KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA

1. HME HA JJEKAPCTBEHHA ITPOAYKT ~ [M3NLAHATENHA ATEHLWA 1O ﬂEﬁ.A,l?mATn |
Kpamxz xapaxmepucmuxa wa npodyxma - Npuncxenue 1

Desferal® 0,5 g powder for solution for injection W\~ U 50 14.04. 99 |
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-2, KAYECTBEH H KOJIMYECTBEH Ch(CTAB

JlexapcTeeHo BenecTBO: N-[5-(3-[(5-aminopentyl]-propionamido)-pentyl]-3-([5-(N-
hydroxyacetamido)-pentyl}-carbamoyl)-propionohydroxamic acid monomethane sulphonate)
=desferrioxamine methane sulphonate

Bcexn dnakon ecrappka 0,5g nedepoxkcamuHor Meswiat (deferoxamine mesilate)

3. JIEKAPCTBEHA ®OPMA

QakoHH, ChABPXKALK 0,5 g nNpax 3a HIXKEKLMOHEH pa3TBoP,

4, KIMHHYHHU TAHHHU
4.1 TepaneBTHYHH NOKAZAHHA
Tepaneemuunu.

MoHoTepanus upe3 XeJIMpaHe Ha XPOHHYHO HATPYIBaHE Ha JKEIA30 MpH:

- TpaHc(y3MOHHA XeMOCHEPO3a, 0OCOOEHO NpH TanaceMHa MaHop, cHACpoOIaCTHa aHEMHH,
aBTOMMYHHA X€MOJIMTHYHA aHEMHA U JPYrH XpOHHYHH aHEMHH,

- uavonaTHyHa (ITbpBHYHA) XeMOXPOMATO3a Y MAallMEeHTH, NMPH KOUTO NMOpaiy ChIbTCTBALlK
3a009BaHHA - TEXKKA aHEMHA, XHIONPOTeHHEMHS, € HEBB3MOXHO Jia C¢ H3BBPLIH
KpPBBOITYCKAHE,

- HaTyplBaHe Ha XKeJA30 NpH NopdUpHA KyTaHea Tapja IMPH NMalHeHTH, NPd KOUTO €
HEBB3MOXKHO KPhBOITyCKaHE. |

JleyeHHne Ha OCTPO OTpPABAHE C XKEJIA30.
JleyeHne Ha XPOHHYHO HATPYyIIBaHe Ha AJTyMHHHI npu 60HH ¢ TepMHHATHA 6BOpeUHa
HE/IOCTATBYHOCT HA XEMOHANIH3a ChC!

- CBBpP3aHH C ATYMHHHI 3a00/I9BaHHS HA KOCTHTE;

-  JAnanu3Ha ceHuedanaonarus;

-  CBBpP3aHa ¢ ATYMMHNH aHEMMUA,

Huaznocmuunu:

3a AMarHoCTUIMPAaHe Ha HATPYTNBaHe Ha JKEJIA30 WIH ATyMHHHH.
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4.2 J03ApoBKA H HAYHE HA NPHJICKEHAE

Jleaenne HA XPOHHTHO HATPYNBAHE HA 3KeJIH30:

I'7apHAaTa [Ie71 HA XEJIaTHATa Tepanys MPH HATPYNBAHE Ha XKeJIA30 NPH MJIaAH MALHCHTH € 1a CC
nocTrrHe GanaHc B 0OMAHATA HA XXEJA30TO K 3 ce IIPEAOTBPAaTH XeMOCHACPO3a, JOKATO MPH I1O-
BBL3PACTHH MALMEHTH CTPEMEXKET € KbM OTPHLIATENIeH DaiaHC Ha XeJ30TO, 34 J1a €& HAMAJIAT

OCTENEHHO YBE/IMUEHHTE HATPYNIBaHUA OT JKEAA30 H Ja Ce NPEAOTBPATAT TOKCHIHHTE My edeKTH.

Heya u ev3pacmni:

IIpenopbupa ce neuenuero ¢ Jecdepan na sanoune cnea mepsure 10 10 20 KpBBOIpE/IUBAHKA HIIH
npu cepyMHo HuBO Ha depuTHH 1000 mg/ml. B pesynraT oT npeToBapBaHe € MEJIA30 WK
NPEKOMEPHO BHCOKH 1034 Jlechepan MOXe 2 Bh3HHKHe 3a0aBiHE B pacTexka. AKO XE€IHpaHETO
3aMoyHe Npein 3-roIMIIHA BE3pacT, PaCTEXET TPAOBa a ce CJIEAH BHUMATENHO, KaTO CpeiHaTa
AHEBHa 103a He 6uBa Ja npesumasa 40 mg/kg.

Tlo3MpoBKaTa H HAUKHA Ha TIpWIaraHe Mojke fa ObAe HHAMBHIAYATHO ONPEAC/ICH K a/IaNTHPaH Mo
BpeMe Ha Kypca Ha JIEYEeHHE CrIOpesl OCTPOTaTa Ha OOPEMEHABAHE C XKE/IA30 HA MAlHCHTA. Tpabea na
ce M3NO0JI3Ba Hali-HUCKATa e(peKTHBHA AO3HPOBKA. 3a /1a Ce HaMpaBH OLIEHKa Ha OTrOBOpa KbM
XeJIaTHATA Teparus, TLPBOHAYATHO TpaOBa Ja ce Mpociaead OTAC/IHETO Ha XKeNIA30 B ypHHAaTa 3a 24
yaca BCEKM JIeH H Jia Ce YCTAHOBH OTTOBOpa KM MOBHINaBalll ce 1034 Jlecdepan. Bemnnik, cnea
KATO € YCTAHOBEHA MOAXOAAINATA JO3MPOBKA, HHBOTO HA OTAEC/ISHE Ha XKE/A30 B ypuHaTa Tps6Ba 1a ce
OmpezeNa Ha HHTEPBAIH NPe3 HAKOJIKO ceqMHLM. MIHave, CpeaHaTa JHEBHA 11032 MOXE J1a ¢e
afarTUpa cnope/ CTOMHOCTTa Ha GEPHTHH, 3a A e MOAABPXKa TepaneBTHCH HHACKE HOA 0,025 (t.e.
cpennara nHesHa no3a B mg/kg Jlechepan, pasneneHa Ha CGpyMHOTO HHBO Ha ¢dbepuTHH, B
muxporpama/l na e nox 0,025). Cpennarta AHEBHA JO3HPOBKA oOuxHOBeHO e Mmexxay 20 u 60 mg/kg.
KaTo A0, TeparnyATa Ha MALMEHTH ChC CEPYMHO HHBO Ha (epHTHH 1oj 2 000 ng/mi H3KUCKBa OKOJIO
25 mg/kg anerHo. TIpH NaLHeHTH CbC CEPYMHH HHBA HA (PEPUTHH MEXITY 2 000 1 3 000 ng/ml e
HeoHxoauMo 0Ko10 35 mg/kg aHesHo. IIpH naiHeHTH ¢ NO-BHCOK CEPYMCH (epUTHH € Bb3MOXHA
HeoBX0IUMOCT OT A03H 0 55 mg/kg nueBHo. He ce mpenopbyBa CHCTEMHO NPEBHUIIABAHE HA CPE/iHA
NHEBHA N03a oT 50 mg/kg, ocBeH ako He ¢ HeOOXOAMMO MHOTO KHTEH3HBHO XC/IHPAHE MPH NMalHCHTH
ChC 3aBBPIICH pacTek. AKO CTOHHOCTATE HA PEPHTHHA NAJHAT MOA 1 000 ng/dl, vapacTBa pHCKa OT
Tokcuunn edpextn Ha lechepan; Heo6xoauMO € 0coOeHO BHHMATETHO MOHUTOPHPAHE HA TE3H
NaLMeHTH, KAKTO M [a C& pasryielia BE3MOXHOCTTA 38 eBeHTYAIHO NMOHWKEHHe Ha o0laTa ceamMitHa
no3a. JlapaHuTe NO3M €4 CPSAHUTE JAHEBHH A03U. Thil KATO MOBEUCTO NALMEHTH IPHCMAT JICKAPCTBOTO

MO-MAJIKO OT 7 JHH B CeJIMHLIATA, AeHCTRTE/IHATA 1032 HA HH]Y3HA € NO-HUCKA OT Cpe

11032; T.€. aKO C€ M3UCKBA CpeAHa JHEBHA A03a 0T 40 mg/kg ¥ MAalHEHTHT HOCH 10
ceMMIATA, BCAKa HH(Y3Ha Tpabea na cpabpxa 56 mg/kg.
PenosHoto xennpaie ¢ Jecepan uMa JokasaH eeKT 3a moAoOpsABaHe Ha 0Ya

