NATT
OOOBPEHO!

DATA .42,k 08

..............................

1.  HAME HA JIEKAPCTBEHMS [POJIYKT

Zemplar Imicrogram, capsules, soft
3emiuiap 1 MEKporpam, MeKH KarcyJim,
Zemplar 2 micrograms, capsules, soft
3eMIuIap 2 MUKpOrpaMa MEkH KarcyH
Zemplar 4 micrograms, capsules, soft
3emruiap 4 MUKpOrpama, MEKH Karcymiu, MeKH

2. KAYECTBEH H KOTMYECTBEH CHCTAB

Besxa mexa kancyna 3emiutap 1| Mukporpam cpabpxa Imicrogram Ilapukanuwyron (Paricalcitol)

' Konn4ecTBo 32

eNHA Kancyaa

HmMe na

- AKTHBHA ChCTABKA

H@pnxanumon 1micragram
- IOMOUHH CbCTABKH B KANCY/JIATA
ETaHon 0.71 mg |

Beaka Meka Karicyna 3emmnap 2 MHKpOrpaMa chanpika 2micrograms ITapuxanuuron (Paricalcitol)

.
Hme Ha KoanuecTBo 3a

¢JHa KancyJa

- AKTHBHA CHCTABKA

Ilapukanumron 2 micrograms
- NOMOIIHHA CHCTABKH B KAIICYJIaTa
Etano 1 1.42mg

Besika Meka kancyna 3emmiap 4 MUKporpama c¢habpka 4micrograms [MTapukanuuron (Paricalcitol)

Nme na KognuecTBO 32
€/IHA KANCYJIa

~- AKTHBHA CLHLCTABRKA

Ilapuxanuuron 4 micrograms
- IOMOIHH CHCTABKH B Kalicyaara
Etanon 1.42mg

3a MBITHUAT CIIUCHK HAa IIOMOIIHMTE BEINECTBA, BHK pasaen 6.1,

3. JEKAPCTBEHA ®OPMA

Mexka kancyna

Kancyna or 1 Mukporpam: oBajiHa, CHBa MEKa KAaNcyia ¢ TIEYAT ¢ yepHo MacTuno Ha [Abbott oro] u “ZA”.
Kancyna or 2 Mykporpama: osaHa, oparkeso-kadsasa MeKa KaTicyJia ¢ rieuar ¢ 4epHO MacTwiIO Ha [Abbott
jgoro| u ZF

Kancyna ot 4 Mukporpama: oBajiHa, 3MaTHCTa Meka KallCyJIa ¢ TIeyar ¢ YEPHO MacCT
ZK
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4. KIAMHUYHHU TAHHHU

4.1 TepanerTHYHM NoxazaHus
Zemplar e nokazaH 3a MPUIOXKEHHE NPU TIPEBEHLMA W JICYSHHE HA MTALUEHTHY C BTOPHUYEH
XHIIOPIAPATHPEOUIM3BM, aCOLNUPAH € XpOHHYHA 6BOPEUHA HEOCTATHYHOCT (XpOHUYHA 6BOpeuHa

HEIOCTaTbHHOCT CTaJNi 3 1 4) U MALMEHTH ¢ XpoHUYHA GLOPEYHa HEZOCTATEYHOCT (XPOHMYHA OBOpeuHa
HEROCTATBEYHOCT CTAAMH 5), Ha XeMOHANM3A WK HA TIEPUTOHEATHA AHAIH3A.

4.2  [losnpoBka ¥ HAYHHH Ha YNoTpeba

Zemplar Moske Ia ce mpuemar ¢ uim Ge3 XpaHa.

XponH4Ha Ob0peuHa HETOCTATLYHOCT (XBbH) Crannii 3 u 4

Zemplar ce npunarar BeHBK AHEBHO, BCEKH JCH HWIH TPH BTH B CEIM MLATa, KaTO MPUEMBT € NP3 AeH.

Hagaana 1o3a

Hauannata 103a ce onpeaens oT M3XOAHOTO HUBO Ha MHTAKTHUS maparxopMoH (1IPTH) — [iPTH].

Taoauna 1. Hauaxna noza
H3xoaHo uuBo Ha iPTH AneBHa Joza ,I[ma* Tpu nbTH ceaMuINO
< 500 pg/mL (56 pmol/L) | MuKkporpam 2 MUKporpama
> 500 pg/mL (56 pmol/L) 2 MHKporpama 4 MUKporpama

]
Ha ce npunara He no-4ecTo OT npes JEeH.

Turpupane ua go3ara

Jlo3upoBKaTa e HHIMBHAYATHA K TPAOBA Ja Ce ONPEAe B 2aBUCHMOCT OT CEPYMHOTO WK IU1a3MEHO HHBO
Ha iPTH —~ [1IPRH], npunpy»eHo 0T MOHUTOPHHI Ha CEpYMHHS KATUMit U cepyMHua docdop. Tabnnna 2
NpeacTaBA IPUMEPEH MOJEN Ha TUTPHUPAHE HA J103aTa.

Tabanma 2. TuTprpane na nozara
YToungsane Ha /lozara B HHTepBAIT
IPTH HHBO oTHECEHO KBM H3X0HO HHBO oT 2 10 4 cenmuuy i
032 TpH MuTH
HueBHA q03a
CeAMMUYHO
bes NpoMsaHa WiM NOBHILEHO IMoBRMIIEHA TToBMIeHa
IToHmwkeno ¢ < 30% 1 Muxkporpam 2 MHUKpOIpamMa
Ilonmxero ¢ >30%, <60% be3 npoMaHa bes npomsana
0
Honukeno ¢ > 60% Houmxkena [ToHnxkenHa”
IPTH < 60 pg/mL (7 pmol/L) | Mukporpam 2 MUKporpaMa

H

Ha He ce Mpunara no-4ecTo OT npes A¢H.
AKO MTALIMCHTHT € HA HaH-HUCKATA 1032 eXETHEBEH HIH TPH NHTH CEAMHUYHO NPHEM, U €€ HaJlara MoH
Ha 103aTa, YCCTOTATA HA ITPHEMa MOXKe 1A ce HaManu.
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XPpOHHYHA 0n0pedna HexocTATLYHOCT (XBH) Cranmii 5

Zemplar ce npuara Tpu MbTH CEAMMYHO, KATO NIPUEMBT € NIpe3 JeH.

HauaaHa noza

Havannarta no3a na Zemplar » MHKPOrpaMM ¢¢ Onpeaens oT U3XOAHOTO HUBO Ha IPTH & (pg/mL)/60
[(pmol/L)/7] no nocturane Ha MakCUMalHa HauallHaTa J03a oT 32 meg.

