MPEMHUHAT Ha HavyasiHa JHeBHa j03a ot 20 mg/kg/nen
ot EXJADE nucneprupamu ce tabnetkn). Koraro Toa Boau 1o aueBHa no3a mon 20 mg/kg tenecHo
TerJo, TpsOBa Ja ce MmpociesBa OTTOBOPa Ha MaIlMeHTa 1 Ja ce OOMHUCIIM MMOBUIIICHHE HA J103aTa, aKo
HE Ce MOJIy4YH JOCTaTh4yHa ehuKacHOCT (BXK. Touka 5.1).

Kopueupane na dozama

IIpenoppuBa ce cepyMHUST PEepUTHH Ja ce MpociesBa Bceku Mecer u fo3ara Ha EXJADE na ce
IPOMEHS, aKO € He00XO0IMMO, Ha BCEKH 3 10 6 Mecela Bb3 OCHOBA Ha TEHACHIMATA B CEPYyMHHUS
¢depurun. [IpomMeHuTe B 103aTa MOTAT J1a C€ TPaBAT Ha cTHIKHU OT 5 10 10 mg/kg u TpadBa na ca
cb00pa3eHu C OTTOBOPA HA MALMEHTA U TePaleBTHYHUTE 1IeH (TT0IbPKAaHE WM TIOHMKEHHE Ha
KOJIMYECTBOTO Ha keisi30T0). [Ipu marmmeHTn, mpu KOUTO HE € MOCTUTHAT 33 JOBOJIUTENICH KOHTPOJI €
no3u ot 30 mg/kg (t.e. HuBata Ha cepyMHuust peputuH ca Tpaitro Hax 2 500 pg/l u He mokassar
TEH/ICHLIUS KbM MOHIKEHHUE C TeYCHHE Ha BPEMETO) Morar jia ce oomucisit 1o3u ot 40 mg/kg.
HanuuHocTTa Ha JBITOCPOYHH JaHHHU, CBBP3aHHu ¢ edukacHocTTa U 6e3omacHoctTa Ha EXJADE
JMCTieprupaiy ce tabiaetku mpu 1034 Haj 30 mg/kg monacrosiiieM e orpannveHa (264 maueHTH,
HpOCIIeAsBaHN CPETHO 3a | roAMHa Clie/l MOBUIIaBaHe Ha 03aTa). AKO € MOCTHUTHAT MHOTO CJ1a0
KOHTPOJI Ha xeMocuaepo3ara ¢ g03u ot 30 mg/Kg, ¢ JOBIHUTEIHO MOBHUIIIABaHE Ha 03aTa (110
MakcumaiHa j103a ot 40 mg/kg) Moske J1a He ce MMOCTUTHE 3aJI0BOJIMTEICH KOHTPOJI U Ja C& HAJIOKH
OOMHMCIISTHE Ha QJITEPHATHBHU METO/M HA JIedeHHe. AKO He Ce TIOCTUTHE 33a0BOJIUTEIICH KOHTPOJ C
no3u Haa 30 mg/kg, edeHneTo ¢ TakMBa 03K HE TPsAOBa J1a ce MPOABJIKABa, a TPsIOBa 1a ce
OOMHMCIIAT aNTepHATUBHU BapHAHTH 3a JICYEHHE, KOTaTo € Bb3MOkHO. Jlo3u Hax 40 mg/kg He ce
NpernopbyBar, Thil KATO UMa OTPAHWYEH OIUT C JIO3UTE HAJl TOBA HHUBO.

I1pu narnueHTUTe, JEKyBaHH ¢ 1031 O-BUCOKHU oT 30 Mg/Kg, mpu mocturane Ha KOHTPOJI (T.€. HUBA Ha
cepyMeH ¢eputun Tpaiino mojx 2 500 pg/l u mokasBamy TEHAECHIINA KbM IOHWKEHHUE C TCUCHUE Ha
BpeMeTo) TpsiOBa Ja ce OOMUCITH CTHIIAIOBUIHO HaAMalsiBaHe Ha jo3ara ¢ 5 1o 10 mg/kg. Ipu
MAIMEHTHUTE, TPU KOUTO HUBATA HA CEPYMHUS (PEPUTHH ca JTOCTUTHAIU HPUIICTHUTE CTOMHOCTH
(o6uknoBeHo Mexay 500 u 1 000 pg/l) TpsioBa 1a ce OOMUCITH CTHIIATIOBUIHO HAMAIIBAHE HA J103aTa
¢ 5 mo 10 mg/Kg ¢ men 3ana3BaHe Ha HUBATa Ha CEPyMHHS (PEPUTHH B PAMKHUTE Ha MTPULICTHUS
nana3oH. AKO cepyMHUST GpepuTrH TpaiiHo criaaa mox 500 pg/l TpsoBa 1a ce 0OMUCITH PEKbCBAaHE
Ha JeueHneTo (BK. Touka 4.4).

Cunopomu Ha Hempanc@hV3uOHHO-3A6UCUMA MAAACEMUSL

XenaTupariia Teparus TpsOBa J1a ce 3al0YHe CaMO aKO UMa JIOKa3aTeJICTBa 3a CBPbXHATPYIIBaHE HA
kKeln30 (KOHIIEHTpalMs Ha xelsn30 B ueprus apob [LIC] >5 mg Fe/g cyxo termo [c.T.] wiu cepymer
dbeputun Tpaitno >800 pg/l). LIC e npeamountan MeTos 3a ONpeIeisiHe Ha CBPbXHATPYIBAHETO HA
JKEJSI30 U TPSIOBA J1a e M3M013a, KOraTo € Halu4veH. [Ipy BCUYKY nanueHTn € He0OX0AUMO ITOBUIIICHO
BHHUMAaHHE 10 BpeMe Ha XellaTupalara Teparus, 3a J1a ce HaMajll PUCKa OT CBPbX00pa3yBaHe Ha
XeJaTy.

[Ipu npemunaBane oT GpUIMUpPaHU TaOIETKH/TPaHyIM HA TUCTIEPTUpaIIX ce TabJIeTKH, 103aTa Ha
JUCTIeprupaliuTe ce TadneTku TpsioBa 1a 0bae ¢ 40% mo-BrCOKa, OTKOJIKOTO A03aTa Ha PUIMHpaHUTE

TabmeTKu/ TpaHyJIMTEC, KaTO CC 3aKPBIJIN KbM Hali-0IM3KaTa sj1a TaleTKa.

C’BOTBGTCTBaI]_[I/ITe A03U MCIKAY pa3JIMIHUTEC (bOpMI/I Ca IIOKa3aHHu B Ta6J'II/I]_IaTa mo-aoJay.



Tabnuna 2 TIpernopbUMTETHY 03U TIPU CUHAPOMU Ha HETPAHC(HY3HOHHO-3aBUCHMA TaaceMUs

DOuiIMUpaHu Jucneprupamu  KoHuenTpaumust Cepymen
TalbJaeTKU/TPaHyad  ce TadJIeTKH HA JKeJIsi30 B dbeputun
YyepHHUSA APoO
(LIC)*
Hauanna moza 7 mg/kg/nen 10 mg/kg/nen >5 mg Fe/g c.T. wm  >800 ug/l
IIpocaensiBane Bcexku
Mecell
CTBOKH IpH IoBuiaBane >7 mg Fe/g c.T. wm  >2 000 pg/l
kopurupane na 3,5 - 7 mg/kg/nen 5-10 mg/kg/nen
Jx03aTa IMonm:kaBaHe <7 mg Fe/g c.t. wm <2 000 ug/l
(Bcexn 3,5 - 7 mg/kg/nen 5-10 mg/kg/nen
3-6 Mecerna)
MakcumaJjana 14 mg/kg/nen 20 mg/kg/nen
no03a
7 mg/kg/nen 10 mg/kg/nen
[Tpu BB3pacTHH He e onensiBana  wiu <2 000 pg/l
IIpu nepuaTpuyHy MALKMEHTH
IIpexncBane <3 mg Fe/g c.T. i <300 pg/l
IloaHoBsiBaHe He ce npenopbusa

Ha JICYCHHETO

*LIC e npeamnounTaHusST METOA 3a OIIPEIeIIsIHE HA HATPYIIBAHETO HA KEJISA30

Hauanna oosa
[MpenoppunTtennaTa HadanHa AHeBHA n03a Ha EXJADE nucneprupamy ce TabieTK Mpy NanueHTH
ChC CHHJIPOMH Ha HeTpaHc(y3HOHHO-3aBuCcHMa Taacemust ¢ 10 mg/kg TenecHo Terio.

Kopueupane na dozama

[MpenopbuBa ce HUBOTO Ha cepyMHUsI (DEPUTHH Jla c€ MOHUTOpPHUpa Bcekr Mecell. Ha Bceku 3 1o

6 meceria JieueHue, TpsOBa J1a ce 0OMUCIH TOBHINIaBaHe Ha f03aTa ¢ 5 10 10 mg/Kg npu marmeHTuTe ¢
LIC >7 mg Fe/g c.t. unu cbe cepymen deputut tpaitro >2 000 pg/l, Hemoka3Bai TeHICHIHS 32
MOHM)KaBaHe, OHACSIIHN J00pe JlekapcTBeHus mpoaykT. He ce mpemopbusat mo3u Hax 20 mg/kg
MopaJiy JIUIcaTa Ha OMKT C ITO-BUCOKH JI03U MPH MAIIMEHTH ChC CHHIPOMH Ha HeTpaHC(y3uOHHO-
3aBHCHMAa TallaCeMHusl.

ITpu manuenTy, Mpyu KOWTO He € mpaBeHa onenka Ha LIC u cepymuusr dpepurnn e <2 000 ug/l, mo3ara
He TpsiOBa na npesumana 10 mg/kg.

ITpu manuenHTy, Mpyu KOWTO J03ata € Ouia moswuiena a0 >10 mg/kg, TpsoBa 1a ce odMucin
HaMaJisiBaHe Ha jo3ara Ha 10 mg/kg wmu mo-manko npu LIC <7 mg Fe/g c.1. wiu cepymen Gpeputun
<2 000 pg/l.

Ilpexpamsasane na nevenuemo

IIpu mocTrrane Ha 3a0BOJINTETHN HUBA Ha kensa30 B opranu3ma (LIC <3 mg Fe/g c.t. mim cepymen
dbeputrn <300 ug/l), meuenuero Tpss6Ba 1a ce crpe. JIMIICBAT JaHHNA OTHOCHO MIOBTOPHOTO JICUEHHE
Ha TIAIIMEHTH, TIPH KOUTO OTHOBO ce HaOJII0jaBa HATPYIIBAHE HA KEJA30 CJIE]] TOCTUTaHe Ha
3aJI0BOJIUTEIIHU HUBA Ha JKEJIS30TO B OPraHMW3Ma U IMOPaIy Ta3H MPUUMHA HE MOJXKE Ja ¢e Ipernophya
MOBTAPSHE HA JICUCHUETO.



CneuuaﬂHu nonyaayuu

Hayuenmu ¢ cmapuecka ev3pacm (>635-200uwna ev3pacm)

ITpenopbkuTe 3a JO3UPaHE TPH MAIMEHTH B HAMPeIHAIA BB3PACT €a CHIIUTE KaTO OMMCAHKUTE T0-
rope. B xo/1a Ha KJIMHUYHUTE TPOYUBAHUS MAIHEHTUTE B CTAPUECKa Bh3PACT MOTyyaBaT Mmo-4ecTo
HEXXETaHU PeaKivy, OTKOIKOTO MO-MJIAJNTE MAIMEHTH (MO-CIICIHATHO Hapus) U TpsOBa aa Obaatr
BHUMATEJTHO MPOCIICASIBAHY 3a MOSIBa Ha HEXKETaH! PEaKI[K, KOUTO MOTAT Ja H3UCKBAT KOPUTHPAHE
Ha j103aTa.

Ileouampuuna nonynayus

CBpBbXHATpyIIBaHE Ha XKEIA30 Opaan TpaHChy3us:

[IpenopwkuTe 3a J03UpaHE MPH MISAUATPUIHN MAIIMSHTH HA BB3pacT 2 10 17 rouHu Che
CBPBXHATPYIBAHE HA JKEJA30 MOPAIU TPAaHCPY3Hs, Ca ChIIUTE, KAKTO IPU Bh3PACTHU MAIIMCHTH.
[IpoMeHuTE B TETNIOTO HA JeIaTa C BpeMETO TPsiOBa Ja ce UMat MPeIBUl, KOraTo Ce H3UUCIIsIBA
Jo3ara.

[Tpu mena cbCc CBPBXHATPYIBAHE HA KEJSA30 MOpaau TpaHchy3Hs, Ha Bb3PacT MEXy 2 U 5 TonuHH,
EKCIO3UIUATA € TTO-HUCKA, OTKOJIKOTO TIPH Bh3pacTHH (BK. Touka 5.2). Ta3u Bp3pacToBa rpyna Moxe
CJIEI0OBATEITHO Jla Hajlara Io-BUCOKH J03H, OTKOJKOTO ca HeOOXOJUMU IIPU Bb3pacTHU. Bhrpexu ToBa,
HayalHaTa J103a TpsOBa Ja € chlllaTa KaTo MpH Bb3PACTHH, IIOCIIEABaHA OT HHAMBUIYAIHO TUTPHPAHE.

CuHIpOMH Ha HETPaHC(HY3MOHHO-3aBUCHMA TaJlaCEMHUSL:

[Ipu nemuaTpuvHUTE MAMEHTH ChC CHHIPOMH Ha HETPaHC(HY3MOHHO-3aBUCHMA TaJlaceMHUs 103aTa He
TpsioBa na npesumana 10 mg/kg. [Ipu Te3n narmeHTn BHUMaTenHoTo cieaeHe Ha LIC u cepymuus
(hepuTHH € OT CBHIIECTBEHA BAXHOCT, 3a Jla ce n30erHe CBpbhXxo0pa3yBaHe Ha XEJIaTH: B JOIIbIHCHUE
KbM MECEYHOTO OMpE/ICNIsIHEe Ha CePYMHHUs (PEPUTHH € HEOOXOAUMO Ha BCEKU TPH Mecela
npocneassane Ha LIC, korato cepymuusr peputun e <800 pg/l.

Heua ot paxaanero o 23 mecena:
bezomnacHocrTa 1 epukacuoctra Ha EXJADE nipu gena ot pakmaneTo 10 23-MecedyHa Bb3pacT He ca
yCTaHOBEHHU. JIuncBar JaHHU.

Hayuenmu ¢ 6v0peuno yepesicoane
EXJADE He e npoyuBaH Ipu NalMeHTH ¢ ObOPEYHO YBPEXKIAHE U € MPOTHBOIIOKA3aH MPH MAIlHEHTH C
M3YUCIICH KPeaTUHHHOB KIHpbhHC <60 ml/min (Bx. Touku 4.3 u 4.4).

THayuenmu ¢ wepHoOpobdHO yepedcoare

EXJADE He ce npenopbyBa Mpy MalUEHTH ¢ TEXKO uepHoapooro yepekaane (Kimac C mo Child-
Pugh). TTpu marenTH ¢ ymepeHo qepuoapoono yspexaane (Kiac B mo Child-Pugh) nosara tpsiosa
Jla ce HaMaJy 3HAYUTEITHO, CJIe]l KOeTO MOCTENeHHO /1a ce yBenuuu 110 50% (Bxk. Toukn 4.4 u 5.2) n
EXJADE Ttpsi6Ba ia ce n3nosn3sa Npeana3inBo Mpyu TaKUBa MarueHTH. YepHoapoOHaTa QyHKIUS MPH
BCHYKH MAIMCHTH TPSOBa J1a ce MPOCIie/isiBa MPEIn JICUSHUETO, HA BCEKH 2 CEIMHITH MTPe3 MTbPBHUS
Mecell U cJIe]] ToBa BCeKU Mecell (Bxk. Touka 4.4).

Hauun Ha npuiioxxenue

3a mepopaHO MPUIIOKEHNE.

EXJADE nucneprupainy ce TabyeTku TpsiOBa Ja ce IpueMaT BeIHBK JHEBHO Ha IJIaJHO IMOHE

30 MUHYTH Npein XpaHeHe, 3a MPEANOYNUTAHE [0 €HO U ChIIO BPEeMe BCEKH JieH (BXK. TOUKH 4.5 u
5.2).

JlucrieprupainuTe ce TabIETKH e AUCIIEPTHUPAT upe3 pa3dbpKBaHe B Yallla BOJa WIIM COK OT TIOPTOKAIT
nin s510651Ka (100 10 200 ml), mokaro ce monyun ¢una cycrnensus. Ciie MOTTbIaHe HA CYCIIEH3UATA,
aKo MMa OCTaThK TO# TpsOBa [1a ce pa3TBOPH IMOBTOPHO B MaTbK 00€M BOJa HMIIM COK H JIa CE TIOT'hJIHE.
TabserkuTe He TPsAOBA Ja Ce ABBUYAT MIIM TOTIBIIAT HETH (BXK. CHITO TOYKa 6.2).



4.3 IlporuBomoka3aHus

CBpBXUyBCTBUTEIHOCT KbM aKTHBHOTO BEIIECTBO MIIM KBM HAKOE OT MTOMOIIHHUTE BEIICCTBA,
n30poeHu B Touka 6.1.

KomOunanusiTa ¢ Ipyru BUIOBE XeJaTrupalia Tepanus 3a )KeJs130, Thi KaTo 0e30MacHOCTTa Ha TaKUBa
KOMOHHAIIMY HE € YCTaHOBeHa (BXK. Touka 4.5).

[TanuenTH ¢ U3YKCIIeH KPEaTHHUHOB KIHpBHC <60 ml/min.

44 ChneuuaJHu npenynpe:kieHus U Npeana3Hu MepKHU Mpu ynorpeda

brOpeuna GyHKIMS

Hedepa3upoxc e mpoydBaH camMo IIPpH MAIUEHTH C H3XO/ICH CEPYMEH KpEaTHHIH B PAMKHUTE Ha
pedepeHTHUTE TPaHUIH 32 BB3pacTTa.

[Ipy KIMHUYHHUTE TPOYYBAHHMS IOBHIICHHS Ha CEPYMHUS KpeaTHHUH ¢ >33% B >2 mocieaoBaTeHu
OTIpeIeJISIHUSL, IOHAKOra HaJl TopHaTa pedepeHTHa rpaHulla, Bb3HUKBAT IpU 0KoJo 36% oT
nanueHTuTe. Te3u MoBHIIeH!s ca 0303aBUCHMHU. [Ipy OKOIIO JIBE TPETH OT MAMeHTHUTE, TOKa3BaIlN
MOBHUIIIEHUE HA CEPYMHHMS KPEaTHHHH € HabmoaaBaH oopateH cnaf nox 33% HuBOTO 03 ajanTupane
Ha no3ara. [Ipu ocraHanara TpeTa HOBUIIABAHUATA HA CEPyMHHS KPEaTHHHH HE BUHATH OTTOBAPSAT Ha
HOHIDKCHUE Ha 7103aTa WIIM Ha CIIHPaHeTo i. B HiKou ciyyan cien moHMkKaBaHe Ha J103aTa ce
Ha0II0/1aBa CTA0OMIM3NpaHe Ha CTOWHOCTHTE HAa cepyMHUS KpeaTnHUH. Cirydan Ha ocTpa OB0pedHa
HEJOCTAaThYHOCT Ca ChOOIIEHH MIPH yIoTpedaTa Ha aedepazupokc cien MyCKaHeTo Ha ma3apa (BiK.
touka 4.8). IIpu gacT oT ChOOIIEHHUTE 110 BpEME Ha OCTMAPKETHHTOBHS TIEPUO/] CITyUaH,
BJIOIIIaBaHETO Ha ObOpedHaTa PyHKIUSA € TOBENO 10 OBOpedyHa HeAOCTaThYHOCT, H3UCKBAIIA
BPEMEHHA WM TTOCTOSTHHA THAJTH3A.

[TprunHUTE 32 MOKaYBaHUATA HA CEPYMHHS KPEaTHHHH He ca u3sicHeHu. CienoBarenHo TpsOBa 1a ce
00pbIa 0cOOEHO BHUMaHHE Ha IPOCIIS/IIBAHETO Ha CEPYMHUS KPEaTHHUH MPH MAIMEHTUTE, KOUTO
HOJTy4aBaT KaTo ChII'BTCTBAIIA TEPANH JIEKAPCTBA, KOUTO MOTHCKAT ObOpeuHaTa pyHKIUS U TIpH
NalMEeHTHTE, KOUTO TT0JIy4aBaT BUCOKH 03U JieepasupoKC W/UIH MO-PEIKU KPHBOTIPETHBAHUS
(<7ml/kg/mecer epuTpoIMTHA Maca Wi <2 eIHHUIIN/MECET] IPU Bb3pacTHH). BrIpeku ue B xo/1a Ha
KIIMHUYHUTE MPOYYBaHUS NIPpH yBenuvaBaHe Ha no3ata EXJADE pucrieprupamy ce TabneTku Hajx
30 mg/kg He ce HabO1aBa HapacTBaHe Ha OBOPEYHNTE HEXKEJTaHU ChOUTHS, MOBUIIIABAHE HA PUCKA
OT BB3HUKBaHe Ha Ob0peuHn Hexenanu ceouTust npu EXJADE mgucnieprupamu ce tabietku B 1031
uazx 30 mg/kKg He MoKe Ia ce M3KITFOUH.

[IperiopbuBa ce cepyMHHAT KPEaTHHUH Jja O'bJie OLCHEH JBYKPATHO MPEAN 3aIl0YBaHEe HA TEPAHATA.
CepyMHHST KpeaTHHHH, KPeaTHHHHOBHUST KJIMPBHC (M3urcieHu o ¢popmynara Ha Cockroft-Gault
wii 1o MDRD ¢opmynata npu Bp3pacTHu 1iu 1o popmynara Ha Schwart npu aeua) u/win
IUIa3MeHUTe HUBa Ha nuctaTiH C TpsidBa aa ce mpoc/ieasiBaT Npeay 3a04BaHe HA TepanusTa,
exxeceJMUYHO Npe3 MbPBHUS Mecell cJIe/ 3all0YBaHe MU NMpoMsiHa Ha TepanusaTa ¢ EXJADE
(BKJIIOYMTEIHO PEMHHABAHE KbM JPYyra jJeKapcTBeHa (opMa) U eskeMeceqHO cjie]] TOBa.
[NanuenTure c anamHe3a 3a ObOpeyHH 3a00ISIBAHUS U NALIMEHTUTE, KOUTO MOJyYaBat JIEKAPCTBEHH
NPOAYKTH, KOUTO HOTHCKAT ObOpeuHaTa (yHKUHUS, MOXKE /1a Ca N3JI0KEHHU Ha TO-TOJISIM PHCK OT
ycnoxHeHus. TpaoBa na ce 00bpHEe BHUMaHUE 3a NOJABPKaHE Ha aJleKBaTHA XUApaTalus Ha
NAalMEeHTUTE, KOUTO Pa3BUAT AUAPHS WIN MOBPBIIAHE.

Nma nmocTMapKeTHHIrOBH CHOOIICHNS 3 CIIy4and Ha MeTa0OJIMTHA alu103a, Bh3HUKHAJIA 110 BpeMe Ha
JIeUYSHHUETO ¢ Jieepasupokc. BoNMMHCTBOTO OT MAIMEHTHTE ca Mai ObOPEYHN HApYIICHUS,
O0b0Opeuna TyOysonatus (cuHIpoM Ha Fanconi) win auapusi, Wi HIKaKBH JAPYTH ChCTOSIHUSL, TIPH
KOWTO HAapyIICHUETO Ha KUCEIMHHO-AJIKATHOTO PABHOBECHE € U3BECTHO yCIOXKHEeHHE. B Te3n
MIOITyJIAIAN KUCEITMHHO-AIIKATHOTO paBHOBECHE TPSIOBA J]a ce MPOCIE/ISBS ChITIACHO KIIMHUYHHUTE
noka3anus. [Ipu manmeHTHTE, IPU KOUTO CE pa3Bre MeTa0OJIUTHA alli103a TPsiOBa Aa ce 0OMUCITH
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npeKbcBane Ha JiedeHunero ¢ EXJADE.

Tabmuna 3  Kopurupane Ha qo03aTa U IpEeKbCBaHE Ha JICUYSHUETO IIPH IIPOCIeasiBaHe Ha ObOpeuHaTa
(byHKIIS

CepyMeH KpeaTHHUH KpeaTHHUHOB KJIMPBHC

IIpenn 3amouBane Ha | /IBykpaTHO (2X) u Ennoxpatho (1x)
TepanusaTa

I[IporuBonmoka3an <60 ml/min

IIpociaensiBane

- IIppBus mecen Beaubkx ceIMUYHO Hu Beannxk ce qMUUHO
clie[] 3allouBaHE Ha
TepanusTa Wik npu
MpoMsHa Ha J03aTa
(BKIIFOUUTETTHO
MPEMUHABAHE KbM
Jpyra JeKapcTBEHa
¢dhopma)

- Cnepn ToBa Bemnnx MeceuHo i Beaubx MecedHo

HamasnsiBane Ha qHeBHaTa 103a ¢ 10 mg/kg/nen (aucneprupaiu ce TabIeTKH),
aKko credHume noKazamenu 3a OYeHKa Ha Ovopeunama QyuKyus ce Habadasam npu 0ee
NOCIe008AMENHU GUBUMU U HE MO2am 0d Ce C8bPIUCAM ¢ 0Pyl RPUYUHU

Bo3pacTau manueHTu >33% Haj cpeHUTE u [Monwxkenue <JII'H*
CTOWHOCTH NpeaH (<90 ml/min)
3aloYyBaHe Ha JCUYCHHETO

[TenuaTpuanu > [TH** 3a choTBeTHATa | W/MIH [Monwxkenue <JII'H*

MaIlMEeHTH BB3pacT (<90 mi/min)

Cuen HamaJisiBaHe Ha [103aTa, JIeYeHHETO Ce MPEKBCBA, AKO

Bo3pactau u Ocrara >33% Han W/Wim [Monwxkenue <JII'H*

MeANaTPUUHU CPEIIHUTE CTOMHOCTH (<90 ml/min)

MaIUeHTH MpeIn 3aI0YBaHe Ha
JICUCHUETO

*JII'H: momHa rpaHuila Ha HOpMaTa

**I'TH: ropHa rpaHuia Ha HOpMara

JledenueTo MoXe Ja ce MOJHOBH B 3aBUCUMOCT OT KJIMHHUYHUTE OOCTOSITEIICTBA.

HamassiBaHe Ha 103aTa WK NPEKbCBAHE HA JICUCHUETO MOXKE ChIIIO J]a C€ UMa IMPE/IBUJI, aKO Ce
YCTaHOBST OTKJIIOHEHHS B ITOKA3aTeJINTe 32 OIICHKa Ha ObOpedyHaTa TyOysIHa GYHKIUS W/WIH TPU
KIIMHAYHU TIOKA3aHUSL:

. [Iporeunypus (u3ciieIBaHEeTO TPsIOBa /la Ce HAIPaBH MPEIU 3all0YBaHE HA JICYCHUETO U BCEKHU
MeceIr CIie/l TOBa)
. I'iroko3ypust IpH ManyeHTH 0e3 AMadeT U HUCKY HUBA Ha Kajaui, GochaTH, MarHe3ui uiu

ypatu B cepyma, pocdarypusi, aMHHOAIMIYpHUs (TIPOCIIEAsIBaHe TIPH HYXK/IQ).
brOpeuna TyOymnonaTus ce cho0IIaBa NPEINMHO MPH JIe1la U I0HOIIH ¢ OeTa TajsaceMus, JeKyBaHH C
EXJADE.

[ManuenTure TpsiOBa 12 OBJAT HACOUYECHH KbM HE(POJIOT U IOMBIHUTEIHH CICIAAIN3UPAHU

u3cienBanus (kaTo ObOpeuHa OUOTICHS ), aKO OIIMCAHUTE M0-10JTy CUMIITOMH CE MOSBAT BBIIPEKU

HaMaJsIBaHETO Ha J]03aTa M NPEKhCBAHETO Ha JICUCHHUETO:

. CEPYMHHUST KpEaTHHHH 0CTaBa 3HAYMO IIOBHIIICH U

. MMa TpaiiHU OTKJIOHEHHS B IPYT [TOKAa3aTel 3a OllcHKa Ha ObOpeuHaTa GpyHKIus (Hamp.
npoTeHHypusi, CHHIPOM Ha Fanconi).




Yepuoapobua ¢yHKIHI

HabmronaBat ce moBUIICHUSI HA YePHOIPOOHUTE (YHKIIMOHAIHU TECTOBE MPH MAIIMEHTH, JICKYBaHH C
nedepasupokc. B mocTMapkeTHHTOBYS TIeproT MMa ChOOIIEHS 3a CIydan Ha 9YepHOpoOHa
HEJIOCTATBhYHOCT, TIOHSIKOTA ¢ (haTaJieH Kpaii, TP MaIeHTH, JIeKyBaHHu ¢ nedepazupokc. [ToeueTo oT
CHOOIIEHHSATA 32 Bh3HUKHAIA YEPHOPOOHA HEJOCTATHYHOCT Ca CBBP3aHH C MAIUEHTH ChC
3HAYMTENICH OpOl 3a00MsIBaHMs, BKIIOUHTEITHO MPE/IIeCTBAIa YepHOApoOHa npo3a. Benpeku ToBa,
HE MOJXE JIa Ce OTXBBPIIM 3HAYCHHUETO Ha JiedepasupoKc KaTo JOMPUHACSII MM BIOIIABAII
CBCTOSTHHETO (PakTop (BK. Touka 4.8).

IIpenoppuBa ce n3cneaBaHe HA CEpyMHUTE TPAaHCAMHHA3H, OMITNpyOnHa U anmkanHara (ocdaTaza
Npe/Iv 3arl0YBaHe Ha JICUCHUETO, Ha BCCKH 2 CEJMMITU MPe3 IbPBHUS Mecell OT JICUYSHHETO U Ha BCEKH
Mecell clie/l ToBa. AKO Ma TIEpCUCTUPAIIIO H IPOTrPEeCUpaIio MOBUIICHHE Ha HUBATA HA CEPyMHUTE
TpaHCaMHHA3W, KOUTO HE MOTAT Jia ce mpunumart Ha Apyru npuanan, EXJADE tpsb6sa na ce crpe.
Cren xaTo ce U3sSCHHU MPUYHMHATA 32 MTATOJIOTHYHHUTE IIPOMEHH B YEPHOAPOOHUTE (PYHKIIMOHATTHH
TECTOBE WJIM CJIE]] BpPhIaHe KbM HOPMAITHUTE HUBA, MOXE Ja C€ UMa MPEBUJI PETa3IuBO TOBTOPHO
3aroYBaHe Ha JICUCHUETO C MO-HUCKA J103a, TIOCJICABAHO OT MOCTEIIEHHO MOBUIIICHHE Ha J103aTa.

EXJADE He ce npenopbyBa MpH MaUEHTH ¢ TEKKO YepHoapooHo yBpexkaane (Kiac C mo Child-
Pugh) (8. Touka 5.2).

Tabanma 4 O0001IeHNE HA IPENOPBLKUTE 3a POCIENsiBaHe Ha 0e301acHOCTTa

YecrToTa

JIBykpaTHO Mpeny 3aroyBaHe Ha Tepanusara.
Bcesika cenqmuna npes mbpBHs Mecel] OT
TepanusaTa Wiy ciiel] IpoMsHa Ha J103aTa
(BKJIIOUMTEHO IpEMUHaBaHe KbM JpyTa
nekapcTBeHa ¢popma). ExxemeceuHo cren
TOBA.

IIpenu 3anouBaHe Ha TepanusTa.

Bcesika cenqmunia npes mbpBHsl MeECEL] OT
TepanusaTa Wiy ciiel] IpoMsHa Ha J103aTa
(BKJITFOUMTETHO PEMUHABaHe KbM JpyTa
JeKapcTBeHa Gpopma).

ExemeceqHo cien ToBa.

IIpenu 3anouBaHe Ha TepanusTa.
ExemeceqHo cien ToBa.

Cropen Hy XauTe.

HN3caeaBane
CepyMeH KpeaTUHUH

KpeaTMHUHOB KIIMPBHC W/WITH TJ1a3MEH
muctatug C

IIporennypus

Hpyru mapkepu 3a OLEeHKa Ha
O0bOpeuHaTa TyOynHa GyHKIUS (KaTo
HANpUMep TIIFOKO3YPHS MIPH MAIHEeHTH
0e3 nrabeT ¥ HUCKU HMBA HA CEPyMHHUS
Kajuid, pocdar, MarHe3uii UM ypar,
dochartypus, aMUHOAITUTYPHST)

CepyMHU TpaHCaMHUHA3M, OWITUPYOUH,
ankanHa gocdarasza

IIpenu 3anouBaHe Ha TepanusTa.

Ha Bceku 2 ceamuny pe3 mbpBHs MECEI] OT
TepanusiTa.

ExemecedHo cien ToBa.

M3cnenBane Ha ciayxa M OYUTE

IIpenu 3anouBaHe Ha TepanusTa.
ExeronHo cieq ToBa.

TenecHO Terso, pPbCT U CEKCYaTHO
pa3BUTHE

IIpeau 3anouBaHe Ha TepanusTa.
ExeronHo npu neauaTpuyHu NalMeHTH.
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[Ipu nanyeHTH, MPH KOUTO OYaKBaHATA MPOIBIDKUTEITHOCT Ha XHUBOTA HE € TOJIsIMa (HAIp. MpH
BHUCOKOPHCKOB MHUENIOIUCIUIACTUYEH CHHIPOM), OCOOCHO KOTaTO ChITBTCTBAIIN 3a00JIIBaHUS MOTaT Ja
MTOBHUITIAT pHCKa OT TOsIBa Ha HEXKeNlaH! cromTHs, mon3ute or EXJADE morat ma 0paaT orpaHudeHd U
Jla He TIPEeBB3X0XKIaT pucKoBeTe. BenemcTBre Ha ToBa, He ce mpenopbhuBa jedenue ¢ EXJADE mpu
TaKWBa MaIUCHTH.

Heo6xonnumo e MoBHUINIEHO BHUMAaHKE TP MAIUCHTUTE B CTApUeCcKa Bh3pacT MOPajIy Mo-BUCOKATA
YeCTOTa Ha HEXETaH! peaKIuu (IT0-CIICIHATHO THAPHS).

JlaHHKTE TIPH [e11a ¢ HeTpaHC(y3HOHHO-3aBUCHMA TATaCEMHUS Ca MHOTO OTpaHHYCHH (BXK. Touka 5.1).
B crenctBre Ha ToBa, TepanusaTa ¢ EXJADE TpsaOBa ma 0b1¢ BHUIMATEIIHO MOHUTOPUPAHA, 32
YCTaHOBSIBAaHE HA HEXEJIaHHW PEaKIUH U MPocieiBaHe Ha HATOBAPBAHETO C XKEIA30 B IeIUaTpUIHATA
norrynanusi. OcBeH ToBa, peau 3anouBade Ha eueHre EXJADE npu nena ¢ Te)ko HaToBapBaHe C
KeIA30, ¢ TpaH(y3MOHHO-HE3aBUCHMA TallaceMusl, JIeKapsAT TPsiOBa Jia € HAsICHO, Y€ TOCIIECTBHATA OT
JIBIITOCPOYHATA CKCITO3UIIHS PH TaKKUBa MAMeHTH KbM MOMEHTA Ca HEU3BECTHH.

CroMantHo-4peBHHU HApYIICHHS

CpoOmraBa ce 3a MosiBa Ha S3BH M KbPBEHE OT TOPHUTE OT/IENIM HA FaCTPOMHTECTHHAIHHS TPAKT PH
NalMeHTH, BKJIIOYATETHO JeNa U TTOAPAaCcTBAaIIH, odydaBany aedepasupokc. [Ipu yact ot
MaIMEHTHTE ce HaOIoaBaT MHOXKECTBEHH 3B (BK. Touka 4.8). iMa choO0IIeHus 3a A3BH,
YCIIO’KHEHHU C TaCTPOMHTECTHHAIHA nepdopanust. ChIIo Taka vMa ChOOIIEHHS 3a cIydau Ha (aTaiHu
racTPOMHTECTHHAIHN XEeMOParuy, 0COOEHO IPH MAMEHTH B CTapYecKa Bb3PACT ChC 37I0KaUYeCTBCHN
XEMAaTOJIOTHYHU 3a00IsIBAHAS W/WIH HUCHK Opoii Ha TpoMmOormTuTe. [lo BpeMe Ha nedeHneTo ¢
EXJADE nexyBamute nexapu 1 nanMeHTUTe TPsOBa Ja ObAAT HAIIPEK 3a MPU3HALN U CUMIITOMA Ha
CTOMAIITHO-YPEBHA 53Ba WM KbPBEHE OT CTPaHa HA FaCTPOMHTECTHHAIHHS TPAKT U a UIMAT TOTOBHOCT
CBOEBPEMEHHO J1a 3a[I0YHAT MO-HATATHIIHO U3CIICIBAHE WIIH JICUeHHE, B CITydall Ue 3a1mo103pat
HaJIMYMETO Ha CEpPHO3HA HeXKeIaHa PeakIisi OT CTpaHa Ha TaCTPOMHTECTUHAIHUS TpakT. HeoOxoxmumo
€ TIOBHIIIEHO BHUMAaHHE MPH MarueHTn, kouto npuemar EXJADE enHOBpeMeHHO ¢ BeIecTBa ¢
u3sBeH ynneporeneH norennuai, kato HCIIBC, koptukocrepouan nimm nepopaiau oudocdonary,

IIpU MaruCeHTH, OJIydaBalllkd aHTUKOAlr'yJlaHTH, KaKTO U IIPHU NAallUCHTH C TpOM60LIPITI/I 10
50 000/mm? (50 x 10%/1) (. Touka 4.5).

Hapymienus Ha koxara

ITo Bpeme Ha neyenueto ¢ EXJADE moxe aa ce nosiBsIT KO>KHU 0OpHuBH. B moBedeTo ciryyan
o0puBHTE OT3BY4aBaT ClIOHTaHHO. KoraTo ce Hajlara npekbCBaHe Ha JICUYCHUETO, Ciie]l OTIIyMsIBaHe Ha
0o0puBa, TO MOeE J1a ce Bb30OHOBH C MO-HHUCKA 1032, II0CJIeIBaHa OT MOCTEIIEHHO IOBUIIIAaBAaHE HA
no3zara. [Ipu TexxkuTe cirydau, ToBa Bb30OHOBSIBAHE MOXKE J1a C€ IIPOBeJie B KOMOMHALUS C KPaThK
Nepuo/] Ha IPUIIO’KEHHE Ha MEPOpaIHU KOpTUKOocTepouan. ChoOIIaBar ce cirydyan Ha TEXKH KOXHU
Hexxenanu peakuuu (SCARS), Bkirountenno cuuapom Ha Stevens-Johnson (SJS), Tokcuuna
enuaepMmaiHa Hekponmsa (TEN) u ekapcTBeHa peakius ¢ €03WHO(IIINS M CHCTEMHH CUMITTOMHA
(DRESS), kouTo MoraT ia ObJ1aT )KUBOTO3aCTpaIlIaBaIly WiH JetanHu. Ako ce mogo3upa SCAR,
EXJADE TpsibBa na ce cipe He3a0aBHO U J1a He ce mpuiara oTHOBo. [lpu npennuceane Ha
JIEKapCTBOTO MalMEHTHUTE TPsIOBa 1a OBbAAT 3a03HATH C IPU3HALUTE U CUMIITOMUTE HA TEXKHUTE
KOXKHHU pEaKlyH, U Aa ObJaT BHUMATEIIHO HAOII01aBaHH.

Peakiyy Ha CBpBXYYBCTBUTEIHOCT

Ciy4an Ha CEpHO3HHU peakiK Ha CBPbXYYBCTBUTEIHOCT (KaTO aHa()MIIaKTUYEH IIOK M aHTHOEAEM) ca
CHOOIIEHN NPH MALUEHTH, OTy4YaBaly Aedepasupokc, KaTo HA4aI0TO Ha PEaKHATa IPH [TOBEYETO
OT CIIy4auTe, HAaCThIIBA MPE3 ITbPBHUS MECEILl OT JIeYeHUETo (BK. Touka 4.8). AKO Bb3HUKHAT TaKUBa
peakuuu, npueMbT Ha EXJADE TpsioBa 1a 0bJe MpeycTaHOBEH M Ja Ce OCUTYPH aJeKBaTHA
MeaurHcKa oMo, JleyenneTo ¢ nqedepasupokc He TpsOBa Aa ce MOJHOBSABA NPH MALMEHTH, KOUTO
ca UMaJIM peaKiys Ha CBPbXYYBCTBUTEIHOCT, MOPAJH PUCK OT aHA(MIIAKTHYCH IOK (BXK. Touka 4.3).
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3pUTETHH U CIYXOBH HAPYIICHUS

CpobmraBat ce ciryxoBH (oTcimabeH ciyX) U O9HU (IOMBTHSBAHE HA JIETIaTa) HapyIIeHUs (BXK.

touka 4.8). [IpemopbuBa ce mperien Ha ciyxa v 3p€HHETO (BKIIOYUTENHO PYHAOCKOMHS) TIPeIn
3aroYBaHe Ha JICYCHHETO U Ha PEAOBHU HHTEPBaH ciiel ToBa (Bceku 12 mecemna). AKO 110 BpeMe Ha
JICUCHHUETO ce 3a0eliekaT HapyIICHUs, MOXKe Jla ce MMa TPE/IBH/ MOHMKCHUE HITH CITpaHe Ha J103aTa.

Hapymenns Ha KpbpBTa

ITo BpemMe Ha MOCTMApPKETHHTOBHS TIEPHOJ] C& ChOOIIaBa 3a MosiBa Ha JICBKOTICHH S, TPOMOOITUTOTICHIS
WM TIAHIUTOIIEHUs (MM arpaBUpaHe Ha Te3M UTOIEHNH) U arpaBUpaHa aHeMMs TIPY ITAlUEHTH Ha
nedeHue ¢ nedepazupokc. [loBedeTo OT MaMEHTHTE ca UMK IMPEIXOKAAINTH XEMATOJIOTHIHN
3a00JI1BaHUSA, KOUTO YECTO ca OMJIN CBBpP3aHU ¢ KOCTHOMO3bYHA HETOCTATHYHOCT. HezaBuCcHMO OT
TOBa, JONIPUHACSIIATA WX arpaBHUpaIia pois He MOXe Ja ce M3KIoun. HeoOxommumo e 1a ce oOMucIn
MIPEKHCBAHE HA JICUCHUETO IPH MMAIUCHTH, KOUTO Pa3BUAT HEOOSCHUMA ITUTOTICHHS.

Hdpyru

[IpenoppuBa ce exeMecedHo MpociesiBaHe Ha CepyMHHS (EPHUTHH, 3a Ja Ce OLCHN OTTOBOpa Ha
HanueHTa KbM Tepanusira (Bx. Touka 4.2). AKo cepyMHUST GepuTuH criaaa Tpaiito mox 500 pg/l (mpu
CBPBXHATpPYIBaHE Ha K130 nopaau Tpancdysus) wiu noa 300 pg/l (mpu cuaapomu Ha
HeTpaHC(y3UOHHO-3aBHCHMA TaJlaCEMHUSI ), TPSIOBA 1a c€ OOMUCIIN CIIpPaHe Ha JIEUYESHUETO.

Pesynrarute oT n3cnenBaHuATa Ha CEPYMHUS KPEaTUHUH, CEPYMHUS (DEPUTHH U CEPYMHHUTE
TpaHcaMMHa3u TPsIOBa /1a ce 3alMCBaT U PEIOBHO J1a CE OLEHBAT 32 HAJMYUE HA TCHACHLHH.

B 1Be KIMHUYHU TPOYYBaHMS PACTEXBT U IMOJOBOTO PAa3BUTHE Ha JIENATa, JIEKYBaHU ¢ Aedepasupokc
B MIPOABJDKEHUE Ha 5 TOMUHH, HE ce MoBausBaT (BK. Touka 4.8). Berpeku ToBa Kato o01ia npejnasHa
MsIpKa ITpH JICYSHUETO Ha Jiella ChC CBPBXHATPYIBAaHE Ha XKEJSI30 Mopaay TpaHC(y3Hs, TeIeCHOTO
TETJI0, PBCTA M TIOJIOBOTO PAa3BUTHE TPsIOBA Ja Ce MPOCIIEASIBAT PEAX 3all0YBaHe HA TEPaNusATa U Ha
penoBHU HHTEpBaNH (Bceku 12 mecera).

Copaeunara AucyHKIUS € U3BECTHO YCIIOKHEHHE Ha TEKKOTO CBPbXHATpyIBaHe Ha xensi30. [1o
BpeMe Ha abiarocpodnoto jgedeHne ¢ EXJADE tpsa6Ba na ce npociensBa cbpaedHara QyHKIUS IPH
NAaIMEHTHUTE C TEKKO CBPbXHATPYIBAHE HA XKEJIS30.

CpbpprxaHye Ha JIAKT03a
Jucneprupammmre ce TabJIETKH ChABPKAT JIAKTO3A.

HaLII/ICHTI/I C PCAKH HACJICACTBCHU HpO6J’IeMI/I Ha rajJJakTO3Ha HCIIOHOCHUMOCT, Lapp JJaKTa3CH ,Z[e(i)I/II_II/IT
WJIW TITIOKO30-TaJIaKTO3Ha Mana6cop6u1/151 HEC TpH6Ba Ja nprueMat TO3U JICKapCTBCH MMPOAYKT.

45 BzaumopeiicTBMe C APYTH JJeKaAPCTBEHH MPOAYKTH M APYru (popMu Ha B3auMo/elicTBHe

besonacHocTTa Ha HedepasupoKc B KOMOMHAIMSA C APYTH XEJIATOPHU HA JKEJSA30TO HE € yCTAaHOBEHA.
3aToBa TOM He TpsiOBa J]a ce KOMOMHUpA C IPYTH BUIOBE XenaTupaiia Tepamnus (Bx. Touka 4.3).

BzanmopeiicTBue ¢ xpaHa

bruonannunoctTa Ha gedepa3upokc ce MoBHINaBa B pa3iIMuHa CTEIIeH, aK0O Ce pUeMa ¢ XpaHa.
CrnenoBatenno EXJADE aucneprupamy ce Tabnerku TpsiOBa Ja ce mpreMaT Ha TJIaJHO

none 30 MUHYTH MPeaN XpaHeHe, 3a MPEANOYUTAHE M0 €HO U ChIIO BPEME BCEKH JieH (BK.
touku 4.2 u 5.2).

CpencTBa, KOUTO MOTaT Ja NOHMKAT cUCTeMHaTa ekcnosuius Ha EXJADE

MeTtabonm3msbT Ha jedepazupokc 3aBucu or UGT ensumure. B npoyuBane npu 31paBu 100pOBOIIIH
€IHOBPEMEHHOTO TpHJIarane Ha aedepa3supokc (€IHOKpaTHO npuiokeHa go3a ot 30 mg/kg mox
¢dopmara Ha aucnieprupany ce TadneTku) u MoiHus UGT uuaykTop, pudaMiuiius, (MHOTOKPATHO
npuiokeHa J1o3a ot 600 Mg/meH) Bou 10 HaMalsiBaHe Ha EKCIO3HUIUATA Ha fedepasupokc ¢ 44%
(90% CI: 37% - 51%). CnemoBarento, exnoBpemMenHoTo npuinarane Ha EXJADE ¢ momen UGT
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MHIYKTOD (T.€. prudaMnummH, kapbamasenut, GeHUTorH, heHoOapOuTa, puTOHABHP) MOKE J1a
JoBezie 10 oHmkaBaHe Ha edukacHocTTa HAa EXJADE. CepyMuusT ¢pepuTHH Ha nanueHTa TpaoBa a
ce TIpociiesiBa 1Mo BpeMe U cliea koMOuHanusara u no3ata Ha EXJADE tpsa6Ba na ce mpoMeHu, ako €
HE00X0IUMO.

[To BpeMe Ha MEXaHHCTHYHO MTPOYYBAHE 32 ONPE/CIITHE Ha CTEIICHTa Ha CHTEpOXeaTaieH KpbroBpaT
€ YCTQaHOBEHO, Y€ XOJICCTUPAMHH 3HAYMMO HaMaJlsiBa SKCIIO3ULUATA Ha 1eepasHpoKe (BK.
Touka 5.2).

BsauMosieiicTBre ¢ MUIa3071aM U IPYTH CPEJCTBA, KOUTO ce MeTabonmzupar ot CYP3A4

B mpoyuBane cpen 3apaBu T0OPOBOJIIH €THOBPEMEHHOTO MPUIIOKEHUE Ha e epasupoKe MO
dopmara Ha aucreprupaiiy ce TabieTku U Munasoiam (cyocrpat na CYP3A4) Bonu 10 HamasnsiBaHe
Ha excro3unusaTa Ha muaazonam ¢ 17% (90% CI: 8% - 26%). B kinuHnYHA 00CTaHOBKA € BH3MOYKHO
e(exThT ma Obae Mo-siBHO n3pa3eH. CiemnoBaTeTHo, TOPaId Bh3MOXKXHOCTTA OT IIOHMKAaBaHE Ha
e(ukacHOCTTa € HeOOXOAMMO J1a Ce BHUMAaBa IpH Mpujlarane Ha nedepasupokc B KOMOWHAIINS ChC
cyOctanImn, kouTto ce Metabonmsupar upe3 CYP3A4 (kaTo HanpuMmep IUKIOCIIOPHH, CHMBACTATHH,
XOPMOHAJIHH KOHTPALENITHBH, OSTIPUIIII, €pTOTAMUH).

BsaumoneiicTBre ¢ penarinHUA U APYTH CPEACTBA, KOUTO ce MeTabonmsupat ot CYP2C8

B npoyuBane cpen 3apaBu J0OPOBOIIIN €IHOBPEMEHHOTO TIpMIarane Ha jaedepasupokc, KaTo yMepeH
CYP2C8 unxuburop (30 mg/kg/nen moa popmaTa Ha TUCTIEPTUPAIIH Ce TAOICTKH) M PEArTHHUT —
CYP2CS cybcrpar, npuiarad B enqHokparsa jo3a ot 0,5 mg, nosumasa AUC u Crx Ha pernarinHug
CBOTBETHO ¢ 0K0J10 2,3 bt (90% CI [2,03-2,63]) u 1,6 mb1u (90% CI [1,42-1,84]). Twit kato
JICKApCTBEHOTO B3aMMO/IECHCTBHE MPH 034 MO-BHcoKa oT 0,5 My penariuHug He € YCTAaHOBEHO,
eJHOBpPEMEHHAaTa yrnoTpeda Ha nedepasupoke U penariuHua TpsOBa aa ce u30sarea. Ako
KOM6I/IHaHI/IHTa € HaAJIOXKUTCIIHA, TpSI6Ba Ja C€ MPOBCIKAa BHUMATCIIHO KIMHUYIHO Ha6HIOI[CHI/IC u
mpocieasgBaHe Ha KpbBHATA 3axap (Bxk. Touka 4.4). He Moke 1a ce U3KIII0UN B3aUMOACHCTBHE MEKIY
nedepasupokc u apyru cyocrparu Ha CYP2C8 kaTo makiuTakcel.

Bsaumonelicterue ¢ TeoOWINH U IPYTU CpeacTBa, KOUTO ce Metaboamsupar or CYP1A2

B npoyuBane npu 31paBu 10OpOBOJIIIH THOBPEMEHHOTO MIpUJIaraHe Ha JedepasupoKc KaTo
uaxuourop Ha CYPLA2 (MHOrOoKpaTHO npuiiarade B 1o3a ot 30 mg/kg/nen nox popmara Ha
Jqucrieprupainy ce tabnerkn) u cyocrpara Ha CYPLAZ2 teodunun (eanokpatHa no3a ot 120 mg) Boau
no nosurraBane Ha AUC ua teodummn ¢ 84% (90% ClI: ot 73% 10 95%). Ciax Ha €IHOKpaTHATA /1034
HE ce MOBJINSBA, HO C€ 0YaKBa Jia HACThIM MoBuIIaBaHe Ha Cpyy HA TEO(PUIIMH IPU MHOTOKPATHO
npunarane. [lopaau Ta3u mpuyrHA HE ce MPEropbyuBa eHOBPEeMEHHATa YoTpeda Ha Jieepasupoke 1
teoduinH. [Ipu CbBMeCTHO MPUIIOKEHUE HA Je(epasupokc 1 TeopuiiuH TpsOBa J1a ce UMa IPEIABHUL
npociie/issBaHe Ha KOHIEHTpalusATa Ha TeoQUIMH ¥ HaMallsiBaHe Ha Jo3ara My. He morat na ce
W3KITIOYaT B3aMMOJICHCTBHUS MY Jiedepazupokc u Apyru cyocrparu Ha CYPLAZ2. 3a cyOcrparute,
KoHTo ce Merabosmzupar npeaumMuo oT CYP1A2 1 nmar TeceH TepaneBTHUEH WHAEKC (HaIIp.
KJIO3aITMH, TU3aHUAWH) BaXKaT ChIUTE MPENOPHKU, KAKTO TPU TEO(PHIIHH.

Jonbanurensa uHGopmanys

EnHoBpeMEeHHOTO NpUIIOKEHHUE Ha 1eepasupoKe U ChAbPKAIY aTyMUHUN aHTHALWAHNA TPOYKTH
He e oumanHo npoyuBaHo. Benpeku ye nedepasupokc nma no-HUChK apUHATET KbM alyMUHHUS
OTKOJIKOTO KBbM XeJISI30TO, HE C€ IIPENophyUBa Aa ce npueMat tabiaeTku aedepasuporc cbe
CHIbPKAIIN ATyMHUHUH aHTHALMAHN TPOIYKTH.

EnnoBpemeHHOTO Npriiarane Ha JedepasiupoKc ¢ BEeIeCTBa C M3BECTEH YIEPOTreHEH MOTeHITUA,
kato HCIIBC (BKIIOUUTEITHO arleTHICATUITMIOBA KUCEIMHA BbB BUCOKH JI03H ), KOPTHKOCTEPOUIH
WK nepopaiiHu OupochoHaTH MOXKE J1a TIOBUIITH PUCKA OT TACTPOMHTECTUHAIIHA TOKCHYHOCT (BIK.
touka 4.4). EtHOBpeMEeHHOTO mpuiiarane Ha aedepasupoKc ¢ aHTUKOATYJIaHTH MOXE CHIIO Taka Ja
MTOBUIITN PHCKA OT TACTPOMHTECTHHAJICH KPHBOM3IUB. Heo0X0 1Mo € BHUMATEITHO KIIMHUIHO
npoclieisiBaHe npu KoMOuHUpaHe Ha JiedepasupoKc ¢ Te3H BEIIECTBA.
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4.6 @epTUiINTET, )PEMEHHOCT H KbPMEHe

BpemenHoct
3a nedepasupokc HiIMa KIMHUYHU JaHHU 32 eKcro3upanu OpemennocTr. [IpoyaBanusiTa mpu

JKMBOTHH MTOKa3BaT PEMPOIYKTHBHA TOKCHYHOCT MPU TOKCUYHH 32 MaiikaTa 1031 (BXK. Touka 5.3).
[ToTeHnMa THUAT PHUCK MPHU XOpa HE € N3BECTEH.

Karo npeamaszna mspka ce npenopbuBa EXJADE na He ce n3moi3Ba 1o BpemMe Ha OpeMEHHOCT, OCBEH
B CJIy4ail Ha KaTeTOPUYHA HEOOXOIMMOCT.

EXJADE moske ma HaMany epUKacHOCTTa HAa XOPMOHAITHUTE KOHTPALlENTHBH (BXK. Touka 4.5).
[IpenopbuBa ce )KEHUTE ¢ IETSPOJICH MOTSHIINAN Ja U3MONI3BAT JOBIIHUTEIHN WU aJITePHATHBHH
HEXOPMOHATHA METOIM 3a KOHTpamenmus, korato nmpuematr EXJADE.

Kspmene
[Ipu nmpoyduBaHusATa BHPXY )KHBOTHH € JOKa3aHO, ue Jedepasnpokc ce eKCKpeTupa 0bp30 U B

3HAa4YMTEJIHA CTEICH B KbpMaTa Ha MaiikaTta. He ce HabmogaBa HUKaKbB e(heKT BbPXY [TOKOJICHHUETO.
He e u3BectHO nanu nedepaznpokc ce eKCKpeTupa B YoBemKkaTa Kbpma. He ce mpenopbuBa KbpMeHe,
nokaro ce npueMa EXJADE.

DepTUInTeT
Jlunicar nannwm 3a dheprunutera npu xopa. [Ipu KUBOTHU HE ce OTKPUBAT HEKEINAHU PEAKIINU BHPXY

bepTunnuTeTa HA MBKKUTE M KEHCKUTE HHAUBHIH (BXK. Touka 5.3).
4.7 EdexTn BbpXy cn0ocodoHOCTTa 32 modupaHe U padoTa ¢ MALIUHH

EXJADE noenusiBa B MaJika CTEIeH CIIOCOOHOCTTA 3a modupaHe u padoTa ¢ MaiuHu. [lanueHTure,
MMaIllM HevecTaTa HeXellaHa Peakilis Ha 3aMasHOCT TPSAOBa J1a MOX0XKIAT MPEANa3InBO MPU
mogupane 1 padota ¢ MaMHu (BXK. Touka 4.8).

4.8 Hexenanu JeKapCTBEHH PeaKIIUH

O060061enne Ha npoduiaa Ha 0€30HaCHOCT

Haii-yecture peakiuu, choOIIaBaHU 10 BpEME Ha XPOHHYHO JieueHHe ¢ aedepasupokc noj Gopmara
Ha JUCIIEPTUpaIiy ce TabJeTKHU NPU Bb3PACTHHU MAIUCHTH | JIeTIa, BKIFOYBAT CTOMAITHO-YPEBHU
HapyeHus (TJIABHO TaJicHe, MOBPBINAHE, JUapHs WK KOPEMHHU OOJIKH) M KOXKeH 0OpuB. [luapusra ce
ChOOIIaBa MO-YECTO MPH JIella Ha Bh3PacT OT 2 10 5 TOJUHU U ITPH NMAIMEHTH B CTapyecka Bh3pacT.
Te3u peakiuu ca 10303aBUCUMHU, IPEAMMHO JICKH JI0 YMEPEHO TEXKKH, MO MPABUIIO MPEXOTHHA U
MOBEYETO OT3BYYABAT JIOPH, AKO JICUCHUETO CE MPOIBIDKH.

[To Bpeme Ha KIMHUYHUTE TPOYYBAHUS J0O303aBUCHMO TTOBHIIIABaHE HA CEPYMHUS KPEaTUHUH
BB3HHUKBA IIPH OKOJI0 36% OT MallMEHTHUTE, BRIPEKU Y€ B IOBEUETO CIydand OCTaBa B TPAaHULIUTE HA
HopMara. [IoHwKeHne B cpeiHusI KpeaTHHHHOB KJIMPBHHC ce HaOJII0/[aBa KaKTo MPH IeAUATPHYHHY,
TaKa 1 NIPY Bb3PACTHHU MALMEHTH ¢ OeTa TajJaceMusl ¥ CBpbXHATPYIIBaHE Ha JKeJsA30 Mpe3 IbpBaTa
rOJIMHA OT JICYEHHETO, HO MMa JaHHH, Ye He MPOABIIKaBa a ce IOHIKaBa Mpe3 CIeIBAIINUTe TOAUHN
ot neyenneTo. CroOI1aBa ce 3a OBUIIaBaHE HA CEPYMHHTE TpaHcaMHuHa3u. [IpenopbuBa ce pe1oBHO
npocinensBaHe Ha ObOpeuHnTe 1 YepHOAPOOHUTE MoKa3zaTenu. CiyxoBUTe (IIOHWXKEH CIIyX) U
3pUTETHNTE (IOMBTHSABAHE HA JIelIaTa) HapyLICHUs HE ca YECTH M CE MPETOpPbUBAT €KETOTHH
nperiean (Bx. Touka 4.4).

CroOmaBar ce cirydad Ha TeXKU KoKHU HexkenaHu peakiu (SCARS), BKIFOUUTETHO CHHIPOM Ha

Stevens-Johnson (SJS), Tokcnuna enuaepmanna Hekponusa (TEN) u nexapcTBeHa peakiys ¢
eosuHomms 1 cucreMuu cumnromu (DRESS), npu ynorpebara na EXJADE (Bk. Touka 4.4).
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Tabau4HO mpeJicTaBsiHe HA HEXKENAHUTE PEAKIIUH

HeskenanuTe peaknuu ca MOAPEAEHH MO~y ChOOPa3HO CIEIHMS IPUHIINIT: MHOTO YectH (>1/10);
yectr (>1/100 no <1/10); Hewectr (>1/1 000 no <1/100); peaxu (>1/10 000 o <1/1 000); mHOTO
penku (<1/10 000), ¢ Hem3BecTHA YecTOTa (OT HAJIMYHWUTE JaHHHM HE MOKe J1a ObJIe HallpaBeHa
orieHka). [Ipu BCsiko TpynupaHe B 3aBUCHMOCT OT YECTOTATa, HEeXKETaHNUTE JICKAPCTBCHU PEaKIINH Ce
U30pOSIBAT B HU3XOJISII PEJI IO OTHONICHUE Ha TSIXHATA CEPHO3HOCT.

Tabauma 5
Hapymennsi Ha KpbBTa U JUM@HATA cCTeMa
C HemsBecTHa [laHIUTONEHNS ', TPOMGOIMTONICHHS , ArPABUPAHA AHEMHUS
gecToTa: HEYTPOTICHHS
Hapyumennst Ha MMyHHAaTa cucTeMa
C HemsBecTHa Peakyu Ha CBPBXYyBCTBUTETHOCT (BKIIIOUUTEITHO aHA()UIAKTUIHN
gecToTa: PeaKIyy U aHTHOeIeM)"
Hapymenust Ha MeTa00,143Ma U XpaHEHETO
C HeusBecTHa MerabonuTHa aruo3a’
4ecToTa:
IMcuxuyHu HApYHIEHUS
Heuectu: TpeBOKHOCT, HAPYLIECHUS Ha ChHS
Hapymienust Ha HepBHATa cucTeMa
Yectu: I'maBoGonme
Heuectu: 3aMasHOCT
Hapymenust Ha ouuTe
Heuectu: Karapakra, makymonaTtus
Penxu: OnTu4eH HEBPUT
HapymeHnusi Ha yX0TO 4 JJaOMPUHTA
Heuectu: I'myxora
PecniupaTopuu, rpbAHU U MeTHACTHHAJIHA HAPYIIEHHUS
Heuectu: JlapunreanHa 6orka
CToMalHO-4YPEeBHHU HAPYIIEHUS
Yectu: Huapwusi, 3amnex, moBphIaHe, rajieHe, KOpeMHH OOJIKH, TIOJIyBaHE Ha
KOopema, JUCTICTICHS
Heuecru: lacTponHTeCTHHANIEH KPBBOU3IINB, CTOMAIITHA 513Ba (BKIIFOUUTEITHO
MHOKECTBEHHU SI3BM), sS13Ba Ha JIBAHAIECETONPHCTHUKA, TACTPUT
Penxu: Ezodarur
C HeusBecTHa ['acTpouHTeCTHHATHA IepOPAIH, OCTHD NAHKPEATHT
4ecToTa:
XenaTtoOuIuaApHU HAPYLIEHUSA
Yectu: [loBumaBane Ha TpaHCAMHUHAZHUTE
Heuectu: Xenarur, X0JaenuTHas3a
C HemsBecTHa YepHOIpOOHA HEAOCTATHYHOCT
4ecToTa:
Hapymiennst Ha K0KaTa U MOAKOKHATA ThKaH
Yectu: OO6puB, cepOeK
Heuecru: Hapymena nurmMenTanms
Penxu: JlexapcTBeHa peakius ¢ €O3MHOD WIS U CHCTEMHU CHMITTOMH
(DRESS)
C HeusBecTHA Cunzpom Ha Stevens-Johnson', xumepceH3uTHBEH BaCKYIUT
YEeCTOoTa: ypTHKapus', eputeMa MyaTHhopMe’, amonemnus’, TOKCHIHA
enuaepmanHa Hekporusa (TEN)
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Hapymenust Ha 0b0peuuTe ¥ MUKOYHUTE MHTUILA

MHoro decTu: IToBuiieH kpeaTMHUH B KpbBTa

Yecru: [Iporeunypust

Heuecrn: brOpeuna TyOynonatus (mpuaoduT cuHApoM Ha Fanconi),

TITFOKO3YPHS

C Hem3BecTHA Octpa 6B0peuHa HeOCTATHYHOCT , TYOYIOMHTEPCTHIHATICH

YEeCTOoTA: Hepput’, HedponuTHaza', peHaaHa TyOyIHa Hekposa'
OO0uu HapymeHus u epeKTH HA MSICTOTO HA MPHJIOKEeHHe

HeuecTtu: [Tupekcust, 0TOK, yMopa

Hexenanu peakiiu, CbOOIICHH 1TO0 BpeMe Ha TTOCTMAapKETHHTOBHS OMHT. Te ca 00001meHn oT
CTIOHTaHHU CHOOIICHYSI, 32 KOUTO HE BUHATH € BH3MOXHO HAJICK/THO JIa CE YCTAHOBHU YECTOTATA
WY TIPUYUHHO-CIIE/ICTBEHATA BPh3Ka C CKCIIO3UIIUATA Ha JIEKAPCTBEHUS MIPOIYKT.