NMpOABIDKHTCITHOCT Ha ’)KHBOT IPH NAIHEHTH C TallaCCMHA.
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baBHa nodkodcra ungy3us c IOMOLITA HA NOPTATHBHA, Jieka HHGY3HOHHA NOMIIa 3a nepHoAa or 10 g0
12 yaca ce cuuTa 3a epexTuBHa U ocobeHO noaxoama 3a aMOyNaTOpHH MALMEHTH, HO
NPHIOXKCHHETO MOKE /1a C€ U3BBPILH H 3a niepuoA ot 24 qaca. Jlecdepan TpadBa 1a ce mpwnara ¢

MOMOIITAa Ha MOMIA 5 10 7 NhTH ceaMH4HoO. Jlecdepan He MOxKe a ce MPHIOKH upe3 CYOKYTaHHO

00JIyCHO HHDKEKTHpaHE,

Humpaeeno3na uny3ua no epeme Ha Kpboeonpenusane

Hanuunero Ha CHCTeMa M0 BpEME Ha KPBBOIPEIHBAHETO IPaBH BE3MOXKHO IMPWIATaHETO HAa BEHO3HA
nHGy3na 6e3 AOIMBIHUTENHO HEYAOOCTBO 3a nameHTa. ToBa € 0cobeHo NoAXOAIIO NPH NALIUEHTH,
OTKa3BalllH JIeUeHHe upe3 NOAKOXKHHATE BHPY3HH. PastBopa Ha Jlecepan He OHBa fa ce npuGass
JAHPEKTHO B KpBBHATA OaHKa, HO MOXKE fa ce A00aBH KbM CHCTeMaTa upes “Y™ apanTop, pasnoioxkeH
B O7M30CT 10 MACTOTO Ha BEHO3HO BiaHBaHe. [loMnara Ha nauveHTa TpAOBa fja ce M3MO/3Ba 32
npuemane Ha Jlecepan xakro o6ukHoBeHO. [TauneHTHTE 1 MEAHLIMHCKHTE ceCTPH TpAOBa Aa OBAaT
npeaynpeacHHU Aa He yCKopaBau uHy3usra, Tel KaTo HHTpaBeHO3HHA Gonyc Ha Hecdepan Moxe aa

JoBejie 10 ocThp Konanc (Bx. 4.4. CienManHe peaynpeKaAcHHS H Mpeana3HH MEPKH NnpH yrnorpeba).

Ipoovnsicumenna eeHo3na unQysun

HWMmnaHTHpaHaTa BEHO3HA CHCTEMA MOJKE 1a C€ M3MOJI3Ba IPH HHTEH3IHBHO XeJIHpaHe.
[IpoabmxurenHara BeHO3HA HH(Y3HA € MTOKa3aHa MPH MAUUCHTH, IIPH KOUTO ¢4 HEBB3MOKHH
TMPOAB/DKATEHH MOAKOKHA HH()Y3HH, KAKTO H NPH TE3H ChC CHPACUHH 3a00/14BaHHA, Ib/DKALIH CE Ha
HaTpyNBaHeTO Ha xenn30. [Jo3ara Jlecdepan 3aBHCH OT CTeNEHTa HA HATPYIIBAHE Ha KeAA30. PeAOBHO
TpaAOBa Ja ce u3MepBa OTHEICHOTO XKeJIA30 B ypHHATa 3a 24 yaca M JO3UPOBKATa Ja c¢ HaMaJisiBa
nponopuroHaiHo. Ja ce BHMMaBa MpHY BHE3aITHO H3MbKBaHE Ha CHCTEMAaTa, 3a [a ce H3berHe pasko
BITUBaHE Ha ocTarbucH Jlecdepan, KOHTO MOXKe a cé HaMHpa B MPOCTPAHCTBO MEXIAY KOHTEHHEpPA H

MIJiaTa Ha CHCTEMaTa, Thil KaTo TOBa MOXKE Ja JOBEHE J0 OCThp Konanc. (BxXK. 4.4. CneluaTHu

npexXynpexAcHAs B NpeanasHA MEPKH IIpH ynioTpe6a).

MycKkynno npunosicenue

Toi KaTO NOAKOXKHUTE HHPY3HH ca M0-e(PEKTHBHH, MYCKYJIHUTE MIDKEKLIMH €€ NPWIAraT Camo B
CITy4aH, KOTaTO NOAKONKHATE HH(PY3IUH Ca HCUBITBIHHUMH.

KoiTo H ITbT Ha nipunoxenye Ja Opae H30paH, HHAMBHAYANHAaTa [IOAQbpIKalLla J034a LIS 3aBUCH OT

CTCIICHTA Ha CKCKPELHA Ha 2KENA30 IIPH OTAC/HHA MMALHCHT.

Eodnoepemenna ynompeba na sumamun C
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penosHa Teparus ¢ Jlecdepan (k. 4.4. Cnelanty npeaynpexxAeHUA H Npeara3Hi MEPKH NpH
ynotpeba). Butamul C ysenyaBa HAUIMYHOCTTA Ha XeNaTHO xkKeniu30. O6uxHOBEeHO 50 mg ca
NOCTaThb4YHU NpH Acua noA 10 roxunn, a 100 mg ca gocrate4nn npu no-rojiemu Aeiia, [o-BHCOKH OT
T€3U A03H BUTaMHUH C HE BOAAT A0 JOITHJIHHTEHO HAPACTBAKE HA CKCKpeLHATa Ha XKeJe3HHA

KOMILJICKC,

JledeHne HA OCTPO OTPaBsAHE C JKeJfN30:

Hecdepan e qombIHEeHHe KbM CTAHJAPTHHTE CTIOCO0H, 0OMYaltHO M3ITON3BaHH B TEPANIMATA Ha OCTPO
OTpaBAHE C HKENA30.

Tepanua ¢ Hecdepan e nokazaHa, NpH KOHTO H A2 € OT CIETHUTE CYYaH;

- BCHYKM NALMEHTH, C HENPEXOAHH JICKH CHMITTOMH (HAIIp. IIOBEYE OT €IHH eIH30/]] Ha
MOBPBIIAHEC HJIH HA AHApHA),

- NIaLHEHTH C MMPOABH HA JICTAPryA, CHJIHA a6IOMHUHATHA OOIKH, XANOBOJIEMHAA HJIH alln034;

- MaLMEeHTH C NOJIOKHTEIHH a0AOMHHAIHA PERTTEHOrpad)CKH Pe3yiITaTH, NOKA3BAIIH
MHOKECTBEHH PEHTT¢H-IIO3HTHBHA CEHKH (ITOBCYETO OT TE3H MALMEHTH B NOCNCACTBHE
pPa3BHBAT CHMITTOMATHYHO OTPABSHE C JKEJA30);

- BCEKH CHMITTOMATHUYCH NALIMEHT C HHBA Ha CepYMHOTO xeJin30 Haa 300 go 350
MHKporpama/dl, He3aBHCHMO OT TOTAIHHA KallaLMTET 3a CBBp3BaHe Ha xema3o (TKCXK).
IIpenopbuBa ce CHIIO Aa ¢ pasriesia BE3MOXKHOCTTA 3a KOHCEpBATHBEH nojxxon 6e3 Tepanus
¢ llecdepan, Korato CepyMHHTE HHBa Ha Xkens30To ca B obnacrra 300 no 500 muxporpama/dl
NPH aCHMITTOMATHYHH ITALIHEHTH, KAKTO H MPH OHE3HM ¢ CAMOOIrpaHHYABAlIO Ce MOBPBIIAHE
0e3 KpBB WIH auapua 6e3 Apyrd CHMITOMH, |

[IpoaBIKMTETHOTO HHTPABEHO3HO NpHiaraHe Ha Jlecgepai e NpeanoYNTaHHsA ITET Ha NPHIIaraHe,
KaTo ce MpernopeyBa CKopocT Ha HHGy3uaTa 15 mg/kg 3a 4yac, kodaro TpabBa Aa ObAec HaMalleHa
KOJIKOTO C€ MOX€E NMO-CKOpo, 0OMKHOBeHO ciel 4-6 Jaca, Taka de oflilaTa HHTPaBEHO3HA 1034 [a HE
npesdinapa npenopbusaHuTe 80 mg/kg 3a mepuon ot 24-vaca.

