KPATKA XAPAKTEPUCTUKA HA TTPOAYKTA
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W3MLAHUTENHA ATEHUMS N0 NEKAPCTBATA
KDEIMKa XBPKIMeOUCITIUXE HE NpOgYKMa - Npurowenue 1

1. HAME HA JIEKAPCTBEHHA ITPOAYKT

lllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllll

Hecdepan 0,5 g npax 3a HIDKEKIIHOHEH Pa3TBOp
Desferal 0,5 g powder for solution for injection

2, KAYECTBEH H KOIMMECTBEH ChCTAB

Enun dnakon coabpxka 0,5 g nedpepoxcamuuo mesunat (deferoxamine mesilate/ desferrioxamine
methane sulphonate).

3a IMbJIHMSA CITUCHK C MOMOLHHTE BellleCTBa, BIOKTE Touka 6.1,

3. JEKAPCTBEHA ®OPMA

[Ipax 3a MHXKEKLIHOHEH Pa3TBOP.
[Ipax - 6an A0 NOYTH 04N Ha UBAT.

4. KJOAHUYHH JAHHH
4.1 TepaneBTHYHA NOKA3AHHA

Tepaneemuunu:

MoHoOTepanua ¥pe3 XelUpaHe Ha XpOHHYHO HATPYNBAHE HA XKENA30 MNpH:

*  TpaHC(Y3HOHHA XEMOCHZEPO3a, 0COOEHO NpH TalaceMHs Maiiop, cuaepobnacTHa aHEMuH,
aBTOMMYHHA XCMOJINTHYHA aHEMHUA U Py XPOHUUHH aHEMMH;

¢ yaHomnmaTH4Ha (TBPBHYHA) XEMOXPOMATO3a Y IALIHEHTH, MPH KOMTO MOPaiH ChITbTCTBALIM
3aB0JIIBAHUA - TEXKKA AHEMHUSA, XHITONPOTEHHEMMS, € HEBB3MOXHO 113 CE€ M3BbPIUH KPLBOMYCKAHE;

®  HaTypmnBaHe Ha XENA30 NpH NOopPUpPHA KyTaHea TapAa NPH NALKEHTH, NIPH KOUTO € HEBB3MOXHO
KPBBOITYCKAHE.

JleueHHe Ha OCTPO OTPABAHE C XKEJIA30.

JleueHHe Ha XPOHHYHO HATPYNBAHE HA ANYMHHHI NpH O0HH ¢ TepMHHanHa 6b0peuHa

HEAOCTATHLYHOCT Ha XeMOAHan3a Che:

®  CBBP3aHM ¢ ATYMHHHH 3a00N9BaHUA HA KOCTHTE,
® uanu3Ha eHledaionarTus;
® CRBbp3aHa ¢ ATYMHHHH aHEMHUA.

Huaznocmuunu:
3a JMarHOCTHIIMPAHE HA HATPYMBAHE Ha XKEJIA30 WIH ATYMHHHA.

4.2 JMo3HpOBKA ¥ HAYHH HA MPHJI0XKEHHE

JleueHHe HA XPOHHYHO HATPYNBAHE HA XKEAH30:
[ naBHATA LUEN HA XEN4THATA Tepanus NPy HATPYMBaHe Ha JKENA30 NpHU Jo0pe ko
NALMEHTH € 1a ce MocTUrHe GanaHc B oOMAHATA HA XKENF30TO U J1a Ce NPEROTBPH
JIOKATO NPH CBPbXOOPEMEHEHH NALMEHTH CTPEMEXBT € KbM OTpHLIaTeNleH Oane /

C€ HAMAJAT YBCIIHYCHUTEC HATPYTIBAHHMA OT XKE&IA30 H Aa CC [IPCAOTBPATAT TOKC /

e



Heya u ev3pacmrnu:

Jleuenuero ¢ lecdepan Tpabea na 3anoune cnen nbpsute 10 10 20 KpbBONPEIHBAHUS WIH KOTATO
MMa JaHHHU OT KJIMHHYHO HaOIIOICHHE, Y€ MMa XPOHUUYHO HATPYNBAHE HA 3KeJA30 (Harp. NpH CEPYMHO
HuBo Ha pepuTiH >1000 ng/ml. B pesynarar ot nperosapBaHe C KeAA3O UIH NMPEKOMEPHO BUCOKH
n03u Jecdepan Moxe Aa Bb3HUKHE 3a0aBdHe B pacTeka. AKO X€HPAHETO 3aNOYHE NPU NAUKMEHTH
noa 3-roAMilIHA BB3PACT, PACTEXBT TPAOBA Aa ce cneld BHUMATEIHO, KATO CpeIHAaTa AHEBHA 1034 He

Oupa na npesuiuara 40 mg/kg.

JTo3upoOBKaTa ¥ HAUMHA Ha NpuaaraHe Moxe 1a 6b/1e MHIUBHAYANHO ONpeAesieH U alanTHPaH no
BPEME HA Kypca Ha JieueHHe CTIOpeR ocTpoTara Ha obpeMeHaBaHe ¢ JKena30 Ha nauuenTa. Tpabea na
ce U3MoJI3Ba Hali-HHCcKaTa eeKTHBHA JO3MPOBKA. 3a Ja CE€ HanpaBU OLEHKA HA OTrOBOpPa KbM
X€NaTHATa TEPANus, ITbPBOHAYANTHO TPAOBa 1a ce IPOCAEAH OTAEISHETO Ha XKENA30 B YPHHATA 32 24
yaca BCEKH ACH M Jia c€ YCTAHOBH OTrOBOpa KbM NMOBHILABaulM ce Ao3u Jlecpepan. Beansbxk, cnen kato
€ YCTaHOBEHA NOAX0AALIATA JO3UPOBKA, HUBOTO Ha OTAE/SAHE HA XKEIA30 B ypuHara Tpabea aa ce
OTpeaesia HA HHTEPBAJIH Mpe3 HAKONKO ceaMuLH. HHave, cpeanaTa AHEBHA 1032 MOXKe /1a Ce afanTupa
cnopea CTOHHOCTTa Ha epHUTHH, 32 [a ce NOoANbpXKa TepanesTHueH uuaexc noa 0,025 (r.e. cpeanara
nHesHa no03a B mg/kg Jlecdepan, pazneneHa Ha cepyMHOTO HUBO Ha pepHTHH, B MUKporpaMa/l na e
non 0,025). TepaneBTHYHUAT MHAGKC € MHOI'O BXKHO CPEACTBO 3a NMpEAnasBaHe Ha MaLUHEHTA OT
HapacTBallla XeJaius, HO He € 3aMeCTUTel Ha BHHMATENHOTO KIMHWYHO HabJoaeHMe.

CpenHaTa AHEeBHa A03UpoBKa 0OHKHOBeHO € Mexay 20 u 60 mg/kg. Karo usano, Tepanusara Ha
MaLMEHTH CHC CEPYMHO HHBO Ha ¢eputuH noa 2 000 ng/ml u3uckea oxono 25 mg/kg anesHo. Ilpu
MaLKUEHTH CBC CEpYMHH HHBa Ha depuTHH Mexay 2 000 u 3 000 ng/ml e Heobxoaumo okono 35 mg/kg
aHeBHO. [IpH MalMEHTH ¢ NO-BHCOK CEpyMEH (PEPHUTUH € Bb3MOXKHa HEOOXOAHMOCT OT J103H A0

55 mg/kg nHesHO. He ce mpenopbuBa CHCTEMHO NPEBHLIABAHE HA CpeiHa AHeBHA fo3a oT 50 mg/kg,
OCBEH aKO HE € HEO0OX0AHMO MHOTO HHTEH3UBHO XeJIMPAHE MPH MALUMEHTH CbC 3aBbPLUEH pacTek. AKO
cToiiHocTuTe Ha epurrHa nagHat noxa | 000 ng/dl, HapacTsa pHcka OT TOKCHUYHH €EKTH Ha
Hecdepan; HeobxoaumMo € 0cOOEHO BHUMATENHO MOHHTOPHpAHE Ha Te3H NALIHECHTH, KaKTo ¥ Ja ce
pasriena Bb3MOKHOCTTA 32 €BEHTYaIHO NOHWXEHHE Ha ob1ata ceAMHYHa 1033, ONpeacIeHUTe TyK
71034 ca CpEeHMTE JHEBHU A03M. ThH KaTO NMOBEUYETO NauueHTH npyueMart Jlecdepan no-manko ot 7
IHU B CeAMHULIATA, AeHCTBTENHATA N03a Ha HHPY3UA € NO-HUCKa OT CpeiHaTa AHEBHA [103a; T.€. aKO e
M3UCKBA CpelHa AHeBHa A03a oT 40 mg/kg U nauKeHThT HOCH MOMIATA 5 HOLIM B CEIMHLIATA, BCAKA

uH(py3ua Tpabea Aa ceabpxka 56 mg/kg.

PenosHoTo xenupane ¢ Jlechepan uma nokazaH eekT 3a 1oaodpABaHe HA OYAKBAHATA
MPOABIDKUTETHOCT Ha XKUBOT MPH MALHEHTH C TalaceMus.

Barna nooxoxcra ungpyzua, n3non3saku nopTaTUBHa, JIeKa HHQY3IHOHHA [TOMI1A 34 NEPHOA OT 8 10
12 yaca ce cuuTa 3a eeKTHBHA ¥ ocoDeHOo noaxoasma 3a aMOyJIaTOPHH NAaLHUEHTH, HO NPHIOXEHHETO
MOJE JIa CE€ M3BBLPLIM M 3a nepuo oT 24 yaca. ObukHoBeHo Jlecdepan Tpadea na ce npuiara ¢
[IOMOLITA HAa noMna 5 10 7 mbTH ceamuuHo. Jlechepan He MOXKe Aa ¢ce NPHIIOKHU Ype3 CYDKYTaHHO
00JTYCHO HHXKEKTHpPAHE.