Onucanne Ha U30paHu HEeKETAHU PEaKIy

JKrpuHM KaMBHH U CBBP3aHN OMITMApHU HAPYIIEHUS ce ChOOIIaBaT mpu oKoJio 2% OT MaIleHTHUTe.
[NoBumenns Ha cepyMHHUTE TPaHCAMUHA3M € ChOOIIABAT KaTO HEXeJIaHa JEKapCTBeHA PeaKIns

npu 2% ot nauuentute. lloBuienunsTa Ha TpaHcamuHasute nosede ot 10 mbTH Hax ropHaTa
pedepeHTHa rpaHuIa, KOUTO IpeArnoaaraT xenarur, He ca yectu (0,3%). [1o Bpeme Ha
MOCTMAPKETHHTOBHS ONUT ¢ Aedepasupokc moja (hopMara Ha TUCTIEPTHPAIIH Ce Ta0IETKH ce
CHOOIIaBa 3a CIy4Yad Ha YePHOAPOOHA HENOCTATHYHOCT, TOHIKOTA (aTaiHa, 0COOSHO TIPH MAIUSHTH C
IpeIIecTBala 4epHoApoOHa upo3a (Bx. Touka 4.4). FiMa mocTMapKEeTHHIOBU CHOOIICHHUS 32
Cllydan Ha METaOOJIMTHA allu103a. BOMIIMHCTBOTO OT MalMEHTHTE ca UMaIH OBOPEYHN HAPyIICHUS,
O0b0peuna TyOysonatus (cHHIpoM Ha Fanconi) win auapust, Wi HIKaKBH JAPYTH ChCTOSIHUSI, TIPH
KOUTO HAPYLICHHETO Ha KUCEINHHO-AJIKAIHOTO PABHOBECHE € U3BECTHO YCIOKHEHHE (BXK. Touka 4.4).
HaGmroaBanu ca cepro3HH CITydan Ha OCTBP IMTaHKPEATUT, 0€3 JOKYMEHTHPAHH MO/JISKAIIN
OmnmapHu HapymeHus. KakTo mpu octaHanuTe BUIOBE XellaTHpallla Tepanus 3a *Kemsi30, 3aryoa Ha
CITyX 32 BUCOKHTE YECTOTH M IOMBTHIBAHE Ha Jenara (paHHa KaTapakTa) ce HaOJIro1aBaT HedeCTo
NPH MAIMEHTHUTE, JIEKYBaHH ¢ aedepasupokc (Bxk. Touka 4.4).

KpeaTHHHHOB KIMPBHC P CBPbXHATPYIIBAHE HA HKENISA30 Mopaan Tpacdysus

B perpocniekTuBeH MeTa-aHanu3, npoBeaeH npu 2 102 Bb3pacTHU U NeJHAaTPUYHHI HAUSHTH ¢ OeTa
TaJlaceMHs ¥ CBPBXHATPYIBAaHE Ha KEJIA30 Mopaau Tpacdys3un (BKIFOUBAIL MAIIMEHTH C PA3IMIHU
XapaKTEePUCTUKH, KaTO HAIlPHIMEP MHTEH3UBHOCT Ha TPaHC(PY3UUTE, TO3UPOBKA M MPOIBIDKUTEITHOCT
Ha JICYEHHETO), JIEKyBaHH ¢ Jiedepasupokc moj opmara Ha JUCHEPTUPAIIH ce TAOJIETKH B JBE
PaHIOMU3UPAHH KIMHUYHHU NIPOYYBAHUS M YETHPH OTBOPEHU MIPOYUBAHHUS, C POABIDKUTEITHOCT JI0
NIeT TOAMHY, ce HaOJI0JaBa CPEeIHO MOHMKEHNE Ha KPEeaTHHUHOBHSA KIUPBHC ¢ 13,2% mpu
Bb3pactHuTe narueHt (95% Cl: -14,4% mo -12,1%; n=935) u ¢ 9,9% (95% CI: -11,1% o -8,6%;
n=1 142) npu neguaTpuYHUTE MAIUEHTH, TIpe3 IIbpBaTa ToAnHA OT JeueHueto. [Ipu 250 nanmenTw,
NPOCIIEASBaHM 32 IIEPUOJ [0 TIET TOAWHH, HE ce Ha0J0/1aBa M0-HATATHIITHO MOHKEHNE B CPETHUS
KpPEaTHHUHOB KIIMPBHC.

KauHUYHO mpoyYBaHe NpH NaMEeHTH ChC CHHAPOMH Ha HETPaHC(Y3MOHHO-3aBUCHMA TaJaceMusl

B 1-rogumiao npoyuBane Ha Jedepasupokc (moj popmara Ha AUCTIEPTUPAIH CE TAOJICTKH B 032

10 mg/Kg/nen) npu ManMeHTH ChC CHHIPOMHU Ha HeTpaHC(y3MOHHO-3aBUCHMA TaJlaCeMUS U
CBPBXHATPYIBaHE Ha 3Kems30, nuapus (9,1%), oopus (9,1%) u ranene (7,3%) ca Haii-uecto
ChOOIIaBaHNTE HEXKETaHU peakiH, CBbP3aHU C MPOyYBaHUs NpoayKT. OTKIIOHEHHs B HUBATa Ha
CEpyMHHUS KpEaTHHUH U CTOMHOCTUTE Ha KPEaTHHUHOBUS KIIMPBHC c€ ChOOIIaBaT ChOTBETHO MPH
5,5% un 1,8% ot nauuentute. lloBuimaBaHe Ha YepHOAPOOHUTE TpaHCAMUHA3H 2 IIBTH HAJl U3XOIHUTE
U 5 IBTH HaJl TOPHA TPaHUIla HAa HOpMaTa ce choOmana npu 1,8% oT manueHTure.

IHeduampuuna nonyrayus
B nBe KIMHUYHU MPOYYBAHUS PACTEKBT U NOJOBOTO PA3BUTUE HA NEAUATPUYHUTE MALIMEHTH,
JIeKyBaHH ¢ e(hepasupoKC B MPOIBDKEHUE HA 5 TOTUHM, HE ce MOBIUABAT (BXK. Touka 4.4).

HpI/I NeANATpUIHU MAlIUCHTHU Ha Bb3pacT 2 a0 5 TOAWHHU CE C’BO6I]_[aBa MO-4CCTO 3a I0sIBa HA AUapus,
OTKOJIKOTO IIPHU IMO-BB3PACTHUTC MALITUCHTH.
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Crrygan Ha 0p0pedHa TyOysIomaTus ce Ch0o0IIaBat MPeANMHO TIPH JIeTia U FOHOITH ¢ 0eTa TaraceMus,
MPOBEKIAINM JICUCHHE C Jeepasupokc. B MOCTMapKETHHTOBUTE CHOOIICHHUS BUCOK TPOIIEHT OT
Clly4anTe Ha MeTabOJMTHA allu03a, Bh3HUKBAT MPH Jella B KOHTEKCTa Ha CHHIPOM Ha Fanconi.

CpobmraBa ce 3a ciIy4an Ha OCThp HaHKPEATUT, 0COOEHO MPH Jera U IOHOIIIH.

Cpo011aBaHe Ha IOJ03MPAHN HEXKEIAHU PEAKIIUN

Cr001aBaHeTo Ha MMOI03UPAHK HEXKETaH! PEaKINH CIIe/ pa3peliaBaHe 3a yrnorpeda Ha JIeKapCTBEHHUS
NPOAYKT € BaxkHO. ToBa MO3BOJISIBA J]a MPOABIKK HAOIIOJICHUETO Ha ChOTHOIIICHUETO MOJ3a/PUCK 32
JeKapCTBEHUS MPOAYKT. OT METUIIMHCKUTE CIICIUAIMCTH CE U3UCKBA J1a ChOOIIIaBaT BCSIKa
MOJI03UPaHa HeXellaHa PeaKIlvsl Ype3 HaIllMoHalTHa CUCTEeMa 3a ChOOIaBaHe, IIOCOYCHA B

IIpunoxenwne V.

4.9 TIlpeno3mpane

Cro0Imenu ca ciiydan Ha mpefo3upane (2-3 mbTH HaJl IpearmrucanaTa 103a 3a HIKOJIKO ceaMuIn). B
€/IMH OT CIIy4auTe, TOBA € JI0BEJIO 10 CYOKIMHUYCH XENaTUT, KOWTO € OT3BYYal ClIe]
npeycraHoBsBaHe Ha npueMa. Exuanunu qo3u 80 mg/kg nedepasupoxc mox ¢popmara Ha
Jucrieprupaiim ce T36HGTKI/I, IMPUIJIOKCHHU IIPU MAOMUCHTU C TAJIaCEMHA U CBPBXHATPYIIBAHC HaA KEJIA30,
Cca MPUYNHUIIA JICKO I'aZICHC U JUapus.

Octpute npu3HaNY Ha IPEA03UpaHe MOXKE J1a BKIIOUBAT rajicHe, MOBPbIIaHe, I1aBo00INe U AUAPHSs.
IIpeno3upanero Moe Aa ce JIeKyBa 4pe3 IpeIu3BUKBaHE Ha MOBPBILAHE WU Ype3 CTOMAIlIHA
MIPOMMBKA U YPE3 CUMIITOMATUYIHO JICUCHHUE.

5.  ®APMAKOJOI'MYHU CBOMCTBA

51 @apmakoguHAMUYHH CBOHCTBA

®apmakoTepareBTuuHa rpymna: XKenazo xenatuparm cpenctsa, ATC kox: VO3ACO3
MexaHu3bM Ha JIEUCTBHE

Hedepa3upokc e rnepopalieH xeiaarop, KOHTo ¢ BUcokoceliekTuBeH 3a xensn3o (1), Toii e Tpu3bo
JIUTaH]], KOWTO CBBhP3a JKEJISA30TO ¢ BUCOK auHUTET B oTHOIIEHUE 2:1. [ledepasupokc yBennuana

EKCKpelusTa Ha JKeJs30To peiuMHo ¢ deneca. Jledepasnpokc nMa HUCHK apUHUTET KbM IIMHKA H
MeZTa U He IPUYNHABA TTOCTOSTHHO HUCKH CEPYMHH HHBa Ha T€3H METaJH.

dapmakoMHAMUYHU eheKTH

[Tpu eaHO METAOOIUTHO MPOYYBAHE HA KESIZHOTO PABHOBECHE HA BH3PACTHHU MMAI[HEHTH C TaJaceMHUs
ChC CBPBXHATPYIIBAHE Ha XKels30, nedepasupokc B aueBHH n03u ot 10, 20 u 40 mg/kg (moa hopmara
Ha JMCTIEPTUpAIy ce TaOIEeTKH) HHAYIIMPA CPeIHA HETHA EKCKPEIHsl ChOTBETHO

Ha 0,119, 0,329 u 0,445 mg Fe/kg TenecHo Terio/eH.

Kinnuuna eukacHOCT U 0€301acHOCT
[IpoBeneHH ca N3NMUTBAHUS 3a KIMHUYHA e(hUKACHOCT ¢ aedepasupokc noa Gpopmara Ha
JIACTICPTHPAIIH CE Ta0ICTKH.

Hedepazupokc e uzcneapan npu 411 Bp3pacthu (Ha Bb3pact >16 roaunn) u 292 nena (Ha Bb3pacT
oT 2 10 <16 roJJHN) ¢ XPOHUYHO CBPBXHATPYIIBAHE HA JKENA30 IMOpaan KpbBonpenuBanus. Ot
nenara 52 ca Ha Bp3pacT oT 2 10 5 rogauau. OCHOBHUTE 3a00IIsIBaHKS, HAJIaraly IpeiuBaHe,
BKJTFOYBAT OeTa TajaceMusi, CbPIIOBUIHO-KJIETHFYHA aHEMHS U IPYTH HACJIEICTBEHH U IPUIOOUTH
aHeMuH (MUEJIOAMCIIACTUYHY CHHAPOMH, cuHapoM Ha Diamond-Blackfan, annactuuna anemus u
JIPYT'H MHOT'O PEIKH aHEMUH ).
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

EsxenHeBHOTO JieueHHe ¢ aedepasupokc noa popmara Ha AUCTICPTHPALLIH c€ TAOJIETKH B JO3H

ot 20 u 30 mg/kg 3a exHa ronuHa Mpy 4ecTo TpaHc(y3UpaHu Bb3PAaCTHU HMALMEHTH U Jena ¢ 0eTa
TayaceMus BOJH JI0 TOHM)KEHUE Ha MOKAa3aTeJIUTE 3a JKEeIA30TO B oprann3Ma. UepHoapoOHHUTE
KOHIICHTPAIIMH Ha JKEJISA30 ca MOHMKEHHU ChC ChOTBETHO 0K0JI0 -0,4 1 -8,9 mg Fe/g uepen npod
(6buomcuaHO CyXx0 Terio (C.T.)) CpEeAHO, a CEPYMHHAT (PEPUTHH € TOHMKEH ChC ChOTBETHO OKOJIO -36 1
-962 pg/l cpenno. B chimTe 1031 OTHOILICHUATA HA EKCKPELHSITA Ha KEJSA30: MPUEMBT Ha KeJs30 €
croTBeTHO 1,02 (TIoka3BaIo HeTHUS kelle3eH O0ananc) u 1,67 (1oka3Baiio HETHOTO OTICIISTHE Ha
xKensz0). Jedepazupokc HHAYIMpa CXOJHH OTTOBOPH MPU MAllMEHTUTE ChC CBPbXHATPYIBAaHE HA
KeJsI30 ¢ Apyru BuaoBe aHemus. JJueBuute no3u ot 10 mg/kg (mox ¢popmaTa Ha AUCTIEpPTHpAIIH CE
TaOJIeTKH) 3a €IHA FOMHA MOXE Ja MOAIbPKAT HUBATa Ha YEPHOAPOOHOTO KEJISI30 U CEPYMHUS
(epuTHH U HHAYLHMPAT HETEH KeJie3eH OanaHC MPpH NallMeHTHUTE, MOMYYaBallld PEIKU MPETUBAHUS U
oOmeHHHU npenuBanus. CepyMHUAT (GEPUTHH, OLICHEH Ype3 eXeMeceuHO MpocieasBaHe, 0Tpa3sBa
MPOMEHHUTE B KOHLIEHTPAIUUTE Ha YepHOAPOOHOTO KEJA30, KOETO MOKa3Ba, 4e TCHACHIIMUTE B
cepyMHUs (pepUTHH MOKeE J1a Ce U3MOJ3BAT 3a MpociesBaHe Ha OTTOBOPa KbM TeparusTa.
OrpaHn4eHuTe KIMHAYHN AaHHH (29 ManueHTH ¢ HopMallHa chpledHa QyHKIus B Hayanoto) ¢ MRI
MoKas3Bear, ue JieueHuero ¢ aepepasupokc 10-30 mg/kg/nen (mox hopmara Ha AUCTIEPTHPALITH CE
TabyieTkn) 3a 1 rofrHa MOKe ChINO JIa TIOHWKH HUBATa Ha XKeJII30To B ¢hpleTo (cpeaHo MRI
T2*nopumenue ot 18,3 no 23,0 MmumucekyHn).

I'maBHUAT aHAIM3 HA OCHOBHOTO CPAaBHUTEIIHO MPOyUBaHe Npu 586 manueHTH, CTpagamy ot 6era
TaJlaceMHs ¥ CBPbXHATPYIBAHE Ha XKEJSA30, HOPaIK TPaHC(yY3Hs He MOKa3Ba He - HHPEPUOPHOCT Ha
nedepa3supoke 1o popMaTa Ha JUCIIEPTUPALIH C€ TAOJETKU CIpsAMO NehepOKCaMUH B aHAIN3a Ha
obmara rpyna namueHtd. OT Post-hoc ananu3a Ha TOBa MpOy4BaHEe U3IIICK/IA, Y€ B MOJArpynaTa Ha
NAlMCHTHUTE C YePHOAPOOHN KOHIIEHTPALUK Ha XKems130To >7 mg Fe/g cr, nekyBanu ¢ peepasnpokc
o popmata Ha gucnepruparu ce tadbnaetku (20 u 30 mg/kg) wiu nedepoxcamu (35 10

>50 mg/kg), ca MOCTUTHATH KPUTEPHUTE 3a HE - HH()EPUOPHOCT. BhIpeku ToBa py NaueHTHTe ¢
YepHOIPOOHA KOHIIEHTpaIus Ha xesa30 <7 mg Fe/g cr, iekyBanu ¢ nedepa3upokc noj popmara Ha
mucrieprupainy ce tabnerky (5 u 10 mg/kg) nnu nedepokcamun (20 10 >35 mg/kg), He -
UH()EPUOPHOCT HE € YCTAHOBEHA MOPad HECKBUBAJICHTHOCT B IO3UPAHETO Ha JIBaTa XenaTtopa. Tasu
HECKBUBAJICHTHOCT Bb3HMKBA, Thil KaTO Ha MALMEHTHTE Ha Je(pepoKCaMuH € OHMJIO TO3BOJICHO J1a
OCTaHAT Ha CBOSATA /1032 OT MPEIH POYYBAHETO, JOPU aKO Tsi € OMIIa M0-BUCOKA OT OIpeieieHaTa OT
NpPOTOKOJIA 103a. B TOBa MUJIOTHO MPOY4YBaHEe ca y4acTBAJIM METAECET U MIECT MAlMeHTH Ha Bbh3pacT
oz 6 roguHM, kato 28 ca noiydyaBaiu aedepasupokc moja Gopmara Ha JUCHEPrUPAIIH Ce TaOJISTKH.

OT npeaKIMHUYHUTE U KIMHIUYHAUTE POYyYBaHHS U3TIeK/a, Ye Aedepa3upokc moa popmara Ha
JUCTIEPTUPAIIN ce TabJIeTKH MOXeE J]a € TOJIKOBA aKTHBEH, KOJIKOTO Je(hepoKcaMIH, KOraTo ce
M3M0J13Ba B JO30BO ChoTHOIIEHHE 2:1 (T.e. 103a Ha aedepasupokce noj GpopMaTa Ha TUCTIEPTUPAIIIHN CE
TabJEeTKH, KOSITO YMCIICHO € HAMOJIOBHHA OT Jlo3arTa Ha AedepokcamuH). Beipeku ToBa Te3n
MPENOPBKH 32 JIO3UpaHe He ca OLIEHEH! POCIIEKTUBHO MPH KIMHUYHH TPOYYBaHUSL.

OcBeH TOBa, NPH NMAIMEHTHTE ¢ YePHOAPOOHA KOHIIEHTpAIHA Ha kKelsu30To >7 mg Fe/g ¢t ¢ paznuyan
BUJIOBE PEJIKM aHEMHUH MJIH ChPIIOBUIHO-KICThYHA aHEeMHUS, e epasupoKc o popmara Ha
qucneprupaiiu ce Tabnetku B g1o3a 10 20 u 30 mg/kg Boau 10 MOHMKEHUE HA YePHOIPOOHATA
KOHIIEHTpAIH Ha )KeNA30TO U Ha CepyMHUS (PepUTHH, KOUTO Ca CPABHUMH C TOTyYEHHUTE MPH
MAIeHTH ¢ 0eTa TaJaceMusl.

B 5-rogummo 06cepBaninoHHO MPOYYBaHE, B PAMKUTE Ha KOeTO 267 Aera Ha Bb3pacT OT 2 10

<6 roauHu (U BKJIFOYBAHE B IPOYYBAHETO) ¢ TpaHC(y3HOHHA XeMOCHIepo3a MprueMar
nedepasupokc, He ce YCTaHOBSIBA KIIMHUYHO 3HAYMMa PasiifKa B mpodia Ha 6€301acHOCT U
moHocuMOCT Ha EXjade mpu meauaTpuUHM MalHEHTH HA BB3PACT OT 2 70 <6 TOAMHU CIIPSIMO 00IIara
TIOITyJIANKsl OT Bb3PACTHU M MO-TOJIEMH TIEIUATPUYHH MAIIMEHTH, BKIFOYUTEITHO TIOBUIIIABAHE HA
cepyMHHUs KpeaTHHHH ¢ >33% u HaJ TopHaTa TpaHuIla Ha HOpMaTa B >2 MOCIIEOBATEITHH CITyqas
(3,1%) u noBuIIaBaHe Ha aaHWH aMHHOTpaHcepaszata (ALT) Haj 5 mbTH TOpHATA TpaHUIA HA
Hopmara (4,3%). Cro0maBar ce eJJMHAYHYU clly4ad Ha nopuiiasane Ha ALT u acnaprar
amuHOTpanchepaszara crorBeTHO 1pH 20,0% u 8,3% ot 145-Te manuenTy, 3aBbPUIIN IPOYYBAHETO.
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B mpoyuBane 3a orieHka Ha 6e30MacHOCTTa Ha Aedepa3supokc GUIMUPAaHU U AUCTIEPTHPALH Ce
Tabnetku, 173 Bb3paCTHU U NEAUATPUYHH NMALUECHTH C TpaHC(Y3HOHHO-3aBHCHMA TATACEMHSI WIIN
MUENOJUCTIIIACTHYEH CHHIPOM ca JIGKYBaHH B MPOJbIDKEeHUE Ha 24 cenmuiy. HabmonaBan e cpaBHUM
npodua Ha 6e30HacHOCT 3a PUIAMHPAHU U JUCTIEPTUPAIIN Ce TabIeTKH.

[Ipu nanyeHTH Che CUHAPOMHU Ha HEeTpaHC(Hy3HOHHO-3aBHCHUMA TAJIACEMHUS M CBPHhXHATPYIIBAHE HA
JKEIA30 JieueHUeTo ¢ nedepasupoke o GopmMaTa Ha JUCTIEPTUPAIIHN ce TAOJIETKU € OIICHEHO B X0J1a
Ha 1-TOAWIIHO, paHAOMHU3HUPAHO, TBOMHOCIIAINO, IIanedo-KOHTpoIrpaHo npoyyuBaHe. [IpoyuBaneTo
cpaBHsBa e(PUKACHOCTTA HA JIBE Pa3IMIHH CXEMH Ha JIedeHne ¢ aedepa3supokc o popmara Ha
JHCIIeprupainy ce tabnerky (HadaaHa go3a ot 5 u 10 mg/kg/nen, 55 manpueHTr BBB BCAKO
TepareBTHYHO PaMo) U JieueHue ¢ ianedo (56 manuentun). B mpoyuBaHeTo ca BKIIOYCHH

145 Bp3pactu U 21 neguaTpuuHy HanueHTd. [I5pBUYHUAT MOKa3are 3a e(pUKACHOCT € IPOMsIHaTa B
KOHIIEHTpAIMATa Ha jKejIs130To B uepHus apob (LIC) crpsmo n3xomnara ciesn 12-MeceuHo IeueHHue.
EnuH oT BropuuHHUTE TIOKa3aTel 32 e(hUKACHOCT € IPOMSHATA B HUBOTO Ha CEpyMHUsI hepUTUH
MEK/Ty U3XOTHO HUBO M Y€TBBPTOTO TpuMeceure. [Ipu Haganna no3a ot 10 mg/kg/nen nedepasupokc
o (popMaTa Ha TUCTIEPTUPAITH Ce TAOJETKH BOIH O MTOHIDKABaHE HA ITOKA3ATEIINTE 32 OOIIIOTOTO
ChIbpPXKAHUE Ha KeJs130 B opranu3ma. CpesiHo, KOHIICHTPAIHSITA Ha XKeTsI30 B USPHUs Ipod ce
noHmwkasa ¢ 3,80 mg Fe/g c.T. npu manueHTuTe, JeKyBaHu ¢ aedepasupokc moja popmara Ha
nucneprupariny ce tabierku (Hayaana ngo3a ot 10 mg/kg/nen) u ce nosumasa ¢ 0,38 mg Fe/g c.t. npu
nanueHTure, tekyBanu ¢ miaiebo (p<0,001). CpenHo, HUBOTO Ha cepyMHUsI (DEPUTHH Ce MOHMKABA C
222,0 pg/l mpu marpeHTuTe, IeKyBaHu ¢ aedepasupokc moa hopMaTa Ha AUCTIEPTUPAIIH Ce TaOICTKH
(mavanHa no3a ot 10 mg/kg/nen) u ce mosummasa ¢ 115 pg/l npu nanueHTuTe, JeKyBaHu ¢ manedo
(p<0,001).

5.2 @apmakoKHHETHYHH CBOIiCTBa

AOGcopbuus

Hedepazupokc noj Gpopmara Ha TUCIISPTUPALITN ¢e TaOJIETKU ce abcopOupaT ciea nepopasHo
NPUIIOKEHUE ChC CPETHO BpEMe 10 MaKCUMaJIHATA TIa3MeHa KOHIEHTPAHS (tmax) OT

okoJo 1,5 10 4 gaca. AbcomotHara Ouonanmnuynoct (AUC) Ha gedepazupokc ot ¢popmara
JUcrieprupariu ce Tabnerku ¢ okoyio 70% B cpaBHEHHME ¢ MHTpaBeHO3HaTa j103a. O0Iara eKCro3uIus
(AUC) e mpubIM3KTETHO YABOEHA, aKO Ce MPHeMa 3aeIHO ¢ borara Ha MasHUHHM 3aKycka (>50%
ChIbPKaHNE HA MAa3HUHU) U ¢ 0K0JI0 50%, KOraTo ce npremMa ChbC CTaHIapTHA 3aKyCKa.
buonammunoctra (AUC) Ha nedepaszupokc e ymepeno (nmpubnusurenno 13-25%) nosuiieHa, KOrato
ce npuema 30 MUHYTH TIPEU XPaHEHE C HOPMAJTHO WJIM BUCOKO ChABP)KAaHUE HA Ma3HHUHU.

Paznpenenenue
Hedepa3upokc ce cBbp3Ba BbB BUCOKA cTeneH (99%) ¢ ma3sMeHuTe OSNIThIH, MOUTH H3IISUIO ChC

cepyMHUS ajOyMUH B ©Ma MaJIbK 00eM Ha pasmnpezeicHre oT npuonm3nTenHo 14 nmurpa npu
BB3PACTHH.

BbuoTpanchopmarus

['I0KypOHUPAHETO € TJIAaBHUAT METa00JIMTEH BT 32 JedepasupoKC ¢ MocieABalla OnimapHa
eKCKpelusa. BeposTHO € ChIeCTBYBaHETO Ha JIEKOHIOTMPAHE Ha TIIIOKYPOHUIUTE B UepBaTa U
nocjieBaiiia peadcopOuus (eHTepoxenarajieH HUKbI): B IPOyUBaHe IPHU 31paBU JOOPOBOJIU
MPUJIAraHeTO Ha KOJIECTUPAMUH CJIe/ €JHOKPATHO Mpujiarane Ha jaedepasupokc Boau a0 45%
MOHMKEHUE Ha eKCro3unusTa Ha aedepasupokc (AUC).

Hedepaszupokc ce rimokyponupa riaHo or UGT1A1 u B no-mainka crened ot UT1A3.
Karammsupanust or CYP450 (oxcumaTiBeH) MeTaboM3bM Ha Jleepa3supoKe H3IIex1a € MUHIMAJICH
nipu xopa (okxoio 8%). He ce Habnro1aBa HUKakBO HHXHOMpaHe Ha MeTabomu3ma Ha Jiedepasupoke OT
XHIpOKcUypes in Vitro.
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Enumunupane
Jedepazupokc 1 MeTabOIUTHUTE My CE €KCKpPEeTUpaT OCHOBHO BEB (hetieca (84% oT mo3zata).

brOpeunara exckpenus Ha aedepasupokc U MetabonuTuTe My € MuHUManHa (8% ot mo3aTa).
CpemHUsIT eTMMHHAIIMOHEeH MOy XHUBOT (1) Bapupa ot 8 10 16 yaca. B GumnapHata eKCKperus Ha
nedepasupokc yuactsat Tpancnoptepure MRP2 u MXR (BCRP).

JIMHEeHHOCT/HETUHEHHOCT

Crmax 1 AUCy 24n Ha tepepasupokc ce MOBHINABAT MPUOTUIUTEIIHO TUHEHHO C J103aTa MPH yCIOBHS Ha
CTaIlMOHAPHO ChCTOsTHUE. [Ipy MHOTOKpATHO J03UpaHe eKCIIO3UIUsATa HapacTBa ¢ (hakTop Ha
akymyniupane ot 1,3 mo 2,3.

XapaKTepUCTUKHU HA MALIUEHTUTE

THeouampuunu nayuenmu

Oo61mmara excno3unus Ha roHomuTe (12 1o <17 roaunn) u aena (2 qo <12 rogunu) Ha nedepasupokc
CJie]l €IHOKPATHA U MHOTOKPATHH JIO3H € MO-HUCKA OT Ta3u NP Bb3pacTHU manueHTH. [Ipu nema

o1 6 TOUIITHA BB3PaCT EKCIO3UIMATA € 0koJio 50% Mo-HUCKA, OTKOJIKOTO MPH Bb3pacTHH. Thil KaTo
Jl03aTa ce MPOMEHsI MHAMBHUIYaHO B 3aBUCUMOCT OT OTTOBOpa, HE CE OYaKBa TOBA JIa UMa
MTOCTICCTBHS.

Llon

JKenute uMaT cpeHO NMO-HUCHK NPUBHUACH KIUpBHC (¢ 17,5%) 3a aedepa3upokc, B CpaBHEHUE C
MBKeTe. Thi KaTo JO3UPAHETO Ce MPOMEHS WHAMBHYATHO B 3aBUCUMOCT OT OTTOBOPA, HE CE OYaKBa
TOBA Ja UMa KJIMHUYHU ITOCJICACTBHA.

Hayuenmu 6 cmapuecka év3pacm
dapMakOKMHETHKATA Ha JeepasupoKC HE € POyYBaHa MPH MAIMEHTH B HalpeaHala Bb3pacT (Ha
BB3pacT Ha U HaJ 65 roauHm).

bvopeuno unu ueproopobuo yepescoane

dapMakOKMHETHKATA Ha AedepasupoKe He € TPOyUBaHa MPH MalUEHTH ¢ OBOPEYHO yBpEXKIaHE.
dapMaKOKMHETHKATA Ha JAe(epasupoKc He ce TIOBINABA OT HUBA Ha CEPYMHUTE TPAaHCAMHUHAZH
JI0 5 TBTH HaJ| TOpHAaTa pedepeHTHA TPaHHUIIA.

B kJIMHUYHO NpOyYBaHe MPH eTHOKPATESH MPHeM Ha nedepa3upokc moj Gpopmara Ha Jucrieprupaiin
ce TabmeTku B 103a oT 20 mg/Kg, cpentaTa excro3uius € 6uia mosuieHa ¢ 16%, npu marueHTH ¢
aeko yepHoapoOHo yBpexaane (Kimac A mo Child-Pugh) u ¢ 76% nipu natmeHTHTe C yMEpeHo
yepHopooHo yBpexxaane (Kiac B mo Child-Pugh), cnipsimo marenTuTe ¢ HopMaiHa yepHoOapoOHa
¢ynkuus. Cpennara Chyy Ha teepasupoKe MPpH MAIMEeHTH C JIEKO WA YMEPEHO YePHOAPOOHO
yBpexkaaHe ¢ ouna nosuiieHa ¢ 22%. [Ipu enuH namueHT ¢ Texko yepHoapoOHo yepexaane (Kiac C
no Child-Pugh), excriounusta e 6uina nosumieHa 2,8 nbTu (BXK. Touku 4.2 u 4.4).

5.3 IlpeAKTHHUYHU JAHHH 32 6€30MACHOCT

HeknuHu4HMTE TaHHU HE MTOKa3BaT 0COOEH PHCK 3a Xopa Ha 0a3aTa Ha KOHBEHI[MOHATHUTE
(hapMaKoJOrHYHU POYYBaHMsI 32 0€30IACHOCT, TOKCHYHOCT IIPU MHOTOKPATHO MpHJIaraHe,
TCHOTOKCUYHOCT WX KaHIEPOTCHEH ITOTCHIIUAJL. OcHoBHHTE peE3YyITATH Ca 6136peqHa TOKCUYHOCT U
MMOMBTHIBAHE Ha Jiemara (katapakrta). [lomobru pesynratu ce HaOMoAaBaT MpHU HOBOPOACHH M MITaIN
*uBoTHU. CunTa ce, yue ObOpeuHaTa TOKCHYHOCT € OCHOBHO MOPay OTHEMAaHE Ha JKEJISI30TO MPH
YKUBOTHH, KOUTO IPEJIX TOBA HE ca OMIIM ChC CBPBhXHATPYIBAHE HA JKEJISA30.

TecToBeTe 3a FeHOTOKCHYHOCT iN VItro ca orpuraresnnu (Tect Ha Ames, TECT 32 XpOMO30MHHU
abepanun), Makap 4e nedepasupokc Mpean3BUKBa oOpa3yBaHe Ha MUKPOsApa in ViVO B KOCTHHUS
MO3BK, HO HE U B YepHHUs Jpo0, Ha TUIbXOBE 0e3 HATPYIIBAHE HA JKEJIS30 B JIETAIHHU JI03U. TakuBa
e(beKTI/I HE CE HaGHIO)IaBaT IIpU IUTBXOBE, IPU KOUTO UMa MPEABAPUTCIIHO HATPYIIBAHE HA XKEJIA30.
Jedepasupokc He ce e oKazan KaHI[epOTeHEeH, MPH MPUIIOKEHUE Ha ITBXO0BE TIPH €THO 2-TOJTUIITHO
NPOYYBaHE W TPAHCTEHHU pS53+/- XeTepO3UTOTHN MHIIKH IIPH €HO 6-MeceuHo poyyYBaHe.
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[HoTeHMaTBT 32 TOKCHYHOCT KbM PENpPOIYKTUBHUTE (DYHKLUH € OLEHEH IPH ITbXOBE U 3alIIH.
Hedepasupokc He € Oui TepaToreHeH NpH ILThXO0BE, HO € IOBEJ 10 MMOBHUIICHA YeCTOTa Ha MPOMEHH B
CKeJIeTa U A0 MBPTBU pa)</1aHus IPU IpUjaraHe BbB BUCOKHU J03H, OKa3aJM C€ CHJIHO TOKCUYHU 32
JKEHCKHTE MPH KOUTO HE € NMAJI0 CBPbXHATPYIBaHE Ha KeJs130. Jedepazupokc HIMa Apyru eQekTr
BBPXY (EepTHINTETA WIH PEPOAYKTHBHUTE BH3MOKHOCTH.

6. DAPMAIIEBTUYHMU JAHHHA
6.1 Choucbk Ha IOMOIIHHTE BelleCTBA
JlakTo3a MOHOXUAPAT

KpocnoBuaon tun A

Ienyno3a, MEKpOKpHUCTATHA

IToBumon

Hatpues naypuncymndar

CununueB TMOKCHU, KOJIOUIEH OS3BOICH
Marne3ueB cTeapar

6.2 HecbBMecTHMOCTH

He ce mpenoppuBa qucnieprupane B ra3upaHy HATUTKU HIIH MIISIKO, ChOTBETHO ITOpaI 3allCHBAaHE U
0aBHO AWCIIEpTUPAHE.

6.3 Cpok Ha rogHocT

3 roguHU

6.4 CrhnenuaJHy ycJI0BUs HA ChbXpPaHEHHE

Jla ce cbxpaHsiBa B OpUTHHAIIHATA OTIAKOBKA, 32 J]a Ce MPEeAIa3y OT Biara.
6.5 Bwuau chabpikaHne HA OMAKOBKATA
PVC/PE/PVDC/anymunueBu oiuctepu

EXJADE 125 mg aucneprupaimu ce TabJIeTKH
OnakoBky, cbabpxkamy 28, 84 unu 252 nucrieprupaiy ce TablIeTKy.

EXJADE 250 mg aucneprupammu ce TabJIeTKH
OnakoBky, chabpxamy 28, 84 unu 252 nucrieprupaii ce TablIeTKy.

EXJADE 500 mg aucnieprupaiiiy ce Ta0ieTku
OnaxoBkH, chabprkaiy 28, 84 wnu 252 nqucneprupaiiy ce TabJIeTK U IPYNoOBH OMaKOBKHY,
chabpkany 294 (3 onakoBku 1Mo 98) AMCIIEpTrUpaIIy ce TaOIETKY.

He Bcuuku BHIOBE ONAaKOBKM MOTaT Ja ObJIaT MyCHATH B IpoJaxoa.
6.6 CrhenuaJnu mpeana3Hu MepPKH NPHU U3XBbpJsHE

Hsama CricnyaJiIHi N3UCKBAaHU .
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7. IHNPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Hpnannus

8. HOMEP(A) HA PASPEHLIEHUETO 3A YIIOTPEBA

EXJADE 125 mg nucneprupaiiy ce TabIeTKi
EU/1/06/356/001
EU/1/06/356/002
EU/1/06/356/007

EXJADE 250 mg aucneprupaliy ce TabJEeTKH
EU/1/06/356/003
EU/1/06/356/004
EU/1/06/356/008

EXJADE 500 mg aucneprupaliuy ce TabJeTKH
EU/1/06/356/005
EU/1/06/356/006
EU/1/06/356/009
EU/1/06/356/010

9. JATA HA II'bPBO PASPEITABAHE/IIOJHOBABAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

[Jara Ha mepBO paspemanane: 28 asryct 2006 r.
Hata Ha nocneaHo noanossiBane: 18 ampui 2016 r.

10. [JATA HA AKTYAJIUBUPAHE HA TEKCTA

[MToapo6Ha uHpOpMAaIKs 3a TO3M JICKAPCTBEH MPOIYKT € MpeI0cTaBeHa Ha yebcaiita Ha EBpomneiickara
areHIus mo jekapcraara http://www.ema.europa.eu.
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vTom JICKapPCTBEH MPOAYKT MOJICKHU Ha OMBIHUTEIHO HaOmoaeHue. ToBa 11e mo3Bosii 06p30To
YCTaHOBSIBaHE Ha HOBa MH(OpMaIMsi OTHOCHO 6e30macHocTTa. OT MEIUITUHCKUTE CIICIIUAIUCTH CE
W3KCKBA JIa ChOOIIABaT BCSIKA MOJO3MpaHa HeXKEJIaHa peakius. 32 HaurHa Ha ChoOIaBaHe Ha
HEXXEJIaHU PeaKIuy BIDKTE TouKa 4.8.

1. HUME HA JJEKAPCTBEHUS TPOAYKT
EXJADE 90 mg ¢punMupanu TabneTku

EXJADE 180 mg ¢unmupanu TabieTku

EXJADE 360 mg ¢unmupanu TabieTku

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

EXJADE 90 mg dhunMupanu tabiaeTku
Besika ¢punmupana tadierka chabpxa 90 mg nedepasupoke (deferasirox).

EXJADE 180 mg ¢unmupanu TabieTku
Besika ¢punmupana tadietka chabpka 180 mg nedepasupoxc (deferasirox).

EXJADE 360 mg dbunmupanyu Tadierku
Bcesika punmmupana tabiaetka chappika 360 mg nedepasupoxc (deferasirox).

3a IBJIHUA CIIUCHK HA ITOMOIIHUTE BEIECTBA BIKTE TOUKa 6.1,

3. JEKAPCTBEHA ®OPMA
Odunmupana Tabnerka
EXJADE 90 mg duiaMmupanu tabineTku

CBeTsiocHHSI, OBaliHA, JIBOMHOM3IbKHANA (UIMHpaHa TablleTKa ChbC CKOCEHH PHOOBE M OTIEUaTaHU
(NVR ot ennara crpana u 90 ot apyrara). [Ipubmusureann pa3Mepu Ha tadiaerkara 10,7 X 4,2 mm.

EXJADE 180 mg dbunmupanu Tadnerku
CuHsi, oBaTHa, TBOWHOM3MIbKHAIA (UIIMHUpaHa TabieTka che ckoceHn prooBe u orneyaranu (NVR ot
ennata ctpana u 180 ot mpyrara). IIpubiausurentu pasmepu Ha Tabmerkara 14 mm x 5,5 mm.

EXJADE 360 mg ¢unmupanu TabsieTku

THMHOCHHS, OBaJiHa, IBOMHOM3ITbKHANIA (MIMUpaHa TableTKa ChC CKOCEHU phOOBE U OTIeUaTaH!
(NVR ot ennara crpana u 360 ot npyrara). [Ipubnusurentu pa3mepu Ha Tabierkara 17 mm X
6,7 mm

4. KJIMHUYHUA JAHHHAU
4.1 TepaneBTHYHHU NOKA3aHUSA
EXJADE e nokazas 3a jieueHre Ha XpOHUYHO CBPBXHATPYIIBaHE Ha KN30 MOPAH YECTH

KpbBonpenuBanus (>7 ml/kg/mecen epuTpoMTHA Maca) MpH NAMEHTH ¢ OeTa TajaceMusi Maliop Ha
BB3PACT HA ¥ HaJ1 6 TOAMHHU.
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EXJADE e nokazaH chII0 3a JIEYEHNUE HA XPOHUYHO CBPBXHATPYNBAHE HA JKEJSA30 MOPaau

KPBBONPEINBAHUS, KOTATO JICYEHUETO ¢ Ae(hEePOKCAMHH € MTPOTHBONOKA3aHO MIIM HEJOCTATHYHO MPH

CIICIHUTE TPYNHU NalUeHTH:

- NpY IeJUaTPUYHH NAlMeHTH ¢ OeTa TaJaceMusi Maiop ChC CBPBbXHATPYIIBAHE Ha KeEJsA30
TopaJiy YecTu KpbBonpenuBanus (=7 ml/kg/mMecen eputpouTHa Maca) Ha Bb3pacT
oT 2 10 5 roauny,

- NIpY BB3PACTHU U NIEAUATPUYHU MAMEHTH ¢ OeTa TanaceMHs Maiop Cbc CBPbXHATPYNBaHE Ha
JKEJISI30 TTOpaJu HeuecTH KpbBompenuBanus (<7 ml/kg/Mecen eputporMTHa Maca) Ha Bb3pacT
2 TOIUHHU U ITOBEYE,

- NpY BB3PACTHU M NIEIUATPUYHH MAIMEHTH C APYTH BUIOBE aHEMHHU Ha BB3PACT 2 TOTUHU U
noBeYe.

EXJADE e noka3an ChIIO 3a JICHCHUC HAa XPOHUYHO CBPBbXHATPYIBAHE HA KEJIA30, U3UCKBAILIO
XcJjlaTupalla Teparuys rnpyu nagueHTu CbC CUHAPOMHU Ha HCTpaHC(l)y3I/IOHHO-3aBI/ICI/IMa TajlaCCMHUs Ha
BB3pacT 10 TOAWMHHU U ITOBCYC, KOraTo JICYCHHUECTO C I[eq)GPOKcaMI/IH € MMPOTUBOIIOKAa3aHO WA
HE3a40BOJIMTCIHO.

4.2 Jlo3upoBKa U HAYMH HA MPHUJIOKEHUE

Jleuenuero ¢ EXJADE TpsiOBa na ce 3amouBa U MOAIbPKa OT JICKApH C OIUT B JICUCHUETO Ha
XPOHUYHOTO CBPBbXHATPYIIBAaHE HA JKEIA30.

203H[20BK3

Cepwmampvn@aﬂe HA JHCenA30 nopaéu mpacd)wwz

[IpenopryBa ce JI€UESHUETO J1a ce 3anouHe ciea TpaHchys3us Ha npubausuTento 20 equHUIN
(oxomno 100 ml/kg) epurpouutaa maca (EM), win ako OT KIMHUYHOTO IPOCIICAsIBAHE HMa
JI0Ka3aTeJICTBA 32 XPOHUYHO CBPBhXHATPYIBaHE Ha jKelsi30 (Hamp. cepymer ¢eputud >1 000 pg/l).
Ho3ute (B mg/kg) TpsOBa ja ce U34MCIIBAT U 3aKPBIJIAT KbM Hal-OJiu3kaTa pa3gacoBka Ha
TabJeTKHTE.

HCJ'II/ITC Ha X&JjiaTupaliara Teépamnusd ca Ja C€ OTCTPaHU KOJIMYCCTBOTO KEJIA30, [IOJTYUCHO B pE3YyJITAT
Ha TpaHC(i)y3I/II/ITe " aKoO CC€ HaJiara, Jia C€ HaMaJIM CbUICCTBYBAIlIOTO HATOBAPBAHE C KEJIA30.

EXJADE ¢unmupanu TabneTku JeMOHCTpHUPAT MO-BUCOKa OMOHAIMYHOCT cripsimo EXJADE
JMCHIepTupaIny ce TabiaeTku (BX. Touka 5.2). [Ipy npeMuHaBaHe OT TUCTIEPTHPAIIN CE TAOIETKHA KbM
¢unmupanu TabaeTky, 1o3ara Ha GuiMupaHuTe TadneTku TpsioBa ga 6b1e ¢ 30% mo-HUCcKa OT go3aTa

Ha JUucCreprupaiuTre ce Ta6J'IeTKI/I, KaTO CC 3aKPbIJIN KbM Hali-0JIM3KaTa s1a TabeTKa.

CT»OTBeTCTBaI]_II/ITe A03U MCXKAY pPas3JIMIHUTEC q)OpMI/I Ca IIOKa3aHu B Ta6m/1uaTa mo-aoJay.
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Tabnuna 1 IlpenopbunTeNHN AO3M IPHU CBPBHXHATPYTBAHE HA JKEJSA30

DOuiIMUpaHu Jucneprupammm  Tpauncdysumn Cepymen
Ta0JEeTKH/TPaHyJId  ce TadJeTKH dbeputnn
Hauvanua noza 14 mg/kg/nen 20 mg/kg/nen Cnen wr  >1,000 pg/l
20 enuHunM u
(oxomo
100 ml/kg) EM
AarepuatuBHa 21 mg/kg/nen 30 mg/kg/nen >14 ml/kg/mece
HA4YaJIHA 1032 yHo EM
(mpuOIM3NUTETH
0 >4 equuannm/
MECEYHO MpH
BB3PACTEH)
7 mg/kg/nen 10 mg/kg/nen <7 ml/kg/meceu
HO EM
(mpubHM3nuTEeTH
0 <2 equHunm/
MECEYHO MpH
Bb3PaCTECH)
IIpu nanmentn,  EnHa Tpera ot [TonoBunara ot
TOBITUSITH CE J103aTa J103aTa
noope oT nedepokcaMuH nedepokcaMuH
nedepokcaMuH
IIpocaensiBane Bcexn
Mecell
Mpunenen 500-1 000
HHTEPBAJ ua/l
CTbhnku npu HoBuimaBane >2 500 pg/l
xopurupane Ha 3,5 - 7 mg/kg/nen 5-10 mg/kg/men
Jxo03aTa 10 28 mg/kg/nen 10 40 mg/kg/nen
(Bcexn HonmkaBaHe
3-6 mecena) 3,5 - 7 mg/kg/nen 5-10 mg/kg/men <2 500 pg/l
[Ipu nanuenTy, [Ipu nanuenTy,
JIEKYBaHHU C JI03H JICKYBaHH C JI03U
>21 mg/kg/nen >30 mg/kg/nen
- Ilpm nocturane Ha nenTa 500-1 000
o/l
MakcumaJjHa 28 mg/kg/nen 40 mg/kg/men
a03a
Ja ce ooMucaIn <500 pg/l
NpeKbCBaHe

Hauanna oosza

[IpenopbunTennaTa HadaiHa aHeBHA j03a Ha EXJADE ¢uiamupanu tabnerku e 14 mg/kg TenecHo

TETJIO.

HpI/I MaUEHTUTE, KOUTO C€ HYXXAAAT OT IMOHMXCHUC Ha ITOBUILICHUTEC HUBA Ha KCJIA30TO B OpraHu3Ma

1 KOWTO MOJIy4aBar chino moseue oT 14 ml/kg/mecer epurporntHa Maca (MPUOIU3UTEITHO

>4 eMHUIA/MECETT 3a BB3PACTHH), MOKE JIa C€ MMa TIPEIBH] HadalHa JHeBHA 103a oT 21 mg/Kg.

HpI/I MaIMEHTUTE, KOUTO HE C€ HYXKIAadAT OT NIOHMKCHHUE HA ITOBUIICHUTEC HUBA Ha XEJISI30TO B
opraHM3Ma 1 KOMTO TOJIydaBatr ChIlIo Mo-Majiko oT 7 ml/kg/mecer epuTpoiiuTHa Maca
(mpubam3uTeNHO <2 eUHHUIM/MEcel] 32 Bh3PACTHH), MOXKE JIa CE MMa IIpe]] BUJ] HaYallHa JTHEBHA J103a
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ot 7 mg/kg. TpsiOBa na ce mpocneasiBa KIMHUYHAS OTTOBOP U TPOBa Ja ce OOMUCIIM TIOBHIIICHHE HA
J103aTa, aKO HE ce MOJYYH JI0CTaThuHa epUKAaCHOCT (BXK. Touka 5.1).

[Tpu manmeHTUTE, KOUTO BE4e UMAT AOOBD TepaneBTUUEH OTTOBOP Ha JeepOKCaAMUH, MOXKE JIa ce
uMa npeasu HavanHa no3a Ha EXJADE ¢unMupanu TabneTku, KOSITO YUCICHO € €IHA TPEeTa OT
no3aTa Ha aedepokcamuH (Hamp. manueHT, norydasany 40 mg/kg/nen ot nedepokcamMut 5 THU B
cenMuIaTa (MM eKBUBAJIICHTHA /1032) MOTaT Ja MPEMHUHAT Ha HadaJlHa THeBHA 1032 oT 14 mg/kg/nen
ot EXJADE ¢unmupanu Tabnetkn). Korato ToBa Boau 10 nHeBHa 1032 moa 14 mg/kg TenecHo Termno,
TpsiOBa J1a ce mpocyesiBa OTTOBOPa Ha MalMeHTa U 1a ce 0OMUCIH [TOBHUIICHUE Ha 103aTa, aKo He ce
HOJIy4YH JOCTaTh4Ha e(huKacHOCT (BXK. Touka 5.1).

Kopuzupane na oosama

IIpenoppuBa ce cepyMHUAT PEepUTHH Ja ce MpociensBa Bcekn mecell u qo3ara Ha EXJADE na ce
IPOMEHS, aKO € He00XO0IMMO, Ha BCEKH 3 10 6 Mecela Bb3 OCHOBA HAa TEHACHINATA B CEPYyMHHUS
¢deputuH. [IpoMeHnTe B 103aTa MOTAT JIa ce MPaBAT Ha CTHIKH OT 3,5 o 7 mg/kg u TpsidBa jia ca
Ccb0OOpa3eHN C OTTOBOPA Ha MAILMEHTa U TePANeBTUYHHUTE LeIH (IOANbpKAHE WU IOHMKECHUE Ha
KOJINYECTBOTO Ha keJs30T0). IIpu manuenTy, npyu KOUTO HE € IOCTUrHAT 3310BOJUTENIEH KOHTPOJI C
no3u ot 21 mg/kg (t.e. HuBata Ha cepyMHuust peputuH ca tpaitro Hax 2 500 pg/l u He mokassar
TCHICHIMS KbM MOHIKEHHE C TCUCHHUE HAa BPEMETO) MOTaT J1a ce 0OMHCAT 1031 oT 28 mg/kg.
HannynocTTa Ha ABATOCPOYHH JAaHHHU, CBBP3aHU C (hUKACHOCTTA 1 O€30MIaCHOCTTA OT MPOBEACHUTE
KinHHgHA poyuBanust ¢ EXJADE mucnieprupaiiu ce tTabnetku, npu go3u Hax 30 mg/kg
MIOHACTOSIIIEM € orpaHndYeHa (264 manueHTH, MPOoCcieIsIBaHu CPeIHO 3a | TouHa clie/1 MOBUIIaBaHe
Ha 7103aTa). AKO € IOCTUTHAT MHOTO cJ1ab KOHTPOJI Ha XeMocuaepo3ara ¢ jgo3u ot 21 mg/kg, ¢
JOITBITHUTENHO MTOBMIIIABAHE Ha H03aTa (10 MakcuMmaiHa qo3a ot 28 mg/kg) Moxe Ja He Ce OCTHUTHE
3aJ0BOJINTEIICH KOHTPOJ U /12 C€ HAJIOKU OOMMUCIISIHE Ha aJITEPHATHBHU METOIM Ha JieueHne. AKO He
Ce MOCTHUTHE 33J0BOJIMTEIICH KOHTPOJI ¢ 1031 Haj 21 mg/Kg, ieueHneTo ¢ TakuBa 1034 HE TpsiOBa 1a
ce MpoAbJKaBa, a TPSIOBa Aa ce 0OMUCIAT aATEPHATUBHY BapUaHTH 3a JICYEHHE, KOTaTo € Bh3MOXKHO.
Ho3u Han 28 mg/kg He ce mpenoprYBaT, Thil KATO HMa OTPAHWYEH OMUT C JO3UTE HAJl TOBA HUBO (BK.
Touka 5.1).

I1pu nanueHTUTe, JEKyBaHH C 103H MO-BUCOKHU oT 21 mg/Kg, npu mocturane Ha KOHTPOJI (T.€. HUBA Ha
cepyMeH ¢eputun Tpaiino mox 2 500 pg/l u mokasBamny TEHAECHIINA KbM MIOHWKEHHE C TCUCHHE Ha
BpeMeTo) TpsiOBa Ja ce OOMHCIIM CTHIIAIIOBUIHO HaMalsiBaHe Ha jo3ara ¢ 3,5 1o 7 mg/kg. Ipu
MAIMEHTHUTE, TPU KOUTO HUBATA HA CEPYMHUS (PEPUTHH ca JTOCTUTHAIU HPHUIICTHUTE CTOMHOCTH
(o6uknoBeHO Mexay 500 u 1 000 pg/l) TpsiOBa 1a ce OOMUCITN CTHIIATOBHIHO HAMAIIIBAHE Ha J103aTa
¢ 3,5 no 7 mg/kg ¢ uern 3ama3BaHe Ha HUBaTa Ha CEPYMHUS (DEPUTHH B PAMKUTE Ha TIPHUIICITHUSI
nuana3oH. AKO cepyMHUST GpepuTHH TpaiiHo criaaa mox 500 pg/l TpsoBa 1a ce 0OMUCITH PEKbCBAHE
Ha JeueHneTo (BK. Touka 4.4).

Cunopomu Ha Hempanc@hV3uOHHO-3A6UCUMA MAAACEMUSL

Xenarupariia Tepanus TpsAOBa Ja ce 3amouHe caMo aKo UMa JIOKa3aTeNICTBa 3a CBPhXHATPYIIBAHE HA
kKeJs130 (KOHIIEHTpAIHs Ha jkeisi30 B uepHust apod [LIC] >5 mg Fe/g cyxo terio [c.T.] wiu cepymeH
dbeputun Tpaitno >800 pg/l). LIC e npenmountan MeTO 32 OMPEICIISIHE HA CBPBXHATPYBAHE HA
JKEJNSI30 U TPSOBA J1a Ce M3M0I3a, KOraTo € Hanu4deH. [[py BCHYKH MarueHT € He00X0IUMO TTOBUIIICHO
BHHUMAaHHE 10 BpeMe Ha XellaTupaliara Teparus, 3a J1a ce HaMajll PUCKa OT CBPbX00pa3yBaHe Ha
XeJaTy.

EXJADE ¢unMupanu TabneTKi JeMOHCTPUPAT NO-BUCOKa OnoHannuHocT crpsimo EXJADE
Jucrieprupaiiy ce tabnerku (Bx. Touka 5.2). [Ipu npemMuHaBaHe OT JUCIIEprupaliy ce TablIeTku KbM
¢unmupanu TabaeTky, 1o3ara Ha GuiMupanuTe TadneTku Tpsiosa ga 6bae ¢ 30% mo-HucKa OT go3aTa

Ha Jucreprupammre ce Ta6HeTKI/I, KaTO CC 3aKPbIJIN KbM Hali-0IM3KaTa sj1a TalbeTKa.

C’BOTBGTCTBaI]_[I/ITe A03U MCIKAY pa3JIMIHUTEC (bOpMI/I Ca IIOKa3aHHu B Ta6J'II/I]_IaTa mo-aoJay.
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Tabnumna 2 [IpernopbUMTETHY 03U TIPU CUHIPOMU Ha HETPAHC(HY3HOHHO-3aBUCHMA TalaceMusl

DOuiIMUpaHu Jucneprupa KoHueHnTpanus Cepymen
TalbJaeTKU/TPaHyJId 1M ce HA JKeJIsi30 B dbeputun
Ta0JIeTKH YyepHHUSA APoO
(LIC)*
Hauanua moza 7 mg/kg/nen 10 mg/kg/ne =5 mg Fe/g c.t. wm  >800 ug/l
H
IIpocnensiBane Bceexu
Mecell
CTBIOKH IpH IMoBumaBaHe >7 mg Fe/g c.T. wm  >2 000 pg/l
kopurupane na 3,5 - 7 mg/kg/nen 5-10 mg/kg/n
ao3ara eH
(Bcexn IMonu:kaBane <7 mg Fe/g c.t. wm <2 000 pg/l
3-6 mecemna) 3,5 - 7 mg/kg/nen 5-10 mg/kg/n
eH
MakcumaJjHa 14 mg/kg/nen 20 mg/kg/ne
no03a H
7 mg/kg/nen 10 mg/kg/ne
H
I[1pu BB3pacTHH He e onensiBana  wim <2 000 pg/l
[Tpu neguaTpuyHy NAIUEHTH
IIpexbcBane <3 mg Fe/g c.T. wimm <300 pg/l
HoaHoBsiBaHe He ce npenopp4Ba

Ha JICYCHHUETO

*LIC e mpeAmoYnTaHUSAT METOJI 32 OTIPEIeIITHE Ha HATPYIIBAHETO Ha KEIs30

Hauanna oosza
[IpenopruntenHara HavamHa qHEBHA 1032 Ha EXJADE dunMupann TableTKy Mpy NallMeHTH ChC
CHHJIPOMH Ha HeTpaHC(y3HOHHO-3aBHCHMa TajaceMust € 7 Mg/KQg TenecHo TerJo.

Kopueupane na oozama

[TpenopbuBa ce HUBOTO Ha cepyMHUsI (DEPUTHH Jla € MOHUTOPHpa Bceku Mecell. Ha Bceku 3 o

6 meceria JieueHune, TpsAOBa J1a ce 0OMUCIIH TIOBHIIIABaHe Ha f03aTa ¢ 3,5 10 7 mg/Kg npu nanueHTrTe
¢ LIC >7 mg Fe/g c.1. unu cve cepymen deputud tpaitro >2 000 pg/l, Hemokassaii TeHICHIHS 3a
NOHIKaBaHe, MIOHACSIIH 100pe JiekapcTBeHust npoaykT. He ce npenoppusar mpo3u Hax 14 mg/kg
MOpaJiy JIUICATA HA OMKT C MO-BUCOKHU J03H MPH MAIMEHTH ChC CHHIPOMH Ha HETpaHC(y3HOHHO-
3aBHCHMAa TaJaCEMHUSL.

I[1pu nmarueHTH, Ipu KOUTO He ¢ mpaBeHa orenka Ha LIC u cepymuusr peputun e <2 000 pg/l, nosara
He Tps0Ba a npesummasa 7 Mg/Kg.

[pu manmeHTH, NpU KOUTO 103aTa € Ouiia moBuieHa 1o >7 mg/kg, TpsioBa na ce oOmucin
HaMaJlsiBaHe Ha jo3ara Ha 7 my/kg wmm no-manko npu LIC <7 mg Fe/g c.t. unu cepymen peputia
<2 000 pg/l.

Ipexpamseane na aevenuemo

Ipu nocTurase Ha 3aJ0OBOJIMTEITHN HUBA Ha kens30 B opranu3ma (LIC <3 mg Fe/g c.t. unu cepymen
dbeputun <300 pg/l), nevenuero TpsidBa na ce crpe. JIMICBAT JaHHU OTHOCHO MOBTOPHOTO JICUCHHE
HAa TIAIUEHTH, IIPY KOUTO OTHOBO c€ HAOJII0JaBa HATPYIIBAHE HA KEJSA30 CJIE]] IOCTUTaHEe Ha
3aJIOBOJIUTEITHU HUBA HA JKEJSA30TO B OPraHU3Ma U IMOPaJU Ta3| MPUYNHA HE MOXKE Ja ¢e Ipernophbya
MOBTAPSTHE HA JICUSHUETO.
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CneuuaﬂHu nonyaayuu

Hayuenmu 6 cmapuecka v3pacm (>65 2oouwna ev3pacm)

ITpenopbkuTe 3a JO3UPaHE TPH MAIMEHTH B HAMPeIHAIA BB3PACT €a CHIIUTE KaTO OMUCAHUTE IMO0-
rope. B xo/1a Ha KJIMHAYHUTE IPOYUBAHUS MAIHEHTUTE B CTApUecKa Bh3pacT MOJIyyaBar Mmo-4ecTo
HEXKEJTaH! PEaKIfy, OTKOIKOTO MMO-MIIAJMTE MAIUSHTH (ITO-CIEIHATHO AUapusi) U TpsAOBa 1a Obaat
BHUMATEJTHO MPOCIICISIBAHY 3a MOSIBA Ha HEXKETAHU PEaKIMK, KOUTO MOTAaT J1a H3UCKBAT KOPUTHPAHE
Ha j103aTa.

Ileouampuuna nonynayus

CBpBbXHATpyIIBaHE Ha XKEIA30 MOpaan TpaHchy3us:

[IpenopwkuTe 3a J03UpaHe MPH MEAUATPUYHHN MAIIMSHTH HA Bh3pacT 2 10 17 rouHu Che
CBPBXHATPYIBAHE HA JKEJA30 IMOPATU TPAaHCPY3Hs, Ca ChIIUTE, KAKTO IPU Bh3PACTHU MMAIUCHTH.
[IpoMeHuTE B TETNIOTO HA JeIaTa C BpeMETO TPsiOBa Ja ce UMat MPeIBUl, KOraTo Ce H3UUCIIsIBA
Jo3ara.

[Tpu mena cbec CBPBbXHATPYIBAHE HA KEJA30 Mopaau TpaHcysus, Ha Bb3pacT MexXIy 2 U 5 roauHu,
EKCIO3UIUATA € TTO-HUCKA, OTKOJIKOTO TIPH Bh3pacTHH (BK. Touka 5.2). Ta3u Bp3pacToBa rpyna Moxe
CJIeI0OBATEITHO Jla HaJlara Mo-BHCOKH J03H, OTKOJKOTO ca He0OXOIUMU NIpU Bb3pacTHU. Benpeku ToBa,
HayalHaTa J103a TpsOBa Ja € chlllaTa KaTo MpH Bb3PACTHH, IIOCIIEABaHA OT HHAMBUIYAIHO TUTPHPAHE.

CuHIpOMH Ha HETPaHC(HY3MOHHO-3aBUCHMA TaJlaCEMHUS:

[Ipu nemuaTpuvHUTE MAMEHTH ChC CHHIPOMH Ha HETPaHC(HY3MOHHO-3aBUCHMA TaJlaceMHUs 103aTa He
TpsioBa na npesumana 7 Mg/kg. [Ipu Te3u naumentn BHUMaTeIHOTO cieieHe Ha LIC u cepymuuns
(epHUTHH € OT ChIIECTBEHA BAXXHOCT, 3a Jia e M30erHe CBpbXx00pa3yBaHe Ha XEJIaTH: B JOIIbIHCHUE
KbM MECEYHOTO OMpE/ICNIsIHEe Ha CePYMHHUs (PEPUTHH € HEOOXOAUMO Ha BCEKU TPH Mecela
npocneassane Ha LIC, korato cepymuusar peputun e <800 pg/l.

Heua ot paxaanero o 23 mecena:
bezonacHocrTa 1 epukacuoctra Ha EXJADE nipu nena ot pakaaneTo 10 23-MecedyHa Bb3pacT He ca
yCTaHOBEHHU. JIuncBar JaHHU.

Hayuenmu ¢ 6v0peuno yepesicoane
EXJADE He e npoyuBaH Ipu NanyueHTH ¢ 0bOPEYHO YBPEXKIaHE U € MPOTHBOIOKA3aH MPH MAIlEHTH C
M3YUCIICH KPeaTUHHHOB KIHpbhHC <60 ml/min (Bx. Touku 4.3 u 4.4).

THayuenmu ¢ ueproOpobHO yepedcoare

EXJADE He ce npenopbyBa Mpy MalUEHTH ¢ TEXKO uepHoapooro yepekaane (Kimac C mo Child-
Pugh). TTpu marenTH ¢ ymepeHo uepaoapoono yepexaane (Kiac B mo Child-Pugh) nosara tpsiosa
Jla ce HaMaJIi 3HaYUTEeTHO, CJIe]] KOETO MOCTENeHHO fa ce yBenudu 10 50% (Bx. Touku 4.4 u 5.2) u
EXJADE Ttpsi6Ba ia ce n3nosn3sa Npeana3inBo Mpyu TaKUBa MarueHTH. YepHoapoOHaTa QyHKIUS MPH
BCHYKH MAIMCHTH TPSOBa J1a ce MPOCIieisiBa MPEIn JICUSHUETO, Ha BCEKH 2 CEIMHIIH MTPEe3 MIbPBHUS
Mecell U cJie]] ToBa BCeKU Mecell (Bxk. Touka 4.4).

Hauun Ha npuiioxkenue
3a mepopaiHO MPUIIOKEHNE.

