KPATKA XAPAKTEPHCTHKA HA ITPORYKTA

1 HUME HA JEKAPCTBEHHA MPOAYKT

®ocpenon 750 mg TabneTkH 3a mhBuUEHE.
Fosrenol 750 mg chewable tablets

2 KAYECTBEH R KOJIMYECTBEH ChCTAB

Besika TabneTka 32 TbBUEHE CHABPKA TAHTAHOB kap6onar III xuzpar, crorsercTBamm Ha 750
mg nautad (lanthanum).

3a IIBJIHMS CIIMCHK Ha NOMOITHATE BEINECTRA, BHXK TOYKa 6.1.

3 JIEKAPCTBEHA ®OPMA
Tabnerka 3a TpBYeHE,

benm, Kpbrim, Wiocku TabIeTKH CBC CKOCCHN Kpauima, ¢ peneden Haamuce ‘S405/250° ot
eaHaTa CTpaHa.

4 K/IHHAYHA JAHHHA

4.1 TepanesTuunn noxazanns

PocpeHon npencrasnssa docdar CBBp3Ball areHT, KOMTO Ce M3MON3Ba 32 KOHTPOI Ha
xuneppocharemusra npu XpoHmdaHa 010pevHa HeZOCTATHYHOCT, PH NANMEHTH Ha

XCMOZnaA3a A NPOIB/DKHTENHA aMbYJIaTOpHA IEPHTOHEANHA IHATH3A (CAPD),

4.2 /lo3poBKa M HAMHA Ha HPRJICKEHHE

Docpeno € 3a HepopanHo IPAIOKEHHe.
Tabnerxure Tps6Ba na 6baar cabBKanw, a He 1a ce IIOrTBINAT LIEY.

OHHTET IPH HPOXBIDKATEHOCT Ha JICYCHHETO HaJl IB€ FOAHHM € OTPaHHYEH (BUX TOUKa 4.4).
PucksT /monsara or npuemane 3a CPOK, II0-IBJIBI OT XBE IOJNMHHE, TpAOBa BHUMATEIHO fa

OBIAT IIpelieHeHH.

Buv3pacmnu, sxnouumenno cmapyecka év3pcm (> 65 200unu)

Qocpenon TpaGBa Aa ce MpHeMa 110 BpeMe Ha HiTH HEIIOCPEZICTBEHO CIIE] XpaHEeHe, KATo
AHCBHATA 1032 Ce pasiend MeXAy XpaHeHnsTa. [IaimenTaTe Tpstea na ce IPAIABPIKAT KBM
Ipenophianara fueta, ¢ uel KOHTPOAKpaHe NpreMa Ha (ochars # TeIHOCTH. @ocpeHo €
NPCACTABEH KaTo TabJieTKa 3a IbBUEHE, KATO [0 TO3M HaYMH ce u36srea HYXAATa OT
IIPHEMAHE HA NOI'BIHUTEIHH TeYHOCTH. CepyMHOTO HHBO Ha (pocdarure Tpabea aa ce
MIPOCIIENABA U 103aTa DOCPEHON 1A Ce TUTPYBa Ha BEKH 2-3 CEIMMIH, JOKATO Ce JOCTHIHE
A0 NPHEMITHBO HUBO Ha CepyMHEA docdar, kaTo of gPraspampa-tocid

Habmoaenue. S e '_*_.H‘E' SR\




KonTpoun Ha cepymBoTo HEBO Ha docaTHTe ce nposexkIa TpH 03", 3aI109Bamy ot 750 mg
JHEBHO. MakcuManHarta nosa, u3cineapaHa DpH KIMHAIHH IIpOYBaHUs, IPH OTpaHm4eH Opoii
nanueHTH, € 3750 mg. [TaterTHTE, KOMTO CE HOBJIMABAT OT TCPAIIASATA C JJAHTAH OOMKHOBEHO
AOCTHTatT 10 IPHEMIIMBH HABa Ha cepyMeH docdat mpr zo3u 1500 - 3000 mg ranTan xa nex.

Heya u wonowu
be3onacHOCTTa # epukacHOCTTa Ha DOCPEHON NIPH MAIMEHTH HOx 18 FoIMEH He ca

yCTaHOBEHM (BHX TOYKA 4.4).

Hapywena wepnoopobua dhynxyus

Bmusadero Ha Hapymenarta YepHOAPoOHa GyHKIHS BbPXY papMakOKHHETHKATa Ha
docpeHon He e onensBaHo. [Topam MexaHH3Ma CH Ha ICHCTBHE B TOBa, 4¢ HE Ce
MeTabonu3npa B 9epHuA Apo6, N03UTe NpH HAapymeHa yepHOAPOOHa hyHKIMA He TpabBa na
ObAaT NPOMEHINH, HO MATHEHTHTE TPAOBa Aa OBIaT Ba6IONABAHN BHUMATEIIHO (BHIK
pasgemd 4.4 u 5.2).

4.3 IIporrBonoxaszanus

CBPBXUYBCTBHTENHOCT KbM /aHTaHoB III Kap6oHaT XHApPAT MM KBM HAKOE OT ITOMOIIHHTE
BCHICCTBA.