CyuTa ce, ue CeAHHTE MPEeAIOKCHHA KPDUTCPHH NPEACTARIABAT HEOOXOAUMHTE NPEANOCTABKH 32
npekpaTaBaHe Ha npHeMa Ha Jlecdepan. XenarHara Tepanus TpAbBa ka MPOABIDKH, A0KATO BCHUKH OT
M30pOEHHTE KpHTEpHH ObAAT 3a0BOJICHH:

- JIAINCA HA NPH3HAIM H CHMITTOMH Ha CHCTEMHO OTPaBAHE C JKEJIA30 Yy nalMeHTa (T.e. be3
alao3a u 6e3 BnolIaBaina ce XenaTOTOKCHYIHOCT);

- B MACAIHMA CJryyai, KOPHTMPAHOTO CEPYMHO HHBO Ha Xensa3o OM cnexBalio a € HOpMAaJIHO

HWIH HHCKO (KOraTo HHBOTO Ha xesna3o naare noa 100 muxporpama/dl). Toi

Ca ITOBHIIICHH,
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- J1a ce [IOBTOPHM peHTreHorpad)ckus TeCT, IPH NalMEHTH KOUTO B HA4aa0TO MOKa3BaT
MHOXXECTBEHH PEHITEH-TIOZUTHBHH CEHKH, 34 J1a € CHTYPHO, e T¢ Ca H3YE3HAIH Npean
criupaHe Ha Jlecepan, Tl KaTO TE CAYKAT KaTO MapKep 3a NpoAb/DKaBatla abcopOuus Ha
KEA30,

- aKo NMAalLMEHTHT ITbPBOHAYANIHO pa3BHE JTAKOBO OLBETABAHE HA YPHHATA MPH TEPAIHA C
Hecdepan, ce cunTa 3a 000CHOBaHO BH3BPBUIAHEe HA HOPMAJIHNA LBAT HA YPHHATA NpeaH
criupane Ha Jlecgepan (JIMricaTa Ha JIaKOBa ypHHA HE € [0CTaTh4CH HHAMKATOP 3a CIHpaHe Ha
tepanusTa ¢ ecdpan).

EdexTHBHOCTTA Ha JICUEHHETO 3aBHCH OT aJIeKBaTHOTO OTACJISHE Ha YPHHA, 32 1a C€ OCHUIypH
OTAENAHETO Ha XKENEe3HUA KOMIUIEKC (pepHOKCaMHH OT Opranu3Ma, AKO Ce pasBHe ONIMIypHA HIH

aHypHs, MOXe Aa Bb3HHKHE HEOOXOANMOCT OT NEpATOHEAIHA AHAIH3a, XEMO/IHIIa3a HITH

xeMoguITpanms.

Jledenne HA XPOHHYHO HATPYNBAHE HA ATYMHHMI NPH NANHENTH ¢ TEPMAHA/IHA O0BOPeinA
HEeJOCTATHLYHOCT

Komruiekcute Ha decepan ¢ xena3o 1 aTyMHHui ce Ananw3npat. [IpH naupenTy ¢ 6p6peyna
HEeJOCTATBHUYHOCT TAXHOTO €JIMMHHHPAHE Iie Ce YBEJIMYH NpU AHaln3a.

[lanueHTH ¢ ToABa HA CHMITTOMH 33 GYHKLIHOHAIHO YBPEeKIAaHe HA OPraHUTe II0paJiH HATPYTBaHe HA
aTyMHHMH TpaGea aa 6uaat sekyeanu ¢ Jlechepan. Jlopy npH aCHMITOMATHYHY MTALIMCHTH Tpabsa nxa
ce MpELEHH B3MOXKHOCTTa 3a JicucHHe ¢ Jlecdepan B cirydaH, Ye CepyMHHTE HHBA Ha alfyMMHHH ca
Hax 60 mg/ml u ca CBBp3aHH ¢ nonoxutencH Jecdepanos HAGY3HOHEH TecT (BXK. NO-R0NY), ocobeHo
B CITYYAWTE, KOTATO HAXOAKHUTE OT KOCTHa OHOTICHA HacOYBAT KbM KOCTHO 3a0o0siBaHe, CBHP3AHO C
ATYMHAHHH.

Tlecthepan TpaGea a ce Mpwiiara B 103UpoBKa 5 mg/kg BEHBK CEAMHYHO (BXK. 6.6 YkazaHus 3a
ynotpeda).

Tpu nauments caen DFO Tect u cepymMHH HEBa Ha amyMaHuHi 1o 300 ng/ml, Hecdepan TpabGsa aa ce
npunara Karo 6aBHa MHTPABeHO3HA HH(Y3HA 10 BpeMe Ha nociieIHUTe 60 MHH. OT MaH3HATA
npouexypa. ITpu naunenty ciex DFO TecT H CepyMHH HMBA Ha ATYMUHHH CBHC CTOMHOCT Hal 300
ng/m} Jlecdepan Tpabpa aa ce npiara kato 6aBHa HHTPaBEHO3HA HH(Y3HA 5 Yaca Npey Analn3HaTa
npoLexypa. Cnen NpUKIIOYBAHE Ha ITEPBHA TPUMECEYCH KypC Ha JICUEHHC C Hecdepan, nocneBaH OT
4-ceMMYEH TIEPHOJ] HA OYHCTBAHE € HEOOXOAMMO NpoBeX/aHe Ha HH(Y3HOHEH TecT 3a Jlecdepan.

AKko npH fBa nopeHu HHGY31oHHN TecTa 3a Jlecepan, NpoBeACHH NPeE3 HHTEPBaJ OT 1 Mecen,

Mpoxb/DKaBaHe Ha TepanuATa ¢ Jlecgepa.
[Tpx nauMeHTH HA MOCTOAHHa amOynaTopHa nepuToHeanHa auamusa (ITAIT]) wu

LMKTHYHA nepuToHeanHa quanusa (TILILT) Recdepan Tpadea na ce npuiara & 10




Novartis 01.09.2005 Desferal

HHTPANepHTOHEATHUA ITBT Ha BbBexKaHe. ecdepan Moxe Ja ce MPUIIOKH, CHIIO TAKa MYCKYJTHO,

0aBHO HHTPABEHO3HO HIIH MOJAKOKHO.

dechepanorB rect

Tozu Tect ce 6azupa Ha NpHHLHIA, Y€ NPH HopManay cyGekTH Jecdiepan He NpenH3BUKRA
MIOBHIIABAHEC HA €KCKPELIMATA HA JKENA30 M ATyMHUHHH HAZ oTipeAeNieH JIAMHT.

1. Hecepaon TecT 3a HATPYNBaHe HA XKeJIA30 HPH NANHEHTH ¢ HopMaana 6u6peuna dynxkuns
300 mg Hecdepan ce urwxekrupa MyckysnHo. Cr6upa ce ypHHa B IPOAB/DKEHHE Ha 6 Yaca U ce
H3C/IEBa CBADPAKAHUCTO Ha JKeA30 B Hed. OtaensHe Ha 1 1o 1,5 mg (18 po 27 mokpoMora) 3a 6 qaca
npearnonara HaTpynBaHe Ha XKeJA30: cToMHOCTH HaA 1,5 mg (27 MuUKpoMOJIa) OTIpEAEIEHO C& CYHTAT
32 NMAaTOJIOTHYHH. TecThT aBa pe3ynTar camo NpH HopMajiHa 6b0peuHa GyHKLHA,

2. lecepasioB HNQYIHOHEH TECT 32 HATPYNBAHE HA ANYMHHHH PN Tepmunaana 6L6peuna
HeAOCTATLIHOCT:

I1py naupeHTH ¢ HHBA HA CepyMHHMA aTyMUHMH Han 60 mg/ml u croitHocTH Ha depuTHHA Haa 100
mg/ml ce npernopbusa npoeexaaneTo Ha Jlechepanos uHdysHoHeH TecT. HenocpeacTeeHo npeau
Ha4aJIoTO HA XeMOHAJIH3aTa C€ B3UMa KphBHA Npola, 3a 1a ce ONPENCSIIH H3XOAHATa CTOMHOCT Ha
CepYMHUR aTyMHHHH.