TaTpHupaHe na go3aTa
[locaenosatentoro nosupane e Tp:6B2 A2 ObAC HHAMBHAYAITHO U ce onpeaens or IPTH, cepymuo nupo na
Kastwui # ocgop. Hpumepro TuTpupapare Ha no3aTa na [ApHKAIMTON KANCY/IM CE OMpeaens o cleaHaTa

dopmyaa:

Turpupaina nosa (Mukporpamu) = mocreano usmepeHo 1IPTH nyso (pg/mL)
60

NN

Tutpupatua noza (Mukporpamm) = mocnemHo u3mepero iIPTH nugo (pmol/L)
7

CepyMHHUTE HHBa Ha KaSiuuil U dpocdop Tpa6ra 1a ce MOHHTOPHPAT CTPHUKTHO CJIEA 3aMOUBAHE , TIpe3
HIEPHOMA HA TUTPUPAHETO HA 103aTa H NP CHBMECTHO fipnarane ¢ momun P450 3A unxuburopu. Ako ce
Ha0/TI0/1aBa MOBMILIEHO HUBO HA KAJTIU B CCpymMa niH 3aBuIleHo Ca X P M NalMeHTHT e Ha Kamwil
ChABPXKALH, (ochaT CBbP3BALIH MCIMKAMCHTH, 103aTa Ha MOCIIEIHUTE MOYKe 13 C€ HAMATH WU la ce
LIDEKPATH NIPHEMA, UM NALMEHTHT TpAOBa Ja ce PEHACOYH KBM Tepanus ¢ (ocdar cBbp3BaLy
MCIHKAMCHTH, HECHAbPKALIH KA,

AKO CEPYMHUAT kammii ¢ > 11.0 mg/dL (2.8 mmol/L) wiu Cax P> 70 mg*/dL? (5.6 mmol*/L%) unu iPTH<
150 pg/mL, nosara Tps6ea na ce Hamamy ¢ 2 20 4 MHKPOrpama 1o-Manko OT U34HC/IeHATa Crope NociaeHO
Himepedoro 1IPTH /60 (pg/mL) [iPTH/7 (pmol/L)]. Ako e HeOOXOAUMO AOMBIIHHTETHO yTOUHSBAaHe, 103aTa
Ha NapaxaJIl|TO/ KaTiCyy Tps6Ba qa ce HaMasl¥ WK 13 ce HPEKPaTH NPpUEMa I0KATO Ce HOPMATHIMPAT TE3M
TIApAMETPH.

Koraro iPTH ce po6amwxu no TapreTHoTo Hueo (150-300 pg/mL). mankwy, UHAUBHAYATHU YTOYHARAHMA HA
A03aTa MOraT na 6vAaT HEOOXOMMMHM 3a JOCTHIAHE HA MOCTOSHHO IPTH . B ciyuait, ue MOHUTOPUHI'ET Ha
IPTH, Ca unu P ce uspbpuira HO"PANKO OT BEAHDLK CEAMHYHO, € OIPaBAAHO NPHITAraHeTo Ha Mo-yMepeHa
HavaJlHa ¥ THTpHUpaIlia 1034,

Ocobenn rpynn naunenn

[launenTu ¢ Hapymena YyepHoApoOHa dhyukims: He ce Hanara MPOMAHA B A0O3MPOBKATA [IPH NaLl
JICKH JI0 CPCIIHO TEXKKH HapyLUeHHA Ha YepHoApoGHaTa (bYHKLHA.
Hama nannu 3a maumenty ¢ texko YEPHOAPOOHO yBpexaane (Bx. Pasaen 5.2).
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Jleua: CurypHocTTa M €heKTHBHOCTTA Ha MpoAykTa Zemplar Kancyyd npu aeua He ca
YCTAHOBECHH.(BXK.pazjaen 5.1)

[lanyenTy B HanpeAHANA BH3PACT:

He ce HabmonaBa passiika B CUI'ypHOCTTA M €DEKTHBHOCTTA Ha MpenapaTa Mex 1y TalMeHTy B HanpeHana
BB3pacT (65 — 75 roauHu) U No-Maan NalMeHTH, HO CBPBXUYYBCTBUTENIHOCT Ha OTAC/IHY NALUEHTH B
HamnpeaHala Bh3pacT He MOKe Aa Oble U3KIIIoYeHa.

4.3 IIporuBomokazanusa

[ lapukanuuTos1 He 6MBa Jia ¢e mpuiiara Ipy MalUedTH ¢ AaHHy 3a vitamin D ToxkcuuHoCT,
XATICPKATHHUEMHS HIIH CBPBXUYBCTBUTEIHOCT KbM [lapHKaniiuTon HiIH HAKOA OT ChbCTABKUTE Ha

JIEKAPCTBEHUS IIPOAYKT.

4.4  CrieuHajIHH OpeXynpexkIeHHs i NpeIlla3Hu MepKH 3a ynorpeda

CBPBXMOTHCKAHETO CEKpELIMATA Ha MapaTXOPMOHA MOXeE J1a JOBee A0 MOBUIIEHO HUBO HA CEPyMHMS
KaILMA U MOXKE Ja 10BeAe A0 3a0019BaHMUA HAa KOCTHATa CHCTeMa ¢ MeTabONMTHA XapaKTepUCTHKA Ha
“baBHO rybeiin” koctHa Maca. MOHMTOpUpaHe Ha MalLMEHTa M MHIAUBHAYAITHO THTPHPAaHE Ha [03aTa ce
M3HUCKBA 33 JOCTHIaHe Ha YAa4YHO (PU3HOJIOTHMHYHO HHBO.

AKo ce pa3BHe KITMHMYHO3HAUYMMA XUNEPKAILMEMHUs U NALHEHTHT MOoNyyaBa Kaaluui ceabppxkaim, docdar
CBbP3Ballld MCAHKAMEHTH, J03aTa Ha TIOCIEAHUTE TpsOBa Ja ce HaMAIIU UK IPUEeMBT Aa ce€ NMPEKpaTH.

TOKCHYHOCTTA HA CHPACYHHTE ITHKO3UAHM CE IOTEHIMpPA OT XHUNEPKANIUEMHITA, HE3aBUCHMO OT TPOK3X0/a
i, 3aTOBa TpAOBa Z1a ce BHUMARA [IPH €JHOBPEMEHHO HA3HAYABAHE Ha ChPACUHH IIMKO3UAM, AMTHTAIIHC U

[Mapuxkanuuron .(px. Pasnen 4.5).

Ja ce BHMMaBa IIPH €THOBPEMEHHO NpUIokeHHe Ha [Tapukamiuron ¢ ¥ keTokoHason (Bx. Paznen 4.5).