Hayuenmu 6 HanpeoHuana sv3pacm

KnunHuuHuTe n3nuTBaHua ¢ Jlecdepan He BKITIOUBAT AOCTATHUEH OPOH MaLMEeHTH Ha BL3pacT 65 H
[MOBEUYEC rOJHHH, 32 14 MOXKE J1a C€ ONMPEAS/TN JaIH OTTOBOPA HAa TEpanuATa NMpH TAX € pa3jIHuUCH OT
TO3M NPH NO-MJIaau NaureHTH. KaTto uano, u3bopbT Ha 103a NpH Bb3PacTHHU MALKEHTH TPAOBa 11a €
BHHMAaTeNIeH, OOMKHOBEHO Ce 3anouyBa ¢ Hak-HUCKAaTa 4034 OT JO30BUS UHTEPBAJI, ChOTBETCTBALL HA

GYHKIMA KaTO CHITBTCTBALLO 3a0014BaHE WIM APYra IEKapCTBEHA Teparnus (BXK /,/1" :

ApexyNpexXJAcHH 1 Npeana3Hd Mepky nipH ynorpeda v 4.8 Hexenanu nekapereeiy
-



Humpaeenona uny3un no epeme Ha Kpo8onpenueane
HanuuveTo Ha cHCTEMA MO BPEME HA KPbBOIPEIHBAHETO NIPABH BH3MOXKHO NpHIaraHeTo Ha BEHO3HA

MH(Y3HA HANp. PH MALKEeHTH, OTKa3BaLW JICYEHHE Hpe3 NMOAKOKHMTE MHGY3uM. PasTsopa Ha
Hecdepan He 6usa aa ce npubaBs IHPEKTHO B KpbBHATA DaHKa, HO MOXe J1a ce 10D0aBU KbM
cucTeMara upes “Y” agantop, pasnonoxeH B O1H30CT 10 MACTOTO Ha BEHO3HO BnuBaHe. [ToMnara Ha
nauueHTa TpA6Ba Ja ce W3Noa3Ba 3a npueMaHe Ha Jlecdepan kakto odrukHoBeHo. [Topaau
OrPaHMYEHOTO KOJTHUYECTBO Ha JIEKAPCTBOTO, KOETO MOXKE Ja €€ BJICE UPE3 BEHO3HA HH(DY3HA NO Bpeme
Ha MpeJHBaHe Ha KPbB, KNTHHAYHATA N10/13a OT TO3M HAYHH Ha MPHI0XKEHHE € OrpaHHY€eHa.
[MauyeHTHTE U MEQHLIMHCKHTE cecTpH TpaOBa Aa O6baar npeaynpeacHd Aa He YCKOpsBaT UHQY3HUATa,
TbH KaTo MHTpaBeHo3HUA Homyc Ha Jlecepan Moxe Aa foseae 10 LUPKYNaTopeH Konanc (BxK. 4.4.
Cnenandu npeaynpexIeHds U Npeana3sid MepKH NpH ynotpeda).

ITpoovascumenna 6eHOING UHPYIUR

HMriuiaHTHpaHaTa BEHO3HA CHCTEMA MOXKE Aa C€ W3NON3BA MPH HHTEH3HBHO XEJIUpaHe.
[TpoasaxyTENHAaTa BEHO3HA HH(PY3US € NMOKA3aHa MPH NALMEHTH, TIPH KOUTO Ca HEBb3MOXKHH
NPOABDKHTENHH NMOAKOXKHHU HHOPY3HH, KAKTO K NIPH TE3H CHC ChPACRHH 3a00NABAHNS, ABDKALIM CE HA
HATpYNBaHeTo Ha M#ena30. Jlozarta lecdepan 3aBUCH OT CTENEHTA HA HATPYNBAHE HA XKeNd30. PeaosHo
TpaAOBa Aa ¢e u3MepBa OTACNIEHOTO XKeJIA30 B ypUHaTa 3a 24 yaca M 103MpOBKaTa Ja c€ HaManasa
rponopLuyoHanHo. /la ce BHUMaBa npH BHE3aMHO U3MBbKBAHE HA CHUCTEMATa, 3a fia e U30erHe pA3Ko
pAKBaHe Ha ocrarbyueH lecdepan, koiTO MOXKe Na ce HAMHpPa B NMPOCTPAHCTBO MEXKAY KOHTEHHEpA U
MIJ1aTa HA CUCTEMAT4, Thi KaTO TOBA MOXKE [a AOBe1e N0 UMPKynaTopeH konarc (BxK. 4.4. Cneyuaiinu
ApeaynpexaeHHs W NpeanasHi MepKH npH ynorpeba).

Myckyano npunosicenue
Toii KaTO NOOKOXHUTE HHPY3HHU ca NO-e(PEKTHBHHA, MYCKYJTHUTE HHDKEKIIMH C€ NpHiaraT camo B
CJy4ait, KOraTto MoaKoXKHUTE HH(PY3UH Ca HEH3MTBJTHHMH,

Koifto ¥ mbT Ha npwioxenue na 6vae u3bpaH, HHAUBUAYAIHATa NOAAbPXKaLla A03a LIC 3aBHCH OT
CTEMEHTa Ha EKCKPELIMA HA KENA30 MPpH OTACTHHSA NALMEHT.

Eonoepemenna ynompeba na eumamun €
[TauMeHTH ¢ HATPYIIBAHE Ha JKENA30 OOMKHOBEHO HMAT HEAOCTUI Ha BUTAaMUH C, BEPOSTHO 3aLI0TO

EJIS30TO OKUCIABA BUTaMHHa. KaTo onb/iHeHHe XBM XeaTHaTa Tepanus, MOXe a ce nodasy
putamuH C B 7034 A0 200 mg AHeBHO, pa3fieieHH B OTACTHHA NPUEMHU, CJIE] KATO MALMEHTA 3aMOYHE
penosHa Tepanud ¢ Jlechepan (Bxk. 4.4. CrieunanHy NpeaynpexacH1s H NpeanasHd MEpKHy npH
yrnorpeba). Butamun C yBesinyaBa HaIMHHOCTTA Ha XenaTHO Xke/1a30. ObrukHoBeHO 50 mg ca
nocTaTbuHH rpu Aeua nox 10 roxuuu, a 100 mg ca AocTaTb4HH NpH no-ronemu aeua. Io-BHcokH ot
Te3W 103K BUTaMHH C He BOISAT [0 AOIMBJIHNUTEIHO HAPACTBAHE Ha EKCKPEUHATa Ha XKENe3HUA

KOMILICKC.,

JleueHne H& OCTPO OTPABAHE C XKeEAA30:
Tecdepan € AOMbIHEHHE KbM CTaHAAPTHUTE CROCOOH, 0OOHYaHHO W3NO/I3BAHK B TEPRNHMATA Ha OCTPO

OTpaBAHE C KEA3O.

Tepanus ¢ Jecdepan e nokasaHa, NpH KOHTO H Aa € OT CIIEAHUTE Cly4aH.

¢  BCHUYKH NALUEHTH, C HEMPEXOAHH JIEKH CHMITTOMHM {Hamp. MoBevye oT €AHH €MH30/] Ha NMOBPbUIAHE
WIH Ha aHapHa);

®  MAallHEHTH ¢ MPOABM HA JIETAPTUd, CHIHH abOMUHATHH DOKM, XMITOBOIEMHS WJIH aLIMA034,

®  MAIUEHTH C NOJOXKHUTENHH aOJOMHHANTHU PEHTTCHOIPa(CKH PE3YJITATH, NOKA3BALIH
MHOYKECTBEHH PEHTTEH-TIO3UTHBHM CEHKH (NOBEYETO OT TE€3W NAUUEHTH B NMOCNEACES
CUMITTOMATHYHO OTPAaBAHE C XKEAA30);

e  BCEKH CHMITTOMATHUEH MALMEHT C HUBA HA CEPYMHOTO xena30 Haja 300 ao 35(

ce pasriefia Bb3MOXKHOCTTA 33 KOHCepBaTHBEH nonxoj 6e3 tepanus ¢ Jdecdeps
CEPYMHHTE HMBA Ha Xena30To ca B obnactra 300 no 500 mukporpama/dl npu y



MaiMEHTH, KAKTO Y TIPH OHE3H C CAMOOTPaHUYaBaLlO Ce NOBpblUlaHe 0e3 KpbB UK Auapus 6e3
APYrH CUMITTOMH.

[IpoALIDKHTENHOTO HHTPABEHO3HO NpHiarane Ha Jlecdepan e npenounTaHUs BT HA NpUarasxe,
KaTo ce MPEnopbysa CKOPOCT Ha Hpy3uaTa 15 mg/kg 3a yac, koato Tpada na ObAe HaMATEHa
KOJIKOTO € MOXKe MO-CKopo, 00MKHOBEHO cnen 4-6 uaca, Taka ue obliaTa MHTPaBEHO3HA 1032 /1a HE
npesHilaBa npenopbuBanure 80 mg/kg 3a neproa ot 24-uaca.

CuuTa ce, ue CIeIHMTE TIPEAJIOKEHN KPUTEPUH NIPEACTABIIABAT HEOOXOMHMHUTE MPEANOCTABKH 32

npexpaTaBaHe Ha npueMa Ha Jlecdepan. XenaTHara Tepanus TpAOBa Aa NPOABIDKH, OKATO BCHUYKH OT

n3bpoeHuTe Kpurepuu ObIAT 3a10BOJICHH:

®  JIMNCA HA MPH3HALK H CHMITTOMH Ha CHCTEMHO OTPaBsAHE C JKeNA30 y nauueHTa (T.¢. 6e3 anmnosa
H 0e3 BIIoLIaBallia ce XenaToTOKCUYHOCT);

¢ B HACANHUS ClIyyai, KOpHTHPAHOTO CEPYMHO HMBO Ha ena30 O creasaio na € HOpMainHO WM
Hucko (danp. noa 100 mukporpama/dl). Twii kaTo 1abopaTopHO HE MOXKE 1a C€ H3MEPH TOHHOTO
CEPYMHO ChABPXKAHUE Ha XKena30 NpH Hanuauero Ha Jlecdepan, cnupanero Ha [lectepan ce
IpHEMA 3a ONPABAAHO, KOraTO BCHUKH OCTAHATH KPUTEPUH Ca U3MBJIHEHU, AKO U3MEPEHHTE
CEpYMHH HHBA Ha JKeJIA30 HE Ca MOBHIICHH,

¢  1a ce MOBTOpPH PEHTreHorpadhckus TeCT, MPH NALMEHTH KOUTO B HAYAJIOTO NOKa3par
MHOXECTBEHN PEHTTEH-TIO3UTUBHN CEHKH, 3a [a € CUTYPHO, Y€ T€ Ca H3YC3HAJIH NPEAH CdpaHe
Ha Jlecdepas, Thil KATO Te CIYXKAT KaTO MapKep 3a NMpOAbDKaBalla abcopOuMrs Ha Kens30;

®  aKo MalMeHTHT MLPBOHAYANHO pa3BHeE JIAKOBO OLBETABAHE Ha ypHHaTa npH Tepanus ¢ Jlecdepan,
ce cYMTa 3a 000CHOBAHO Bb3BPBLUIAHE HA HOPMAJIHUA LBAT HA YPHHATA NPEAU ClIHpaHe Ha
Jecpepan (JMncara Ha JaKkOBa ypHHA He € NOCTATEYHO OCHOBAaHME 33 CIIMPAHE HA TeparnuiaTa C

Hecdpan).