OunmupannuTe TabJETKH TPIOBa J1a ce TIOTTBIIAT eI ¢ MAJIKO Boa. IIpH MaIfeHTHTe, KOUTO ca
HECIOCOOHH J1a MOT'bJIHAT LeJUTe TabJeTKH, QUIMUPAHUTE TAOJSTKA MOTAT Jia Ce HATPOIIAT U J[a Ce
HPUIIOXKAT Ype3 MOPHhCBaHE Ha IsUIaTa 1033 BbPXy MEeKa XpaHa, Harp. KUCEI0 MIISIKO WIH SIOBIKOBO
nrope. Jlo3ara TpsiOBa ja ce npreMe He3abaBHO M M3ISUIO, U J]a HE Ce ChXpaHsBa 3a Clie/IBaliia
yrnorpeoa.

OunmMupannTe Ta0JIeTKH TPsIOBa J1a ce MpHeMaTt BEAHBX JHEBHO, 3a MPEANOYNTAHE 110 €THO U CHII0
BpeMe BCEKH JIeH, U MOTaT Jla ce MpUeMar Ha IJIaJHO WM C JeKa XpaHa (BxX. Touku 4.5 u 5.2).

28



4.3 IlporuBomoka3aHus

CBpBXUyBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO MIIM KBM HAKOE OT MTOMOIIHHUTE BEHIECTBA,
n30poeHu B Touka 6.1.

KomOunanusiTa ¢ Ipyru BUIOBE XeIaTupalia Tepanus 3a )eJsi30, Thil KaTo 0e30MacHOCTTa Ha TaKUBa
KOMOHHAIIMY HE € YCTaHOBeHa (BXK. Touka 4.5).

[TanuenTH ¢ U34KCIIeH KPEeaTHHUHOB KiupbHC <60 ml/min.

44 ChneuuaJHu npenynpe:kieHus U Npeana3Hu MepKHU Mpu ynorpeda

brOpeuna GyHKIMS

Hedepazupoxc e mpoydBaH camo IIPH MAIMEHTH C U3XO0/ICH CEpYMEH KPEaTHHHH B PAMKHUTE Ha
pedepeHTHUTE TPaHUIH 32 BB3pacTTa.

ITpy KMTMHUYHUTE TPOYYBAHUS [TOBULICHUS HA CEPYMHUsI KpeaTUHUH ¢ >33% B >2 mocien10BaTeIHN
OTIpeIeJISIHUSL, IOHAKOra HaJl TopHaTa pedepeHTHa rpaHulla, Bb3HUKBAT IpU 0KoJo 36% oT
nanueHTuTe. Te3u noBuIeHus ca 0303aBucuMu. [Ipy okomo 1Be TpeTn OT MaMeHTUTe, MOKa3BaIln
MOBHUIIIEHUE HA CEPYMHHMS KPEaTHHHH € HabmoaaBaH oopaTeH cnaj noa 33% HUBOTO 0e3 ananTupaHe
Ha fo3ara. [Ipu ocraHanara Tpeta HOBUIIABAHUATA HA CEPYMHUS KpEaTHHUH HE BUHATU OTrOBapsT Ha
MOHM)KEHHUE Ha J103aTa WU Ha CIMPaHeTo H. B HiKou ciydau ciiex MoHM)KaBaHe Ha 103aTa ce
Ha0II0/1aBa CTa0MIM3NpaHe Ha CTOWHOCTUTE Ha cepyMHUS KpeaTnHUH. Cirydan Ha ocTpa OB0pedHa
HEJOCTAaThYHOCT Ca ChOOIIEHH MIPH yIoTpedara Ha aedepaznpokc ciell MyCKaHeTo Ha mas3apa (BiK.
touka 4.8). [Ipu gacT oT choOIIeHnTE IO BpeMe Ha TOCTMapKETHHTOBHS TIEPHUOJT CITyYaH,
BJIOIIIaBaHETO Ha OhOpedHaTa PyHKIUSA € TOBENIO 10 ObOpeyHa HeJOCTaThYHOCT, H3UCKBAIIA
BpEMEHHA WM TIOCTOSHHA AUAIH3A.

[IprumHMTE 32 MOKAYBAHUATA HA CEPYMHHS KpeaTHHHUH He ca u3sicHeHn. CliejoBaTeIHo TpsiOBa 1a ce
00pbIa 0cOOEHO BHUMaHHE Ha IPOCIIEIIBAHETO HAa CEPYMHUS KPEaTHHUH IPH MAIUEHTUTE, KOUTO
HOJTy4YaBaT KaTo ChIIBTCTBAIIA TEPAIHs JIEKApCTBa, KOUTO MOTHCKAT ObOpeuHara GpyHKIUS U pu
NalMEeHTHTE, KOUTO TT0JIy4aBaT BUCOKH 03U JieepasupoKC W/UIH MO-PEIKN KPBHBOTIPETHBAHHS
(<7ml/kg/mecer epuTponMTHA Maca Wi <2 eIHHUII/MECET] IPH Bb3pacTHH). Brnpeku ye B xo/1a Ha
KIIMHUYHUTE MPOYYBaHUS NIpH yBenmndaBaHe Ha no3ata EXJADE mucrieprupamu ce TabneTku Hax

30 mg/kg He ce HabO1aBa HapacTBaHe Ha OBOPEYHNTE HEXKETaHU ChOUTHS, MOBUIIIABAHE HA PUCKA
OT Bb3HUKBaHE HAa ObOPEYHN HEXKEJIAaHW CHOUTHS TP NIpUeM Ha GUIMHPAHH TaOJICTKH P 03U HaJL
21 mg/Kg He MOKe 1a Ce U3KITIOH.

[IperiopbuBa ce CepyMHHAT KPEaTHHUH Ja O'b/Ie OLICHEH ABYKPATHO MPE/IN 3aIl0YBaHe HA TEPAIHATA.
CepyMHHST KpeaTHHHH, KPeaTHHHHOBHUST KJIHPBHC (M3urcieHu o ¢popmynara Ha Cockroft-Gault
wii 1o MDRD ¢opmynata npu Bp3pacTHu iy 1o popmynara Ha Schwart npu geua) u/unu
IUIa3MeHUTe HUBa Ha nuctaTiH C TpsidBa aa ce mpoc/ieasiBaT Npeay 3a04BaHe HA TepanusTa,
exxeceJMUYHO Npe3 MbPBHS Mecell cJIe] 3almo4YBaHe HIIM NpoMsiHa Ha TepanusaTa ¢ EXJADE
(BKJIIOYHTETHO MPEeMUHABaHe KbM Jpyra JieKapcTBeHa (popMa) M exKkeMeceqHO cJie/l TOBA.
[NanuenTure c anamHe3a 3a ObOpeyHH 3a00ISIBAHUS U NALIMEHTUTE, KOUTO MOJyYaBat JIEKAPCTBEHH
NPOAYKTH, KOUTO HOTHCKAT ObOpeuHaTa (yHKIHUS, MOXKE J1a Ca U3JI0KEHH Ha IO-TOJISIM PHCK OT
ycnoxHeHus. TpaoBa na ce o0bpHEe BHUMaHUE 3a NOJAbPKaHe Ha aJieKBaTHA XUApaTalus Ha
NAalMEeHTUTE, KOUTO Pa3BUAT AUAPHS WIN MOBPBIIAHE.

Nma nmocTMapKeTHHIrOBH CHOOIIICHHS 32 CIIy4ad Ha MeTa0OJIMTHA alu103a, Bh3HUKHAJIA [T0 BpeMe Ha
JIeUYEHHUETO C Jieepasupokc. BoNMMHCTBOTO OT MAIMEHTHTE ca MaJi ObOPEYHN HAPYIICHUS,
O0b0Opeuna TyOysonatus (cuHIpoM Ha Fanconi) win auapus, UK HIKaKBU JAPYTH ChCTOSHHS, TIPH
KOMTO HapylIEHUETO Ha KUCEIMHHO-AJIKAJIHOTO PaBHOBECUE € U3BECTHO YCIIOKHEHUE. B Te3n
TIOITYJIAllNY KUCEIMHHO-AIKAIHOTO paBHOBECHE TPsIOBa Jja ce MPOCIEaIBs ChIIIACHO KIMHUIHHUTE
nokazanus. [Ipu manueHTuTe, Npu KOUTO ce pa3BHe MeTabOIMTHA anuao3a TpsAOBa 1a ce 0OMHUCIH
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npeKbcBane Ha JiedeHunero ¢ EXJADE.

Ta6muma 3
(byHKIIS

Kopurupane Ha f103aTa 1 IpeKbCBaHE HA JICUCHUETO MPH MPOCIIe/IsiBaHe Ha OhOpedHaTa

CepyMeH KpeaTHHUH

KpeaTuHHHOB KJIMPBHC

IIpenu 3anouBaHe Ha
TepanusaTa

JByxpatHo (2X)

Ennoxpatho (1x)

IIpoTruBonoKa3an

<60 ml/min

IIpociaensiBane

- IIepBus mecen
ClIe/] 3all0YBaHe Ha
TepanusTa Ui Mpu
MpoMsiHa Ha J03aTa
(BKITFOUUTEITHO
MpeMUHaBaHE KbM
Jpyra JeKapCcTBeHa
dopma)

- Cuen ToBa

BeI[H’I))K CCIAMUYHO

Bennbsx Mmeceuno

Benubxk ceaMHUYHO

Benubx Meceuno

IIpoTuBONOKa3aH

<60 ml/min

IIpociaensiBane

- IIepBus mecen
CJIe]T 3aII0YBaHe Ha
TCpanusiaTa Ui npu
MpoMsiHa Ha J103aTa

- Cnen ToBa

Bennbx ceqMUYHO

Bennbsx Mmeceuno

n

Beannxk ceqMUUHO

Benubx Meceuno

HamansiBane Ha AHeBHaTa 03a ¢cbe 7 MQ/Kg/nen (bunmupana tabiaerka),
aKko credHume noKazamenu 3a OYeHKa Ha Ovopeunama Qyukyus ce Habardasam npu 0ge
NOCIe008AMENHU GUBUMU U HE MO2am 0d Ce C8bPIUCAM. C OpYeU NPUHUHU

neIuaTpUiHU
HaryeHTn

CpEJIHUTE CTOMHOCTU
Mpe/In 3all04YBaHE Ha
JIEYEHUETO

Br3pacTau manueHTu >33% Haj cpeHUTE u IMonmxenue <JAI'H*
CTOWHOCTH NpeH (<90 mi/min)
3alloYBaHe Ha JCUYCHHETO

ITennaTpuunu > [TH** 3a choTBeTHATA | W/MIIH IMonmxenue <JAI'H*

MaIMEeHTH BB3pacT (<90 mi/min)

Cnen HamaJisiBaHe Ha [103aTa, JIeYEeHHETO Ce MPEeKbCBA, aK0

Br3pactan u Ocrara >33% Han u/nim IMonmxenue <JAI'H*

(<90 ml/min)

*JII'H: nomHa rpaHuila Ha HOpMaTa

**I'TH: ropHa rpaHuia Ha HOpMara

JledeHueTo MoXKe Ja ce IOJAHOBH B 3aBUCUMOCT OT KJIMHUYHUTE OOCTOSTEICTBA.

HamansBane Ha 1o3aTa WM IPEeKbCBAHE HA JICUEHUETO MOJKE CBHIIO J1a C€ MMa MPEABH/, aKo ce
YCTaHOBST OTKJIOHEHUS B ITOKA3aTEJINTeE 32 OIICHKa Ha ObOpedyHaTa TyOyiHa QYHKIUS W/ WA TPU

KIMHHUYHU ITOKa3aHUs:

. IIporennypus (n3cienBanero TpsOBa Ja ce HaNpaBU PEIH 3aTI0YBaHE Ha JICUEHHETO W BCEKH

Mecell CJIe/T TOBA)

. I'iroko3ypust IpH ManyMeHTH 0e3 AnadeT U HUCKY HUBA Ha Kauui, GochaTH, MarHe3ui wiu
ypatu B cepyMma, docharypusi, aMmuHOAMIypHs (IPOCIeAsIBaHe IPU HYXkKa).

brOpeuna TyOynonaTus ce cho0IIaBa IpeIMMHO IPH JIella U IOHOIIH ¢ OeTa TanaceMusi, JIeKyBaHH C

EXJADE.

[ManmenTure TpsiOBa a ObAAT HACOUSHH KM HE(QPOJIOT U JOIIBIHUTEIHN CIICTUATU3UPAHH
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u3cnenBanus (kato ObOpedHa OHOTICHS), aKO OIMCAHUTE TI0-J0JTy CHMITOMH CE€ TIOSIBSIT BBIIPEKU

HaMaJIIBAaHETO Ha J103aTa U MPEKbCBAHETO HA JICUCHUETO:

. CEPYMHUST KPEaTHHUH OCTaBa 3HAYMO MOBHUILICH U

. UMa TpallHK OTKJIOHEHHS B JIPYT MOKa3aTel 3a OlleHKa Ha ObOpeuHara GyHKIwus (Hamp.
NpOTEHHYpUsi, CHHIPOM Ha Fanconi).

Yepuoapobua ¢yHKIHI

HabmronaBat ce moBHIIEHUSI HA YepHOIPOOHUTE (HYHKIIMOHAIHU TECTOBE MPH MAIIMEHTH, JICKYBAHU C
nedepasupokc. B mocTMapkeTHHTOBYS IeproT MMa ChOOIIEH S 3a CIydan Ha 9epHOpoOHa
HEJIOCTATBhYHOCT, TIOHSIKOTA ¢ (haTaJieH Kpaii, TIPU MaIMeHTH, JIeKyBaHHu ¢ nedepazupokc. [ToBeueTo ot
CHOOIIEHHSATA 32 Bh3HUKHAIA YEPHOPOOHA HEJIOCTATHYHOCT Ca CBBP3aHH C MAIMEHTH ChC
3HAYHUTENICH OpOil 3a00MsIBaHMs, BKIIOUHTETHO MPE/IIeCTBAIa YepHOApoOHa Mpo3a. Benpeku ToBa,
HE MOJXKE JIa Ce OTXBBPIIM 3HAYCHHUETO Ha JeepasupoKc KaTo JOMPUHACSII MM BIOIIABAII
CBCTOSTHHETO (PakTop (BK. Touka 4.8).

[IpemopwuBa ce n3cienBane Ha cepyMHUTE TpaHCAaMUHA3H, OnnpyOnHa u ankanHarta docdaraza
Ipe/u 3aroYBaHe Ha JICYCHUETO, Ha BCEKU 2 CEAMUIIM TIpe3 MIbPBHS MECEIl OT JICUCHUETO U Ha BCEKU
Mecell ciiel TOBa. AKO MMa MepCHCTHPAIIO M IPOrPeCcHpaliio MOBUILICHNE HAa HUBAaTa HA CEPyMHHTE
TpaHCaMWHA3W, KOUTO HE MOTAT Jia ce mpunumart Ha Apyru npuanan, EXJADE tps6sa na ce crpe.
Crex KaTo ce M3sICHU MPUYMHATA 32 MTATOJIOTHYHHUTE IPOMEHH B YePHOAPOOHHUTE (PyHKIMOHATTHA
TECTOBE MJIM CIIe]l BpPbIIaHe KbM HOPMAJIHUTE HHBA, MOXKE J1a CE MM MPEIBH/I ITPEANA3INBO HOBTOPHO
3amoYBaHe Ha JICYEHHETO C MO-HUCKA 7032, HOCIIEIBAHO OT MOCTENEHHO IOBHUIICHNE Ha 103aTa.

EXJADE He ce npenopbyBa MpH MaUEHTH ¢ TEKKO YepHoapooHo yBpexkaane (Kiac C mo Child-
Pugh) (Bx. Touka 5.2).
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Tabauma 4 O0001IeHNE HA IPEMTOPBLKUTE 34 MPOCIEAsIBAHE Ha 0€30IMaCHOCTTa

HN3caenBane Yecrora

CepyMmeH KpeaTUHUH JByKpaTHO Openu 3aroYBaHe HA TEPaIUITa.
Bcsika ceqmuiia npe3 nbpBUA MECEL OT
TEepanusTa uiM cjiej NpoMsHa Ha J03aTa
(BKJIFOUMTETHO TIPEMUHABAHE KbM JPyTa
nekapcTBeHa opma). Exxemeceuno cien

TOBA.
eraTI/IHI/IHOB KIIMPBHC Y/WIIH TIa3MEH HpC,E[I/I 3all04BaHC Ha TCparusTa.
OUCTaTUH C Bceska ccaMuUIla Ipe3 IbPBUA MECCI OT

TepanusTa uiM ciej] NpoMsHa Ha J03aTa
(BKJTFOUMTETHO TIPEMUHABAHE KbM JPyTa
JeKapcTBeHa Gpopma).

ExemeceuHo cief ToBa.

[Iporennypus [Ipenu 3anouBaHe Ha TepanusiTa.
Esxemeceuno cien ToBa.
Hpyru mapkepu 3a OLieHKa Ha Cnopen Hy XAuTe.

O0bOpeuHaTa TyOynHa GyHKIUS (KaTo
HarpuMep TIIOKO3YPUs MIPU MAIHESHTH
0e3 quabeT W HUCKY HUBA Ha CEPYyMHUS
Kajui, ocdar, MarHe3uii UM ypar,
dochaTypus, aMuHOAMTYpHSI)

CepyMHU TpaHCAaMHHA3H, OMIIMPYOUH, [Ipenu 3anouBaHe Ha TepanusiTa.

ankanHa (ocdaraza Ha Bceku 2 cenMuIy npe3 IbpPBUs MECeIl OT
TepanusaTa.
ExemeceqHo cien ToBa.

N3cienBane Ha ciiyxa M OYUTE IIpenu 3anouBaHe Ha TepanusTa.
ExeronHo cieq ToBa.

TesnecHo Tero, pbCT U CEKCYaIHO IIpenu 3anouBaHe Ha TepanusTa.

pa3BuTHUe Exeroano npu neauaTpuIHyA HaIlUCHTH.

[Tpu manueHTy, Mpu KOUTO OYAKBaHATA MPOIBIIKUTEIHOCT HA KHUBOTA HE € ToJiAMa (Harp. MpH
BHUCOKOPHCKOB MHUENIOTUCIIACTHYEH CHHAPOM), 0COOCHO KOTATO ChITTCTBAINHU 3a00JIIBaHKS MOTAT Ja
MOBHIIIAT PUCKA OT MOsIBA HA HexkeNaHu chouTus, moi3ute oT EXJADE morar na 6b1aT orpaHiudeHu u
Jla He TIPEeBb3X0KIAT pUCKOoBeTe. BenenacTBrue Ha ToBa, He ce mpenopbuba sieueHne ¢ EXJADE npu
TaKUBa MAI[UEHTH.

H606XO,I[I/IMO € MOBUIICHO BHUMAHUE IIPU MAITUCHTUTC B CTAPYCCKaA Bb3PaCT MMOPAaAX IIO-BUCOKATA
HUCCTOTA Ha HCXKCJIAHU PCAKIIUU (HO-CHGLII/IaJ'IHO ,Z[I/IapI/IH).

JlaHHKTE TIPH JIe11a ¢ HeTpaHC(y3HOHHO-3aBUCHMAa TATACEMHUS Ca MHOTO OTpaHHYeHH (BK. Touka 5.1).
B cnencreue Ha TOBa, Tepanusta c EXJADE Tpsi0Ba na 0b/1e BHUMATEIHO MOHUTOPHpaHa, 32
YCTaHOBSIBAaHE HA HEXEJIAaHU PEaKIMU ¥ MPOCieIsIBaHe Ha HATOBAPBAHETO C JKEJA30 B IeUATPUIHATA
nomryanusi. OCBEeH ToBa, peau 3anouyBaHe Ha sieueHre EXJADE npu iena ¢ Te)ko HaToBapBaHe C
JKENS30, C TpaH(PY3HOHHO-HE3aBUCHMa TaIaceMUs, JISKapAT TPSAOBa Jla € HAsICHO, Y€ MTOCIEACTBHSITA OT
JUBJITOCPOYHATA €KCITO3UITHS MPU TaKKMBa MaIUEHTH KbM MOMEHTA Ca HEU3BECTHHU.

CTOMaIHHO-‘IDeBHI/I HapYIICHUA

C’BO6H_[aBa CC 3a ITI0s1IBa Ha A3BU U KbPBCHE OT TOPHUTC OTACIN HA TACTPOUHTCCTUHAJIHUA TPAKT IIPHU
MalMeHTH, BKIIIOYUTCIIHO ACHa U MMOApacTBAIlld, IMOJIydYaBalin L[e(bepa31/1p01<c. HpI/I qacT OT
MaluCHTUTE CC Ha6J'IIO,Z[aBaT MHOX>XCCTBCHHU sI3BH (B)K. TOYKa 48) Hma C’BO6H_ICHI/I$I 3a sA3BU,
YCIIOXXHCHU C TAaCTPOUHTCCTUHAJIHA nepq)opaulxm. C’BI_LIO TakKka nMa C’BO6]J.[CHI/I$I 3a CJIydad Ha q)aTaJ'IHI/I
TaCTPOMHTCCTHHAJIHU XEMOpAruu, 0co0eHo IIpU MaUCHTU B CTAPpYCCKa Bb3PACT ChC 3JI0OKAUYCCTBCHU
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XEeMAaTOJIOTHYHH 3a00JISIBAHUS H/WITH HUCHK Opoii Ha TpoMmOonuTHTe. [1o BpeMe Ha JIe4eHneTo ¢
EXJADE nexyBamuTe Jekapy U MAIMEHTUTE TPsIOBa Ja ObIaT HAIIPEK 3a MpHU3HAI ¥ CHMITTOMH Ha
CTOMAIITHO-YPEBHA $I3Ba WM KbPBEHE OT CTPpaHa Ha TaCTPOUHTECTHHAIHUS TPAKT U J1a UMAT TOTOBHOCT
CBOEBPEMEHHO J1a 3aII0YHAT IMO-HATATHITHO U3CIICABAHE WITH JICUCHHE, B CIIy4al ue 3armoao3par
HAJIMYMETO Ha CEpPUO3HA HeXellaHa PeaKIns OT CTPaHa Ha TaCTPOMHTECTUHAHUS TpakT. Heobxoanmo
€ TIOBHUIIICHO BHUMAaHHE TIPH NarueHTH, kouto npuemar EXJADE eqHOBpeMEHHO C BEIIECTBA C
n3sgBeH ynneporeneH norennuai, kato HCIIBC, koptukocteponan nin nepopanau 6udocdonaT,
NIPY TTIAIUEHTH, MTOyYaBalli aHTHKOATYJIAaHTH, KAKTO W TP MAIUEHTH ¢ TPOMOOIIUTH O]

50 000/mm? (50 x 10%/I) (Bx. Touxa 4.5).

Hapyiienus Ha koxara

ITo Bpeme Ha nedenneto ¢ EXJADE Mose fa ce mosiBIT KOXHH 00puBH. B moBedero cirydan
oOpHuBHUTE OT3BYUYaBaT CIIOHTaHHO. Koraro ce Hamara mpekbcBaHe Ha JEYEHUETO, ClIe]] OTIIyMsIBaHe Ha
0o0puBa, TO MOXKE J]a c€ Bb30OHOBH C MO-HUCKA 7034, TIOCTIeIBaHa OT MTOCTENEHHO TTOBHINIaBaHe Ha
nmo3ata. [Ipu TexxxuTe ciaydan, TOBa Bh30OHOBSIBAaHE MOXKeE JIa Ce IMPOBe/e B KOMOWHAIIHS C KPAaTbK
MIEPHUO/I Ha TIPUIIOKEHHE Ha TIEPOPATTHA KOpTUKOCTepouan. ChoOIIaBart ce cirydan Ha TEXKKH KOKHU
Hexxenanu peakuun (SCARS), BkirountenHo cuuapom Ha Stevens-Johnson (SJS), Tokcuuna
enmuaepmanHa Hekponmsa (TEN) u nekapcTBeHa peakius ¢ €03WHO(IITNS ¥ CHCTEMHH CHMIITOMHA
(DRESS), xouTo MoraT na ObJaT )KHBOTO3aCTpaIllaBaIlly Win JetaaHu. Ako ce mogosupa SCAR,
EXJADE TpsibBa na ce cipe He3a0aBHO U J1a He ce Ipuiara oTHOBO. [Ipu npeanucBane Ha
JIEKapCTBOTO MAIIMEHTHTE TPSAOBA 1a ObJAaT 3aI03HATH C MIPU3HAIINTE U CHMIITOMHTE Ha TEXKUTE
KOXKHH PEakIiy U Aa ObJaT BHUMATEITHO HaOI0JaBaHM.

Peakiiuy Ha CBPbX4YYBCTBUTEITHOCT

Ciy4an Ha CEpHO3HHU PEaKkLMH Ha CBPbXUYBCTBUTEIHOCT (KaTo aHa(MIAKTUYECH LIOK U aHTHOEIEM) ca
CHOOIICHN NPH MALUEHTH, NOTy4aBaly Aedepasupokc, KaTo HAYaJI0TO HA PEaKHATa IPH [TOBEYETO
OT CJIy4yauTe, HACThIIBA MPE3 IbPBUS MECEL] OT JIeUCHUETO (BXK. TouKa 4.8). AKO Bb3HUKHAT TaKUBa
peaxiun, mpueMbT Ha EXJADE TpsiOBa na 6b1e mpeycTaHOBEH U 1a C€ OCUTYPH aJeKBaTHA
MeauIuHcKa nomol. JleyenneTo ¢ nedepasupokc He TpsiOBa Aa ce MOJHOBSABA NPH MALMEHTH, KOUTO
ca MMaJTi Peakiusi Ha CBPbXIyBCTBUTEIHOCT, TOPAJN PHCK OT aHA(QUIAKTHYCH IIOK (BX. Touka 4.3).

3pUTEITHN U CITYXOBH HAPYIICHUS

CpobmmaBat ce CIryXxoBH (OTCIIa0eH CIyX) U OYHM (TOMBTHSBAHE HA JIeNaTa) HapyIIeHus (BXK.

Touka 4.8). [IpernopbuBa ce mperien Ha CIyXa | 3peHUETO (BKIIFOYUTETHO QYHIOCKOTHS) MPEIn
3aroYBaHe Ha JICUCHUETO U Ha PEJOBHU MHTEPBAIM clie]l ToBa (Bceku 12 Mecena). AKo 1Mo Bpeme Ha
JICUCHHUETO Ce 3a0eieKaT HAPYIICHUS, MOXKE J]a CE MMa TPE/IBH/] MOHMKCHUE WITH CITUpaHe Ha J103aTa.

Hapyienus Ha kppBTa

ITo Bpeme Ha TOCTMapKETHHTOBYSI IIEPHOJ] C€ CHOOIIABa 3a MOsIBA Ha JICBKOIICHHUS, TPOMOOIIUTOIICHHUS
VI TIAHIIUTONIeHHsI (WITH arpaBUpaHe Ha TE3W IUTOIIEHUH) U arpaBrpaHa aHeMHUs IIPH TAI[MeHTH Ha
nedeHue ¢ nedepasupokc. [loBedeTo oT manueHTUTe ca MMall MPEAX0XKIAIIA XeMaTOJIOT HIHH
3a00JIIBaHNs, KOUTO YECTO ca OWiIM CBHp3aHy ¢ KOCTHOMO3bYHA HEJIOCTaThYHOCT. HezaBucumo ot
TOBa, JOTIPUHACSIIATA WU arpaBHpaliia pois He Moe Ja ce u3kimoun. HeoOxoaumo e na ce oomuciu
MPEKbCBAHE HA JICYCHUETO MPH MAIUEHTH, KOUTO Pa3BUAT HEOOSICHUMA [IUTOTICHHUS.

[pyru

[IpenopbuBa ce exxeMeceyHo Npocie s IBaHe Ha CepyMHUS JEPUTHH, 3a Ja C€ OLICHU OTrOBOpa Ha
nalyueHTa KbM TepanusTa (Bx. Touka 4.2). Ako cepyMHHAT ¢epuThH criaga tpaiHo nmox 500 pg/l (mpu
CBPBXHATpPYIIBaHE Ha jkes130 nopaau Tpancdysus) wiu nox 300 pg/l (mpu cuanpomu Ha
HeTpaHc(y3MOHHO-3aBHCHMa TaJlaceMus), TpAOBa a ce OOMMCIIM CIIMPaHe Ha JIEYESHUETO.

Pesynrarute oT n3cnenBaHusATa Ha CEPYMHHS KPEaTUHHH, CEPYMHHS (EPUTHH U CEPYMHHUTE
TpaHCaMHMHa3M TPsOBa /1a ce 3alMCBaT U PEIOBHO J1a CE OLIEHBAT 32 HAJMYUE HA TEHACHIHH.
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B 1Be KITMHUYHM NIPOYYBaHUS PACTEKbT U NIOJOBOTO Pa3BUTHE HA JICIATa, IEKYBaHH C JedepasupoKc
B MPOABIDKCHUE HA 5 TOMUHH, HE ce moBusBaT (BK. Touka 4.8). Berpeku ToBa kato o01a npejnasHa
MsIpKa TIPH JICYEHUETO Ha Jiela ChC CBPBXHATPYIIBAHE HA KEJS30 Opau TpaHCHY3Hs, TEIECHOTO
TETJI0, PhCTa U MOJIOBOTO Pa3BUTHE TPSOBa Jia ce MPOCIEAIBaT PEIN 3al04BaHe Ha TepanusiTa U Ha
penoBHU MHTEpBaIu (Bceku 12 mMeceria).

Copreunara qucyHKIUS € U3BECTHO YCIOKHEHUE Ha TEKKOTO CBPBhXHATPYIIBaHEe Ha xelsn30. [1o
BpeMme Ha gparocpodnoTo jgeuerne ¢ EXJADE tpsabBa na ce mpocnensBa cbpaedHaTa QyHKINS TpH
MAIMEHTHTE C TEKKO CBPBbXHATPYIBAHE HA XKEISA30.

45 B3aumoaeiicTBHe ¢ IPYI'H JIeKAPCTBEHU NPOAYKTH U APYru (popMu Ha B3auMoOJelicTBHE

besonacHocTTa Ha Aedepasupokc B KOMOMHAIMSA C APYTH XEJIATOPU HA JKEISA30TO HE € yCTAHOBEHA.
3aToBa TOM He TpsiOBa Jja ce KOMOMHUpA C IPYrd BUIOBE XenaTupania Tepamnus (Bx. Touka 4.3).

BzaunmopeicTeue ¢ xpaHa

Cmax Ha Jedepazupokc GpuiiMupanu TabJaeTKu ce mosuiasa (¢ 29%), ako ce mpueMart ¢ XpaHa, dorara
Ha MazHuHH. CregoBatenHo EXJADE ¢unmupanu Tabnetku TpsOBa ja ce mpuemMa Wid Ha IIaJHo,
WITH C JIeKa XpaHa, 3a MPeIIOYUTaHE 10 SIHO U ChIIO0 BpeMe BCEKH JieH (BXkK. Touku 4.2 u 5.2).

CpencTBa, KOUTO MOTaT Ja MOHMKAT cucTeMHaTa ekcnosunms Ha EXJADE

Metabonmu3MbT Ha nedepaszupokc 3aBucu oT UGT ensumute. B mpoyuBaHe npu 3apaBu JOOPOBOIIN
€IHOBPEMEHHOTO IpHJIarafe Ha aedepasupokc (eJHOKpaTHO mpritokeHa go3a ot 30 mg/kg mox
¢dopmara Ha aucneprupainy ce TadneTkn) U MomHust UGT naaykTop, pudaMnuius, (MHOTOKPATHO
npuiiokeHa 1o3a ot 600 mg/neH) Boau 10 HaMalliBaHE Ha €KCIIO3UIUATA Ha fAedepasupokc ¢ 44%
(90% CI: 37% - 51%). CnemoBarento, exnoBpemMenHoTo npunarane Ha EXJADE ¢ momen UGT
WUHIYKTOD (T.. prudaMnuiyH, kKapdamasenuH, GeHnTonH, heHoOapOuTall, pUTOHABHUD) MOXKE Ja
JoBeJie 10 ToHKaBaHe Ha eukacHocTTa Ha EXJADE. CepymumsT ¢epuTHH Ha manueHTa TpaoBa na
ce MpocIiesiBa Mo BpeMe u ciell komOuHarmara u gozata Ha EXJADE Tps0Ba na ce mpoMeHH, ako €
HEOO0XOANMO.

ITo BpeMe Ha MEXaHHCTHYHO MTPOYYBAHE 3a ONpPE/ICIIsTHE Ha CTENeHTa Ha CHTepOXeaTaieH KpbroBpaT
€ YCTaHOBEHO, Y€ XOJIECTUPAMUH 3HAYNMO HaMaJIsiBa €KCIO3ULUATA Ha 1e(epasupoKe (BXK.
Touka 5.2).

Bsaumoneiicterue ¢ MuaasoiaM U APYIU cpeacTBa, KouTto ce Meradommsupar or CYP3A4

B npoyuBane cpen 3apaBu JOOPOBOJIIN €HOBPEMEHHOTO NMPHIIOKEHUE Ha Jedepasupokc mox
(dopMaTa Ha AucTiepTrUpaly ce TadeTku u Munazonam (cyocrpat va CYP3A4) Bonu 10 HamansiBaHe
Ha eKCIo3uIuATa Ha MuazoiaaM ¢ 17% (90% Cl: 8% - 26%). B ximmanyHa 00CTaHOBKA € BH3MOXKHO
edexThT Aa Obae no-sBHO u3paseH. Cae10BaTesHO, TOPAJH Bb3MOKHOCTTA OT IOHIKaBaHE Ha
e(uKacHOCTTa € HeOOXOJMMO Ja Ce BHUMaBa IpH NpuIiaraHe Ha aedepasupokc B KOMOMHAIHS ChC
cyOcranmmu, kouto ce Merabommsupat upe3 CYP3A4 (kato Hampumep IUKIOCTIOPHH, CHMBACTaTHH,
XOPMOHAITHH KOHTPAIENTHBY, OCIPUINII, €PrOTAMUH).

BsaumoneiicTBre ¢ penarivHWI U APYTU CPEACTBA, KOUTO ce MeTabonmsupat ot CYP2C8

B npoyuBase cpej 31paBu J00POBOJIIM €IHOBPEMEHHOTO ITpHJIarane Ha aedepasupokc, KaTo yMepeH
CYP2C8 uuxuburop (30 mg/kg/nen moa popmaTa Ha TUCIIEPTUPAIIN C€ TAOIETKH) M PETTATTHHI —
CYP2CS cybcrpar, npuiarad B egHokparHa jgo3a ot 0,5 mg, nosuiaBa AUC u Crx Ha pernarinHug
ChOTBETHO ¢ 0K0J10 2,3 b1 (90% CI [2,03-2,63]) u 1,6 mb1u (90% CI [1,42-1,84]). Twit kato
JIEKaPCTBEHOTO B3aMMOJICHCTBHUE MPH J103a 10-BUCOKa OT 0,5 MQ penarjauHul He € YCTaHOBEHO,
eJHOBpPeMEHHaTa yrnorpeda Ha nedepasupoKkc U penarjuHug TpsOBa aa ce u30srasa. Ako
KOMOMHAIIMATA € HAJIOXKHUTEIHA, TPsIOBa Ja ce MPOBEK/1a BHUMATEIHO KIIMHUYHO HAOJII0ICHUE U
TpociIeisBaHe Ha KpbBHATA 3axap (Bxk. Touka 4.4). He Moske 1a ce M3KIII0UN B3aNMOIEHCTBHE MEKIY
nedepasupokc u apyru cyocrparu Ha CYP2C8 kaTo makjiuTakcel.
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BsauMosielicTBre ¢ TeoOWINH B APYTH CPEICTBA, KOUTO ce MeTabonmsupar ot CYP1A2

B npoy4Bane nipu 31paBu JOOPOBOIIN €THOBPEMEHHOTO MPUIIaraHe Ha AedepasupoKc KaTo
naxuoutop Ha CYP1A2 (MHOTOKpaTHO mpriarane B 103a ot 30 mg/kg/nen nedepasupoxc moa
(dopMmata Ha aucneprupainy ce tTadsetkn) u cyocrpara Ha CYPL1A2 teodunun (enHOKpaTHA 1032 OT
120 mg) Boau no noumasane Ha AUC na Teopunun ¢ 84% (90% Cl: ot 73% nmo 95%). Crax Ha
€HOKpaTHAaTa 7032 He CE MOBJIUSABA, HO CE OYaKBa Ja HACTHIM NMoBHIIABaHE Ha Chax HA TCOPWINH TPU
MHOTOKPATHO npuiiarane. [lopaau Ta3u npu4rHa HE ce MPEnophYBa STHOBPpEMEHHATA yIIOTpeOa Ha
nedepasupokc u TeodminH. [Ipu cbBMeCcTHO MPHIIOKEHUE Ha edepa3supoKC U TeoPnH TpsiOBa Ja
ce MMa MPEJIBU/I MPOCIISASBAaHE HA KOHIICHTPAIUATA Ha TeO(MIINH ¥ HaMaJIsiBaHe Ha Jo3ata My. He
MOTAaT JIa CE M3KJIF0YAT B3aUMOJICHCTBUS MEKIY Aedepasupokc u apyru cyoctpatu Ha CYPLA2. 3a
cyOcTparuTe, KOuTo ce Metadonusupar npeaumHo ot CYPLA2 1 uMmar TeCeH TeparneBTUYCH WHICKC
(Hamp. KJI03aluH, TU3aHUVH) BaXKaT CHIIUTE IPENOPHKHU, KAKTO MPH TSOPUINH.

Jonbanurensa nHpopmanys

EnnoBpeMeHHOTO NpuiIokeHue Ha e epasupoKe U ChABPKAIIY aTyMUHUN aHTHALWAHNA TPOTYKTH
He e ounmanHo npoyuBaHo. Bernpeku e aedepasupokc nma mo-HUChK apUHATET KbM alyMUHHUS
OTKOJIKOTO KBbM XKEJSA30TO, HE ce TIPENophyBa Aa ce nmprueMaT TabiaeTku aedepasupokc Che
CHIbpPKAIHM aTyMUHUH aHTHALUAHN TPOJYKTH.

EnnoBpemeHnHOTO npuiarane Ha AedepasupoKc ¢ BEIECTBa C M3BECTEH YIEPOTeHEH MOTeHIUAT,
kato HCIIBC (BKIIOYMTETHO alleTUICATMIIOBA KUCENIMHA BbB BUCOKHU J03M), KOPTUKOCTEPOUTU
Wiy iepopaiiu oudocoHaTn MoXKe Ja MOBUIIH PUCKA OT TACTPOUHTECTHHATIHA TOKCUYHOCT (BXK.
Touka 4.4). ExHOBpeMEeHHOTO Mpuiiarane Ha JedepazupoKC ¢ aHTUKOATyJIaHTH MOKE ChIIIO Taka Ja
MIOBHIIIM PUCKA OT TaCTPOMHTECTHHAICH KPhBOM3NIUB. Heo0XoanmMo € BHUIMATEITHO KIIMHUYHO
MpocIesBaHe Ipyu KOMOUHUPaHe Ha ehepasupoKe C Te3H BEIIECTRA.

4.6 @epTUINTET, O)PEMEHHOCT H KbPMEHe

BpemenHoct
3a nedepa3upokc HsIMa KIMHUYHY JaHHU 32 eKCro3upaHu OpemeHHocTH. [IpoyuBanusTa mpu

JKMBOTHH IMOKAa3BaT pCHIPOAYKTUBHA TOKCUYHOCT IIPXU TOKCUYIHH 34 MalKaTa 031 (B)K. TOYKa 53)
HOTGHHI/IaJ'IHI/ISIT PHUCK IIpH XOpa HE € U3BCCTCH.

Kato npeanasna msapka ce npenopbsusa EXJADE na He ce n3non3sa no Bpeme Ha OpeMEHHOCT, OCBEH
B Clly4yail Ha KaTeropuyHa HeOOXOJUMOCT.

EXJADE moe 1a HaMmasid e(hUKacHOCTTa Ha XOPMOHAIIHUTE KOHTpalenTuBH (BK. To4ka 4.5).
[IpeniopbuBa ce KEHUTE C AETEPOACH MOTESHINAI JIa N3MOJI3BAT TOBIHUTEIHN HIH allTePHATHBHU
HEXOPMOHAITHU METOM 3a KOHTpamernus, korato npuemat EXJADE.

Kopmene
[Tpu mpoyuBaHuUsTa BEPXY JKUBOTHH € JIOKa3aHO, 4e JlehepasupoKc ce eKCKpeTupa Obp30 U B

3HAaYMTENIHA CTETIeH B KbpMaTa Ha Maiikara. He ce HaOmtoaBa HUKaKbB €eKT BbPXY MOKOJICHHUETO.
He e u3BecTHO nanu nedepasupokc ce eKCKpeTupa B YoBelkara kbpma. He ce mpernopryBa KbpMeHe,
nokaro ce npueMa EXJADE.

DepTUnuTer
Jlunicear nannu 3a eprunutera npu xopa. [Ipu KUBOTHU HE ce OTKPUBAT HEKEIIAHU PEAKIIUU BHPXY

(GepTrinTeTa HA MBKKUTE M KEHCKUTE HHAUBUIM (BXK. TouKa 5.3).
4.7 EdexTn BbpXy cnoco0HOCTTA 3a modupaHe u padoTa ¢ MaIIUHA
EXJADE mnornusiBa B MaJjika CTEIIEH CIIOCOOHOCTTA 3a mo(upaHe ¥ padoTa ¢ MaluHy. [lanueHTuTe,

MMaIIM HevYecTaTa He)XellaHa Peakiys Ha 3aMasHOCT TPsOBa Ja MOIX0KIAT MPEAa3InBo TIpH
mogupane u padbora ¢ MammHu (BX. Touka 4.8).
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4.8 HexenaHu JeKApCTBEeHU PeaKIMu

O6006menne Ha mpoduaa Ha 6e30MacHOCT

Haii-uecture peakiuu, cbo0IIaBaHu 110 BpeMe Ha XPOHHYHO JICYEHUE B IPOBEICHUTE KIIMHUYHH
npoyuBanus ¢ aedepazupokc moj popMaTa Ha TUCTIEPTUPAIIH Ce TAOIETKH MPU BH3PACTHHU MAIUCHTH
U JieTa, BKIIFOYBAT CTOMAITHO-YPEBHH HApYIICHNUs (TJIABHO TaJIcHe, MOBPBINAHEe, JHAPHS UK KOPEMHHU
00J1KHK) ¥ KOXKEeH 00puB. J(uapusra ce cho0IaBa mo-4ecTo IpH Jela Ha Bb3PacT OT 2 10 5 roAuHHU U
NIPY TIAIMEHTH B cTapyecka Bh3pacT. Te3u peakiuy ca J0303aBUCUMHU, IPEIUMHO JICKH JI0 YMEPEHO
TEXKH, TI0 TIPABHUIIO IPEXOHU ¥ MTOBEYETO OT3BYYABAT JIOPH, AKO JICUCHUETO CE MPOIBIIKH.

[To Bpeme Ha KIMHUYHNATE NPOYYBAHUS JO303aBUCHMO MOBHUIIABAHE HA CEPyMHHS KPEaTHHHH
BB3HHUKBA IIPHU OKOJI0 36% OT MallMEHTHUTE, BRIPEKU Y€ B IOBEUETO CIydayd OCTaBa B TPAaHULIUTE Ha
HopMara. [loHwkeHnne B cpetHus KpeaTHHHHOB KIMPBHC ce HaOII01aBa KakTo NP IeANATPHYH,
TaKa U IpH Bb3PACTHHU TALMEHTH ¢ OeTa TalaceMusi M CBpbXHATPYIBaHE Ha XKEJS30 Mpe3 MbpBaTa
TO/IMHA OT JICYCHNETO, HO MMa JJAHHH, Y€ HE MPOIBIDKABA Jla Ce MTOHIKaBa Npe3 CIEeBALINTE TOANHH
ot neyennero. Cpro0IIaBa ce 3a MOBUIIABaHE HA CEpyMHHTE TpaHcaMHuHa3M. [IpenopbuBa ce pejoBHO
mpoceasBaHe Ha ObOpedHnTE U YepHOAPOOHUTE MoKa3aTenu. CiryxoBuTe (MOHIKEH CITyX) H
3puTenHUTE (MOMBTHABAHE Ha JICIIATa) HApyIICHHUs HEe ca YECTH U C€ MPENOpBhYBAT €KETr0THH
nperiean (Bx. Touka 4.4).

CpoOmaBar ce cirydad Ha TeXKH KOKHH HexkenaHu peakiui (SCARS), BKIFOUATETHO CHHIPOM Ha
Stevens-Johnson (SJS), rokcuuna enuaepmainna vekposnusa (TEN) u nekapcTBeHa peakius ¢
eosuHo¢mus u cucremuu cumntomu (DRESS), nmpu ynorpebara na EXJADE (Bk. Touka 4.4).

Tabnau4yHO MpecTaBsiHe HA HEKENAHUTE PEAKIIUH

HeskenanuTe peakiyu ca MoapeAeHu M0-101y Ch0oOpa3Ho CIIEAHUS MPUHIUIT: MHOTO YecTh (>1/10);
yectr (>1/100 no <1/10); wewectr (>1/1 000 no <1/100); peaxu (>1/10 000 mxo <1/1 000); mHOTO
penxu (<1/10 000), ¢ Heu3BecTHA YecTOTa (OT HATMYHUTE TAaHHU HE MOXKeE 1a Objie HalpaBeHa
orieHka). [Tpu BCsiko TpymupaHe B 3aBUCHMOCT OT YECTOTATa, HEKETAHNUTE JICKAPCTBCHU PEaKIHH Ce
W30pOSIBAT B HU3XOJISI PEJI IO OTHOIICHUE HA TSIXHATA CEPHO3HOCT.

Tabauna 5
Hapyumenus Ha kpbBTa M TuMHATA cUcTeMa
C HeunsBecTHa [annuronenus’, TpOMGOIMTONICHHS , ArPABUPAHA AHEMUS
4yecTora! HEYTPOIEHUS
Hapymenust Ha UMYHHATa cucTeMa
C HensBecTHa Peakiun Ha CBPBbX4yBCTBUTEIHOCT (BKIIOUNTENTHO aHA(DUIAKTUIHN
4yecTora! peakiuu u anruoenem)’
Hapyumenust Ha MeTa00/1M3Ma U XPaHEHETO
C HensBecTHa MeraGonuTHa anuo3a’
4yecToTa:
[McuxuyHu HApyLIeHUS
Heuecru: TpeBOKHOCT, HAPYIIEHNS Ha ChHS
Hapymennst Ha HepBHATa cucTemMa
Yectu: I'maBoGonue
Heuecru: 3amastHOCT
Hapymennst Ha ouuTe
Heuecru: Karapaxra, MakynonaTus
Penxu: OnTHueH HEBPUT
Hapymennst Ha yxoTo 1 JJaOMpHHTA
Heuecru: I'myxota
PecniupaTopun, rpbAHU M MeIMACTHHAIHA HAPYILICHUS
Heuecru: JlapunreanHa 6onka
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CTroMallHO-4YpeBHH HapylLIeHusl
Yecrn: JHuapus, 3amek, HOBpbLIaHE, rajicHe, KOPeMHH OOJIKH, IIOAyBaHE Ha
KOpeMa, JUCTICHICHS
Heuectu: lNacTponHTeCTHHANIEH KPBBOU3IMB, CTOMAIIHA 513Ba (BKJIFOUUTEIHO
MHOXECTBEHH f3BH), A3Ba Ha [BaHA/ICCETONPHCTHUKA, TACTPUT
Penxwu: Ezodarur
C HemsBecTHA [acTponHTeCTHHAIHA ITephOpaIs’, OCThP MAHKPEATHT
4yecTora!
XenaToOuaIuapHu HapyLIeHUs!
Yecru: IToBumiaBane Ha TpaHCAMHUHA3UTE
Hegectn: XenaTuT, X0JeINTHA3a
C HemsBecTHA YepHOapoOHa HEZOCTATHUHOCT
4yecTora!
Hapymenns Ha KokaTa U NOJKOKHATA ThKAH
YecTn: OO6puB, cHpOEK
Heuectu: Hapyena nurmenTanus
Penxu: JlexapcTBeHa peakys ¢ €03MHOQWINS U CUCTEMHH CUMIITOMHU
(DRESS)
C HeusBecTHa Cunapom Ha Stevens-Johnson', xumepceH3UTHBEH BACKYIIAT
4YecToTa: ypTHKApHs, eputeMa MynTH(OpMe', alonenus’, TOKCHIHA
enuaepmania nekpommsa (TEN)
Hapymienusi Ha ObOpenuTe U NMKOYHUTE MbTUIIA
MtHoro uectu: IToBuIiIeH KpeaTUHUH B KPbBTA
Yectu: [Iporennypus
Heuecru: BbrOpeuna TyOynonatus (mpuaoduT cuHApoM Ha Fanconi),
[IIIOKO3YPHS
C HemsBecTHa Octpa 6B0pedHa HeIOCTATHYHOCT , TYOYIOMHTEPCTHIHATICH
4ecToTa: Hepput', HedponuTHaza', penanHa TyOyaHa Hekposa'
OO0 HapymeHus 1 epeKTH HAa MSICTOTO HA MPHJIOKEeHHe
Heuectu: [Tupekcust, 0TOK, yMopa

Hexemnann pc€aknuu, C’LO6H_IGHI/I 10 BpEMC Ha NOCTMAPKETUHIOBUS OIIUT. Teca 0606].LIGHI/I oT
CIIOHTaHHHA C"[>06I]_ICHI/IH, 3a KOUTO HEC BMHArv € Bb3MOXXHO HAaJIC’KAHO [1a C€ YCTAHOBH YCCTOTATa
WJIKM IPUYNHHO-CJICACTBCHATA BPb3Ka C CKCIIO3UIHUATA HA JICKAPCTBCHUA IIPOAYKT.

Onucanne Ha N30pPaHU HEXKEJIAHHU PEaKINU

JKnb4yHN KaMBHU U CBBP3aHU OMJIMapHH HApYILIEHHUs Ce ChOOIIABaT NpU OKOJIO 2% OT MALEHTHUTE.
[ToBumieHNs Ha CepyMHHTE TPAaHCAMHHA3M C€ ChOOIIABAT KaTO HeXeJlaHa JIEKapCTBeHA PeaKIns

npu 2% ot nauuentute. lloBuienusTa Ha TpaHcaMyuHasute noseve ot 10 mbTH Hax ropHaTa
pedepeHTHa rpaHuIa, KOUTO IpeArnoaraT xenarur, He ca yectu (0,3%). ITo Bpeme Ha
HOCTMAapKETHHTOBHS OIHT € Aeepasupokc 1o popMaTa Ha AUCTIEPTHPALIH CE TAOJICTKH Ce
cbo0I1aBa 3a ciry4au Ha YepHOApoOHa HEIOCTaThYHOCT, MOHAKOTa (haTaHa, 0COOSHO MPH MAIMEHTH C
HpeIIecTBalla YepHoApoOHa upo3a (BxkK. Touka 4.4). Mima mocTMapKeTHHIrOBH CHOOIICHUS 32
Cllydau Ha MeTaOOJIMTHA alu103a. BOIIIMHCTBOTO OT ManMEeHTHUTE ca UMaId OBOPEYHN HAPYyLICHUS,
0pOpeuna TyOysonarus (cuHIpoM Ha Fanconi) win auapusi, MM HIKaKBH JAPYTH ChCTOSHUS, TIPH
KOHMTO HApYIICHUETO Ha KUCEITMHHO-AJIKATHOTO PABHOBECHE € N3BECTHO YCIOKHEHHE (BXK. TouKa 4.4).
HabmtogaBanu ca cepro3HU CiIy4au Ha OCTBP MaHKPEaTUT, 0€3 JOKYMEHTHPaHH MO JIeKAIIH
OunmapHu HapyuieHus. Kakto npu octaHamuTe BUIOBE XeJIaTHpalia Tepanus 3a )eJsi30, 3aryda Ha
CIIyX 3a BUCOKHTE YECTOTH U IIOMBTHSBAaHE Ha jenara (paHHa KaTapakTa) ce HabJrogaBaT HE4eCTo
IpY MAIMEHTUTE, JICKYBaHU ¢ edepasrupokc (Bxk. Touka 4.4).

KDeaTI/IHI/IHOB KIIWPBHHC IIPH CBPBXHATPYIIBAHC HA XKCJIA30 ITOopagn TDaC(bVBI/IH

B PETPOCHICKTUBCH METAa-aHAJIN3, IPOBCACH IIPpU 2102 BB3PAaCTHU U NICAUATPUYIHU MALUCHTHU C Oeta
TaJlaCEMUA U CBPBbXHATPYINBAHEC HA KEJIA30 IMopaan Tpacq)y31/m (BKHIO‘{BaH_I ManueHTH C pa3INIHA
XAPAKTCPUCTUKU, KATO HAIPUMEP MHTCH3MBHOCT Ha TpaHC(l)y3I/II/IT€, JA03UPOBKA U NTPOABIJLKUTCIIHOCT
Ha HCHCHHCTO), JICKYBaHH C ):[eq)epampoxc o1 (bopMaTa Ha Jucreprupariu ce TaOJIETKHU B JBEC
paHAOMU3HUPAHN KIIMHAYHU NPOYYBAHUA U YCTUPHU OTBOPCHU MPOYIBAHUS, C TPOABJDKUTCIIHOCT A0
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MeT TOIMHY, ce HabJI0jaBa CpeTHO TOHKEHNE Ha KPeaTHHIUHOBUS KIupBHC ¢ 13,2% mpu
Bb3pactHuTe narueHt (95% Cl: -14,4% mo -12,1%; n=935) u ¢ 9,9% (95% CI: -11,1% no -8,6%;
n=1 142) npu nmeauaTpUIHATE MAITUEHTH, IPe3 ITbpBaTa roauHa oT jJeueHuneto. Ilpu 250 marueHTH,
MpOCIeISIBaHU 32 TIEPUO/T IO TIET TOAMHH, He ce HaOJIf0/1aBa MOo-HATATHITHO TOHIKEHNE B CPETHUS
KpPEaTHHUHOB KIUPBHC.

KimHUYHO npoyYyBaHe Ny MAIMeHTH ChC CHHAPOMU Ha HETPaHC(HY3MOHHO-3aBUCHMA TAIaceMUsl

B 1-romummo npoyuBane Ha aedepasupokc (o popmaTa Ha AUCTIEPTUPAITH c€ TAOIETKH B 1032

10 mg/Kg/nen) npu MaIMEeHTH ChC CHHIPOMHU Ha HETpaHC()yY3MOHHO-3aBUCHMA TATACEMUSI U
CBpPBXHATpYIBaHE Ha xkemsa30, quapust (9,1%), oopus (9,1%) u ranene (7,3%) ca Haii-4ecto
ChOOIABAHUTE HEXKETTAHN PEaKIiK, CBbP3aHH C MPOyYBaHUs MPoayKT. OTKIOHEHHS B HUBATa HA
CEpyMHUS KPEaTHHUH U CTOMHOCTUTE Ha KPEATHHUHOBUS KIIMPBHHC € ChOOIIAaBAT ChOTBETHO MPH
5,5% u 1,8% ot manmenture. [loBuiiaBane Ha 9epHOAPOOHNTE TPAHCAMHUHA3H 2 THTH HAJl U3XOIHHUTE
U 5 IBTH HaJ TOpPHA TPaHUIIA Ha HOpMaTa ce choOmasa mpu 1,8% ot manueHTure.

Ileduampuuna nonynayus
B 1Be KNIMHUYHU TPOYYBAHHS PACTEXBT U MOJOBOTO PA3BUTHE HA MEIUATPUIHUTE TTAIIHEHTH,
JIEKyBaHH ¢ nedepasupoKc B MPOIb/DKCHUE HA 5 TOAMHY, HE Ce TOBIUABAT (BXK. ToukKa 4.4).

[Ipu meawaTpuyHM MAMEHTH HA BB3pacT 2 JI0 5 TOAWHU ce ChoOIaBa Mo-4ecTo 3a MOosBa Ha TUAPHS,
OTKOJIKOTO TIPY TIO-BBH3PACTHUTE MAIUCHTH.

Crnyuyan Ha Ob0pedyHa TyOyIonaTus ce ChoOIaBaT MPEANMHO TPH JIeTa ¥ FOHOIIH ¢ OeTa TalaceMus,
NPOBEXKIAIIH JIeUeHHe ¢ Aedepasupokc. B mocTMapkeTHHIOBUTE CHOOLICHUS] BUCOK IPOIEHT OT
CllydanTe Ha MeTabOJIMTHA alia03a, Bh3HUKBAT NPH Jenia B KOHTEKCTa Ha cHHIpoM Ha Fanconi.

CpoOmraBa ce 3a Ciydad Ha OCTHpP HaHKPEATHT, 0COOCHO IPH JIela ¥ IOHOIIN.

Cpo0111aBaHe Ha IOJ03MPAHN HEXKETAHU PEAKIIUN

Cpo0miaBaHeTo Ha IMOI03MPAHH HEXKEIIaHU PEaKIIuH CIie/l pa3peiiaBaHe 3a ynorpeda Ha JIeKapCTBeHHS
MPOAYKT € BaKHO. T'OBa IMO3BOIISIBA [1a TIPOIBIKY HAOIOJEHHETO Ha ChOTHOIIIEHUETO TT0JI3a/PUCK 32
JeKapcTBeHUs POoAyKT. OT MEAUIIMHCKHUTE CISIIMATINCTH CE H3UCKBA J1a ChOOIIaBaT BCAKA
MOI03UPaHa HeXKeJlaHa PeakIusl Ype3 HallMOHAITHA CHCTEMa 32 ChOOIaBaHe, MOCOYCHA B

[punoxenue V.

4.9 TIlpemno3mpane

Cp0o0111eHM ca cilydan Ha npejgosupane (2-3 mbTH HaJ MpeAnrucaHaTa J103a 3a HIKOJIKO ceaMulln). B
€/IMH OT CIIy4auTe, TOBA € JI0BEJIO /10 CYOKIMHUYCH XENaTUT, KOWTO € OT3BYYall Clie]
npeycraHoBsBane Ha npuema. Exnanunn qo3u 80 mg/kg nedepasupoxc mox ¢popmara Ha
JMCIIepTUpaIy ce TabJIeTKu (ChOTBETCTBAIIM Ha j103a 56 my/kg punmupanu TabieTku) npu
MalMeHTH C TaJlaCEMUA U CBPBbXHATPYIIBAHEC HaA JKEJIA30 Ca NPUYNUHUNIIU JICKO IraICHE U JUapus.

OCTpI/ITe IIpU3HaOM Ha OPCA03NUPaHEC MOXKE Jia BKIIFOYBAT I'aJICHE, ITIOBPHIIAHE, riaaBo0oJINe U auapus.

IIpeno3upanero Moxe Ja ce JeKyBa 4pe3 MpeIn3BUKBAaHE HA MOBPBIIAHE WM Ype3 CTOMAITHA
MIPOMHBKA U YPE3 CHMIITOMATUIHO JICUCHHE,
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5. ®APMAKOJIOTHYHU CBOVMICTBA
5.1 ®dapmakoguHAMUYHHU CBOHCTBA
dapmakorepaneBTryHa rpyna: XKemnszo xenatupamu cpeactsa, ATC koa: VO3AC03

MexaHuzbM Ha IEUCTBUE

Hedepazupokc e nepopalieH xenarop, KOHTo € BucokocelekTuBeH 3a xens3o (1), Toii e Tpu3bo
JIUTaH]], KOWTO CBhP3a JKEISI30TO ¢ BUCOK aduHUTET B oTHOMIEHUE 2:1. [ledepasupokc yBennuasa
EKCKpeIusTa Ha XKeII30To peauMHo ¢ dereca. Jlepepasupokc nMa HUCHK aQpUHUTET KbM LIMHKA U
MENITa U HE NPUYHHSBA MOCTOSHHO HUCKU CEPYMHU HHBA Ha TE3U METANHU.

DapmakoanHaMU4HU eheKTH

[Tpu enHO METa0OIMTHO MPOYUBAHE HA JKEISA3HOTO PaBHOBECHE Ha BB3PACTHH MAIIMEHTH C TalaceMHUsl
ChC CBPBXHATPYIIBAHE HA XkKels30, nedepasupokc B aueBHU no3u ot 10, 20 u 40 mg/kg mon popmara
Ha JUCTIepTrUpaIy ce TabJIeTKu HHIYLUpa CpeIHa HETHA eKCKPENrsl CbOTBETHO

Ha 0,119, 0,329 u 0,445 mg Fe/kg TenecHo Terio/eH.

KinnnuHa eukacHoCT ¥ 6€300aCHOCT
IIpoBeneHu ca M3MUTBAHMS 332 KIMHUYHA €(hPUKACHOCT Ha Jedepa3upokc moj opmaTa Ha
JUCTIEPTUPAIIN Ce TaOJICTKH.

Hedepazupokc e nzcneasan npu 411 pe3pactau (Ha Be3pacT >16 rogunn) u 292 nena (Ha Bb3pact
oT 2 10 <16 rouHN) ¢ XPOHUYHO CBPBXHATPYIIBAHE HA JKENA30 MOpaau KpbBonpenuBaHus. Ot
nenata 52 ca Ha Bp3pacT oT 2 10 5 roguau. OCHOBHUTE 3a00JIsIBaHKS, HAJIarally NpeInBaHe,
BKITIOUBAT O€Ta TaJllaceMHUsl, ChPIIOBUIHO-KJIEThYHA aHEMHS M IPYTH HACIEJACTBEHU U IPUAOOUTH
aHeMuM (MUCIIOAMCILIACTUYHY CHHAPOMH, cuHapoM Ha Diamond-Blackfan, anmnactuyna anemus u
JPYTH MHOTO PEJKU aHEMUH).

EsxenneBHOTO JieueHue ¢ nedepasupokc 1o opmaTa Ha AUCIICPTUPAILU CE TAOJIECTKU B 103U

ot 20 u 30 mg/kg 3a ejHa roMHA NIPU YeCTO TpaHCc(y3MpaHH Bb3PAaCTHU MAIMEHTH U Jiena ¢ OeTa
TayaceMus BOJH JI0 IOHW)KEHUE Ha MOKa3aTeINTe 3a JKEeNA30TO B opranu3Ma. UepHoapoOHHTE
KOHIICHTPAI[MK Ha JKEJIs30 ca MOHMWKEHH ChC ChOTBETHO 0K0JI0 -0,4 1 -8,9 mg Fe/g uepen npod
(6buorcu4HO CyXO0 Tero (C.T.)) CPEIHO, a CEPYMHHUSAT PEPUTHH € IOHUKEH ChC CHOTBETHO OKOJIO -36 1
-962 pg/l cpenno. B chimTe 1031 OTHOIIEHUSATA HA EKCKPEIMSITA Ha KEISA30: MPUEMBT Ha KeIs30 €
choTBeTHO 1,02 (Toka3BaIo HeTHUS *Kelie3eH Oananc) u 1,67 (1oka3Baiio HETHOTO OTICIISTHE Ha
Kens30). Jedepasupoke HHAYIUpa CXOJHH OTTOBOPH IIPH MAIMEHTUTE ChC CBPbXHATPYIBAHE HA
KeJsI30 ¢ Apyru BujoBe aHemus. J{neBuuTe n03u ot 10 mg/kg moa popmara Ha qucnieprupaliu ce
TabJIeTKH 3a eJIHA TOJJMHA MOXKeE JIa MOJTbPKaT HUBaTa Ha YepHOAPOOHOTO KEJSA30 U CEPYMHHS
(bepuTHH ¥ UHAYIHPAT HETEH JKeJie3eH OalaHC MPH NallMEHTHTE, MOMYYaBallld PEJKH MPETUBAHUS T
oOmeHHHU npenuBanus. CepyMHUST (DEPUTHH, OLIEHEH Ype3 eXeMeCceqHO Mpoclie/IsBaHe, 0Tpa3siBa
MPOMEHUTE B KOHIIEHTPAIUUTE Ha YePHOPOOHOTO KEJA30, KOETO MOKa3Ba, Ye TCHICHIIMUTE B
cepyMHUS (pepUTHH MO J1a Ce U3MOJ3BAT 3a MpOocie/sIBaHe Ha OTTOBOPa KbM TeparusTa.
OrpaHn4eHuTe KIMHAYHY JaHHu (29 ManueHTH ¢ HOpMaiHa chplieyHa QyHKIHs B Haganoto) ¢ MRI
MoKa3Bar, ue JiedeHuero ¢ aedepazuporc 10-30 mg/kg/nen noa popmaTa Ha AMCIIEPTHUPALLIHA CE
TaONIeTKH 3a 1 roarHa MOXe ChHINO Ja MOHMKH HUBATa Ha JKEJSI30TO B chpiieTo (cpeaHo MRI
T2*nopumenue ot 18,3 no 23,0 MuuceKyHIn).