XunogpochareMus.

4.4 Crenmanny npeaynpexienns 4 OPeXIAIHE MEPKH OpH ynorpeba

lpy m3nMTBANNS BEPXY KHBOTHH, TpETHpaHy ¢ DOCPEHON, ce J0Ka3a HaTpylnBaHe Ha IaHTAH
B ThKanuTe. IIpr 105 Kocran 6moncun ot nanwenTH, nexypanu ¢ DOCPEHON, HIKOH OT TIX o
4,5 TOJTUHH, ce 0TOeNnI3BaT IOBHIIABALTA CE HABA HA JIAHTAH C TEUCHHE HA BpEMETO (BHXK
TO4Ka J.1). HamMa Hanmu~HY XIMHMYHE JaHHY 33 OT/IATaHE HA JaHTAH B IPYTH YOBEMIKH
ThKaHH. /laHHNTE 3a 6e30macHOCT, HaJBHIIABAINM 24 Mecela, B MOMEHTA ca OIpaHHYECHH.
PHCKBT /moNn3aTa OT NO-IPOXBIDKUTEINHA yHoTpeba TpaOea aa 6baat [IpELCHCHH BHUMATEITHO.

B xivHAYHETE HpoydIBanus Ha POCpeHON He ca BKIIOYBAHY NANACHTH, CTpazainy OT OCTpa,
ICNTH'HA 4384, YINEPO3EH KOMHT, Oonect Ha Kpon wmt gpesra Henpoxomamoct. ITpu raxupa
nanueHTd, PocpeHon Tpabra ga ObAe H3NO0JI3BAH CJie)] BHEMATETHA OIEHKA HA [OJ3ATA K

PHCKA.

[TlanmenTa ¢ 66peuHa HEAOCTATHIHOCT MOTAT A3 PA3BHAT XHUITOKATITHEMUS. Docpenon He
ChAbpXKa Kamuui. CrenosareiHo, 3a Ta3H rpyna NanqAeHTd, HUBATA Ha CEPYMHHA KaJIlINH
Tpa6Ba na OBAAT KOHTPONMPAHH IIpe3 PeAOBHH HHTEPBAH OT BPEME M /3 Ce NaBaT i

OAXOASIIH N0OaABKH.

He cemecTByBaT papMakoXkMHETHIHN JAHHH 33 NAMECHTH C HapyImeHa YepHoapoOHa
$yHKkoEA. JlaHTaHET He ce MeTaboMH3UpPa OT YEPHOIPOGHHUTE EH3HMH, HO Hal-BEPOATHO Ce
OTHENA B )KITbIKaTa. Y CIIOBUA, BOACINM O 3HAYHTEIIHO HAMAIIBAHE HA KOJHICCTROTO
KITbKa, MOraT Jia C& CBBPXKAT C ITOCTENIEHHO HapacTRAIIo 3a0apgHe HA OTHEISHETO HA
JIaHTaHa, KOCTO MOXeE J{a IOBE/E 40 MO-BUCOKH IUIA3MEHH HUBA H YBETMYEHO OTJIAraHe Ha
JIaHTAHA B TBKAHKTE (BIX TOUKH 5.2 1 5.3). CrefoBarenHo, Tpa6Ba ja ce o6bpHE 0cobeHo
BHUMAHHC Ha TE3H MALMEHTH, KATO MOXE 3 Ce HAJIONKH a@mcmeﬂae Ha YepHOnpobHaTa
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He e ycranosena 6esonacuoctTa 1 eduxacnocTTa Ha DOoCPEHOI IPH HALHEHTH B
HEAHaTpUHA BB3PACT; ynoTpebdaTa npH jena He ce MpenophuBa (BHK TOUKa 4.2).

AKxo ce passre xHnopocdareMus tps6pa na ce IIpCyCTaHOBH NpHEMaHeTo Ha PocpeHo.

Kopemuwure pentrenorpadun Ha nanuenTy, IIPHEMALTTH JIAHTAHOB KapOOHAT MOTaT N3 HMAT
PCHTICHONIO3UTHBEH 00pa3s, THIMIEH 33 KOHTPACTHO BEHIECTRO.

4.5 Baanmopeiicrere ¢ gpyru JCKAPCTBECHH NPOAYKTH H Apyru Gopmu Ha
B3aHMOAeHCTBHE

JlarranosusT 111 kapGoHaT Xuzpar Moxe /1 TOBAIIM HHBOTO Ha croManmHoTo pH. He ce
LIDCIIOPHYBA PHCM Ha BEIIECTBA, 33 KOUTO € H3BECTHO Je B3aHMOJICHCTBAT C AHTHAIMUIH, IO
2 Yaca ciel| IPHEMAaRETO Ha [03aTa PocpeHo (Hanp. XIOPOKBHH, XHAPOKCHXIOPOKBHH K
KE€TOKOHA30JI).

pu 3ppasn urmuBuM, abecopOuusaTa 1 (apMakoKHHETHKATA Ha TaHTAHA HE CE IOBIHIBAT OT
CIHOBPEMEHHO IMPHEMAHE Ha IIHTPATH.