EdheKTHBHOCTTA Ha JIEUEHHETO 3aBHCH OT aICKBATHOTO OTAE/IAHE Ha YPHHA, 32 [1a C€ OCUTYPH
OTJENAHETO HA KEIE3HHA KOMIUTEKC (PEPHOKCAMHH OT OpraHu3Ma. AKO C€ pa3Bue OJIUrypus Uiu
aHypHs, MOXe 1a Bb3HHKHE HE0OX0AUMOCT OT NEPHTOHEATTHA ANANIM3a, XEMOAWITa3a MITH

xeMoQuNTpaLU.

Jlequense Ha XPOHHYHO HATPYNBAHE HA AJTYMHHRH NPH NANHCHTA ¢ TEPMUHAIHA 0L0peyna
HEAOCTATHIHOCT

Komrinekcure Ha Jecdepan ¢ )ena30 U alyMUHHIi ce Adanusupar. ITpy nauuenTH ¢ 6p0pevHa
HEAOCTATBYHOCT TAXHOTO €IMMUHHPAHE L€ C€ YBENHUYH NPH AHATIH3A.

[TailMeHTH ¢ NOABA Ha CUMIMTOMH 38 GYHKLMOHATHO YBPEXAaHe Ha OpraHUTe NMOopaJH HATpyNBaHe Ha
anyMuHuit Tpabsa aa Gvaat nexypanum ¢ Jecdepan. Jlopu npy aCHMITOMATHYHH NALKMEHTH TPAOBA Aa
ce NPELEeHH BB3MOXKHOCTTA 3a NeyeHue ¢ Jlecepan B ciiydaid, ue CepyMHUTE HUBA Ha ATYMUHMH Ca
Hax 60 ng/ml 1 ca cebp3any ¢ nonoxurenel Jechepanos HHPY3IHOHEH TECT (BXK. NO-A0J1Y), 0OCOOEHO
B CJTy4aHTe, KOraTo HAXOJAKHMTE OT KOCTHA GMONCHA HACOYBAT KbM KOCTHO 3a00nsBaHe, CBbP3aHO ¢

ayMHHHH,

Hecdepan TpsaOBa Aa ce npuiara B 403MpoBKa 5 mg/kg BeAHBK ceaAMUUHO (BXK. 6.6 CnennanHu
MpeAna3Hl MEPKH NpH U3XBBPJAHE H padoTa).

IMpy naumenTy cnen aedepoxcamunos (DFO) TecT v cepyMHH HHMBA Ha anyMuHuit 10 300 ng/ml,
Necdepan Tpabsa na ce npunara kato 6aBHa HHTpaBeHO3Ha HH(DY3HU 110 BpeMe Ha nocnenHHTe 60
MUH. OT JuannsHara npoueaypa. [Ipn nauventu cnen DFO TecT M cepyMHM HUBA H f"ﬁﬂﬁl* :

croitnocT Han 300 ng/ml lecdepan Tpabea aa ce npuinara karto 6aBHa HHTPABEHO
npeny AHanu3Hara npoueaypa. Cnej npukno4ysaHe Ha MbpPBU TPUMECCUCH Ky P4 e

Tlecdepan, nocneasan ot 4-ceAMHHEH EPUOA HA OUUCTBAHE € HEOOXOAUMO NpPABERAE 2R
nHdy3roHeH TecT 3a Jecdepan. Ako Npu ABa MOpeIHH HHPY3NOHHH TECTa 32 l_l- ;-
npe3 UHTEpBan oT | Mecell, MoKaXxar cepyMHH HUBA Ha aTyMHHHH [10-MaJIKO m‘ Epe i
M3XOJHOTO HMBO, HE CE MPENOPBYBA MPOAB/DKABAHE Ha TepanuaTa ¢ Jlechepalt. \\ »




[Tp4 nauMeHTH Ha NocTosHHa ambynaTopHa nepuroHeanHa auanusa (1AL nan npoasmkuTenna
UHKJTHUHA nepuToHeanHa auanusa (ITLI1T) Hecdepan Tpadea na ce npunara B 1o3a ot 5 mg/kg
BEIHBXK CEAMHUYHO Mpeau nocneaHus odmed 3a aens. [IpH T€3W nauMeHTH ce npenopbuea
MHTpanepUTOHEAIHUA BT Ha BeBEKAaHE. Jlecdepan MoXe Aa ce NpUoXH, ChLIO TaKa MYCKYJTHO,
0aBHO HHTPABEHO3HO WUIIH MOJKOXKHO,

Hecdepanos TecT
Tozu TecT ce BazyMpa HA NPUHIINNA, Y€ NPH HOpMATHU cybekTH Jlechepan He Npean3BUKBa
[IOBULIABAHE HA EKCKPELIMATA HA XKeJIF30 U AlfyMUHUH HaZ ONPEAENCH TMMHT.

1. llechepanion TeCT 32 RATPYNBAaBE HA XKe/JIA30 NPH NALHEHTH ¢ HOpMa/IHA 0L0peuna Pynxuus
500 mg Jecthepan ce mikexTHpa MyckynHo. Crbupa ce ypuHa B npoab/ukeHHe Ha 6 vaca u ce
H3C/IEABA ChIBPKAHHETO Ha xenn3o B Hed. OrpensHe Ha 1 1o 1,5 mg (18 no 27 mukpomorna) 3a 6 vaca
[peanosara HaTpynBaHe Ha XXena30: cToiiHocTy Hag 1,5 mg (27 MMKpoMona) ONpeACIeHO CE CUNTAT
3a natojporuuHu. TecThT j1aBa pe3yaTaT caMo Ipd HopMaiHa 6b6peyuHa PyHKUHA.

2. lecpepanos nHpy3HOHEH TECT 32 HATPYNBaHe HA ATYMHHHI NPH TEPMHHAIHA ObOpeuna
HeJOCTATLYHOCT:

I[Ipy nauMedTH ¢ HUBA HA CEpYMHHS ayMHHU# Haa 60 ng/ml u cToliHOCTH Ha epuTHHA Han

100 ng/ml ce mpenopsuea nposexxaaHeTo Ha Jlechepanos undysuoned recT. HenocpeacreeHo npeau
HAYAN0TO HA XEMOAMAIN3aTa ce B3MMa KpbBHA npoda, 3a 1a c€ ONnpeacnu H3xoxHaTa CTOMHOCT Ha

CEPYMHHA ATYMHHMH.

[To Bpeme Ha nocnegHuTe 60 MHHYTH OT X€MOIHANKM3HATa NPoUENypa ce npunara ao3arta ot 5 mg/kg
kato 6aBHa BeHO3HA UHPY3HA (Bx. 6.6. CneuypaliHy Npeana3Hi MEpKH NpH W3XBBPIIAHE H paboTa )

B HauanoTo Ha c/eABalaTa XEMOJUAIM3HA MPOLEAYPa, T.e. 44 uaca ciesl ropecnoMeHaTaTa HHpy3H1s
Ha Jlecepan, ce B3uma BTOPa KpbBHA Npo0da, 3a [a ce ONpeaeaH NNOBTOPHO CTOMHOCTTA Ha CEPYMHHUA

aJTYMHHHH.

JecdepanosHaT TECT Ce CHHTA 3a MOJOKHUTENEH, ako ce HabnroaaBa NoKaYBaHe Ha CEpyMHHS
alyMKHU#, no-ronamo ot 150 ng/ml. OrpruarenHuar tect obaue, He M3KIIOUBA AHATHO3ATA
“HaTpyMNBaHE HA ATyMUHUIH .

4.3 IIpoTnBONOKa3aHNA

JlokazaHa CBPBXYYBCTBUTETHOCT KbM aKTHBHATa CyOCTaHIMA OCBEH, NPH YCMeLIHA
neceHCHOMTH3aIug, KOSTO NPaBy TEPANNATa Bb3MOXKHA.

4.4 CnenuanH NpeAyNPeXKACHHS H NPeANAa3HH MEPKH NPH ynorpeda
IpeaynpexacHus
bbp3a BeHO3HA HHPY3IHA

Bup3aTta BeHO3HA HH(Y3MA MOXKE A€ AOBEAE A0 XUNEPTOHHA U HIOK (3a4epBABaHE Ha JIHLETO,
TAXMKAPJAHA, LIMPKYJIATOPEH KOJAnC H YPTHKapHA).

3pHTENHHE H CIYXOBH HAPYIICHHS
Bucoku no3n Jlechepan, ocobeHo NpyU NaLMEHTH C HUCKHM CTOMHOCTH Ha TU1a3Me 7
NOBEAAT A0 CMYILEHUMA B 3pEHHETO U ciryxa (Bx. 4.8. HexkenaHM JICKapCTBEHM P
6nOpeuHa HeAOCTATHYHOCT, Ha NOAABPAKALIA AWANH3A U C HHCKH HHBA Ha (epHy]
0CODEHO NPEAPA3NIONOKEHN KbM HEKENaH! peaKLMH. 3pHTENHH CUMITTOMM Ca |
e MHUYHH a034 Jecdepan. [Ipu HHCKO N030Ba Tepalus ce HaMalBa H PUCKa O\H: S
B cayuaii Ha 3pUTENHH WIH CTyXOBH cMmylleHHs, Jlechepan Tpadsa HezabaBHO AACOCIIPE.
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MpomexuTe, npeausBukanu o1 Jecdepan B NoBeueTO CayyaH ca obpaTuMu NpH paHHa ayarHosa. [lo-
KbCHO NevenneTo ¢ Jecdepan Moxke na ce Bb30OHOBHU € NMO-HUCKU J03M, U NIPH HENOCPEACTBEH

MOHMTOPHHI Ha ayJHOBM3YaATHaTa QYHKLIHS.