['maBHUAT aHAIM3 HA OCHOBHOTO CPAaBHUTEJHO MpOy4YBaHe Npu 586 maruenTy, cTpajaniy ot 6era
TaylaceMHs U CBPBbXHATPYIBAHE HA XKEISA30, TIOpa TpaHC(y3us He TIOKa3Ba He - HH)EPUOPHOCT Ha
nedepa3supokc 1o popMaTa Ha JUCIIEPTUPALIHU ¢ TaOJETKU CHpsAMO JehepOKCaMUH B aHaIn3a Ha
obmara rpymna nareHatd. OT Post-hoc ananu3a Ha TOBa MpOy4YBaHe M3IIIEK/A, Y€ B MOJrpynaTa Ha
MAIMEHTUTE ¢ YSPHOAPOOHHU KOHIIEHTPALIMHU Ha *keJs130To >7 mg Fe/g cr, nekyBanu ¢ nedepasupokc
o popmata Ha mucnepruparin ce tadbnaerku (20 u 30 mg/kg) wiu nedepoxcamu (35 10

>50 mg/kg), ca MOCTUTHATH KPUTEPHHUTE 32 HE - HH)EPUOPHOCT. BhIpekn ToBa pu NanyueHTuTe ¢
YyepHOAPoOHA KOHIIEHTpalMs Ha xens30 <7 mg Fe/g cr, nekyBanu ¢ nedepa3supokc 1o popmara Ha
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nucneprupainy ce tadierku (5 u 10 mg/kg) nim nepepoxcamun (20 no >35 mg/kg), He -
UH(EPUOPHOCT HE € YCTAaHOBEHA TIOPaI HECKBUBAJICHTHOCT B IO3UPAHETO Ha JIBaTa XenaTopa. Tasu
HECKBUBAJICHTHOCT Bb3HUKBA, THH KaTO Ha MAalMEHTUTE Ha Jie)epOKCaMUH € OMIIO TIO3BOJICHO /1
OCTaHAT Ha CBOATA J03a OT IpeIy IPOyUBaHETO, JOPU aKO TS € Ouila MO-BUCOKA OT OIpeseIeHaTa OT
MPOTOKOJIa /103a. B ToBa MUIIOTHO MpOyYBaHe ca yyacTBalIM METAECeT U HIECT MallUeHTH Ha Bb3PacT
noj 6 ronuHH, KaTo 28 ca mosryyaBanu aedepazupokc noa popmara Ha JUCIIEPTHpaIl ce TaOlIeTKH.

OT npeAKITMHUYHUTE U KIMHUYHUTE IPOYYBaHUSI U3TIICK A, ye nedepasupoke mox hopMara Ha
JIUCTICPTHPAIIH e Ta0JISTKH MOXKE J]a € TOJIKOBa aKTUBEH, KOJIKOTO Jie(hepoKCaMuH, KOTaTo ce
M3M0J13Ba B J030BO ChoTHOIIEHHE 2:1 (T.e. m03a Ha aedepasupokc noj GpopMaTa Ha TUCTIEPTUPALIIHN CE
TabJIeTKH, KOSITO YHCIICHO € HAMOJIOBHHA OT Jlo3arta Ha Aedepokcamun). [Ipu nedepasupoxc
¢dunMupaHu TaOJIETKU MOXKE J1a C€ OOMUCITH J1I030BO choTHOMIeHHE 3:1 (T.€. 1032 Aedepasupokc
(dunMupaHu TaOJISTKH, KOSITO YMCIICHO € eJ{Ha TPETa OT Jo3ara Ha aedepokcamuH).Brripeku ToBa Te3u
MPETIOPHKH 32 JJO3UPAHE HE Ca OLEHEHH MPOCIIEKTUBHO MPH KIMHUYHU MTPOYYBAHUS.

OcBeH TOBa, MPH MAIMEHTHUTE ¢ YePHOAPOOHA KOHIIEHTpAIHS Ha kKenn30To >7 mg Fe/g ¢t ¢ pasnuynu
BUJIOBE PEIIKM aHEMUH WM ChPIIOBUIHO-KICThYHA aHEMHUS, NedepasupoKc noj Gpopmara Ha
qucnepruparim ce Tabnerku B 1o3a 10 20 u 30 mg/kg Boau 10 MOHMKEHUE HA YePHOPOOHATA
KOHIICHTpAIHA Ha XKeIA30TO U Ha CEpyMHUS PePUTHH, KOUTO ca CPABHUMU C MOTYYCHUTE MPU
MaleHTH ¢ 6eTa TaJaceMusl.

B 5-roguiiiHo 00cepBaIllMOHHO MIPOYYBaHE, B pAMKUTE Ha KOeTo 267 Jielia Ha Bb3pacT OT 2 10

<6 roauHu (IpY BKJIFOYBAHE B POYYBAHETO) ¢ TpaHC(Hy3MOHHA XeMOCHEpO3a MpueMar
nedepasupokc, He ce YCTaHOBSIBa KIMHUYHO 3HAYMMAa PasiifKa B mpoduiia Ha 6€301acHOCT U
noHocuMocT Ha EXxjade npu neauaTpuuHu NalMeHTH Ha Bb3pacT OT 2 0 <6 TOJMHHU CHpsSMO o01iaTa
HOMYJIAIMS OT Bb3PACTHH U MO-TOJICMH MEANATPHYHH MAIIMEHTH, BKJIFOUUTEIHO TOBHIIIABaHE HA
CepyMHHUs KpeaTHHUH ¢ >33% u HaJl TOpHaTa TpaHulla Ha HOpMaTa B >2 MOCJIE0BATEIHU CITyqas
(3,1%) u noBuIIaBaHe Ha anaHWH aMHHOTpaHcepaszata (ALT) Hag 5 mbTH ropHATa rpaHUIA HA
Hopmara (4,3%). Cpo0maBar ce eJMHUYHU clly4ad Ha nmosuinasane Ha ALT u acnaprar
amuHOTpanchepazara crorBeTHO pH 20,0% u 8,3% ot 145-Te manuenTy, 3aBbPUIIN IPOYYBAHETO.

B npoyuBane 3a omeHka Ha Oe30macHOCTTa Ha Iedepasupokc GUIMHPAHH U TUCTIEPTUPAIIN CE
Tabnetku, 173 BB3paCTHU U NEAUATPUYHU MAUESHTH C TPaHC(Y3UOHHO-3aBHCHMA TATACEMHUSI WIIN
MUEJIOANCIIIIACTUYEH CHHAPOM ca JIEKYBaHU B MPOABKeHUE Ha 24 ceamuuy. HaOnrogaBan € cpaBHUM
npodui Ha 6e301acHOCT 32 PUIMHPAHU U JUCTIEPTUPAIIN Ce TaOIEeTKH.

IIpu manueHTy cbC CHHAPOMHU Ha HEeTpaHC(y3HOHHO-3aBHCHUMa TaJlaCeMHUs M CBPbXHATPYIBaHE Ha
JKEIS30 JICUEHUETO ¢ edepazupoke noa GopmaTa Ha JUCTIEPrUpalin ce TabJIeTKH € OLIEHEHO B X0J1a
Ha 1-TOAMIIHO, PaHIOMHU3UPAHO, IBOMHOCIIAINO, I1ale00-KOHTPOIUPaHo npoyyBane. [IpoyuBanero
CpaBHsBa e()MKaCHOCTTA Ha JIBE Pa3jIYHU CXEMHM Ha JIeUeHHE ¢ Jedepasupokc noa popmara Ha
JECIieprupay ce TabaeTku (HavaaHa j1o3a ot 5 u 10 mg/kg/meH, 55 nanueHTH BbB BCAKO
TEpaneBTUYHO pamo) U JieueHue ¢ mianebo (56 nanuent). B npoyuBaneTo ca BKIIOYEHH

145 p3pacthu u 21 neauaTpuyHu nauueHTy. [IbpBUYHUAT OKa3aTen 3a epUKaCHOCT € IPOMSHATA B
KOHIIEHTpaluATa Ha jkeJs130To B uepHus 1pod (LIC) crpsiMo nzxoanara cien 12-MeceyHo JieueHue.
EnuH oT BropuuHHUTE TIOKa3aTeNy 3a e(UKaCHOCT € IPOMSHATa B HUBOTO Ha CEpyMHUsI (DepUTHH
MEK/1y U3XOTHO HUBO M YeTBBPTOTO TpuMeceure. [Ipu Hayanna no3a ot 10 mg/kg/nen nedepasupokc
noJ ¢opMaTa Ha TUCTIEPTrUpaIIX ce TabJIeTKU BOJIM /10 MOHMW)KaBaHE Ha IMIOKA3aTeNUTE 32 O0IOTOTO
ChIbpKaHUE Ha KeJs130 B oprann3Ma. CpeaHo, KOHIEHTPALUsTa Ha )KeJIs130 B UepHUs Ipod ce
noHmwkasa ¢ 3,80 mg Fe/g c.T. npu nanueHTuTe, JeKyBaHu ¢ aedepasupokc moja popMara Ha
JHcneprupainy ce tadiaetk (HayaiaHa n1o3a ot 10 mg/kg/nen) u ce nosumana ¢ 0,38 mg Fe/g c.t. npu
nalnueHTHTe, JeKyBanu ¢ mianebo (p<0,001). CpeaHo, HUBOTO Ha cepyMHUS (PEPUTHH ce TIOHMKaBa C
222,0 pg/l mpu nanpeHTuTe, IEKyBaHu ¢ Aedepasupokc noa popMaTa Ha AUCIEPTrUPAIIH ce TaOIETKH
(mavanna no3a ot 10 mg/kg/nen) u ce moumasa ¢ 115 pg/l mpu nanuenTuTe, IEKyBaHu ¢ mIanedo
(p<0,001).
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5.2 @apmakoKHHETHYHHM CBOICTBA

EXJADE ¢unmmupanu TabaeTKH q1eMOHCTpHpAT MO-BUcoka ononamnmaHocT crpssmo EXJADE mon
dbopmara Ha qucnieprupariy ce Tadnerku. Ciaen amanTapade Ha KOJHIECTBOTO Ha aKTUBHOTO
BEIIECTBO, (hruiMupaHuTe TabieTKH (¢ KOIMIECTBO Ha aKTHBHOTO BemecTBo 360 MQ) ca
exsuBajgeHTHN Ha EXJADE nucneprupamu ce TabiieTku (¢ KOJHISCTBO Ha aKTHBHOTO BEITICCTBO
500 mg) mo oTHOIIEHHE HA CpeaHaTa IO ITo KpruBara ,,koHuenTpanus-speme” (AUC) Ha riaamHo.
Crmax € moBuireHa ¢ 30% (90% CI: 20,3% - 40,0%); aHaau3 Ha KIMHUYHATA €KCIIO3HIINS/OTTOBOP
obade He MoKa3Ba 3HAYMMO BIIMSIHUE HA TOBA IMOBUIIICHHE.

AOGcopouus
Hedepasupoke moa popmMarta Ha AUCTIEPTUPAIIN e TAOJIETKH ce abcopOupaT ciiel] IepopaTHO

MPUIOKEHUE ChC CPETHO BpEMe 10 MaKCHMAaJIHATA I1a3MEeHa KOHIEHTPANUS (tmay) OT

okoio 1,5 1o 4 gaca. A6comornara 6monanngHocT (AUC) Ha aedepasupokc mox hopmaTa Ha
JTUcTieprupaiu ce TadneTku e okono 70% B cpaBHeHHE ¢ HHTpaBeHO3HaTa 103a. AOComoTHATa
OmoHaNMMYHOCT Ha (prITMUpaHUTe TaOJIETKH HE € ycTaHOBeHa. brnoHannaHoCcTTa Ha Hedepazupokc
¢bunmupanu tabaetku e ¢ 36% Mmo-BUCOKa OT Ta3H MIPU AUCHEPIUPALIUTE CE TaOJICTKH.

W3znutBaHe 3a eexTa Ha XpaHaTa, BKIIOYBAIIO MPHJIAraHeTo Ha GUIMUpaHu TabJIeTKU PU 3ApaBH
JOOPOBOJIIIM Ha IIAJHO U ¢ OeHa HAa Ma3HUHY (ChAbpKaHue Ha MasHuHE <10% oT KamopuuTe) WK
6orara Ha Ma3HHMHU (ChabpxkaHue Ha MasHUHU >50% ot Kajgopunte) xpana mokassa, ue AUC u Cpax
ca JIeKO MOHIKSHH CJIe]] MpreMa Ha OeiHa Ha Ma3HUHHU xpaHa (coTBeTHO ¢ 11% u 16%). Cren
npueM Ha boraTta Ha MasHuHK XpaHa, AUC u Cy ca mosuitienn (¢cboTBeTHO ¢ 18% 1 29%).
[NoBumenueto Ha Cyax TOpaaK CMsHATA Ha JIeKapcTBeHaTa popMa Wi nmopaau edekra Ha Oorara Ha
Ma3HUHU XpaHa, MOXe J1a ObJic aIUTUBCH U MOPAIX Ta3U NIPUYMHA Ce TPENOophUBa QUIMHUPAHUTE
TaOJIETKH J]a Ce MPUEeMaT WIIM Ha TJIAJHO WIIH C JIeKa XpaHa.

Paznpenenenue
Hedepa3upokc ce cBbp3Ba BbB BUCOKA cTeneH (99%) ¢ ma3MeHuTe OSNIThIM, MOYTH H3IISUIO ChC

cepyMHUS ajJOyMUH B ©Ma MaJIbK 00eM Ha pasnpeielieHre oT npuoun3nTenHo 14 nurpa npu
BB3PACTHH.

BuoTpanchopmarus

' TIOKypOHUPAHETO € TJIaBHHUAT METAOOMTEH BT 3a e epa3supoke ¢ MmocyeaBaina OumapHa
eKcKpenus. BeposTHO € ChIeCTBYBAaHETO Ha JIEKOHIOTHPAHE Ha TITIOKYPOHUINTE B UepBaTa U
moceaBaia peadbcopOrius (€eHTepoXenaTaaeH UKBI): B IPOYUBAHE MPH 3IPaBH JOOPOBOIIIIH
MPUJTaraHeTo Ha KOJECTHPAMHKH CIIe/l €IHOKPATHO MpHIarane Ha aedepasupokc Boau 10 45%
MOHMKEHUE Ha eKCro3unusTa Ha aedepasupokce (AUC).

Hedepazupokc ce rmokyponupa rinaBao or UGT1A1 u B no-mainka crenen ot UT1A3.
Karanuzupanust or CYP450 (oxcunaTiBeH) MeTabomu3bM Ha JieepasupoKe H3IIexk/1a € MUHUMAJICH
npu xopa (oxoio 8%). He ce HabOnroiaBa HUKakBO MHXHOMpaHe Ha MeTabonu3ma Ha iedepasupokc OT
XHIpOKcUypes in Vitro.

EnumMunupane
Hedepa3upokc 1 MeTabOIMTUTE MY Ce eKCKpeTHpaT OCHOBHO BB (erieca (84% oT mo3ata).

brOpeunara exckpenus Ha gedepa3zupokc U Merabonurure My € MEHUMaIHa (8% ot j03aTa).
CpeHUAT eIMMUHAIIMOHEH MOTYKHBOT (t12) Bapupa oT 8 10 16 yaca. B OunmnapHara exckperus Ha
nedepasupokc yaactsart Tpancrnoprepure MRP2 u MXR (BCRP).

JIMHENHOCT/HEIMHEHHOCT

Crmax 1 AUCy 24n Ha 1ehepasupokc ce MOBHIaBAT NMPUOIU3UTEIIHO JUHEHHO C J103aTa [IPH YCJIOBHS Ha
CTAaIMOHAPHO ChCTOsTHKE. [Ipr MHOTOKPATHO HO3MpPaHe eKCITO3UINATA HApacTBa ¢ (pakTop Ha
akymyiupase ot 1,3 no 2,3.
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XapaKTepUCTUKHU Ha MMAIIUEHTUTE

Tleouampuunu nayuenmu

Oo61mmara excno3unus Ha roHomuTe (12 1o <17 roxgunn) u aena (2 qo <12 rogunu) Ha nedepasupokc
CJie]l €IHOKPATHA U MHOTOKPATHH JIO3M € TO-HUCKA OT Ta3u NP Bb3pacTHU manueHTH. [Ipu nema

o1 6 ToUIITHA BB3PACT EKCIO3UIMATA € 0K0JI0 50% Mo-HUCKA, OTKOJIKOTO IPHU Bb3pacTHH. Thil KaTo
Jlo3aTa ce MPOMEHSI MHVBHUIYATHO B 3aBHCUMOCT OT OTTOBOpa, HE CE OYaKBa TOBA Jia UMa
MOCJIEICTBHSL.

Lon

JKenure uMaT cpeiHO MO-HUCHK NMPUBHUACH KIUpBHC (¢ 17,5%) 3a nedepa3upokc, B CpaBHEHUE C
MBbxKeTe. Thi KaTo JO3UPAHETO CE MPOMEHS MHIUBUYATHO B 3aBUCUMOCT OT OTTOBOPA, HE C€ OYaKBa
TOBA Jia UMa KJIMHUYHU MTOCJIEICTBHUS.

Hayuenmu 6 cmapuecka 6v3pacm
®dapMakoKHHETHKATA HA Jeepa3supoKC He € MPOyYBaHa MPH MAIUCHTH B HaNpeHala Bh3pacT (Ha
BB3pacT Ha U HaJ 65 roauHm).

bvopeuno unu ueproopodbuo yepescoane

dapMakoKHHETHKATa Ha e epasupoKC HE € MPOyYBaHa MPH MAMEHTH ¢ ObOPEUHO YBPEKIAAHE.
dapMakoKHHETHKATa Ha eepasupoKC HE ce TOBIIUIBA OT HUBA HA CEPYMHUTE TPAaHCAMHHA3H
JI0 5 TbTH HaJ| TopHAaTa pedepeHTHA TPaHUIIA.

B kJIMHUYHO NpOyYBaHE MPH STHOKPATECH MPHEM Ha nedepa3upokc moj Gpopmara Ha qucreprupaiin
ce TabmeTku B 103a oT 20 mg/Kg, cpentaTa excrio3uius € Ousia mosuiieHa ¢ 16%, npu nanueHTH ¢
aeko yepHoapoOHo yBpexaane (Kimac A mo Child-Pugh) u ¢ 76% nipu nanmeHTuTe ¢ yMepeHo
yepHoapoOHOo yBpexaane (Kimac B mo Child-Pugh), cripsimo marienTute ¢ HopMaiHa 4epHOApoOHa
¢ynkuus. Cpennara Cryx Ha e epasupoKe MpH MAIMEHTH C JIEKO WA YMEPEHO YePHOAPOOHO
yBpexkaaHe ¢ Ouna nmosuiieHa ¢ 22%. [Ipu enuH manueHT ¢ TexKo yepHoapooHo yBpexaane (Kmac C
no Child-Pugh), excriozunusta e 6uina nosuimieHa 2,8 nbtu (BXk. Touku 4.2 u 4.4).

5.3 IlpeAKTHHUYHU JAHHH 32 6€30MACHOCT

HexnuHuuHWTE JaHHY HE MTOKa3BaT 0COOEH PUCK 3a Xopa Ha 0a3zaTa Ha KOHBEHIIMOHATHUTE
(apMaKoIOTHYHH MPOYIBAHUS 32 0€30MACHOCT, TOKCHYHOCT P MHOTOKPATHO MpHJIaraHe,
TeHOTOKCHUYHOCT WJIHM KaHIleporeHeH noTeHuan. OCHOBHUTE pe3yJiTaTh ca 0bOpeyHa TOKCHYHOCT U
NOMBTHsIBaHE Ha JiemaTa (kaTapakTa). [lomoOHu pe3yaraT ce HaOIroJaBaT Py HOBOPOJACHU M MITaJIH
»uBOTHH. CunTa ce, ye ObOpeyHaTa TOKCHYHOCT € OCHOBHO MOPay OTHEMAaHE Ha JKEJS30TO MPH
JKUBOTHH, KOUTO TIPEAH TOBA HE ca OWIIM ChC CBPHXHATPYIIBAHE Ha KEIS30.

TecToBeTe 3a FeHOTOKCHYHOCT iN VItro ca orpurarentu (Tect Ha Ames, TeCT 32 XpOMO30MHHU
abepanun), Makap 4e nedepa3upokc Mpean3BUKBa o0pa3yBaHe Ha MUKPOsApa in ViVO B KOCTHHUS
MO3BK, HO HE U B YepHHs Jpo0, Ha TUIbXOBE 0e3 HATPYIIBAHE Ha JKEJS30 B JIETAIHHU JI03U. TakuBa
eeKTH He ce HaOIIoIaBaT MpHy MIIHXOBE, IIPU KOUTO MMa IPEJIBAPUTEIHO HATPYIIBAHE HA JKEJIS30.
Jedepasupokc He ce € oKazan KaHI[epOTeHEeH, MPH MPUIIOKEHUE Ha ITBX0BE TP €JJHO 2-TOJIUIITHO
NpOyYBAHE U TPAHCTEHHHU pS3+/- XeTepPO3UTOTHA MHUIIKU TIPH €IHO 6-MECeYHO MpoyUBaHe.

[ToTeHnnaTbT 32 TOKCHYHOCT KBM PEMPOAYKTUBHUTE (DYHKIIUHU € OLEHEH IIPH IITHXOBE U 3aUIIH.
Jedepasupokc He € OuiT TepaTOreHEeH MPH ITHX0BE, HO € JIOBEIT JIO MMOBHINIEHA YeCTOTa Ha IIPOMEHH B
CKeJIeTa U 10 MbPTBH paKJaHUs IIPU NIPUIIAraHe BbB BUCOKH JI03H, OKa3aJIM C€ CUJIIHO TOKCUYHMU 3a
KEHCKHUTE IIPH KOUTO HE € NMaJI0 CBPbXHATPyIIBaHE Ha xemst30. Jledepaznpoke HiaMa ApyTH ePexTH
BBPXY (hepTunnTeTa NN PEPOLYKTUBHUTE BH3MOKHOCTH.
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6. OAPMAIIEBTUYHUA JAHHUA
6.1 CnucbK HAa NIOMOINHHUTE BEIECTBA

Slnpo Ha Tabimerka:

MukpokpurcTagHa [elyn03a
Kpocnosugon

TloBuaon

MarnesueB cTeapar

CuiinueB THOKCHI, KOJIOUIEH O0€3BOICH
TTonoxcamep

PUIAMOBO IOKPUTHE!

Xwumnpomenosa

Turanos auokcun (E171)

Maxkporoui (4000)

Tanx

Nuaurokapmun anymunaues jak (E132)

6.2 HecnBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha romHoCT

3 roguHU

6.4 CrhnenuajJHu ycJI0BUs HA ChbXpPaHEHHE

To3u NiekapcTBEH MPOYKT HEe U3UCKBA CIICIIMATHU YCIOBHSI HA ChXPaHEHUE.
6.5 Bwuau chabpikaHne HA OMAKOBKATA

Biucrepu ot PVC/PVDC/anymunuii.

Enuanyan onakoBky, chabpxamu 30 win 90 ¢pummMupany TabJIeTKH WITH TPYIIOBH OTIAKOBKH,
ceabpkanty 300 (10 onaxosku no 30) Gpummupanu TabIeTKH.

He Bcuuku BUOBE ONAaKOBKHM MOTaT Jja ObaT MyCHATH B MPOAaXkoa.
6.6 ChnenuaJHu Npeana3Hu MepPKHU MPH U3XBBPJIsIHE

Hsama CricuyaJiIHi U3UCKBAaHU.

7. HPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Upnanaus
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8. HOMEP(A) HA PASPEHLIEHUETO 3A YIIOTPEBA

EXJADE 90 mg duinMmupanu tabneTku
EU/1/06/356/011
EU/1/06/356/012
EU/1/06/356/013

EXJADE 180 mg dwiMmupanu tabineTku
EU/1/06/356/014
EU/1/06/356/015
EU/1/06/356/016

EXJADE 360 mg dwiMmupanu tabneTku
EU/1/06/356/017
EU/1/06/356/018
EU/1/06/356/019

9. JATA HA II'bPBO PASPEIIABAHE/IIOJHOBSABAHE HA PASPEHLIEHUETO 3A
YIIOTPEBA

Jara Ha mepBO paspemanane: 28 asryct 20006 r.
Hata Ha nocneano noanossiane: 18 ampui 2016 r.

10. [JATA HA AKTYAJIMBUPAHE HA TEKCTA

[Monpo6Ha nH(OpMans 3a TO3H JEKapCTBEH MPOAYKT € MpeIocTaBeHa Ha yeOcaiita Ha EBporefickara
areHIus o Jjiekapcraara http://www.ema.europa.eu
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vTom JICKapPCTBEH MPOAYKT MOJICKHU Ha OMBIHUTEIHO HaOmoaeHue. ToBa 11e mo3Bosii 06p30To
YCTaHOBSIBAaHE Ha HOBAa MH(OpMAIMs OTHOCHO O6e30macHOCTTa. OT METUITUHCKUTE CIICITUAIIMCTH Ce
M3KCKBa JIa ChOOIABaT BCSIKA MOJO3MpaHa HeXKEJIaHa peakilus. 32 HaUMHaA Ha ChOOIaBaHe Ha
HEXXEJIaHU PeaKIuy BIDKTE TouKa 4.8.

1. HUME HA JJEKAPCTBEHUS TPOAYKT
EXJADE 90 mg rpanynu B care

EXJADE 180 mg rpanynu B camie

EXJADE 360 mg rpanynu B camie

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

EXJADE 90 mg rpanynwu
Bcesiko carre cpappaxa 90 mg nedepasupoke (deferasirox).

EXJADE 180 mg rpanyiu
Besiko camre crabprxa 180 mg nedepasupokc (deferasirox).

EXJADE 360 mg rpanyiu
Bcesiko carre cpappika 360 mg nedepasupoxc (deferasirox).

3a IBJIHUA CIIUCHK HA ITOMOIIHUTE BEIECTBA BIKTE TOUKa 6.1,

3. JIEKAPCTBEHA ®OPMA
I'panynu B camie (rpaHydin)

benu 1o moutn Genu rpanyu

4. KJIMHUYHU JAHHU
4.1 TepaneBTHYHHU NOKA3aHUSA

EXJADE e noka3zaH 3a JieueHe Ha XpOHUYHO CBPBXHATPYIIBAHE HA KENIA30 MOPaaAH YECTH
KpbBompenuBanus (=7 ml/kg/mecen epuTporuTHa Maca) IpH MaUeHTH ¢ 6eTa TaraceMus Maiop Ha
BB3PACT HA ¥ HaJ1 6 TOAMHU.

EXJADE e nokazaH CbhIIO 3a JIEYEHUE HA XPOHUYHO CBPBXHATPYNBAHE HA JKEJA30 NMOpagu

KPBBONPEINBAHUS, KOTATO JICYEHUETO ¢ 1e(hePOKCAaMHH € MTPOTHBONOKA3aHO MIIM HEJOCTATHYHO MPH

CIICIHUTE TPYNHU NalUEeHTH:

- NpY eJUaTPUYHM HalMeHTH ¢ 0eTa TajaceMusi Maliop ChC CBPBbXHATPYIBAHE HA JKEJS30
TopaJiy YecTu KpbBonpenuBanus (=7 ml/kg/mMecen epurporTHa Maca) Ha Bb3pacT
oT 2 10 5 roauny,

- IpY BB3PACTHU M NIEAUATPUYHU MALEHTH ¢ OeTa TanaceMus Maiiop CbC CBpbXHATPYIIBaHE Ha
JKeJS30 MMopajar HeuecTH KpbBonpenuBanus (<7 ml/kg/mMecen epuTponuTHa Maca) Ha Bb3pacT
2 TOOMHU U IOBEYE,

- NpY BB3PACTHU U NIEIUATPUYHU MALMEHTH C IPYTH BUIOBE aHEMHHU Ha BB3PACT 2 TOUHU U
noBeYe.
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EXJADE e nokasas CbIlI0 3a JI€UCHHE Ha XPOHUYHO CBPBHXHATPYMBAHE HA KETSA30, U3UCKBAIIIO
XeJaTupaila Tepanus Mpy MarueHTH ChC CHHIPOMH Ha HETPaHC(y3MOHHO-3aBUCUMA TaJlaCEMUsI Ha
BB3pacT 10 roJuHM 1 oBeYe, KOraTo JICYCHUETO ¢ AC(PEPOKCAMUH € TPOTHUBOIIOKA3aHO HITH
HE3aJ0BOJIMTEIIHO.

4.2 Jlo3upoBKa M HAYMH HA MPHJIOKEHUE

Jleaenuero ¢ EXJADE TpsiOBa na ce 3amouBa U MOAIbPKa OT JICKapy C OIUT B JICUCHUETO Ha
XPOHUYHOTO CBPBXHATPYIIBAHE HA JKEN30.

O3UPOBKa

C@D'bXHClmDVHGClHe HA JfcenAi3o nopadu mpacd)vauﬂ

[IpenopbyBa ce IeYeHUETO Ja ce 3amovHe ciel Tpancdysus Ha npubausurentno 20 exuHUIN

(oxomno 100 ml/kg) epurponutHa maca (EM), wiu ako OT KIMHUYHOTO TPOCIICASIBAaHE HMa
JIOKa3aTeJICTBA 32 XPOHUYHO CBPBhXHATPYIBaHE Ha jkelsi30 (Hanp. cepymer ¢eputud >1 000 pg/l).
Ho3ure (B mg/kg) TpsOBa ia ce U34KCIABAT U 3aKPBIJIAT KbM Hal-OJIM3KaTa IOJIEMHHA Ha IISJIO0 callie.

L[CHI/ITC Ha X&JjiaTupallara Tepamnusd ca Ja €€ OTCTPaHU KOJIMYCCTBOTO KCJIA30, [TIOJTYUCHO B pE3yJITaT
Ha TpaHC(I)y3I/II/ITC " aKoO CC HaJiara, ia €€ HaMaJIM CbUICCTBYBAIlIOTO HATOBAPBAHEC C JKEJIA30.

EXJADE rpanynu neMoHcTpHupaT mo-Brcoka ornoHanmumyHocT cipsimo EXJADE aucnieprupamiu ce
tabeTku (BK. Touka 5.2). [Ipu nmpeMuHaBaHe OT JUCIICPTUPAIIN c€ TaOJETKH KbM TPaHyIIH, 103aTa Ha
rpanynute TpsiOBa na 6bpae ¢ 30% mo-HuUCKa OT 103aTa Ha JUCTIEPrUpAIINTe ce TaOIeTKH, KaTo ce

3aKPBINIA KbM HA-OJIM3KOTO IISIIO Calle.

ChOTBeTCTBAIINTE JO3HM MEXKIY pa3IUIHUTe POpMHU ca TIOKa3aHH B TaOIUIaTa MMO-JOMY.

46



Tabnuna 1 IlpenopbunTeNHN AO3M IPHU CBPBHXHATPYTBAHE HA JKEJSA30

DOuiIMUpaHu Jducneprupamm  Tpancdy3um Cepymen
Ta0JEeTKH/TPaHyJId  ce Ta0JeTKH dbeputnn
Hauvanua noza 14 mg/kg/nen 20 mg/kg/nen Cnen 20 equuaunn - wim - >1,000 pg/l
(oxomo 100 ml/kg)
EM
AarepuatusHa 21 mg/kg/nen 30 mg/kg/nen >14 ml/kg/meceuno
HA4YaJIHA 1032 EM
(mpuOIM3UTETHO
>4 equHnnn/
MECEUYHO TpU
BB3PaCTEH)
7 mg/kg/nen 10 mg/kg/men <7 ml/kg/meceuno
EM
(mpubnM3HUTETHO
<2 equuuru/
MECEUYHO TPU
BB3PACTEH)
IIpu nanmentn,  EnHa Tpera ot ITonoBunara ot
MOBITUSITH CE J103aTa J03ara
noope oT nedepokcaMuH nedepoxkcaMuH
nedepokcaMuH
IIpocaensiBane Bcexn
Mecell
Mpunenen 500-1 000
HHTEPBAJ ua/l
CTbnKH Npu IMoBumasane >2 500 pg/l
xopurupane Ha 3,5 - 7 mg/kg/nen 5-10 mg/kg/nen
Jxo03aTa 10 28 mg/kg/nen 1o 40 mg/kg/men
(Bcexn IonmkaBaHe
3-6 mecena) 3,5 - 7 mg/kg/nen 5-10 mg/kg/nen <2 500 pg/l
[Ipu nanuenTy, [Ipu nanuenTy,
JICKYBaHHU C JI03H JIEKYBaHU C 103U
>21 mg/kg/nen >30 mg/kg/nen
- Ilpm mocturane Ha menTa 500-1 000
o/l
MakcumaJjHa 28 mg/kg/nen 40 mg/kg/nen
a03a
Ja ce ooMucaIn <500 pg/l
NpeKbCBaHe

Hauanna oosza

[IpenopbuntennaTa HadaiHa aHeBHA j03a Ha EXJADE rpanynu e 14 mg/kg tenecHo tero.

HpI/I MaIMEHTUTE, KOUTO C€ HYXAAAT OT MOHMKXCHUC Ha ITOBUILICHUTE HUBA Ha KCJIA30TO B OpraHu3smMa

1 KOWTO MOJIy4aBar chino moseue oT 14 ml/kg/mecer epurporntHa Maca (IPUOJU3UTEITHO

>4 eMHUIA/MECET] 3a BB3PACTHH), MOJKE JIa C€ MMa TIPEIBH] HadalHa JHeBHA 103a oT 21 mg/Kg.

HpI/I MaIMEHTUTE, KOUTO HE C€ HYXKIadAT OT IOHMXXCHHUE HAa ITOBUIICHUTEC HUBA HaA XCJISI30TO B
opraHM3Ma 1 KOMTO TOJIydaBaT ChIIo MO-Majiko oT 7 ml/kg/mMecer epuTpoliuTHa Maca
(mpubam3uTeNHO <2 eUHUIN/MEcel] 32 Bh3PAaCcTHH), MOXKE JIa Ce MMa Ipe]] BUJ] HaYallHa JTHEBHA J103a
ot 7 mg/kg. TpsiOBa ia ce mpocieisBa KIMHUYHUS OTTOBOP U TPsiOBa J1a ce 0OMUCIH MTOBHIIICHNE Ha

J103aTa, aKO He Ce MOJIYYH JI0CTaThuHa epUKacHOCT (BXK. Touka 5.1).
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[Ipu nauueHTHTE, KOUTO Bede UMAT AOOBP TEPaNeBTUICH OTTOBOP Ha AeepOKCaMHH, MOXKE /1a Ce
uMa npeasu HadaiaHa fo3a Ha EXJADE rpanynu, KosTO 4nciI€HO € eHa TpeTa OT J03aTa Ha
nedepokcaMuH (Harp. nanuent, nonydasain 40 mg/kg/nen ot nedepokcamuu 5 THU B cenMuIiaTa
(um ekBHBaJICHTHA J103a) MOTAT Jla MPEMUHAT Ha HavyajiHa AHeBHaA 1o3a oT 14 mg/kg/nen ot EXJADE
rpanynn). Koraro ToBa Bosu 0 1HEBHA j03a nof 14 mg/kg TenecHo terno, TpsiOBa aa ce mpociie/sBa
OTroBOpa Ha MALMEHTa U J]a c€ OOMUCIN TOBUILIEHHE Ha 103aTa, aKO HE CE MOJYYH AOCTaThbuHa
edukacHocT (BXk. Touka 5.1).

Kopueupane na oozama

[IpenoppuBa ce cepyMHUAT PEpUTHH Ja ce mpociensBa Bceku mecen 1 go3ata Ha EXJADE na ce
MPOMEHS, aK0O € He00XO0IMMO, Ha BCEKH 3 110 6 Mecela Bb3 OCHOBA HA TCHJCHIIUATA B CEPYMHUS
¢deputuH. [IpoMeHnTe B 103aTa MOTAT Jla ce TPaBAT Ha CTHIKH OT 3,5 o 7 mg/kg u TpsidBa na ca
CHOOpa3eHH C OTTOBOPA HA TMAIMEHTA W TEPAIEBTUIHATE TIeNH (IO IbPKaHe WU MIOHIKEHNE Ha
KOJIMYECTBOTO HA JKeJsA30TO). [Ipy manmeHTH, mpu KOUTO HE € TIOCTHTHAT 3a/I0BOJIUTENIEH KOHTPOJ C
no3u ot 21 mg/kg (t.e. HuBara Ha cepymHuus ¢peputud ca tpaitro Hax 2 500 pg/l u He mokassar
TEHICHIMS KbM MOHIKEHHE C TCUCHHUE HAa BPEMETO) MOTaT Ja ce oOMHCAT 1031 oT 28 mg/kg.
HanwmgHocTTa Ha IBITOCPOYHH JAHHH, CBBP3aHH C e(PUKACHOCTTA M 0E30IaCHOCTTA OT KIIMHUYHU
npoyusanus, nposenenn ¢ EXJADE nucneprupamu ce tabierku, mpu qo3u Hag 30 mg/kg
MIOHACTOSIIIEM € orpaHndYeHa (264 manueHTH, POoCcieIsIBaHN CPeIHO 3a | TouHa cIie/1 MOBUIIIaBaHe
Ha 7103aTa). AKO € IOCTUTHAT MHOTO CJ1ad KOHTPOJI Ha XeMocuaepo3ara ¢ jo3u ot 21 mg/kg, ¢
JIOIBJIHUTEITHO MOBHUIIIABAHE Ha J103aTa (10 MakcuMaiHa 1032 oT 28 mg/Kg) Moske /1a He ce MOCTHTHE
3aJI0BOJTUTENIEH KOHTPOJ U J]a C€ HAI0XKH OOMHUCIISTHE Ha aITEPHATHBHU METOAM Ha JiedeHne. AKO He
Ce MOCTHUTHE 3aJ0BOJIMTEIICH KOHTPOJI ¢ 1031 Haj 21 mg/Kg, ieueHneTo ¢ TakuBa 1034 HE TpsiOBa 1a
ce TIPOIBIDKAaBa, a TPSOBaA ja ce OOMUCIISIT aTepHATHBHA BAPHAHTH 32 JIEYCHHUE, KOTATO € BH3MOXKHO.
Ho3u Han 28 mg/kg He ce mpenoprYBaT, Thil KATO HMa OTPAHWYEH OMUT C JO3UTE HAJl TOBA HUBO (BK.
Touka 5.1).

I[1pu manueHTuTe, JeKyBaHH C 1034 MO-BUCOKH OoT 21 mg/Kg, npu mocturane Ha KOHTPOJI (T.€. HUBA Ha
cepyMeH ¢eputun Tpaiino mox 2 500 pg/l u mokasBamy TEHAECHINA KbM IOHWKEHHUE C TEYCHHE HA
BpeMeTo) TpsiOBa Ja ce OOMHCIIM CTHIIAIIOBUIHO HaAMalsiBaHe Ha jo3ara ¢ 3,5 1o 7 mg/kg. Ipu
MAIMEHTHUTE, TPU KOUTO HUBATA HA CEPYMHUS (PEPUTHH ca JTOCTUTHAIN HPHUIICTHUTE CTOMHOCTH
(o6ukHoBeHO Mexay 500 u 1 000 pg/l) TpsioBa 1a ce OOMUCITN CTHIATOBHIHO HAMAJISIBAHE HA J103aTa
¢ 3,5 no 7 mg/kg ¢ uen 3ama3BaHe Ha HUBaTa Ha CEPYMHHUS (PEPUTHH B PAMKUTE Ha TIPUIICITHUSI
nuana3oH. AKO cepyMHUST GpepuTHH TpaiiHo criaaa mox 500 pg/l TpsoBa 1a ce 0OMUCITH PEKbCBAHE
Ha JeueHneTo (BK. Touka 4.4).

Cunopomu Ha Hempanc@hy3uOHHO-3A6UCUMA MAAACEMUSL

Xenarupaiia Tepanus TpsAOBa Ja ce 3amoyHe caMo aKo MMa JI0Ka3aTelcTBa 3a CBPbXHATPYIIBAHE HA
KeJs130 (KOHIIEHTpaIMs Ha jkelsi30 B uepHust apod [LIC] >5 mg Fe/g cyxo terio [c.T.] wiu cepymeH
depurun tpaiino >800 pg/l). LIC e npeamounran MeTo 3a onpe/essiHe Ha CBPbXHATPYIIBAHE Ha
JKEIA30 U TPAOBA Ja Ce U3MO0JI3a, KOraTo ¢ HainueH. [Ipy BCHYKHU MAIUeHTH € HEOOXO0JMMO MOBHUIIICHO
BHHUMAaHHE 10 BpeMe Ha XeJlaTupaniaTa Tepamnus, 3a 1a C€ HaMalli pUCKa OT CBPbXo0pa3yBaHe Ha
XeJaTy.

EXJADE rpanynu aeMoHCTpUpart no-Bucoka onoHanuaHocT crpsimo EXJADE aucneprupaimu ce
tabneTku (BK. Touka 5.2). [Ipu npeMuHaBaHe OT qUCHEprupaliy ce TabjJeTKu KbM IpaHyIu, 03aTa Ha
rpanynute TpsiOBa na 6bvae ¢ 30% nmo-HKUCKa OT 103aTa Ha JUCTIEPTrUpAIIUTe ce TaOJIeTKH, KaTo ce

3aKpPBIJIA KbM HaKi-0IU3K0TO IJ10 calIe.

C’BOTBGTCTBaI]_[I/ITe A03U MCIKAY Pa3JIMYHUTEC q)OpMI/I Ca IIOKa3aHHu B Ta6J'II/II_IaTa mo-aoJay.
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Tabnumna 2 TIpernopbUMTETHY 03U TIPU CUHIPOMU HA HETPAHC(PY3MOHHO-3aBUCHMA TaaceMus

DOuiIMUpaHu Jducneprupamu  KoHuenrpanus Cepymen
Tal0JeTKU/TPaHyad  ce Ta0JIeTKH HA JKeJIsi30 B deputun
YyepHHUSA APoO
(LIC)*
Hauanna mnoza 7 mg/kg/nen 10 mg/kg/nen >5 mg Fe/g c.T. wm  >800 ug/l
IIpocaensiBane Bcekn
Mecell
CTBOKH IpH IoBuiaBane >7 mg Fe/g c.T. wm  >2 000 pg/l
kopurupane na 3,5 - 7 mg/kg/nen 5-10 mg/kg/nen
Jx03aTa Ionm:kaBaHe <7 mg Fe/g c.t. wm <2 000 pg/l
(Bcexn 3,5 - 7 mg/kg/nen 5-10 mg/kg/nen
3-6 Mecerna)
MakcumaJjana 14 mg/kg/nen 20 mg/kg/nen
no03a
7 mg/kg/nen 10 mg/kg/nen
[Tpu BB3pacTHH He e ouensieana  wim <2 000 pg/l
IIpu nepuaTpuyHy MALKMEHTH
IIpexncBane <3 mg Fe/g c.T. i <300 pg/l
IloaHoBsiBaHe He ce npenopbuBa

Ha JICYCHHETO

*LIC e npeamnounTaHusAT METOA 3a OIIpeelisiHE HAa HATPYIIBAHETO Ha JKEJSI30

Hauanna oosa
[IpenopruntenHara HauaaHa qHeBHA 103a Ha EXJADE rpaHysu npu naiueHTH ChC CHHIPOMH Ha
HeTpaHc(y3roHHO-3aBHCHMA TanaceMusi ¢ 7 mg/kg TenecHo Terdo.

Kopueupane na dozama

[IpenopbuBa ce HUBOTO Ha CepyMHHs (PEPUTHH Ja C€ MOHHTOpHUpPA Bceku mecell. Ha Bceku 3 1o

6 meceria JieueHue, TpsAOBa J1a ce 0OMUCIH TIOBHIIIABaHe Ha f03ata ¢ 3,5 10 7 mg/kg npu nanueHTrTe
¢ LIC >7 mg Fe/g c.1. unu cbe cepymen deputut tpaitno >2 000 pg/l, Hemoka3paii TeHICHIHS 32
MOHM)KaBaHe, OHACSIIHN J00pe iekapeTBeHus mpoaykT. He ce mpemopbuBaT qo3u Hax 14 mg/kg
HOpaJIM JIUTICATa Ha OIKT C MO-BUCOKH JIO3M TPH NAIMSHTH ChC CUHAPOMHU Ha HeTpaHC()y3HMOHHO-
3aBHCHMAa TallaCeMHusl.

ITpu manuenTy, Mpyu KOWTO He € mpaBeHa onenka Ha LIC u cepymuusar dpepurnn e <2 000 pg/l, mo3ara
He Tpsi0Ba a npeBuinasa 7 Mg/kg.

I[1pu nanueHTy, IpU KOUTO J03ata € Ouia nmoBuiieHa 10 >7 mg/kg, TpsoBa aa ce ooOMucIn
HaMaJisiBaHe Ha jo3ara Ha 7 mg/kg wmu no-manko npu LIC <7 mg Fe/g c.t. unu cepymen gpeputin
<2 000 pg/l.

Ipexpamsasane na nevenuemo

IIpu mocTrrane Ha 3aI0BOJINTEITHN HUBA Ha kensa30 B oprann3ma (LIC <3 mg Fe/g c.1. nim cepymen
dbeputrn <300 ug/l), meuenuero TpsibBa 1a ce crpe. JIMICBAT JaHHU OTHOCHO IIOBTOPHOTO JICUCHHE
Ha MaIeHTH, IPU KOUTO OTHOBO c€ HaOJII0/[aBa HATPYIIBAHE HA JKENS30 CIie/l IOCTUraHe Ha
3aJI0BOJIUTEIIHU HHBA Ha JKEJIS30TO B OPraHMW3Ma U IMOPaIy Ta3H MPUUKMHA HE MOJXKE Ja ¢e Ipernophya
MOBTAPSIHE HA JICUCHUETO.
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CneuuaﬂHu nonyaayuu

Hayuenmu 6 cmapuecka v3pacm (>65 2oouwna ev3pacm)

ITpenopbkuTe 3a JO3UPaHE TPH MAIMEHTH B HAMpeIHAIA BB3PACT Ca CBHIIUTE KaTO OMUCAHKUTE TMO-
rope. B xo/1a Ha KJIMHAYHUTE IPOYUBAHUS MAIHEHTUTE B CTApUecKa Bh3pacT MOJIyyaBar Mmo-4ecTo
HEXKETaH! PEaKIfy, OTKOIKOTO MMO-MIIAJMTE MAIUCHTH (ITO-CIEIHATHO AUapusi) U TpsAOBa 1a Obaat
BHUMATEJTHO MPOCIICASIBAHY 3a MOSBa Ha HEKETaH! PEaKIiK, KOUTO MOTaT Ja U3UCKBAT KOPUTHPaHE
Ha j103aTa.

Ileouampuuna nonynayus

CBpBbXHATpyIIBaHE Ha XKEIA30 MOpaan TpaHchy3us:

[IpenopwkuTe 3a JO3UpaHE MPH MEAUATPUUHHN MAIIMSHTH HA Bh3pacT 2 10 17 rouHu Che
CBPBXHATPYIBAHE HA JKEJA30 MMOPaIH TPaHCPY3Hs, Ca ChIIUTE, KAKTO MPU Bh3PACTHU MMAIUCHTH.
[IpoMeHuTE B TETNIOTO HA JeIaTa C BpeMETO TPsiOBa Ja ce UMat MPeIBUl, KOraTo Ce H3UUCIIsIBA
Jo3ara.

[Tpu mena cbec CBPBXHATPYIBAHE HA KEJA30 NOpaau TpaHchy3Hs, Ha Bb3pacT MeXIy 2 U 5 roauHu,
EKCIO3UIUATA € TTO-HUCKA, OTKOJIKOTO TIPH Bh3pacTHH (BK. Touka 5.2). Ta3u Bp3pacToBa rpyna Moxe
CJIeIOBATEITHO JIa Hajlara 1o-BHUCOKH J03H, OTKOJKOTO ca He0OOXOJUMU IIPU Bb3pacTHU. Brrpexu ToBa,
HayalHaTa J103a TpsOBa Ja € chlllaTa KaTo MpH Bb3PACTHH, IIOCIIEABaHA OT HHAMBUIYAIHO TUTPHPAHE.

CuHIpOMH Ha HETPaHC(HY3MOHHO-3aBUCHMA TaJlaCEMHUS:

[Ipu nemuaTpuvHUTE MAMEHTH ChC CHHIPOMH Ha HETPAHC(PY3MOHHO-3aBUCHMA TaJlaCeMHUs 103aTa He
TpsioBa na npeBumana 7 Mg/kg. [Ipu Te3u naumenty BHUMaTeIHOTO cieieHe Ha LIC u cepymuuns
(epuTHH € OT ChIIECTBEHA BAXXHOCT, 3a Jia c€ U30erHe CBpbXxo0pa3yBaHe Ha XEJIaTU: B JIOIBIIHEHUE
KbM MECEYHOTO OMpE/ICNIsIHEe Ha CePYMHHUs (PEPUTHH € HEOOXOAUMO Ha BCEKU TPH Mecela
npocneassane Ha LIC, korato cepymuusar ¢peputun e <800 pg/l.

Heua ot paxaanero o 23 mecena:
bezonacHocrTa 1 epukacuoctra Ha EXJADE nipu nena ot pakaaneTo 10 23-MecedyHa Bb3pacT He ca
yCTaHOBEHHU. JIuncBar JaHHU.

Hayuenmu ¢ 6v0peuno yepesicoane
EXJADE He e npoyuBaH Ipu NalMeHTH ¢ ObOPEYHO YBPEXKIAHE U € MPOTHBOIIOKA3aH MPH MAIlHEHTH C
M3YUCIICH KPeaTUHHHOB KIHpbhHC <60 ml/min (Bx. Touku 4.3 u 4.4).

THayuenmu ¢ ueproOpobHO yepedcoare

EXJADE He ce npenopbyBa Mpy MalUEHTH ¢ TEXKO uepHoapooro yepekaane (Kimac C mo Child-
Pugh). TTpu marenTH ¢ ymepeHo qepuoapoono yepexaane (Kiac B mo Child-Pugh) nosara tpsiosa
Jla ce HaMaJIi 3HaYUTEeTHO, CJIe]] KOETO IMOCTENEeHHO Ja ce yBenuyn 10 50% (Bx. Touku 4.4 u 5.2) u
EXJADE Ttpsi6Ba ia ce n3nosn3sa Npeana3inBo Mpyu TaKUBa MarueHTH. YepHoapoOHaTa QyHKIUS MPH
BCHYKH MAIMCHTH TPSOBa J1a ce MPOCIieisiBa MPEIn JICUSHUETO, Ha BCEKH 2 CEIMHIIH MTPEe3 MIbPBHUS
Mecell U cJie]] ToBa BCeKU Mecell (BxkK. Touka 4.4).

Hauun Ha npuiioxkenue
3a mepopaiHO MPUIIOKEHNE.

['panynute TpsOBa Jia ce mpueMar upe3 MophCcBaHe Ha IsUIaTa J103a BbPXY MeKa XpaHa, Harp. KHCelno
MJISTKO WITH SIOBIIKOBO Trope. J{o3aTa TpsiOBa n1a ce mpreMe He3a0aBHO M M3IISIIO, U J1a HE CE ChXpaHsIBa
3a cjenBaia ynorpeoa.

Mekarta xpaHa, ChIbpiKallla IpaHyIuTe TPSOBa Ja ce MprueMa ChC WIH 0e3 JIeKa 3aKyCKa, BETHBXK
JTHEBHO, 32 TIPEAMIOYUTAHE 110 €THO U CHINO BpeMe BCEKH JieH (BK. TOUKH 4.5 u 5.2).
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4.3 IlporuBomoka3aHus

CBpBXUYBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO MIIM KBM HAKOE OT MOMOIHUTE BEIIECTBA,
n30poeHu B Touka 6.1.

KomOunanusiTa ¢ Ipyru BUIOBE XenaTupalia Tepanus 3a )eJs130, Thil KaTo 0e30MacHOCTTa Ha TaKUBa
KOMOHHAIIMY HE € YCTaHOBeHa (BXK. Touka 4.5).

[TanuenTH ¢ U3YKCIIeH KPEaTHHUHOB KIHpBHC <60 ml/min.

44 CneuuajHu npenynpe:xIeHust U Mpeana3Hyu MepKU NMpu ynorpeda

brOpeuna GyHKIMS

Hedepazupoxc e mpoydBaH camo IpH MAIMEHTH C U3XO/ICH CEPYMEH KPEaTHHHH B PAMKHUTE Ha
pedepeHTHUTE TPaHUIH 32 BB3pacTTa.

ITpy KTMHUYHUTE TPOYYBAHUS [TOBULICHUS HA CEPYMHUSI KpeaTUHHUH ¢ >33% B >2 mocien10BaTeIHN
OTIpeIeJISIHUSL, IOHAKOra HaJl TopHaTa pedepeHTHa rpaHulla, Bb3HUKBAT IpU 0KoJo 36% oT
nanueHTuTe. Te3u noBuIeHus ca 0303aBucuMu. [Ipy okomo 1Be TpeTn OT MaMeHTUTe, MOKa3BaIln
MOBHUIIIEHUE HA CEPYMHHMS KpeaTHHHH € HabmoaaBaH oopaTeH cnag noa 33% HUBOTO Oe3 ajanTupaHe
Ha fo3ara. [Ipu ocraHanara Tpeta HOBUIIABAHUATA HA CEPYMHUS KpEaTHHUH HE BUHATU OTrOBapsT Ha
MOHM)KEHHUE Ha J103aTa WU Ha CIMPaHeTo H. B HiKou ciydau ciiex MoHM)KaBaHe Ha 103aTa ce
Ha0II0/1aBa CTaOMIM3NpaHe Ha CTOWHOCTUTE Ha cepyMHUS kpeaTnHiH. Cirydan Ha ocTpa OBOpedHa
HEJOCTAaThYHOCT Ca CHOOIIEHH NIPH yIoTpedara Ha aedepasupokc ciiel MyCKaHeTo Ha ma3apa (BK.
touka 4.8). [Ipu gacT oT choOIIeHnTE IO BpeMe Ha TOCTMapKETHHTOBHS TIEPHUOJT CITyYaH,
BJIOIIIaBaHETO Ha ObOpedHaTa PyHKIUSA € TOBENO 10 OBOpeyHa HeAOCTaThYHOCT, H3UCKBAIIa
BpEMEHHA WM TIOCTOSHHA AUAIH3A.

[TpuunHuTE 32 MOKAYBAHUATA HA CEPYMHUS KPEaTHHUH HE ca u3sicHeHu. CrenoBaTeHo TpsiOBa 1a ce
00pbIa 0cOOEHO BHUMaHHE Ha IPOCIIEIIBAHETO HAa CEPYMHUS KPEaTHHUH IPH MAIUEHTUTE, KOUTO
HOJTy4aBaT KaTo ChII'BTCTBAIIA TEPAIHs JIEKAPCTBA, KOUTO MOTHCKAT ObOpeuHara pyHKIUS U IpH
NalMEeHTHTE, KOUTO TT0JIy4aBaT BUCOKH 03U JieepasupoKC /WU MO-PEIKU KPHBOTIPETHBAHHS
(<7ml/kg/mecer epuTponMTHA Maca Wi <2 eIHHUII/MECET] IPH Bb3pacTHH). Brnpeku ye B xo/1a Ha
KIIMHUYHUTE MPOYYBaHUs NpU yBenudaBaHe Ha no3ata EXJADE mucrieprupamy ce TabneTku Haj
30 mg/kg He ce HabO1aBa HapacTBaHe Ha OBOPEYHNTE HEXKETaHU ChOUTHS, MOBUIIIABAHE HA PUCKA
OT Bb3HUKBaHE Ha OBOPEYHH HEXENIaHU CHOUTHS TIPU MPUEM Ha rpaHy/u npu 1034 Hax 21 mg/kg He
MOJKe J1a c€ M3KITI0YH.

[IperiopbuBa ce CepyMHHAT KPEaTHHUH Ja O'b/Ie OLICHEH ABYKPATHO MPE/IN 3aIl0YBaHe HA TEPAIHATA.
CepyMHHST KpeaTHHHH, KPeaTHHHHOBHUST KJIHPBHC (M3urcieHu o ¢popmynara Ha Cockroft-Gault
wii 1o MDRD ¢opmynata npu Bp3pacTHu 1iu 1o popmynara Ha Schwart npu aeua) u/win
IUIa3MeHUTe HUBa Ha nuctaTiH C TpsidBa Aa ce mpoc/easiBaT Npelu 3aN04YBaHe HA TepanusTa,
exxeceJMUYHO Npe3 MbPBHS Mecell cJIe] 3almo4YBaHe HIIM NpoMsiHa Ha TepanusaTa ¢ EXJADE
(BKJIIOYHTETHO MPEeMHHABaHe KbM Jpyra JiekapcTBeHa (popMa) U exxeMecedHO el ToBa.
[NanuenTure c anamHe3a 3a ObOpeyHH 3a00JISIBAHUS M TALIMEHTUTE, KOMTO MOJy4YaBaT JIEKapCTBEHH
NPOAYKTH, KOUTO HOTHCKAT ObOpeuHaTa (yHKIHUS, MOXKE J1a Ca U3JI0KEHH Ha IO-TOJISIM PHCK OT
ycnoxHeHus. TpaoBa na ce o0bpHEe BHUMaHUE 3a NOJAbPKaHe Ha aJieKBaTHA XUApaTalus Ha
NalMEeHTUTE, KOUTO Pa3BUAT JUAPHS WIN MOBPBIIAHE.

Nma nmocTMapKeTHHIrOBH CHOOIIICHHS 32 CIIy4ad Ha MeTa0OJIMTHA alu103a, Bh3HUKHAJIA [T0 BpeMe Ha
JIeUYeHHUETO ¢ Jieepasupokc. BoNIMHCTBOTO OT MAMEHTUTE ca UMaTH ObOPEYHN HAPYIICHHUS,
O0b0peuna TyOysonatus (cuHIpoM Ha Fanconi) win auapusi, Wi HIKaKBH JAPYTH ChCTOSIHUS, TIPH
KOWTO HAapyIICHUETO Ha KHCEIMHHO-AJIKATHOTO PABHOBECHE € U3BECTHO yCIOKHEHUE. B Te3n
MIOITyJIAIAN KUCEJTMHHO-AIKATHOTO paBHOBECHE TPSIOBA J]a ce MPOCIESBS ChITIACHO KIMHUYHHUTE
noka3anus. [Ipu manueHTHTe, IPU KOUTO CE pa3Brue METa0OJIUTHA alliA03a TPsiOBa Aa ce OOMUCIIH
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npeKbcBane Ha JiedeHunero ¢ EXJADE.

Tabauma 3
(byHKIIS

Kopurupane Ha f103aTa 1 IpeKbCBaHE HA JICUCHUETO MPH MPOCIIe/IsiBaHe Ha OhOpedHaTa

CepyMeH KpeaTHHUH

KpeaTuHHHOB KJIMPBHC

IIpenu 3anouBaHe Ha
TepanusaTa

JByxpatHo (2X)

Ennoxpatho (1x)

IIpoTruBonoKa3an

<60 ml/min

IIpociaensiBane

- IIepBus mecen
CJIe]T 3aII0YBaHE Ha
TepanusTa Wi Ipu
MIpOMsIHa Ha J103aTa
(BKIIFOUUTETTHO
MpeMUHaBaHE KbM
JpyTa JeKapcTBeHa
¢dhopma)

- Cnen ToBa

BeI[H’I))K CCIAMUYHO

Bennbsx Mmeceuno

Benubxk ceaMHUYHO

Benubx Meceuno

IIpoTuBONOKa3aH

<60 ml/min

IIpociaensiBane

- IIepBus mecen
CJIe]T 3aII0YBaHe Ha
TCpanusiaTa Ui npu
MpoMsiHa Ha J103aTa

- Cnen ToBa

Bennbkx ceqMUYHO

Bennbx Mmeceuno

n

Beannxk ceqMUUHO

Benubx Meceuno

HamansiBane Ha AHeBHaTa 03a ¢cbe 7 MQ/Kg/nen (bunmupana tabiaerka),
aKko credHume noKazamenu 3a OYeHKa Ha Ovopeunama Qyukyus ce Habardasam npu 0ge
NOCIe008AMENHU GUBUMU U HE MO2am 0d Ce C8bPIUCAM ¢ 0Pyl RPUYUHU

neIuaTpUiHU
HayeHTn

CpEJIHUTE CTOMHOCTU
Mpe/In 3all04YBaHE Ha
JIEYEHUETO

Br3pacTau manueHTu >33% Haj cpeHUTE u IMonmxenue <JAI'H*
CTOWHOCTH NpeH (<90 mi/min)
3alloYBaHe Ha JCUYCHHETO

ITennaTpuunu > [TH** 3a choTBeTHATA | W/MIIH IMonmxenue <JAI'H*

MaIMEeHTH BB3pacT (<90 mi/min)

Cunen HamaJisiBaHe HA [103aTa, JIeYEeHHETO ce MPEKBbCBA, AK0

Br3pactan u Ocrara >33% Han u/nim IMonmxenue <JAI'H*

(<90 ml/min)

*JII'H: nomHa rpaHuila Ha HOpMaTa

**I'TH: ropHa rpaHuia Ha HOpMara

JleuenneTo MOe 1a Ce IOIHOBHY B 3aBUCUMOCT OT KJIMHUYHHUTE 00CTOSITEIICTBA.

HamansBane Ha 1o3aTa WM IPEeKbCBAHE HA JICUEHUETO MOJKE CBHIIO J1a C€ MMa MPEABH/, aKo ce
YCTaHOBST OTKJIOHEHUS B ITOKA3aTEJINTeE 32 OIICHKa Ha ObOpedyHaTa TyOyiHa QYHKIUS W/ WA TPU

KIMHHUYHU ITOKa3aHUs:

. IIporeunypus (n3ciaenBanero TpsOBa Ja ce HANpPaBU IPEIU 3al0YBaHE HA JICUEHHETO U BCEKH

Mecell CJIe/T TOBA)

. I'iroko3ypust IPH MalMeHTH 0e3 AMadeT U HUCKW HUBA Ha Kajui, ochaT, MarHe3uid Wit
ypatu B cepyMma, docharypusi, aMmuHoauMypus (MIPOCciieasBane Ipy HYXKa).

brOpeuna TyOynonaTus ce cho0IIaBa IpeIMMHO NPH JIela U IOHOIIH ¢ OeTa TajmaceMusi, IeKyBaHH C

EXJADE.
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[ManmenTture TpsiOBa 1a ObAAT HACOUCHH KbM HE(POJIOT U TOMBIHUTEITHH CIICIHATN3UPAHH

u3cnenBanus (kato ObOpeuHa OMOTICHS), aKO OIUCAHUTE TI0-J0JTy CHMITOMH C€ TIOSIBSIT BBIIPEKU

HaMaJIIBAaHETO Ha J103aTa U MPEKbCBAHETO Ha JICYCHUETO:

. CEPYMHUST KPEaTHHUH OCTaBa 3HAYMO MOBHUILCH U

. UMa TpallHK OTKJIOHEHHS B JIPYT MOKa3aTel 3a OlleHKa Ha ObOpeuHara GyHKIus (Hamp.
NpOTeHHYpUsi, CHHIPOM Ha Fanconi).

Yepuoapobua ¢yHKIHI

HabmronaBat ce moBUIIEHUSI HA YePHOIPOOHUTE (YHKIIMOHAIHU TECTOBE MPH MAIIMEHTH, JICKYBAHU C
nedepasupokc. B mocTMapkeTHHTOBYS TIeproT MMa ChOOIIEHS 3a CIydan Ha 9YepHOApOoOHa
HEJIOCTATBhYHOCT, TIOHSIKOTA ¢ (aTaJieH Kpaid, TP MaIMeHTH, JIeKyBaHu ¢ nedepasupokc. [ToBeyero ot
CHOOIIEHHSATA 32 Bh3HUKHAIA YEPHOPOOHA HEJOCTATHYHOCT Ca CBBP3aHH C MAMEHTH ChC
3HAYHUTENICH OpOil 3a00MIBaHMs, BKIIIOUHTETHO MPE/IIeCTBAIa YepHOApoOHa Mpo3a. Benpeku ToBa,
HE MOJXE JIa Ce OTXBBPJIM 3HAUYCHHUETO Ha JieepasupoKc KaTo JOMPHUHACSII MM BIOIIABaI
CBCTOSTHHETO PakTop (BK. Touka 4.8).

[IpemopwuBa ce n3cienBane Ha cepyMHUTE TpaHCAMHUHA3H, OnnnpyOrHa 1 ankanaara dpocdarasza
Ipe/ 3aroYBaHe Ha JICYCHUETO, Ha BCEKU 2 CEAMUIIM TIpe3 MIbPBHS MECeIl OT JICUCHUETO U Ha BCEKU
Mecell ciie TOBa. AKO MMa IEePCUCTUPAIIO0 M MPOrPECHpPAIIo MTOBUIICHHE HA HUBATa HA CEPYMHUTE
TpaHCaMWHA3W, KOWUTO HE MOTAT Jia ce mpunumart Ha Apyru npuanan, EXJADE tpsoBa na ce crpe.
Crnen KaTo ce M3sICHU MPUYMHATA 32 TIATOJIOTHYHHUTE IPOMEHH B YePHOAPOOHHUTE (PyHKIMOHATTHA
TECTOBE HMJIM CIIe]l BpbIIaHe KbM HOPMAJIHUTE HUBA, MOXKE JIa C€ MM MPEIBH/I IPEAIA3INBO TIOBTOPHO
3amoYBaHe Ha JICYEHHETO C MO-HUCKA 7032, OCJIEIBAHO OT MOCTENEHHO IIOBHIICHNE Ha 103aTa.