Iio Bpeme Ha nocneannTe 60 MUHYTH OT XeMOAMAIIN3HATA NPOLEAYpPa ¢e mpuiara fo3ara ot 5 mg/ke
kaTo OaBHa BeHO3HA MHQY3HA (BXK. 6.6. Yxazanus 3a ynotpeba)

B Hauanoro Ha c/ie[BalNaTa XeMOHAIM3HA NPOLEAYpa, T.e. 44 vaca clies ropecnoMeHarara HHpy3us
Ha Jlecdepan, ce B3MMa BTOpa KpBbBHa Mpoha, 3a Ja ce onpeaesIH MOBTOPHO CTOMHOCTTA HA CEPYMHHA
aJTyMHUHHH.

HecgepanoBHAT TeCT Ce CYMTA 32 NOJIOKHUTENEH, aKo ¢e Habliogasa NOKaYBaHe HA CePYMHHS

ATYMHHUH, no-royiaMo ot 150 mg/ml. Orpunarennuar rect o6aue, He H3KIIOYBA HATHO3ATa

“HATPYINBaHE HA AJTlYMHHHH .

4.3 IIpoTnBONOKA3AHHA
JloKa3aHa CBPBXYYBCTBHTE/IHOCT KbM aKTHBHATA CYOCTAHIMA OCBEH, MPH YCITEUIHA

JIGCBHCHGHIIHSHIIHH, KOATO ITpaBH TCPAITHAT2 BE3MOXKHA.

4.4 Cnenuajnsn npeaynpexienns H Npeqna3’HH MePKH OpH ynoTpeba

Ilpeaynpexnenns

TaxXvKapAus, KOJIalnc H yprukapus). Bucoku no3u [lecdepan, ocobeno npu naiue
CTOHHOCTH Ha IUTa3sMEH (pepHTHH, MOTaT Ja JOBeJAT A0 CMYLUSHHA B 3PEHHETO H ¢

Hexenanu nekapcTeBeHH peakuun). IlampeHnTr ¢ 650peuHa HerOCTATHYHOCT, Ha 11

AMajiH3a H C HUCKH HHBA Ha ¢epuTHH Morat ja OsaaT 0co0eHO NpeapasnoIoXKeHH §
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PeaKLHH, 3pUTE/THA CHMITTOMH ca OWIH AOKNIaABAHM Cliell €AMHHMHH 1034 ,I[ecc})epanf‘l?ipir
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JI030Ba Tepanni ¢ HAaMaJIIBa B PHCKA OT HEXEJIaHU peakiui. B ciryvail Ha 3pHTe/IHM WIH CITyXOBH
CMYILIEHH, JIEKapCTBEHOTO CPEACTBO TpAOBa He3abaBHO na ce crpe. [IpoMeHHTe, MPeAN3BHKAHH OT
Tlecdepan B noBeyeTo CiIy4au ¢a oOpaTHMH NpH paHHa auarHoza. Ilo-kecHo nedenunero ¢ Jecdeparn
MOJKE J1a ¢ Bb30OHOBH ¢ NO-HUCKH JA03H, H NIPH HENOCPEACTBEH MOHUTOPHHT HA ayAHOBH3YaJlHaTa
GYHKIHA,

[Tpubnu3MTENHO NONOBHHATA OT METATHUA KOMIUIEKC c€ EKCKpeTHpa 4upe3 6s0peunTe NpH NalHeHTH
¢ HATPYIBaHE Ha JKeJiA30 U HopMaTHU pyHkiMH. [IpH naumeHTH ¢ Texkka 6B0peyHa HEAOCTATHYHOCT
CE M3HCKBA MOBHEICHO BHUMaHue. X ene3nure ¥ afyMMHHAEBHTE KOMILIEKCH MTOJJIEXKAT HA THATH3A,
NPH NaUMEHTH ¢ 6b0peYHa HEOCTATEYHOCT CIMMHHHPAHETO HM MOXKE Jla Ce YBEJTHYH 4pe3 JHaJH3a.
TIpy nalMeHTH ¢ HUCKH CePYMHH HHBA Ha (hepUTHH Ha BUCOKH A03H Jlecthepat MK MpH NALHCHTH B
paHHa BB3pacT (<3 rojl. MPH MHULMMpPAHE Ha TepanHaTa) Ce CBLP3BaT ChC 3abaBiaHe HA pacTexa (BK.
4.2. JIo3MpOBKa ¥ HAUHH Ha MPWIOKEHUE “NeYeHHe Ha XPOHHYHO HATPYNBaHe Ha JXKeIA30”).
3abaBsaHeTo Ha pacTexa npH ynorpeba Ha Jlecdepan e panko, ako no3ata € noa 40 mg/kg, Axo
3a6aBEeHHA pacTeX ce CBHP3Ba C A03H, HAJl Ta3H CTOHHOCT, Clle]l HAMANIBaHe Ha [103aTa IPH HAKOH
NaHEHTH, CKOPOCTTa Ha PacTeK MOXKE JIa ¢e BE3CTAHOBH, HO He Ce JJOCTHra Ha NPeANOIaranis pueT
Ha BB3pacTeH UHIHBHA.

OcThbp AHXATENEH JUCTPEC CHHAPOM € OITMCAH cJie] TePals ¢ NPEKOMEPHO BUCOXM fo3u Hecdepan
MPH NALMEHTH ¢ OCTPA MHTOKCHKALIAA C XXENA30, KAKTO M IIPH MALMEHTH C TajlaceMus. ETo 3ammo
NpenopbrYBaHATE AHCBHM A03H He OMBa J1a Ce NPCBHIIABAT,

TTpu naLMeHTH, CTPaJallM OT HATPYTIBAHE Ha XKeJIA30 MMa chobmeHHs, e Jlecdepan ypenniapa
BB3MPHEMUHBOCTTa KbM UH(EKLMH, T.¢. KbM Yersinia enterocolitica n Yersinia pseudotuberculosis.
AKo nanueHT, nexysaH ¢ Jlecdepan noxyun Tpecka, CBbp3aHa ¢ OCTBP €HTEPHUT/CHTEPOKOJIHT,
mudy3Ha abnoMunanHa Gonka, win papunrut, nedennero ¢ Jlecdepan spemenHo Tpabsa na ce
[IpeyCTaHOBH M BEJHAra Aa ce 3anoyHe MOAXOAAIA aHTHOHOTHYHA Teparnus el 0aKTepHONOrHYHH
recrose. Jleuenuero ¢ Jlecdepan Moxe a NPOALIDKH Clle/l H3IEKYBaHe Ha HH(peKLMATA.

ITpu nauMeHTH Ha NOALBPXKAlla JuarH3a, noaydasamu Jlecgepan 3a HaTpynBaHe Ha
KEIA30/ATYMHHHH, ca OHIH JOKIaBAHH PEIKH CITyYaH, HAKOH OT KOHTO C JIETAJICH H3XO/1, Ha
MyKOpMHKo3a. [TpH 1osBa Ha NOAC3PUTENHHA MPH3HALM H CHMITTOMH, JieyeHueTo ¢ Jlechepan TpAOBa
Aa Ce CIIpe, 53 C& MPOoBedaT MHUKOJIOTHYHH H3C/ICABaHHs M He3a0aBHO J1a ce HA3HAYH NOXOAAIO
negeHre. MyKOpPMHKO3a MOXe Aa ce HabmoaBsa U MMpH MaUHEeHTH, KOUTO €a Ha AHANIK3a, HO HE CO

nexysar ¢ Jlecepan, KOeTo NOKa3Ba, 4e Apyr GakTopH KaTo 3aXapeH AuadeT, HapylLICHHE B

KHCETHHHMA OalaHc, JIEBKEMHKA, HMYHOCYTIPECHPALIH JIEKApCTBA WIH KOMIIPOMETHpaHa YU
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HHJKEKIMH, ThH KaTO TOBA NMOBHINABA PHCKa OT IOKAIHH PeakLMH IPH TIOAKOKHO MpHIarane (Bx. 6.6
Ykasanus 3a ynorpeba). Koraro MycKyTHHAT pa3TBOp € €IHHCTBEHHAT BE3MOXKEH ITHT Ha BHBEKAAHE,
MOX€E Ia ca HeoOXOAUMH MO-BUCOKH HO3H, 3a J1a C€ Y/IECHH UHKCKLUATA.
IIpu npenopbyuBanaTa KoHUEHTpaums ot 10% pasTBopsT H3rnexna GUCTHP H Ge3UBETEH A0 KO
XBNTeHUKaB. Tpabea na ce uanon3Bar camo GHCTpH pasTopH. OnanecHpalldTe H MbTHHTE
pasTBOpH TpAOBa J1a ce M3XBBHPIAT. TpsOBa Aa ce MPOABH MOBHIIEHO BHUMAHHE KbM HHKEKIJMOHHATA
TE€XHHKA.,
3a noaAkoXXHM MH(GpY3HH HrIIaTa He TpAGBa Aa ce BbBeXAa TREpAE 6M30 10 AepMara.
IIpy NnaLMEeHTH ¢ TEXKO XpOHHYHO HATPYNBAHE Ha JKeNA30 ce cho0InaBa 3a BJAOMIABAHE HA ChpAEYHATA
dyHk1Ms cen eaHOBpeMeHHO NieyeHne ¢ Jecdepan u Bucoku go3u BuramuH C (noseve ot 500 mg
AHeBHO). CbpaeyunaTa aucPyHKIMA e o6paTHMa NpH NpeKpaTABAHE Ha NPHIOXKEHHETO Ha BUTaMuH C,
Tpa0Ba na ce B3emMaT CICAHHTE MIPEANa3HH MEPKH, KOraTo ce Hajara eJHOBpeMeHHa ynotpeba Ha
Hecdepan u suramuH C:

- pobaekure ot BuTaMuH C He TpaOBa 1a ce AaBaT Ha NMALMEHTH CBC ChpACYHA

HEAOCTATBUYHOCT;

- JeyeHHeTo ¢ BuramMuH C Tpabsa aa 3anovyHe caMo ciejf €AHOMECEYHO ITbPBOHAYAITHO JIYeHHE

¢ Hecdepan;

- puramuH C Tpabpa 1a ce 1aBa caMo aKko NALMEHTHT Nojryyasa peaosHo Hecdepan, Hali-nobpe

BeJHara cijie/l BKTIOYBAHE Ha MTOMIIATA;

- Jla He Ce npeBHInasa AHeBHaTa ao3a oT 200 mg BuramMul C, Ha paszieNieH pUeM;

- NpenopbYBa c€ MOHHTOPHHI Ha ChpAcUHaTa GyHKIMA N0 BpeMe HA KOMOMHHpaHaTa TepalHs.
3pHTENEH H CTYXOB TECT, NPOBEACHH OT CIIELIHAMMCT Ce MPENoPLYBAT NpeaH 3al0YBaHe Ha TePAIMATa
¢ Hechepan, kakTo 1 npe3 onpeaencH neproa (3 Mecena), ocoOeHO ako HHBAaTa Ha (PepUTHH ca
HUCKHM, IIpH nauMeHTUTE ¢ TaNaCeMHA, PHCKBT OT Ay JHOMETPHYHH HAPYLICHHA MOKE Aa Ce ITOHIKH
KaTO CBOTHOLICHUETO MEXAY cpelHara JHeBHa A03a decdepan (Muxporpama’kg) n cepyMHHA
¢epuTun (MuKporpama/ml) ce nogaepxka nox 0,025.

Jleua, Ha KOMTO ce HazHa4aBa [Jecdepan Ha BCEeKH TpH Mecelia TpAOBa Ja ce NPOoCIeAABAT 3a TEIECHO
TErJ0 U pacTeK Ha BHCOYMHA (BXK. 4.4. CnicLHaHH NPEAYTIPEKACHHA H NPEATa3HH MepKHU NpU
ynotpeda). IIpu naupMeHTn ¢ eHUePaNonaTHs, B pe3y/TaT OT HATPYTIBaHe Ha AMyMHHHH, BHCOKHTE
no3u decgepan Morar aAa yTexKHAT HEBPOJIOTrHYHATa AUCPYHKLUHA (IbPHOBE), BEPOATHO B CIIEACTBUE
Ha OCTPO YBE/IMYaBaHe Ha ATYMHHHA B KpbBoOoOpaleHUeTo. Jlechepan Moxe Ja yCKOpH NOABATA Ha

Auanu3Ha aAemMeHums. MiMa cro0meHHs, Ye mpeABapHTENHO JIeYeHNEe ¢ KIIOHA3enaM MOXe /ia

XHIIepNapaTHpeOHIH3Ma.
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4.5 B3aaMoaelicTBHE C APYTH JICKAPCTBEHH HPOAYKTH H APYrd (JOPMH Ha B3aHMOICHCTBHE
EnnopemeHHoTO JleueHne ¢ Jecdepan U eHOTHA3HHOBOTO NMPOM3BOHO MPOXJIOPTIEpasHH MOXE Aa
AOBeAEC [0 BPEMEHHHU pa3CTPOACTBA B Ch3HAHHETO.

[TpH NALMEHTH C TEKKO XPOHHYHO KEAZ0ChXPaHABALLO 3a60n1B8aHe M KOMOHHHMpaHa TEpamH ¢
Hecdepan u Bucoku no3u BuTaMui C (moeede ot 500 mg Ha JeH) ce cpella BIolapaHe Ha
chpacuHaTa GyHKIMA (BK. 4.4. CneHaTHH MpeIyNpeKACHU U NPeANa3sHH MEPKU NpH ynotpeba),
KOETO € 00paTuMO cniell CIIHpaHeTo Ha BUTaMHuH C,

CumnrurpadcKuTe pe3ynTaTH ¢ ramuii-67 MoraT aa ce KOMIPOMETHPAT, NopaaH OBp30TO
eKCKpeTHpaHe C YpHHaTa Ha cBhp3aH ¢ Jlecdepan ranuii-67.

IIpenopbuBa ce npekparaBaHe Ha jieueHmneto ¢ Jlechepan 48 yaca npean CUMHTHIpadHUAITA.

4.6 BpeMeRHOCT H KbpMeEHE

bpeMenRoOCT

[Ipu onuTR ¢he 3aiiLM, Ae3depHOKCAMHH € ¢ I0KA3aH TEPaTOreHeH NmoTeHmman (8x. 5.3. JlaHHu 3a
npeAKIHHUYHA GesonacHoct). Jlo MOMEHTa BCHUKH NAUMEHTKH, Nomy4asaumy lecdepan no speme Ha
6peMEHHOCT, ca polliHM Jiena Ge3 KakBrTo M Ja 6110 Mandopmaumu. I1o BpeMe Ha GpeMeHHOCT,
ocobeHo npez mepBHTe 3 Mecena, lechepan Tpabba aa ce H3MOI3Ba CaMO TOTaBa, KOFaTo TOBA €
HAIOKMTEITHO.

BB BCEKH oTAENEH ciay4dali TpAORa Aa ce NMpaBH BHUMATEIHA MIPEHCHKA Ha TIOI3HTE OT ICUCHHETO 34

MakiKaTa CrIpAMO €BEHTYAJIHHTE PHCKOBE 3a JIETCTO.

ZKeHH ¢ AeTepoAeH NOTCHIHA

ITpu BcHUKH cTydan TpsAGBa 4a ce CHIIOCTABAT MOJN3HATE 33 MAMKaTa H PHCKOBETE 3a AETCTO.

JlakTanus

He e u3BecTHO AanH gecdepHoOKCaMHH NMpeMHHaBa B KbpMaTta.
4.7 Edexrn BLpxy cnocobrocTTa 3a modupane H padoTa ¢ MALIHEH

[lamyeHTH, IPH KOHTO ¢E MOABHM 3aMasHOCT, APYTH CMYINEHHs oT ctpaHa Ha [IHC wrn cMylueHus B

CHyXa ¥ 3peHHeTO He TpAbBa ja wodupar 1 paboTrar ¢ Mamunn (Bx. 4.8. HexenaHn jiekapCTBEHH

peaKkLuu).

4.8 HexelaHH JIEKAPCTBEHA PEAKIHH

pez Mo CBOATA BaXKHOCT.
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Haxou npH3HAaIlA U CHMITTOMH, JOKTaIBAHHM KaTO HEXKEJIaHH peaKilMH MOoXe Jia ca nposiBa Ha

noiexKaiio 3adonasaHe (HATPYNBaHe Ha XKeJIA30 W/ HIH aTyMHUHHHN).