3pUTENIEH M CNNYXOB TECT, NPOBEACHU OT CMIECUMATHCT Ce NPEeNnopbYBAT NPEAH 3aNOYBaHe HA TEpanUATa
¢ Mecdepan, KakTo U npe3 OnNpeAcneH nepHol (BCeKH 3 mecewa), ocobeHO ako HUBaTa Ha (PEPUTHH ca
HUCKH. TIpH NALIMEHTHTE C TATaCEMMA, PUCKBT OT Ay ANOMETPUYHH HAPYILIEHHA MOXE /1a C€ MOHWKH
KaTO CbOTHOLLEHHUETO MEXAY cpeiHaTa AHeBHa 1032 Jechepan (mg/kg) u cepyMHHs (pepHTHH
(Mukporpama/l) ce noanspxka nox 0,025.

brOpeuna HEAOCTATHIHOCT

[TpUOAH3UTENHO NOJIOBUHATA OT METATHHA KOMILIEKC C€ EKCKpeTHpa ype3 ObOpeunTe NpH NauHeHTH ¢
HATPYMBAHE HA XeNA30 U HopManHa 6b6peyHa dyHkuMs. [Tpy nauneHTH ¢ TexKa OBLOpeUHa
HEJOCTATHYHOCT CE U3MCKBA MOBHIIIEHO BHUMAHHE. JKeNe3HUTE U alTyYMHHHEBUTE KOMIUIEKCH Ha
nedepOKCaMMH NOMAISKAT HA AMATIW3a; MPpHY NaLMeHTH ¢ ObOpeuHa HEAOCTATBUHOCT ETMMHHHPAHETO
MM MOXe JIa C€ YBEJIUYM 4UpE3 JUaTH3a.

Cpo0uIeHM ca eJUHHYHH CITy4aH Ha ocTpa On0peuna HepocTaThuHOCT (BK. 4.8 Hexxenanu
AexapcTBeHH peakuuH). Tpabsa BHUMATENHO 1A C€ NPOCIEAABAT NPOMEHHTE B OLOpeUHaTa pyHKLNA
(Hanp. NOBHUIEH CEPYMEH KpPEaTUHHH).

IlennaTpavHH NanHenTH: 320aBAHE HA pACTEKA

[Ipy NaLKMEHTH ¢ HUCKH CEPYMHM HHMBa Ha (PepHTHH Ha BUCOKH 1034 Jlecdepan uiaH Npy NauueHTH B
paHHa BB3pAcT (<3 roi. Npy MHHUMHPAHE Ha TEPAIHATA) C€ CBBP3BAT ChC 3a0aBsHe Ha pacTexa (BX.
4.2. Jo3MpoBKa H HA4MH Ha MPHIOKEHHE “NIeUeHHE Ha XPOHHYHO HATPYHBAHE HA XKeJk30™). 3abapsHe
Ha pacTexa, CBhp3aHo ¢ BUCOKH 103u Jlechepan, Tpabra na ce pasrpanyuasa oT 3a0aBfHe Ha pacTexa
BCNIEACTBUE HA HATPYNBAHE HA XeJiA30. 3abaBaHETO Ha pacTexa ripu ynorpeba Ha [ecdepan € paaxo,
ax0 ao3ara ce noaabpxka nog 40 mg/kg. Ako 3abaBeHUs pacTex ce CBBP3Ba C JI03H, Haj Ta3H
CTOMHOCT, clle[l HAMAIABAHE Ha J03aTa NP HAKOH MalMEHTH, CKOPOCTTa Ha PacTek MOXKE Ja ce
BB3CTAHOBH, HO HE C€ JOCTHUra Ha Mpeanoiaradus pbLCT Ha Bb3PacTeH HHAHWBHA.

Heua, Ha XOMTO ce HazHauara [lecdepas Ha BceKM TPH Mecelia TPAOBA Jia CE€ NPOCIEAABAT 3a TEJIECHO
TErN0 U pacTeX Ha BHCouHHA (Bk. 4.4. CneunanHu npeaynpexicHHs H Npeana3Hu MEPKH NpH
yniorpeba).

Ocrbp AHXATEACH AHCTPEC CHHAPOM

OcThp AMXaTeNIEH AUCTPEC CUHAPOM € OMUCAH ClIell TEPANKA ¢ NPEKOMEPHO BUCOKH 103 [lecdepan
MPH NaLKHEHTH C OCTPAa HHTOKCHKALIUA C XKEJIA30, KAKTO U NPH NMALHMEHTH ¢ Tanacemus. ETo 3amo
MpEMOPbYBAHUTE JTHCBHY 034 He OMBa a ce NpesHlilaBar.

Hndexnun

[Ipu maumMeHTH, CTpadalM OT HaTPYMBaHe Ha XeENA30 MMa cbodineHud, ue Jecdepan ypennyana
BB3NPHEMUMBOCTTA KbM HH(EKUMH, T.€. KbM Yersinia enterocolitica n Yersinia pseudotuberculosis.
Axo nauueHT, nekypaH ¢ Jlecdepan noayuu Tpecka, CBbp3aHa ¢ OCTbp EHTEPHT/EHTEPOKOJIHT,
audy3Ha abagoMuHanna Goska, win dapuHruT, newenuero ¢ Jlechepan spemenHo Tpabpa 1a ce
[IPEYCTaHOBH W BeJlHAra Ja ce 3afo4He MoAXOAdIlAa aHTHOHOTHYHA Tepanus ciell OaKTepHONOTHYHH
TectoBe. JleueHueTo ¢ decdepan Moxke Aa NPOIBLINKY ClIE/l H3NEKYyBaHE HA HHPEKLUATA.

PenkH ciyuan Ha MyKOPMHKO3a, HIKOW OT KOMTO ¢ ¢aTalieH H3XO/ ¢a AOKJAJABAHH NpH MaLHEHTH,
nonyuasainu Jlecdepan 3a neueHne Ha CBpbX0OOpEMEHABAHE C ATYMUHHH H/WIH XeNA30. AKO
HACTBIAT HAKOU OT TIOAO3UPAHMTE MPU3HALKY WIH CUMOTOMM, npunara”ero Ha ecgepan TpsadOsa aa

neyeHHe. MyKopMHMKO3a MOe ChILO Ja ce Hab/noJaBa NpH NALMEHTH, KOUTO HE NOJIyAa Rk
Tectepan, Karo ce B3eMaT NoJ BHMMaHHe ApYrH QakTopH (KaTo AHanusa, 3axape m,
KHCENMHHO-ANIKAIHUAT 6alaHc, 3I0KAYECTBEHH XEMATOJIOTHYHH HOBOOOpasyBaHUf, REY
MOAATHCKALLM UMYHHATa CUCTEMA WK KOMIIPOMETHPaHa UMYHHA CHCTEMA ), KOMT B
BJIMSIHUE 34 PAa3BHBaHe Ha Ta3zH KHGEKLM.

H
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CobpaeuHa HEAOCTATHYHOCT NPH BHCOKH A03H BHTAMuH C

[Ipn naLMeHTH ¢ TEXKO XPOHMYHO HATPYNBAaHE Ha XKeNA30 ¢e ChodIasa 3a BIolaBaHe Ha ChpeUuHaTa

dyHKLMA cien eaHoBpeMeHHO neueHue ¢ Jlecdepan u BUCOKH 103k BuTaMik C (noeeue ot 500 mg

nHeBHO). ChpaeuHara qucdyHkuMa € oOpaTHMa NpU NPEKPaTABAHE HA MPHIOXKEHUETO Ha BUTaMKH C.

Tpa6Ba na ce B3eMaT CIEAHUTE Mpe/nazHA MEPKH, KOTaTo ¢ Hanara eIHOBpeMeHHa ynorpeba Ha

Hecdepan u BuramuH C:

e nobaekure oT BuTtamuH C He TpaOBa Aa ce JaBaT Ha NALIMEHTH ChC ChpAECHHA HEAOCTATHYHOCT,

e neveHMeTo ¢ BHTaMuH C TpaOBa a 3ano4He CaMo e €eAHOMECEUHO MBPBOHAYAIHO JIEUEHHE C
Hecdepan;

e BuramuH C TpsOBa Aa ce JaBa caMoO ako NMaLUMEeHTHT nomyyasa penosro Jlecdepan, nai-nobpe
BEJHAara cie/ BKJIIOYBAHE HA NOMIIATA;

®  ]a HE ce NnpeBHINaBa AHeBHaTa Ao3a oT 200 mg suTamuu C, Ha pasfiefieH NMpHeM,

®* [penopbyBa ceé MOHUTOPHHI' HA ChbpAeyHaTa PyHKiIMA MO BpeMe Ha KOMOHHHpaHaTa Tepanus,

IIanHeHTH, JIEKYBAHH 32 HATPYNBAaHE Ha AJTYMHHHM

I[pu nauneHTH ¢ eHLiedanonaTus, B pe3yTaT oT HATpyNBaHe HAa AJTyMHHUI, BUCOKUTE 103U Jlecdepan
MOTaT Ja YTEXKHAT HEBPOIOrHuHaTa AMCHYHKLMA (FbpYOBE), BEPOATHO B CIEACTBHE Ha OCTPO
yBeJIMYaBaHE HA ATYMHHMA B KpbBooOpawenyero (Bx. 4.8 Hexxenanu nekapcTBeHM peakuuu).
Jecepan Moke Aa YCKOPH OABATA HA AMANU3HA AeMeHIHS. FiMa choOLIeHHd, Ye NpeBapHTEIHO
NeUeHHe ¢ KIOHA3EeNnaM MoXe Ja NMpeAOTBPATH TOBa HEBPOJOTHYHO YCIIOKHEHHE. B pesynrar ot
JIeYEHHETO Ha HATPYNBAHETO HA alnyMHHHH MOXKE Aa C€ CTHUrHE 10 XMIOKANUHMEMHA U YTEXXHIBAHE Ha

XHnepnaparupeconanuiMa.