IHpenynpexaeHue 3a IOMOLIHUTE BEIISCTBA HA TIPOAYKTA:
JlekapCcTBEHHUAT NPONYKT ChABpIKa MalIKo KonmnuecTso ethanol (alcohol), mo-manko ot 100 mg B
€IHa KarcyJja oT 1 mcg, 2 mcg 1 4 meg, KOeTo MOXKe Ja OKa)ke BPEIHO Bb3JACHCTBHE BHPXY

CTPajaniy OT ATKOXOJU3IBM (BHX pazzieln 2 u 4.2). BuuManue npu SpeMeHHU WM KbPMELLY >KEHH, Aella
M BUCOKO PHMCKOBH I'pYIH, KaTO HaNpHMep MALIMEHTH ¢ YepHOAPOOHO 3ab0/1BaHe UIIH EIMITETICHS.

4.5  BsaumogelicTBHSA ¢ APYTH JeKAPCTBEHH NPOIYKTH H APYrH GopMH Ha
B3aMMOICHCTBHe

Ketoconazole:. Ketoconazole € u3BecteH kaTo Hecneuuduues HHXUOUTOP Ha onpeaeneH 6poii cytochrome
P450 ensumu. Hanuunure in vivo U in vitro AaHHH NOACKAa3Bar, ye ketoconazole BEpOATHO BIaUMOAEHCTRA C
€H3HUMH, KOUTO OTrOBapAT 3a Meradonusma Ha [lapukamuuTon U Apyry aHamo3u Ha BUTAMUH D,
Hosuposkara Ha [Tapukanuyron npy ¢hBMECTHO NpuoxkeHUe ¢ ketoconazole ce W3BBpPLIBA NPY MOBULLIEHO
BHUMaHHe. EQEeKTsT OT MHOTOKPaTHO BBBEXAaHe Ha ketoconazole B nosa 200 mg, ABa 'bTU AHEBHO, B
MPOABJDKEHHE HA 5 THU BBPXY (apMaKOKHHeTHKaTa Ha KarcynuTte paracalcitol e npoyuen Bupxy 3apaBu
uHauBUIU. IIpH ToRa ce HabmromaBa MuHUManTHo noenuseaHe Ha C max Ha [lapuxammron, nokato AUCO-
o0 HapacTBa MOMTH JBOKHO IIPH €XHOBPEMEHHO BbBekAaHe Ha ketoconazole. CpeaHUAT NONYXUBOT Ha
[apukanuurosn ¢ 17.0 yaca npu Hanuune U Ha ketoconazole B cpasHeHne ¢ 9.8 uaca, KOrato ce BbReX/Aa
camo [lapuxanuuron (Buk pazaen 4.4). Pesynrature oT TOBa H3CHEABAHE COYAT, Ue Cnea I
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He ca nposexxaanu cnelyansy uscaeqpanms BBbPXY B3aUMOAEHCTBHATA. TOKCHYHOCTTA Ha CHPACYHUTE
(VIHKO3AAH CC NMOTCHLHMPA OT XMIEPKATHEMHUATA, HE3aBUCHMO OT NPOH3X0/A i, 3aToBa TpAOBa na ce
BHHMaRBa Mpv €AHOBPCMEHHO HAa3HAYABAHE HA CHPJCYHH [JIMKOSHUAU U Iapuxanuuronn.

Qochaty win BuTamMuH JI-nonoGHu /ICKapCTBEHH NIPOAYKTH HE TPAOBA /1a C& NIPUEMAT €IHOBPEMEHHO ¢
Iapukamnuron nopaau noBumeH pHek ot XHUTNepkaruueMus v Hapacteane Ca x P Ha npoaykra.

Bucokure 1031 kanumii - ceabpKaiu HPENIapaTh WM THA3HIHH AXYPETHLIM MOTAT Ja 3aCHIAT PHCKA OT
XUIIEPKATITHEMHS.

Maruesunit - coabpxatiy npenapaty (Harp. aHTHAaLMAKKY CPEACTBA) He TPAORA 1a ce ITpUEMAT €IHABPEMEHHO
C JICKapCTBCHU NPOJYKTH, CbABPIKAILH BUTaMHH I, Thit KaTo MOxKe 1a ce NPOABH XUITepMarHe3HEMUS .

ANyMHHHIT - CBABPKALLH penapaTtH (Hanp. aHTHaUMAHM CPENCTRA, CPEACTBa, CBBP3BaALLH (Pocdarure) He
TpA0Ba Na ce MpueMat NPoIbKHUTENHO BPCMC C JIEKApCTBECHH NPOAYKTH, ChABPXKAIM BUTaMUH J1, Thii KaTo
MOTaT Aa 0BEAAT A0 HApACTBAaHE HA IMIA3MEHHUTE HUBA HA ATYMHHKMA U Cly4au Ha aTyYMHHHEeBa KOCTHA

TOKCHYHOCT.

4.6  BpeMeHHOCT H JIAKTAIMA

Hsama 1ocTaTh4HO JaHHM OTHOCHO ynorpebara Ha [TapukamuuTon npu 6peMeHHN sKEHH. Ilpn onutu ¢
KUBOTHH, IPOAYKTBT € NOKa3aJl PenpOayKTHBHA TOKCHYHOCT (BHX pasnen 5.3). Ilorenumanen puck npu
XOpa He © N3BCCTCH, 3aTOBA TOBA MAPUKANLMTONA TPAOBa Ja Ce MpHIara camo NpPH KpanHa HECOXOAUMOCT.

Jlakrauus: He e useectHO nanu IMapuxanumron ce €KCKpeTHpa ¢ KbpMarta. Hicneasanus BepXy sKHBOTHM
IoKa3gear, ye Ilapykanuuron unu HeroBH MeTaGoOIUTH ce OTKpPUBAaT B KbPMAaTa B MAJIKH KOJIHYECTBA.
PemtenneTo 3a npoabiskaBane/cvpate Ha KBPMEHETO HIM NPOAL/DKABAHE/CIIUPAHE HA TEPANHATA ChC
Zemplar Tpabra na 6bae B3eTO OT rieHa TOYKA HA MON3aTa OT KbPMEHETO 33 ACTETO H MOJ13aTa OT
TepariATa Cb¢ Zemplar 3a xewara.

4.7  EdexTn BhpXy cnocoGHOCTTa 3a IogHpaHe H padoTa ¢ MAIMHHAY

Hsama npoydBaHMs 3a BIMSHHETO Ha IPOAYKTa BBpXy crnocoOHOCTTa 3a wodupaHe U pabora ¢ MAallIMHH,
BBRIPCKH TOBa Ce€ O4YakBa HECHIUECTBEH edekT Ha [lapuxanumron BbPXY CMOCOOHOCTTa 3a mwodHpaHe H

pabora ¢ MallHHHU.