CepyMHHTe HHBA HA MaCTHO-PA3TBOPHMUTE BHTAMHHY A, D, E u K He ce noBmusBar ot
IpAEMaHETO Ha POCPEHOI IIPH KIIMHWYHY TPOYIBAHHS.

IIpoyasanmsTa npu n106poBomy mokassar, ue npueMane Ha DOCPEHO, SHOBPEMEHHO C
JUI'OKCHH, BappapuH HIM METONPONOJ, HE BOAM 0 KIHHAYHO 3HATAMHM IIPOMCHH BBB
hapMaKOKMHETHYHITE TPOQIIN HA Te3n JIEKApPCTBA.

B cumynaTuBen cToMarieH cok, nanrasopust 111 KapOoHar Xuzpar He GpopMupa

HEPA3TBOPHMH KOMILIEKCH ¢ BaphapuH, NUTOKCHH, (yposeMus, GeHrToHH, METOIIPOJIOJ HITH
CHAanpul, KOCTO NpeAnoNara ciad NOTeHIHAN 32 NOBIMABARE HA A6COPOIMITa Ha Te3u

JIeKapcTha.

B3aHMOZEHCTBHETO C J1EKapCTBa, KATO TETPAMKIHE, JAOKCHUMKIIHH ¥ (QIoxcanuuuTe, obage
€ TCOPETHYCCKH BE3MOXKHO, H B CITyJail 4e TE3H BEmECTBa e ce NpHeMar CIHOBPEMEHHO, CE
NPETIOPBBA CHIMUTE Aa HE CE MPUEMAT 0 2 Jaca cJIe]| IpHeTaTa 103a Docperonn.

Jlanranosusr II xapGorat xuapar ne e cybcrpar Ha urToxpoM P450 1 He HHXuOHpa
3HAYMTENHO NCHCTBHATA Ha OCHOBHHTE YOBEIIKH nHTOXpoMHK P450 m3oerzumu, CYP1A2,

CYP2D6, CYP3A4, CYP2C9 umu CYP2C19 HH-BHTPO.

4.6 bpemennocr 4 kbpMene

Hama focraTsiuu gannu 3a MpHIOKEHHETO HA QocpeHon npu 6peMeHHH KeHH.

lIpoyuBane, HanpaBeHO IIPH IUTBXOBE MMOKA3Ba PEIPOAYKTHBHA PETOTOKCHIHOCT (I1O-KBCHO
OTBAPAHE HA OYHTC U MOJIOBO CH3PABAHE) U HAMANIEHO TEIJIO Ha MAJIKHTE IPH BHCOKH IO3H
(BEX TOUKa 5.3). TloTeHumManHAsT prcK Dpe ynorpeba BEpXy Xopa e HemsBecten. He ce
npenopryBa ynorpebara Ha ocpenon o Bpeme Ha OpeMenHrOCT.

0. Excipermira ra manrana c
| PP

He ¢ H3BeCTHO amy NaHTAHET ce OTHAENS B YOBEIMIKOTO
MJIAKOTO HE € H3CJICABAHO NPM XABOTHH. TpsOBa nia HAEMATEN
B3EMAHETO HA PEIICHHE 32 IPO/bIDKABAHE/ IPEKPATIBAHS ampmeﬂe'romll
NPOXBIIKABAHE/TIPEKpaTABAHE Ha IETeRHETO ¢ Docp a, \Karoce BIEME [OJ] BHEMAHHE
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HOTCHIMAIHATA I0J13a OT KbPMEHETO HA JETETO U MOTEHIMANHATA [OJ33 OT TEPAIIHATA C
DocpeHo Ha KEpMenIa Maiika,

4.8 Hexenanm sexapcraenn peaxnan

besonachara ynorpe6a na ®ocpenosn [IpA NaNMCHTH B TEPMHHANCH CTaqmii Ha 6b0peqna
HepocTaTeuHOCT (ESRF) Ha noaaspxama xemomiammsa i HCPHTOHHAIHA THAIN3A €
H3CICAIBAHA B TPU KPATKOCPOYHH, ILTANEGO-KONTPOIRPaHH, HBOHHO-CIIENH IIPOYYBaHHAS, TPH
ABITOCPOHH, CPABHUTENHH IPOYIBAHHAA, X TPHU ABJITOCPOYHU OTBOPEHH IPOyYBaHuA. Te3u
IPOyIBaHAA OCHI'ypABAT IThJiHa 6a3a naHHM 3a GezomacHocCT 33 1754 NAJHCHTH, JICKYBaHH C
JanTaHoB III kap6onat xumpaT, xaro 495 ot Tax ca JICKYBaHH C HETO MoBeve 0T | roxnAa, a
TepamisTa Ha 130 nauueHTH € MpoaEIDKANA HOBEYE OT 2 T'O/THHH, KOETO IIpelCTaBIsSBa
CpezcH npaeM ot 272,1 nam (cpenna croiinoct 184,0 AHY, raana3o” 1-1123 maw).