Tabnuna 1

Hpexnsny B Napa3nTo3d

Penxn:

Myxopmuko3sa (Bx. 4.4. CnerHanHA
NpeayNpeKACHHA M MpeaANna3sHd MEPKH NpH
ynorpeba)

MHoro peaku:

| Gastroenteritis Yersinia (Bx. 4.4. CnietpanHu

NpeaynpexXACHUA A NPEANIa3HH MCPKH MPH
ynorpeda)

Hapywenua 8 Kppr6oHocHama u TUMPHA cucmema

MHoro peaku:

KpreHH HapylneHHd (BKN. TPOMOOLMTONICHHA)

Hapywenun e umynnama cucmemna

MHoro peakm:

AnHadunakTHueH 0K, aHaPHIaKTHYHH PEaKIiHH,
aHTHOEAEM

Hapywenun ¢ HepeHama CUCImema

HecTH:

I'nmasobonue

MHoro peaku:

HeBponorudHy HapyllleHHA, 3aMasHOCT,
yCKOpsIBaHe WIH H30CTPAHE HAa CBbP3aHaTa
ayMMHHI JHanu3Ha eHuedanonaTus, nepudepHa
HeBponaThs napectesud (Bx. 4.4, CnenpanHH
npeaynpexAeHHs W NpeariasHd MEPKH IpU

ynotpeba)

Hapywenun 8 ouume

Penxu:

3aryba Ha 3peHHe, CKOTOMA, PETHHOTIATHA,
OITTHYCH HEBPHT, KaTapaKT, HAMaJICHA 3pHTENiHA
OCTPOTa, 3aMBIVICHO BIKAAHE, KOKOIIA C/IernoTa,
nedeKkTH B 3pUTEIHOTO IOJIC, HAPYIICHHA B
LIBETHOTO BIDKIaHE (AMCXpOMATOIICHA), KOPHEATHH
netHa (Bx. 4.4. CneuHaNHy NpeayTNpPeKACHUA B
peana3HH MEPKH IpH ynorpeba)

Hapyuienun ¢ ywrume

CeTnBHO-HEpBHa 3aryba Ha CJIyXa ¢ BUCOKa

Ay
.

Heyecrnu:
yecToTa H THHHTYC (BX. 4.4. CneunaaHH
npexyIpexKACHUA H NPEANasHH
ynotpeta)

Backynapruu cmysuenun

10
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Penku: XHNoTOHHA MOKe 1a BB3HUKHE, aKO HE Ce CneABaT
MpenopbrYaHUTE NpeAna3Hi MEPKH NTpy ynorpeda
Ha Jlecdepan (Bxk. 4.2. [lo3MpOBKa H HA4YHH Ha
npuwioxkeHue U 4.4 CrieLManHH NpeaynpexKAeHHA H
npeana3Hy MEpKH)

Pecnupamopnu, mopaxannu u MeouGCmUuRaIRu HapYyUeHUR

Heuectn: AcTMa

MHoro peaxs: PecripaTopeH AHCTpEC CURAPOM,
MHTEPCTHLMATHH OenoapobHH HHpUATPATH (BXK.
4.4 CrieuHajTHH NpeayTPexKIACHHUA H INPEATNa3HA
MEPKH).

I'acmpounmecmunaninu Hapywenun

Yectu: I'aneHe

Heuectn: ITosprinane, abaqomunanHa 6oska

MHoro peaxu Huapus

Hapywienun 8 xoxcama u nOOKOJCHRUME NMTHKARU

YecTu: YpTukapus

MHoro peaxH: C'enepanusupad oOpHB

Hapywenus 6 MycKylIH0-CKeIeMmHUR anapam, CbeOURUmMeHama muvKan u kocmume

MHoro vecTH: Aptpanrys, MHaXrui

Yectn: 3abassaHe Ha pacTeXKa M KOCTHH ITPOMCHHU
(MeTadH3caNiHa JUCILUIA3HA), PH NI0-BHCOKH JO3H
n Masiky geila (Bx. 4.4 CrieManHK
npeayNnpexACHAS K NMPeanasHi MCPKH H
3abeaekKn No-10Iy).

| Hapywenun ¢ 6v0peysime u ypozeHumaniun mpakm

MHoro peaku: Bu6peuno HapyineHue (Bx. 4.4 CneunanHu
npeyNpexXAcHUA U NpeNa3Hd MEPKH).

Obuu HapyWieHUR 4 COCIMORRUR 6 MACIMOMO HA RPUROICEHUE

MHOro yecTH: PeakuusTa B MACTOTO Ha NPHIOKCHHE BKIIKOUYBA
Gonka, IoAyBaHe, BTBLP/ABaHE, CPUTEMA,
NPYPHTYC, CBpOeK U 06pus (BX. 3abenexkKn 110-

A0IY)

Yecrn: ITnpekcua

HegecTH: PeaxiiyaTa B MACTOTO Ha MNPHJIOKEHHE BKIIOYBA

zony)

JabenesxcKu

HepeHOCEH30pHATA ITYX0Ta H THHHTYC Ca HEYCCTH, aKO JIO3UTE Ca B PAMKHTE Ha

aKo Ce MOHWXKABAT, NPH NMOHI>KCHHE HA HABAaTa Ha ¢hepHTHH (CHOTHOLICHHE MEXTY ¥PEA

nosa Jecdepan u cepyMuns pepurnn aa ¢ nox 0,025).
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Pa3IH4YHHTE OYHH CMYIICHHA BH3HHKBAT PAAKO, OCBEH aKO CE AaBaT BHCOKH N03H (BXK. 4.4
CrieLiHaJIHM npeaynpexXAeHHA H NpeAnasHi MEPKH ITpH ynorpeda).

3abaBsAHEe Ha pacTeka M KOCTHH HapyIcHUA {(MeTadu3caiHa AUCIUIA3HA) Ca YECTH IPH MALHEHTH Ha
XeJIaTHa Tepanus, Ha 034 Haj 60 mg/kg, cneunando Te3H, IIpH KOUTO XEJIMPAHETO Ha XKENA30TO €
3aMOYHAJIO Npe3 ITBPBHTE 3 FOAMHH OT XHMBOTA. AKO J03HTE ¢ noaxspxkar noa 40 mg/kgunu no-
HHCKH, PHCKBT € 3HAYMTETHO TIOHHXKEH.

Bornka, noaypaHe, BTBbPAABaHE, epHTEMa, IPYPHTYC, Chpbek H 0OpHB Ha MACTOTO HA HIDKEKTHPaHEe
WIM NpWiaraHe Ha HHQY3UATa C& MHOTO YecTH. MeCTHUTE MPOABH MOKE Aa C€ CHITBTCTBAT OT 00LIH
peaKkLIM¥ KaTO ApPTPAIrKA/MHIIMS {(MHOTO eCTH), MaBoboiHe (4ecTo), ypTHKapHs (MecTo), raaeHe
(4ecTo), Tpecka (YecTo), NMpeKcHs (4ecTo) noBpbinaHe (HewecTo), abaoMuHaTHa Oonka (He4wecTo)

HIH acMa (He4ecTo).

4.9 IIpeno3npane

[Ipu3aans B CAMOTOMH

Henpe yMUMILIEHO IPHEMAHE HA CBPBX03a WM HENPEAyMHILIEHO HHTPaBEHO3HO OOMyCHO
npuiarane/6ep3a HHTPaBEHO3HA HHGY3UA MOXeE Jia €& CBBP3aHH C XHITOTOHHHA, TAXHKapAHA H
CTOMAUTHOYPEBHH HapyLIEHHs; JOKIAABaHH ca 0CTpa, HO fIpexoAHa 3aryba Ha 3peHue, adasud,
TPEBOXHOCT, rMaBo6oKe, ragene, SpaguKapaus, ChIIO KaKTO M 0CTpa Gp0peyHa HEAOCTATEYHOCT.
Jleuenne

He cnmectyBa cnienduyen aHTUaoT. Jleuenuero c Jlechepan Tpabsa Aa ce NpekpaTH v Aa ce
HA3HAYH MOAXOAANIO CHMITTOMATHYHO JICYSHHE.

HNecdepan moxke fa ce AHANH3NPA.

5. G®APMAKOJIOIHYHH CBOMCTBA

PapMaKoTEepaneBTHIHA Irpyna

INN: Deferoxamine

Xennpaw areHT (ATC koa: VO3ACO1)

5.1 GapMakoAHHAMHYHHA CBOHCTBA

Hedepoxcamun (DFO) e xennpam areHT, koiTo 00pa3yBa KOMIUIEKCH INTAaBHO IJIaBHO C
TPHBAJICHTHHTE JKEJIE3HH H AlyMMHMEBUTE HOHH: KOMIUIEKCOOOpasyBaTeTHHTe KOHCTAHTH Ca
chorBerno 10° u 107, AdunurersT Ha DFO KBbM AByRaneHTHH fionn kato Fe?*, Cu®’, Zn*, Ca® e
3HAYUTEIHO NTO-MATBK (KOMITIekcooOpasypaid KOHCTAHTH A0 10'*). XenaTtHoTO CBBp3BaHE CTaBa Ha

MonapHa ocHoBa 1:1 taka, 4e 1g DFO Moke T€OpeTHYHO Aa CBBpKE 85 mg TpUBAIICHTHH KEJIe3HH

Exckpeumara Ha FO ¢ ypHHaTa oTpasdea IpeaAUMHO H3BIMYaHETO Ha HXKEJA30 OT
eKCKpeIMATA Ha Kes30 ¢ Qeneca oTpasssa NPpeAMMHO HHTPAXeNaTAIROTO KEJA3

YKens30TO MOXKeE Aa CE XENHpPa H OT PepUTHH H XEMOCHIEPHH, HO POLIECHT € OTHOC
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KIHHHYHA KoHueHTpauuH Ha DFO. DFO, Bce nak He M3BIH4Ya XKeJIA30TO OT TpaHC(epHHa,
XEMOCHIACPHHA H IPYTHTE XEM-CBhABPXKAIIH BEIIeCTBA.