EXJADE He ce npenopbyBa MpH MaUEHTH ¢ TEKKO YepHoapooHo yBpexkaane (Kiac C mo Child-
Pugh) (Bx. Touka 5.2).
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Tabauma 4 O0001IeHrE HA IPEMOPBLKUTE 3a MPOCIEAsiBaHe Ha 0€301acHOCTTa

HN3caenBane Yecrora

CepyMmeH KpeaTUHUH JByKpaTHO npeau 3ar0YBaHe Ha TEPANUATA.
Bcsika ceqmuiia npe3 nbpBUA MECEL OT
TepanusTa uiM ciej] NpoMsHa Ha J03aTa
(BKJIFOUMTETHO TIPEMUHABAHE KbM JPyTa
nekapcTBeHa opma). Exxemeceuno cien

TOBA.
eraTI/IHI/IHOB KIIMPBHC Y/WIIH TIa3MEH HpC,E[I/I 3all04BaHC Ha TCparusTa.
OUCTaTUH C Bceska ccaMuUIla Ipe3 IbPBUA MECCI OT

TepanusTa UiM cjiej] NpoMsHa Ha J03aTa
(BKJTFOUMTETHO TIPEMUHABAHE KbM JPyTa
JeKapcTBeHa Gpopma).

ExemeceuHo cief ToBa.

[Iporennypus [Ipenu 3anouBaHe Ha TepanusiTa.
Esxemeceuno cien ToBa.
Hpyru mapkepu 3a OLieHKa Ha Cnopen Hy XAuTe.

O0bOpeuHaTa TyOynHa GyHKIUS (KaTo
HarpuMep TIIOKO3YPUs MIPH MAIHESHTH
0e3 quabeT W HUCKY HUBA Ha CEPYyMHUS
Kajui, ocdar, MarHe3uii UM ypar,
dochaTypus, aMuHOAMTYpHSI)

CepyMHU TpaHCAaMHHA3H, OMIIMPYOUH, [Ipenu 3anouBaHe Ha TepanusiTa.

ankanHa (ocdaraza Ha Bceku 2 cenMuIy npe3 IbPBUs MECeIl OT
TepanuaTa.
ExemeceqHo cien ToBa.

N3cienBane Ha ciiyxa M OYUTE IIpenu 3anouBaHe Ha TepanusTa.
ExeronHo cieq ToBa.

TesnecHo Tero, pbCT U CEKCYaIHO IIpenu 3anouBaHe Ha TepanusTa.

pa3BuTHUe Exeroano npu neauaTpuIHyA HaIlUCHTH.

[Tpu manueHTy, Mpu KOUTO OYAKBaHATA MPOIBIIKUTEIHOCT HA KHUBOTA HE € ToJiAMa (Harp. MpH
BHUCOKOPHCKOB MHUENIOTUCIIACTHYEH CHHAPOM), 0COOCHO KOTATO ChITTCTBAINHU 3a00JIIBaHKS MOTAT Ja
MOBHIIIAT PUCKA OT MOsIBAa HA HexkenaHu chouTus, mon3ute oT EXJADE morat na 6b1aT orpanudeHu u
Jla He TIPEeBb3X0KIAT pUCKOoBeTe. BenenacTBrue Ha ToBa, He ce mpenopbuba sieueHne ¢ EXJADE npu
TaKUBa MAI[UEHTH.

H606XO,I[I/IMO € MOBUIICHO BHUMAHUE IIPU MAITUCHTUTC B CTAPYCCKaA Bb3PaCT MMOPAaAX IIO-BUCOKATA
HUCCTOTA Ha HCKCJIAHU PCAKIIUU (HO-CHGLII/IaJ'IHO ,Z[I/IapI/IH).

JlaHHKTE TIPH JIe11a ¢ HeTpaHC(y3HOHHO-3aBUCHMAa TATaCEMHUS Ca MHOTO OTpaHHYeHH (BK. Touka 5.1).
B cnencreue Ha TOBa, Tepanusta c EXJADE Tpsi0Ba na 0b/1e BHUMATEIHO MOHUTOPHpaHa, 32
YCTaHOBSIBAaHE HA HEXEJIAHU PEaKIMU U MPOCieiIBaHe Ha HATOBAPBAHETO C JKEJA30 B I UaTPUIHATA
nomryanusi. OCBEeH ToBa, peau 3anouyBaHe Ha sieueHre EXJADE npu iena ¢ Te)ko HaToBapBaHe C
JKENS30, C TpaH(PY3HOHHO-HE3aBUCHMa TaIaceMUs, JISKapAT TPSAOBa Jla € HAsICHO, Y€ MTOCIEACTBHSITA OT
JUBJITOCPOYHATA €KCITO3UITHS MPU TaKKMBa MaIUEHTH KbM MOMEHTA Ca HEU3BECTHHU.

CTOMaIHHO-‘IDeBHI/I HapYIICHUA

C’BO6H_[aBa CC 3a ITI0s1IBa Ha A3BU U KbPBCHE OT TOPHUTC OTACIN HA TACTPOUHTCCTUHAJIHUA TPAKT IIPHU
MalMeHTH, BKIIIOYUTCIIHO ACHa U MMOApacTBAIlld, IMOJIydYaBalin ):[e(bepampoxc. HpI/I 4qacT OT
ManuCHTUTE CC Ha6J'IIO,Z[aBaT MHOXXCCTBCHHU sI3BH (B)K. TOYKa 48) Hma C’BO6H_ICHI/I$I 3a sA3BU,
YCIIOXXHCHU C TAaCTPOUHTCCTUHAJIHA nepq)opaulxm. C’BI_LIO TakKka nMa C’BO6]J.[CHI/I$I 3a CJIydad Ha q)aTaJ'IHI/I
TaCTPOMHTCCTHHAJIHU XEMOpAruu, 0co0eHo IIpU MaUCHTU B CTAPpYCCKa Bb3PACT ChC 3JI0OKAUYCCTBCHU
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XEeMAaTOJIOTHYHH 3a00JISIBAHUS H/WITH HUCHK Opoii Ha TpomOonuTrte. [To Bpeme Ha JICUYeHHETO C
EXJADE nexyBamuTe Jekapy U MAIMEHTUTE TPsIOBa Ja ObIaT HAIIPEK 3a MpHU3HAI ¥ CHMITTOMH Ha
CTOMAIITHO-YPEBHA $I3Ba WIH KbPBEHE OT CTpaHa Ha TaCTPOUHTECTHHAIHUS TPAKT U J1a UMAT TOTOBHOCT
CBOEBPEMEHHO J1a 3aII0YHAT IMO-HATATHIITHO U3CIICABAHE WITH JICUCHHE, B CIIy4al ue 3armoao3par
HAJIMYMETO Ha CEpPUO3HA HeXellaHa PeaKIns OT CTPaHa Ha TaCTPOMHTECTUHAHUS TpakT. Heobxoanmo
€ TIOBHUIIICHO BHUMAaHHE TIPH NarueHTH, konto npuemar EXJADE eqHOBpeMEHHO C BEIIECTBA C
n3sgBeH ynneporeneH norennuai, kato HCIIBC, koptukocteponan nnn nepopandu oudocdoHaTy,
NIPY TTIAIUEHTH, MTOyYaBalli aHTHKOATYJIAaHTH, KAKTO W TP MAIUEHTH ¢ TPOMOOIIUTH O]

50 000/mm? (50 x 10%/I) (Bx. Touxa 4.5).

Hapyiienus Ha koxara

ITo Bpeme Ha nedenneto ¢ EXJADE Moske fa ce mosBIT KOXHH 00puBH. B moBedero cirydan
o0puBHTE OT3BY4aBaT ClIOHTaHHO. KoraTo ce Haslara npekbCBaHe Ha JIEUCHHUETO, CIIell OTIIyMsIBaHEe Ha
0o0puBa, TO MOKeE J1a ce Bb30OHOBHU C MO-HHUCKA 1034, [I0CIIeIBaHa OT IOCTEIIEHHO IIOBUIIIABAaHE HA
no3ara. [Ipu TexxkuTe citydau, ToBa Bb300OHOBSBAaHE MOJKE [1a C€ IIPOBEE B KOMOMHAIMA C KPAaThK
NEepuo] Ha IPUIIOKEHHE Ha MIEpOpaIHU KopTUKocTepouan. ChoOIIaBar ce Cirydyan Ha TeXKH KOXKHU
Hexxenanu peakuun (SCARS), BkirountenHo cuuapom Ha Stevens-Johnson (SJS), Tokcuuna
enmuaepmaiHa Hekponmsa (TEN) u mekapcTBeHa peakius ¢ €03MHO(IIINS 1 CHCTEMHH CHMITTOMH
(DRESS), xouTo MoraT na ObJaT )KHBOTO3aCTpaIllaBaIlly Win JetaaHu. Ako ce mogosupa SCAR,
EXJADE TpsibBa na ce cipe He3a0aBHO U J1a He ce Ipuiara oTHOBO. [Ipu npeanucBane Ha
JIEKapCTBOTO HMAalMEHTUTE TPsIiOBa 1a ObAAT 3a03HATH C IIPU3HALIUTE M CUMIITOMHUTE Ha TEKKUTE
KOXKHHU pEaKkyH, 1 Aa ObJaT BHUMATEIHO HAOII01aBaHH.

Peakiiuy Ha CBPbX4YYBCTBUTEITHOCT

Ciy4an Ha CEpHO3HHU PEaKkLMH Ha CBPbXUYBCTBUTEIHOCT (KaTo aHa(MIAKTUYECH LIOK U aHTHOEIEM) ca
CHOOIICHN NPY MALUEHTH, NOIy4aBaliy Aedepasupokc, KaTo HAYaJ0TO Ha PEaKkLHsTa IPH [TOBEYETO
OT CJIy4yauTe, HACThIIBA MPE3 IbPBUS MECEL] OT JIeUCHUETO (BXK. TouKa 4.8). AKO Bb3HUKHAT TaKUBa
peaxiun, mpueMbT Ha EXJADE TpsiOBa na 6b1e mpeycTaHOBEH U 1a C€ OCUTYPH aJeKBaTHA
MeauIuHcKa nomol. JleyenneTo ¢ nedepasupokc He TpsiOBa Aa ce MOJHOBSABA IPH MALMEHTH, KOUTO
ca MMaJTi Peakiusi Ha CBPbXIyBCTBUTEIHOCT, TOPAJN PHCK OT aHA(QUIAKTHYCH IIOK (BX. Touka 4.3).

3pUTEITHN U CITYXOBH HAPYIICHUS

CrobmaBar ce CryXxoBH (OTCIIa0CH CIyX) M OYHM (TOMBTHSBAHE Ha JIelaTa) HapyIIeHus (BX.

Touka 4.8). [IpernopbuBa ce mperien Ha ciIyXa | 3peHUETO (BKIFOYUTEIHO (HYHIOCKOIHS) PEIU
3aroYBaHe Ha JICUCHUETO U Ha PEJOBHU MHTEPBAIM clie]l ToBa (Bceku 12 Mecena). AKo 1Mo Bpeme Ha
JICUCHHUETO Ce 3a0eieKaT HAPYIICHUS, MOXKE Jla CE MMa TPE/IBH/] MOHMKCHUE UM CITUpPaHe Ha J103aTa.

Hapyienus Ha kppBTa

ITo Bpeme Ha TOCTMapKETHHTOBYSI IIEPHOJ] C€ CHOOIIABa 3a MOsIBA Ha JICBKOIICHHUS, TPOMOOIIUTOIICHHUS
VI TIAHIIUTONIeHHsI (WITH arpaBUpaHe Ha TE3W IUTOIIEHUH) U arpaBrpaHa aHeMHUs IIPH TAI[MeHTH Ha
nedeHue ¢ nedepasuporc. [loBedeTo oT manueHTUTe ca MMalli MPEAX KAl XeMaTOJIOT HIHH
3a00JIIBaHNs, KOUTO YECTO ca OWiIM CBHp3aHy ¢ KOCTHOMO3bYHA HEJIOCTaThYHOCT. HezaBucumo ot
TOBa, JOTIPUHACSIIATA WU arpaBHpaliia pois He Moe Ja ce u3kimoun. HeoOxoaumo e na ce oomuciu
MPEKbCBAHE HA JICYCHUETO MPH MAIUEHTH, KOUTO Pa3BUAT HEOOSICHUMA [IUTOTICHUS.

[pyru

[IpenopbuBa ce exxeMeceyHo Npocie s IBaHe Ha CepyMHUS JEPUTHH, 3a Ja C€ OLICHU OTrOBOpa Ha
nalyueHTa KbM TepanusTa (Bx. Touka 4.2). Ako cepyMHHAT ¢epuThH criaga tpaiHo nmox 500 pg/l (mpu
CBpBXHATpYIIBaHE Ha jkes130 nopaau Tpancdysus) wiu nox 300 pg/l (mpu cuaapomu Ha
HeTpaHc(y3MOHHO-3aBHCHMa TaJlaceMusl), TpAOBa ja ce OOMMCIIN CIIMPaHe Ha JIEYSHUETO.

Pesynrarute oT n3cnenBaHusATa Ha CEPYMHHS KPEaTUHHH, CEPYMHHS (EPUTHH U CEPYMHHUTE
TpaHCaMHMHa3U TPsOBa /1a ce 3alMCBaT U PEIOBHO J1a CE OLIEHBAT 32 HaJMYUe HA TEHACHLHH.
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B 1Be KITMHUYHE IPOYYBaHUS PACTEXKBT U TIOJIOBOTO Pa3BUTHE HA JICNATa, JIEKyBaHU ¢ Aedepasnpokc
B IIPOIBDKCHIE HA 5 TOAMHH, HE Ce TTOBIHABAT (BK. Touka 4.8). Bepeku ToBa kaTo 00111a mpeama3Ha
MsIpKa TIPH JICYEHUETO Ha JIela ChC CBPBXHATPYIBAHE HA JKEJSI30 TIOPAIH TpaHChy3Hs, TEJIECHOTO
TETJI0, PhCTa U MOJOBOTO Pa3BUTHE TPSOBa Jia ce MPOCIEAIBaT MPEIU 3aM0YBaHe HA TepanusaTa U Ha
penoBHU MHTEpBaIu (Bceku 12 mMeceria).

Copaednara qucyHKIUS € U3BECTHO YCIOXKHEHNE HA TEXKKOTO CBPBbXHATPYIBaHE HA xkemsi30. [1o
BpeMme Ha gparocpodnoTo jgeuenne ¢ EXJADE tpsabBa na ce mpocnensBa chpaedHaTa QyHKINAS IPH
MAIMEHTHTE C TEKKO CBPBbXHATPYIIBAHE HA XKETS30.

45 B3aumoaeiicTBHe ¢ IPYI'H JIeKAPCTBEHU NPOAYKTH U APYru (popMu Ha B3auMoOJelicTBHE

besonacHocTTa Ha fAedepasupokc B KOMOMHALMS C APYTU XEJIATOPHU HA XKENA30TO HE € yCTAaHOBEHA.
3aToBa TOM He TPsiOBa Jja ce KOMOMHUpA C IPYrd BUIOBE XenaTupaiia Tepamnus (Bx. Touka 4.3).

BzaunmopeicTeue ¢ xpaHa

Hsma kMMHUYHO 3HaYMMU IPOMEHH BBB (papMakoKHHETHKaTa Ha aadepasupokc, korato EXJADE
TpaHyJIiu ce IpUeMar ¢ XpaHa. Bbrrpeku ye xpaHata Oorata Ha Ma3HUHU HsIMa 3HAYUMO BIIMSIHHC
BbpXY (hapMakoKuHeTHKaTa Ha nedepasupokc (nosumasane Ha AUC Ha cTernenTta Ha abcopOLust ¢
18-19%; 6e3 mpomsiHa B Cpay), IPENOPBHUBA Ce MedepasupoKc IpaHysIH Ja ce mprueMaT 6e3 XpaHa HiTH
c Jeka xpaHa (Bxk. Touka 5.2).

CpencTBa, KOUTO MOTaT Ja MOHMKAT cucTeMHaTa ekcrnosunms Ha EXJADE

Metabonmu3MbT Ha nedepaszupokc 3aBucu oT UGT ensumute. B npoyuBaHe mpu 3apaBu JOOPOBOIIN
€IHOBPEMEHHOTO IpHJIarafe Ha aedepasupokc (€IHOKpaTHO mpuitokeHa q03a ot 30 mg/kg mox
¢dopmara Ha aucneprupany ce TadneTkn) U MomHus UGT naaykTop, pudaMnuius, (MHOTOKPATHO
npuiiokeHa 103a ot 600 mg/neH) Boau 10 HaMallsiBaHE Ha €KCIO3UIUATA Ha fedepasupokc ¢ 44%
(90% CI: 37% - 51%). CnemoBarento, exnoBpemMentoTo npuiarane Ha EXJADE ¢ momern UGT
WUHIYKTOD (T.€. prudaMnuimH, kKapdamasenuH, eHUTonH, heHoOapOuTall, pUTOHABHUD) MOXKE Ja
JoBeJie JI0 TIoHIKaBaHe Ha edukacHocTTa Ha EXJADE. CepymHuusT ¢epuTHH Ha nmanueHTa TpsaoBa na
ce MpocJiesiBa Mo BpeMe U ciel] komOuHanmsra u go3ata Ha EXJADE Tpsa6Ba na ce mpoMeHH, ako e
HEOO0XOANMO.

ITo BpeMe Ha MEXaHHCTHYHO MTPOYYBAHE 3a ONpPE/ICIIsTHE Ha CTENeHTa Ha CHTepOXenaTaieH KpbroBpaT
€ YCTaHOBEHO, Y€ XOJIECTUPAMUH 3HAYNMO HaMaJIsiBa €KCIO3UIHUATA Ha 1e(epasupoKe (BXK.
Touka 5.2).

Bsaumonelicterue ¢ Muaa3oiaM U APYIU cpeacTBa, KouTto ce meradboamsupar or CYP3A4

B npoyuBane cpen 3apaBu JOOPOBOIJIIM €HOBPEMEHHOTO NMPUIIOKEHUE Ha AedepasupoKce Mo
(dopMaTa Ha AucTIepTHUpaIy ce TadeTku U Munazonam (cyoctpat Ha CYP3A4) Bonu 1o HamansiBaHe
Ha eKCIo3unuATa Ha Muazoiaam ¢ 17% (90% Cl: 8% - 26%). B kimnHnYHA 00CTaHOBKA € BE3MOYKHO
edexThT Aa Obae no-sBHO u3paseH. Ciae0BaTesHO, HOPAJH Bb3MOKHOCTTA OT IIOHMKaBaHEe Ha
e(rKacHOCTTa € He0OXOJMMO Ja Ce BHIMaBa Y NpuIiaraHe Ha aedepasupokc B KOMOMHAIHS ChC
cyOcranmu, kouto ce Metabonusupar upe3 CYP3A4 (kato HanmpuMep LUKIOCIIOPUH, CHMBACTaTHH,
XOPMOHAJIHA KOHTPaLUeNTHBH, OCIpUANI, EproTaMHH).

BsaumoneiicTBue ¢ penariiHWI U APYTH CPEACTBA, KOUTO ce MeTabonmsupat ot CYP2C8

B npoyuBase cpej 31paBu J0OPOBOJIIM €IHOBPEMEHHOTO ITpHJIarane Ha aedepasupokc, KaTo yMepeH
CYP2C8 unxuburop (30 mg/kg/nen o popmaTa Ha TUCIIEPTUPAIIN Ce TAOIETKH) M PETATTIHHUL —
CYP2CS cybcrpar, npuiarad B egHokparHa jo3a ot 0,5 mg, nosuiaa AUC u Cx Ha pernarinHug
ChOTBETHO ¢ 0K0J10 2,3 b1 (90% CI [2,03-2,63]) u 1,6 mb1r (90% CI [1,42-1,84]). Twit kato
JIEKaPCTBEHOTO B3aMMOJICHCTBHUE MPH J103a 10-BUCOKa OT 0,5 MQ penarjauHul He € YCTaHOBEHO,
eJHOBpPeMEHHaTa yrorpe0da Ha nedepasupoKe U penarjuHug TpsOBa aa ce u30srasa. Ako
KOMOMHAIIMATA € HAJIOXKHUTEIHA, TPsIOBa Ja ce IPOBEK/1a BHUMATEIHO KIMHUYHO HAOJII0ICHUE U
TpociieisBaHe Ha KpbBHATA 3axap (Bxk. Touka 4.4). He Moke 1a ce U3KIII0UN B3aNMOIEHCTBHE MEKIY
nedepasupokc u apyru cyocrparu Ha CYP2C8 kaTo makjiuTakcel.
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BsauMosielicTBre ¢ TeoOWINH B APYTH CPEJICTBA, KOUTO ce MeTabonmsupar ot CYP1A2

B npoyuBane nipu 31paBu JOOPOBOJIIU €THOBPEMEHHOTO MPUIaraHe Ha jJedepasupokc KaTo
naxuoutop Ha CYP1A2 (MHOTOKpaTHO mpriarane B 103a ot 30 mg/kg/nen nedepasupoxc mon
(dopMmata Ha aucneprupainy ce tadyetkn) u cyocrpara Ha CYPL1A2 teodunun (enHOKpaTHA 1032 OT
120 mg) Boau no noumasane Ha AUC na Teopunun ¢ 84% (90% Cl: ot 73% mo 95%). Crax Ha
€HOKpaTHAaTa 7032 He CE MOBJIUSABA, HO CE OYaKBa JIa HACTHIU NoBHIaBaHe Ha Chay HA TCOPUINH TPU
MHOTOKPATHO npuiiarane. [lopaau Ta3u npuirHa HE ce MPEnophYBa eJHOBpEMEHHATA yIIOTpeOa Ha
nedepasupokc u TeodminH. [Ipu chbBMeCTHO MPHIIOKEHUE Ha Jedepasupokc u TeopuiuH TpsOBa 1a
ce MMa MPEeJIBU/I MPOCIISASIBAHE HA KOHIICHTPAIUATA Ha TeO(IINH 1 HaMaJIsiBaHe Ha J1o3aTta my. He
MOTAaT JIa C€ M3KJIF0YAT B3aUMOJICHCTBUS MEKIY Aedepasupokc u apyru cyoctpatu na CYPLA2. 3a
cyOcTparuTe, KOuTo ce Metadonusupar npeaumio ot CYPLA2 1 uMmar TeCeH TeparneBTUICH WHICKC
(Hamp. KJI03aluH, TU3aHUVH) BaXKaT CHIIUTE PEHOPHKHU, KAKTO TP TEO(IIIHH.

Jonbanurensa uHpopmanus

EnHoBpeMEeHHOTO NMpUIIOKEHHE Ha e epasupoKe U ChIbPKAIM aTyMUHUN aHTHALUAHN POIYKTH
He e oumanHo npoyuBaHo. Benpeku e aedepasrpokc nma mo-HUChK apUHATET KbM aTyMUHHUS
OTKOJIKOTO KBbM JKEIS30TO, HE ce TIPENophyUBa Ja ce MpreMaT rpanyjinuTte aedepasupokc chbe
CHIbPKAIHM aTyMUHUH aHTHALUIHN TPOJYKTH.

EnnoBpemeHnHOTO npuitarane Ha fedepasrpokc ¢ BEIecTBa C U3BECTEH YIIEPOreHEH MMOTeHIHAT,
kato HCIIBC (BKJIIOUHTETHO alleTHICATUITIIOBA KIUCEIIMHA BbB BUCOKH 1031 ), KOPTUKOCTEPOUIH
WK TiepopaiiHu OupochOoHATH MOXKE JIa TIOBUIITH PUCKA OT TACTPOUHTECTUHAIIHA TOKCHYHOCT (BIK.
touka 4.4). EAHOBpEeMEHHOTO NpujiaraHe Ha qed)epa3supoKC ¢ aHTUKOAryJIaHTH MOXKE ChIIIO Taka Jia
MOBHIIIY PUCKA OT TAaCTPOMHTECTHHAJICH KPhBOU3IMB. Heo0X0AMMO € BHUMATEITHO KIMHUYHO
MpocIiesBaHe Ipyu KOMOUHUpPaHe Ha JiehepasupoKe C Te3H BEIIECTRA.

4.6 @epTUINTET, )PEMEHHOCT H KbPMEHe

BpemenHoct
3a nedepa3upokc HsIMa KIMHUYHY JaHHU 32 eKCro3upanu OpemeHHOCTH. [IpoyuBanusTa mpu

JKMBOTHH IMOKAa3BaT pCPOAYKTUBHA TOKCUYHOCT IIPHU TOKCUYIHU 3a MainKaTta 031 (B)K. TOYKa 53)
HOTGHHI/IaJ'IHI/ISIT PHUCK IIpU XOpa HE € U3BCCTCH.

Kato npeanasna msapka ce npenopbusa EXJADE na He ce n3non3sa no Bpeme Ha OpeMEHHOCT, OCBEH
B Clly4yail Ha KaTeropuyHa HeOOXOJUMOCT.

EXJADE moe 1a HaMmasii e(hUKacCHOCTTa Ha XOPMOHAIHUTE KOHTpalenTuBy (BK. Touka 4.5).
[IpeniopbuBa ce EHUTE C AeTEPOACH MOTESHINAI JIa N3MOJI3BAT TOBIHUTEIHN HIH allTePHATHBHU
HEXOPMOHAITHU METOM 3a KOHTparermnus, korato npuemat EXJADE.

Kopmene
[Ipu mpoyuBaHusATa BEPXY )KUBOTHH € JIOKa3aHO, ue edepasupokc ce eKCKpeTrpa Obp30 U B

3HAaYUTENIHA CTETICH B KbpMaTa Ha Maiikata. He ce HaOmtoaBa HUKaKbB €eKT BbPXY MOKOJICHHUETO.
He e u3BecTHO nanu nedepa3supokc ce eKCKpeTrupa B YoBemkara Kbpma. He ce mpernopryBa KbpMeHe,
nokaro ce npueMa EXJADE.

DepTUnuTer
Jlunicear nannu 3a eprunutera npu Xxopa. [Ipu KUBOTHU HE c€ OTKPUBAT HEKEIIAHU PEAKIIUU BHPXY

(GepTrinTeTa HA MBKKUTE M KEHCKUTE MHAUBUIM (BXK. TouKa 5.3).

4.7 EdexTn BbpXy cnoco0HOCTTA 32 mo¢upaHe U padoTa ¢ MAIIUHA

EXJADE mnoenusiBa B MaJika CTEIEH CIIOCOOHOCTTA 3a modupane u padoTa ¢ MamuHu. [lanuenTure,
UMaIli HevecTara HexellaHa PeaKiys Ha 3aMastHOCT TPsIOBa Jja MOJIX0XKAT MPEa3IuBO TPU

mogupane u padbora ¢ MammHu (BX. Touka 4.8).
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4.8 Hexenanu JJeKApCTBEeHU PeaKIMu

O6006menne Ha mpoduaa Ha 6e30MacHOCT

Haii-uecture peakiuu, cboOIIaBaHU 110 BpEMe Ha XPOHHYHO JICUCHHE B IPOBEICHUTE KIIMHUYHH
npoyuBaHus ¢ aedepazupokc noj popMaTa Ha TUCIIEPTUPAIIN ce TaOJISTKH PU Bb3PACTHU MAITUCHTH
U JieTa, BKIIFOYBAT CTOMAITHO-YPEBHH HApyIIeHNUs (TJIABHO TaJIcHe, MOBPhINAHEe, JHAPHS UK KOPEMHHU
00J1K1) ¥ KOXKEeH 00puB. J(uapusra ce cho0IaBa Mo-4ecTo IpH Jela Ha Bb3PacT OT 2 10 5 roAuHU U
NIPY TIAIMEHTH B cTapyecka Bh3pacT. Te3u peakiuy ca J0303aBUCUMU, IPEIMMHO JICKH JI0 YMEPEHO
TEXKH, TI0 TIPABUIIO IPEXOHU ¥ MTOBEYETO OT3BYYABAT JIOPH, AKO JICUCHUETO CE MPOIBIIKH.

[To Bpeme Ha KIMHUYHATE IPOYYBAHUS JJ0303aBUCHMO TOBHIIIABAHE HA CEPYMHHUS KPEaTHHUH
BB3HHUKBA NP OKOJIO0 36% OT MalMEeHTHUTE, BRIPEKU Y€ B IOBEUETO CIydayd OCTaBa B TPAaHULIUTE Ha
HopMara. [IoHwkeHne B cpeiHusI KpeaTHHHHOB KIMPBHHC ce HaOIII0/1aBa KakTo P TEeANATPHYHH,
TaKa U IpH Bb3PACTHH TAIEHTH ¢ OeTa TaJlaceMus M CBPbXHATPYIBaHE Ha XKeJI30 Mpe3 IbpBaTa
TO/IMHA OT JICYCHNETO, HO MMa JJAHHH, Y€ HE NMPOIBIDKABA Jla Ce MMOHIKaBa Npe3 CIEeBALINTE TOANHH
ot neyennero. CpoOIIaBa ce 3a MOBUIIABaHE HA CEPyMHHTE TpaHcaMHHa3M. [IpermoppuBa ce peJoBHO
mpocensBaHe Ha ObOpedHnTe 1 YepHOAPOOHUTE MoKa3aTenu. CiryxoBuTe (MOHIKEH CITyX) H
3puTenHUTE (MIOMBTHABAHE Ha JICIIATa) HApyIICHHUs HEe ca YECTH U C€ MPENOpbhYBAT €KETrOTHH
nperiean (Bx. Touka 4.4).

CpoOmmaBar ce cirydad Ha TeXKH KOKHH HexkenaHu peakiui (SCARS), BKIFOUATETHO CHHIPOM Ha
Stevens-Johnson (SJS), rokcuuna enuaepmanna vekposnusa (TEN) u nekapcTBeHa peakius ¢
eosuHo¢mus u cucremuu cumntomu (DRESS), npu ynorpebara na EXJADE (Bk. Touka 4.4).

Tabnau4yHO Mpe/cTaBsiHe HA HEKENAHUTE PEAKIIUH

HeskenanuTe peakiyu ca MmoapeeHu M0-101y Ch0oOpa3HO CIIEAHUS MPUHIUIT: MHOTO YecTh (>1/10);
yectr (>1/100 no <1/10); wewectr (>1/1 000 no <1/100); peaxu (>1/10 000 mxo <1/1 000); mHOTO
penxu (<1/10 000), ¢ Heu3BecTHA YecTOTa (OT HATUYHUTE TAaHHU HE MOXe 1a Objie HalpaBeHa
orieHka). [Ipu BCsiko TpymupaHe B 3aBUCHMOCT OT YECTOTATa, HEKETAHUTE JICKAPCTBEHU PEAKINH Ce
W30pOSIBAT B HU3XOJISI PEJI 1O OTHOIICHUE HA TSIXHATA CEPHO3HOCT.

Tabnuna 5
Hapymenus Ha kpbBTa M TuMHATA cUcTeMa
C HensBecTHa [annuronenus’, TpOMGOIMTONICH S, ArPABUPAHA AHEMUS
YecToTa! HEYTPOIEHUS
Hapymenust Ha UMYHHATa cucTeMa
C HensBecTHa Peakiuu Ha CBPBXUyBCTBUTEIHOCT (BKIIOUUTEITHO aHA(UIAKTUIHU
4yecTora! peakiuu u anruoenem)’
Hapyumenust Ha MeTa00/1M3Ma U XPaHEHETO
C HensBecTHa MeraGonuTHa anuo3a*
YecTora:
Icnxnunmn HapymeHust
Heuecru: TpeBOKHOCT, HAPYIIEHNS Ha ChHS
Hapymennst Ha HepBHATa cucTeMa
Yectu: I'maBoGonue
Heuecru: 3amastHOCT
Hapymennst Ha ounTe
Heuecru: Karapaxra, MakynonaTus
Penxu: OnTHueH HEBPUT
Hapymennst Ha yxoTo 1 JJaOMpHHTA
Heuecru: I'myxota
PecniupaTopun, rpbAHHM M MeIMACTHHAJTHA HAPYILICHHUS
Heuecru: JlapunreanHa 6onka
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CTroMallHO-4YpeBHH HapylLIeHusl
Yecrn: JHuapus, 3amek, HOBpbLIaHE, rajicHe, KOPeMHH OOJIKH, IIOAyBaHE Ha
KOpeMa, JUCTICIICHS
Heuectu: lNacTponHTeCTHHANIEH KPBBOU3IMB, CTOMAIIHA 513Ba (BKJIFOUUTEIHO
MHOXECTBEHH f3BH), A3Ba Ha [BAHAECETONPHCTHUKA, TACTPUT
Penxwu: Ezodarur
C HemsBecTHA [acTponHTeCTHHAIHA ITephOpaIs’, OCThP MAHKPEATHT
4yecTora!
XenaToOuaIuapHu HapyLIeHUs!
Yecru: IToBumiaBane Ha TpaHCAMHUHA3UTE
Hegectn: XenaTuT, X0JeINTHA3a
C HemsBecTHA YepHOapoOHa HETOCTATHYHOCT"
4yecTora!
Hapymenns Ha KokaTa U NOJKOKHATA ThKAH
YecTn: OO6puB, cHpOEK
Heuectu: Hapyena nurmenTanus
Penxu: JlexapcTBeHa peakys ¢ €03MHOQWINS U CUCTEMHH CUMIITOMU
(DRESS)
C HeusBecTHa Cunnpom Ha Stevens-Johnson', xumepceH3UTHBEH BACKYIIAT
4YecToTa: ypTHKApHs, eputeMa MynTH(OpMe', alonenus’, TOKCHIHA
enuaepmania nekpommsa (TEN)
Hapymienusi Ha ObOpenuTe U NMKOYHUTE MbTUIIA
MtHoro uectu: IToBuiIEeH KpeaTUHUH B KPbBTa
Yectu: [Iporennypus
Heuecru: BbrOpeuna TyOynonatus (mpuaoduT cuHapoM Ha Fanconi),
[IIIOKO3YPHS
C HemsBecTHa Octpa 6B0pedHa HeIOCTATHYHOCT , TYOYIOMHTEPCTHIHATICH
4ecToTa: Hepput', HedponuTHaza', penanHa TyOyaHa Hekposa'
OO0 HapymeHus 1 epeKTH HAa MSICTOTO HA MPHUJIOKeHHe
Heuectu: [Tupekcust, 0TOK, yMopa

Hexemnann pc€aknuu, C’LO6H_IGHI/I 10 BpEMC Ha NOCTMAPKETHUHTOBUSA OIIUT. Te ca O606H.IGHI/I oT
CIIOHTaHHHA C"[>06I]_ICHI/IH, 3a KOUTO HEC BMHArv € Bb3MOXXHO HAaJIC’KAHO [1a C€ YCTAHOBH YCCTOTATa
WJIKM IPUYNHHO-CJICACTBCHATA BPb3Ka C CKCIIO3ULUATA HA JICKAPCTBCHUA IIPOAYKT.

Onucanne Ha N30pPaHU HEXKEJIAHHU PEaKINU

JKnrb4yHN KaMBHU U CBBP3aHU OMIIMapHU HApYILLIEHUs Ce ChOOIIaBaT Ipu OKoJIO 2% OT MALEHTHUTE.
[ToBumieHNs Ha CepyMHHTE TPAaHCAMHHA3M C€ ChOOIIABAT KaTO HeXeJlaHa JIEKapCTBeHA PeaKIns

npu 2% ot nauuentute. lloBuienusTa Ha TpaHcaMyuHasute noseve ot 10 mbTH Hax ropHaTa
pedepeHTHa rpaHuIa, KOUTO IpeArnoaraT xenarur, He ca yectu (0,3%). [1o Bpeme Ha
NOCTMAapKETHHTOBHS OIHT C e epasrupoKe 1Mo popMara Ha TUCTIEPTHPALIN Ce TAOIETKH ce
cbo0IaBa 3a ciry4au Ha YepHOAPOOHA HEIOCTATHYHOCT, MMOHAKOra (haTaHa, 0COOSHO MPH MAIMEHTH C
HpeIIecTBalla YepHoApoOHa upo3a (Bxk. Touka 4.4). Mima mocTMapKkeTHHIrOBH ChOOIICHUS 32
Cllydau Ha MeTaOOJIMTHA alu103a. BOIIIMHCTBOTO OT ManMEeHTHUTE ca UMaId OBOPEYHN HAPYyLICHUS,
O0pOpeuna TyOysonartus (cuHIpoM Ha Fanconi) win auapus, Wiy HIKaKBH JAPYTH ChCTOSHUS, TIPH
KOHMTO HApYIICHUETO Ha KUCEITMHHO-AJIKATHOTO PABHOBECHE € N3BECTHO YCIOXKHEHHE (BXK. ToukKa 4.4).
HabmtogaBanu ca cepro3HU CiIy4au Ha OCTBP MaHKPEaTUT, 0€3 JOKYMEHTHPaHH MO JIeKAIIH
OunmapHu HapyuieHus. Kakto npu octaHanuTe BUAOBE XelaTHpalla Tepanus 3a ’eJsi30, 3aryda Ha
CIIyX 3a BUCOKHTE YECTOTH U IIOMBTHSBAaHE Ha Jenara (paHHa KaTapakTa) ce HabJrogaBaT HEYeCTo
NpY MAIMEHTHUTE, JICKYBaHU C eepasrupokc (Bxk. Touka 4.4).

KpeaTnHNMHOB KJIMPBHC [IPH CBPBXHATPYIIBAHE HA JKEJIA30 MOpaan Tpacqysus

B perpocnektrBeH MeTa-aHanu3, mpoBejaeH npu 2 102 Bp3pacTHH U IeJUaTPUYHM HAlMeHTH ¢ OeTa
TaylaceMMs U CBPbXHATPYIBAaHE Ha XKeJs30 nopaau Tpacy3un (BKIOUBAI NALMEHTH C Pa3InIHU
XapaKTepUCTUKHU, KATO HAIPUMEP MHTEH3UBHOCT Ha TpaHCPYy3UNTE, JO3UPOBKA U MPOIBIKUTEITHOCT
Ha JICUEHHETO), JIEKYyBaHH ¢ Aedepa3supokc noj GopMaTa Ha JUCTIEPTrUpaIIX ce TabJIETKU B IBE
PaHIOMU3UPaHU KIMHUYHY IPOYYBaHUs U YETUPU OTBOPEHH MPOYUYBAHHMS, C IPOIBIKUTEIHOCT 10
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MeT TOIMHY, ce HabJI0jaBa CpeTHO TOHKEHNE Ha KPeaTHHUHOBHUS KIUpHHC ¢ 13,2% mpu
BB3pacTHUTE HanueHTu (95% Cl: -14,4% no -12,1%; n=935) u ¢ 9,9% (95% CI: -11,1% no -8,6%;
n=1 142) npu nmeauaTpUIHATE MAITUEHTH, IPe3 ITbpBaTa roauHa oT jJeueHuneto. Ilpu 250 marueHTH,
MPOCIeISIBAaHU 32 TIEPUO/T IO TIET TOAMHH, He ce HaOII01aBa Mo-HATATHINHO TTOHIKEHNE B CPETHUS
KpPEaTHHUHOB KIUPBHC.

KimHUYHO npoyyBaHe Ny MAIMeHTH ChC CHHAPOMU Ha HETPaHC()Y3MOHHO-3aBUCHMA TaIaceMusl

B 1-romummo npoyuBane Ha aedepasupokc (o popmaTa Ha AUCTIEPTUPAITH c€ TAOIETKH B 1032

10 mg/Kg/nen) npu MaIMEeHTH ChC CHHIPOMHU Ha HETpaHC()y3MOHHO-3aBUCHMA TATaCEMUSI U
CBpPBXHATPYIBaHE Ha xkemsa30, quapust (9,1%), oopus (9,1%) u ranene (7,3%) ca Haii-uecto
ChOOIABAHUTE HEXKETTAHN PEaKIiK, CBbP3aHH C MPOyYBaHUs MPoayKT. OTKIOHEHHS B HUBATa HA
CepyMHUS KPEaTHHUH U CTOMHOCTUTE HA KPEATHHUHOBUS KIIMPBHHC ce ChOOIIAaBaT ChOTBETHO MPH
5,5% u 1,8% ot marmenture. [loBuiraBane Ha 9YepHOAPOOHNTE TPAaHCAMHUHA3H 2 THTH HAJl U3XOIHHUTE
U 5 IBTH HaJ TOpPHA TPaHUIIA Ha HOpMaTa ce choOmasa mpu 1,8% ot manueHTure.

Ileduampuuna nonynayus
B 1Be KNIMHUYHU MTPOYYBAaHHS PACTEXBT U MMOJOBOTO PA3BUTHE HA MEAUATPUIHUTE TTAIIHEHTH,
JIEKyBaHH ¢ nedepasupoKc B MPOIb/DKCHAE HA 5 TOAMHY, HE Ce TOBIUABAT (BXK. Touka 4.4).

[Ipu meawaTpuyHM MAMEHTH HA BB3pacT 2 JI0 5 TOAWHU ce ChoOIaBa Mo-4ecTo 3a MOosBa Ha TUAPHS,
OTKOJIKOTO TIPY TIO-BBH3PACTHUTE MAIUCHTH.

Cryuyan Ha Ob0pedyHa TyOyIonaTus ce ChoOIaBaT MPEANMHO TPH JIela ¥ FOHOIIH ¢ OeTa TalaceMus,
NPOBEXIAIIH JIeUeHHe ¢ Aedepasupokc. B mocTMapkeTHHIOBUTE CHOOLICHUS] BUCOK IPOIICHT OT
Clly4anTe Ha MeTabOJIMTHA alua03a, Bh3HUKBAT NPH Je1la B KOHTEKCTa Ha cCHHApoM Ha Fanconi.

CpoOmraBa ce 3a Ciydad Ha OCTHpP HaHKPEATHT, 0COOCHO IPH JIe1a ¥ FOHOIIN.

Cpo0111aBaHe Ha IOJ03MPAHN HEXKETAHU PEAKIIUN

Cpo0miaBaHeTo Ha IMOI03MPAHH HEXKEIIaHU PEaKIIuH CIie/l pa3peiiaBaHe 3a ynorpeda Ha JIeKapCTBeHHS
MPOAYKT € BaKHO. T'OBa IMO3BOIISIBA [1a TIPOIBIKY HAOIOJEHHETO Ha ChOTHOIIIEHUETO TT0JI3a/PUCK 32
JeKapcTBeHUs MPOoAyKT. OT MEAUIIMHCKHUTE CISIIMATNCTH CE H3UCKBA J1a ChOOIIaBaT BCAKA
MOI03UPaHa HeXKeJlaHa Peakius Ype3 HallMOHAITHA CHCTeMa 32 ChOOIaBaHe, MOCOYCHA B

[punoxenue V.

4.9 TIlpemno3mpane

Cp0o0111eHM ca cilydan Ha npejgosupane (2-3 mbTH HaJ MpeAnrucaHaTa J103a 3a HIKOJIKO ceaMulln). B
€/IMH OT CIIy4auTe, TOBA € JIOBEJO JI0 CYOKIMHUYEH XEeTaTUT, KOWTO € OT3BYyYall Clie]T
npeycTaHoBsBaHe Ha npuema. Enunnunu 103u 80 mg/kg nedepasupokc noa popmara Ha
JIMCIIEpTUpAaIy ce TabJIeTKH (ChOTBETCTRAIIM Ha 1032 56 MQ/KQ rpaHyin) mpu ManueHTy ¢ TajaaceMus
" CBPBXHATPYNBAHE HA KCJIA30 Ca NIPUYNHHNIIN JICKO IraICHE U JUapus.

OCTpI/ITe IIpU3HaOM Ha OPCA03NUPaHEC MOXKE Jia BKIIFOYBAT I'aJICHE, ITIOBPHIIAHE, r1aBo0oJINe U auapus.

IIpeno3upanero Moxe Ja ce JeKyBa 4pe3 MpeIn3BUKBAaHE HA MOBPBIIAHE WM Ype3 CTOMAITHA
MIPOMHBKA U YPE3 CHMIITOMATUIHO JICUCHHE,
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5. ®APMAKOJIOTHYHU CBOVMICTBA
5.1 ®dapmakogHHAMUYHHU CBOHCTBA
®apmakoTeparneBTuyHa rpyna: Xensso xenatupamu cpenctsa, ATC koa: VO3ACO03

MexaHuzbM Ha IEUCTBUE

Hedepazupokc e nepopalieH xenarop, KOHTo € BucokocelekTuBeH 3a xens3o (1), Toii e Tpu3bo
JIUTaH]], KOWTO CBBhP3a JKEISI30TO ¢ BUCOK aduHUTET B oTHOIIEHUE 2:1. [ledepasupokc yBennuasa
EKCKpeIusTa Ha XKeIA30To peauMHO ¢ dereca. Jledepasupokc nma HUCHK aQUHUTET KbM [IUHKA U
MENITa U HE NPUYHHSBA MOCTOSHHO HUCKU CEPYMHU HHBA Ha TE3U METANHU.

DapmakoanHaMU4HU eheKTH

[Tpu enHO METa0OMMTHO MPOYUBAHE HA JKENA3HOTO PaBHOBECHE HAa BH3PACTHH MAIEHTH C TaJaceMus
ChbC CBPBXHATPYIBaHE Ha JKeNs30, nedepazupokc B qHeBHU 103 oT 10, 20 u 40 mg/kg non popmara
Ha JUCTIEpPTUpaIIy ce TabJeTKU HHIYLMpa CpeIHA HETHA EKCKPEIHs ChbOTBETHO

Ha 0,119, 0,329 u 0,445 mg Fe/kg TenecHo Terio/eH.

KinnnuHa eukacHoCT ¥ 6€300aCHOCT
IIpoBeneHu ca M3MUTBAHMS 32 KIIMHUYHA e()UKACHOCT Ha Jedepasupokc o hopMaTa Ha
JUCTIEPTUPAIIN Ce TaOJICTKH.

Hedepazupokc e uzcneapan npu 411 Bp3pacthu (Ha Bb3pact >16 rogunn) U 292 nena (Ha Bb3pacT
oT 2 10 <16 rouHN) ¢ XPOHUYHO CBPBXHATPYIIBAHE HA JKEJSA30 MOpaau KpbBonpenuBanus. Ot
nenata 52 ca Ha Bp3pacT oT 2 10 5 roguan. OCHOBHUTE 3a00JIsIBaHKS, HAJIarally NpeIuBaHe,
BKITIOUBAT O€Ta TaJllaceMHUsl, ChPIIOBUIHO-KJIEThYHA aHEMHS M IPYTH HACIEJACTBEHU U IPUAOOUTH
aHeMuu (MUEOUCTIIIACTUYHU CUHAPOMH, cuHIpoM Ha Diamond-Blackfan, annactuuna anemust u
JPYTH MHOTO PEJKH aHEMUH).

EsxenmneBHOTO JieueHue ¢ nedepasupoke 1o popmaTa Ha JUCIIEPTUPAIIU ¢ TAOJETKU B 1031

ot 20 u 30 mg/kg 3a exHa romuHA PU YECTO TpaHCc(Hy3UpaHH BH3PACTHH NAIMEHTH U Jiena ¢ 0eTa
TayaceMus BOJH JI0 IOHW)KEHUE Ha MOKa3aTeIUTE 3a JKEeNA30TO B opranu3Ma. UepHoapoOHHTE
KOHIICHTPAI[MK Ha JKEJIs30 ca MOHMWKEHH ChC ChOTBETHO 0K0JI0 -0,4 1 -8,9 mg Fe/g uepen npod
(buoricu4HO CyXO0 Tero (C.T.)) CPEIHO, a CEPYMHHUSAT PEPUTHH € IOHUKEH ChC CHOTBETHO OKOJIO -36 1
-962 pg/l cpenno. B chimTe 1031 OTHOILICHUATA HA €KCKPEHSITA Ha )KETSA30: MPUEMBT Ha XKeJs30 €
choTBeTHO 1,02 (Toka3BaIo HeTHUS *Kelie3eH Oananc) u 1,67 (1oka3Baiio HETHOTO OTICIISTHE Ha
Kens30). Jedepazupoke HHAyIMpPa CXOAHA OTTOBOPH MPU MAIIMEHTUTE ChC CBPhXHATPYIBAHE HA
JKENSI30 ¢ APYTH BUIOBe aHeMus. JlHeBHuTe 103U oT 10 mg/kg non dhopmaTa Ha AMCIIEPTUpAILH CE
TabJeTKH 32 eJIHA TOJJMHA MOXKeE JIa MOTbPKaT HUBaTa Ha YepHOAPOOHOTO KETSA30 U CEPYMHHUS
(bepuTHH U UHAYIHPAT HETEH JKeJie3eH OaaHC MY MallMEHTHTE, MOMYYaBallld PEJIKU MPETUBAHUS U
oOmeHHH npenuBanus. CepyMHUST (DEPUTHH, OLICHEH Ype3 eXeMeCceqHO MPOociie/IsiBaHe, 0Tpa3siBa
MPOMEHUTE B KOHIIEHTPAIUUTE Ha YePHOPOOHOTO KEJA30, KOETO MOKa3Ba, Ye TCHICHIIMUTE B
cepyMHUS (pepUTHH MOKeE J1a Ce U3MOJ3BAT 3a MpOocieIsiBaHe Ha OTTOBOPa KbM TEpaIusTa.
OrpaHn4eHuTe KIMHAYHY JaHHu (29 ManyueHTH ¢ HOpMalHa chplieyHa QyHKIHs B Hauanoto) ¢ MRI
MoKa3Bar, ue JiedeHuero ¢ aedepasuporc 10-30 mg/kg/nen noa popmara Ha AUCTIEPTUPALIH CE
TabNeTKH 3a 1 roarHa MOXKe CHINO Ja MOHMKH HUBATa Ha JKEIS30TO B ChpiieTo (cpeaao MRI
T2*nopumenue ot 18,3 no 23,0 MuuceKyHIn).

['maBHUAT aHAIM3 HA OCHOBHOTO CPAaBHUTEIHO MPOyYBaHe Npu 586 maruenTy, cTpaaaniy ot 6era
TayaceMHs U CBPBbXHATPYIBAHE HA XKEJSA30, TIOpa TpaHC(y3us He TIOKa3Ba He - HH()EPUOPHOCT Ha
nedepasupokc 1moJ1 popmara Ha JUCIEPTHPAIH ce TAOJIETKH CIIPSIMO Je)epOKCaMUH B aHal3a Ha
obmara rpymna narrestd. OT Post-hoc ananu3a Ha TOBa MpOy4YBaHe M3IIIEK/A, Y€ B MOJrpynaTa Ha
MAIMEHTUTE ¢ YSPHOAPOOHHU KOHIIEHTPALIMHU Ha *kels130To >7 mg Fe/g ct, nekyBanu ¢ nedepasupokc
nox ¢opmata Ha aucneprupainy ce tadserku (20 u 30 mg/kg) nnu nedepoxcamut (35 10

>50 mg/kg), ca MOCTUTHATH KPUTEPHUUTE 32 He - HH)EPUOPHOCT. BhIpekn ToBa pu NanyueHTuTe ¢
YyepHOAPoOHA KOHIIEHTpalus Ha xens30 <7 mg Fe/g cr, nekyBanu ¢ nedepa3upokc noj popmara Ha
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mucnieprupaiuu ce tabnerku (5 u 10 mg/kg) nunn nedepoxcamun (20 go >35 mg/kg), ve -
UH(EPUOPHOCT HE € YCTAaHOBEHA MIOPaId HECKBUBAJICHTHOCT B IO3UPAHETO Ha JIBaTa XenaTopa. Tasu
HECKBUBAJICHTHOCT Bb3HUKBA, ThI KaTO Ha MALMCHTHTE Ha Je(hepOKCaMuH € OHMJIO TTO3BOJICHO Jia
OCTaHaT Ha CBOATA J103a OT MPEI¥ MPOYYBAHETO, JOPU aKO Ts € OMJIa MO-BUCOKA OT OIpe/ieieHaTa OT
NpPOTOKOJIA 103a. B TOBa MUJIOTHO MPOy4YBaHEe ca y4aCTBAJIM METACCET U IIECT MAMSHTH Ha Bb3pacT
non 6 roauHY, kKato 28 ca nony4aBanu aedepasupokc moja popMarta Ha JUCIIEPTUPAIU CE TAOICTKH.

OT npeaKIMHUYHUTE U KIMHUYHHUTE IPOYYBaHMA U3TIeKa, Ye aedepasupoke noa Gpopmara Ha
JUCTIEpPTUpaIIy ce TabJIeTKH MOXKeE Jia € TOJIKOBA aKTHBEH, KOJIKOTO Ae(hepoKCaMHH, KOraTo ce
M3M0J13Ba B JO30BO ChoTHOIIEHHE 2:1 (T.e. m03a Ha Aedepasupokc noj GopmaTa Ha JUCTIEPTUPAIIIHN CE
TabJETKH, KOSITO YHCIICHO € HAaMOJIOBUHA OT Jo3arta Ha aedepokcamun). [Ipu aedepasupokc rpanynu
MOJKe J1a ce OOMHCIIH J030BO choTHOIEHHE 3:1 (T.e. 103a JedepasupoKc rpaHyIH, KOSTO YHCICHO €
€/IHa TpeTa OT J03aTa Ha JedepokcaMuH).Bripexu ToBa Te3u MpernopbKy 3a JO3UPaHe He ca OLlCHEHH
MPOCHIEKTUBHO MPH KIIMHUYHU POYYBAHMUSI.

OcBeH TOBa, MPH MAIMEHTHUTE ¢ YePHOAPOOHA KOHIIEHTpAIHS Ha kKenn30To >7 mg Fe/g ¢t ¢ pasnuynu
BUJIOBE PEJIKM aHEMUH MJIU ChPIIOBUIHO-KJICThYHA aHeMUsl, iedepasupoKe Mo opmMara Ha
qucneprupariu ce Tabnerku B 1o3a 10 20 u 30 mg/kg Boau 10 MOHMKEHUE HA YePHOIpOOHATA
KOHIICHTpAIHA Ha XKeIA30TO U Ha CEpyMHUS PePUTHH, KOUTO ca CPABHUMU C MOTYYCHUTE MPU
MaleHTH ¢ 6eTa TaJaceMusl.

B 5-roguiiiHo 00cepBaIllMOHHO MIPOYYBaHE, B pAMKUTE Ha KOeTo 267 Jielia Ha Bb3pacT OT 2 10

<6 roauHu (pU BKJIFOYBAHE B POYYBAHETO) ¢ TpaHC(y3HOHHA XeMOCHIepo3a MpruemMar
nedepasupokc, He ce YCTaHOBSIBa KIMHUYHO 3HAYMMAa PasiifKa B mpoduiia Ha 6€301acHOCT U
noHocuMocT Ha EXxjade npu neauaTpuuHu NalMeHTH Ha Bb3pacT OT 2 0 <6 TOJMHHU CHpsSMO o01iaTa
HOMyJIAIMS OT Bb3PACTHU U MO-TOJICMH MEAUATPHYHHU TTAIIMCHTH, BKIFOUUTEIHO OBHUIIABAHE HA
CepyMHHUs KpeaTHHUH ¢ >33% u HaJl TOpHaTa TpaHulla Ha HOpMaTa B >2 MOCJIE0BATEIHU CITyqas
(3,1%) u noBuIIaBaHe Ha anaHWH aMHHOTpaHcepaszata (ALT) Hag 5 mbTH ropHATa rpaHUIA HA
Hopmara (4,3%). Cpo0maBar ce eJMHUYHU cllydad Ha nmosuinasane Ha ALT u acnaprar
amuHOTpanchepazara crorBeTHO pH 20,0% u 8,3% ot 145-Te manuenTy, 3aBbPUIIN IPOYYBAHETO.

B npoyuBane 3a omeHka Ha Oe30macHOCTTa Ha Iedepasupokc GUIMHPAHH U TUCTIEPTUPAIIN CE
TabJyieTku, 173 Bb3pacTHU U NMEIUATPUYHH NAIUSHTH C TPAHC(PY3MOHHO-3aBUCUMA TaJaceMHUsl UITH
MUEJIOIUCIIACTUYCH CHHIPOM Ca JIEKYBaHU B MIPOIBJDKeHNE Ha 24 cenqmuiii. HabmonaBan € cpaBHUM
npodui Ha 6e301acHOCT 32 PUIMHPAHU U JUCTIEPTUPAIIN Ce TaOIEeTKH.

IIpu manueHTn cbC CHHAPOMHU Ha HeTpaHC(y3HOHHO-3aBHCUMa TaJlaCeMHUs M CBPbXHATPYIBaHE Ha
JKEJS30 JICUEHUETO ¢ edepazupokc noa popmara Ha AUCHEPrHPAILH ce Ta0IETKU € OLIEHEHO B X01a
Ha 1-TOAMIIHO, PaHIOMHU3UPAHO, IBOMHOCIIAINO, I1ale00-KOHTPOIUPaHo npoyyBane. [IpoyuBanero
CpaBHsBa e()MKaCHOCTTA Ha JIBE Pa3IMYHU CXEMH Ha JieueHue ¢ aedepasupokc nox popmara Ha
JECIieprupaiy ce TabaeTku (Havaana j1o3a ot 5 u 10 mg/kg/meH, 55 nanueHT: BbB BCAKO
TEpaneBTUYHO pamo) U JieueHue ¢ mianebo (56 nanuent). B npoyuBaneTo ca BKIIOYEHH

145 p3pacthu u 21 neauaTpuyHy nauueHTU. [IbpBUYHUAT MTOKa3aTen 3a eUKACHOCT € MPOMSHATa B
KOHILIEHTpaMATa Ha keJs130To B uepHus 1pod (LIC) crpsimMo n3xoanara cieln 12-MeceyHo JieueHue.
EnuH oT BropuuHHUTE TIOKa3aTeNy 3a e(UKaCHOCT € IPOMSHATa B HUBOTO Ha CEpyMHUsI (DepUTHH
MEK/1y U3XOTHO HUBO M YeTBBPTOTO TpuMeceune. [Ipu Hayanna no3a ot 10 mg/kg/nen nedepasupokc
noJ ¢opMaTa Ha TUCTIEPTrUpaIIn ce TabJeTKU BOIH /10 MOHM)KaBaHE Ha IMOKa3aTeJIUTE 3a 00IIOTOTO
ChIbpKaHUE Ha KeJs130 B oprann3Ma. CpeaHo, KOHIEHTPALUsTa Ha )KeJIs130 B UepHUs Ipod ce
noHmwkasa ¢ 3,80 mg Fe/g c.T. npu nanueHTure, JeKyBaHu ¢ Aedepasupokc mnox Gpopmara Ha
JHcneprupainy ce tadiaerk (HadaiaHa no3a ot 10 mg/kg/nen) u ce nosumana ¢ 0,38 mg Fe/g c.t. npu
nalnueHTHTe, JeKyBanu ¢ mianebo (p<0,001). CpeaHo, HUBOTO Ha cepyMHUS (PEPUTHH ce TIOHMKaBa C
222,0 pg/l mpu nanpeHTUTE, IEKYBaHu ¢ Aedepazupokc moja popMaTa Ha AUCTIEPrHPALIH CE TaOJICTKH
(mavanna no3a ot 10 mg/kg/nen) u ce moumasa ¢ 115 pg/l mpu nanuenTuTe, IEKyBaHu ¢ mIanedo
(p<0,001).
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5.2 @apmakoKHHETHYHHM CBOICTBA

EXJADE rpanynu nemorcTpupaT mo-pucoka ornonamngHocT cipsimo EXJADE non ¢popmara Ha
mucrieprupaiiy ce tabnerku. Ciie agantupaHe Ha KOJMYECTBOTO HA aKTHBHOTO BEIIECTBO,
rpaHyiuTe (C KOJMYECTBO Ha aKTHBHOTO BemiecTBO 4 x 90 mQ) ca ekBuBanenTHr Ha EXJADE
TACIICPTHPAIITH ce Ta0JIETKH (C KOJIMIECTBO Ha aKTUBHOTO BetmecTBo 500 MQ) 1o OTHOIIICHUE HA
cpeaHaTa IO 1o KpuBara ,,koHuenTpanus-speme” (AUC) Ha rimagHo. Cpay € noBuiieHa ¢ 34%
(90% ClI: 27,9% - 40,3%); aHanu3 Ha KIMHAYHATA €KCIIO3UIIHS/OTIOBOp 00ade He MOKa3Ba 3HAYNMO
BJIMSIHUE HA TOBA MTOBHIIICHHUE.

AOGcopouus
Hedepasupoke moa Gpopmarta Ha TUCTIEPTHUPAITN ce TAOJIETKH ce abcopOupaT ciie] IepopaTHO

MPUIOKEHUE ChC CPETHO BpEMe 10 MaKCHMAaJIHATA I1a3MEeHa KOHIEHTPANUS (tmay) OT

okouo 1,5 10 4 gaca. A6comornara omonanmmaHoct (AUC) Ha gedepasnupokc mox hopmaTa Ha
JUcTieprupaniu ce Tadnetku e okoio 70% B cpaBHEHHE C HHTpaBeHO3HaTa /103a. AOCOMOTHATA
OMOHANTMYHOCT Ha TPAHYyJHUTE HE ¢ YCTAHOBeHA. broHanmmuHOCTTa Ha Jedepasupokc rpanysim e ¢ 52%
MO-BHCOKA OT Ta3W MPH JUCIICPTHPAIIUTE CE TAOICTKH.

M3nutBane 3a e)ekTa Ha XpaHaTa, BKIIOUBAIIIO MPHJIAraHETO HA TPAHYIIH MPH 3apaBH T0OPOBOJIIH Ha
TJIaJHO U ¢ Oe/IHAa Ha Ma3HUHU (ChIbpPXKAHUE HA Ma3HUHU = NPpUOIU3uTeIHO 30% OT KAJIOPUUTE) UK
Oorara Ha Ma3HHHU (ChIbpKaHUe HAa MasHUHU >50% oT kanopuute) xpana mokassa, ye AUC u Cpax
ca JIEKO TIOHMKCHH CJIe] pueMa Ha OelHa Ha Ma3HUHM XpaHa (¢hoTBeTHO ¢ 10% u 11%). Ciien
npueM Ha Oorara Ha Ma3HuHU XpaHa, camo AUC e nieko noBuiena (¢ 18%). Koraro rpanynure ce
mnmpuemar ¢ 5[6'bJ'IKOBO IMIOPE UIIN KUCEJIO MIIIKO, JIMIICBA BJIIMAHUEC HA XpaHarta.

Pasnpenenenue
Hedepa3upokc ce cBbp3Ba BbB BUCOKA cTeneH (99%) ¢ ma3MeHUTe OSNIThIIM, MTOYTH H3IUIO ChC

cepyMHUs ajJOyMUH B UMa MaJIbK 00eM Ha pasnpesieieHue oT mpuonusnutenHo 14 nurpa npu
BBH3PACTHH.

BuoTpanchopmarus

' TIOKypOHUPAHETO € TJIAaBHHUAT METAOOMTEH BT 3a Aehepasupoke ¢ MmocyeaBaina OumapHa
eKcKpenus. BeposTHO € ChINECTBYBAHETO Ha JCKOHIOTHPAHE Ha TIFOKYPOHHUINTE B uepBaTa U
mocreaBaia peadbcopOrius (€eHTepoxenaTaacH UKBI): B IPOYUIBAHE MPH 3paBH J0OPOBOJIIIH
MPUJTaraHeTo Ha KOJECTHPAMHKH CIIe/l €IHOKPATHO MpHIarane Ha aedepasupokc Boau 10 45%
MOHMKEHUE Ha eKcro3unusTa Ha aedepasupoke (AUC).

Hedepazupokc ce rmokyponupa riaBao o UGT1A1 u B no-manka crenen ot UT1A3.
Karanuzupanust or CYP450 (oxcunaTiBeH) MeTaboMu3bM Ha JieepasupoKe H3IIIexk/1a € MUHIMAJICH
npu xopa (oxoio 8%). He ce Habnro1aBa HUKakBO MHXHOMpaHe Ha MeTabonu3ma Ha edepa3supokc oT
XHIpOKcUypes in Vitro.

EnumMunupane
Hedepa3upokc 1 MeTabOIMTUTE MY Ce eKCKpeTHpaT OCHOBHO BbB (erieca (84% oT mo3aTta).

brOpeunara exckpenus Ha gedepasupokc U Metabonurure My € MEHUMaIHa (8% ot jo3aTa).
CpenHusT eTMMHHAIMOHEH TOIYXKHUBOT (t1/2) Bapupa oT 8 10 16 yaca. B GumnapHara eKCKperuns Ha
nedepasupokc yaactsart Tpancrnoprepure MRP2 u MXR (BCRP).

JIMHENHOCT/HENIMHEHHOCT

Crmax 1 AUCy 24n Ha 1ehepasupokc ce MOBHIABAT MPUOIU3UTEIIHO JUHEHHO C J103aTa IIPH YCJIOBHS Ha
CTaIMOHAPHO ChCTOsTHKE. [Ipr MHOTOKPATHO J03HUpaHe eKCIIO3UIIMATa HapacTBa ¢ (hakTop Ha
akymyiupane ot 1,3 no 2,3.
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XapaKTepUCTUKHU Ha MMAIIUEHTUTE

Tleouampuunu nayuenmu

Oo61mmara excno3unus Ha roHomuTe (12 1o <17 roxgunn) u aena (2 qo <12 rogunu) Ha nedepasupokc
clie]l €IHOKPATHA U MHOTOKPATHH JIO3M € MO-HUCKA OT Ta3u NP Bb3pacTHU manueHTH. [Ipu nema

o1 6 ToUIITHA BB3PaCT EKCIO3UIMATA € 0K0JI0 50% Mo-HUCKA, OTKOJIKOTO IPHU Bb3pacTHH. Thif KaTo
Jlo3aTa ce MPOMEHSI MHVBHUIYATHO B 3aBHCUMOCT OT OTTOBOpa, HE CE OYaKBa TOBA Jia UMa
MOCJIEICTBHSL.