IIpubrmsurenno 24% OT BCHUKA NanueHTH y9acTBalld B TC3H MPOYIBAHUA cHOOIHABAT 3a
HCXKCIIAHH PCAKIIHM CBBP3aHH ¢ JIEKAPCTBOTO, KOUTO Ca IIOTBBPACHA OT H3cneHoBaresis. He ca
AOKIANBAHA WHAHBH](YaJIHH HEXXENAHH JIEKAPCTBCHE PE€aKI|H ¢ 4eCTOoTa, DO-rojIaMa oT 10%.
Haif-vecto cpemanmre Hexenann JICKapCTBCHH PEaKIHH, KATO Ce M3KIIO9H

AHNOKAINACMHAATA, Ca CbC CTOMALIHO-IPEBEH XapaKTep; KOHTO Ce CBEXIAT 10 MHHHMYM NP4
IpreMa Ha POCPEHON EAHOBPEMEHHO ¢ XPaHa H KOHTO OGHKHOBEHO HaMaNnsaBaT ¢ TEYCHAS Ha

BPEMETO IIPH TPOXBIDKATEIIHO IPHEMAHE (BHK TOUKA 4.2).

Opran, cucrema Yeern peaxnmm HegecTu peaxnnn
(>1/100, <1/10) (>1/1,000 go <1/100)

Nndexmn v 3apazssane I'actpoenerepur, mapunrar

Hapymenus na kpsBoHOCHATA Eozunodumis

¥ THM(HA CHCTeMH

EHNOKpABAR HapyImeHns XHIIepIapaTHPEON NI HEM

Hapymenus na merabomasma | Xunoxammemus XHUIIepKaJIHMHS,

H XpaHEHETO XUNICPIIUKEMHAS,
xunepgpocharemus,
xunogocharemus, anopexcus,
YBCIIMYABAHE HA allCTHTA

Hapymenus Ha HepBHaTA 3amsHoCT, rnaBo6onue,

CHCTEMA IPOMEHH BLB BKYCa

Hapymennd na yxoto u CreToBBpTEXK

nabupunTa IR

CTromMamsHo-9peBHE Kopemna 60omnxka, 3am O ’mena}rq,p atrHo

HapyIICHU JHApHs, Aucnencus/( 5+ /| pascipo




rasoBe, rajicHe, CIIACTHYHHA KOJIOH, CYX0Ta B
NOBpPHLIAHE ycrara, €30)aruT, CTOMaTHT,
PCIKH H3NpaXHEHU, TpoOIeMH
CEC 3B0HTE, CTOMAIHO-YPEBHH
cMmymenne NOS (He e
ONPSAEIIEHO TI0 APYT HauyMH )*

Hapyinenns Ha Koxarta # Anionenus, cepbex, mpypuryc,

IOAKOXHATA THKAH CPHTEMATO3CH 00pH B,
HOBHINEHO NOTEHE

Hapymenns na Myckymo- ApTpanrus, MHaJITHs,
CKEJIeTHATa CHCTEMA H OCTEONOp03a

ChbeIUHUTEIHATA THKaH

Obimu pascrpoitcTBa Caabocr, rppana Goika, ymopa,

HEPA3MoNnoxenue, nepudepen
OTOK, DOJIKa, XKaXKa.

Nsciepsanus IloBAINaBaHe Ha aMyMuHUA B
KphBTa, noBumanane Ha I'T T,

IOBHIIABAHE Ha YCPHOAPOOHHTE
TpaHCAMHHA3H, IOBATIICHA
asikanHa ocdara, HamaIBaHE
Ha TETJIOTO.

* He e ompeneneno no apyr Hadwy

OraeTenn ca H3BecTeH 6poif APYTH M30IHPAHH PEAKIMH, HEKOS OT TAX HE € ONPE/eNeHa KATO
HCOYAKBAHA IIPH Ta3H Ipyna DAlHCHTH.

Habmonasar ce npexomsu QT mpoMend, HO Te He ca CBHP3aHH C yBEIAYABANE HA Opos Ha
HEeXXEJIaHi ChPACYHH HHITMACHTH.

4.9 Ilpeno3apane

He ca crobmenu cnyqan Ha npenosupase. Haii-HcokaTa IHeBHA /1033 Ha JIAHTAH, HA3HAYEHA

Ha 37paBy fo6posoK no Bpeme Ha Pa3za I Ha npoyuBanusta € 4718 mg, npHeTa 3a 3 nuu.
Hexenmanure peakimuy ca ot cabu 40 YMEpEHH ¥ BKIIOUBAT raficHe K [1aBobome.

5 PAPMAKOJOTHYHH CBOHBCTBA

5.1 dapmMako HHAMHYHH CBOCTBA

QapMaKkoTepaneBTH4HA rpyna: JlekapcTBEHA MPOLYKTH 3a JiedeHHe Ha XHNEPKATHEMASL B
xHnephochaTemus.
ATC xox: VO3A EO03

®ocpedon cpabpxa dantanoB Il kapGonaT xumpar. I[e
kapbounat xuapar, kato ¢pocdar cBLp3BANI areHT, 3aBK




CTOMaxa, npH poctarsa queta. O6pasysa ce Hepa3TBOPHM JIAHTAHOB docpar, xoero
HamajsBa abcopbunstta Ha docdarute OT CTOMANMHO-IPEBHKS TPAKT.