DFO cbino MOGWIH3NpA H XeNupa amyMHHHSA, KaTo allyMHHOKCaMHAHOB KoMILIekc (AlO).
PapmMakoAHHAMHYHH ePEKTH

Toit karo 1 geata kommekca FO u AlO ce exckperupar HanrenHo, DFO noanoMara ekckpeumsaTa Ha
KEJIA30 U ATYMHHHH B ypHHATA H H3NPAXKHEHHATA, M IO TO3H HaYHH HaMAJIABA NATOJIOTHYHOTO UM

HATPYTNBaHE B OPraHUTE,

5.2 PapMaKOKHHETHHH CBONCTBA

AlGcopbuns

DFO ce pesopbupa 6bp30 ciien MycKysHa GOTyCHa HHXXEKIMA WK OaBHa MOAKOXHA MHPY3uA, HO
pe3opOunsTa My B raCTPOMHTECTHHANHHA TPAKT € ¢Jiaba B MPUCHCTBHETO Ha HHTAKTHA JIHTABULIA.
AGcomoTHata GHoHATHYHOCT € nox 2% ciej nepopajiHo BpeexAane Ha 1 g DFO.

ITo Bpeme Ha nepuroHeanHa aquanuza DFO ce abcopbupa, ako € BbBEIEH B JHATTH3HATA TCYHOCT.
Pa3npenenienne

[1pu 3apaBH JOGPOBO/LM Ca H3MEPEHH MAKCHMAIIHH IUIa3MEHHM KOHUEHTpalwH oT 15,5 micromol/]
(8,7 microgram/ml) 30 MuHyTH cliea MyCKYJIHOTO HEbKekTHpaHe Ha 10 mg/kg DFO. Exun vac caen
HEDKEKTHPAHETO, MAKCHMATHATA KOHUEHTpaims Ha deprokcamuH (FO) e 3,7 micromol/] (2,3
microgram/ml). Cnen uHTpaBeHo3Ha HHy3ua Ha 2 g (oxono 29 mg/kg) DFO Ha 31paBu NoOpoBOILH,
cren 2 yaca, ce aocrurar cpeann C Ha DFO or 30,5 micromol/l; pasnpenenenuero a DFO e muoro
6Bp30 ChC CpesieH NepHOA Ha noyxuBot ot 0,4 uaca. Ilo-manko ot 10% or DFO ce cBBp3Ba Che
cepyMHHTe GenTBLM in Vitro,

BroTpanchopmanns

Wsonupanu ¥ uaeHtuduimpany ca 4 Merabonura Ha DFO ot ypuHaTta Ha NalMEHTH C HATPYTIBAHE Ha
xenaso. Ha6monasanm ca ce caeHuTe peakiiu Ha Gnotpancdopmaia Ha DFO: TparcaMuHHpaHe H
OKHCJIEHHe, BOACIH A0 NOJy4aBaHETO Ha Kuces MeTaboluT, 6eTa-OKHCIeH)e, ChUIO BOACLIO 0
MOTy4aBaHETO HA KHCEN MeTaboNHT, Aekapbokcunupane U N-XHAPOKCWIHPAHE - 0 OTy4aBaHETO HA
HEYTpaJIHH MeTaboNHTH.

EnamMuannapane

DFO u FO umat 1By(pa3HO eTMMHHHpaHe CIIEX HHTPaMyCKyJTHa HHXKEKIUA NIPH 3ApaBy A00POBOIILIH,
3a DFO npHBHAHOTO BpeMe Ha HOMY>KHBOT € 1 Hac, a 3a FO — 2.4 yaca. [IpuBuaHHSA KpacH NOMyXHUBOT
¢ 6 uaca ¥ rpM JiBeTe BemecTsa. JIo MIeCTHs 4ac OT HIDKEKLMATa, 22% ot no3ata DFO u 1% ot FO ce

eJIIMHHHMPAT C YPHUHATA,

Cnennannm xaTeropan NANHEHTH
-ITpu nayuenmu c xemoxpomamo3q ca yCTRHOBEHH MaKCHMATHH IJIa3MeHH HHBA
microgram/ml) 3a DFO u 15,7 micromol/l (9,6 microgram/ml) 3a FO, 1 uac cien

ukekTHpare Ha 10 mg/kg DFO. Tesu nammenty enamunanpatr DFO 1 FO ¢ miasm
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cLOTBETHO 5,6 H 4,6 uaca. Illect gaca cnex HmkekTHpaHeTo 17% OT Ko3aTa Gewie OTAC/ICHA B YPHHATA
noxa ¢opmara Ha DFO u 12% nop ¢opmara Ha FO.

-Ipu nayuenmu c manacemus GasHa nHTpaBeHo3aH WHQy3ua Ha DFO or 50 mg/kg/24 yaca naear
rwiasmedn C>° wa DFO ot 7,4 micromol/l (4,1 microgram/l). Enumunmpasnero Ha DFO e nsydasoso
CBhC CpeHO BpeMe Ha nonypasnpeaencuue ot 0,28 yaca u kpaeH nomyxusot 3,0 yaca. OOIHsA
rwasmen kupbHe € 0,5 1/h/kg u 0Gema Ha pasnpenenenne B SS ce ouenssa Ha 1,35 I/kg. IlpuBruaHOTO
MOHOEKCTIOHEHIIHAIHO BpEM€E Ha MoTyeITAMHHIApaHe Ha MeTabonura e 1,3 yaca.

-ITpu nayuenmu c Ge6peuna nedocmamvurocm Ha xemoouanusa, nonyinau 40mg/kg DFO upes
BEHO3Ha MH(Y3HA B MPOIBDKEHHE HA 1 9ac MEXAY ABE BKIYBAHHA HA XCMOAHAN3a, I1a3MECHAaTa
KOHLCHTpalUA B Kpas Ha HHGy3usTa ¢ 6una 152 micromol/l (85,2 microgram/ml). [Tnasmenure
koHLeHTpauuu Ha DFO ca 6w ¢ 13 1o 27% no-Manky, Korato HHQysusTa ce BKJIIOYEHa 110 BpeMe
Ha auanmmsara, Konnenrpauuure Ha FO U B ABaTa cimydas ca npubimsurenHo 7,0 micromol/l (4,3
microgram/ml), a Ha amymMmuHokcamut — 2-3 micromol/l (1,2-1,8 microgram/ml). Cnex cinpane Ha
uHbY3UATa, IUIa3MeHaTa konueHTpauus Ha DFO Hamansaea 65p30 ¢ ruiasMeH MmomyKHBoT 20 MHHYTH.
Enna Maika 4acT OT A03aTa € 6Hla elMMHHUAPAHa ¢ NO-ABIBT IUIa3MEH NOTYXHBOT OT 14 Jaca,
[Tna3sMeHUTe KOHUCHTPALMHY HA ATYMHMHOKCAMHH NPOAL/DKABaT [a HapacTsat 48 yaca cien
rH}Y3UATA ¥ Ca JIOCTHTHATH CTOHHOCTH OT NpuGmusuTenHo 7 micromol/L (4 microgram/mL). Caen
HAN3a, TUIa3MeHATa KOHLECHTPALHS Ha AlTYMHHOKCaMHH € criagHana ao 2,2 micromol/l (1,3
microgram/ml). DFO ce a6cop6upa npH NpHTOHEANHA JHANIM3A, aKO € BKJIIOUCH B IHAITH3HATA

TCHHOLT.