HucTpyxnun 3a ynorpeda u coXpaneHnne

Hecdepan He Tpabsa aa ce npuiara 8 A03UPOBKH M0-TONEMH OT MPENOPbUYBAHKTE. JIEKAPCTBEHUAT
NPOAYKT He TpAOBA 1a He ce npunara B KOHLUEHTPALMH NO-BUCOKH OT 95 mg/mi npn NoaKoKHO
MPHIOKEHHE, Thil KATO TOBa NMOBHIIABA PUCKA OT JIOKAIHK peakLMH NPy TO3H HaYMH Ha NPHIIaraHe
(BK. 6.6 Unctpykuuu 3a ynotpeda, CbXpaHEHHE M H3XBBbpIIAHE). Korato MHHTPaMyCKyTHOTO
NPWIOKEHHE € €AMHCTBCHUAT Bb3MOXEH ITbT Ha BEBEXK/AHE, MOXKE 1A ¢a HEOOXOAHMMH NO-BHCOKH
J03H, 32 Aa ce YINecHH HIKeKuuaTa (Bx. 6.2 HecbBMECTMMOCTH).

[Tpu npernopbuBaHaTa KOHUEHTpauus ot 95 mg/ml, pa3TBOpBT € DUCTLP K De3LBETEH A0 JIEKO
’*baTeHuKas, Tpabsa na ce H3mon3sar caMo GMCTpH pazTBOpH. OnanecudpauiuTe H MbTHUTE
pa3TBOPH TpAOBA Aa ce H3XBBLPNAT. Tpga6Ba NOBHIIEHO BHUMAHHE KbM HHXEKLIMOHHATA TEXHUKA,

3a noako»kHU HHQY3HH UrilaTa He TpaOBa 1a ce BLBEXAa TBbpAE 0130 10 AepMara.

OuBersBane HA YPHRATA
OTnensHeTo Ha XKeNe3HHA KOMIUIEKC MOXe /1a TPUUMHH YePBEHUKAaBO-KaaBO OLIBETABAHE HA

ypHHaTa.
4.5 BianmoaeicTBHE ¢ IPYrH JIEKAPCTBEeHH NPOAYKTH H ApYrH GopMHA HA B3aHMOAECHCTBHE

EnnoepeMenHoTO AeueHHe ¢ Jechepan v GeHOTHA3HHOBOTO NPOU3BOAHO NPOXJIOPNEPA3HH MOXKE Aa
oBee 10 BpEMEHHH Pa3sCTPOHCTBA B Cb3HRHHETO.

[IpH NALIMEHTH C TEXKKO XPOHUYHO JKENA30CHXpaHaBaLlo 3abonssaHe H KOMOMHMpaHa Tepanus C

KoeTo € 0OpaTHMO CJIEM CIIMPAHETO Ha BUTaMHH C.

Cuunturpadckute pesynTaT ¢ raivif-67 Morar ja ce KOMIIpOMETHpAT, MOpaiy
eKCKpeTHpaHe ¢ YpHHaTa Ha ¢Bbp3ad ¢ Jecdepan ranuii-67.




[Tpenoprusa ce npekparaBaHe Ha neveHuero ¢ decdepan 48 uaca npenu cumHTUrpadusTa.
4.6 GeprannTter, 6peMEeHBOCT H KLPMeERe

bpeMeHHOCT

JlaHHYTE 33 NpHIOKEHUE Ha JedepokcaMUH NP OpeMEHHHU ca orpaHuyeHH. [1py OMUTH ChC 3aHLIK,
nedepoKCaMuH € ¢ A0Ka3aH TePaTOreHEH NOTEHLHAN/ PENPOAYKTHBHA TOKCHYHOCT (BXK. JlaHHM npu
XHBOTHH). HAMa AaHHY 3a pucka 3a mioja/mMaikara.

B1bB BCcexkH oTAeEH cayyaii TpaOBa aa ¢e nMpasy BHUMATEIHA MPELiCHKa Ha MOJI3HTE OT JIEUCHHETO C
nedepoxcaMuH 3a MaiikaTa CIpsMO €BEHTYAIHUTE PUCKOBE 32 IETETO.

Jlakranusa

He e n3pectHo ganu AedepokcaMHH MpeMUHapa B KbpMara. T'bH KaTO MHOTO IEKApCTBa Ce
EKCKPETHpaT B MJISKOTO M NOPaaAH BL3MOXKHATA MOABA HA CEPHO3HH HEXENIAHHM PCaKUMK Npy
KbpMaueTa/HOBOPOAEHH, TPAOBa Aa ce B3eMe pellicHHE Aai MaHKaTa Aa KbpMH WIH Jia CE 3ar04He
NeYECHHUE, KATO CE B3eME 0] BHHMaHKE BAXHOCTTA HA JICKAPCTBOTO 32 MalKara.

7KeHHn ¢ AeTepoieH BOTEHITHA
[Tpu BcUUKH Cmyuau TpsOBa Jla ce CbNOCTABAT MOJI3UTE 32 MAHKaTa i PUCKOBETE 34 AETETO.

4.7 EdexTu BLpXY cniocobHocTTa 3a Wwodupane n padoTa ¢ MAamIMHH

[lauueHTH, Np¥ KOHTO Ce NOABH 3aMasHOCT, APYrH CMYLEHHA OT cTpada Ha [ITHC unu cMylueHns B
cnyXxa M 3peHnero He TpaGra na wodupat u pabotar ¢ MalivHK (BXK. 4.8. Hexxenauu iekapcTBeHu

peaxKLHn).
4.8 HexelaHH IEKAPCTBEHH pPeak i

Hexenanure peakiinu ca noapeaeHu cnopea MedDRA-6a3a naHHW Ha CHCTEMO-OpPralHH KilacoBe.
B1B BCEKH CHCTEMO-OPraHeH KJ1aC HEXKENaHUTE JIEKAPCTBEHH peakliiHy ¢a MoApeACHH crnopen
YECTOTATA, KATO Hal-UeCTHTE ¢a Ha ITbPBO MACTO. KllacupaHH no 4ecToTta, HEXKEJTaHUTE peaKliH ca

nojJpeAeHN B HU3XOAALL peAl NO CBOATA BAKHOCT.
OcBeH TOB4 CHOTBETHATA KATEMOPHS YECTOTA ChIUO € YCAOBUE 32 BCAKA HEXKE1aHA IEKAPCTBEHA
peakuys U € H3No/3BaHa caeaHaTa Bb3npuera knacudukauus (CIOMS II1),: mHoro uectu (>1/10),
yectd (>1/100 no <1/10), Hewectr (>1/1,000 mo <1/100), peaxu (>1/10,000 ao <1/1,000), MHoro
peakt (<1/10,000), BKIIOYHTEIHO H30JIHPaHU CHOOIIEHHA: “C HEU3BECTHA YeCTOTA” (OT HAIMYHUTE
AAHHHU He Moxe Jia Oble HanpaBeHa OLIEHKA HA YeCTOTaTa Ha ChOOIIEHHTE OT MOCT-MApPKETHHIOBHA
OIUT HEXKETaHM NIEKAPCTBEHH PEaKLMU, Thil KaTo ChoOLIEHHATa ca HANPaBEHH OT MOITy. 1ALk C

HEH3BECTHA rOJIEMHHA).

Hsxou NpU3HaIM ¥ CHMITTOMH, AOKIAABAHHU KATO HEXEIAHH PEaKily MOXeE Jia ca nposBa Ha
noanaexaino 3abonasade (HATPyNBaHE HA XeENA30 WHIH aTlyMHHHURA).

Tab6auua 1 HexxenaHu 1exapCTBEHH pEaKLiUH
HdeknuH 1 NAPAIHTO3H

Penku: MyxkopMHKO3a

MHoOro peaKu: Gastroenteritis Yersinia

Hapywenun e kpveonocHama u 1umpua cucmema

MHoOro peaku: KpueHH HapywieHHs (BKA. TPOMOOLMTONEHHA
JIEBKOTICHHA )

Hapywenun ¢ umynnama cucmema

MHoro pelku: AHadunakTuyeH oK, aHAPUNAKTHUUHH pe
AHI'HOEAEM

Hapywenun ¢ nepsnama cucmema




YecTH:

[ "nasobosine

MHoro peaku:

HeBponoruyHy HaApYLUEHHS, BKII. 3aMasHOCT,
YCKOpSBaHE WIHM H30CTPAHE HA CRbP3aHaTa ATyMHHHH
IWany3Ha eHtledanonarus, nepudepHa HEBpONIATHA,
flapecTe3vs

C Heu3BecTHA 4eCcTOoTA:

I"bpuoBe (BxK. 3abeNeKKH M0-A0J1Y)

Hapywienun ¢ ouume

Penku:

3ary0a Ha 3peHHe, AeTCHEpaLUns HA PETHHATA, ONTHYEH
HEBPHT, KaTapaKTa, HaMaJleHa 3pUTenHa OCTpoTa,
3aMBIACHO BIKZAHE, KOKOLIA CJIeNnoTa, Ae(EeKTH B
3IPUTEAHOTO MOJIE, HAPYLIEHUS B BETHOTO BHKIAHE
(AMCXpOMATOINICHA ), KOPHEANIHH F1E€THA.

Hapywenun 8 yuuume

HeuecTu:

3aryba Ha ciyXa ¢ BHCOKA YECTOTA H THHHTYC.

Backynapru cmyuienun

Peokwm:

XUMOTOHUA, TAXHKAPIUA U LIOK, aKO HE CE CIIeABaT
MpenopbYaHNTe Mpena3Hi MEpKU NpHy ynotpeda Ha

Hecgepan.

Pecrupamopru, mopaxainu 4 MeouacmunaiHu HapyuleHun

Heuecrn:

AcTMa

MHoro peaxu:

PecnupaTopeH AHCTpeC CUHAPOM, HWHTEPCTHLMAIIHH
6enonpobHU HHPUNTPATH.