O6mo 1130 nammenTH ¢ Xporrana 6L6peqHa HENOCTaTBYHOCT, JIEKYBaHHU C IO JUTBPIKALIA
XCMOZHaIIA3a W NPOABIKHATEIHA aMOyIaTopHa EPUTOHEA/IHA IWANH33 C4 H3C/ICABAHH B
e mpoy4Banud $asa I u npe - pasa I1I. Tpu npoyusanus ca Ianeb0-KOHTPONHPaHH
(Mozmes ¢ 1 pukcupana n03a u 2 THTpYBaHHU JI03H) ¥ €[HO, BKIIOYBAIIO KAIIIKHEB KapGoHaT,
KaTo aKTHBCH cpaBHHTEI. 110 BpeMe Ha Teszn npoyusanus, 1016 namuenTH ca IpHEeMalIH
nanTaHoB III kap6onar, 267 - xanmen kap6oHat u 176 - maaneto.

JlBete nnane60-KOHTpOIHMpaHH, PaHZOMHM3IHNpaHH IPOYIBAHHS BKIIOUBAT MAIHEHTH HA
AHajIA3a Cie]l CTMMUHApaHe Ha NpeAALEKTE (ocdar-cBbp3pamy BemecTsa. Cliel THTpyBaHe
Ha JIaHTaHOBHS KAPOOHAT 32 NOCTHTaHe Ha CEpyMHO HHMBO Ha (ocdarure Mexay 1,3 u
1,8mmol/L B emHo oT mpoyuBarmaTa (031 10 2250mg/nen), unm <1,8mmol/L BEB BTOpPOTO
npoy4sane (no3u Ao 3000mg/nen), nanuenTure ca Gumu PaHIOMH3NpPaHH H AM € HA3HAYABAH
JIAHTAHOB KapOoHaT WM 1miaiie6o, KaTo oA IepXkano JeyeHne, Cren 4-1aTa CeAMHIIA Ha
PaH/IOMH3UpaHaTa, Wianebo-KoHTponApana (asa, KOHIIEHTPANHATA HA CEPYMEH docdar ce
yBemmdasa Mexay 0,5 u 0,6mmol/L B nnane6o rpynara u B JBeTe NpoyuBanms, Mo
OTHOIICHHE HA IAMMCHTHTE, OCTAHAIM Ha JICYCHME C NaHTaHOB Kapbonart. 61% oT
MAIHCHTHTE, JICKYBaHH C IAHTAHOB KapOOHAT ca 3ala3yiii OTTOBOPA CH, B CpaBHEHHE ¢ 23%

OT TE3H, I10JIy9aBalH mraneso.

IIpoyusaneTo, KOHTPOIHMPaRO ¢ aKTHBEH KOMIIapaTOp MOKa3Ba, Y& HUBATa HA CEPYMEH
$ocdar ca namanenn go uenesure AUBa ot 1,8mmol/l B Kpasd Ha 5-CCIMUIHRA MEPHOL Ha
TATPYBaHe, OpH 51% 0T namenTATe B rpynara, pueMaima TaHTaH B CpaBHEHHE ¢ 57% B
rpynarTa, npreMama kannues kapOonar. [Ipes cepmuiia 25, BpONEHTET Ha PAHAOMUZHPAHK
NatiHCHTH, I0KAa3BaH KOHTPOIHPaHH HHBA Ha CEpyMeEH (ocdaT e noxodeH B JBeTe
TCPanCBTHIHHU IpynH, 29% Ha nanTad # 30% Ha kannues Kap6oHaT (H3MO3EA Ce METOIA
TMnca=Heycnex). CpeHATe HUBa Ha cepyMAHs dochar ca HaMaleHH 0 CXOMHA CTONHOCT &

B IBETE TEPANICBTHYHH I'DYIIH.

Ilo-HaTaThMHATE ABATOCPOYHY PASLUMPEHH IIPOYUBAHNS TOKA3BAT DOJAABPKAHE Ha
HaMansABaHeTO Ha GocdaTa NPHE HAKOH NANMEHTH CIER HPOXbIDKHTEIHO IPHEMAaHE 38 [EPHO)
OT HaH-MaNKo 2 rOJ[HHA Ha JIAHTAHOB KapOoRAaT.

Xunepxaauuemus e 6una oraerena mpu 0,4% oT nauEeHTHTe, npueMainy QocpeHo B
cpaBHerue ¢ 20,2% oT Te3H, eKyBaHK ¢ KaMHi-ChIbPXKAIIM CBEP3BAIIE BEIIECTRA B
CPaBHUTE/IHATE Ipoy4Banus. CepyMHuTe KOHNenTpauy Ha PTH Morar ma Bapupar B
3aBHCHMOCT OT CTOHHOCTHTE Ha CEPyMHUS Kanunii, pocdat u Butamus D Ha nanuenta. He ca

OTHETCHH IIPCKH BNHANKA HA DOCPEHON BBPXY CEPYMHMTE KOHIEHTPANUY Ha cepyMHus PTH.