4.8  Hexenauu JekapcrBenH peaknuu

XpounyHa 6p0peuna HEAOCTATHEYHOCT, Craanii 3 u 4

be3omacnoct Ha [TapukanuuTon xancymu e ONIPEAC/ICHA NTOCPEACTBOM TPH 24-ceIMHUUHM, ABOHHO-CIIENH,
1auedo KOHTPOIUPAHU U3CIEIBAHHS, IIPOBENECHH B MHOTONPOGHUIHH KIHHUYHHE HEHTPORE BKOUBAIIH 220
nauueHTy ¢ XbH Cranuit 3 1 4. He ce HabmogaBa cTaTHCTHYESCKM 3HAYMMA pas/iMKa MeXy MalUeHTH,
TpeTHpanu ¢ IlapukanuuTon u mnaue6o — rpynara g Cllydaute Ha xunepkanuuemud Zemplar (2/106, 2%) vs
placebo (0/111, 0%)_ WM NOBHIIEHO HUBO Ha KATLHERO pocoprrTe npoxyxru (13/106, 12%) vs placebo
(7/111, 6%).

Hatt-vecto cpemanara Hexenana peaxius TIpH ITALIMEHTH TpeTUpanH ¢ | lapukanuron ¢ 06pus, HacTHMUN
npy 2% OT NalueHTHUTE.

7
Beuiky HexenaHu peakuun, CBBP3aHU IOPH HACKA CTEMEH C MApHKATLUTON, 1a00PATOPHO W-KIIKH
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Tabauna 3.

CTANHH HA XPOHHYHA 0LOpeuna HegocTaThanocT (XBH).

HexeJaHH JeKapeTReHH Deak HH DETHCTPHPAHH NPY KJIHHUYHHA

NPOYYBAHUA B 3 ¥ 4

Cucremu Opranu Knacose | INpegnounran TePMWH YecToTa
Jlabopatophu mmokasarenu Pasnsmxeny crolinoctu na | Hevyectn
YCPHOAPOOHHUTE eH3UMU
PascTpoiicTBa Ha HepRHAaTa 3aMasHOCT Heyectn
CHCTEMA Jucreysus Heuectu
I"'acTpounTtecTHHANHY Cromatnen guckoMdoprt Yectn
HapyllIeHUA 3arnex Heuectn
CyxoTa B ycrara HeuecTn
Hapyinenns na xoxara u O6pus Yecrn
MEKUTE THKAHH [Tpyputyc HeuecTn
Yprukapus Heyecrn
Hapymienus ua MyckynHy KpaMmnu Heuectn
KOCTHOMYCKYJIHATA U
ChEAUHUTENHA ThKAH
Hapymennsa Ha aMyHHATA CBpBXUYBCTBHUTEIHOCT Hevectn
CUCTEMA

XponAa4dHa 6u0peuna HeqocTaTeIHOCT (XBH), Craamii 5

besspeanocrTa Ha IapukanupTton KallCy/I1 € onpe/ieieHa NocpeaCcTBOM eAHo 12-ceAMUYHO, ABOHHO -
CJIATIO, MTaNeb0 KOHTPOIUPAHO U3C/IeBAHE, MPOBEAEHO B MHOTOTIPOQIM/IEH KIIMHHYEH LIEHTHP, BKIOYBALIO
88 mauventn ¢ XBH Cranuit 5. He ce HabMONaBa CTATHCTHYECKH 3HAYMMa pa3/IMka MeXAY MalMeHTH,
TpeTupanu ¢ llapukanuyron u mianeGo — rpynara B CTyHauTe Ha XunepkanuueMua Zemplar (1/61, 2%) vs
placebo (0/26, 0.0%) win NOBHLICHO HUBO Ha KATIHERO pocopHuTe mpoaykTH Zemplar (6/61, 10%) vs
placebo (1/26, 4%).

Bcu4dky HexenaHn peakiuy, CBLP2aHH B Hail-HHUCKA CTEICH C [ lapukanuuron, naboparopHo u
KIHHHTHO, Ca IIpencTaBeHy B Tabayua 4 crobpasuo MedDRA Cucremu Opranu Kiacose,

Tabnuua 4. HexenaHn nekapcteexn PEakLnMn perncTpupanu npu npeasaputenHa Il dasa Ha
KNuHu4HK [TpoyyBaHns B 5 cTaguii Ha XpoHW4Ha 6b6peyHa HeaocTaTbuHOCT XBH)
CHcTeMH opranu KiaacoBe Ilpeanoynran TEPMHH YectoTa
Pa3ctpolicTBa Ha HepBHaTa 3aMasHOCT Yectu
CHCTEMaA
["acTpouHTeCTHHANIHK Huapus Hectu
 pascTpoiicTBa 'actpoesodareaneH peduyxce Yectn
Hapyuienus Ha koxara 1 AKHe Hectn
MEKHTE ThKaHU
HapyuieHns Ha xpaHeHeTo H XunepkanipueMus Yectn
MeTadoTH3Ma XUITOKaIuuemMys YecTu
HaManen anerur Yecru
| HapyimteHus ua CBPBXHYBCTBUTENHOCT HA Hectu
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PepOoyKTUBHATZ CUCTEMA U MJICYHATA JKJ1€3a, HAanpeXeHHe
MJICYHHTE HIIE3H B I'BPAMTE

Ipy KIMHWYHY W3NUTRAHUS Ha Zemplar vrxekUHoOHHa hopma ca HabJII0NaBaHU CleIHUTE HekeaaHH
peakuuu:

Yectu:

PasctpolicTra Ha HepBHATa cucTeMma: rnapobonue, qucreysus

Hapyienuns va koxata u Mmexure Thkanu: [IPYPUTYC

Hapywenns va engoxpunnaTa cucrema: XUINONapaTHPOMAH3HM

Hapymenus Ha xpanenero u meta6onusma: xuneppocdaremMus, Xxunepkanupemus

CHHKOII, 3aMasHOCT, MHOKJIOHYC, ITAPECTE3N, XHIICCTe3Hs.
Hapymienus na okoto: rnaykoma, KOHIOHKTHBHT, OYHa XUIIEPEeMHUH.,

Hapymenus Ha yxoto u nabUpHUHTa: YileH auckoMbopr.

Hapymenus ua auxarennara CHCTEMA, CBPIIUTE M MEAHACTHHYMA: Gellonpoben OTOK, ENUCTAKCUC, TUCIIHEA,
OPTOIMHEeA, XPUIIOBE, KAUITULIA.

I"acTpounrectunanyn pascrpoiicrsa: "TPCBHA HCXCMHA, PEKTa/leH KPbBOU3IIUB, FACTpPHT, Aucharus, CHHIpom
Ha PasApasHeHOTO AeOeno yepBo, JHapus, 3anek, AUCTICTICHA, TIOBPBILAHE, raieHe, CyX0Ta B YCTATA,
CTOMALUEH AUCKOMbOpT.