5.3 IlpeaxIHHAYHA AaARA 32 (e30naCHOCT

[ToakoKHOTO BBBEXIaHe Ha BHCOKH A03u DFO npu mrexoBe, Ky4eTa H KOTKH B POAB/DKEHHE Ha
HAKOJIKO CEJIMHLIM NPHYHHABA NETHA BHPXY OMHATa Jiellia ¢ oOpasyBaHe Ha KaTapakT.

DFO He noka3pa MOTEHIMA/ 32 FeHOTOKCHYHH/MYTareHHH e(eKTH NpH in vitro onuTH (Ames TeCT) H
in vivo onuTH (MUKPOHYKJIEYC TeCT NpH ILThXoBe). He ca npoBexaaHu ABAroCpOvHH IIPOYHBAaHUA HA
KapLUMHOI€HHOCTTA.

DFO He noka3Ba TEPaTOTCHHOCT NIPH IUTEXOBe M MUIIKHM. B 3aetuku $eTycH, H3NoXKeHH in ufero Ha
J03H, TOKCHYHY 332 MalYMHKA OPTaHU3EM, 33 OTKPHTH HAKOH Mal(opMalliK Ha aKCHAJTHHA CKEJIeT.
Bernipeky, ye pesyITaTHTE OT TOBa NPOYUBaHe C¢ MPHEMAT 3a NPEABAPHTENHH, HE MOXe Ja C¢ DFO-

YHIYLUHPaHa TEPaTOreHHOCT NPH 3aliH B €KCIIEPHMEHTAIHH YCJIOBHS.

6. GAPMANEBTHYHHA JAHHH

6.1 Cnoucsk B TIOMOIHATE BEIeCcTBa
Hama
6.2 HechbBMECTAMOCTH

- WHXEKIIMOHEH pa3’TBOp Ha XETapHH
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- ¢u3monormyeH pasteop (0,9% HaTpueB XxnA0puA) He TpAOBA Ja CE€ M3ITONI3BA KATO COJIBEHT 34
cyxoTo Beulectso. Cnes pa3TBapsHe Ha Jlecepan ¢ BoAa 3a HHDKEKTHpaHe obade, MOXeE a ce

HPAaBAT MNO-HATATBIIHH PA3PCIKIAHHUA C (PHSHGJIOI"H‘-IEH pa3TBOp.

6.3 Cpokx Ha roaHocr

4 TOOIHHH.

6.4 CrenMaian yCJI0BHA 33 ChXPAHEHHE

Ila ce cexpaHABa Ha XIaQHO MACTO( NpH TeMnepaTypa noa 25°C).

Bcekn (hnakoH e 3a exrHokpaTtHa ynorpeba. [IpogykTeT TpaOBa na ce u3nonsea HesabaBHO cliex
pa3TBapsHe (1a ce 3arno4YHe TepanuA B paMKMTE Ha 3 4aca). Koraro ce npoBekna MoBTOPHO
pa3TBapsiHE HA NPH aCEeNTHYHH YCJIOBH, NMPOAYKTHT MOXe Jla C€ ChbXPaHABa MNpey NpHiaraHe He
noeeue oT 24 yaca npH CTailHa TCMIICpaTypa.

Hecdepan TpaOBa Aa ce chXpaHsBa Janede OT AOCTHNA U MOTJIeAa Ha Jela.

6.5 JanAH 33 ONAKOBKATA
[TspBr4Ha - Oe3UBETHH CTHKJICHH (nakoHH ¢ 06em 7,5 ml, ¢ ryMeHH 3aryluankH.

BTopH4Ha- KApTOHEHA KyTHA.

6.6 HBEcTpyKOHE 33 ynorpeba, chXpaHenHe M H3XBbLpJaAHe (IPH He0OX0AEMOCT)

Korarto ce npuiara napeHTepaiHo, JIEKapcTBoTo TpAOBa Aa ce u3non3sa karo 10% pasrsop BB BoAa
3a WHKeKIHH. BuB dnakornTe ¢ 500 mg Jecdepan cyxa cyberaHums ce HHkeKTHpa 5 ml Boaa 3a
HIDKEKIIMH B prakoHbT ce paskiaina nobpe. Camo SUCTEp Oe3lBeTEH 10 XEATCHHKAB PAa3TBOP MOXKE
na ce u3noassa. 10%-Haua pasteop Ha Jlecdepan Moxke aa ce paspexza Mo-HATaTBK ¢ PYTHHHO
H3NON3BaHUTe HHY3HOHHM pa3TBOpH (Hatpues xyopua 0,9%, rmoko3a 5%, pasreop Ha Punrep,
pa3TBOp PHHrep-nakTart, nepHTOHeATHH QHAMM3HA pa3TBopH Kato Dianeal 137 I'mokosa 2,27%,
Dianeal PD4 I'moko3sa 2,27% u CAPD/DPCA 2 I'moxo3a 1,5%).

3a Jlecepanosus uHGYIHOHEH TECT H 3a JICUCHHE Ha XPOHUYHO HATPYNBaHe HA allyMHHHH, 5 ml oT
HMecdepanosus pa3Teop BB (p1akoHa ca AocTaTh4Ha 4o3a (5 mg/kg) 3a mauueHT ¢ terno ot 100 kg.
Cnope/l TErfOTO Ha NaLIMEHTA, Ce H3TEerAd ChOTBETHOTO KOAMYECTBO pa3Top Ha Jlecdepan u ce
paspexaa 10 150 ml ¢ ¢usnonoruuen pasreop (0,9% NaCl).

Paszreopennar Jlechepan Moxe ¢bino Aa ce A00aBH KbM AHAIM3HATA TEYHOCT H J1a C€ NPUITOKH

MHTpanepuTOHeTHO Ha natueHTH Ha [TIATT] wam TTHILI.

Ynotpebara Ha Jechepan npH XpoHHYHO HATPYIBaHE Ha XKEJIA30 ¢ MOMOLITA Ha M0
MH(Y3IHOHHA MOMIIA Ce OMMCBA B HH(OpMAalMATa 32 MALMEHTa KaKTo CleBa (3a 1

nony):
1. Bonaara 3a HHXEKIHMH CE H3TET/IA B CIIPHHLIOBKA,
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2. Cnepn xaro ce MOYHCTH r'yMeHaTa 3amyiaika Ha ¢nakora Jecdepan cbe crmpr,
CBALPKAHHETO Ha CNPHHLIOBKATA C& HHXKCKTHpA BBB (PJIaKOHa;

3. DnakoH®T ¢e pasKiaiia nobpe, 3a a ce pasTBOPH JIEKAPCTBOTO,

4. Cnexa kaTO OTHOBO C€ MTOYMCTH 3aMyIIAIKATA ChC CITHPT, PAa3TBOPEHOTO JIEKAPCTBO CE HITETA
B CIIPHHIIOBKATA;

5. TpbOHuUKaTa-yaBIKHTEN Ce MOCTAaBA BHPXY CIPHHLIOBKATA M [IPA3HOTO MACTO B TpHOMUKaTa
CE HAIThJIBA ¢ HHXKCKLIMOHEH Pa3TBOpP;

6. CripuHnIOBKaTa Ce NOCcTaBs B MH(pY3HOHHATA NMOMITA M TPBOHUKATA-Yb/DKHTE CE CBBLP3RA C
uria - Tan berepdiaii;

7. Ilpu uHpy3usa, Arnata Moxe Ja ce Bkapa Noj KOXaTa Ha Kopema, pbKara, 6eapoTo WiH
XbJI00Ka. BaxkHO € koxaTa aTeTHO Aa ¢ MOYUCTH CHC CIUPT, MPEAH HriaTa Ja ce BKapa
I6A00KO0 OO KPHMIATa M B KOJKHA I'bHKA;

8. Hrnara ce ¢pHKCHpa ¥ ce 3aKpenBa ¢ JIGHKOIUIacT;

9. Tlommara 06MKHOBEHO ce HOCH BEPXY TAIOTO, MIOCPEACTBOM KOJIAaH WIH npespamHuk. Haii-

yAo6HO 3a nauMeHTa € ynorpedara npes HOIITA.

7. IIPUTEXATEJI HA PAZPEINNIEHUETO 3A YIIOTPEBA

Novartis Pharma GmbH,
Roonstrasse 25, 90429 Nuernberg, I'epManms

8. HOMEP(A) HA PASPEINEHAETO 3A YIIOTPEBA
9800063

9. HJATA HA ITBPBO PAZPEIIABAHE/IIOJHOBABAHE HA PA3PEIIE}R

YIIOTPEBA:
30.06.1967

10. JATA HA AKTYAJIN3IUPAHE HA TEKCTA:
15.12.2008 r.