[Ipu qBiIrOCPOYHE MpoyYBaHHA Ha KOCTHTE ce HaO/mOMaBa TEHACHIHS KbM YBEIHYaBaHe Ha
KOHICHTPAIMHTE Ha IAHTAH B KOCTHTE C TEYCHHE Ha BPEMETO IIPH KOHTPOIHPAHATA rPyTia
MAIUCHTH ITPH OCPCTHCHY JAHHH, KATO CPEAHOTO HHBO CE YBeIAYaBa 3 ITbTH IIpH 6a3a 53

ug/kg na 24 mecena. [Ipw nanMenTy, NeKyBany ¢ naHTaHoB 11 KapOOHAT, KOHIIEHTPAUATA Ha
JTAaHTaH B KOCTHTE C¢ yYBEIHYaBa Ope3 MbpBHTE 12 Mecena OT JIe4eHUEeTO ¢ maHTaHoB 111

AYaNa3soHOBHTE KOHLEHTpauK Ha 18 u 24 Mecell ca
HHUBO Ha >4 Mmecen] ¢ 4246ug/kg (nuanazon 1673-97



CpaBHUTEIHHTE KOCTHH GHMONCHH (IpH 3an04YBaHe Ha TepalnusTa H Ha ¢HA WK JBE FOAMHH )
ITPH PaHZIOMH3HPpaHH NALMCHTH, NoMy4asamy PocpeHoN Wik KanmueB KapOoHaT B €XHO
HPOYHBAHC U IANHCHTH, PaHAOMH3MpPAHH H JICKyBaHH ¢ DPocpeHON WK alTepHaTHRHA
Tepaiis BbB BTOPO NPOY'BAHE, HE IIOKA3BAT PAa3IHYMA B PA3BHBAHETO Ha Ne(heKTH B

MHHEpaM3a0UiATa MEXAY IPYIIHTE.

5.2 DapMaKOKHUHETHIHH CBOMCTBA

1I'pii KaTo CBBEP3BAHETO MEKAY JTAHTAHA U dbocdopa B XpaHaTa HaCTHOBA B CTOMAXa Y TOPHHUTE
AATIOBC Ha TPHKUTE 9€PBa, TCpaneBTUIHATA €heKTHBHOCT Ha DOCPEHOI HE 38BHCH OT HHBATA
Ha JIAHTAH B IIJIA3MATa.

JlanTaHsT Ce cpemma B okoJHaTa cpeaa. Mamepeanero na (POHOBHTE HUBA NIPH HENEKYBAHH C
JanTaHoB 111 xapOboHAaT XMApaT nanKeRTH ¢ XpoHwaHa 6E6peuHa HETOCTATHIHOCT, 11O BPEME
Ha Qa3a Il oT KIMEMYHHETE IPOYIBAHMS ITOKA3BAT KoHIeHTpauuH oT <0,05 o 0,90 ng/mL »

nnasMara ¥ <0,006 xo 1,0 pg/g B npobute oT KOCTHM GHONCHH,

Abcopbyus

JlanTanosusr Il xap6Gonar xuapar uma cnaba Pa3TBOpPAMOCT BBB Boza (<0,01 mg/mL npn pH
7,5) H ce abcopbHpa MHHEMAIIHO CE NEPOPaTHO IPHIIOKERHE. AGCOMOTHATS IepopaiiHa
OHOHAIMYHOCT HpH Xopara ce orenaBa Ha <0,002%.

Crnen nepopanier nprem Ha 250 10 1000 mg nanran, mpu 3/IpaBH HHAMBHIH, IIa3MCHUTE
AUC B Cnax HapacTBaT KaTo QyHKIHS OT /103aTa, HO He IPONOPIHOHAIHO, B CHOTBETCTRHE C
OrpaHH<€HaTa OT pa3sTBOPHMOCTTA abcopbins. [IpeanonaraeMusT MIa3MeH eTAMHHAITHOHEH

ITOJIYKABOT TIPH 3paBd HHIHBHAM € 36 qaca.

I1pn nanmenTn Ha 656peyna auamsa, mpueMany 1034 3a 10 qauE o 1000 INg JaHTaH 3 IETH
AHEBHO, CpefHaTa (+ sd) nEKOBa KOHNEHTpanws B IwWa3Mata € 1,06 (+ 1,04) ng/mL, a cpenuus
AUCHg € 31,1 (£ 40,5) ng.h/mL. PeaosroTo na6monende Ha KPLBEHTE HHBA apa 1707
TalMeHTH Ha 0b0peyna muanusa, npremamy nanTanos I xapGonar XHAPAT 3a IEPHOX A0 2
TOAMHH, BC NOKa3Ba yBETHYECHH IIa3MEHH KOHIIEHTPAIIAH Ha JIAHTAH IPE3 TO3H IEPHOJ OT
BpEMeE.