Hapyienns Ha xoxara u Mekute ThKaHR: CbpOsit 00pus, o6pus, Mexyp, ATONICLNAA, XUP3YTH3bM, HOLIHO
M3roTaeaHe, 60/Ka HA MACTOTO Ha MHKCKTAPaHe, yCellaHe 3a napeHe Nno KOykara.,

Hapyrienus ua KOCTHOMYCKYJTHATA ¥ CheJHHUTEITHA ThKaH: APTPaJIrvs, MHANTuA, 6OIKH B KpBCTa,
CKOBAHOCT B CTaBUTE, HEBOJIHO MYCKY/HO ChKpAIUCHHE.

Hapynienns na eHnokpuunata cucrema: XHUMEPapaTHPOUAUIBM.

Hapymenus na xpanenero u MeraGonusma: AHOPEKCHA, HAMAaJIEH afleTHUT.

Hudexumn u uHdecrayuu: CCIICHC, IHEBMOHMS, TPU, HH(EKLINA HA TOPHUTE MUXATETHHM ITbTHLIA,
Ha30(apHHTUT, BarHAIHA HHMEKLUS.

HobpokauecTseHn Heonnasmy, 3I0KQUYCCTBECHH, HeONPeAENEHH (BIUIIOYHTETHO KHCTU 1 MOJIUNH); paK Ha
rbpIara.

CBOBM HapyIIeHUs: XHIIOTOHHS, XHIIEPTOHMS,

Hapyenns ot o6 XapaKkTep M Ha MACTOTO Ha HHXEKTHPAHE: GOMKH B FbPAMTE, CMYHICHHA B TOXOAKATA,
OTOLM, NepH(EpHH OTOLWY, HOAYBAHE, IPRACH TUCKOMQOPT, MHPEKCHA, acTeHu, OoJIKH, yMOpa, o61ma
HEPA3NONOXKEHOCT, JKAKIA, UYBCTBO, Ye HELIO He e Hape.

Hapymmeuus Ha umyHRara cucrema: CBPBXHYBCTBHTE/HOCT.

Hapymenusa Ha penponyxrussata cuctema MIBPAUTE: GOJIKU B MIIEYHHTE #UIE3H, PEKTAIHA JUCHYHKIINS,
[lcuxuunu Hapymenus: ACTMPUYM, CHCTOSHHE HA OOBPKAHOCT, BB36Y A, PasCTPOHCTBO Ha CBHS, Ge3chHHe,
HEPBHOCT, 6€3n0KoHCTRO.

Caenperncrpanuonen oryer 3a Hexelanu PEAKUHH TPA HHXEKTHPAHEe ua Zemplar
HapyweHus Ha umyHHaTa cucrema: CBPBXUYBCTBUTEAHOCT.
HapymeHus Ha koxaTa u MexuTe Thkany: 4HTHoeNeM, OTOK Ha JIApHHKCA, YPTHKAPHS.

4.9  Ipemozupane

Ipenosupanero na Zemplar KallCyJIi MOKE N1a NpeiH3BHKA XHITEPKATLMEMHUS, XHATMEPKAALNY DY
XHriepgochaTeMus H CBPBXIIOTHCKAHE CCKPeOMATA Ha HapaTXxopMoHa. Bucok npueM Ha
3aeaHO ¢ Zemplar kancymu Moxe fa 1oBese no MONOOHH HapylIeHuUS.
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AHcTaTa Ha CbABPHKALIM KanlUi 106aBKH, Pa3ZiBIDKBAHE HA NALHEHTA, BHUMATEIHO MOAXOXKAAHE KBM
HapyIICHUATa B OagaHca HA TEYHOCTH M €EKTPOJIMTH, OLIGHKA Ha aOHOPMHHTE SJICKTpOKapAHOrpacKu
JIAHHHK (OT KPUTHYHA BAXKHOCT IPH MALMEHTH HA TEPANU] ChC ChPACYHM IMTUKO3UJIN) M XEMOAWAIH3A WIH
NICPUTOHEATHA INATIH32 CPelly KaIMH HECBABDXKALL AMATH3ATO, TIPH HeOBXOaHMOCT.

[lpu3HauM ¥ CHMITTOMH HA HHTOKCHKALIMA C BUTAMMUH /1, BCIEACTBHE Ha XMIepKanlueMus:

Panhu: cnaboct, rmaBoGonue, COMHONCHTHOCT, Ta/ICHe, MOBPBILAHE, CYXOTa B YCTATa, 3allek, MYCKYJIHH
OOJIKM, KOCTHH GONKH U MeTaJieH BKYC.,

Knchu: anopekcns, 3aryba Ha Ter/10, KOHIOHKTUBUT (Kaiwies), maskpearur, Gotodobus, pUHOpEs,
IPYPHUTYC, XUNICPTEPMUA, HAMATIEHO MUOKHI0, TOBULLEHO KOTHYECTRO Ha ypeaTa B KPBBTA,
XHIICpxonecTeponemus, 3asuiiedd AST u ALT, extonuynn KanuupukaTy, XMNeproHns, CbpeYHy
APUTMHH, COMHONEHTHOCT, CMBPT U PAIKO, OTKPHTA NICHXO034.

CepymHuTE HUBA Ha KaTLMs TpaOBA Na ce NPOBEPABAT YECTO O MOABA Ha HOPMOKAJIITHEMHUA.
[lapykanuuron He ce OTCTPaHABA 3HAYHTENIHO upes AHasTi3a.

5. OAPMAKOJOTIHYHHU CBOJICTBA

3.1  ®apMmakoIHHAMHYHM CBOHCTB2
({apMaKoTepaneBTHYHA Ipyna: aHAIOT Ha BUTAMUY D, ATC kom: A11CC07
MexaHH3BLM Ha AelicTBHe

[TapHkanuuTon e CHHTeTHYEH, GHOTOrHYHO AKTHBEH BUTAMME D), ananor Ha kaauuTpHona ¢ MoauduKanHs B
CTpaduHata Bepura (D;) u A (19-nor) npecTeHa, Mo3BOMABALLH CEIEKTHRHA AKTHBAllMg HA BUTaMHH D
peuenropa (VDR). Ilapuxanuuron cenekTHRHO perymupa VDR B napamuroBuanure xnesu 6e3 na
noexaBa VDR B THHKUTE yepBa U € [0-Maako aKTHBEH BBPXY KOCTHAaTa pe3opbuusa. [Mapuxaiuuron
PEryJupa ChIIO KaNlk CeH30PHHA PELeNTOop B MAPAlMTOBHIHUTE X1ein. B pesynrar, Ilapukanmron
HamalliBa HUEOTO Ha IapatxopMoHa (PTH), kato Bw3npensTcTyBa MapanMToBUAHATA NpOANpepauus U
NOHW}k@aBa cuHTe32 Ha PTH, ¢ MUHHMManeH edekt Bbpxy KanuueBo-GpochopHUTE HHUBA H MOKE a2
Bb3AECHCTBA JUPEKTHO BHPXY KOCTHUTE KIETKH 32 NOABPAKAHE KOCTHUA 06eM M NMogo0psaBaHe
MHHCPpaliisal1aTa Ha IOBbPXHOCTHTE. KopurupaHeTo aGHopMHuTe Husa naPTH, NPHAPYKEHO C
HOpMann3upaHe Ha KalllHeBo-pochopHaTa XOMeoCTa3a, MOXKeE Aa MPCAOTEPATH Pa3BHTHETO WK A OKAXKE
TEpareBTH4eH ePeKT BbPXY MeTa0OIUTHHUTE KOCTHU 3a60NIsSBaHMS, CBbp3aHu C XpOHHYHaTa 656peuna
HEIOCTATBYHOCT.