Lon

JKenure uMaT cpeiHO MO-HUCHK NMPUBHUACH KIUpBHC (¢ 17,5%) 3a nedepa3upokc, B CpaBHEHUE C
MBxKeTe. Tl KaTo JO3UPAHETO CE MPOMEHS MHIUBUYATHO B 3aBUCUMOCT OT OTTOBOPA, HE CE OYaKBa
TOBA Jia UMa KJIMHUYHU MTOCJIEICTBHUS.

Hayuenmu 6 cmapuecka 6v3pacm
®dapMakOKHHETUKATA HA Jeepa3supoKC HE ¢ MpOoyYBaHa MPH MalMEHTH B HAIIpeHANIa Bh3pacT (Ha
BB3pacT Ha U HaJ 65 roauHm).

bvopeuno unu ueproopodbuo yepescoane

dapMakoKHHETHKATa Ha IeepasupoKc HE € IPOyYBaHa MPH MAMEHTH ¢ ObOPEUHO YBPEKAAHE.
dapMakoKHHETHKATa Ha e epasupoKC HE ce TIOBIUSIBA OT HUBA HA CEPYMHHTE TPaHCAMHHA3U
JI0 5 TbTH HaJ| TopHAaTa pedepeHTHA TPaHUIIA.

B kJIMHUYHO NpOyYBaHE MPH STHOKPATECH MPHEM Ha nedepa3upokc moj Gopmara Ha JUCHEPTUpPAIIN
ce TabmeTku B 103a oT 20 mg/Kg, cpentaTa ekcrio3uius € Ousia mosuiieHa ¢ 16%, npu nanueHTH ¢
aeko yepHoapoOHo yBpexaane (Kimac A mo Child-Pugh) u ¢ 76% nipu naumeHTuTe ¢ yMepeHo
yepHoapoOHo yBpexaane (Kimac B mo Child-Pugh), cripsimo marienTiTe ¢ HopMaiHa 4epHOApoOHa
¢ynkuus. Cpennara Cryx Ha e epasupoKe MpH MAIMEHTH C JIEKO WA YMEPEHO YePHOAPOOHO
yBpexkaaHe ¢ Ouia nmosuiieHa ¢ 22%. [Ipu enuH nanmueHT ¢ Texko yepHoapooHo yBpexaane (Kmac C
no Child-Pugh), excriozunusta e 6uina nosuimieHa 2,8 nbTu (BXK. Touku 4.2 u 4.4).

5.3 IlpeAKTHHUYHU JAHHH 32 6€30MACHOCT

HexnuHuuHWTE JaHHY HE MTOKa3BaT 0COOEH PUCK 3a Xopa Ha 0a3aTa Ha KOHBEHIIMOHATHUTE
(apMaKoIOTHYHH MPOYIBAHUS 32 0€30MACHOCT, TOKCHYHOCT P MHOTOKPATHO MpHJIaraHe,
TeHOTOKCHUYHOCT WJIHM KaHI[eporeHeH noTeHuan. OCHOBHUTE pe3yJiTaTh ca 0bOpeyHa TOKCHYHOCT
NOMBTHsIBaHE Ha JiemaTa (kaTapakra). [logoOHu pe3ynraTu ce HaOo1aBaT Npyu HOBOPOJCHH U MJIald
»uBOTHH. CunTa ce, ye ObOpeyHaTa TOKCHYHOCT € OCHOBHO MOPay OTHEMAaHE Ha JKEJS30TO MPH
JKUBOTHH, KOUTO TIPEIM TOBA HE ca OMIIU ChC CBPBXHATPYIBAHE HA KEJIS30.

TecToBeTe 3a FeHOTOKCHYHOCT iN VItro ca orpurarentu (Tect Ha Ames, TeCT 32 XpOMO30MHH
abepanun), Makap ue aeepasupokc Mpean3BUKBa 00pa3yBaHe Ha MHUKPOsIpa in ViVO B KOCTHHUS
MO3BK, HO HE U B YepHHS Jpo0, Ha TUIbXOBe 0e3 HATPYIBaHE Ha JKEJISA30 B JICTANHHU J103H. TakuBa
eeKTH He ce HaOIIoIaBaT MpHy TIHXO0BE, PH KOUTO MMa MPEIBAPUTEIIHO HATPYIIBAHE HA JKEJIS30.
Jedepasupokc He ce € oKazan KaHI[epOTeHEeH, MPH MPUIIOKEHUE Ha ITBX0BE TP €JJHO 2-TOJIUIITHO
NPOYYBaHE W TPAHCTEHHU pS3+/- XeTepO3UTOTHN MHIIKH IIPH €IHO 6-MeceuHo poyyuBaHe.

IToTeHnnaTbT 32 TOKCHYHOCT KbM PEMPOAYKTUBHUATE (PYHKIINHU € OLIEHEeH MPH IITHXOBE U 3aHIIH.
Jedepasupokc He € OuiT TepaTOreHEeH MPH ITHX0BE, HO € JIOBEIT JIO MMOBHINIEHA YeCTOTa Ha IIPOMEHH B
CKeJIeTa 1 0 MBbPTBH PaXkJIaHWs NIPY NpUjlaraHe BbB BUCOKH J03H, OKa3aJIH C€ CHJIHO TOKCHYHH 32
KEHCKHUTE IIPH KOUTO HE € NMaJI0 CBPbXHATPYIIBaHE Ha emst30. Jledepaznpoke HIMa Apyry epexTH
BBPXY (hepTunnTeTa NN PEPOLYKTUBHUTE BH3MOKHOCTH.
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6. DAPMAIIEBTUYHMU JAHHHA

6.1 CnuchbK Ha NIOMOIIHHUTE BeleCTBA

MukpokpurcTagHa 1elyn03a

Kpocnosugon

TloBugon

MarnesueB cTeapar

CunuuueB TMOKCH, KOJOUIeH Oe3BOCH

TTonoxcamep

6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha romHoOCT

3 roguH"

6.4 CroenuajHu yCJ0BHS HA ChXpaHeHHE

To3u nexkapcTBeH MPOAYKT HE M3UCKBA CIICIIMAIHY YCIOBHUS Ha ChXPaHECHHUE.
6.5 Bwuau chabprkaHue Ha OMAKOBKATA

Carera ot nosuetusieH repedranar (PET)/anymunwuii/monuerunes (PE) doswo.
Enunnunu onakoBkH, ceabpikamy 30 camiera.

6.6 CnenuaJHu Npeana3Hu MepPKHU MPH U3XBBPJIsIHE

Hsama CricnuyaJiIHi U3UCKBAaHUA.

7. HPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Upnannus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EXJADE 90 mg rpanyau
EU/1/06/356/020

EXJADE 180 mg rpanyiau
EU/1/06/356/021

EXJADE 360 mg rpanyiau
EU/1/06/356/022
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9. JATA HA ITbPBO PASPEIIABAHE/IIOJHOBSBAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

Jara Ha rppBO paspemanane: 28 aBryct 2006 T.
Jata Ha mocneaHo mogHoBsiBaHe: 18 amprr 2016 r.

10. [JATA HA AKTYAJIMBUPAHE HA TEKCTA

ITonpoOHa mHpOpManHS 3a TO3M JIEKAPCTBEH MPOAYKT € IMpefocTaBeHa Ha yeOcaiita Ha EBpomeiickara
areHIys Imo Jiekapcraara http://www.ema.europa.eu
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HPUJIOKEHMUE 11

NPOU3BOIAUTEJL, OTTOBOPEH 3A OCBOBOXK/JIABAHE
HA ITAPTHUIN

YCJOBUS NJIK OT'PAHUYEHUSA 3A JOCTABKA U
YIHOTPEBA

APYI' YCJIIOBUSA N UBUCKBAHUSA HA
PASPEHIEHUETO 3A YIIOTPEBA

YCJOBUSA NWIN OT'PAHUYEHUS 3A BE3OITACHA U
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUS ITPOAYKT
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A.  MPOU3BOJUTEJL, OTTOBOPEH 3A OCBOBOKJIABAHE HA
IHAPTU AN

HwMe 1 afipec HA MPOU3BOAUTENIA, OTTOBOPEH 332 0CBOOOXKIaBaHEe HA MAPTUINTE

Novartis Pharma GmbH
Roonstrafle 25

D-90429 Nirnberg
T'epmanus

b. YCJIOBUs NJIX OTPAHUYEHUA 3A TOCTABKA U YIIOTPEBA

JlekapCTBEHUSAT MPOAYKT C€ OTIYCKa MO OTPaHU4eHo JeKapcko npeanucanue (Bx. [Ipunoxenne
Kpatka xapakrepucTuka Ha MpoayKTa, Touka 4.2).

B. JAPYI'M YCJIOBUA U U3NCKBAHHUSA HA PASPEIHIEHUETO 3A YIIOTPEBA

. IlepuoguyHy aKTyaJTu3UPAHU JOKJIAAU 32 0€30ACHOCT

W3uckBaHuATa 32 [10JJaBaHE HAa IEPUOAUYHH AKTyaTU3UPAHH JOKJIAaau 3a 0€30MacHOCT 33 TO3U
JIEKapCTBEH MPOAYKT ca IIOCOYEHH B CITUCHKA ¢ pedepeHTHUTe nat Ha EBpomneiickus cvio3 (EURD
CITUCHK), TipenBuaeH B wi. 1078, an. 7 ot Jupexrusa 2001/83/EO, 1 BbB BCHUKH CIISABAIIN
aKTyalnu3aluy, MyOJUKyBaHU Ha €BPONEHCKUS yeOnopTai 3a JIeKapcTBa.

. YCJI0BUsA NI OT'PAHUYEHUSA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUA ITPOAYKT

o Ilnan 3a ynpaBienue Ha pucka (ITYP)

I1PY TpsbBa na n3BbpIIBA U3UCKBAHUTE AEHHOCTH U IEHCTBHUS, CBBP3aHHU C MIPOCIIeAsIBaHE Ha
JeKapcTBeHaTa 6e3011acHOCT, ocodeHu B ogodpenus IIYP, npencrasen B Monyn 1.8.2 Ha
paspelIeHreTo 3a ynoTpeda, KakKTo ¥ IPY BCUYKY CJIe/IBAIllY ChIVIACYBAaHH aKkTyanu3auuu Ha [TYP.

Axrtyammsupas [IYP tpa6Ba na ce nogasa:

° 1o uckaHe Ha EBporieiickara areHius no JIieKkapcTBara;

. BHHATH, KOTaTO CE€ U3MEHS CHCTeMaTa 3a YIIpaBlIeHUE Ha PrcKa, 0COOEHO B pe3yiTar Ha
MoJTyJaBaHe Ha HOBa MH(OPMAIIUs, KOSITO MOXeE J1a JIOBEE /IO 3HAYUMHU ITPOMEHH B
CHOTHOIIIEHUETO TT0JI3a/PUCK, WIH CJell JOCTUTaHe Ha BayKEH eTarl (BbB BpBh3Ka C MPOCIesIBaHe
Ha JIeKapCTBeHATa 0€30MaCHOCT Wi CBEX/IaHE Ha PUCKA 10 MUHUMYM).

o JloMbJIHUTEIHY MEPKH 32 CBEKIaHe HA PUCKA 10 MUHUMYM
ITPY Tpsab6Ba na unpopmupa EBponeiickara arenmus no nekapcrsara 1 CHMP 3a pesynrature
OT Iporpamara 3a HaOJII0/IeHHe BbB BCSKa IbprKaBa WICHKA.

KaxTo e copen m3uckBaHusATa Ha 3aKOHOIATEIICTBOTO, cienanute ceprno3nu HIIP tpsoBa na ce
U3Mpaniar He3abaBHO Ha ChOTBETHUTE KOMIIETEHTHH BIIACTH KaKTO U Jia ce 00001aBar B
JIOKJIaIUTe TIO-TOpE:
o lloBumenue Ha yepnonpoduute enzumm>10xI'PI’
Cepro3HO NOBUILICHHE HAa KPEaTUHUHA
Pesynrarute ot Ob0peyHHTE OMOTICHH, aKO Ca HATMYHU
Karapaxtu
3ary0a Ha ciayxa
Knbunu kaMmbHU

O O 0 O O
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IIpenu myckane Ha ma3apa Ha EXJADE BBB Beska mbpikaBa WieHKA, IPUTSKATEIAT HA Pa3peIIeHUETO
3a ynotpeba (ITPY) Tps6Ba na chriacyBa ChabpkaHHETO B (hopMara Ha 0Oy4HTEIHATA IIporpama,
BKITIOUHTEITHO CPE/ICTBATA 32 KOMYHHKAIIWS, HAYWHA HA Pa3POCTPAHEHUE U BCHUYKH JIPYTH aCTIEKTH
Ha rporpamara ¢ HarmoHaaHHUs KOMIIETCHTEH OpTaH.

OOyunTenHaTa mporpama Heid Aa TOBHIIH HHOOPMHUPAHOCTTA HA MEAUIIMHCKUTE CIICIINAIUCTH U
MNAalMEeHTHTE U J1a CBEZIE 10 MUHUMYM PHUCKOBETE OT:
e  HENpUIbpKaHE KbM J03UPOBKaTa U OMOJOTHYHOTO MPOCIIEAsIBaHE
e  TPEUIKH MPH JO3UpPaHe Ha JIEKAPCTBOTO MOPaAX IPEMHUHABAHE OT eHa popMa KbM
apyra (mucneprupaiiy ce TabJaeTKu U GUIMUPAHH TaOJICTKH/TPaHyJIH).

IIPY TpsbBa ma rapanTHpa, 4 Mpy MyCKaHETO Ha Ta3apa BbB BCAKA IbpKaBa WICHKA, KbIETO
EXJADE mie ce mapkeTHpa, BCHIKA METUITMHCKY CIICIIHATNCTH U TAITCHTH, KOUTO Ce OYaKBa 11a
MpemucBaT, otiyckaT u n3nomsBatr EXJADE, ca cHabneHu cbe cieqHus OOyJInTeNIeH MMakeT 3a
BCHYKH HAJTMIHH JIEKapCTBEHH (PopMU (Hamp. JUCTIEPTHUPAIIH C€ TaOJIETKH, GUIMHPAHA TAOJIETKH U
TPaHyliN) U 32 BCHYKU TIOKA3aHMS

e  OOyuuTeNeH MaTepuan 3a JIeKapsi

e llH(dopMmanMoOHEH MaKeT 3a MalueHTa

Cren myckaHe Ha Iazapa € He00X0AUMO AOIBIHUTEIHO NEPUOJUYHO Pa3lIpOCTpaHEeHUe, 0COOEHO
clIe]] BaYKHA MPOMSIHA, CBbP3aHa ¢ 0e30M1aCHOCTTa B IPOAYKTOBaTa HH(GOPMALUS, N3UCKBAIIA
KOpUTHpaHEe Ha O0YUYHUTEIIHUS MaTepHall.

[IPY Tps6Ba na M3Moa3Ba pa3IMyHN ONAKOBKH, OTMCTEPH U TaOJIETKH 32 BCHYKH JIEKapCTBEHU (HhopMHU
(mucnieprupariy ce TabaeTku ¥ GUIMHPHU TaOJIETKH/TPAHYIIH).

OOyunTEeTHUAT MaTepUal 3a JIEKapH TPsOBa a ChABbpKa:
e Kparka xapakTepucTHKa Ha IPOIYKTa
e PBKOBOACTBO 32 MEOUIMHCKUTE CHELUAINCTH

PHKOBOACTBOTO 32 MEIMIIMHCKUTE CNIENHATIMCTH TPIOBa 1a ChABPXKA CIICTHUTE OCHOBHU
CJIEMEHTH:
e  OnucaHue Ha HAIMYHHUTE JIEKaPCTBEHU (popMu Jedepazupokc (Hamp. JUCHeprupay ce
TabNeTKH, GUIMUPAHH TaOJIECTKHU U TPAHYIIH)
o PasnuunuTe cxemu Ha MpuiIaraHe
o PasnuuHuTe yCIIOBHS Ha MpHiaraHe
o Tabnuua 3a npupaBHABaHE Ha J03aTa IPU IPEMUHABAHE OT €JHATa JIEKapCTBEHA
¢dbopma KbM JIpyrata
e [IpenmopbUMTETHUTE 03U U IIPABUIIA 32 3aII0YBaHE HA JICYCHHUE
HeoOxomumocTTa 1a ce mpociieisiBa €XKeMeCeuyHO CEpYMHUST (EPUTHH

e Toga, ue nehepa3upoKC NPUUMHSBA [TOBHIICHE HA CEPYMHHUSI KDEATUHUH NIPU HAKOU
MMalMEHTH
o HeobxoaumocTTa 1a ce mpocie/isaBa CepyMHHSIT KpEaTHHUH
e  JIByKpaTHO MpEM 3all04YBaHE Ha JIEUEHUETO
e Bcska ceamulia rpe3 ObpBUs MECEI] OT 3all0YBaHE HA JICUEHUETO WITU
CJIEJ] TPOMSIHA Ha TeparusTa
e  EsxeMeceyHO clie]l TOBa

o HeobxomumocrTa na ce monmxku no3ara ¢ 10 mg/kg, ako cepymuus
KpEaTHHHH CE MOBHIIIABA:
e  Bwn3pactau: >33% Hax U3XOAHOTO HUBO U KPEATHHUHOB KIUPHHC <
nonHara pedepentra rpanuna (IPT) (90 mi/min)
e  Jleuna: unm >ropHata pedepentHa rpanuua (I'PI) mm
KpPEaTHHHUHOBUAT KIMpBHC Najia 10 </[PI" Ha nBe nmocnenoBarenHu
BU3UTH.
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O

Heo0xonumocTTa Aa ce mpeKbCHE JICUSHUETO ClIe]] HaMallsiBaHe Ha [103aTa,
aKO CEpYMHUSAT KPEaTHHUH C€ MOBUILABA!
e  Bwn3pacTHu u neua: octaBa >33% Haa U3XOAHOTO HUBO WU
kpeatnHUHOB KiupbHC </IPT" (90 ml/min)

o HeobxoaumoctTa na ce ooOmMucian Ob0peunHa Ouorncus:

e  Koraro cepyMHUAT KpeaTUHUH € MOBUILEH U, aKO HE C€ OTKpPHUE IPYTO
MAaTOJIOTUYHO OTKJIOHEHUE (Hamp. IpOTEeUHYpUs, IPU3HAIU Ha
cuHapoM Ha DaHKOHM).

e 3HaYeHHWETO Ha U3MEPBAHETO HAa KPEATHHUHOBHSI KIIMPHHC
e Kparpk mperien Ha METOANTE 32 M3MEPBAaHE HA KPEaTHHUHOBUS KITUPHHC

e Toga, 4e MOKE J1a HACTBIN ITOBUIIICHHE Ha CEPYMHHUTE TPAHCAMUHA3H TIPH NALlUECHTH,
nexyBaau ¢ EXJADE

@)

O
O

HeobxomumoctTa oT YepHOAPOOHN (HYHKIIMOHAIHN TECTOBE TPEAH MPEAUCBAHETO, &
CIIe/T TOBa Ha ©KEMECEUYHHN MHTEPBAIIN WIH TT0-9ECTO, aKO € KIIMHUYHO TIOKa3aHO

Jla He ce mpeamnicBa Ha MAMEHTH C IPEIX0KIAAI0 TEKKO YePHOIPOOHO 3200 s1BaHe
HeobxoxnmocTTa fa ce mpeKbCHE JICYSHUETO, aK0 ce 3a0eIIeKU MEPCHCTHPAIIO H
NPOTPECHBHO TTOBHIIEHHE HA YEPHOAPOOHNUTE CH3UMH.

e Heo0OXoamMoCTTa OT €XKETo/IeH Iperiie]] Ha CIyXa U 3pEeHHETO

e HeoOxoxmumocTTa OT yIbTBalla TabJIMIa, OUYepTaBallla H3MEPBaHUATA PEIN JICYCHUETO Ha
CepYMHHS KPEaTUHNH, KPEaTHHHHOBHS KIIUPBHC, IPOTEHHYPHATA, YEPHOAPOOHNUTE CH3UMH,
(epuTHHA KaTO HATIPUMED:

IIpeau 3anouBaHe Ha JCUCHHE

CepymeH kpeatnHuH Ha JleH - X Croitroct 1

CepymeH kpeatnHuH Ha Jler - Y CroitHocTt 2

X u'Y cagaure (crneaBa 1a ce ONPEEIIAT), KoraTo TpsOBa J1a ce H3BBPIIAT U3MEPBAHUITA TTPETU
3aIl0YBAaHE Ha JIEYEHUETO.

e [lpenopbKu NpH JieueHHE Ha CHHIPOMH Ha HeTpaHCc(y3noHHo-3aBucuMa tanacemust (HT3T):

O
O
O

Wndopmanus, ge npu nanuentute ¢ THT ce npeanara camo eanH Kypc Ha JieueHHe
[IpenopbunTenHuTe JO3M U NPaBHUjIaTa IPH 3all04YBaHE HA JICUCHHUE

[IpaBunara 3a ciupaHe Ha JICUEHUETO, ClIeA JOCTUTaHe Ha MIPHULIETHATa KOHIIEHTPALHS
Ha KeJIA30 B YepHUs Apo0 M HUBO Ha CEpyMHUS PEPUTHH

[IpenynpexneHus 3a CBeXXIAaHe 10 MUHIMYM Ha pUCKa OT CBPbX0Opa3yBaHe Ha
XeJnatu

[IpenynpexneHue 3a HEOOXOAMMOCTTa OT BHUMATEIHO MIPOCIIEAsIBaHE HA
KOHIIEHTPALMSTA Ha )KEJIS130 B UEPHUS Ipod U HUBOTO HA CEpyMHUsI (DEPUTHH B
neAraTpUYHaTa NOIMyJIaus

[IpenynpexneHune 3a HEU3BECTHUTE TTOHACTOALIEM MOCJIEIUIM 10 OTHOUIEHHE Ha
0e30macHOCTTa MPH NPOIBJDKUTEIHO JIeUCHUE B IeJUaTPUYHATA TTOITYJIALHS

[Ipenu na 6b1aT MycHaTH Ha nasapa aedepasupokc GUIMUpaHU TabJIETKU MEIUIMHCKUTE
CHEIUATUCTH L€ MOIy4aT NPeJBAPUTEIHO YBEJOMUTEIHN TUCMa, KaKTO CJIE/BA!
e  ®dapmaneBTy — NOAPOOHO MHCMO, OMUCBAIIO IPEMHUHABAHETO MEXKLy JIEKapCTBEHUTE (OPMH
e [IpennucBamu JIEKapCTBOTO — MMCMO, BKITFOUBAIIO CIEIHUTE ACIIEKTH:

O

PBHKOBOICTBO 32 PEAMUCBAIIUTE JEKAPCTBOTO, TABAIO HHPOPMAITUS 32 HAUYWHA Ha
MpEeMUHABaHE MEXTy JIeKapCTBeHUTE (HOPMH, 32 J1a Ce OTIIPABU MPEAYTIPEIKICHUE
OTHOCHO Ba)XKHUS TIOTCHITHAJICH PUCK OT Bh3HHKBAHE HA IPEIIKK MPU JTO3UPAHETO HA
nedepasupokc
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o PwKoBOACTBO 32 ManueHTa, 1aBamio HHpOpMaIrs 32 Bh3MOKHOCTTA Ha €BPOIEHCKUS
mazap Jia ChIECTBYBAT €IHOBPEMEHHO JIEKapCTBEHU ()OPMU U PA3ITUKUTE, CBHP3aHU C
TAXHOTO TIpHJIaTaHe, 3a /1a C€ OTIPaBH MPEIyNPekIeHHe OTHOCHO BayKHUS
MOTEHITHAIEH PUCK OT Bb3HUKBAHE Ha TPEIIKH MPH T03UPAHETO Ha aedepaznupokc
B mompnHEeHME, IpeANEICBAIIUTE JIEKAPCTBOTO U (hapMarieBTuTe e OpaaT HHGOPMUPAHU Ype3
CITCIIMATHO ITHCMO OTHOCHO CpoKoBeTe 3a mpemaxBaHe Ha EXJADE mucneprupammm ce Ta0JIeTKH OT
€BpOIICUCKHUSI ma3ap.

HNndopManuoHHUAT MAKeET 32 MANMEHTA TPsSOBa Ja ChIbpKa:
e JlucroBka 3a maiueHTa
e  PbBKOBOJCTBO 3a manueHTa

PBpKOBOACTBOTO 3a MarueHTa TpaOBa a ChAbPKa CIEIHUTE OCHOBHHU €JIEMEHTH

o Hndopmamus 3a HyK1aTa OT peJOBHO IPOCIeIsBaHe, U Kora TpsiOBa Ja ce mpoBex/1a
TO, HA CEPYMHHUSI KPEaTHHUH, KPEaTHHUHOBUS KJIMPBHC, YePHOAPOOHNTE CH3UMH,
beputHa

o Hudopmanms, 1e Moxke Aa ce 00ChxkIa ObOpeyHa OHOTICHS, aKO Bh3HUKHAT 3HAYHMH
OBOpeuHn YBpeKIaHUSL

o HMudopmanus 3a HAMMYHETO HA HAKOJIKO ITepopaHu GopMH (HAIp. AUCIIEPTUPAIIH Ce
TabeTky, GUIMHAPAHH TaOJIETKH ¥ TPAaHyIIN) H OCHOBHUTE PA3INKU MEXKIY Te3U
dopmu (Hamp. pa3TUYHA CXEeMH Ha TPHJIarane, pa3IMyHy YCIOBHUS Ha MPUJIaraHe mo
OTHOIIICHUE HA XpaHaTa)

L4 3aabikeHue 3a MPOBEKIAHE HA MEPKH CJICI paspeliaBaHe 3a yHOTpeﬁa

B onpenenenus cpok [TPY TpsOBa na M3MBIHHU CICTHUTE MEPKH:

Onucanue Cpox

HeuHTEepBEHIIMOHAIHO TTOCTMAPKETHHTOBO MpoyuBaHe 3a 6e3onacHocT (PASS): 3a | roum 2021 1.
Jla ce OlIEHH ABJITOCPOYHATA EKCITO3MIINS 1 OE30MaCHOCT Ha JedepasupoKc
qucrieprupaiuy ce u unmupanu Tabnerky, [IPY tpsoBa na mposene
00cepBaiOHHO KOXOPTHO MPOYYBaHe MPH MAIMEHTH ¢ HETPaHCPY3UOHHO-
3aBUCHMa TajlaceMHus, Ha Bb3pacT 10 rouHu 1 moBeve, Mpyu KOUTO JICYSHUETO C
JneepoKcaMuH € IPOTUBOIIOKA3aHO WITH He3aJ0BOJUTEIHO, Ha 0a3aTa Ha 0100peH
ot CHMP miportokon. KpaiiHusT mokima Ha mpoydBaHeTo TpsiOBa aa Oblie moJaieH
10

HHTEpBEeHIMOHAIHO TOCTMAPKETHHIOBO MpoyuBaHe 3a OezonacHocT (PASS): 3a na | ronum 2021 .
ce oreHu 0e30macHOCTTa Ha jedepasupokc GUIMHUpPAHU Ta0IETKH B
neuaTpuvHaTa nomynamus (ocooeHo, korato TabjaeTkuTe ce pasrpoiasart), [IPY
TpsiOBa Jla MPOBEE U J1a TIO/IaJie Pe3YNITaTUTE OT MPOyYBaHe 3a 0€30MacHOCT,
HPOBEICHO CHITACHO 000peH MpoTokoi. KpaitHusT 1okiaa Ha NpoyYBaHETO
TpsiOBa Jia ObJIe TOAAJIeH JI0
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INPHJIOKEHMUE II1

JAHHU BBPXY OITAKOBKATA N JINCTOBKA
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A. JAHHH BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JJA CbJABbPKA BTOPUYHATA OIIAKOBKA

KAPTOHEHA KYTHUSA

‘ 1. HUME HA JIEKAPCTBEHUS TPOAYKT

EXJADE 125 mg mucnieprupariu ce TabIeTKu
nedepazupoke

‘ 2. OBSIBABAHE HA AKTUBHOTO(MTE) BELIECTBO(A)

Besika qucnieprupaina ce Tabnerka chappika 125 mg nedepasupokc.

3. CIIMCBK HA ITIOMOIHUTE BEINECTBA

Crpappxa makro3a. Biokre nrcToBKaTa 3a MOMBIHATETHA HH()OPMAITHSI.

‘ 4, JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

Hucneprupamm ce TabIeTKn

28 nucnieprupamtu ce TabIeTKu
84 mucneprupay ce TabIeTKH
252 nucneprupamny ce TabJIeTKH

5. HAYYH HA TPUJIO)KEHUE U TBT(UIIA) HA BBBEXKJIAHE

IIpeau ynorpeba npodereTe JIMCTOBKATA.

IIpuemaiite 1€KapCcTBOTO HA IIIATHO.

PastBOpeTe TabneTkuTe BHB BOJA WIH IUIOJIOB COK MPeay noribiiane. He ru nmormpiaiite nenu u He
TH JbBYETE.

IlepopasiHo mpUIIOKEHHE.

4
W

6. CHELOUAJIHO NPEAYHNPEX/JAEHUE, YE JTEKAPCTBEHUSAT NPOAYKT TPSBBA
JA CE CbXPAHSIBA HA MSICTO JAJIEYE OT IOI'JIEJA U 1OCET'A HA IELIA

Ja ce cpxpaHsBa Ha MsCTO, HEIOCTHITHO 3a JIeTIa.
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‘ 7. JPYT'U CHEHUAJIHU IPEAYIIPEXKIEHUSA, AKO E HEOBXOJUMO

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

T'onen no:

‘ 9. CIIEIJMAJIHM YCJIOBUSI HA CbXPAHEHUE

I[a CC€ ChbXpaHsiBa B OpUI'MHAIHATA OIIaKOBKaA, 3a Aa CC IMPEAIIasyu OT BJiara.

10. CHEIUWAJIHU MPEANTA3HU MEPKHU ITPU NU3XBBPJIISTHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE UBUCKBAT TAKHUBA

11. HUME U AJPEC HA ITIPUTEXATEJISA HA PASPEIHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Wpnannus

12.  HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/06/356/001 28 nucneprupariy ce TabIeTKu
EU/1/06/356/002 84 nucnepruparny ce TabIeTKH
EU/1/06/356/007 252 mucnieprupaliy ce TabIeTKu

13. TAPTUJAEH HOMEP

[Maptunen Ne

‘ 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHMNA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIUS HA BPAMJIOBA A3BYKA

EXJADE 125 mg
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‘ 17. YHUKAJIEH HIEHTUDOUKATOP — JIBYU3MEPEH BAPKO/I

JiBym3MepeH 0apKoJ ¢ BKJIIOYEH YHUKAICH UACHTU(DHUKATOP

‘ 18. YHUMKAJIEH HWIEHTU®UKATOP — JAHHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MUHUMYM JAHHHU, KOUTO TPABBA JJA CBABPXKXAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEPU

‘ 1. HUME HA JIEKAPCTBEHUS ITPOAYKT

EXJADE 125 mg mucnieprupariu ce TabIeTKu
nedepazupoke

‘ 2. HUME HA ITIPUTEXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited

‘ 3. JATA HA N3TUYAHE HA CPOKA HA 'OJHOCT

EXP

4, ITAPTUJEH HOMEP

Lot

|5.  JPYIO

7



JAHHHU, KOUTO TPABBA JJA CbJABbPKA BTOPUYHATA OIIAKOBKA

KAPTOHEHA KYTHUSA

‘ 1. HUME HA JIEKAPCTBEHUS ITPOAYKT

EXJADE 250 mg mucnieprupaliiy ce TabIeTKu
nedepazupoke

‘ 2. OBSIBABAHE HA AKTUBHOTO(MTE) BELIECTBO(A)

Besika qucnieprupaina ce Tabnerka chappika 250 mg nedepasupokc.

3. CIIMCBK HA ITIOMOIHUTE BEINECTBA

Coappxa makro3a. Bikre nrcToBKaTa 3a MOMBIHATETHA HH(DOpMAITHSI.

‘ 4, JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

Hucneprupamm ce TabIeTKn

28 nucnieprupamtu ce TabIeTKu
84 mucneprupay ce TabIeTKH
252 nucneprupamny ce TabJIeTKH

5. HAYYH HA TPUJIO)KEHUE U TBT(UIIA) HA BBBEXKJIAHE

IIpeau ynorpeba npodereTe JIMCTOBKATA.

IIpuemaiite 1€KapCcTBOTO Ha IIIATHO.

Pa3tBOpeTe TabneTkuTe BHB BOJA WM IUIOJIOB COK Mpeay noribiuane. He ru nmormeiaiite nenu u He
TH JbBYETE.

IlepopasiHo mpUIIOKEHHE.

4
W

6. CHELOUAJIHO NPEAYHNPEX/JAEHUE, YE JTEKAPCTBEHUSAT NPOAYKT TPSBBA
JA CE CbXPAHSIBA HA MSICTO JAJIEYE OT ITOI'JIEJA U TIOCET'A HA IELIA

Ja ce cpxpaHsaBa Ha MACTO HEJTOCTBITHO 3a JICTIa.
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‘ 7. JPYT'U CHEHUAJIHU IPEAYIIPEXKIEHUSA, AKO E HEOBXOJUMO

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

T'onen no:

‘ 9. CIIEIJMAJIHM YCJIOBUSI HA CbXPAHEHUE

I[a CC€ ChbXpaHsiBa B OpUI'MHA/IHATa OIIaKOBKaA, 3a Ja CC€ IpEAIiasyu OT BJiara.

10. CHEIUWAJIHU MPEANTA3HU MEPKHU ITPU NU3XBBPJIISTHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE UBUCKBAT TAKHUBA

11. HUME U AJPEC HA ITIPUTEXATEJISA HA PASPEIHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Wpnannus

12.  HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/06/356/003 28 nucneprupariy ce TabIeTKu
EU/1/06/356/004 84 nucnepruparny ce TabIeTKH
EU/1/06/356/008 252 mucnieprupaliy ce TabiIeTKu

13. TAPTUJAEH HOMEP

[Maptunen Ne

‘ 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHMNA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIUS HA BPAMJIOBA A3BYKA

EXJADE 250 mg
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‘ 17. YHUKAJIEH HIEHTUDOUKATOP — JIBYU3MEPEH BAPKO/I

JiBym3MepeH 0apKoJ ¢ BKJIIOYEH YHUKAICH UACHTU(DHUKATOP

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

PC:
SN:
NN:
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MUHUMYM JAHHHU, KOUTO TPABBA JJA CBABPXKXAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEPU

‘ 1. HUME HA JIEKAPCTBEHUS ITPOAYKT

EXJADE 250 mg mucnieprupariy ce TabIeTKu
nedepazupoke

‘ 2. HUME HA ITIPUTEXATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited

‘ 3. JATA HA N3TUYAHE HA CPOKA HA 'OJHOCT

EXP

4, ITAPTUJEH HOMEP

Lot

|5.  JPYIO
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JAHHHU, KOUTO TPABBA JJA CbJABbPKA BTOPUYHATA OIIAKOBKA

KAPTOHEHA KYTHUS HA EIMHNYHATA OITAKOBKA

‘ 1. HUME HA JIEKAPCTBEHUS ITPOAYKT

EXJADE 500 mg mucnieprupariy ce TabIeTKu
nedepazupoke

‘ 2. OBSIBABAHE HA AKTUBHOTO(MTE) BELIECTBO(A)

Besika qucnieprupaina ce Tabnerka chappika 500 mg nedepasupokc.

3. CIIMCBK HA ITIOMOIHUTE BEINECTBA

Coappxa makro3a. Bikre nrcToBKaTa 3a MOMBIHATETHA HH(OpMAITHSI.

‘ 4, JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

Hucneprupamm ce TabIeTKn

28 nucnieprupamtu ce TabIeTKu
84 mucneprupay ce TabIeTKH
252 nucneprupamny ce TabJIeTKH

5. HAYYH HA TPUJIO)KEHUE U TBT(UIIA) HA BBBEXKJIAHE

IIpeau ynorpeba npodereTe JIMCTOBKATA.

IIpuemaiite 1€KapCcTBOTO Ha IIIATHO.

PastBOpeTe TabneTkuTe BHB BOJA WM IUIOJIOB COK MPEIH Nmorinbiiane. He ru morpinaite nenu u He
TH JbBYETE.

IlepopasiHo mpUIIOKEHHE.

4
W

6. CHELOUAJIHO NPEAYHNPEX/JAEHUE, YE JTEKAPCTBEHUSAT NPOAYKT TPSBBA
JA CE CbXPAHSIBA HA MSICTO JAJIEYE OT ITOI'JIEJA U TIOCET'A HA IELIA

Jla ce cpxpaHsaBa Ha MACTO HEJTOCTBITHO 3a JICTIa.
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‘ 7. JPYT'U CHEHUAJIHU IPEAYIIPEXKIEHUSA, AKO E HEOBXOJUMO

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

T'onen no:

‘ 9. CIIEIJMAJIHM YCJIOBUSI HA CbXPAHEHUE

I[a CC€ ChbXpaHsiBa B OpUI'MHA/IHATa OIIaKOBKaA, 3a Ja CC€ IpEAIiasyu OT BJiara.

10. CHEIWUWAJIHU NPEAITA3HU MEPKHU ITPU U3XBBHPJIISTHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE UBUCKBAT TAKHUBA

11. HUME U AJPEC HA ITIPUTEXATEJISA HA PASPEIHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Wpnannus

12.  HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/06/356/005 28 nucneprupariy ce TabIeTKu
EU/1/06/356/006 84 nucnepruparny ce TabIeTKH
EU/1/06/356/009 252 mucnieprupaliy ce TabiIeTKu

13. TAPTUJAEH HOMEP

[Maptunen Ne

‘ 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHMNA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIUS HA BPAMJIOBA A3BYKA

EXJADE 500 mg
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‘ 17. YHUKAJIEH HIEHTUDOUKATOP — JIBYU3MEPEH BAPKO/I

JiBym3MepeH 0apKoJ ¢ BKJIIOYEH YHUKAICH UACHTU(DHUKATOP

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

PC:
SN:
NN:
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JAHHH, KOUTO TPABBA JJA CbABbPKA BTOPUYHATA OIIAKOBKA

KAPTOHEHA KYTHUS HA TPYIIOBATA OITAKOBKA (C BLUE BOX)

‘ 1. HUME HA JIEKAPCTBEHUS ITPOAYKT

EXJADE 500 mg mucnieprupariy ce TabIeTKu
nedepazupoke

‘ 2. OBSABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Besika qucnieprupaina ce Tabnerka chappika 500 mg nedepasupokc.

3. CIIMCBK HA ITIOMOIHUTE BEINECTBA

Crappxa makro3a. Biokre nrcToBKaTa 3a MOMBIHATETHA HH(OpMAITHSI.

‘ 4, JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

Hucneprupamm ce TabIeTKn

I'pynoBa onakoBka: 294 (3 onakoBku 1o 98) aucrneprupaiiy ce TabIeTKH.

5. HAYUH HA ITPUJIO)KEHUE U ITBbT(MIIA) HA BHBBEX/IAHE

IIpeau ynorpeba npodereTe IMCTOBKATA.

IIpuemaiite 1€KapCcTBOTO Ha IIIATHO.

PastBopeTe TabneTkuTe BHB BOJA WM IUIOJIOB COK Mpeay noribiiane. He ru nmormeiaiite nenu u He
TH JbBYETE.

IlepopaiiHO IpUIIOKEHHE.

4
W

6. CHELOUAJIHO NPEAYHNPEX/JIEHUE, YE JTEKAPCTBEHUSAT NPOAYKT TPSABBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT INOTI'JIEJJA U JOCET'A HA JIEITA

Jla ce cpxpaHsaBa Ha MCTO HEJTOCTHITHO 3a JIETIa.

‘ 7. APYI'U CHEOUAJIHU ITPEAYHPEXJIEHUS, AKO E HEOBXOAUMO
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‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJJHOCT

T'onen no:

‘ 9. CIIEIJMAJIHM YCJIOBUSI HA CbXPAHEHUE

I[a CC€ ChbXpaHsiBa B OpUTI'MHAa/IHATa OIIaKOBKaA, 3a Ja CC€ IpEAIiasyu OT BJiara.

10. CHEIWUWAJIHU MPEANTA3HU MEPKHU ITPU NU3XBBPJIISTHE HA HEN3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3BUCKBAT TAKHUBA

11. HUME U AJPEC HA ITIPUTEXATEJISA HA PASPELHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Wpnannusa

12.  HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/06/356/010 294 (3 omakoBku 10 98) qUcHeprupaiy ce TabIeTKH

13. TAPTUJAEH HOMEP

[Maptunen Ne

‘ 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHMHA 3A YIIOTPEBA

‘ 16. HUH®OPMAIUS HA BPAMJIOBA A3BYKA

EXJADE 500 mg

‘ 17. YHUKAJIEH HIEHTU®UKATOP — JIBYU3MEPEH BAPKO/I

JByn3mepeH 0apKoA ¢ BKIIOYEH YHUKAJICH UIASHTH()HUKATOP
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18. YHUMKAJIEH WIEHTU®UKATOP — JAHHHU 3A YETEHE OT XOPA

PC:
SN:
NN:

87



JAHHHU, KOUTO TPABBA JJA CbJABbPKA BTOPUYHATA OIIAKOBKA

MEXIUHHA KAPTOHEHA KYTUS HA TPYIIOBATA OITAKOBKA (BE3 BLUE BOX)

‘ 1. HUME HA JIEKAPCTBEHUS ITPOAYKT

EXJADE 500 mg mucnieprupaliiy ce TabIeTKu
nedepazupoke

‘ 2. OBSABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Besika qucnieprupaina ce Tabnerka chappika 500 mg nedepasupokc.

3. CIIMCBK HA ITIOMOIHUTE BEINECTBA

Crappxa makro3a. Biokre nrcToBKaTa 3a MOMBIHATETHA HH(OpMAITHSI.

‘ 4, JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

Hucneprupamm ce TabIeTKn

98 mucnieprupamu ce Tabmetku. YacT oT rpynoBa omakoBka. [la He ce mpomaBa OTAEIHO.

5. HAYUH HA ITPUJIO)KEHUE U ITBbT(MIIA) HA BHBBEX/IAHE

IIpeau ynorpeba npodereTe IMCTOBKATA.

IIpuemaiite 1€KapCcTBOTO Ha IIIATHO.

PastBopeTe TabneTkuTe BHB BOJA WIH IUIOJIOB COK MPeay noribiiane. He ru mormpiaiite nenu u He
TH JbBYETE.

IlepopasiHo mpUIIOKEHHE.

4
W

6. CHELOUAJIHO NPEAYHNPEX/JIEHUE, YE JTEKAPCTBEHUSAT NPOAYKT TPSABBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT INOTI'JIEJJA U JOCET'A HA JIEITA

Jla ce cpxpaHsaBa Ha MACTO HETOCTBITHO 3a JICTIa.

‘ 7. APYI'U CHEOUAJIHU ITPEAYHPEXJIEHUS, AKO E HEOBXOAUMO
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‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJJHOCT

T'onen no:

‘ 9. CIIEIJMAJIHM YCJIOBUSI HA CbXPAHEHUE

I[a CC€ ChbXpaHsiBa B OpUTI'MHAa/IHATa OIIaKOBKaA, 3a Ja CC€ IpEAIiasyu OT BJiara.

10. CHEIUWAJIHU MPEANTA3HU MEPKHU ITPU U3XBBHPJISTHE HA HEN3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3BUCKBAT TAKHUBA

11. HUME U AJPEC HA ITIPUTEXATEJISA HA PASPELHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Wpnannusa

12.  HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/06/356/010 294 (3 omakoBku 10 98) qUcHeprupaiy ce TabIeTKH

13. TAPTUJAEH HOMEP

[Maptunen Ne

‘ 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHMHA 3A YIIOTPEBA

‘ 16. HUH®OPMAIUS HA BPAHJIOBA A3BBYKA

EXJADE 500 mg
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MUHUMYM JAHHHU, KOUTO TPABBA JJA CBABPXKXAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEPU

‘ 1. HUME HA JIEKAPCTBEHUS ITPOAYKT

EXJADE 500 mg mucnieprupariy ce TabIeTKu
nedepazupoke

‘ 2. HUME HA ITIPUTEXATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited

‘ 3. JATA HA N3TUYAHE HA CPOKA HA 'OJHOCT

EXP

4, ITAPTUJEH HOMEP

Lot

|5.  JPYIO
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JAHHHU, KOUTO TPABBA JJA CbJABbPKA BTOPUYHATA OIIAKOBKA

KAPTOHEHA KYTHUS HA EANHNYHA OITAKOBKA

‘ 1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Exjade 90 mg ¢miamupanu TabIeTKH

nedepazupoke

‘ 2. OBSABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnerka chabpika 90 mg nedepasupokc.

‘ 3. CIIMCBK HA ITIOMOINMHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

Ounmvupanu TabIETKH

30 ¢dunmupanu TabIeTKH
90 punmupanu TabIETKH

‘ 5. HAYUH HA ITPUJIO)KEHUE U ITBT(MIIA) HA BBBEXK/IAHE

IIpeau ynorpeba npodereTe IMCTOBKATA.
IlepopasiHo mpUIIOXKEHHE.

6. CIIEHUAJIHO MPEAYNPEXJIEHUE, YE JEKAPCTBEHUAT TPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEUE OT INOTI'JIEJJA U JOCET' A HA JIEITA

I[a CC CbXpPaHABa Ha MACTO, HEAOCTBHIIHO 3a ACHA.

‘ 7. APYI'U CHEOUAJIHU NIPEAYHPEXJIEHUS, AKO E HEOBXOAUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA 'OJHOCT

T'onen no:

9. CIIEHUAJIHA YCJIIOBUA HA CbXPAHEHUE
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TAX, AKO CE U3BUCKBAT TAKHUBA

10. CHEIWMAJIHU MPEANTA3HU MEPKHU ITPU NU3XBBPJIISTHE HA HEN3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NJIN OTIIAABYHU MATEPUAJIN OT

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

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Hpnannus

12.  HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

EU/1/06/356/011 30 dbunmupanu TabiaeTKU
EU/1/06/356/012 90 ¢punmupanu TabIETKU

13. TAPTUJIEH HOMEP

[Taptuaen Ne

‘ 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHMHA 3A YIIOTPEBA

‘ 16. HUH®OPMAIUS HA BPAMJIOBA A3BYKA

Exjade 90 mg

‘ 17.  YHUKAJIEH HIEHTUD®UKATOP — JIBYU3MEPEH BAPKO/I

JByn3mepeH 0apKoa ¢ BKIIOYEH YHUKAIECH HIESHTU(UKATOD

‘ 18. YHUMKAJIEH HAEHTU®UKATOP — JAHHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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JAHHHU, KOUTO TPABBA JJA CbJABbPKA BTOPUYHATA OIIAKOBKA

ETUKET HA OBBUBKATA HA TPYIIOBUTE OITAKOBKHU, OBBUTHU BbB ®OJINO (C
BLUE BOX)

‘ 1. HUME HA JIEKAPCTBEHUS TPOAYKT

Exjade 90 mg ¢miamupanu TabIeTKH

nedepazupoke

‘ 2. OBSABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnerka chabpika 90 mg nedepasupokc.

‘ 3. CITMCBK HA ITIOMOIMHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

Ounvupann TabIETKH

I'pynosa omakoska: 300 (10 omakoBku o 30) huimMupanu TabIeTKH

5. HAYUH HA ITPUJIOKEHUE U ITbT(MIIIA) HA BBBEXIAHE

IIpeau ynorpeba npodereTe IMCTOBKATA.
IlepopasiHo mpUIIOXKEHHE.

6. CIIEHUAJIHO MPEAYNPEXJIEHUE, YE JEKAPCTBEHUAT TPOAYKT TPABBA
JA CE CBXPAHSBA HA MACTO JAJIEYE OT IIOT'JIEJA U TOCET'A HA JIEITA

I[a CC ChbXpaHABa Ha MACTO HCAOCTHIIHO 34 [ACLA.

‘ 7. APYI'U CHEOUAJIHU NIPEAYHPEXJIEHUS, AKO E HEOBXOAUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA 'OJHOCT

T'onen no:

9. CIIEHUAJIHA YCJIIOBUA HA CbXPAHEHUE
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TAX, AKO CE U3BUCKBAT TAKHUBA

10. CHEIWWAJIHU MPEAITA3ZHU MEPKHU ITPU NU3XBBPJIISTHE HA HEN3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTITAABYHU MATEPHUAJIN OT

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

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Hpnannus

12.  HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

EU/1/06/356/013 300 (10 omakoBku no 30) puiaMupaHu TabISTKH

13. TAPTUJIEH HOMEP

[Taptunen Ne

‘ 14, HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHMHA 3A YIIOTPEBA

‘ 16. HUH®OPMAIUS HA BPAMJIOBA A3BYKA

Exjade 90 mg

‘ 17. YHUKAJIEH HIEHTUD®UKATOP — JIBYU3MEPEH BAPKO/I

JByn3mepeH 0apKoa ¢ BKIIOYEH YHUKAICH HIECHTU()UKATOD

‘ 18. YHUMKAJIEH HAEHTUD®UKATOP — JJIAHHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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JAHHHU, KOUTO TPABBA JJA CbJABbPKA BTOPUYHATA OIIAKOBKA

MEXIUHHA KAPTOHEHA KYTUSI HA TPYIIOBATA OITAKOBKA (BE3 BLUE BOX)

‘ 1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Exjade 90 mg ¢miamupanu TabIeTKH

nedepazupoke

‘ 2. OBSABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnerka chabpika 90 mg nedepasupokc.

‘ 3. CIIMCBK HA ITIOMOINMHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJHA OITAKOBKA

Ounmvupanu TabIETKH

30 ¢punmmpanu Tabmetku. YacT oT rpymnoBa onakoBka. [la He ce pogaBa OTIEIHO.

‘ 5. HAYUH HA ITPUJIOKEHUE U ITbT(MIIIA) HA BBBEXK/IAHE

IIpeau ynorpeba npodereTe IMCTOBKATA.
IlepopasiHo mpUIIOXKEHHE.

6. CIIEHUAJIHO MPEAYHNPEXJIEHUE, YE JTEKAPCTBEHUAT INTPOJAYKT TPABBA
JA CE CBXPAHSABA HA MSICTO JAJIEUE OT INOTI'JIEJJA U JOCET' A HA JIEITA

I[a CC ChbXpPaHABa Ha MACTO HCAOCTHIIHO 34 [ACLA.

‘ 7. APYI'U CHEOUAJIHU ITPEAYHPEXJIEHNSA, AKO E HEOBXOINUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA 'OJHOCT

T'onen no:

9. CIIEHUAJIHA YCJIIOBUA HA CbXPAHEHUE
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10. CHEIWMAJIHU MPEANTA3HU MEPKHU ITPU NU3XBBPJIISTHE HA HEN3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTITAABYHU MATEPHUAJIN OT
TAX, AKO CE U3BUCKBAT TAKHUBA

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

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Hpnannus

12.  HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

EU/1/06/356/013 300 (10 omakoBku no 30) puiaMupaHu TabISTKH

13. TAPTUJIEH HOMEP

[Taptunen Ne

‘ 14, HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHMHA 3A YIIOTPEBA

‘ 16. HUH®OPMAIUS HA BPAMJIOBA A3BYKA

Exjade 90 mg
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MUHUMYM JAHHHU, KOUTO TPABBA JJA CBABPXKXAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEPU

‘ 1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Exjade 90 mg ¢punmupanu tabneTku
nedepazupoke

‘ 2. HUME HA ITIPUTEXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited

‘ 3. JATA HA N3TUYAHE HA CPOKA HA 'OJHOCT

EXP

4, ITAPTUJEH HOMEP

Lot

|5.  JPYIO
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JAHHHU, KOUTO TPABBA JJA CbJABbPKA BTOPUYHATA OIIAKOBKA

KAPTOHEHA KYTHUS HA EJUHNYHA OITAKOBKA

‘ 1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Exjade 180 mg ¢mamupanu TabieTkn

nedepazupokc

‘ 2. OBSABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnerka chabpika 180 mg aedepasupokc.

‘ 3. CIIMCBK HA ITIOMOINMHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

Ounmvupanu TabIETKH

30 ¢dunmupanu TabIeTKH
90 punmupanu TabIETKH

‘ 5. HAYUH HA ITPUJIOKEHUE U ITbT(MIIIA) HA BBBEXIAHE

IIpeau ynorpeba npodereTe IMCTOBKATA.
IlepopasiHo mpUIIOXKEHHE.

6. CIIEHUAJIHO MPEAYNPEXJIEHUE, YE JEKAPCTBEHUAT TPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEUE OT INOTI'JIEJJA U JOCET' A HA JIEITA

I[a CC CbXpPaHABa Ha MACTO, HEAOCTBHIIHO 3a ACHA.

‘ 7. APYI'U CHEOUAJIHU NIPEAYHPEXJIEHUS, AKO E HEOBXOAUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA 'OJHOCT

T'onen no:

9. CIIEHUAJIHA YCJIIOBUA HA CbXPAHEHUE
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TAX, AKO CE U3BUCKBAT TAKHUBA

10. CHEIWMAJIHU MPEANTA3HU MEPKHU ITPU NU3XBBPJIISTHE HA HEN3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTIIAABYHU MATEPHUAJIN OT

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

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Hpnannus

12.  HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/06/356/014 30 dbunmupanu TabiaeTKU
EU/1/06/356/015 90 ¢punmupanu TabIETKU

13. TAPTUJIEH HOMEP

[Taptuaen Ne

‘ 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHMHA 3A YIIOTPEBA

‘ 16. HUH®OPMAIUS HA BPAMJIOBA A3BYKA

Exjade 180 mg

‘ 17. YHUKAJIEH HIEHTUD®UKATOP — JIBYU3MEPEH BAPKO/I

JByn3mepeH 0apKoA ¢ BKIIOYEH YHUKAICH HIECHTU()UKATOD

‘ 18. YHUMKAJIEH HAEHTU®UKATOP — JAHHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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JAHHHU, KOUTO TPABBA JJA CbJABbPKA BTOPUYHATA OIIAKOBKA

ETUKET HA OBBUBKATA HA I'PYIIOBUTE OITAKOBKH, OBBUTHU BbB ®0OJINO (C
BLUE BOX)

‘ 1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Exjade 180 mg ¢mamupanu TabieTkn

nedepazupokc

‘ 2. OBSABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnerka chabpika 180 mg aedepasupokc.

‘ 3. CITMCBK HA ITIOMOIMHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

Ounvupann TabIETKH

I'pynoBa omakoska: 300 (10 omakoBku 1o 30) huimMupanu TabIeTKH

5. HAYUH HA ITPUJIOKEHUE U ITbT(MIIIA) HA BBBEXIAHE

IIpeau ynorpeba npodereTe IMCTOBKATA.
IlepopasiHo mpUIIOXKEHHE.

6. CIIEHUAJIHO MPEAYHNPEXAEHUE, YE JIEKAPCTBEHUAT NTPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEUE OT INOTI'JIEJJA U JOCET' A HA JIEITA

I[a CC ChbXpaHABa Ha MACTO HCAOCTHIIHO 34 [ACLA.

‘ 7. APYI'U CHEOUAJIHU NIPEAYHPEXJIEHUS, AKO E HEOBXOAUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA 'OJHOCT

T'onen no:

9. CIIEHUAJIHA YCJIIOBUA HA CbXPAHEHUE
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TAX, AKO CE U3BUCKBAT TAKHUBA

10. CHEIWMAJIHU MPEANTA3HU MEPKHU ITPU NU3XBBPJIISTHE HA HEN3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTITAABYHU MATEPHUAJIN OT

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

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Hpnannus

12.  HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

EU/1/06/356/016 300 (10 omakoBku no 30) puiaMupaHu TabISTKH

13. TAPTUJIEH HOMEP

[Taptunen Ne

‘ 14, HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHMHA 3A YIIOTPEBA

‘ 16. HUH®OPMAIMS HA BPAMJIOBA A3BYKA

Exjade 180 mg

‘ 17. YHUKAJIEH HIEHTUD®UKATOP — JIBYU3MEPEH BAPKO/I

JByn3mepeH 0apKoa ¢ BKIIOYEH YHUKAICH HIECHTU()UKATOD

‘ 18. YHUMKAJIEH HAEHTUD®UKATOP — JJIAHHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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JAHHHU, KOUTO TPABBA JJA CbABbP/KA BTOPUYHATA OITIAKOBKA

MEXIUHHA KAPTOHEHA KYTUSI HA TPYIIOBATA OITAKOBKA (BE3 BLUE BOX)

‘ 1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Exjade 180 mg ¢mamupanu TabieTkn

nedepazupokc

‘ 2. OBSABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnerka chabpika 180 mg aedepasupokc.

‘ 3. CIIMCBK HA ITIOMOIINHUTE BEINNECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

Ounmvupanu TabIETKH

30 ¢punmmpanu Tabmetku. YacT oT rpynoBa omakoBka. [la He ce mpomaBa OTIEHO.

‘ 5. HAYUH HA ITPUJIOKEHUE U ITbT(MIIIA) HA BBBEXK/IAHE

IIpeau ynorpeba npodereTe JIMCTOBKATA.
IlepopasiHo mpUIOXKEHHE.

6. CIIEHUAJIHO MPEAYHNPEXJIEHUE, YE JEKAPCTBEHUAT TPOAYKT TPABBA
JA CE CBXPAHSABA HA MSICTO JAJIEUE OT INOTI'JIEJJA U JOCET' A HA JIEITA

I[a CC ChbXpPaHABa Ha MACTO HCAOCTHIIHO 34 [ACLA.

‘ 7. APYI'U CHEOUAJIHU ITPEAYHPEXJIEHNSA, AKO E HEOBXOINUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA 'OJHOCT

T'onen no:

9. CIIEHUAJIHA YCJIIOBUA HA CbXPAHEHUE
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10. CHEIWMAJIHU MPEANTA3HU MEPKHU ITPU NU3XBBPJIISTHE HA HEN3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTITAABYHU MATEPHUAJIN OT
TAX, AKO CE U3BUCKBAT TAKHUBA

11. HUME U AIPEC HA IIPUTEXXATEJIA HA PASPEIHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Hpnannus

12.  HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

EU/1/06/356/016 300 (10 omakoBku no 30) puiaMupaHu TabISTKH

13. TAPTUJIEH HOMEP

[Taptunen Ne

‘ 14, HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHMHA 3A YIIOTPEBA

‘ 16. HUH®OPMAIUS HA BPAMJIOBA A3BYKA

Exjade 180 mg
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MUHUMYM JAHHHU, KOUTO TPABBA JJA CBABPXKXAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEPU

‘ 1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Exjade 180 mg ¢punmupanu Tabiaetkn
nedepazupokc

‘ 2. HUME HA ITIPUTEXATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited

‘ 3. JATA HA N3TUYAHE HA CPOKA HA 'OJHOCT

EXP

4, ITAPTUJEH HOMEP

Lot

|5.  JPYIO
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JAHHHU, KOUTO TPABBA JJA CbABbPKA BTOPUYHATA OIIAKOBKA

KAPTOHEHA KYTHUS HA EJUHNYHA OITAKOBKA

‘ 1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Exjade 360 mg ¢mamupanu TabieTKn

nedepazupokc

‘ 2. OBSABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnerka chabpika 360 mg aedepazupokc.

‘ 3. CITMCBK HA ITIOMOIMHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJHA OITAKOBKA

Ounvupann TabIETKH

30 ¢hunmupanu TabIeTKH
90 punmupanu TabIETKH

‘ 5. HAYUH HA ITPUJIOKEHUE U ITbT(MIIIA) HA BBBEXK/IAHE

IIpeau ynorpeba npodereTe IMCTOBKATA.
IlepopasiHo mpUIIOKEHHE.

6. CIIEHUAJIHO MPEAYHNPEXJIEHUE, YE JTEKAPCTBEHUAT TPOAYKT TPABBA
JA CE CBXPAHSBA HA MACTO JAJIEYE OT ITIOI'JIEJA U TOCET'A HA JIEITA

I[a CC CbXpPaHABa Ha MACTO, HEAOCTBHIIHO 3a ACHA.

‘ 7. APYI'U CHEOUAJIHU NIPEAYHPEXJIEHNSA, AKO E HEOBXOAUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA 'OJHOCT

T'onen no:

9. CIIEHUAJIHA YCJI0OBUA HA CbXPAHEHUE
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TAX, AKO CE U3BUCKBAT TAKHUBA

10. CHEIWWAJIHU MPEAITA3HU MEPKHU ITPU NU3XBBPJIISTHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTITAABYHU MATEPHUAJIN OT

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

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Hpnannus

12.  HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

EU/1/06/356/017 30 dbunmupanu TabiaeTKU
EU/1/06/356/018 90 ¢punmupanu TabIETKU

13. TAPTUJIEH HOMEP

[Taptuaen Ne

‘ 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHMHA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIUS HA BPAHJIOBA A3BYKA

Exjade 360 mg

‘ 17.  YHUKAJIEH HIEHTUD®UKATOP — JIBYU3MEPEH BAPKO/I

JByn3mepeH 0apKoA ¢ BKIIOYEH YHUKAICH HIECHTU()UKATOD

‘ 18. YHUMKAJIEH HAEHTU®UKATOP — JAHHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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JAHHHU, KOUTO TPABBA JJA CbJABbPKA BTOPUYHATA OIIAKOBKA

ETUKET HA OBBUBKATA HA I'PYIIOBUTE OITAKOBKHW, OBBUTHU BbB ®OJINO (C
BLUE BOX)

‘ 1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Exjade 360 mg ¢mamupanu TabieTKn

nedepazupokc

‘ 2. OBSABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnerka chabpika 360 mg aedepazupokc.

‘ 3. CIIMCBK HA IIOMOIIMHUTE BEINIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

Ounvupann TabIETKH

I'pynoBa omakoska: 300 (10 omakoBku 1o 30) huimMupanu TabIeTKH

5. HAYUH HA ITPUJIOKEHUE U ITbT(MIIIA) HA BBBEXIAHE

IIpeau ynorpeba npodereTe IMCTOBKATA.
IlepopasiHo mpUIIOXKEHHE.

6. CIIEHUAJIHO MPEAYNPEXJIEHUE, YE JEKAPCTBEHUAT TPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEUE OT INOTI'JIEJJA U JOCET' A HA JIEITA

I[a CC ChbXpaHABa Ha MACTO HCAOCTHIIHO 34 [ACLA.

‘ 7. APYI'U CHEOUAJIHU NIPEAYHPEXJIEHUS, AKO E HEOBXOAUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

9. CIIEHUAJIHA YCJIIOBUA HA CbXPAHEHUE
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TAX, AKO CE U3BUCKBAT TAKHUBA

10. CHEIWMAJIHU MPEANTA3HU MEPKHU ITPU NU3XBBPJIISTHE HA HEN3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTITAABYHU MATEPHUAJIN OT

11. HWME U AIPEC HA IIPUTEXXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Hpnannus

12.  HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

EU/1/06/356/019 300 (10 omakoBku no 30) puiaMupaHu TabISTKH

13. TAPTUJIEH HOMEP

[Taptunen Ne

‘ 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHMHA 3A YIIOTPEBA

‘ 16. HUH®OPMAIUS HA BPAMJIOBA A3BYKA

Exjade 360 mg

‘ 17. YHUKAJIEH HIEHTUD®UKATOP — JIBYU3MEPEH BAPKO/I

JByn3mepeH 0apKoa ¢ BKIIOYEH YHUKAICH HIECHTU()UKATOD

‘ 18. YHUMKAJIEH HAEHTUD®UKATOP — JJIAHHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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JAHHHU, KOUTO TPABBA JA CbJABbPKA BTOPUYHATA OIIAKOBKA

MEXIUHHA KAPTOHEHA KYTUSI HA TPYIIOBATA OITAKOBKA (BE3 BLUE BOX)

‘ 1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Exjade 360 mg ¢mamupanu TabieTKn

nedepazupokc

‘ 2. OBSABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnerka chabpika 360 mg aedepazupokc.

‘ 3. CIIMCBK HA ITIOMOINMHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

Ounmvupanu TabIETKH

30 ¢punmmpanu Tabmetku. YacT oT rpynoBa omakoBka. [la He ce mpomaBa OTIEHO.

‘ 5. HAYUH HA ITPUJIOKEHUE U ITBT(MIIIA) HA BHBBEX/IAHE

IIpeau ynorpeba npodereTe JIMCTOBKATA.
IlepopasiHo mpUIIOXKEHHE.

6. CIIEHUAJIHO MPEAYHNPEXJIEHUE, YE JEKAPCTBEHUAT TPOAYKT TPABBA
JA CE CBXPAHSABA HA MSICTO JAJIEUE OT INOTI'JIEJJA U JOCET' A HA JIEITA

I[a CC ChbXpPaHABa Ha MACTO HCAOCTHIIHO 34 [ACLA.