Pasnpedenenue

JIaHTaHBT HE Ce aKyMy/IHpa B IIa3MaTa Ha MAI[HEHTH MM KHBOTHH CIICJ HOBTAPSIIIO CE
I€POPAJIHO NPHIIOKCHKE HA NaHTaHOB KapOowat Il xuapar. Mainkara dact or abcopGupanns,
HEPOPAIHO NPHIIOXKCEH JIAHTaH CE CBhP3Ba 3HAYHTENHO C HIIa3MEHUTE npoTenHH (>99,7%) u
IIPA NPOYYBAHUSATA BEPXY XKHBOTHH, CE pasnpeleNs MHUPOKO B THKAHUTE Ha IIE/IHS
OPTaHH3bM, IPEAMMHO KOCTHTE, YEPHHA APOO H CTOMAMTHO-YPEBHMSA TPAKT, BKIHOYHTEIHO
ME3CHTEPHATHHTE JMM(HE BE3H. IIpH reirocpounnTe npoyypanus BEPXY XKHBOTHH,
KOHNCHTPAHHUTS HA JIAHTAH B MHOTO ThKaHH, BIUIFOYHTEHO CTOMANTHO-UPEBHUA TPAKT,
KOCTHTE M YCpHHSA Ap0d Ce yBenHyaBar ¢ BpEMETO 10 HHBA, HEKOIKOKPATHO MO-BHCOKH OT
TE€3H B IWIazMara. 3abenexxumo crabuiHo HHBO Ha MaHTaH Ge MOCTHTHATO B HIKOH THKaHM,
Hamp. B YCPHAA Opo0, OKATO HABATA B CTOMAINHO-YPEBHHS TPAKT HAPACTRAT C
MPOAB/DKUTE/IHOCTTA Ha IE4EHHETO. IIpOMEHHTE B HUBATA HA JIAHTAH B THKAHUTE, CIIEN
NPEKpaTiABaHE Ha JICICHHETO, BAPHPAT B Pa3NAIHUTE ThKaHH. QOTHOCHTEIHO BHCOK IPONEHT
OT IAHTaHa Ce 3aIbPXa B THKAHKTE 3a M0BeYe OT 6 Mecela ¢ie,l HpekpaTanane Ha PHEMa MY
(cpenen % 3anspikan B Xoet <100% (urbx) 1 <87% ( ,ﬁ&ﬁpqepﬂmnpqﬁ %6% (rex) u
<82 % (xyue). He ce HabmonaBaT HeXeNaHN peaKiTuy, ”gaﬂﬁﬁmnaraqe@&\fxa JIAHTAH B
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TBKAHUTC IIPH BJITOCPOYHHATE NPOYIBAHNS BBPXY KHUBOTHH, IPUEMAIIM BUCOKH TIEPOPATHY
031 jaHTaHoB III xapbonar (Bux 5.3) (Buxx touxa 5.1 3a HH(pOpMAITHA, OTHACAIA ce [0
HPOMCHHUTC HA KOHIICHTPAOHHTE HA JIAHTAH B KOCTHHTE OHOIICHH, B3€TH OT IAIMEHTH Ha
OB0peuHa MUanu3a Clel e IHOTOMUITHO TeYeHHe ¢ JIAaHTaH, CEABPKAM (ochaT-cBLp3BaH
BCINCCTRA, CIIPAMO KalIHH-ChAbpKamy Gpochar-cBLp3Bamy BEINECTBA),

Memabonuzom

JlanTausT He ce Merabonmsmpa.

He ca nposexnanu npoyusanms TpH HAIMCHTH C XpOHHYHA OBOpeYHa HeOCTATEYHOCT U
HMallli HapymeHa YepHoapoOHa dyuknua. IIpu nanmenTH che CBINECTBYBAIIA YepHOAPOOHK
CMYIICHHA, 110 BpeMe Ha HaBim3ane BuB Pasa 1] na xmnmympre IIPOYIBAHHUSA, HE Ce
HabMo/aBa NOBHINEHA TUIA3MEHA eKCTIO3MITAS HA JIAHTAH HITH BIIOINABAHE Ha YepHOAPOOHATE
QYHKIAM ClIe TeUeHue C DocpeHoI 33 IEPHOAR 0 2 TOIHHH,

Enumunupane

JIaHTaHET Ce OTAEI IMABHO ¢ H3NPAKHEHHATA KATO CAMO oxono 0,000031% or nepopanuara
A03a C€ OTAEI Ipe3 ypHEaTa UPH 30paBH HHAUBUAHY (6LOpeueH KIHMPBHC DpuOIM3uTENE0
ImL/Mun., npeacrasnsBaur <2% oT 06IIHS MIA3MeH KITHPBHC).