Knnna4ana edekTnBHOCT

XpOHAYHA 0b0peuna HegoCTATHLYHOCT (XbH), Craaui 3-4

ITpn 91% ot nanuenrure, Tperupanu c [TapuKanuuTON Kancyam ce NOCTUrHa MTbPBHYHA €(PEKTUBHOCT OT
Hak-MasIKo 1B MOPEAHH PedyKUHMH ¢ > 30 % OT H3XOZHOTO HMBO Ha 1IPTH cpewy 13% ot nnaue6o rpynara
(p<0.001). Cepymnara, cneimduuna 3a kocTHaTa ThbKaH, ajkalHa ¢ocdaTasa v CepyMHHAT OCTEOKAIIHH ca
3HAYUTENTHO NoHkeHu (p<0.001) npu mauuenTure, TPETHPAHHU ¢ [lapUKANLHUTON KAMCYAH B CPABHEHHE C
IaLedo rpynara, KOeTo ce CBbLP3Ba C KOPEKLHS BbB ACOUMHPAHHS C BTOPHYCH XHITEPNapaTHPOUIAUZEM,
BHCOK KOCTeH Metabonuzem. He ce Habnionara Biaowapane napaMeTpuTe na 6ubpeynara Gynxuns, no
n3ancnena (cnopea MDRD dopmyana ) romepyina (pHIITpALMA H HUBO Ha CEpPyMHHS KpegriiEapu
MaltMeHTHTe, TpeTHpaHH ¢ [lapukanuuron kancynu B cpasnenue ¢ maueGo rpynarta . Hpi R 'a\
rosam Opo# nauueHTH, Tpetupany ¢ [apukaauuTon KancyJiu ce Habroaaga moHy S 0 i ’ .
Ha O€/ITBK B YPUHATA, YCTAHOBEHO CCMHKBAHTUTATHBHO, B CPABHEHHE C MIALE6O My T lkbd
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XpoHn4HA GHOPEUHA HEJOCTATLYHOCT (XBH), Craanii 5

I1pu 88% ot maumenTure, TpetHpanu ¢ [Tapuxamiuron KariCyJjin €€ rioCTUrHa NMbpBHYHa €QEKTUBHOCT OT
HaH-MAaJIKO JIB€ NOPEeNHH PenyKiMH ¢ > 30 % oT W3X0aHOTO HHBO Ha iPTH cpenty 13% ot nnaueGo rpynara
(p<0.001).

Hepuarpuunn KAMEAUHA fanay 32 Zemplar HpKeKHS (IV).

besonacHocTTa U edpexTHBHOCTTA Ha Zemplar IV ca MPOYYCHU B X0Aa Ha 12-ceamuuHo, paHIOMH3HpaHO,
ABOWHO - CJIANO, M1aueb0-KOHTPOIMPAaHO H3ceaBaHe Ha 29 NeAUaTPUYHY MalMeHTa Ha BB3Pact oT S 10 19
FOAWHH B KpaeH CTaaui Ha OBOpeuHa HeoCTaThUHOCT Ha XeMoauanisa. [[lectumara Hali-miagu YYaCTHHLIH
B MpOY'BaHETO Ca Ha BB3PacT OT 5 10 12 roaunu. HavanHara qo3a va Zemplar IV e 6una 0.04 meg/kg 3
BT CEIMMYHO Ha 6a3aTa Ha u3x0aHOTO HHBO Ha iPTH no-kucko ot 500 pg/mL, wu 0.08 mcg/kg 3 nbTH
CeIMMYHO Ha 6a3aTa Ha u3XoaHoTo HUBO HAa iPTH > 500 pg/mL, ceoTBeTHO. Jlo3aTa Ha Zemplar IV ¢ 6una
yBe/MyaBaHa ¢pC CTBIKK OT 10 0.04 mcg/kg Ha 6asara Ha cepymuus iPTH, kanumii u Ca x P. 67% ot
JiekyBaumTe ¢ Zemplar IV naunestn u 14% or nnaue6o - rpynara ca 3aBbpIuHiH npoy4sadeto. 60% ot
MauMeHTUTE B rpymnarta ¢ Zemplar IV umar ase nocnenosatenud HaManapauus ot 30% COPAMO U3XOAHOTO
HHBO Ha IPTH B cpasHenue ¢ 21% npu niauebo - rpynara. 71% or nnauebo - rpynara ca H3BaacHH OT
M3CICABAHOTO NOPaiM €KCTPEMHO BUCOKM HUBA Ha 1IPTH. Huro eaun yyacthuk ot asete rpynu He paseuea
XunepkanuHemus. He pasnonaraMe ¢ TaHHH MPH IMALUKMEHTH TOA 5 - FOAUIIHA BB3PACT.

5.2 PapMaKOKMHETHYHHU CBOICTBA
Pe3opOnus

[apukanuuron ce pesop6upa BB BHCOKa crenieH. [Ipy 3apaBu NHua, cpeiHaTa a6CoMOTHA BHOHATUYHOCT
C/IC opaJieH npreM Ha ao3a oT (.24 meg/kg, e npubnuzntenuo 72%; MakcHMaTHaTa wiazMeya
KOHUEHTpaLuA (C,.x) € 0.630 ng/mL (1.512 pmol/L) Ha 3 uac 1 MJI0LITa 004 KpUBaTa KOHLEHTPALHS BpeMe
(AUCq..,) € 5.25 ngeh/mL (12.60 pmoleh/mL). [Tpu nanmenTH Ha XeMOAUAIH3A U NEPUTOHEATHA TUATTH3A,
CpeaHaTa abcontoTHa GuoHAIHYHOCT € 79% 1 86% pecheKTHBHO, ¢ ropHa TPaHKLA HA JOBEpPHTENEH
HHTEpBal OT 95 % pecriekTHRHO OT 93% 1 112%. UscneaBaHo € B3aMMOIEHCTRUETO C XpaHa TpH 34paBy
JINLIA, KOETO MOKa3Ba, ue Cpax U AUC,.,, He ce npomeHar Npu npuitarase Ha Ilapukanuuron ¢ 6orara Ha
Ma3sHHHHM XpaHa 1 Ha IMagHo. CnenoearesiHo Zemplar kancynau ce npuiaraT 6e3 OTHOLIEHHE KbM NpHEMa Ha
XpaHa.