‘ 7. APYI'U CHEOUAJIHU ITPEAYIPEXJIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA 'OJHOCT

T'onen no:

9. CIIEHUAJIHA YCJIIOBUA HA CbXPAHEHUE
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10. CHEIWMAJIHU MPEANTA3HU MEPKHU ITPU NU3XBBPJIISTHE HA HEN3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTITAABYHU MATEPHUAJIN OT
TAX, AKO CE U3BUCKBAT TAKHUBA

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

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Hpnannus

12.  HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

EU/1/06/356/019 300 (10 omakoBku no 30) puiaMupaHu TaOISTKH

13. TAPTUJIEH HOMEP

[Taptunen Ne

‘ 14, HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHMHA 3A YIIOTPEBA

‘ 16. HUH®OPMAIUS HA BPAMJIOBA A3BYKA

Exjade 360 mg
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MUHUMYM JAHHHU, KOUTO TPABBA JJA CBABPXKXAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEPU

‘ 1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Exjade 360 mg ¢punmupanu Tabiaetkn
nedepazupokc

‘ 2. HUME HA ITIPUTEXATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited

‘ 3. JATA HA N3TUYAHE HA CPOKA HA 'OJHOCT

EXP

4, ITAPTUJEH HOMEP

Lot

|5.  JPYIO
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JAHHHU, KOUTO TPABBA JJA CbABbP/KA BTOPUYHATA OITIAKOBKA

KAPTOHEHA KYTHUS HA EJUHNYHA OITAKOBKA

‘ 1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Exjade 90 mg rpanysu B caie
nedepazupokc

‘ 2. OBSABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesixo camie chappixa 90 mg nedepasupokc.

‘ 3. CIIMCBK HA ITIOMOIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJHA OITAKOBKA

I'panynu B camre

30 camera

5. HAYMH HA ITPUJIOKEHUE U ITbT(MIIIA) HA BBBEK/IAHE

IIpeau ynorpeba npodereTe JIMCTOBKATA.
IlepopasiHo npuoXKeHUE

6. CIIEHUAJIHO MPEAYHNPEXJIEHUE, YE JEKAPCTBEHUAT TPOAYKT TPABBA
JA CE CBXPAHSBA HA MSCTO JAJIEYE OT IIOI'JIEJA U TOCET'A HA JIEITA

I[a CC CbXpPaHABa Ha MACTO, HEAOCTBHIIHO 3a ACHA.

‘ 7. APYI'U CHEOUAJIHU ITPEAYHPEXJIEHUSA, AKO E HEOBXOIUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA 'OJHOCT

T'onen no:

9. CIIEHUAJIHA YCJIIOBUA HA CbXPAHEHUE
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TAX, AKO CE U3BUCKBAT TAKHUBA

10. CHEIWWAJIHU IMPEAITA3ZHU MEPKHU ITPU NU3XBBPJIISTHE HA HEN3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTITAABYHU MATEPHUAJIN OT

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

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Hpnannus

12.  HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

EU/1/06/356/020 30 camera

13. TAPTUJIEH HOMEP

[Taptunen Ne

‘ 14, HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHMHA 3A YIIOTPEBA

‘ 16. HUH®OPMAIUS HA BPAMJIOBA A3BYKA

Exjade 90 mg

‘ 17. YHUKAJIEH HIEHTUD®UKATOP — JIBYU3MEPEH BAPKO/]

JByn3mepeH 0apKoa ¢ BKIIOYEH YHUKAICH HIECHTU()UKATOD

‘ 18. YHUMKAJIEH HAEHTUD®UKATOP — JJIAHHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MUHUMYM JAHHHU, KOUTO TPABBA JJA CBABPXKAT MAJIKUTE EJUHUYHA
II'bPBUYHMU OITAKOBKH

CALIETA

‘ 1. HUME HA JIEKAPCTBEHUS NPOAYKT U I'BT(MIIIA) HA BbBEXK/IAHE

Exjade 90 mg rpanynu
nedepazupokc
TlepopanHo npuiioxeHue

‘ 2. HAYHYH HA ITPUJIOKEHHNE

‘ 3. JATA HA N3TUYAHE HA CPOKA HA 'OJHOCT

EXP

4, ITAPTUJEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EITUHUIIN

162 mg

|6. JIPYIO
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JAHHH, KOUTO TPABBA JJA CbAbP/KA BTOPUYHATA OITIAKOBKA

KAPTOHEHA KYTHUS HA EJUHNYHA OITAKOBKA

‘ 1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Exjade 180 mg rpanynu B camre
nedepazupokc

‘ 2. OBSABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesixo camie chappixa 180 mg nedepa3upoxc.

‘ 3. CIIMCBK HA ITIOMOIIMHUTE BEINNECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

I'panynu B camre

30 camera

5. HAYMH HA ITPUJIOKEHUE U ITbT(MIIIA) HA BBBEK/IAHE

IIpeau ynorpeba npodereTe JIMCTOBKATA.
IlepopasiHo npuoXKeHUE

6. CIIEHUAJIHO MPEAYHNPEXAEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEUE OT INOTI'JIEJJA U JOCET' A HA JIEITA

I[a CC CbXpPaHABa Ha MACTO, HEAOCTBHIIHO 3a ACHA.

‘ 7. APYI'U CHEOUAJIHU ITPEAYHPEXJIEHUSA, AKO E HEOBXOIUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA 'OJHOCT

T'onen no:

9. CIIEHUAJIHA YCJIIOBUA HA CbXPAHEHUE
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TAX, AKO CE U3BUCKBAT TAKHUBA

10. CHEIWMAJIHU MPEANTA3HU MEPKHU ITPU NU3XBBPJIISTHE HA HEN3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTITAABYHU MATEPHUAJIN OT

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

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Hpnannus

12.  HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

EU/1/06/356/021 30 camera

13. TAPTUJIEH HOMEP

[Taptunen Ne

‘ 14, HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHMHA 3A YIIOTPEBA

‘ 16. HUH®OPMAIUS HA BPAMJIOBA A3BYKA

Exjade 180 mg

‘ 17. YHUKAJIEH HIEHTUD®UKATOP — JIBYU3MEPEH BAPKO/I

JByn3mepeH 0apKoa ¢ BKIIOYEH YHUKAICH HIECHTU()UKATOD

‘ 18. YHUMKAJIEH HAEHTUD®UKATOP — JJIAHHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MUHUMYM JAHHU, KOUTO TPABBA JJA CBbABPXKXAT MAJIKUTE EJMVHUYHHU
II'bPBUYHMU OITAKOBKH

CALIETA

‘ 1. HUME HA JIEKAPCTBEHUS TPOAYKT U ITBT(MIIA) HA BBbBEXKJIAHE

Exjade 180 mg rpanymnu
nedepazupokc
TlepopanHo npuiioxeHue

‘ 2. HAYHYH HA ITPUJIOKEHHNE

‘ 3. JATA HA N3TUYAHE HA CPOKA HA 'OJHOCT

EXP

4, ITAPTUJEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WJIN EITUHUIIN

324 mg

|6. JIPYIO
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JAHHHU, KOUTO TPABBA JJA CbJABbPKA BTOPUYHATA OIIAKOBKA

KAPTOHEHA KYTHUS HA EJUHNYHA OITAKOBKA

‘ 1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Exjade 360 mg rpanynu B came
nedepazupokc

‘ 2. OBSABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesixo camie chappixa 360 mg nedepa3upoxc.

‘ 3. CIIMCBK HA ITIOMOIHUTE BEINECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

I'panynu B camre

30 camera

5. HAYMH HA ITPUJIOKEHUE U ITbT(MIIIA) HA BBBEK/IAHE

IIpeau ynorpeba npodereTe JIMCTOBKATA.
IlepopasiHo npuoXKeHUE

6. CIIEHUAJIHO MPEAYHNPEXJIEHUE, UE JIEKAPCTBEHUAT INTPOJAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEUE OT INOTI'JIEJJA U JOCET' A HA JIEITA

I[a CC CbXpPaHABa Ha MACTO, HEAOCTBHIIHO 3a ACHA.

‘ 7. APYI'U CHEOUAJIHU ITPEAYHPEXJIEHUSA, AKO E HEOBXOIUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA 'OJHOCT

T'onen no:

9. CIIEHUAJIHA YCJIIOBUA HA CbXPAHEHUE
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TAX, AKO CE U3BUCKBAT TAKHUBA

10. CHEIWMAJIHU MPEANTA3HU MEPKHU ITPU NU3XBBPJIISTHE HA HEN3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTITAABYHU MATEPHUAJIN OT

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

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Hpnannus

12.  HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

EU/1/06/356/022 30 camera

13. TAPTUJIEH HOMEP

[Taptunen Ne

‘ 14, HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHMHA 3A YIIOTPEBA

‘ 16. HUH®OPMAIUS HA BPAHJIOBA A3BYKA

Exjade 360 mg

‘ 17. YHUKAJIEH HIEHTUD®UKATOP — JIBYU3MEPEH BAPKO/I

JByn3mepeH 0apKoa ¢ BKIIOYEH YHUKAICH HIECHTU()UKATOD

‘ 18. YHUMKAJIEH HAEHTUD®UKATOP — JJIAHHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MUHUMYM JAHHU, KOUTO TPABBA JJA CBbABPXKXAT MAJIKUTE EJMVHUYHHU
II'bPBUYHMU OITAKOBKH

CALIETA

‘ 1. HUME HA JIEKAPCTBEHUS TPOAYKT U II'BT(MIIIA) HA BBBEXKJIAHE

Exjade 360 mg rpanymnu
nedepazupokc
TlepopanHo npuiioxeHue

‘ 2. HAYHYH HA ITPUJIOKEHHNE

‘ 3. JATA HA N3TUYAHE HA CPOKA HA 'OJHOCT

EXP

4, ITAPTUJEH HOMEP

Lot

5. CBABbPKAHUE KATO MACA, OBEM WIHN E/IMHULIN

648 mg

|6. JIPYIO
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Bb. JUCTOBKA
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JlucroBka: undopmanus 3a norpeduTe st

EXJADE 125 mg nucneprupaniy ce TadJeTKn

EXJADE 250 mg aucneprupaimm ce TadaeTKH

EXJADE 500 mg aucneprupaimm ce TadaeTKH
Hedepasupoxc (Deferasirox)

YTO3I/I JICKApPCTBCH NPOAYKT IMOJJICIKU HA JOIIBJIHUTCIIHO Ha6J'IIOI[CHI/Ie. Toga mie mo3ponu 6’I)p30TO
YCTaHOBSAABAHC HA HOBA I/IH(i)OpMaIII/Iﬂ OTHOCHO Oe3omacHocTTa. MOXKeTe JAa JaacTe CBOA NPHUHOC KaTo
C’I)O6HH/ITC BCsKa HCXKEJIaHa peaKlus, KOsATO CTC NOJYUHIIN. 3a HauMHa Ha 0306maBaHe Ha HCXKCJIaHU
PCaKIMM BUIKTC Kpas Ha TOYKa 4.

IIpoyereTe BHUMATEIHO IAJIATA JJUCTOBKA, MIPEM /1a 3all04YHeTe 1a IpHeMaTe TOBA JIeKapCTBO,

TBhH KaTo TS ChABPKA BaskHA 3a Bac unpopmanus.

- 3amasere Ta3u JUCTOBKA. MoXKe J]a ce Hal0XHU J1a sl IPOYETETEe OTHOBO.

- AKO UMate HIKaKBU JIOIBJIHUTEIHU BBIIPOCH, MONUTaiTe Barwst nexap uin GapmariesT.

- ToBa nekapcTBO € mpeAanucano JuyHo Ha Bac uinu Ha Bamero aere. He ro npeorcrriBaiiTe Ha
npyru xopa. To Moxke 1a UM HaBpeu, He3aBHUCUMO Ye PU3HAIIMTE Ha TIXHOTO 3a00JsiBaHe ca
cplIMTEe KaTo Bamure.

- AKO ToNTyuHTe HSIKaKBU HEXXETaH!U peakiun, yBeaomere Bamms nexap win gpapmanest. Toa
BKJIFOYBAa U BCUYKH Bb3MOXXHHU HEKCIaHN PCAKIIUN, HCOIIMCAHU B Ta3W JIMCTOBKA. Bmxte
Touka 4.

KakBo cbabpixa Ta3u JUCTOBKA

Kakso mpencrasnsisa EXJADE u 3a kakBo ce n3nosnssa
Kakgo Tpsi0Ba na 3Haere, npeau na npuemere EXJADE

Kax ga npuemare EXJADE

BBb3MOKHM HEXenaHU peaKkIuu

Kak na cexpansiBare EXJADE

ChabpikaHue Ha OTIAKOBKATA U JIOTBIHATENHA HHPOPMALIUs

BN

1. Kaxkso npencraBassa EXJADE u 3a kakBo ce H3nmoji3Ba

Kaxkso npencraBassa EXJADE

EXJADE cbabprka akTUBHO BEIIECTBO, HApeUueHo Jedepasupokc. To € XeraTop Ha KeJsI30T0, KOETO
MpEe/ICTaBIISIBA JIEKAPCTBO, U3IMOI3BAHO 32 OTCTPAaHSBAHE HA M3IUIIHOTO KEJSA30 OT OpraHu3Ma
(Hapu4aHo olle cBpbX0oOpeMeHsIBaHe ¢ Kels30). To 3axBala U OTCTpaHsIBa U3IUIITHOTO XKes30,
KOETO cJIe]l TOBa C€ EKCKPETHUPa OCHOBHO B M3MPaKHEHHSATA.

3a kakso ce u3noazsa EXJADE

Moke na ca HeoOX0IUMH TTOBTOPHU KPHBOIMPEIIUBAHIS MPU TMAITUEHTUTE C PA3IMYHU BUIOBE aHEMUS
(HarmpuMep TamaceMus, ChPITOBUIHO-KIIEThYHA aHEMUS WJIH MUeToaucIiacTnaeH cuuaapom (MJIC)).
[ToBTOpHKTE KPHBONPEIIMBAaHUA 00a4e MOKE J1a MPUUUHAT HATPyIIBAaHE HA U3JIMIIBK OT *keJs130. Tosa
€ Taka, Thil KaTO KPBBTA ChIBPIKA KEJA30, a OPTaHU3MBT B He pas3mnosiara ¢ €CTeCTBEH HaYWH 32
OTCTpaHsSBaHE HA M3JIUITHOTO KEJSI30, KOETO MOJTydaBaTe ¢ KpbBoIpenuBanusaTa. [Ipy marueHTuTe
ChC CHHAPOMH Ha HeTpaHC(PY3MOHHO-3aBUCHMA TaaceMUs B TEUCHHE Ha BPEMETO MOXKE CHINO Ja Ce
MTOJIYYH CBPBXOOPEMEHIBAHE C KEISI30, MPEANMHO BCIICCTBHE HA TTOBUIIIEHATA a0COPOITHS Ha YKEIISI30
OT XpaHaTa, B OTTOBOP Ha HaMaJIeHUs1 Opoii KpbBHH KiIeTKH. C BPEMETO M3JIUIITHOTO YKEJISI30 MOXKE J1a
YBpEIH BAXKHHU OPTaHU KaTo YepHUS Apo0 U chpIieTo. M3mom3Bar ce JeKkapcTBa, HapeueHu xeramopu
Ha Jicensi30mo, 3a OTCTPaHIBAHE HAa U3JTUIITHOTO JKEJISA30 U J1a C€ HaMaji pHUcKa TO Ja IPUINHU
OpTaHHO YBPEXKIaHE.

EXJADE ce n3non3Ba 3a ie4eHrne Ha XpOHUYHOTO CBPBX00pEMEHIBaHE C JKENSI30, IPUIMHEHO OT
YeCTUTE KPBBONPEIMBAHMS, TIPHU MAIEHTH ¢ 0eTa TanaceMus Maifop Ha Bb3pacT Ha U Haj 6 TOJIMHH.
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EXJADE ce u3nosn3Ba chII0 32 JIeUeHUE Ha XPOHUYHOTO CBPHXOOPEMEHSIBAHE C KEIA30, KOTaTO
JICYCHUETO C iehepOoKCaMHH € IPOTHBOITOKA3aHO WJIM HEJJOCTATHUHO MPH MAIUCHTH ¢ OeTa TalaceMus
Malop ChC CBPBXOOPEMEHSIBAHE C JKEJA30, MPUUYUHEHO OT HEUSCTH KPhBOIPEIVBAHUS, TIPU NAI[UCHTH
C IpYTH BUJIOBE aHEMUS U MPH Jiella Ha Bb3pacT OT 2 10 5 TOJUHH.

EXJADE e mokasaH chII0 3a JICUCHUE Ha MANMEHTH Ha Bb3pacT 10 roqrHy 1 TIoBede, IPH KOWTO UMa
CBPBHXOOpEMEHSBAHE C JKENS30, CBPB3aHO C TAXHATA TaJaceMHUsl , HO KOUTO HE ca TPaHC(HY3HOHHO
3aBHCUMH, KOTATO JICYCHUETO ¢ JIe(hepOKCaMHH € MPOTHUBOIIOKA3aHO WM HE3aJ0BOJIUTEITHO.

2. Kakgo TpsoBa na 3Haete, mpean 1a mpuemere EXJADE

He npuemaiite EXJADE

- aKO CT€ AJICPrHYHU KbM Jieepa3supOKC I KbM HIKOSI OT OCTAHAJIUTE ChCTaBKU Ha TOBA
nekapcTBo (M30poeHH B Touka 6). AKO TOBa ce OTHacs 3a Bac, ka:kere Ha Bamus nexap
npenu aa npuemare EXJADE. Axo mucnure, 4ye MOXe Ja CT€ ajJepruyHu, nonurainte Bamms
JIEKap 32 CbBET;

- aKo MMaTe YMEPEHO WU TEXKKO ObOpeuHo 3a00IsBaHe;

- AKO ITOHACTOSILEM IIPUEMATE IPYTo JIEKApPCTBO, XEJIATOP HA KENSI30TO.

EXJADE He ce npenopbuBa
- aKo CTe ¢ HampeIHall CTafuii Ha MuenoauciactuieH cuaapoM (MDS; namaneno obpasyBane
Ha KJIETKH OT KOCTHHUS MO3bK) WJIM UMAT€ PaK B HAIIPEIHAN CTaIuil.

Ipeaynpe:xnenus 1 npeanasHu MepKH

I'oBoperte ¢ Bamus siekap win dapmanest npeau na npuemere EXJADE:

- aKo uMare pooiieM ¢ OBOPEIUTE WK YepHUs Apo0;

- aKo uMmare npo0ieM ChbC CHPIIETO, TOPAIN CBPEXOOPEMEHSIBAHETO C JKETA30;

- aKo 3a0eNekuTe 3HAYUTEHO HaMallsiBaHe Ha KOJIMYECTBOTO Ha OT/AeNeHaTa oT Bac ypuHa
(npu3Hak Ha ObOpeueH npodIeM);

- NIPY TI0SIBa Ha TeXBK OOPHB WM 3aTPyTHEHO JTUIIAHE U 3aMastHOCT, MJIH MO{yBaHe, TJIaBHO B
o0acTTa Ha JIMIETO U T'bPJIOTO (MTPU3HAIM HA TEXKKA aJleprUYHa PEeaKIusl, BUKTE ChIIO0 TOYKa 4
,,BB3MOKHH HEXEJTaHU PeaKiiu’);

- aKo UMaTe KOMOMHAIINS OT HAKOH OT CJICJIHUTE CHMITOMH: 00OpHB, 3a4€pBsIBaHE HA KOXKaTa,
MEXypH 0 YCTHUTE, OUNTE WIH ycTara, OeleHe Ha Ko)KaTa, BUCOKa TeMIepaTypa,
TPUTNIONO00HN CHMITTOMH, YBEJIMUYSHH JTUMGHH BB3JIH (TIPU3HALN HA TE)KKA KOJKHA PEaKIns,
BIKTE CHIIO TOYKA 4 ,,BB3MOKHN HEXXENTaHU peakiuu’”);

- aKo UMaTe KOMOMHAIUS OT CIeTHIUTE CHMITOMH: CHHIUBOCT, OOJIKa B TOpHATA JsICHA ITOJIOBHHA
Ha KOpeMa, MOKBJITSIBAHE UM 3aCHIICHO MOKBJITBAHE Ha KOXKAaTa MJIM OYUTE U ThMHA YPHHA
(Ipu3HaNM Ha YepHOAPOOHU TPOOIEMH);

- aKo TIOBBbPHETE KPbB H/WJIM MMATE YSPHH U3IPKHECHUS;

- aKo “Mate 4ecTH OOJKH B Kopema, 0coOeHO ciiel HaxpaHBaHe win npueM Ha EXJADE;

- aKO MMaTe 4eCTO KUCEITMHH B CTOMAXa;

- aKO MMaTe HUCKU HUBA HA TPOMOOIMTH WIIK O KPbBHH KJIETKH B KPHBTA;

- aKo “Mare 3aMbIIICHO 3PCHUE;

- aKo “Mate JAUapHs WK MOBpPBIIAHE.

AKo HSIKOE OT M30poeHnTe ce oTHacA 3a Bac, kaxere BegHara Ha Bamms iexap.

IIpocaensisane Ha Bamero geuyenune ¢c EXJADE

ITo Bpeme Ha nedenuneto e Bu 6b1aT mpaBeHn peOBHA U3CIIEIBaHMS Ha KPbBTa U ypruHaTa. Upes
TAX II€ Ce MPOCIIesiBa KOJIMIECTBOTO Ha KEJA30TO B opranu3mMa Bu (HUBOTO Ha (hepumuna B KpbBTA),
3a Jia ce BUM KoJKo j1o0pe neiictea EXJADE. M3cnenBanusita 1ie npociensBaT chino 0b0peyHaTa
Bu ynkius (HUBOTO Ha KpeaTWHUHA B KPBBTA, HAJMYNE HA OENTHK B YpUHATA) U YepHOApoOHaTa Bu
¢byHKIUS (HUBOTO Ha TpaHCAMUHA3UTE B KPHBTA). BammusT nekap Moxe aa noucka ia Bu ce HarpaBu
0bOpeuHa OMoICHs, aKo MMOA03Upa 3HAUMMO YBpeXkaaHe Ha ObOperuTe. Moske chiio Taka ja Bu ce
Hanpasu SAMP (sapeHo MarHUTEH pe30HaHC), 3a /1a CE OMPE/IENTH KOJIMYECTBOTO Ha )KEA30TO B
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uepHus Bu 1po0. Bammsr nekap 1ie nma npeaBua Te3U U3CIIeIBaHUs, KOraToO ONpeaeys Hali-
nonxojsara 3a Bac no3a Ha EXJADE u mie rv mon3Ba chIlo Taka, 3a Ja MpereHH Jalii TpsoBa J1a
cnpere npuema Ha EXJADE.

Kato npeanaszna Mapka Bcsika FOAMHA 110 BpeMe Ha JICUEHHETO 1Ie ObJaT U3CIeABaHN 3PEHUETO U
ciayxa Bu.

Jpyru aexapcersa u EXJADE

WNudopmupaiite Bamust nekap uinn papMaieBT, ako premMare, HaCKOpo CTe MPHUEeMad WITH €

BB3MOXKHO J1a IPUEMETE IPYTH JieKapcTBa. Te BKIIOYBAT MO-CIIEUATHO!

- JIPYTH XeNaTOPH Ha XKeIsI30To, KOUTO He TpsiOBa fa ce mpuemat ¢ EXJADE;

- aHTHAIUIHU (JIEKapCTBa, IPHEMAHH 3 JICYCHHE HAa CTOMAIIHN KHUCEINHH), ChIbPIKaIIN
ATyMUHHA, KOUTO He TPsiOBa Ja ce mpreMar 1o ChIIoTo BpeMe Ha neHs kato EXJADE;

- [IUKJIOCTIOPUH (M3I10JI3Ba CE 3a PEIOTBPATsIBaHE HA OTXBBPIITHETO HA TPAHCIUIAHTHPAH OpraH
OT OpraHU3Ma WM NPU HAKOU JPYTH CHCTOSHHSA, KATO PEBMATONACH apTPUT WM aTOINYCH
JIEPMATHUT);

- cMMBacTaTHH (M3I0JI3Ba Ce 3a MMOHIKaBaHE Ha XOJIECTEPOIIa);

- 0OJKOYCITOKOSIBAIIY FUTH MIPOTHBOBB3MANUTEITHH CPEICTBA (HAIP. aCUPHH, HOyTIpodeH,
KOPTUKOCTEPOUJIN);

- nepopanuu oudochonaTu (M3Moa3BAT CE 3 JCUCHUE HA OCTEOIIOPO3a);

- AQHTHKOATYJIaHTH (M3MOI3BAT Ce 3a MPEAOTBPATSABAHE WU JICUCHHE Ha ChCHPBAHETO HA KPHBTA);

- XOPMOHAITHH KOHTPAIENTUBH (IPOTHBO3a4aTh4HH CPECTBA);

- Oempuawi, eproTaMuH (M3I0NI3Ba C€ TP JICUeHNE Ha ChPACYHHU MPOOJIeMH U MUTPEHA);

- penariauHA (M3110I13Ba Ce MIPH JIeueHne Ha quader);

- pudamnunuH (M3M0I3Ba CE MPH JIEYCHNE Ha TyOepKyo3a);

- ¢denuTonH, perobapObuTan, kapbamazenuH (M3IONI3BA CE TP JICUSHUE Ha STIIISIICHS);

- putoHaBup (u3non3sa ce npu geuenne Ha CITMH undexius);

- HakJIuTaKces (M3M0II3Ba ce MPH JIeYeHHe Ha PaK);

- Teo(MINH (M3M0I3BA CE 32 JICUCHNE Ha PECTIMPATOPHH 3a00IIIBaHUS KaTO HAIIPUMEp acTMa);

- KJI03anyH (M3I10J13Ba Ce 3a JICYeHHEe Ha TICHXWYHHU HapyIICHHUS KaTo MIH30(ppeHNs);

- THU3aHUUH (M3110J13Ba C€ KaTO MYCKYJIEH PEJIaKCaHT);

- XOJIECTUPAaMHH (M3I0JI3Ba CE 32 HaMaJIsBaHEe Ha HUBATa Ha XOJIECTEpoJIa B KPHBTA).

BB3MOXHO € 1a ca He0OX0AMMHU JONIBJIHUTEIIHE TECTOBE 3a IPOCIIE/IIBAaHE HA IJIa3MEHUTE HUBA Ha
HSIKOHM OT U30pOEHUTE JIEKapCTBa.

Xopa B cTapyecKka Bb3pacT (Ha Bb3pacT Ha U Hajx 65 roqmHu)

EXJADE mosxe aa ce u3moiizBa OT Xopa Ha Bb3pacT HaJl 65 roguHu B chlara J103a Kato 3a
OCTaHaJIMTE Bb3PaCTHH. HaHI/IeHTI/ITe B CTapy€CKa Bb3pacCT MOraT Jia UMaT IMO-4€CTU HEXKCIIaHU
peakiuu (Mo-CreIragHO JUapus), OTKOJKOTO MO-MJIauTe naiueHT. Te TpsoBa na Obaar
BHHUMATEJIHO MPOCJIEIIBAHU OT CBOS JIEKap 3a I0sBA HA HEXEIaHU PEaKIUU, KOUTO MOraT Ja U3UCKBAT
KOpUTMpaHE Ha J03aTa.

Jeua v roHOIIM

EXJADE moxe 51a ce ynorpe0sBa IpH Jela U IOHOIIN Ha Bb3pacT HaJl 2 TOAMHHU, IIPU KOUTO PEIOBHO
ce TIPOBEXK/IaT KPHBONPEIUBAHNS, KAKTO W MPH JIeTa ¥ FOHOIIX Ha Bh3pacT 10 ToauHU U IOBEYe, IPH
KOWTO HE C€ MPOBEXKAT PEAOBHO KphBonpenuBanus. C H3pacTBAHETO HA MAIlMEHTA JICKAPST IIIe
MIPOMEHH J103aTa.

EXJADE He ce npenopbyuBa Ipu Jena Ha Bb3pacT Mo 2 TOIUHH.

124



BpemeHHOCT M KbpMeHe
Axo cte OpeMeHHa WM KbPMHUTE, CMATATE, Y€ MOJKE J]a CTe OpeMEeHHA WIH TUIaHupaTe OpEeMEeHHOCT,
nochbBeTBaliTe ce ¢ Bamms nexap npeau ynorpedarta Ha TOBa JIEKapCTBO.

EXJADE e ce npenopbuBa npy OPEMEHHOCT OCBEH B CITy4auTe Ha KaTeropuyHa HEOOXOJMMOCT.

AKO MOHACTOSIIEM H3TOJI3BATE TIEPOPATHH KOHTPAIICITHBY MITH KOHTPAICTITUBEH TUTACTHP 32
npena3Bane oT 3abpeMeHsBaHe, TpsI0Ba J1a U3MOJI3BATE NOMBIHUTEIHA WIN APYT BU KOHTPAIICTIIIHS
(mamp. mpe3epBatuB), Tl kaTo EXJADE Moske na Hamanm epeKTHBHOCTTA Ha IMEPOPATHUTE
KOHTPAIICTITHBY ¥ HA KOHTPAICNITUBHUTE TUIACTUPH.

Kspmenero He ce npenopbusa npu jeuenne ¢ EXJADE.

Hlo¢gupane u padoTa ¢ MAIIUHU
Ako ce mouyBcTBaTe 3amasiau cien npueM Ha EXJADE, ve modupaiite u He padotere ¢
WHCTPYMEHTH U MAlllMHU, JOKAaTO HE CE€ MMOYYBCTBATE HOPMAJIHO OTHOBO.

EXJADE cbabpxa jJakTo3a
Axo Bamusr nexap Bu e kazan, ye uMate HEIOHOCUMOCT KbM HSKOH 3aXapH, IOChBETBANTE CE C HETO
Ipen Ja B3eMeTe TOBa JIEKapCTBO.

3. Kaxk na npuemare EXJADE

Jleaenuero ¢ EXJADE 1ie ce HaOmro1aBa OT JieKap C OIKT B JICUCHUETO Ha CBPhXOOPEMEHSIBAHE C
JKETIS130 BCJISACTBUE HA KPHBOIIPEITHBAHUS.

Bunaru npuemaiite ToBa JIeKapcTBO TOUHO KakTo Bu e kazan Bammar nekap. AKo He CTe CUTYpHHU B
Helo, nonuraiTe Bamms nekap nim papManesr.

Kaksa no3a EXJADE na npuemare

Ho3ara Ha EXJADE e cBbp3aHa ¢ TEIECHOTO TErJI0 Ha MalMeHTUuTe. BamusaT nexap e u34uciu

Jt03aTa, OT KOATO CE HyXJaeTe U e Bu Kake KOJIKO TaOJIETKH J1a IpUeMaTe BCEKH JICH.

° Oo6uuaiinara qHeBHa n03a EXJADE aucneprupainy ce Ta0iieTku B HA4aJ0TO HA JICUCHUETO,
MIPH MAIUSHTH, TIPYU KOUTO PEJOBHO CE MPOBEXK AT KpbBompenuBanus ¢ 20 mg Ha Kujiorpam
TeJeCHO Teryio. Moke Jja ce mpernopbyuBa MO-BUCOKA WM MTO-HUCKA HavaliHa J03a OT Bamus
JIeKap B 3aBUCUMOCT OT HHAUBHUAYATHUTE BH HYXIH OT JICUCHUE.

° Oo6uuaiinara qHeBHa n03a EXJADE aucneprupainy ce TabiieTKu B HA4aa0TO Ha JICUSHUETO MPH
MalMeHTH, TIPU KOUTO HE CE MPOBEXIAT PEIOBHO KphBompenuBanus ¢ 10 mg Ha Kumorpam
TEJIECHO TETJIO.

° B 3aBucuMocT oT otroBopa Bu kbM JeueHneTo, BamusT jiekap Moxke mo-KbCHO J]a TPOMEHU
JieyeHreTo By Ha mo-BHCOKa WM ITO-HUCKA J1034.
. MakcumManHaTa npernopbuuTenHa aaeBHa j103a EXJADE nucneprupamm ce rabnetku e 40 mg

Ha KWJIOTpaM TEJIECHO TEIJIO IPH MAaMEHTH, IIPU KOUTO CE MPOBEXKIAT PEJOBHO
KpbBonpenuBanus, 20 MJ Ha KAIOTpaM TEJIECHO TETJI0 PU Bb3PACTHHU MMAIUSHTH, ITPH KOUTO
HE Ce MPOBEXAAT PeIOBHO KpbBompenuBanus u 10 My Ha KujiorpaM TeJlecHa Maca IpH Jiera u
FOHOLIY, IIPY KOUTO HE C€ ITPOBEXKIAT PELOBHO KPbBOIPEIUBAHHUS.

Hedepaszupokc ce npemiara cbio nox ¢popmara Ha GUIMHUPAHU TaOJIETKHU U TPaHyIH. AKO

MpeMHUHABAaTC OT (I)I/IJ'IMI/IpaHI/I TaOJIETKU UIU rpaHyJii KbM JUCIICPrupamniy ce Ta6J'I€TKI/I, me Cce
HYXXIA€TC OT KOPUTMPAHE HA A03aTa.
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Kora na npuemare EXJADE

° ITpuemaiite EXJADE Benubx JHEBHO, BCEKH JICH, MPUOIU3UTEITHO 10 €THO CHIIIO BpeMe Ha
JICHSL.

. [Tpuemaiite EXJADE aucnieprupaiiy ce TaOleTK! Ha TIaIHO.

. Crnen ToBa n3uakaiite none 30 MHHYTH ITPEU J1a MPUEMETE KAKBaTO U Jia € XpaHa.

[TpuemsT Ha EXJADE 110 e1HO0 1 B0 BpeMe BCEKH JIeH 1ie Bu moMorHe ChIo Taka J1a 3allOMHUTE
Kora jia nmpuemare Bamute Tabnerky.

Kaxk na npuemare EXJADE: P

. Ilycnere TaGnerkara(uTe) B Haria ¢ BOJa WIH COK OT SOBJIKA WIIH E([/
moprokain (100 mo 200 ml). O

. Pa3obpkaiite, nokaro Tabmerkara(ure) ce pa3TBOPU(SAT) HAITBITHO. \!/
TedHoCTTa B "amaTa e u3riex/ja MbTHa.

. M3numiiTe msu10TO CHIBPKAHUE Ha Hamrata. Cie ToBa qodaBeTe
MAaJIKO BOJIa WJIM COK KBM TOBA, KOETO € OCTAHAJIO B Hallara, "

pa30bpKaliTe TEYHOCTTA M CHINO 5 H3IHHATE.

He pa3srBapsiite TabneTkuTe B ra3upaHy HAMUTKU WIH MIISKO.
He npBueTe, He pa3uymnBaiiTe 1 HE pa3MadKBaiTe TaOJIETKUTE.
He normeimaiite TabneTKuTe EH.

Koako gparo na npuemare EXJADE

Hpoabikere 1a npuemate EXJADE Bceku aeH, n1okaro Bamus gexap Bu ka:xe. ToBa e
JIBJITOCPOYHO JIEUCHUE, PO IbKABaIl0 BEPOSTHO MECELM WM TOJUHU. BamusT nekap e
MPOCIIe/IABa PEIOBHO ChCTOSHUETO By, 3a 1a mpoBepsiBa JAaiiv JICYCHUETO UMa JKeJIaHUS ePeKT (BHKTE
chino Touka 2: ,,Ilpocnenssane Ha Bamero neuenne ¢ EXJADE”).

AK0 nMate BBIIPOCH OTHOCHO TOBa KOJIKO IbiTo Aa nmpuemare EXJADE, rosopere ¢ Bammms iexap.

AKo cTe npuesiu noBeye oT HeoOxoaumara n1o03a EXJADE

AKo cTe npuenu nosede oT HeobxonumaTa 1o3a EXJADE unu ako Hskoit qpyr npueme Barmmre
TabJEeTKH MO CIyYaifHOCT, He3a0aBHO ce CBBpKeTe ¢ Bamms nekap nim 6onHuIa 3a cbBeT. [lokaxkeTe
UM OIaKOBKaTa Ha TabieTkure. Moxe J1a ce Hal0XKH METUIIMHCKO JeUeHHe

Ako cTe nponycHaau aa npuemere EXJADE

AKo mpomycHeTe 703a, B3eMeTe 51 BeJHara clie]] KaTo CH CIIOMHUTE 3a TOBa mpe3 neHs. [Ipuemere
clieJBalliata cH Jio3a crope cxemara. He B3emaiite JiBoiiHa /103a Ha CieBalllys JIeH, 3a Ja
KOMIICHCHpaTe MpoiycHarata(ure) Tabnerka(u).

AKxo cTe cnipesan mpuema Ha EXJADE

He cnmpaiite nmpuema Ha EXJADE, ocen ako Bammsr nexap He Bu xaxke ToBa. AKO cripeTe npuema,
M3IHUIIHOTO JKEJISI30 HAMa MOBEYe J1a CE OTCTPaHABa OT oprann3Ma Bu (BIKTe CHINO MO-TOpPE TOUKA
,,Komko gearo ga npuemare EXJADE™).

126




4. Bb3MOKHN He:KeJIaHU peakuuu

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKC [1a NPCAU3BHUKA HEIKCIIAHU PCAKIIUHN, BBIIPCKU Y€ HC
BCCKH I' TOJTy4aBa. IloBedeTo OT HEXECIAHUTE pCaKknum cCa JICKU J0 YMCPCHO TCXKKHU U 110 IMpaBUJIO IS
H34YC3HAT CJIC HAKOJKO IJHH JO HAKOJIIKO CCAMHIIN OT JICUCHUCTO.

Hsikou HekeJIaHHM peakiuu OMXa MOTJIM 1a ObJAAT CEPHO3ZHH U HAJIAraT He3a0aBHA MeTHIIMHCKA
HaMeca.

Tesu neoicenanu peakyuu ca Hewecmu (Moeam o0a 3aceenam 00 1 na 100 Oywu) unu peoxu (moeam oa
saceenam 0o 1 na 1 000 oywu).

L Axo IMOJIYYUTC TCIKBK O6pI/IB, WJIN 3aTPYAHCHO AUIIAHE U 3aMadHOCT, WX MMOJyBaHC OCHOBHO
Ha JIUICTO U I'bPJIOTO (HpI/I3HaHI/I Ha TCXKKa aJiepruiHa peaKHI/IH),
L AKo uMmare KOMGI/IHaHI/IH OT HAKOH OT CICAHUTC CUMIITOMU: O6pI/IB, 3a4€pBABAHC Ha KOXKaTta,

MeXypH B 00J1aCcTTa Ha YCTHUTE, OYUTE HIIM ycTaTa, OCJeHe Ha KOXKaTa, BUCOKA TeMIIepaTypa,
TPUTIOTIOA00HY CHMIITOMH, YBEIHIEHH! TUM(GHU Bb3IH (TIPU3HAIN HA TEKKH KOKHU PEaKInn),

o Axo 3abenexuTe 3HAYUTEITHO HaMallsIBaHe Ha oOeMa Ha Barrata ypuHa (npusHak Ha O60peueH
mpooiieM),
o AKO ©MaTe KOMOWHAINSA OT CJCIHUTE CHUMIITOMH: CHHIIMBOCT, 0OJIKa B TOPHATA CHA

MOJIOBMHA HA KOPEMa, MOKBJITABAHE WK 3aCHIICHO TOXKBJITSIBAHE HA KOXKATA HITH OUUTE U
ThMHA ypHHA (IIPU3HAIM HA YEPHOAPOOHU MPOOIeMH),

AKO TOBBpHETE KPBB W/HIIM UMATe YePHU M3MPAKHEHHUS,

AKko nMaTe 4ecTd 0OJIKH B KopeMa, 0coOeHO ciiell HaxpanBaHe uin nipueM Ha EXJADE,
AKO UMaTe 4eCTO CTOMAIITHHN KUCEJINHH,

AKo umarte yacTU4Ha 3aryda Ha 3peHHE,

AKo nmare cuiiHa 60JIKa B TOpHATa 4yacT Ha cToMaxa (aHKpeaTuT),

crpeTe MpUeMa Ha JeKApPCTBOTO M KaxKeTe He3a0aBHO Ha Bamus aekap.

Hsixou HexkeIaHM PpeaKIMU MOTaT /1a CTAHAT CEPUO3HU.
Tesu neowcenanu peakyuu He ca 4ecmu.

. AKO TOTy4YuTe HESICHO MJTU 3aMBITICHO BUKIAHE,

. AKo monryunTe oTciiabBaHe Ha cllyXa,

KaxkeTe Ha Bamms jexkap, KOJKOTO € Bb3MOKHO MO-CKOPO.

JIpyru HexKeJIaHH peakiuu
Mnozco vecmu (mozam da 3acecnam nogewe om 1 na 10 oyuuu)
o Hapymenue Ha u3ciieapanusiTa 3a 0b0pedHaTa GyHKIus.

Yecmu (moeam 0a saceenam oo 1 na 10 oywum)

o CromamHo-4peBHU HapyIIEHHs, KaTo rajeHe, NoBpbhIlaHe, Tuapus, KOpeMHH OOJIKH, TOTyBaHe,
3areK, HapyIIeHO XPaHOCMUJIAHE,

O6pus;

I'maBoGomnue;

Hapymenus B uepHoqpoOHUTE GYHKIIMOHAIHU TECTOBE;

Cppbex;

Hapymenns B ypuHHHUTE TecTOBE (OENTHK B ypHUHATA).

AKo HsIKOS OT TsX Bu 3acerne Texko, kaxxere Ha Bamus jgekap.
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Heuecmu (moeam oa 3aceenam 0o 1 na 100 oyuiu)

3aMasgHOCT;

[ToBuiieHa Temmneparypa,

bosiku B repnoro;

[TomyBane Ha pblIETE U KpakKaTa,

[IpomsHa B 11BETa Ha KOXKATA;

TpeBoKHOCT;

Hapymuienue Ha chHS;

YnMmopa.

Axo Hsxos oT TsX Bu 3acerne texko, kaxxere Ha Bamus jgekap.

C Hen3BecTHA 4ecTOTA (OT HATMYHHUTE JaHHHU HE MOXKE /1a ObJIe HApaBeHa OLCHKA).

o [TonmxaBane Ha Opost Ha KJIETKUTE, y4acTBalld B ChCUPBAHETO HA KPBBTA (TPOMOOLUTOIICHNUS),
MOHW)KaBaHe Ha Oposi Ha YepBEHUTE KPBbBHU KJIETKHU (arpaBUpaHa aHeMHs ), TOHKaBaHEe Ha
Opos Ha OenuTe KPbBHU KJIETKU (HEYTPOICHHUS ) WM Ha OpOsi HA BCHYKH BUJOBE KPBBHU KIIETKH
(maHoUTONEHUS);

Kocomag;

KambHu B OB0penure;

Hamaneno oraensine Ha ypuHa;

Hapymasane Ha njeiocTTa Ha cTeHaTa Ha CTOMaxa MM YepBara, KOeTo MOXe Ja ObJie
00JIE3HEHO U JIa IPETU3BUKA Ta/ICHE;

CunHa 6oJika B TOpHaTa 4acT Ha cToMaxa (ITaHKpeaTuT);

L OTKJIOHEHNE B HUBOTO Ha KUCEIIMHHUTE B KpbBTaA.

Cho0maBaHe Ha HesKeJIAHU PeaKIuu

AXO moTyYnTe HAKAKBU HEKEJIAHH JICKAPCTBEHH PEakiuy, yBeaomere Bamms nexap nimm gapmaresT.
ToBa BKJITOUBa BCHYKM B3MOKHU HEONMCAHH B Ta3H JHCTOBKA HEXXEJIAHH peakuu. Mo)keTe ChIIo 1a
CHOOLINTE HEKEJIAHU PEAKIHU IUPEKTHO Ype3 HallMOHAIHATA CHCTEMa 3a ChOOIIaBaHe, I0COUEHA B
[punoxernune V. Kato cro0maBare HesKeNlaHN peakny, MOKETE Ja JIaieTe CBOS IPHHOC 3a
HoJTyYaBaHe Ha MOoBeYe HH(POPMAIHs OTHOCHO 0E30I1acCHOCTTa Ha TOBA JIEKapCTBO.

5. Kak na cexpansaBate EXJADE

Ja ce cbxpaHsaBa Ha MSCTO, HEIOCTBITHO 3a JIelia.

° He u3non3BaiiTe TOBa JIGKAPCTBO CJIe]l CPOKA HA FOJIHOCT, OTOEIISA3aH BhPXY Onucrepa u
KapTOHEHaTa onakoBka cien ,,[ ogen 10:/EXP*. CpokbT Ha TOJHOCT OTrOBapsi Ha MOCJICIHUS
JICH OT IOCOYCHHUS MECeII.
Ja ce cbxpaHsaBa B OpUrMHaIHATa OMAKOBKa, 3a Jia CE€ MpeAna3u OT Biara.
He n3non3BaiiTe onakoBKH, KOUTO ca IOBPEJICHH WIIM UMaT Oelie3n Ha danmuduimpane.

° He u3xBbpisiiTe nekapcTBaTa B KaHaJlM3alMsATa UM B KOHTEHHEpa 3a IOMAIIHU OTIaIbLIH.
[Momuraiite Bamus hapManeBT Kak Ja H3XBBPIISITE JIEKAPCTBATa, KOUTO Beue HE M3TON3BATE.
Te3u MepkH 111e CHOMOTHAT 3a Oa3BaHE Ha OKOJIHATA Cpefa.

6. Cl,m,pslca}me HAa ONMAKOBKATAa U JOIIbJHUTEC/IHA I/IH(l)OpMaIIHH

Kakgo cpabpika EXJADE

AKTHBHOTO BEIIECTBO ¢€: 1edepasupokc.

Besika nucnieprupaina ce tadnetka EXJADE 125 mg ceabpixa 125 mg nedepazupokc.

Besika nucnieprupaina ce tadnerka EXJADE 250 mg ceabpixa 250 mg nedepa3upokc.

Besika nucnieprupaina ce tadnerka EXJADE 500 mg csabpixa 500 mg nedepazupokc.

Jpyrure cbCcTaBKH ca: JIAKTO3a MOHOXMJIPAT, KPOCIIOBUIOH THIT A, TOBUIOH, HATPUEB JIaypuicyndar,
MHKPOKPHCTAJIHA 11e]TyJ103a, KOJIOU/ICH CUIIUIMEB TUOKCH/T U MarHE3UeB CTeaparT.
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Kak m3rne:xna EXJADE u kakBO chbABpIka 0MAKOBKATA

EXJADE ce mpemiara kato qucneprupainu ce tadnerku. TabneTkute ca 6emu 10 OJIeT0KbITH,
KPBIJIU U TIOCKH.

. Tabnerkute EXJADE ot 125 mg ca ¢ mjamna ,,J 125” ot ennara crpana u ,,NVR” or apyrara.
. Tabnerkute EXJADE ot 250 mg ca ¢ mjamna ,,J 250” ot ennara crpana u ,,NVR” or apyrara.
. Tabnerkure EXJADE ot 500 mg ca ¢ miamna ,,J 500” ot ennara crpana u ,,NVR” ot npyrara.

EXJADE 125 mg, 250 mg 1 500 mg aucnieprupaiiy ce TabJIeTKU ce Ipeaara B eAUHUYHN OMaKOBKH,
cbabpxany 28, 84 wim 252 nucneprupaiin ce TabJeTKH.

EXJADE 500 mg mucnieprupartiiu ce TabJeTKH ce IMpejyiara Chio B TPYIOBH OMAKOBKH, ChIbPIKAIIH
294 (3 omakoBk# 10 98) mucIeprupaiiy ce TabIeTKH.

He Bcuuku BHOBE OMAaKOBKH WIIM KOHLIEHTPAIMK MOXKE Ja ce Mmpeuiarat BbB Bamara crpana.

IIpuTe:kaTes Ha paspelieHHeTO 3a ynoTpeda
Novartis Europharm Limited

Vista Building

Elm Park, Merrion Road

Dublin 4

Wpnannus

IIpousBoauTes
Novartis Pharma GmbH
Roonstralle 25

D-90429 Niirnberg
I'epmanus

3a nombIHUTETHA UH(OOPMAIHSI OTHOCHO TOBA JICKAPCTBO, MOJIS, CBBPIKETE CE C JIOKAITHHS
NPE/ICTABUTEN HA PUTEXKATEIS HA pa3pelIeHueTo 3a yrnorpeda:

Belgié/Belgique/Belgien Lietuva

Novartis Pharma N.V. Novartis Pharma Services Inc.
Tél/Tel: +32 2 246 16 11 Tel: +370 5 269 16 50
Boarapus Luxembourg/Luxemburg
Novartis Bulgaria EOOD Novartis Pharma N.V

Ten.: +359 2 489 98 28 Tél/Tel: +322 246 16 11
Ceska republika Magyarorszag

Novartis s.r.o. Novartis Hungaria Kft.

Tel: +420 225 775 111 Tel.: +36 1 457 65 00
Danmark Malta

Novartis Healthcare A/S Novartis Pharma Services Inc.
TIf: +45 39 16 84 00 Tel: +356 2122 2872
Deutschland Nederland

Novartis Pharma GmbH Novartis Pharma B.V.

Tel: +49 911 2730 Tel: +31 26 37 82 555

Eesti Norge

Novartis Pharma Services Inc. Novartis Norge AS

Tel: +372 66 30 810 TIf: +47 23 05 20 00

129



E)Mddo Osterreich

Novartis (Hellas) A.E.B.E. Novartis Pharma GmbH

TnA: +30 210 281 17 12 Tel: +43 1 86 6570

Espafia Polska

Novartis Farmacéutica, S.A. Novartis Poland Sp. z 0.0.

Tel: +34 93 306 42 00 Tel.: +48 22 375 4888

France Portugal

Novartis Pharma S.A.S. Novartis Farma - Produtos Farmacéuticos, S.A.
Tél: +33 1 55 47 66 00 Tel: +351 21 000 8600

Hrvatska Romania

Novartis Hrvatska d.o.o. Novartis Pharma Services Romania SRL
Tel. +385 1 6274 220 Tel: +40 21 31299 01

Ireland Slovenija

Novartis Ireland Limited Novartis Pharma Services Inc.
Tel: +353 1 260 12 55 Tel: +386 1 300 75 50

Island Slovenska republika

Vistor hf. Novartis Slovakia s.r.o.

Simi: +354 535 7000 Tel: +421 2 5542 5439

Italia Suomi/Finland

Novartis Farma S.p.A. Novartis Finland Oy

Tel: 4390296 54 1 Puh/Tel: +358 (0)10 6133 200
Kvbzpog Sverige

Novartis Pharma Services Inc. Novartis Sverige AB

TnA: +357 22 690 690 Tel: +46 8 732 32 00

Latvija United Kingdom

SIA “Novartis Baltics” Novartis Pharmaceuticals UK Ltd.
Tel: +371 67 887 070 Tel: +44 1276 698370

]IaTa Ha MOCJICAHO MpepasrjackKaane Ha JUCTOBKaTa

Apyru u3touHunm Ha uHGopManus
[Monpo6Ha nH(pOpManus 3a TOBa JIeKapcTBO € MpelocTaBeHa Ha yebcalita Ha EBporelickaTta areHIus
o JiekapcTBata http://www.ema.europa.eu.
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JlucroBka: undopmManus 3a NoTpeduTeE st

EXJADE 90 mg ¢puamupanu TadjeTKu
EXJADE 180 mg ¢punmMupanu TadjieTku
EXJADE 360 mg ¢puamMupanu TadjieTku

Hedepaszupoxe (Deferasirox)

YTOSI/I JICKApPCTBCH NPOAYKT IMOJJICIKU HA JOIIBJIHUTCIIHO Ha6J'IIOI[GHI/Ie. Toga 1mie mo3ponu 6’I)p30TO
YCTaHOBSAABAHC HA HOBA I/IH(i)OpMaIII/Iﬂ OTHOCHO Oe30macHoCcTTa. MOXKeTe JAa JaacTe CBOA NPUHOC KaTo
C’I)O6HH/ITC BCsKa HCXKEJIaHa peaKlusd, KOsATO CTC NOJYUHIIN. 3a HauMHa Ha 0306maBaHe Ha HCXKCJIIaHU
PCaKIIMM BUIKTC Kpas Ha TOYKa 4.

IIpoyeTeTe BHUMATEJIHO HAJIATA JIUCTOBKA, IPeIU 1a 3all04HeTe 1a IpUeMaTe TOBA JIeKapcTBOo,

Thil KaTO THA ChAbP:Ka BaskHa 3a Bac undopmanms.

- 3amaseTe Ta3u JUCTOBKA. MoxXe Ja ce HaJ0XHU Aa 5 MPoYeTeTe OTHOBO.

- AKO UMaTe HIKAaKBU JOIBIHUTENHHN BBIPOCH, MONKTaiTe Bamus nexap win ¢papmanesT.

- ToBa nekapcTBO € MpeANnKucaHo JU4HO Ha Bac unu Ha Bamero nere. He ro npeorcrriBaiite Ha
apyru. To MoXe a UM HaBpeIu, HE3aBUCHMO Y€ MIPU3HALNTE Ha TSIXHOTO 3a00JIsIBaHe ca
chUIUTE KaTo Bamure.

- AKo monryunTe HSIKaKBU HEXXEJaH! peakiuy, yBegomere Bammus nexap win ¢papmauest. Toa
BKJIIOYBA ¥ BCUYKH Bb3MOKHH HEXXEJIaHU PEaKkliy, HEONMMCAHH B Ta3H JUCTOBKA. Brokre
TouKa 4.

KakBo cbabp:ka Ta3u JIMCTOBKA

Kaxgo npencrasnssa EXJADE u 3a kakBo ce U3M0J13Ba
Kakso TpsiOBa ma 3Haere, mpeau na npuemere EXJADE

Kax na npuemare EXJADE

BB3MoxHHN HEXeTaH! peakiuu

Kak na cexpansBate EXJADE

ChbabpskaHue Ha ONAaKOBKATa U JAOMbIHMATENHA HHPOPMAaLUs

IZEESNCINY -

1. Kaxkso npeacraBasisa EXJADE u 3a kakBo ce u3nmoji3Ba

Kakso npencraBiasisa EXJADE

EXJADE cpabppika akTHBHO BEIIECTBO, HAPEUCHO edepazupokc. To € XenaTop Ha JKeIsI30To, KOETO
MIPEJICTaBIIABA JIEKAPCTBO, U3MOI3BAHO 32 OTCTPAHSIBAHE HA U3JIMIITHOTO XKEJIA30 OT OpraHu3Ma
(HapuuaHo o1ie CBpbXoOpeMeHsIBaHe ¢ eiis130). To 3axBaliia U OTCTpaHsABa U3IUILIHOTO XKEJA30,
KOETO CJIe]] TOBA CE EKCKPETHPA OCHOBHO B M3MPAXKHEHUATA.

3a xakBo ce m3noa3a EXJADE

Mosxe J1a ca HeOOXOJMMHU TIOBTOPHU KPBBOMPEIUBAHKS NIPH MAIUSHTUTE C PA3IMYHU BUJIOBE aHEMHUS
(HanpuMep TajaaceMusi, ChPIOBHIHO-KJIEThUHA aHEMHS MK MuUeToauciuiactiuder cuaapom (MJIC)).
[ToBTOpHUTE KPHBOIIPENNBaHUS 00ade MOXKE JIa MPUUUHAIT HATPYIBAHE HA U3JIHIIBK OT XKeJsi30. ToBa
€ Taka, Thil KaTO KPBBTA ChABPIKA KENSA30, 2 OPraHU3MbT Bu He pasmonara ¢ eCTECTBEH HAUHH 32
OTCTpaHsSBaHE HA M3JIUITHOTO XKENSI30, KOETO MOodydyaBare ¢ KpbBonpenuBaHusta. [lpu nanuenture
ChC CHUHJPOMH Ha HETpaHC(HY3MOHHO-3aBUCHUMA TaJlaCEeMHs B TEYCHUE Ha BPEMETO MOXKE ChIIO Ja ce
MOJTyYH CBPBXOOPEMEHSIBAHE C KEISA30, MPEAMMHO BCIICJCTBHUE HA TIOBUIIIEHATa a0COPOIUS Ha KENISA30
OT XpaHaTa, B OTTOBOP Ha HaMaJIeHUs! Opoii KpbBHU KiIeTKH. C BPEeMETO M3IIUIITHOTO KEeIsI30 MOXKE J1a
YBpEIU BaXKHU OPTaHU KaTo YepHUs Apo0 U chpIieTo. M3mon3Bar ce gekapcTBa, HApEUeHU Xe1amopu
Ha Jicens30mo, 3a OTCTPaHABaHE Ha M3JIMIITHOTO KEJSA30 U J1a Ce HaMaJIu PUCKA TO J1a TPUYUHU
OpPTraHHO YBPEXKIaHe.

EXJADE ce u3nosn3Ba 3a ie4eHrEe Ha XPOHUYHOTO CBPBXOOPEMEHSIBAHE C KENSI30, IPUINHEHO OT
YECTHUTE KPHBOIPEIUBAHUS, IIPH MAIUEHTH ¢ OeTa TaJlaceMus Maliop Ha BB3pacT Ha U Haj 6 ronuHU.
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EXJADE ce usnosn3Ba chIIo 3a JIeueHHE Ha XPOHUIHOTO CBPBhXOOPEMEHSIBAHE C JKEMA30, KOraTo
JICYCHUETO C Ie(hepOoKCaMHH € IPOTHBOIOKA3aHO MIIM HEAOCTAThYHO MIPH MAIlUSHTH ¢ OeTa TajaceMust
Malop ChC CBPBEXOOPEMEHSIBAHE C JKEJISA30, IPUYMHEHO OT HEUSCTH KPhBOMIPEIUBAHUS, IPU TAIIUCHTH
C IpYTH BUJIOBE aHEMUS U MPH Jiella Ha Bb3pacT OT 2 10 5 TOJUHH.

EXJADE e moka3aH chII0 3a JICUCHUE Ha MAMEHTH Ha Bh3pacT 10 romqrHy 1 TIoBede, IPH KOUTO UMa
CBPBHXOOpEMEHSBAHE C JKENS30, CBPB3aHO C TAXHATA TaJaceMUsl , HO KOUTO He ca TpaHC(hy3HOHHO
3aBHCUMH, KOTATO JICYEHUETO ¢ Ie(hepOKCaMUH € MMPOTHUBONOKA3aHO I HE3aJ0OBOJIUTEITHO.

2. Kakgo TpsoBa na 3Haete, mpean na mpuemere EXJADE

He npuemaiite EXJADE

- aKO CT€ AJICPrHYHU KbM JIehepa3supOKC W KbM HIKOS OT OCTAHAIUTE ChCTABKU HA TOBA
nekapcTBo (M30poeHU B TOUKa 6). AKO TOBa ce oTHacs 3a Bac, ka:kere Ha Bamrus jiexap
npenu aa npuemare EXJADE. Axo mucnure, 4e MOXe J1a CTe ajJeprudHu, nonutaiite Bammms
JIeKap 3a ChBET;

- aKo MMaTe YMEPEHO WK TEKKO ObOpeUHO 3a00JIsBaHe;

- aKo MOHACTOAIIEM MpHeMaTe APYro JIEKApCTBO XEIATOP Ha KEIA30TO.

EXJADE He ce npenopbuBa
- aKo CTe ¢ HampeIHall cTafuii Ha MuenoauciiactuieH cuaapoM (MDS; namaneno obpasyBane
Ha KJIETKH OT KOCTHHUSI MO3bK) WJIM UMATe paK B HaIpeaHal CTaIui.

Ipeaynpe:xnenus 1 npeanasHu MepKH

I'oBoperte ¢ Bamus siekap win dapmaneBt npeau na npuemere EXJADE:

- aKo uMare pooJieM ¢ OBOPEIUTE WK YepHUs APo0;

- aKo uMmare npo0bieM ChbC CHPIIETO, TOPaIH CBPEXOOPEMEHSIBAHETO C KEJISI30;

- aKo 3a0eNeXuTe 3HAYNTEITHO HaMallsiBaHe Ha KOJIMYECTBOTO Ha OT/IeeHaTa oT Bac ypuHa
(npu3Hak Ha ObOpeueH npodeM);

- NIPY TI0SIBa Ha TeXBK OOPHB WM 3aTPyTHEHO JTUIAHE U 3aMastHOCT, MJIH MO/{yBaHe, TJIaBHO B
o0JacTTa Ha JIMIETO U I'bPJIOTO (MMPU3HAIM Ha TEXKKA aJeprUYHa PEaKIUs, BUXKTE ChIIO TOUKa 4
»»BB3MOKHH HEXXEJIaHU peakiuu’);

- aKo UMaTe KOMOMHAIIUS OT HAKOH OT CJIICHUTE CHUMIITOMH: OOPHB, 3aUuepBsBaHe Ha KOXKaTa,
MEXypH 10 YCTHUTE, OUNTE WIH ycTara, OeleHe Ha Ko)KaTa, BUCOKa TeMIepaTypa,
TPUINIONO00HN CHMITTOMH, YBEJIHMUYSHN JIUMGHH BH3JH (TIPU3HALIN HA TE)KKA KOJKHA PEaKIHs,
BIKTE CHINO TOYKA 4 ,,BB3MOKHN HEXXENTaHU peakiuu’”);

- aKo UMaTe KOMOMHAIUS OT CIIETHUTE CHMIITOMH: CHHIMBOCT, OOJIKa B TOpPHATA JSICHA TIOJIOBUHA
Ha KOpeMa, MOKBJITSBaHE WK 3aCHIICHO MOXKBJITSBAHE Ha KOXKAaTa MIIM OYUTE U ThMHA YPHHA
(Ipu3HaNM HAa YepHOAPOOHU TPOOIEMH);

- aKo MOBBPHETE KPbB H/WJIM UMATe YePHU M3MPaKHEHNUS,

- aKo “Mate 4ecTH OOJKH B KopeMma, 0coOeHO ciiel HaxpanBaHe uin npueM Ha EXJADE;

- aKO MMaTe YeCTO KUCEITUHN B CTOMAXa;

- aKo MaTe HUCKH HUBA HA TPOMOOIIMTH MM 0T KPHBHH KJIETKH B KPBBTA,;

- aKo “Mare 3aMbIJICHO 3PCHUE;

- aKo UMate JAUapHs WK MOBPBIIAHE.

AKo HSIKOe OT n30poeHnTe ce oTHacA 3a Bac, kaxere BeqHara Ha Bamms nexap.

IIpocaensisane Ha Bamerto geuyenune ¢c EXJADE

ITo Bpeme Ha nedenuneTo me Bu 6b1aT nmpaBeHu pejOBHY M3CIIEIBaHUS Ha KPBBTA M ypuHaTa. Upe3
TAX II€ CE MPOCIIesiBa KOJIMIECTBOTO Ha KEJA30TO B Oprann3mMa Bu (HUBOTO Ha (hepumuna B KpbBTA),
3a Jia ce BUIM KoJKo j1o0pe neiictea EXJADE. M3cnenBanusita 1ie npociensBaT chino 0b0peyHaTa
Bu ¢ynkius (HUBOTO Ha KpeaTWHUHA B KPHBTA, HATMYUE HAa OENTHK B YpUHATA) U YepHOIpoOHaTa Bu
¢GyHKIUS (HUBOTO Ha TpaHCAMUHA3UTE B KPHBTA). BammusT nekap Moxe aa noucka jia Bu ce HarpaBu
0bOpeuHa OMoICHs, aKo MMOA03Upa 3HAUMMO YBpeXkaaHe Ha ObOperuTe. Moske chiio Taka ja Bu ce
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HanpaBu SIMP (sapeHO MarHuTeH pe30HaHC), 3a JIa CE OMPE/IEIIH KOJIHMYSCTBOTO Ha KEIA30TO B
uepHus Bu apo0. Bammsr nekap 1ie nma npeaBuI Te3U U3CIeIBaHUS, KOTaTO ONpeIeys Hali-
nonxojsiiara 3a Bac no3a Ha EXJADE u mie rv non3Ba chINo Taka, 3a Ja MPeIeH! Jaii TpsoBa Jia
crpete npueMa Ha EXJADE.

Kato npeanasna Mapka Bcsika TOAMHA 110 BpeMe Ha JICUEHHETO I ObJaT U3CIeABaHN 3PEHUETO U
ciayxa Bu.

Jpyru aexapersa u EXJADE

HNudopmupaiite Bamust nekap uinu GapMaieBT, ako premMare, HaCKOpo CTe MpUeMalli HITH €

BB3MOXKHO J1a IPUEMETE IPYTH JieKapcTBa. Te BKIIIOYBAT MO-CIIEUATHO!