IFacmpournmecmunannu

HApyuwieHUun

YecTu: ["apene

Heuecrn: [TopsiuaHe, abnoMuuanya 60ika
MHoro peaxu HAuapus

Hapyuienun 6 Koxcama u ROOKONCHUMe MoKanu

Yec1H!

YpTHKapus

MHoOro pelKH:

I'enepanuznpan oOpHB

HapywieHun 8 MyCKyIHO-CKeJIEMHUA anapam, CbeOUHUMEIHAmMA MyKAH U Kocmume

MHoOro yecTH:

ApTtpairus, MHJICHs

YecTH:

3abaBsaHe Ha pacTeka U KOCTHH MPOMEHH
(MeTadH3ecaHa AMCIUIA3U4), [IPH [TO-BUCOKH 03U U
MaJIKH jgeua (Bx. 3abenexku no-aomy).

C Heu3BecTHAa 4eCTOTA

MycCKy/nHH cna3MH

C HeH3BeCTHAa 4YecToTAa:

Hapyuienus e bvbpegume U ypoceHumainus mpakm

Octpa 6B6peuHa HeAOCTATBLYHOCT, HAPYLICHHA Ha
O6bOpeuHHTe TYOYIH, MOBULIEHHUE HA KPBBHHA
KpEaTHHHH.

Obuu napywieHuA & CoCIMORRUA 8 MACIMOMO HA NPUTQdICeHUue

MHOro 4ecTH:

PeakisTa B MACTOTO Ha NPUJIOXKEHHWE BKIIIOYRA
Oonka, noayBaHe, BTBBPAABAHE, epUTEMA, TIPYPHTYC,
cppbex 1 0bpus (Bx. 3abenexkH Mo-101y)

YecTu: [Iupekcus

HeuecTtu: Be3nkynu H OTOK Ha MACTOTO HA NPUWIOKEHHE (BXK.
3abenexxKu no-a0Jy)

3abenesxicku

HepBHOCEH30pHATA [TyXOTa H THHHTYC Ca HEUECTH, aKO JIO3UTE €A B PAMKHTE
aKo C€ MOHWKABAT, NpH NOHW)KEHHE HA HHBATA Ha QEepHTHH (ChOTHOLUEHHE ME
no3a Jlecchepan u cepyMHus ¢eputHH aa e nop 0,025).
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PaznuyHUTE OYHH CMYLIEHHA BE3HUKBAT PAOKO, OCBEH KO CE 1aBaT BUCOKH A03H (BX. 4.4 CrieLiHATHH
npeaynpeXXASHHUA H MPeANa3HH MEPKH NpH yrnotpeda).

3abapsaHe Ha pacTeXa M KOCTHH HapylueHnd (MeTadH3eanHa AMCILUIa3Ha) Ca YECTH NPH MALHEHTH Ha
xenaTHa Tepanus, Ha o34 Hag 60 mg/kg, cneuanHo Te3H, NMPH KOUTO XEITUPAHETO HA XKENA30TO €
3aM0YHAIO MPe3 ILPBUTE 3 TOAMHM OT XKHUBOTA. AKO Jo3uTe ce noaabpxar rnod 40 mg/kg uiu rno-
HUCKH, PUCKBT € 3HRYHTENHO NO-MAaNbK.

Bonka, nogyBaHe, BTBLPAABAHE, epHTEMA, MPYPUTYC, Chpbek H OOpHB Ha MACTOTO H& HHXKEKTHPAHE
WK NpHIaraHe Ha HHQY3HATA ca MHOro HeCTH. MecTHHTE NMPOsABH MOXKeE Jia Ce CLITBTCTBAT OT O0IUH
pEAKLIMK KATO apTpairisa/MHAITHA (MHOTO 4€CTH), [N1aBOOOAHE (4€CTO), yPTHKApUS (UECTO), TafeHe
(4ecTO), TpecKa (4eCTo), NUpeKcHs (4ecTo) noBpbLiaHe (He4ecTo), abaomuHanHa 6oska (HEUECTO) MK
acMa (He1ecTo).

OTaenaHeTo Ha XKeJE3HHA KOMILTIEKC MOXe a NPUYHHH YEPBEHHUKABO-KA(ABO OLBETABAHE Ha
ypHUHaTa.

["bpuoBe ca ¢LOOUIABaHH Haii-BeYe NPH NAUMEHTH HA JHAIN3A ChC CBPBXOOpPEMEHABAHE C ATYMHHHHA
(Bx. 4.4 CneuyanHy npeaynpexaeHHa U Npeina3Hyu MepKH TNIpH ynoTpeoa).

Penku cnyyan Ha MOBHLLIEHH TPAHCAMMHA3Y Ca ChOOIIABAHM TIPH MALIMEHTH, KOWTO Ca JIEKYBaHH C
Desferal, HO He € nOKa3aHa NPUYHUHHO-CNERCTBEHA BPh3KA.

IMauneHTH, IeKYBAHH 32 XPOHHYHO HATPYNBAHE HA ATYMHHHHA

B peaynTar oT XenaTHOTO neucHue ¢ Jlecdepan npy HATPYNBaHETO HA ATYMHHHK MOXE J1a C€ CTHTHE
A0 XUIIOKANLIMEMHA ¥ YTEXKHABAHE Ha XUNIEprapaTupeouansmMa. (Bx. Touka 4.5 BzauMoaeHCTBHE C
APYrH NEKApCTBEHH MPOLYKTH U Apyry GOpMH Ha B3aUMOAECHCTRHE).

ChoOl1aBane HA NOAO3HPAHH HEXEJTAHH PeAKIHEH

C1o61maBaHeTo Ha NMOJO3MPaHH HeXeNaHHM PeaKkLUH Ciiel] pa3pelaBaHe 3a yrnorpeba Ha NeKapCTBEHNUS
MPOAYKT € BaXKHO. TOBa No3BoNABa 1a MPOAB/KK HAGMOJEHHETO Ha ChOTHOLICHHETO MOJI3A/PHCK 32
NeKapCTBEHUA MPOAYKT. OT MEAHLIMHCKHTE CMELMATIMCTH C€ H3KUCKBA JIa ChOOLLABAT BCAKA
NOJO3MPAHA HEXKENAHa peaKLiA Ype3 HallMOHAIHA cHeTeMa 3a Choliasane - U3mbaauTenHa areHums
no nexkapcreara yi. ,,JlamaH I'pyer” Ne 8, 1303 Codus; Ten.: +35 928903417; yebcaiiT: www.bda.bg

4.9 IIpepo3npane

lpH3HANA H CHMIITOMH

HenpeayMullieHo npyueMaHe Ha CBPbX/A03a HIM HENPEAYMHILICHO HHTPABEHO3HO DOTYCHO
npwiaraie/6np3a MHTPaBeHO3HA HHGY3HA MOXKE Aa Ca CBBbP3aHM C XMIIOTOHMA, TAXUKAPAHUS U
CTOMALIHOUYPEBHH HapylUeHHs; JOKNABAHH €A 0CTpa, HO NPEXo/Ha 3aryba Ha 3peHue, adasud,
TPEBOXHOCT, rnaobonue, rafeHe, Gpagukapaus, CbUIO KAKTO H 0cTpa 6L0peyuHa HeI0CTaTBYHOCT
(Bxk. 4.8 HexxenaHu neKapCTBEHU PEAKLIHH).

[1pu i.v. npunoxxeHne Ha BUCOKY A034 Jecdepan npy NaLMeHTH ¢ OCTPa HHTOKCHKALIKSA C XKeJA30 H
[pH NMalLMEHTH ¢ TANACeMMA ce ChoblIaBa 3a OCThP pecnupatopeH aucTpec (Bx. 4.8 Hexenanu

JIEKAPCTBEHH PEAaKLIH).

JleuenHne
He cbuiectyBa crieuuduued antyaot. Jleuenuero ¢ Jlecepan Tpabaa na ce npexpaz
Ha3HAYH NMOAXOIALIO CUMITTOMATHYHO JICUEHHE.
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5. GAPMAKOJOI'NYHHU CBOUCTBA
S.1 PapmMaKoJHHAMHYHH CBOHCTBA

PapmakoTepanesTHYHa rpyna

INN: Deferoxamine
Xemupam arent (ATC kon: VO3ACO1)

MexaHH3BM Ha JCHCTBUE

Nedepoxcamun (DFO) e xenupall; areHTt, KOATO 00pa3ysa KOMIUIEKCH [IABHO C TPHBAICHTHHTE
KeJIe3SHH H aTyMHHMEBUTE HOHHU: KOMILIEKCOOOpalyBaTellHUTE KOHCTAHTH Ca ChOTBETHO 10°! u 107,
AdunurersT Ha DFO KbM AByBaneHTHH ioHu Kato Fe?*, Cu®*, Zn**, Ca®* e 3HaunTeNnHO No-MasibK
(koMIUTeKcoo6GpasyBalH KoHcTaHTH A0 10'*). XenarHoTo cBbp3BaHe CTaBa Ha MoJlapHa OcHoBa 1:1
taka, ue 1g DFO moxe TeopeTnuHo na cBbpxke 85 mg TpHUBa/IeHTHH JKENe3HH HOHW U 41 mg
TPUBAJIEHTHH aTYMHHHEBH HOHH.

Karo xenupain areHt DFO Moxe aa cBbp3Ba CBOOOAHOTO XKeEI430 B [1a3MaTa WIM KIIETKHTE, KAaTo Ce
o6pasysa kommaekchT peprokcamuH (FO). Ekckpeunsra Ha FO ¢ yprHara oTpassiBa NpeauMHO
M3BIIMYAHETO HA XKEJIA30 OT IUIa3MaTa, A0KaTO eKCKpeLMaTa Ha Keig30 ¢ delieca oTpasasa NPEeIHMHO
MHTPAXENAaTATHOTO JKENA3ZHO XenupaHe. JKens30To Moxke [1a C€ XeMHpa M OT QepHUTHH W XEMOCHAEPHH,
HO MPOLIECHT € OTHOCUTENTHO OaBeH NpH KNMHWYHK KoHuUeHTpauun Ha DFO. DFO, sce nak He u3Banya
XEIA30TO OT TpaHC(PEePHHA, XEMOCHICPUHA ¥ APYTUTE XEM-CBAbPKALLH BELIECTRA.