Crnax H AUCy., Ha [TapuKaninTosn ce mokaqsar nponopuHOHAIHO Haf A030BHA nHTepBait ot 0.06 to 0.48

meg/kg mpw 3apaeu anna. Criel IOcae0BATENHO JO3UPaHE NPH 3PABH JTMUA, EKENHEBHO HITH TPM TIbTH
CCAMHUHO, C& IOCTHTHA MUIA3MEHA KOHLIGHTPALMs B CHCTOSHNE Ha paBHOBecHe (steady-state exposure) B

PaMKHTE Ha cefieM JIeHa.

Paznpeaenenne

[lapukanuuTos ce CBBp3Ba BBB BUCOK NPOLGHT C MIA3MEHHUTE npoTeuHu (>99%). OTHolIEHUETO Ha
[fapukanuyron B KppBTa KM TO3H B ILIa3Mata € cpeaHo (.54 MPH KOHUEHTPAUKOHHHA CTOMHOCTH HAT
HHTepeana ot 0.01 no 10 ng/mL(010.024 10 24 pmol/mL), koeTo NokazBa, Ye MHOTO MAJKa YacT OT
JICKapCTBEHOTO CPENCTBO C& CBHP3BA C KPBBHUTE KIETKU. CpeHHUAT, BepoaTeH o0eM Ha pasmpeaeneHUe
ciiea noxy4asaHe Ha f1o3a ot 0.24 mcg/kg IMapukanumron npu 3apasu mvua e 34 auTpa.

Merabomnsbsm n Exckpenusn

3
Cinien opanen npueM Ha nosa ot 0.48 mcg/kg “H-TTapukanunron, 0CHOBHOTO NIEKAPCTBEHO BELIECTBO CE
MeTabOoIHM3Mpa BBB BUCOKA CTEMEH, KATO caMO 0KONo 2% OT 103aTa ce CNIMMYHUAPA HEIPOM

OCHOBHOTO JICKapCTBEHO BEWIECTBO. [IBa MeTabonuTa Ha [TapHkanuuron ca perucTpu
niasma. EnuHugt metabonut € naentuduumpan kato 24(R)-hydroxy Hapukanuuros
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naeHtuguumpa. 24(R)-hydroxy [apukanuuron € no-cnabo aktuseH ot [lapukanuuron B in vivo Moaen Ha
nmoTHckaHe cekpeuuaTa Ha IITX npu rmbx.

TauuwuTe in vitro NoKasear, e [TapukaauuTon ce MeTaboH3Npa Ype3 MHOMKECTBO YCpHOAPOOHH U He
yepHOAPOOHH eH3UMHU, BKIMIOUUTENHO MuToXOHApranHaTa CY P24, kakro n CYP3A4 u UGT1A4.
Upentudunypanute MeTabonuTy BKIKOUBAT Npoaykra Ha 24(R)-xuapokcunupane, kakro ¥ 24,26- u 24,28-
TUXHAPOKCHIMpaHE H JUPEKTHO TVIIOKOPOHUPAHE.

EauMuHHpaHe
[Ipu 3apaBu M@, CPEAHOTO BPEMETO 3a NoayeluMHHupane Ha llaprkanuuron e oT et Ao ceaem vac npu

CTORHOCTH HaABMINARALILM U3cneABaHKs n030B uHTepBan oT (.06 to 0.48 meg/kg. CreneHra Ha KyMynHpaHe
3aBHCU OT BPEMETO HA MOIYKUBOT U YECTOTA HA 103UpaHe. XeMOAHANU3ATA He BIIUSE HA SNAMUHUPAHETO HA

[lapukanuuron.
Ocobenn rpynu NanHeHTH

[lanenTy B HanipeaAHata Bh3pacT

DapMaxOKMHETHHMHHTE CBOKCTBA Ha TTapuKaNATON He € N3C/IeABaHa NPY NalUEHTH Hall 65 roAKHH,

llegpuaTpUyHU NAaLUEHTH

dapMakoKHHeTHUHHTE cBoiicTBa Ha ITapHKaitMTON HE € U3CaeBaHa NpH NauMedTH noxd 18 roauHy.

Ilon

dapMakokuHeTHYHHTE CBOHCTBa Ha [lapukannuron ciel €IHOKPaTHHA J03H, HaJBHILIABALIM O30BHUS
unrepsan ot 0.06 to 0.48 mcg/kg He moka3saT 3aBHCHMOCT OT NoOJa.

[TaliMeHTH ¢ HapylieHa YepHoApoOHa PyHKINS

B uscnenpane, nposeaeHo ¢ Zemplar i.v., pasnpenenenneto Ha Ilapukamuuron (0.24 meg/kg) e cpaBHEHO
MPY MALMEHTH ¢ JieKa (n = 5) 1 cpeHo Texkka (n = 5) yepHoapoOHa HeaocTtaTbuHOCT (110 Child-Pugh) u
LA ¢ HenpoMeHeHa uepHoapobHa dyrkuus (n = 10). PapmakokrnneTukara Ha cBoboaHus [Tapukanimron €
CXO/IHA cpef M3C/IEABAHUTE B MPOYYBAHETO IPYNH Ha yepHoApoOHa (pyHkuua. He € HeoOXoaumo
KOPHMIHpaHe Ha JO3aTa NPH MALMEeHTH ¢ JieKa A0 CPEAHOTEXKA YEPHOAPOOHA HEXOCTATBUHOCT. BiinaHueTo
HA TeXKa YepHOJPOOHA HEAOCTATHYHOCT BBPXY (hapMaKOKUHETHUKATa Ha [lapvKaIUUTON HE € YCTAaHOBCHA.

bufpeuna HeNOCTaTHYHOCT

dapmakoKHHETHKATa Ha paricalcitol cien npHeM Ha eAMHHYHA [103a € ONKUCAH NPH NalyeHTH c XBH Cragun
3 WM cpeaHo TexKa 6p0peuna HepocrarbyHOCT (n = 15, GFR = 36.9 no 59.1 mL/min/1.73 m ) XbH
Craauit 4 wnu Texxa 656peuna Heaocratbuoer (n = 14, GFR = 13.1 50 29.4 mL/min/1.73 m %, u XBH
Craaumii 5 win TepMUHAIEH cTaauii 6s0peuHa HeocTaTeuHocT [n = 14 Ha xemoamanu3a (HD) nn= 8 na
neputoHeanta (PD)]. [Tonobro Ha enporednus 1,25(0OH), Ds, papmakokuneTrkara Ha [lapukanuuron cien
OpaJIeH [pUeM ce BiIvse 3HaYMTeIHO OT HapylieHata ObOpeunaTa GyHKUus, n3obpaseHo Ha Taba. 5. B
cpaBHEHME ChC 3/1paBH nuila, nauueHTHTe ¢ XBH Craawii 3, 4, n 5 nokassat noHmwkeHo CL/F 1 mo-asisr

[MOoNYXHBOT.