Crex HHTPaBEHO3EO MPUNIOKEHHE OpH XUBOTHH, JAHTAHET CE OTAEAS IJIABHO C
H3npaxdennaTa (74% ot nosara), KakTo Upes KIThYKaTa, Taka H Ype3 JUpEKTeH TpaHchep
[IpE3 IpEBHATE CTCHA. brOpewnaTa exckpenys € ¢ MEEEMAIHO 3HAYCHHE.

5.3 Mpexcanaryaan yanan 3a GezonacHoct

lIpeqmmamannTe 1anEm He noxasear CIIeNUMIHHE ONACHOCTH 38 XOPATa, KaTO CE OCHOBARAT
Ha KOHBCHIIHOHAIHM POYYBaHAS 3a 6e30nacHa (apMaKoIOrHs, TOKCHUROCT IIPH NOBTAapsAINH
CC¢ HO3H MJIA N'€HOTOKCHYIHOCT.

IIpu papmaronoruusmTe Npoyusanns 3a Oe3onacHOCT, JTanTaHoBEST I1T KapOOHaT XuIpar
IIOHH)XaBa CTOMANTHATA KHCEIMHHOCT IIPH TTHXOBE.

IIpn nirexoBe, mpuemn Brcoxy no3u nanTanos III KapboHaT XHApar ot AeH 6 Ha
6peMennocTra no aen 20 cien paxnareTo, He ce Habmoznasar edekTr BBpXy GpeMerHaTa, HO
e Hab/Io1aBaHo HaMaNIBaHe HA TErOTO Ha HOBOPO/JICHATC H 3a0aBsHe IpH HAKOM MapKepH
Ha pa3BHUTHETO (OTBAPAHE HA OYHMTE H Braranumeto). IIpu 3aifie, Ha KOHTO ca AaeHH BUCOKH
AHEBHH 103K naHTaHoB Il xapGonar xuapar no BpeMe Ha GpeMeHHOCT Ca Habmoiapany
TOKCHTHOCT NpH OPEMEHHUTE, HAMASIBAHE HA IPHEMA HA XpaHa OT MalKHTE U HapacTBAHETO
HM Ha TEIJIO, NOBKINEH Opoi Npe- ¥ cilelf IMINAHTAHOHEH abopTH 1 HaMaJIeHO Terio Ha

HOBOPOIICHUTE

Jlantanouar HI kapGouar xunpar me e KaHIICPOICHCH 3a MMIIKH H ILTbXO0BE. IIpH MumxuTe
e HabMoZaBa yBeHYABARE HA AJICHOMHTE HA CTOMALIHITE AJIC3H MPH TpyraTa ¢ BUCOKH

no3" (1500 mg/kg/nen). HeonnacTauumsT OTTOBOP IIPH MHIIKHTE C€ PasIiexa KaTo
CBBP3aH C yBCIMIABAHCTO Ha CIIOHTAHHHTE NATAOTHYHH ITPOMEHH B croMaxa, i € ¢ MaJIKO

KIIMHAYIHO 3HAYCHHC,

[IOKa3BaT HAKAKBA OHACHOCT 3a YOBEKa IPH YIIoTpeda
CHEM(QUIHY IPOYYBAHHS 38 HMYHOTOKCHIHOCT.



6. DOAPMAIIEBTHYHHU JAHHHA

6.1 CnuchK Ha NOMOIMHTE BEINECTBA

Dextrates (hydrated) / lexctparu (xunpatupann)
Silica, colloidal anhydrous / Cuinnues THOKCHI, KOJOHACH Ge3ROICH

Magnesium stearate / Maraesues creapar.

6.2 HecnBMecTHMOCTH

Henpunoxumo.

6.3 Cpoxk Ha roanocr

2 TOIHHH,

6.4 Chenua/jHH yCJI0BHS HA ChXpPAHEHHE

To3u nexapcTBeH MPOAYKT He M3UCKBA CIENMATHY YCIIOBHS 32 ChXPaHEHHE.

6.5 laHHHM 3a OIAKOBKATA

beymw, numuaapuany 6yTunka ot nomuetwied (HDPE) 3atBopenn ¢ IOJTUIIPOTIHICHOBA
3alllATeHA OT JICLla Kanaika Ha BHHT H TaMIIOH OT H3KYCTBEHA KOIIPHHA.

Buodose onaxoexu
15, 30, 45, 75, 90, 150 Tabnerku. He BCHUKM BHAOBE ONAKOBKH MOTAT Ia OBHaT MyCHATH B
mpoaaxoa.

6.6 CrenmanHn NpeaANA3HA MePKH NPH H3XBLPASHE

Hama cnienmaniy H3UCKBAHHA.

7 ITPHTEIXATEJ HA PASPEIIEHHETO 3A YIIOTPEEA

Shire Pharmaceutical Contracts Ltd
Hampshire International Business Park

Basingstoke
Hampshire, RG24 8EP
United Kingdom / Bennko6puranus

8 HOMEP (A) HA PASPELIEHHETO 3A YIIOTPEBA

9 JATA HA ITbPBO PASPELIABAHE/IIOJHOBABAHE HA PASPEINEHHETO 3A YIIOTPEEA

-----

10 JIATA HA AKTYAJIM3HPAHE HA TEKCTA