DFO cpiio Mobunusnpa 4 Xeaupa anyMHHHSA, KaTo ATyMHHOKCAaMHHOB KoMIuieke (AlO).

®apmMakoAMHAMHYHH eeKkTH

Trit kaTo ¥ apata koMmiuiexkca FO n AlO ce exckperupar HanbiHO, DFO noanomara exckpenuara Ha
’KENA30 ¥ ATYMHHHI B YPUHATA Y U3NPAXKHCHHUATA, K 110 TO3H HAYKUH HAMAABA NATONIOTHYHOTO HM

HaTPpYNNBAHC B OPraHUTC,

5.2 POapMaKOKHHETHYHH CBOHCTBA

AbcopOouusn
DFO ce pezop6upa 6bp30 chel MycKysiHa 601ycHa MHXXEKLIMA WK DaBHA MTOJKOXHA MHPY3Hs, HO
pe3opOLMATA My B raCTPOMHTECTHHAIHUA TPAKT € C1aba B NPUCHCTBHETO HA MHTAKTHA IUraBHLIA.

A6conoTHaTa GuoHanuuHoCT e noa 2% cnen nepopanHo sbBexxaane Ha | g DFO.

[To BpeMe Ha mepuToHeanHa auanu3a DFO ce abcopOupa, ako € BbBEACH B JHAJIH3HATA TEUHOCT.

Pasnpeaencane
IMpu 3apaBu AO6POBOALM €& H3MEPEHH MAKCHMAIHH NIa3MEHH KOHLEHTpaLMH oT 15,5 micromol/l

(8,7 microgram/ml) 30 MEHYTH ciieq MycKyHoTo HHKekTupaHe Ha 10 mg/kg DFO. Eqnn vac cnen
MHXEKTHPAHETO, MAKCHMANHATa KoHUeHTpauus Ha ¢eprokcaMHH (FO) e 3,7 micromol/l (2,3
microgram/ml). Pasnpeaenenunero Ha DFO e MHOro 6np30 ¢be CpelieH nepHoa Ha nonyxHeot ot 0,4
yaca. [To-manko ot 10% ot DFO ce cBbp3Ba che CEpYMHUTE OENTBLM in Vilro.

brorpanchopManus
Hionupany w uaentuduurpanm ca 4 merabonura Ha DFO ot yprHaTa Ha NaUKEHTH C HaTpYIIE:
xena30. Habmonasanu ca ce cieHuTe peakunu Ha Guotpascdopmara Ha DFO: Tpaygdn
OKMCJIEHHE, BOJACHIM /10 MOTyYaBaHETO HA KHcen MeTabonuT, OeTa-OKHCIEHHE, CHIIO, FOg
[OSY4YaBaHETO Ha Kucen Metabonur, aekapbokcuianpane ¥ N-XHAPOKCHIMpaHe - A
HEeyTpanHd MeTaboUTH.
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EanMHAHpaHE

DFO 1 FO umart apy¢a3Ho eTMMUHApAHE CIEA HHTPAMYCKYTHA HHXKEKLMA NP 31paBH 100poBOALHY;
3a DFO npuBHAHOTO BpeMe Ha NOJyXMBOT € | uac, a 3a FO — 2.4 yaca. IlpuBuanuna KpaeH nonyxMBoT
e 6 yaca ¥ HpH ABeTe BellecTsa. Jo ecTHs 4ac oT MHXKEeKUMATa, 22% ot no3ara DFO u 1% ot FO ce

eJIMMUHUPAT ¢ YPUHATA.

Cnenua/ing KaTeropuH NAaHEHATH
-IIpu nayuenmu ¢ XemMoxpomamo3a ca yCTAaHOBCHH MaKCHMaJTHK IiasmMeHu Huga 7,0 micromol/] (3,9

microgram/ml) 3a DFO u 15,7 micromol/l (9,6 microgram/ml) 3a FO, 1 yac ¢cnea MyckynHoTO
nrkektupane Ha 10 mg/kg DFO. Tezu nauueHTy enimMunnpat DFO u FO ¢ nnasmeH nomy>kHBoT
ChOTBETHO 5,6 u 4,6 yaca. Lllect uaca cnen urxkektupatero 17% or nozara Gellle oTaeNneHa B ypyuHaTa

nox ¢opmara Ha DFO u 12% noa dopmara Ha FO.

-ITpu nayuenmu ¢ manacemun GaBHa UHTpaBeHO3aH HHOY3HA Ha DFO or 50 mg/kg/24 yaca nasar
rasmenu C3% Ha DFO ot 7,4 micromol/l (4,1 microgram/l). Eaumuuupanero Ha DFO e asygasoro
ChC CPEIHO BpeMe Ha nonypasmnpeaeneHue or 0,28 uaca u xpaex noayxusor 3,0 waca. O0mns
nasmes WinpbHC € 0,5 1/h/kg u o6ema Ha pasnpeaenenue B SS ce onexasa Ha 1,35 I/kg. [IpuBHAHOTO
MOHOEKCHIOHEHIIMAIHO BPEME Ha NOJTyeNMMHHUpaHe Ha MeTrabonuTa € 1,3 uaca.

-Ipu nayuenmu c 6v6peuna nedocmanrvunocm Ha xemoduarusa, nonyunnu 40mg/kg DFO upes
BeHO3Ha UH(PY3HUA B NPOABDKEHUE Ha | Yac MexAy ABE BKIIOYBAHHA HA XEMOAMAIH3a, M1a3MEHATa
KOHLICHTpaLug B Kpas Ha HH(}py3usTa e 6wna 152 micromol/l (85,2 microgram/ml). [lnasmeHure
xoHueHTpauuy Ha DFO ca 6unu ¢ 13 no 27% no-Manku, Korato HHQy3mara ce BKIIOUYEHa Mo BpeMe
Ha auanniara. Konuentpauunre Ha FO u B ABata ciyvas ca npubausurento 7,0 micromol/l (4,3
microgram/ml), a Ha amyMHHOKcaMHH — 2-3 micromol/l (1,2-1,8 microgram/ml). Crniex cnupane Ha
uHy3HATa, N1asMeHaTa KoHUeHTpauMsa Ha DFO HaManssa 6p30 ¢ niasMeH Moy XHBoT 20 MUHYTH.
Enua manka yacT oT Jio3aTta € Ouna endMUHHApaHa ¢ Mo-AbJIbI [J1a3MEH MNMOMYKUBOT OT 14 yaca.
[Ina3MeHHTE KOHLCHTPALHKM Ha alyMHHOKCAMHH MpoabJDKABaT Aa HapacTeaT 48 yaca ciien HHdy3usaTa
U ¢a LOCTUrHaMM croiiHocTv oT npubnusurenHo 7 micromol/L (4 microgram/mL). Cnex ananusa,
Mia3MeHaTa KOHLIEHTPAUHUA Ha ATyMHHOKCaMUH € cnanHana ao 2,2 micromol/l (1,3 microgram/ml).
DFO ce aScopGrpa npy NpHTOHEATHA AKANIN3E, aKO € BKJIIOYEH B THAJIH3HATA TEYHOCT.

KnHaRYHH H3NHTBAHHS
JedepokcaMuH € H3NON3BaH KaTO NPOJYKT 38 CPaBHEHWE B €AHOTOIMILHO PaHIOMHU3HPAHO

NpOYuBaHeE, U3CAEABAILO NPUIOXKEHUETO HA APYT XENaTop Ha XKeA30 (aedepa3upoKc) PH NaLHeHTH
¢ 6eTa-TanaceMus v TpaHcdy3noHHa xeMocHaepo3a. Obuio 290 nauMeHTH ¢ca TPETHPAHH ¢
nedepoxcaMuH, MPUIIOXKeEH §.c. B no3u ot 20 1o 60 mg/kg, 5 aAHM B ceamuuara. M3nurpaHeTo Nokalpa
103032BUCHM €DEKT KbM JepepOKCaMHH HA CEPYMHUTE HUBA Ha (PEPHTHH, HATPYIIBAHE HA XKE/A30 B

YyepHHUS Ap0oO U €KCKPELMS Ha KENA30.

HedepoxcaMHH ce H3MOJ3Ba CHIO KATO MPOAYKT 33 CPAaBHEHUE B APYro OTBOPEHO, paHAOMM3UPAHO,
eJHOTOAMIIHO MPOYYBAHE, U3CJEABALIO TPHUIOKEHHETO Ha e epa3HPOKC MPH NALMUEHTH CbC
ChPIOBHAHO-KIETHYHA aHEMHUA U TpaHc(y3roHHa xemocHaepo3a. O0wmo 63 nalMeHTH ca TPETUPAHH C
nedepoKcaMiH, MPUIOXKEH s.¢. B 1034 oT 20 1o 60 mg/kg, Hai-Manko 5 [Hu B cenMuuarta. B kpas Ha
MPOY4BAHETO, CPe/HATa NPOMAHA HAa KOHLIEHTPALMATa Ha Xens30 B uepHus apob (LIC) e -0,7 mg
XKENA30/g HUCTO TEITIO.

5.3 IIpeaxiAann9anH RannH 3a 6ezonacHocT

[ToakoXHOTO BbBEXKAaHe Ha BUCOKH J03u DFO npu rmrbxose, KyueTa U KOTKH
HAKOJIKO CeAMMIIM NPHYHHABA NETHA BbPXY O4YHATA Jiella ¢ obpasyBaHe Ha Kart




DFO He noka3Ba MOTEHUMAI 32 FTeHOTOKCUYHU/MYTAreHHH €(PEKTH NPH in Viftro ONUTH (AmeEs TECT) U
in vivo onuTH (MHKPOHYKJIEYC TeCT NpH IIbXxoBe). He ca npoBexnaHn AbArocpoHHi Npoy4saHHs Ha
KapLHHOFEHHOCTTA.