Taba. 3. CpaBHHATEIHA XapaKTepuCTHKA HA cpefanTe £ SD PapMakoKHHETHYHN MapaMeTpH
npu pasaaunuTe CTagun Ha OBp0peuHa HeJocTaThbYHOCT versus 3apaeu JInua

PapMakokuHeTHY | 3ApaBH XbH XBH XBbH Cr
HH HapaMeTpH JInna Cragui 3 Craani 4 HD

n 25 15 14 14

Jlo3a (mcg/kg) 0.240 0.047 0.036 0.240
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CL/F (L/h) 3.6+ 1.0 1.8+ 0.5 1.5+0.4 1.8+0.8 1.8+0.8

t,(h) 59+28 | 16.8+2.6 197+72 13.9 + 5.1 17.7+9.6

f, (%) 0.06 + 0.06+0.01 | 0.07+0.02 | 0.09+0.04 | 0.13+0.08
0.01

* H3uucneHo npu koHueHTpaya 15 nM Iapukanuutosn.

Cnen opanen nprem Ha [lapukanimron kancyn, GapMakokHHETUHYHHAT npodui Ha Iapuxanuuton 3a XbH
Crapwmii o1 3 10 5 e cxoneH. CrieoBaTeNHO He Ce HAAra KOPUFUPAaHE Ha 03aTa H3BLH MpenophYyaHuTe
NO3UPOBKHU.(BIK_4.2).

5.3 IlpeaxnnHnvAn JaHHH 32 0€30NACHOCT

OTKposABaLUTE Ce JaHHMU NPH MPOYYBAHE HA JO303aBHCHMATA TOKCHUYHOCT NPH IPU3a4H M KyYeTa ce
NpENMUCBAT Ha KalWEeMHYHATa aKTHBHOCT Ha [lapukanuuron. Edektn HesacHO cBbp3aHu ¢ XUMepKaILeMHs
BKJTIOYBAT MOHIKEH Opo¥ O KPBbBHH IUTETKU U aTpodHs Ha TUMYCA TPH Ky4eTa, KaKTO H NaTOJOrHYHH
CTOMHOCTH Ha APTT (moBuIleHO Npu Ky4eTa, NOHIKEHO MpPH MibxoBe). [IpoMeHuTe B 6eTHs KPbBEH pejl He
ce HabAoAaBaT Npy KIMHUYHUTE MpOoy4YBaHHus 3a [lapukanuuron.

[Tapuxanuuron He BIHUse BbpXy penpoayKTUBHOCTTA FIPH MIIBXOBE M HSAMa [JaHHHU 3a TepaToreHeH edexr NpH
[UTBXOBE H 3aHLU. BUCOKM 1031 OT Apyry BUTaMHH D- chabpikaluu npenapary, NpujiaraHy mno BpEME HA
OPEeMEHHOCT IIPY XMBOTHH UMaT TepaToreHeH edekr. [lapukanuuron nopausea deraiHaTa
JKH3HECTIOCOOHOCT M MpeIN3BMKBA 3HAYUTETHO YBEIHUABAHE HA IIEPUHATANIHATA U NOCTHATAJIHATA
CMBPTHOCT CpeA HOBOPOAEHH IUThXOBE, AKO C€ MpUJIara B TOKCUYHHU 33 Maiikara J03M.

[lapukanuuron He NposABABa MyTareéHHOCT /F€HOTOKCUYHOCT/ TIPH IPOBEACHU iM-Vitro U in-vivo OfUTH 34
MYTareéHHOCT /T€HOTOKCHUYHOCT/.

H3cnesBannsiTa 32 KaHIEpPOreHe3a NPY rpy3ayy He NoKassa 0coOEH PHCK 3a yroTpe6a mpy xopa.

Ilpnunaranure n03u W/unM CHCTeMHATa €KCHO3MLHUA Ha [TapUKaTUHTON ca NEKO 3aBULICHH B CPaBHEHHE ¢
TCPANEBTHUHNTE J03U U/ UITH CUCTEMHA €KCIMO3HIUSA

6. ®APMAIIEBTHYHH JAHHU

6.1 CnHcehbK HAa MTOMOIIHATE BeNleCTBA

ChbabpiKkaHHE HA KAICYJIMTE:
CpeaHOBEPWKHH TPUNTHLECPHAH

Eranon

byTunxuapokcuTonyeH

Kancynara:

] MHKpOTrpam 2 MUKporpama 4 MUKporpama

Kenatux JKenatux KenaruH

['nunepon ['munepon [ nmuuepon

Bona Bona Boga

Turanos quokcua (E171) Turanos quokcun (E171) Twranos aguokeng (E171)

Yepen xenezeH okeua (E172)

YepHo MacTHio:;

IlponuneH raukon

HepeH xeneseH okcua (E172)
[lonusunun-anerar-granar
llonveTuneH rinukon 400
AMOHHEB XHAPOKCHA
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6.2 HechbBMecTuMOCTH

Hama.

6.3  Cpok na roguoct

2 roaMHM

6.4  Cneunajgnu npegnazun MEPKH NPH ¢ChXPaHEeHHe

To3u nekapcTBEH MPOAYKT He U3MCKBA CleUMANHM YCJIOBHA Ha ChbXpaHEHUE.

6.5 Bua 1 cLeTaB Ha oNaKOBKATA

Enun 6naucrep or PVC/ bayoponoaumep/anymunneso doamo CHABPXKA 7 Kancyu.
Beska xytus cbaspka 1 wim 4 Onucrepa.
He Bcnuku BuioBe onakosku Morar na 6mat MyCHATH B nponaxba.

6.6 Croenwagnnm npeqnaszuu MEPKH NPH H3XBBDJISHE

Hsama crneunansy nsnckBanms.

7. NPUTEXKATEJ HA PASPEIIEHHUETO 3A YIIOTPEEA

Abbott Laboratories, S.A.
Avda. de Burgos, 91
28050 Madrid,

Hcnanus

8. Perncrpaunonen Homep

9. JAATA HA ITBPBO PASPEIIABAHE/TIOTHOBSIBAHE HA PASPEHIEHUETO 3A

CenrreMepu 2006 .

10.  JATA HA AKTYAJIMSUPAHE HA TEKCTA
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