- JIPYTH XeNaTOPH Ha ’KeIsI30To, KOUTO He TpsiOBa fa ce mpueMat ¢ EXJADE;

- aHTHAIKIM (JIeKapcTBa, IPUEMaHH 3a JICUYCHUE Ha CTOMAIIHU KUCEJINHH), ChAbPIKaIlN
ATyMUHHHA, KOUTO He TPsiOBa Ja ce ImpremMar 1o ChIIoTo Bpeme Ha neHs kato EXJADE;

- LUKJIOCTIOPUH (M3I0JI3Ba C€ 3a PEeIOTBPATABAaHE HA OTXBBPISIHETO HA TPAHCIUIAHTHPAH OpPraH
OT OpTraHU3Ma WX IPHU HAKOU JPYTU ChCTOSHUSA, KATO PEBMATOMIEH apTPHUT WK aTONNYEH
JIEPMaTHT);

- CHMBACTaTHH (M3MO0J3Ba Ce 32 MOHIKaBaHEe Ha XOJIECTepoia);

- 0OJTKOYCITOKOSIBAIIY YT IIPOTHBOBB3MAITUTEIHH CPEJICTBA (HAIIP. aCITUPUH, HOYTIpodeH,
KOPTHKOCTEPOU/IN);

- niepopaitHu OndocoHaTH (M3MMONI3BAT CE 3a JICUSHHE Ha 0CTE0Iopo3a);

- AQHTHKOATYJIaHTH (M3MOI3BAT Ce 3a MPEAOTBPATABAHE WU JICUCHHE HAa ChCHPBAHETO HA KPHBTA);

- XOPMOHAJIHU KOHTPALENTHBHU (IIPOTHBO3a4aThbUHH CPEICTBA);

- Oempuaw, eproTaMuH (M3I0NI3Ba C€ TPH JICUeHHE Ha ChbPACYHHU MPOOJIeMH U MUTPEHA);

- penariauHA (M3110I3Ba Ce MIPH JIeueHne Ha quader);

- pudamnunuH (M3M0I3Ba Ce MPH JIeYeHNE Ha TyOepKy03a);

- ¢denuTonH, perHobapOuTan, kapbamazenuH (M3MOI3BA Ce TPH JICUSHHE Ha eTIJIETICHS);

- putoHaBup (u3non3sa ce npu seueHne Ha CIINH urdexmus);

- MaKJIUTaKcel (M3M03Ba Ce MPH JIeYeHNE Ha paK);

- Teo(riIMH (M3110J13Ba Ce 3a JICUCHNE Ha PECIIMPATOPHU 3a00JsIBaHUS KaTO HAIIPUMED acTMa);

- KJI03aIlH (M3M0J13Ba Ce 3a JIeUeHHE Ha ICUXUYHU HAPYIIEHHUS KaTo MN30(pPEHUs);

- TU3aHUIUH (M3M0JI3Ba CE KATO MYCKYJIEH PEJIaKCaHT);

- XOJIECTUPAMHH (M3I10J13Ba CE 32 HaMaJsIBAaHE Ha HUBATa Ha XOJIECTEPOJia B KPHBTA).

BB3MOxHO € 1a ca He0OXO0AMMHU JONIBJIHUTEIHE TECTOBE 3a MPOCIIE/IIBaHE HA IJIa3MEHUTE HUBA Ha
HSIKOHM OT U30pOCHUTE JIEKapCTBa.

Xopa B cTapuecka Bb3pacT (Ha Bb3pacT Ha U HaJ 65 roaunm)

EXJADE mosxe aa ce u3moiizBa OT Xopa Ha Bb3pacT HaJ 65 roJuHu B chliara J103a Kato 3a
OCTaHaJIUTE Bb3PaCTHH. HaHI/IeHTI/ITe B CTapy€CKa BB3pacCT MOraT Jia UMaT IMO-4€CTU HEXKCIIaHU
peakiuu (Mo-CIeIUalHO JUapHs), OTKOJKOTO MO-MJIauTe raiueHT. Te TpsoBa na Obaar
BHHUMATEJIHO MPOCJIEIIBAHU OT CBOS JIEKap 3a I0sBA HAa HEXEIaHU PEaKIU1, KOUTO MOrarT Ja U3UCKBAT
KOpUTMpaHE Ha J03aTa.

Jeua v roHOIIN

EXJADE moxe na ce ynorpe0sBa pH Jela U IOHOIIN Ha Bb3pacT HaJl 2 TOAMHHU, IIPU KOUTO PEIOBHO
ce TIPOBEXK/IaT KPHBOMPEIUBAHNS, KAKTO W MPH JIeTa M FOHOIIN Ha Bh3pacT 10 TOauHU U IOBEYe, IPH
KOWTO HE C€ MPOBEXKAT PEAOBHO KphBonpennBanus. C H3pacTBAaHETO HA MAITUEHTA JICKAPSIT II1e
MIPOMEHH J103aTa.

EXJADE He ce npenopbyuBa Ipu Jena Ha Bb3pacT N0 2 TOIUHH.
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BpemeHHOCT M KbpMeHe
Axo cte OpeMeHHa WM KbPMHUTE, CMATATE, Y€ MOJKE J]a CTe OpeMEeHHA WIH TUIaHupaTe OpeMEeHHOCT,
NochBeTBalTe ce ¢ Bamms nekap npenu ynorpedarta Ha TOBa JIEKapCTBO.

EXJADE e ce npenopbuBa npy OPEMEHHOCT OCBEH B CITy4auTe Ha KaTEropuyHa HEOOXOAMMOCT.

AKO MOHACTOSIIEM H3MOJI3BATE TIEPOPATHH KOHTPAIICITHBY MITU KOHTPAIICTITUBECH TUIACTHP 32
npena3Bane oT 3adpeMeHsIBanHe, TpsI0Ba J1a M3MOJI3BATE OMBIHUTEIHA WIIN APYT BU KOHTPAIICTIIIHS
(mamp. mpe3epBatuB), Tl kaTo EXJADE Moske na Hamanm epeKTHBHOCTTA HA IIEPOPATTHUTE
KOHTPAIICNITHBY ¥ HA KOHTPAICNITUBHUTE TLIACTUPH.

Kspmenero He ce npenopbusa npu jeuenne ¢ EXJADE.

Hlo¢gupane u padoTa ¢ MAIIUHU
Ako ce mouyBcTBaTe 3amasiau cien npueM Ha EXJADE, ve modupaiite u He padotere ¢
WHCTPYMEHTH U MalllMHU, JOKAaTO HE CE NMOYYBCTBATE HOPMAJIHO OTHOBO.

3. Kaxk na npuemare EXJADE

Jleuenuero ¢ EXJADE e ce HaOmto1aBa OT Jiekap ¢ ONUT B JICUCHUETO Ha CBPhXOOpPEMEHSIBaHE C
JKETIS130 BCJISACTBUE HA KPBBOIIPEIUBAHUS.

Bunaru npuemaiite ToBa JIeKapcTBO TOUHO KakTo Bu e kazan Bamusar nekap. Ako He CTe CUTYPHHU B
Helo, nonuraiTe Bamms nekap nim papManesr.

Kaksa no3a EXJADE na npuemare

Ho3ara Ha EXJADE e cBbp3aHa ¢ TeIeCHOTO TErJI0 Ha NalnueHTuTe. BamusaT nekap e u34uciu

J103aTa, OT KOATO Ce HyX/IaeTe U e Bu kake KOIKo TaOJIeTKU Ja MpreMaTe BCEKH JICH.

° Oo6wuuaiinara qHeBHa q03a EXJADE ¢unmupanu Ta0iieTKy B HA4ajI0TO Ha JICYCHUETO MPHU
MAIMEHTH, TIPU KOUTO PEIOBHO C€ MPOBEXKIAT KPBBOMpeIuBanus € 14 mg Ha Kuiorpam
TeJeCHO Teryio. Moke Jja ce mpernopbyuBa MO-BUCOKA WM MTO-HUCKA HavaliHa J03a OT Bamus
JIeKap B 3aBUCUMOCT OT HHAUBHUIYATHUTE BH HYX/IH OT JICUCHUE.

° Oo6uuaiinara qHesHa q03a EXJADE ¢unmupanu Ta0iieTKy B HA4ajI0TO Ha JICYCHUETO MPH
MAIMeHTH, TIPU KOUTO HE CE MPOBEK AT PEAOBHO KPHBOIPEIUBAHMS € / Mg Ha KUJIOTpam
TEJIECHO TETJIO.

° B 3aBucuMoct oT otroBopa Bu kbM JeueHnero, BamusT jiekap Moxke no-KbCHO Jja TPOMEHU
JIedeHreTo By Ha mo-BHCOKa MIIH TIO-HUCKA 1034.
. MakcuManHaTa rnpernopbunTenaHa gueBHa o3a EXJADE ¢punmupanu tabnetku e:
° 28 mg Ha KAJIOrpaM TEJIECHO TErJIO MPH MAlUEHTH, IPU KOUTO CE MPOBEKIAT PEIOBHO
KpBBOIPEIUBAHIIS,
° 14 mg Ha KuIOTpaM TEIECHO TETJIO MPHU BH3PACTHH MAIIMECHTH, IPH KOUTO HE Ce
MIPOBEXAAT PEIOBHO KPHBOIPEINBAHHS;
. 7 M@ Ha KWJIOTpaM TeJecHa Maca TIpH JeTa ¥ FOHOIIH, TIPH KOUTO HE CE IPOBEX AT

PEIIOBHO KPpbBONPEIUBAHHUA.

I[e(bepa3np01<c CC Mpeaiara oo nmoa (bopMaTa Ha Jucneprupalim ce TabIeTKu. AKO MNPEMHHETE OT
Aucrieprupaiiu ce TaOJIETKU KbM (1)I/IJ'IMI/IpaHI/I Ta6H€TKI/I, aIe C€ HYKAac€TC OT KOPUTHUPAHE HA N03aTa.

Kora na npuemate EXJADE

. IIpuemaiite EXJADE BenubX JHEBHO, BCEKH JI€H, MPUOIN3UTENHO 110 €IHO CHIII0 BpeMe Ha
JIEHS C MaJIKO BOJa.

. IIpuemaiite EXJADE ¢punmupanu Tab1eTKH UM HA TIAAHO, WU C JIEKa XpaHa.

[TpuemsT Ha EXJADE 110 €150 1 CBITIO0 BpeMe BCEKH JICH Iie By MOMOTHE CBINO TaKa J1a 3alIOMHUATE
Kora ja npuemare BamuTe TabieTky.
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IIpu marueHTH, KOUTO ca HECIIOCOOHU JI1a morbiaHaT 1enmute tadnerku, EXJADE dummupann
TabJETKH MOTAT Jia C€ HATPOIIIAT U JIa Ce PUIIOKAT upe3 MOPhCBaHe Ha Iis1aTa 1032 B MEKa XpaHa,
HAaITp. KUCEJI0 MIISTKO MITH SOBIKOB coc (10BIK0BO mope). Jlo3aTa TpssOBa na ce mpreMe He3abaBHO U
m3isio. Jla He ce chxpaHsBa 3a Obema ymnorpeba.

Koako gparo na npuemare EXJADE

Ipoabakere na npuemare EXJADE Bcekn nen, nokaro Bammus jsexap Bu kaxe. Toa e
J'BATOCPOYHO JICUCHHE, TPOIBIKABAIIO BEPOSITHO MECELIU WU roANHY. Bamust nekap e
MPOCIIe/IsABa PEIOBHO ChCTOSHUETO By, 3a 1a mpoBepsiBa Aaiv JICYCHUETO UMa JKeJIaHUS ePEeKT (BHKTE
chino Touka 2: , Ilpocnenssane Ha Bamero neuenne ¢ EXJADE”).

AKo0 nMate BBIIPOCH OTHOCHO TOBa KOJIKO IBaro aa npuemate EXJADE, roBopete ¢ Bamus nexap.

AKo cTe npuesu nopeye ot Heodxoaumara n103a EXJADE

Ako cTe npuenu nosede oT Heodoxonumata f1o3a EXJADE wnu ako Hskoii nqpyr npueme Barmvre
Ta0JICTKU 1O CITYYalHOCT, He3a0aBHO Ce CBBpKeTe ¢ Bamms nekap wim 6onHua 3a chBeT. [lokaxere
UM OMaKOBKaTa Ha TabyeTkuTe. Moke 1a ce HAJIOKU MEIUIIMHCKO JICUYeHHE

Ako cte nponycHaau aa npuemere EXJADE

AKo mipomycHeTe 703a, B3eMeTe 51 BeJJHara clie]] KaTo CH CIIOMHUTE 3a ToBa mpe3 aeHs. [Ipuemere
cleJBallaTa cu 103a crnopen cxemara. He B3emaiite 1BoiiHa 103a Ha cieABalluA JIEH, 3a Ja
KOMIICHCHpaTe MpoIycHaraTa(ure) Tadnerka(u).

AKko cte cipesau npuema Ha EXJADE

He cniupaiite npuema Ha EXJADE, ocBen ako Bamusar nekap He Bu kaxke ToBa. AKo cripeTe mpuema,
M3JIHUIIHOTO JKeJIsI30 HAMa MOBeYe J1a ce OTCTPaHABa OT OpraHrn3Ma Bu (BHKTe ChIO MMO-TOpe TOUKa
,»,Konko aparo aa npuemate EXJADE”).

4, Bb3MOKHH HeKeJTaHH peakuuun

KaxTo BcH4KH JIeKkapcTBa, TOBA JIEKAPCTBO MOXKE Ja MPEIU3BUKA HEXKEIIAHU PEaKIINU, BBIIPEKU Y€ HE
BCEKU TH MoTy4aBa. [loBeueTo oT HeKeTaHUTe Peakiluy Ca JIEKH J0 YMEPEHO TEXKKHU U 10 MPaBUIIO ITIe
HA34YE3HAT CJIE] HAKOIKO JHU O HIKOJIKO CEAMHMIIM OT JIEUEHHUETO.

Hsakon Hexe1aHU peaknHu GHXa MOTJIM 1a OBIAT CEPUO3HM M HAJIAraT He3a0aBHA MeTUIINHCKA
HaMmeca.

Tesu neoicenanu peakyuu ca newecmu (mMoeam oa 3aceznam 00 1 na 100 Oywu) unu peoxu (moeam oa
saceznam 0o 1 na 1 000 oywu).

o AKO TOJTyyHTe TEXBK OOpUB, WU 3aTPYIHEHO JUIIaHE U 3aMastHOCT, WM MTOIyBaHE OCHOBHO
Ha JINIETO U I'bPIOTO (MIPU3HAIM Ha TeXKKa aJepruyHa peakins),
o Axo nMaTe KOMOMHALUS OT HAKOH OT CIEHUTE CHMITOMM: OOPUB, 3aU4epBsIBaHE HA KOXKaTa,

MCXYpHU B o0JracTTa Ha YCTHUTEC, OUUTC WUJIN yCTaTa, OejeHe HA KO’KaTa, BUCOKa TeMIIeparypa,
FpI/IHOHO,I[06HI/I CUMIITOMH, YBCIIMUCHU J'II/IM(I)HI/I BB3JI1 (HpI/I3HaLII/I Ha TCXKKH KOXKHH pCaKL[I/II/I),

. AKO 3a0eJIe)KuTe 3HAYMTEIIHO HaMaJlssBaHe Ha oOema Ha Barara ypuna (npu3Hak Ha ObOpedeH
mpo0em),
° AKo nmare KOMOWHAIAS OT CJIICTHUTE CUMIITOMH: CHHINBOCT, O0JIKa B TOpHATA JISICHA

MOJIOBMHA HA KOPEMa, MOKBITIBAHE WIIH 3aCHIICHO MO BJITSBAHE Ha KOXKaTa UM OYHUTE U
ThMHA yprHa (MPU3HAIM HAa YEPHOAPOOHH MTPOOIIEeMN),

AKO MOBBpHETE KPBB W/HIIM UMATe YEPHU M3NPAKHEHHS,

AKo umare gectu O0JIKH B KOopema, 0coOeHO cieql HaxpanBane uin npuem Ha EXJADE,
AKO UMaTe 4ecTo CTOMAIIHU KHUCEIINHH,

AKo MMarTe yacTUYHA 3ary0a Ha 3peHHE,

Axko uMaTe cuitHa 00JIKa B TOpPHATA YacT Ha cToMaxa (MTaHKPeaTHT),

crpeTe MpHeMa Ha JeKapcTBOTO M Ka:keTe He3a0aBHO Ha Bamus Jexap.
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Hsaxon HexxenaHN peakIMH MOraT Ja CTAaHAT CEPHO3HH.
Te3u neoicenanu peakyuu He ca 4ecmu.

o AKO NOJTyYUT€E HESCHO MIIM 3aMBIITIEHO BUXKAAHE,

o AKo monryunTe oTciadBaHe Ha CllyXa,

KaxeTe Ha Bamms jexkap, KOJKOTO € Bb3MOKHO I0-CKOPO.

JApyru HexxenaHu peakuuu
Mnozo uecmu (mocam Oa 3aceernam noseue om 1 na 10 oywu)
o Hapyuienue Ha u3cieqBanusTa 3a Ob0peyHara QyHKIHS.

Yecmu (moeam 0a 3aceenam 0o 1 na 10 oywu)

o CroManriHo-4peBHH HapyLICHUs, KaTo raJicHe, OBphIIaHe, JUapHsi, KOpEMHH OOJIKH, TIOAyBaHe,
3aIeK, HapyIIeHO XPaHOCMUJIAHE;

O6pus;

I'maBoGomnue;

Hapymenus B uepHonpoObHUTE HYHKIMOHATHU TECTOBE,

Copoex;

Hapymenus B ypuHHHTE TecTOBE (OENTHK B ypHHATA).

Axo HsK0s1 OT TsX Bu 3acerne texko, kaxxere Ha Bamus jgekap.

Heuecmu (moeam oa 3aceenam 0o 1 na 100 oyuiu)

3aMasHOCT;

[ToBuuieHa Temmneparypa,

Bonku B repioro;

IlonyBaHe Ha pBLIETE U KpaKara,

IIpomsHa B 11BETa HA KOXKATA;

TpeBoKHOCT;

Hapyienue Ha cbHS,

Ymopa.

Axo HsKO0s1 OT TsX Bu 3acerne texko, kaxxere Ha Bamus jgexap.

C Heu3BeCTHA YecTOTa (OT HATMYHUTE JAaHHHU HE MOXeE J1a ObJie HarpaBeHa OIEHKA).

o [MonmxkaBaHe Ha Opost HAa KJIETKHUTE, yUacTBAllH B ChCUPBAHETO HA KPHBTA (TPOMOOLIUTOIICHNS),
MOHMKaBaHe Ha Opos Ha YepBEHUTE KPBBHU KJIETKH (arpaBUpaHa aHEeMHUs), TOHWKaBaHe Ha
Opos Ha OennuTe KPHBHU KJIETKU (HEYTPOTICHHUS ) WIIK Ha OpOost HAa BCUYKH BUIOBE KPBBHH KIIETKH
(ma"uMToneHus);

Koconapz;

KambHu B OBOpenure;

Hamaneno otjensine Ha ypuHa;

IIpo6uB Ha cTOMaxa UM YepBaTa,;

Hapymasane Ha njefiocTTa Ha CTEHATa Ha CTOMaxa WM YepBara, KOeTo MOoXe Ja ObJe
00JIe3HEHO U /1a IPEeIU3BHKA T'a/IeHE;

CunHa 60Jika B TOpHaTa 4acT Ha cToMaxa (MTaHKpeaTuT);

. OTKJIOHEHHE B HUBOTO Ha KUCEIIMHUTE B KPBHBTA.

Cho01aBaHe Ha HesKeJIAaHU PeaKIUu

AKO MOJTyuHTe HSKaKBU HEXXEJaH! JIEKapCTBEHH Peaklny, yBegoMeTe Bamms nekap nim ¢papManesr.
ToBa BKJIFOUBA BCHUKH Bb3MOKHU HEOIMCAHU B Ta3M JIMCTOBKA HEXKEJIAHU peakuru. MoeTe ChIIo Aa
CHOOIINTE HEKEJIAHU PEaKIMU TUPEKTHO Ype3 HallMOHAJIHATA CHCTEMa 3a ChOOIIaBaHe, I0COUYEHA B
[punoxenune V. Kato cro01aBaTe HeXXeIaHN peakiy, MOXKETe J1a 1aIeTe CBOsI IPUHOC 32
NoJy4aBaHe Ha oBeue HH(OpMalys OTHOCHO 0€30IacHOCTTa Ha TOBA JIEKapCTBO.
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5. Kax na cexpansasare EXJADE

° Ja ce cbxpaHsiBa Ha MsCTO, HEIOCTBITHO 3a JIela.

° He usnon3paiite TOBa JIEKapCTBO CIIE/ CPOKA HA TOAHOCT, OTOEsI3aH BbpXY OucTepa u
KapTOHEHaTa omaKoBKa cief ,,[ oneH 1o:/EXP*“. CpokbT Ha TOJHOCT OTrOBapsi Ha MOCIICIHUS
JIEH OT IIOCOYCHHS MeCell.

° He uznon3paiite omakoBKY, KOUTO Ca MOBPEICHU WM UMAT Oelie3U Ha (aliuduipaHe.

° He u3xBbprsiiTe iekapcTBaTa B KaHAIM3AIMATA WM B KOHTEHHEpa 32 TOMAIIHA OTHAbIIN.
[Nomwuratite Bamus dapManeBT Kak Ja H3XBHPIIATE JICKAPCTBATA, KOUTO BEUE HE M3IIOJI3BATE.
Te3u MepKH 111e CIOMOTHAT 32 Ola3BaHe Ha OKOJIHATA Cpejia.

6. ChabpikaHue HA ONMAKOBKATA U A0NBJIHUTEIHA HHpopMaus

Kakso cbabp:ka EXJADE

AKTHBHOTO BEIECTBO €: AedepasupoKc.

Bceska punmupana Tadbnerka EXJADE 90 mg ceabpxa 90 mg aedepazupokc.

Bcesika punmupana tabnerka EXJADE 180 mg ceabpixa 180 mg nedepasupoxc.

Bcesika punmupana Tadbnerka EXJADE 360 mg ceabspixa 360 mg aedepasupokc.

JIpyrute ChbCTaBKHU ca: MUKPOKPUCTATHA Ie)TyJ103a; KPOCIIOBUIOH; IIOBH/IOH; MarHe3WeB CTeapar;
KOJIOM/ICH OE3BOJICH CHITHUIIMEB UOKCHI U Mmojiokcamep. DUIMOBOTO OKPHUTHE ChIBPIKA!
xurpomenosa; TuranoB auokcua (E171); makporom (4000); Tank; MHANTOKAPMUH alyMHHHEB JIaK
(E132).

Kak m3raexna EXJADE n kakBo ¢hIbpika ONaKoBKaTa
EXJADE ce npemiara kato ¢punmupanu Tabnetku. @uiMupanuTe TabJICTKH ca OBAJIHU U
JIBOMHOM3IBLKHAIH.

. EXJADE ¢unmupanu tadbnetku ot 90 mg ca cBeTIIOCHHU ¢ mamna ,,90” oT eaHaTa cTpaHa u
»NVR” ot npyrara.

. EXJADE ¢unmupanu tadbnetku ot 180 mg ca cunu ¢ mamna ,,180” ot enHara ctpana u
»NVR” ot apyrara.

. EXJADE ¢unmupanu tabnerku ot 360 mg ca TBMHOCHHH ¢ Iamia ,,360” ot egHaTa cTpaHa u

»NVR” ot npyrara.

Bcsika omakoBka cbabpika 30 win 90 punmupanu tabiaetku. I'pymnosute omakoBku chabpxkar 300 (10
onakoBku 110 30) humMupanu TabJIETKH.

He Bcuukn BUIOBEC OIMAKOBKHU WJIM KOHLCHTpAaWU MOXE J1a CC€ peJjiaraTt BbB Bamara CTpaHa.

IIpuTeskaTes HA pa3pelieHUETO 3a ynoTpeda
Novartis Europharm Limited

Vista Building

Elm Park, Merrion Road

Dublin 4

Upnanaus

IIpousBoaures
Novartis Pharma GmbH
Roonstralie 25

D-90429 Nirnberg
I'epmanus
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3a JOIIBJIHUTCIIHA I/IH(i)OpMaLII/ISI OTHOCHO TOBa JICKAapCTBO, MOJIsI, CBBPIKETC CC C JIOKAJTHUA

MMPEACTABUTCII Ha IPUTECKATCIIA HA pa3pCIICHUCTO 3a yHOTpe6a:

Belgié/Belgique/Belgien
Novartis Pharma N.V.
Tél/Tel: +32 2 246 16 11

bbarapus
Novartis Bulgaria EOOD
Ten.: +359 2 489 98 28

Ceska republika
Novartis s.r.o.
Tel: +420 225 775 111

Danmark
Novartis Healthcare A/S
TIf: +45 39 16 84 00

Deutschland
Novartis Pharma GmbH
Tel: +49 911 2730

Eesti

Novartis Pharma Services Inc.

Tel: +372 66 30 810

EXAGdo
Novartis (Hellas) A.E.B.E.
TmA: +30 210281 17 12

Espafia
Novartis Farmacéutica, S.A.
Tel: +34 93 306 42 00

France
Novartis Pharma S.A.S.
Tél: +33 1 55 47 66 00

Hrvatska
Novartis Hrvatska d.o.o.
Tel. +385 1 6274 220

Ireland
Novartis Ireland Limited
Tel: +353 1 260 12 55

Island
Vistor hf.
Simi: +354 535 7000

Italia
Novartis Farma S.p.A.
Tel: +39 02 96 54 1
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Lietuva
Novartis Pharma Services Inc.
Tel: +370 5 269 16 50

Luxembourg/Luxemburg
Novartis Pharma N.V
Tél/Tel: +322 246 16 11

Magyarorszag
Novartis Hungaria Kft.
Tel.: +36 1 457 65 00

Malta
Novartis Pharma Services Inc.
Tel: +356 2122 2872

Nederland
Novartis Pharma B.V.
Tel: +31 26 37 82 555

Norge
Novartis Norge AS
TIf: +47 23 05 20 00

Osterreich
Novartis Pharma GmbH
Tel: +43 1 86 6570

Polska
Novartis Poland Sp. z 0.0.
Tel.: +48 22 375 4888

Portugal

Novartis Farma - Produtos Farmacéuticos, S.A.

Tel: +351 21 000 8600

Romania

Novartis Pharma Services Romania SRL

Tel: +40 21 31299 01

Slovenija
Novartis Pharma Services Inc.
Tel: +386 1 300 75 50

Slovenska republika
Novartis Slovakia s.r.o.
Tel: +421 2 5542 5439

Suomi/Finland
Novartis Finland Oy
Puh/Tel: +358 (0)10 6133 200



Konpog Sverige

Novartis Pharma Services Inc. Novartis Sverige AB

TnA: +357 22 690 690 Tel: +46 8 732 32 00

Latvija United Kingdom

SIA “Novartis Baltics” Novartis Pharmaceuticals UK Ltd.
Tel: +371 67 887 070 Tel: +44 1276 698370

JlaTa Ha moc/IeAHO Npepa3rjie:KIaHe Ha JHCTOBKAaTa
JApyru u3rouyHuIM Ha HHPOpMaLus

ITonpoOHa mHpOpManHs 3a TOBA JEKapCTBO € IMpeIoCcTaBeHa Ha yebcaiita Ha EBporieiickara areHIms
1o JiekapcTBara http://www.ema.europa.eu.
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JlucroBka: undopmanus 3a norpeduTe st

EXJADE 90 mg rpanyJiu B camie
EXJADE 180 mg rpany.u B caie
EXJADE 360 mg rpany.iu B caiie

Hedepaszupoxe (Deferasirox)

YTOSI/I JICKApPCTBCH NPOAYKT IMOJJICIKU HA JOIIBJIHUTCIIHO Ha6J’IIOI[eHI/Ie. Toga 1mie mo3ponu 6’I)p30TO
YCTaHOBSAABAHC HA HOBA I/IH(i)OpMaIH/Iﬂ OTHOCHO Oe3omacHocTTa. MOXKeTe JAa JaacTe CBOA NPUHOC KaTo
C’I)O6HH/ITC BCsKa HCXKEJIaHa peaKlusd, KOsATO CTC NOJYUHIIN. 3a HauMHa Ha 0306maBaHe Ha HCXKCJIIaHU
PCaKIIMM BUIKTC Kpas Ha TOYKa 4.

IIpoyeTeTe BHUMATEJIHO HAIATA JIUCTOBKA, IPeIU 12 3all04HeTe 1a IpUeMaTe TOBA JIEKAPCTBO,

Thil KaTO THA ChAbP:Ka BaskHa 3a Bac undopmanms.

- 3amaseTe Ta3u JUCTOBKA. MoxXe Ja ce HaJ0XHU Aa 5 MPoYeTeTe OTHOBO.

- AKO MaTe HIKAaKBU JOIBIHUTENIHN BIPOCH, MonuTaiiTe Bamus nekap unu ¢papmarnesT.

- ToBa nekapcTBO € MpeANnKucaHo JUYHO Ha Bac unu Ha Bamero nere. He ro mpeorcrriBaiite Ha
apyru. To MoXe a UM HaBpeIu, HE3aBUCHMO Y€ MPU3HALMTE Ha TSIXHOTO 3a00JIsIBaHe ca
chUIUTE KaTo Bamure.

- AKo monryunTe HSIKaKBU HEXXEJaH! peakluy, yBegomere Bamus nexap unu dapmanest. Toa
BKJIIOYBA ¥ BCUYKH Bb3MOKHH HEXEJIaHU PEaKliy, HEONMCAaHH B Ta3H JIMCTOBKA. Brokre
TouKa 4.

KakBo cbabp:ka Ta3u JIMCTOBKA

Kaxgo npencrasnssa EXJADE u 3a kakBo ce U3M0J13Ba
Kakso TpsiOBa ma 3Haere, mpeau na npuemere EXJADE

Kak na npuemate EXJADE

BB3MoxHHN HEXeTaH! peakiuu

Kak na cexpansBate EXJADE

ChbabpskaHue Ha ONAaKOBKATa U JAOMbIHMATENHA HHPOPMAaLUs

IZEESNCINY -

1. Kaxkso npeacraBasisa EXJADE u 3a kakBo ce u3nmoji3Ba

Kakso npencraBiasisa EXJADE

EXJADE cpabpprka akTHBHO BEIIECTBO, HapeueHO nedepazupokc. To e Xxenartop Ha )KeIs130To, KOETO
MIPEJICTaBIISABA JIEKAPCTBO, U3MOI3BAHO 32 OTCTPAHSIBAHE HA U3JIMIIHOTO XKEJIA30 OT OpraHU3Ma
(HapuuaHo o1ie CBpbX0oOpeMeHsIBaHe C eJis130). To 3axBalia 1 OTCTpaHsIBa U3JIUILIHOTO XKEJS30,
KOETO CJIe]] TOBA CE EKCKPETHPA OCHOBHO B M3MPAXKHEHUSTA.

3a xakBo ce m3noa3a EXJADE

Mosxe J1a ca HeOOXOJMMHU TIOBTOPHU KPBBOMPEIUBAHUS TIPU MAIUCHTUTE C PA3IMIHU BHIOBE aHEMUS
(Hampumep TaaceMusi, ChPIIOBUIHO-KIETHYHA aHEMUS WITH MuemoucIuiactuaeH cuaapom (M/C)).
[ToBTOpHUTE KPHBOIIPENNBaHUS 00ade MOXKE JIa TPUUUHIT HATPyIBaHEe HA U3JIHIIBK OT *kelsi30. Tora
€ Taka, Thil KaTo KPBBTA ChABPIKA KEISA30, 2 OpraHM3MbT Bu He pasmonara ¢ eCTeCTBEH HA4HH 32
OTCTpaHsSBaHE HA M3JIUITHOTO XKENSI30, KOETO MOodydyaBare ¢ KpbBonpenuBaHusta. [lpu nanuenture
ChC CHUHJPOMH Ha HETpaHC(Y3MOHHO-3aBUCHUMA TaJlaCEMHUS B TEYCHHE Ha BPEMETO MOXKE ChIIO Ja ce
MOJTyYU CBPBXOOpEMEHSIBAHE C KEISA30, MPEAMMHO BCIICJCTBHIE HA TIOBUIIIEHATa a0COPOIUS Ha KENSA30
OT XpaHaTa, B OTTOBOP Ha HaMaJIeHUs! Opoii KpbBHU KiIeTKH. C BPEeMETO M3IIUIITHOTO KEeIsI30 MOXKE J1a
YBpEIU BaXKHU OPTaHU KaTo YepHUs Apo0 U chpiieTo. M3mon3sar ce gekapcTBa, HApeueH! Xe1amopu
Ha JicenA30mo, 3a OTCTPaHABaHE Ha M3JIMIITHOTO KEJSA30 U J1a Ce HaMaJll PUCKA TO J1a TPUYUHU
OpPTraHHO YBPEXKIaHe.

EXJADE ce u3nosn3Ba 3a ie4eHrEe Ha XPOHUYHOTO CBPBXOOPEMEHSIBAHE C KENSI30, IPUINHEHO OT
YECTHTE KPHBOIIPEIUBAHUS, IIPH MAIUEHTH ¢ OeTa TaJaceMus Maliop Ha Bb3pPacT Ha U HaJ 6 ronuHu.
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EXJADE ce usnosn3Ba chIIo 3a JIeueHHE Ha XPOHUIHOTO CBPBhXOOPEMEHSIBAHE C JKEMA30, KOraTo
JICYCHUETO C iehepoKCaMHH € IPOTHBOIOKA3aHO MM HEJOCTAThUHO MPH MAIUCHTH ¢ OeTa TajaceMus
Malop CbC CBPBbXOOPEMEHSBAHE C JKEJA30, MPUUYUHEHO OT HEUSCTH KPhBOIPEIUBAHUS, TIPU NAI[UCHTH
C IpYTH BUJIOBE aHEMUS U MPH Jiella Ha Bb3pacT OT 2 10 5 TOJUHH.

EXJADE e moka3aH chII0 3a JICUCHUE Ha MAMEHTH Ha Bh3pacT 10 romqrHy 1 TIoBede, IPH KOUTO UMa
CBPBHXOOpEMEHBAHE C JKENSA30, CBPB3aHO C TAXHATA TAJaCEeMUsI , HO KOUTO HE ca TPaHC(HY3HOHHO
3aBHCUMH, KOTATO JICYEHUETO ¢ Ie(hepOKCaMUH € MMPOTHUBONOKA3aHO I HE3aJ0OBOJIUTEITHO.

2. Kakgo TpsoBa na 3Haete, mpean na mpuemere EXJADE

He npuemaiite EXJADE

- aKO CTE AJICPrHYHU KbM Jie(epasupOKC I KbM HIKOSI OT OCTAHATUTE ChCTABKU Ha TOBA
nekapcTBo (M30poeHU B TOUKa 6). AKO TOBa ce oTHacs 3a Bac, ka:kere Ha Bamrus jiexap
npenu aa npuemare EXJADE. Axo mucnure, 4e MOXe J1a CTe ajJeprudHu, nonutaiite Bammms
JIeKap 3a ChBET;

- aKO MMaTe YMEPEHO WM TEKKO ObOpEeUHO 3a00JIsIBaHE;

- aKo MOHACTOAIIEM IIpHeMaTe IPYro JIEKapCTBO XENaTop Ha KEISI30TO.

EXJADE He ce npenopbuBa
- aKo CTe ¢ HampeIHall cTafuii Ha MuenoauciiactuieH cuaapoM (MDS; namaneno obpasyBane
Ha KJIETKH OT KOCTHHUSI MO3bK) WJIM UMATe paK B HampeaHal CTaIui.

Ipeaynpe:xnenus 1 npeanasHu MepKH

I'oBoperte ¢ Bamus siekap wiun dapmanest npeau na npuemere EXJADE:

- aKko uMare npodJieM ¢ ObOpEIUTe WK YePHUS IPo0;

- aKko uMmare npo0ieM ChbC CHPIIETO, TOPaIH CBPEXOOPEMEHSIBAHETO C KES30;

- aKo 3a0eNekuTe 3HAYNTETHO HaMallsiBaHe Ha KOJIMYECTBOTO Ha OT/IeIeHaTa oT Bac ypuHa
(npu3Hak Ha ObOpeueH npodsIeM);

- NIPY TI0SIBa Ha TeXBK OOPHB WM 3aTPyTHEHO JTUIAHE U 3aMastHOCT, MJIH MO/{yBaHe, TJIaBHO B
o0JacTTa Ha JIMIETO U I'bPJIOTO (MMPU3HAIM Ha TEXKKA aJeprUYHa PEaKIUs, BUXKTE ChIIO TOUKa 4
,,Bb3MOKHH HEXKEJTaHU PeaKIuu’);

- aKko UMaTe KOMOMHAIINS OT HAKOH OT CJICJIHUTE CHMITOMH: 0OpHB, 3aU4epBsIBaHE HA KOXKaTa,
MEXypH 10 YCTHUTE, OUNTE WIH ycTara, OeleHe Ha Ko)KaTa, BUCOKa TeMIepaTypa,
TPUTIONIO00HN CHMITTOMH, YBEeJIHUSHH JTUMGHH Bb3JH (TIPU3HALN HA TEKKA KOXKHA PEaKIvs,
BIKTE CHINO TOYKA 4 ,,BB3MOKHN HEXXENTaHU peakiuu’”);

- aKo UMaTe KOMOMHAIUS OT CIeTHIUTE CHMITOMH: CHHIUBOCT, OOJIKa B TOpHATA JsICHA TTOJIOBHHA
Ha KOpeMa, MOKBJITSBaHE WK 3aCHIICHO MOXKBJITSBAHE Ha KOXKAaTa MIIM OYUTE U ThMHA YPHHA
(npu3Hany Ha 4YepHOAPOOHH PobIeMN);

- aKo MOBBPHETE KPbB H/WJIM UMATE YEPHU H3MPAKHEHHUS,

- aKo “Mate 4ecTH OOJKH B Kopema, 0co0eHO ciiel HaxpaHBaHe win npueM Ha EXJADE;

- aKO MMaTe 4eCTO KUCEITMHH B CTOMAaXa;

- aKo MMaTe HUCKH HUBA HA TPOMOOIIMTH WM 0NN KPHBHH KJIETKH B KPBHBTA,

- aKo UMate 3aMbIIICHO 3PCHUE;

- aKo UMate JAUapHs WK MOBPBIIAHE.

AKo HSIKOe OT n30poeHnTe ce OTHacA 3a Bac, kaxere BeqHara Ha Bamms nexap.

IIpocaensisane Ha Bamerto geuyenune ¢c EXJADE

ITo Bpeme Ha nedenuneTo me Bu 6b1aT nmpaBeHu pejOBHY M3CIIEIBaHUS Ha KPBBTA M ypuHaTa. Upe3
TAX II€ CE MPOCIIEsIBa KOJIMIECTBOTO HA KEJA30TO B Oprann3mMa Bu (HUBOTO Ha (hepumuna B KpbBTA),
3a Jia ce BUIM KoJKo j1o0pe neiictea EXJADE. M3cnenBanusita 1ie npociensBaT chino 0b0peyHaTa
Bu ¢ynkius (HUBOTO Ha KpeaTWHUHA B KPHBTA, HATMYUE HAa OENTHK B YPUHATA) U YepHOIpoOHaTa Bu
¢GyHKIUS (HUBOTO Ha TpaHCAMUHA3UTE B KPhBTA). Bamusr jgekap Moxe j1a moucka Jia Bu ce Hanpasu
0bOpeuHa OMOoIICHS, aKO MMO03HUpa 3HAYNMO YBpEXkAaHe Ha ObOperuTe. Moske Chiio Taka jga Bu ce
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HanpaBu SIMP (sapeHO MarHuTeH pe30HaHC), 3a J1a CE OMPE/IEIIH KOJIMYSCTBOTO Ha XKEI30TO B
uepHus Bu apo0. Bammsr nekap 1ie nma npeaBuI Te3U U3CIeIBaHMUS, KOraTo ONpeIeis] Hal-
nonxojsiiara 3a Bac no3a Ha EXJADE u mie rv non3Ba chINo Taka, 3a Ja MPeIeH! Jaii TpsoBa Jia
crpete npueMa Ha EXJADE.

Kato npeanasna Mapka Bcsika TOAMHA 110 BpeMe Ha JICYEHHETO LIe ObJaT U3CIeABaHN 3PEHUETO U
ciayxa Bu.

Jpyru aexapcersa u EXJADE

HNudopmupaiite Bamust nekap uinu GapMaieBT, ako premMare, HaCKOpo CTe MpUeMalli HITH €

BB3MOXKHO J1a IPUEMETE IPYTH JieKapcTBa. Te BKIIIOYBAT MO-CIIEUATHO!

- JIPYTH XeNaTOPH Ha XKeIsI30To, KOUTO He TpsiOBa na ce mpuemat ¢ EXJADE;

- aHTHAIMUIM (JIeKapcTBa, IPUEMaHH 3a JICYeHNE Ha CTOMAIIHU KHCEJIMHH), ChABPIKaIlN
ATyMUHHHA, KOUTO He TPsiOBa Ja ce ImpremMar 1o ChIIoTo Bpeme Ha neHs kato EXJADE;

- LUKJIOCTIOPUH (M3I0JI3Ba C€ 3a IPEeIOTBPATABAaHE HA OTXBBPISIHETO HA TPAHCIUIAHTUPAH OpPTaH
OT OpraHU3Ma WY IPHU HAKOU JPYTH ChCTOSHUSA, KATO PEBMATOUICH apTPUT WU aTONINYEH
JIEPMATHT);

- CHMBACTaTHH (M3MOJ3Ba CE 32 MOHIKaBaHEe Ha XOJIECTEPOIIa);

- 0OJTKOYCITOKOSIBAIIY YT IIPOTHBOBB3MAITUTEIHH CPEJICTBA (HAIIP. aCITUPUH, HOYTIpodeH,
KOPTUKOCTEPOHIN );

- niepopaitHu OndocoHaTH (M3MMOI3BAT CE 3a JICUSHHE Ha 0CTE0Iopo3a);

- AQHTHKOATYJIaHTH (M3MOI3BAT Ce 3a MPEAOTBPATABAHE WU JICUCHHE HAa ChCHPBAHETO HA KPHBTA);

- XOPMOHAJIHM KOHTPALENTHBHU (IPOTHBO3a4aThbuyHHU CPEICTBA);

- Oempuawi, eproTaMuH (U3MOJI3BA Ce TIPH JICUSHHE Ha ChbPACYHH MPOOIEMH U MUTPEHA);

- penariauHA[ (M311013Ba Ce MPH JIeYeHne Ha quader);

- pudamnuuH (M3M0I3Ba Ce MPH JICYCHHE Ha TYyOepKyI03a);

- ¢denuTonH, pernobapobuTa, kapdbamazenuH (M3MO3Ba CE TIPH JICUCHUE HA STIHJICTICHS);

- putoHaBup (u3non3sa ce npu gederne Ha CIINH uadexms);

- MaKJIUTaKCel (M3M03Ba Ce MPH JISYCHNE Ha PaK);

- Teo(rIIMH (M3I10J13Ba CE 3a JICUCHUE HA PECIIMPATOPHH 3200 sIBAHUS KaTO HAIIPUMEp acTMa);

- KJI03aIlH (M3M0J13Ba Ce 3a JIeUeHHE Ha ICUXUYHU HApYIIEHHUs KaTo MN30(pPEHUs);

- TU3aHUIUH (M3M0JI3Ba C€ KATO MYCKYJIEH PEIaKCaHT);

- XOJIECTUPAMHH (M3I10J13Ba CE 32 HaMaJsIBAaHE Ha HUBATa Ha XOJIECTEPOJIa B KPbBTA).

BB3MOxHO € 1a ca He0OXO0AMMHU JONIBJIHUTEIHE TECTOBE 3a MPOCIIE/IIBaHE HA IJIa3MEHUTE HUBA Ha
HSIKOHM OT U30pOCHUTE JIEKapCTBa.

Xopa B cTapuecka Bb3pacT (Ha Bb3pacT Ha U HaJ 65 roaunmn)

EXJADE mosxe aa ce u3moiizBa OT Xopa Ha Bb3pacT HaJ 65 roJuHu B chliara J103a Kato 3a
OCTaHaJIUTE Bb3PaCTHH. HaHI/IeHTI/ITe B CTapy€CKa BB3pacCT MOraT Jia UMaT IMO-4€CTU HEXKCIIaHU
peakiuu (Mo-CIeIUalHO JUapHs), OTKOJKOTO MO-MJIauTe rnaiueHT. Te TpsoBa na Obaat
BHHUMATEJIHO MPOCJIEIIBAHU OT CBOS JIEKap 3a I10sBA HAa HEXKEIaHU PEaKIUU, KOUTO MOTraT Ja U3UCKBAT
KOpUTMpaHE Ha J03aTa.

Jeua v roHOIIN

EXJADE moxe 51a ce ynorpe0sBa IpH Jelia U FOHOIIY Ha Bb3pacT Haj 2 TOAWHH, IIPU KOUTO PEIOBHO
Ce TIPOBEXK/IaT KPHBOMPEIUBAHUSI, KAKTO ¥ MPH JeTla U FOHOIIH Ha BB3pacT 10 TOauHU U TIOBEYe, IPH
KOWTO HE C€ MPOBEXKAT PEAOBHO KphBoNpenuBanus. C H3pacTBAaHETO HA MAITUEHTA JICKAPSIT II1e
MIPOMEHH J103aTa.

EXJADE He ce npenopbyuBa Ipu Jena Ha Bb3pacT N0 2 TOIUHH.
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BpemeHHOCT M KbpMeHe
AKo cte OpeMeHHa WM KbPMUTE, CMATaTe, 4€ MOXKE Jla CTe OpeMeHHa WK IIaHupaTe OpeMEHHOCT,
MOoChBETBalTE ce ¢ Bammst nexap npenu yrmorpebara Ha TOBa JIEKAPCTBO.

EXJADE e ce npenopbuBa npy OPEMEHHOCT OCBEH B CITy4auTe Ha KaTEropuyHa HEOOXOAMMOCT.

AKO MOHACTOSIIEM H3MOJI3BATE TIEPOPATHA KOHTPAIICITHBY WITH KOHTPAICTITUBEH TUIACTHP 32
npena3Bane oT 3abpeMeHsBaHe, TpsI0Ba J1a U3MOJI3BATE NOMBIHUTEIHA WIN APYT BU KOHTPAIICTIIIHS
(mamp. mpe3epBatuB), Tl kaTo EXJADE Moske na Hamanm epeKTHBHOCTTA HA IIEPOPATTHUTE
KOHTPAIICTITHBY ¥ HA KOHTPAICIITUBHUTE TUIACTUPH.

Kspmenero He ce npenopbusa npu jeuenne ¢ EXJADE.

Hlo¢gupane u padoTa ¢ MAIIUHU
Ako ce mouyBcTBaTe 3amasiau cien npueM Ha EXJADE, ve modupaiite u He padotere ¢
WHCTPYMEHTH U MalllMHU, JOKAaTO HE CE NMOYYBCTBATE HOPMAJIHO OTHOBO.

3. Kaxk na npuemare EXJADE

Jleuenuero ¢ EXJADE 1ie ce HaOmto1aBa OT Jiekap ¢ OIMT B JICUCHUETO Ha CBPbXOOPEMEHSIBaHE C
JKETIS130 BCJISACTBUE HA KPBBOIIPEIUBAHUS.

Bunaru npuemaiite ToBa JIeKapcTBO TOUHO KakTo Bu e kazan Bamusar nekap. Ako He CTe CUTYPHHU B
Hello, nonurtaiTe Bamms nekap unn dpapmarenr.

Kaksa no3a EXJADE na npuemare
Ho3ara Ha EXJADE e cBbp3aHa ¢ TeIECHOTO TErJI0 Ha MalMeHTuTe. BammsT nexap e u3uuciu
Jl03aTa, OT KOSITO ce HyXJaeTe U 1ie Bu kaxke Kolko cariera fa npruemMare BCEKHU JIEH.
. O6wnuaitnara qHeBHa n1o3a EXJADE rpanynu B HaganmoTo Ha J€4eHUETO IPU NAIMeHTH, IPU
KOUTO PEIOBHO Ce NMPOBEKIAT KPhBONpeNuBaHus € 14 mg Ha Kuiorpam TejecHo Terio. Moxe
Jla ce MpernopbhyBa MO-BUCOKA WIIM MTO-HUCKA Hava Ha Jj03a oT Bamus nekap B 3aBUCUMOCT OT
WHAVBUIyaJTHUTE BU HYXKIH OT JICUECHUE.
. O6wnuaitnara queBHa n1o3a EXJADE rpanynu B HaganoTo Ha J€4eHUETO IPU NAIMeHTH, IPU
KOUTO HE C€ MPOBEXAAT PETOBHO KPHBOIIPETUBAHUS € 7 Mg Ha KUJIOTpaM TEJIECHO TerJo.
. B 3aBucuMocT ot oTroBopa Bu kbM JieueHneTo, Bamusr gexap Moe M0-KbCHO J1a IPOMEHHU
nedeHneTo By Ha mo-BrCOKa MM MO-HUCKA /103a.
. MaxkcumanHara npenopbunTenta gaesHa qo3a EXJADE rpanynm e:
o 28 mg Ha KWIoTpaM TEeJIECHO TETJIO MPU MalMeHTH, IPH KOUTO Ce MPOBEKIAT PEIOBHO
KpPBBOTIPENUBAHNUS;
o 14 mg Ha KuIOrpam TeaecHO TEeTJI0 MPHU Bb3PAaCTHU MAIMEHTH, IPH KOUTO HE Ce
MIPOBEXAAT PEIOBHO KPHBOIIPETNBAHUS;
o 7 Mg Ha KWJIOTpaM TeJecHa Maca MpH JIela ¥ IOHOIIN, TIPYU KOUTO He e TPOBEXK AT
PEAOBHO KPBHBOMPEITHBAHNA.

I[e(bepa3np01<c CC mnpeaiara oo noa (bopMaTa Ha Jucneprupaliaum ce TaOJIeTKU. AKO IMPEMUHETC OT
Aucrieprupaiiu ce TaOJIETKU KbM rpanyJiy, € C€ HY>XKAaCTC OT KOPUTUPAHC HA 03aTa.

Kora na npuemate EXJADE

. IIpuemaiite EXJADE BenuBX JHEBHO, BCEKH JI€H, TPUOIN3UTENHO 110 €IHO CHIII0 BpeMe Ha
JIEHS] C MAJIKO BOJA.

. IIpuemaiite EXJADE rpanynu cbe nim 6e3 jiexa xpaHa.

IIpuemsT Ha EXJADE 110 €1HO 1 ChIIO BpeMe BCEKH JieH Ie Bu MOMOTHE ChHIO Taka Ja 3alIOMHUTE
Kora Jia npuemMare Baiiieto jekapcTBo.
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EXJADE rpanynmu TpsiOBa Aa ce mprueMaT upe3 MopbCeBaHe Ha IsIaTa J03a B MEKa XpaHa, Halp.
KHCEJIO MIISIKO FUTH SIOBJIKOB coc (10BJIKOBO Mmope). Jlo3ara TpsOBa ga ce mpueme He3abaBHO U
m3sio. Jla He ce chxpaHsBa 3a Obpjema yrnorpeoa.

Koako gparo na npuemare EXJADE

Ipoabakere na npuemare EXJADE Bcekn nen, nokaro Bammus jexap Bu kaxe. Toa e
J'BATOCPOYHO JICUCHHE, TPOIBIKABAIIO BEPOSITHO MECELIX WM TOANHM. Bamuar nekap e
MPOCIIE/sBa PEIOBHO ChCTOSHUETO By, 3a 1a mpoBepsiBa Jaiiv JICUCHUETO UMa KeJIaHUs eEeKT (BHKTE
chino Touka 2: , Ilpocnenssane Ha Bamero neuenne ¢ EXJADE”).

AKo uMarte BBIIPOCH OTHOCHO TOBa KOJIKO Ibaro Aa npueMare EXJADE, rosopere ¢ Bamus nexap.

AKo cTe npueu noeye ot Heodxoaumara n103a EXJADE

Ako cTe npuenu nosede oT Heobxonumata no3a EXJADE unu ako Hskoii qpyr npueMe Barure
TPaHyJIU TI0 CIIy4allHOCT, He3a0aBHO ce CBhpikeTe ¢ Bamus nekap wim 6onHuna 3a cbeet. [lokakere
MM OIaKOBKaTa Ha rpa”yiure. Moxe J1a ce HaJI0KU MEIULIMHCKO JIE€UEHUE

AKo cTe nponycHaiu aa npuemere EXJADE

AKo mipomycHeTe 703a, B3eMeTe 51 BeJJHara clie]] KaTo CH CIIOMHUTE 3a ToBa mpe3 neHs. [Ipuemere
cleJBallaTa cu 03a crnopen cxemara. He B3emalite BoiiHa 103a Ha cieABalluA JICH, 3a 1a
KOMIIEHCHUpPATE IIPOIIyCHATUTE IPaHyIIH.

Ako cte cipesau npuema Ha EXJADE

He cniupaiite npuema Ha EXJADE, ocBen ako Bamusar nekap He Bu kaxke ToBa. AKo cripeTe mpuema,
M3IHUIIHOTO JKEJIA30 HAMa MoBeue /1a ce OTCTpaHsABa OT oprann3Ma Bu (BuKTe ChIlo Mo-rope Touka
,»,Konko aparo aa npuemate EXJADE”).

4, Bb3MOKHH HeKeJTaHU peakuuuun

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKEC 1a MPEAU3BHUKA HEKCIIAHU PCAKIIUHN, BHIIPECKU Y€ HC
BCCKM I'l IT1OJTy4aBa. IToBedeTo OT HEXEITAHUTE peaKkIuu Ca JICKU 10 YMEPEHO TCKKHU U IO IMPpaBUJIO LIS
HU34YC3HAT CJIC HAKOJIKO JHH JO HAKOJIKO CCAMHUIIN OT JICUCHUCTO.

Hsakon Hexe1aHU peaknuu GHXa MOTJIM 1a OBIAT CEPHO3HHU U HAJIATaT He3a0aBHA MeTHI[HHCKA
HaMmeca.

Tesu neoicenanu peakyuu ca newecmu (mocam oa 3aceeham 0o 1 na 100 oywu) unu peoxu (moeam oa
saceenam 0o 1 na 1 000 oywu).

o AKO TOJTyyHTe TEXXbK 0OpUB, WU 3aTPYIHEHO JUIIaHE U 3aMastHOCT, WM MTOIyBaHE OCHOBHO
Ha JINIETO U I'bPIIOTO (MIPU3HAIM Ha TeXKKa aJepruuHa peakins),
o Axo nMaTe KOMOMHALUS OT HAKOM OT CIEJHUTE CHMITOMM: OOPUB, 3aU4epBsIBaHE HA KOXKaTa,

MCXYpHU B o0JracTTa Ha YCTHUTEC, OUUTC HUJIU yCTaTa, OejcHe Ha KOXKaTa, BUCOKa TeMIICpaTypa,
FpI/IHOHOZ[06HI/I CUMIITOMH, YBCIIMUCHU J'II/IM(i)HI/I BB3JIN (HpH3HaLII/I Ha TCXKKH KOXHH peaKLII/II/I),

. AKO 3a0eJIe)KUTe 3HAYMTEIIHO HaMaJIssBaHe Ha oOema Ha Barara ypuHa (npu3Hak Ha ObOpedeH
mpo0iem),
° Axo nmare KOMOWHAIHS OT CIICTHUTE CAUMIITOMHE: CHHIIUNBOCT, O0JIKa B TOpHATA JISICHA

MOJIOBMHA HA KOPEMa, MOKBITIBAHE WIIH 3aCHIIEHO MOXKBJITABAHE HA KOYKATa MITH OYHUTE U
ThMHA yprHa (MPU3HAIM HAa YEPHOAPOOHH MTPOOIIEMN),

AKO MOBBpHETE KPBB W/HIIM UMATe YEPHU M3NPAKHEHHS,

AKo umare gectu OOJIKH B Kopema, 0coOeHO ciei HaxpanBane unn npueM Ha EXJADE,
AKO UMaTe 4ecTo CTOMAIIHU KHUCEIINHH,

AKo mMarte yacTU9HA 3ary0a Ha 3peHHE,

Axko uMaTe cuitHa 00JIKa B TOPHATA YacT Ha cToMaxa (MTaHKPeaTHT),

crpeTe MpHeMa Ha JeKapcTBOTO M Ka:keTe He3a0aBHO Ha Bamus Jexap.
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Hsaxon HexxenaHN peaKkIMH MOraT Ja CTAaHAT CEPHO3HH.
Te3u neoicenanu peakyuu He ca 4ecmu.

o AKO NOJTyYUTE HESCHO WM 3aMBIJIEHO BIXKAAHE,

o AKo monryunTe oTciadBaHe Ha CllyXa,

KaxeTe Ha Bamms jexkap, KOJKOTO € Bb3MOKHO I0-CKOPO.

JApyru HexxenaHu peakuuu
Mmnoeo yecmu (moeam da 3aceenam noseve om 1 na 10 oywu)
o Hapyuienue Ha u3cieqBanusTa 3a Ob0peyHara QyHKIHS.

Yecmu (moeam oa 3aceenam 0o 1 na 10 oywu)

o CroManriHo-4peBHH HapyLICHUs, KaTo raJicHe, OBphIIaHe, JUapHsi, KOpEMHH OOJIKH, TIOAyBaHe,
3areK, HapyIIeHO XPaHOCMUJIAaHE;

O6pus;

I'maBoGomnue;

Hapymenus B uepHoipoOHUTE QYHKIIMOHATIHN TECTOBE;

CopOex;

Hapymenus B ypuHHHTE TecTOBE (OCNTHK B ypHHATA).

Axo HsK0s1 OT TsX Bu 3acerne texko, kaxxere Ha Bamus jgekap.

Heuecmu (moeam oa 3aceenam 0o 1 na 100 oywiu)

3amMasiHOCT;

[ToBuiieHa Temmeparypa;

Bonku B repioro;

IlonyBaHe Ha pBLIETE U KpaKaTa,

IIpomsHa B 11BETa Ha KOXKATA;

TpeBoKHOCT;

Hapyienue Ha CbHS;

Ymopa.

Axo HsKO0s1 OT TsX Bu 3acerne texko, kaxxere Ha Bamus jgexap.

C Heu3BeCTHA YecTOTa (OT HATMYHUTE JAaHHHU HE MOXeE J1a ObJie HarpaBeHa OIEHKA).

. [MonmxkaBaHe Ha Opost HAa KJIETKHUTE, y4acTBalll B ChCUPBAHETO HA KPHBTA (TPOMOOILIUTOIICHNS),
MMOHMKaBaHe Ha Opos Ha YepBEHUTE KPBBHU KJIETKH (arpaBUpaHa aHEMHUs ), TOHWKaBaHe Ha
Opos Ha OennuTe KPHBHU KJIETKU (HEYTPOTICHHUS ) WIIK Ha OpOost HAa BCUYKH BUIOBE KPBBHH KIIETKH
(ma"uMTONEHN);

Kocomnay;

KambHu B OB0penure;

Hamaneno otnensiHe Ha ypuHa;

IIpo6uB Ha cTOMaxa MM YepBara;

HapymaBane Ha 11esocTTa Ha CTEHaTa Ha CTOMaxa WM YepBaTa, KOeTo MOXe Ja Ob/ie
00JIe3HEHO U /1a IPEeIU3BHKA T'a/IeHE;

CunHa 60Jika B TOpHATa 4acT Ha cToMaxa (TTaHKpeaTuT);

. OTKJIOHEHHE B HUBOTO Ha KUCEIIMHUTE B KPBHBTA.

Cho01aBaHe Ha HesKeJIAaHU PeaKIUu

AKO TOJTyyHTe HSIKaKBU HEXXEJIaH! JIEKapCTBEHH PeaKlny, yBeroMmere Bamms nekap uinu GapMmanesT.
ToBa BKJIFOUBA BCHUKH Bb3MOKHU HEOIMCAHU B Ta3M JIMCTOBKA HEXKEJIAHU peakuru. MoeTe ChIIo Aa
CHOOIINTE HEKEJIAHN PEAKIKMU TUPEKTHO Ype3 HallMOHAJIHATA CHCTEMa 3a ChOOIIaBaHe, I0COUYEHA B
[punoxenue V. Kato cro011aBate HexxeIaH! peakiy, MOXKeETe J1a 1aJeTe CBOS IPHHOC 32
NoJy4aBaHe Ha oBeue HH(OpMalys OTHOCHO 0€30IacHOCTTa Ha TOBA JIEKapCTBO.
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5. Kak na cexpansBare EXJADE

° Ja ce cbxpaHsiBa Ha MsCTO, HEIOCTBITHO 3a JIela.

° He u3non3paiite TOBa JIEKapCTBO CJE CPOKA HA TOJHOCT, OTOCIISI3aH BHPXY CaIlIeTO U
KapTOHEHaTa onakoBka cief ,,I ogeH 10:/EXP“. CpokbT Ha TOAHOCT OTrOBaps Ha MOCICIHUS
JIEH OT IIOCOYCHHS MeCell.

° He uznon3paiite omakoBKY, KOUTO Ca MOBPEICHU WM UMAT Oelie3U Ha QaliuduimpaHe.

° He u3xBbprsiiTe iekapcTBaTa B KaHAIM3AIMATA WM B KOHTEHHEpa 32 TOMAIIHA OTHAbIIN.
[Nomwuratite Bamms dapManeBT Kak Ja H3XBBPIIATE JICKAPCTBATA, KOUTO BEUE HE M3IIOJI3BATE.
Te3u MepKH 111e CIOMOTHAT 3a OTa3BaHe Ha OKOJIHATA CPeaa.

6. ChabpikaHue HA ONMAKOBKATA U A0NBJIHUTEIHA HHpopMaus

Kakso cbabp:ka EXJADE

AKTHBHOTO BEILIECTBO €: Aedhepa3upokc.

o Besixo came EXJADE 90 mg rpanyinu ceabpxa 90 mg nedepasupokc.

o Besiko camre EXJADE 180 mg rpanynu chabspxa 180 mg nedepasupokc.

o Besiko camre EXJADE 360 mg rpanynu cbabspxa 360 mg nedepasupokc.

JIpyrute ChbCTaBKHU ca: MHKPOKPUCTAJIHA I[eTyJ103a; KPOCTIOBHIOH; TOBH/IOH; MarHe3MeB CTEapar;
KOJIOW/ICH OC3BO/ICH CUITUIIMEB JHOKCH/ U TIOJIOKCAMEp.

Kak m3raexna EXJADE n kakBo ¢habp:ka ONaKoBKaTa
EXJADE rpanynu ce mpearat KaTo 0eiu J0 MOYTH OeJIi TpaHyiIH B callle.

Bcska onakoBka ceabpka 30 camiera.
He Bcuuku BUI0BE KOHIIEHTPAIIMM MOXKE J]a ce MpejyiaraT BbB BamaTa ctpana.

IIpuTeskaTes HA pa3pelieHUETO 3a ynoTpeda
Novartis Europharm Limited

Vista Building

Elm Park, Merrion Road

Dublin 4

Upnannus

IIpousBoauTes
Novartis Pharma GmbH
RoonstralRe 25

D-90429 Nirnberg
I'epmanus

3a nombJHUTETHA HH)OPMAITHSI OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE CE€ C JIOKATHHS
NPE/ICTABUTEN HA IPUTEXKATEIS Ha pa3pelIeHueTo 3a yrnoTpeoda:

Belgié/Belgique/Belgien Lietuva

Novartis Pharma N.V. Novartis Pharma Services Inc.
Tel/Tel: +32 2246 16 11 Tel: +370 5 269 16 50
Bovarapus Luxembourg/Luxemburg
Novartis Bulgaria EOOD Novartis Pharma N.V

Ten.: +359 2 489 98 28 Tél/Tel: +322 246 16 11
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Ceska republika
Novartis s.r.o.
Tel: +420 225 775 111

Danmark
Novartis Healthcare A/S
TIf: +45 39 16 84 00

Deutschland
Novartis Pharma GmbH
Tel: +49 911 2730

Eesti

Novartis Pharma Services Inc.

Tel: +372 66 30 810

E\AGdo
Novartis (Hellas) A.E.B.E.
TmA: +30 210281 17 12

Espafia
Novartis Farmacéutica, S.A.
Tel: +34 93 306 42 00

France
Novartis Pharma S.A.S.
Tél: +33 1 55 47 66 00

Hrvatska
Novartis Hrvatska d.o.o.
Tel. +385 1 6274 220

Ireland
Novartis Ireland Limited
Tel: +353 1 260 12 55

Island
Vistor hf.
Simi: +354 535 7000

Italia
Novartis Farma S.p.A.
Tel: +39 02 96 54 1

Kvnpog

Novartis Pharma Services Inc.

TnA: +357 22 690 690

Latvija
SIA “Novartis Baltics”
Tel: +371 67 887 070

Magyarorszag
Novartis Hungaria Kft.
Tel.: +36 1 457 65 00

Malta
Novartis Pharma Services Inc.
Tel: +356 2122 2872

Nederland
Novartis Pharma B.V.
Tel: +31 26 37 82 555

Norge
Novartis Norge AS
TIf: +47 23 05 20 00

Osterreich
Novartis Pharma GmbH
Tel: +43 1 86 6570

Polska
Novartis Poland Sp. z 0.0.
Tel.: +48 22 375 4888

Portugal

Novartis Farma - Produtos Farmacéuticos, S.A.

Tel: +351 21 000 8600

Romania

Novartis Pharma Services Romania SRL

Tel: +40 21 31299 01

Slovenija
Novartis Pharma Services Inc.
Tel: +386 1 300 75 50

Slovenska republika
Novartis Slovakia s.r.o.
Tel: +421 2 5542 5439

Suomi/Finland
Novartis Finland Oy
Puh/Tel: +358 (0)10 6133 200

Sverige
Novartis Sverige AB
Tel: +46 8 732 32 00

United Kingdom

Novartis Pharmaceuticals UK Ltd.

Tel: +44 1276 698370

JIaTa Ha MOCJIECAHO MpepasrjackKiane Ha JUCTOBKaTa



Jlpyru n3ToyHuIM Ha nHGpoOpManmns
ITonpo6na mHGOpMaIHsI 3a TOBA JIEKAPCTBO € MpeIocTaBeHa Ha yeOcaiiTa Ha EBponeiickara areHIms
1o JiekapcTBata http://www.ema.europa.eu
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