DFO He noka3sa TepaTOreHHOCT NPH IJIBEX0BE U MHUILKU. B 3aeiiku ¢eTycu, M3NoXKEeHH in utero Ha
031, TOKCHYMHHM 332 MaHUYHHHA OPraHU3BM, Ca OTKPUTH HAKOH MaKPOPMALMH Ha AaKCHAIHHA CKENeT.
Bonnpeky, ue pe3yITATHTE OT TOBA APOYHBAHE CE NPUEMAT 32 NPeABapHTENHH, HE MOXe aa ce DFO-
MHYLIMPaHa TEPATOreHHOCT NpH 3aiilid B €KCNIEPMMEHTAIHH YCNOBHA (BX. Touka 4.6 bpemeHHOCT H
KbpMEHe).

6. OAPMAIIEBTUYHHA JAHHHA

6.1 CnHchbK HA NOMOIMHHATE BEIIECTBA
Hama
6.2 HechbBMECTHMOCTH

- HnkekuuoHeH pa3TBOp Ha XenapuH He TpaOsa Ja ce cMecBa MM Aa Ce B/IHBA Npe3 €RHA U

Cbllla CHCTEMA.
- (busuonoruueH pasteop (0,9% HaTtpueB xnopua) He TpA0Ba Aa C€ U3NOJ3BA KATO CONBEHT 32

cyxoto seittecTBo. Cnes pasTBapaHe Ha Jlecepan ¢ BO/A 32 HHXKEKTUpaHe obaue, MOXKe Jia ce
MPaBAT MO-HATATBLIHM pa3pexJaHus ¢ GU3NONOrHYEH pa3TROP.

6.3 Cpox Ba rogaocTt
36 Mecela
6.4 CrnennajHn yCJ10BHS HA ChbXpPaHeHHe

Jla He ce cpXxpaHaBa Haj 25°C.

Bceku dnakod e 3a eaHokpaTHa ynorpeba. Cnel NpHroTeaHe Ha pa3TBopa, NPOAYKTHT TpAOBa Aa ce
npunoxH HesabaBHo (T.e. Aa ce 3ano4He Je4eHHue 10 3 yaca). B caydai, ye pa3TBOpBT € NPUIrOTBEH B
MOKAa3aHH CTEPUIIHY YCJIOBHA, TOM MOke Aa ObAc ChbXpaHsBaH MaKCHMYM 24 yaca npu cTaiHa
TEMIIEPATYpa MpeaU NpUiaraHe,

JTa ce ¢chXpaHABa Ha MACTO, HEAOCTBITHO 3a ACLA.

6.5 BHI B chAbPKAHHEE HA ONAKOBKATA

[TLpBUYHA OTIAKOBKA - GE31BETHH CTHKIEHH drakoHH ¢ 0beM 7,5 ml, ¢ ryMeHH 3amyankH.
BropxuHa ONakoBka - KapTOHEHa KyThs, cbabpkaina 10 ¢gnakoHna npax 3a HKeKLUMOHEH pa3TBOP.

6.6 Cnelna/jHA NpeANa3HH MePKH NPH H3XBLPJIAHEe H paboTa

Koraro ce npuiara napeHTepanto, JekapeTsoTo TpabBa aa ce U3Mo3pa kato 95 mg/ml pasTBop BbB
BOJa 3a MkeKurK. [ToAroTBAHETO HA Npaxa 3a HHKEKLMOHEH pa3TBOp € nokasaHo B Tabauua 2 3a
[MOAKOKHO W HHTPEBEHO3HO MpuoxkeHue U B Tabnuua 3 3a BETPEMYCKYJ/IHO NPUITOKEHHS ik
daakounTe ¢ Jlechepan cyxa cybCTaHUMA C€ MHKEKTHPA MOAXOAALIO KOJIHYECTBO BOZ —'
1 hNAKOHBT ce pazknauia nobdpe. Camo GucThp Oe3LBETEH A0 XKBITCHHKAB PA3TBOP/MPRE A LC
M3MON3Ba (BXK. Touka 4.4 CrieuuanHu npegynpexaeHus H Npeanasiu MEPKH NpH ety
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Tabnuua 2; [ToAroToBKA 32 5.C. H i.V. MPHIOKEHHE

PasrerapsHe Ha Jlecpepan Cu¢ CTEpPUIHA BOJIA 38 HHDKEKLIMH

Konu4ecTBo KonuuecTBo ctepinHa O610 KOIHYECTBO Kpafina koHueHnrpauus Ha ml
npax 3a BOJIA 32 MEDKEKLIMK 32  Ha JIEKapCTBOTO CJIER cJielt pasTBapaHe
HHXEKLHOHEH pazTBapsHe pa3TBapsaHe
pa3sTBOp BbLB
¢1akoH
500 mg 5 ml 500 mg/5,3 ml 95 mg/ml

Tabanua 3: [loarotosxa 3a i.m. NPUIOKEHHE

PazTBapsaHe Ha Jlecdepan cbe CTEpHIHA BOJA 32 HHXEKLHH

Konnuectso KonuuecTso O61wo KoNU4eCTBo Kpaiina koHueHTpauus Ha ml
npax 3a CTepu/lHA BOJA 33  HA JIEKAPCTBOTO CleN cliell pa3TBapsHE
MH)KCKLHOHEH WHXKEKLIMH 32 pa3TBapsAHe
pa3sTBOP BB pa3TBapAaHe
(hnaxkoH
500 mg 2 ml 500 mg/2,35 ml 213 mg/ml

Pasreop Ha Jlecdepan ¢ koHueHTpauus 95 mg/ml Moxe aa ce pa3peikaa NO-HATaTbK C PyTHHHO
H3NoN3BaHUTE HHDY3HOHHK pa3TBOpH (HaTpHeB xnopHa 0,9%, rimoxosa 5%, pasteop Ha Punrep,
pas3TBop PHHrep-nakTar, nepMTOHEaNHH AMATH3HM pa3TsopH KaTto Dianeal 137 I'moko3sa 2,27%,
Dianeal PD4 'miokosa 2,27% u CAPD/DPCA 2 I'nioxo3za 1,5%).

3a JlecepanoBus HQY3HOHEH TECT U 3a JIEUEHHE Ha XPOHAYHO HATPYNBAaHE Ha ATyMHUHU#H, 5,3 mi ot
Hecdepanosus pasrsop BeB dnakona ot 500 mg ca gocrarbyna A03a (5 mg/kg) 3a nauyedT ¢ Tero
ot 100 kg. Cnopea TerjoTo Ha NaLMEHTa, C€ W3TENNA CHOTBETHOTO KOJIHUECTBO pa3TBOp Ha Jlechepan
M ce paspexaa a0 150 ml ¢ dusnonornyen pasreop (0,9% NaCl).

PasrBopenuaT Jecdepan Moxe ChLIO Aa c€ 100aBH KbM JHANIH3HATA TEYHOCT H Aa C€ TIPUIIOKH
MHTpanepuToHeanHo Ha nauueHt Ha [TATL] wwm TTLITLA.

Vnorpebara Ha Jecdepan npy XpOHHYHO HATPYNIBaHE HA JKeJIR30 C MOMOLITA HA NOPTATHBHA

HH(}Y3MOHHA TOMIIA Ce OMKCBa B MHOpPMAaLMATA 3a NALUMEHTa KaKTO C/e/Ba (3a UNOCTpalMK BXK. MO-

0Ty ):

1. Bonara 3a HHXXEKLHH CE U3TETJIA B CIIPUHLIOBKA,

2. Cnen KaTo ce FOYHMCTH T'YMEHaTa 3amylanka Ha ¢nakoHa Jlecdepan cbe CNUPT, CHABPKAHUETO
Ha CIIPUHLIOBKATA Ce HHXKEKTHUpA BHB (DJIAKOHA,

3. nakoHbT ce paskialla nobpe, 3a Aa ce pa3TBOPH JIEKAPCTBOTO,

4. Caen KaTo OTHOBO C€ MOYMCTH 3aMyllalIKaTa ¢bC CIUPT, pa3TBOPEHOTO JIEKAPCTBO C€ M3TEINA B
CIIPUHLOBKATA;

5. TpbbuukaTa-yamDKHTEN CE MOCTAaBA BbPXY CMPHHLIOBKATA H MPA3HOTO MACTO B TpPLOHUKATA Ce
HAMBJIBA ¢ HHKEKLIMOHEH Pa3TBOpP;

6. ChnpyHLOBKaTa Ce I0CTaBA B MHQY3HOHHATa IOMNA U TPHOHUKATA-YABIKHTEN CE€ CBBP3Ba € MIa
- THI ,ienepyda’”;

7. 3a uHdy3uaTa MOXETE Aa ce BKapa HIDKEKIIMOHHATA UIJ1a THII ,,Jienepyaa” Moj KoXarta Ha

KopeMa, pbkaTa, ropHara 4acT oT Kpaka wiM 6eapoto. Koxara Tpabsa fa ce MOUHCTH MHOTO

no6pe ¢bC CIMPT MPEAH BKApBaHE HA LAJIATA UIJ1a B KOXKHA FBHKA, KOATO C€ 0OpMA

csoboaHara prka. BopxsT Ha uriara Tpabea aa ce ABWXKM CBOOOAHO NpH pa3

AKO TOIt He ce ABHXKH CBOOOIHO, TOBa 03HA4YaBa, Y€ € npexaneHo 61130 1o

OTHOBO Ha APYro MACTO cJie]l MOYHUCTBAHETO MY ChC CIHPT

Hrnata ce ¢pukcupa u ce 3aKpernea ¢ JEHKOIUIACT,

9. [IloMnata 0OUMKHOBEHO ¢€ HOCH BBLPXY TAIOTO, [IOCPENCTBOM KONAH HIIH T
yI00HO 3a nauueHTa € ynorpebara npes HOMITA.
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7. IMPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building
Elm Park, Merrion Road

Dublin 4
HUpaanaus

8. HOMEP(A) HA PASPEIHIEHHUETO 3A YIIOTPEBA

9800063

9. JTATA HA ITbPBO PA3ZPEIIABAHE/ITIOJJHOBSABAHE HA PASPEHIEHUETO 3A
YIIOTPEBA:

Jlata Ha mepBoO pa3peiaBaHe: 30 oHu 1967 .
Jlata Ha nocaeaHo noaHoBaBaHe: 03 ¢espyapu 2014 r.

10. JIATA HA AKTYAJIM3UPAHE HA TEKCTA:




