KPATKA XAPAKTEPACTHKA HA IPOAYKTA -
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1. HME HA JIEKAPCTBEHHMA HIPOAYKT

Kpa;mra xapakmepucmuxa Ha npudykmes - fpunowerrue 1

Rocaltrol 0,5 micrograms soft capsules
Rocaltrol 0,25 micrograms soft capsules

Poxantpon 0,5 MEKpOrpaMa MEKH KallCymd j 5/ 2P o. o5
PﬁKﬂJITpO | 0’25 MHUKpOrpaMa MeKK KalCYJIH ] OﬂaﬁpﬂHﬂi ............. ../... ....... (.f ................................

2. KAYECTBEH H KOJIHYECTBEH CbHCTAB

Beska Meka kancyna Rocaltrol ot 0,5 pg ceaspxa 0,5 pg wamparpuon (calcitriol) Kato akTHBHO
BELIECTBO.

Bcaka meka kancyna Rocaltrol or 0,25 pg ceappixa 0,25 pg KanuuTpHoa Karo aKTHBHO BEINECTEO.
32 TLNHEA CIIHCHK Ha MOMOLIHHTE BEllecTBa, BIDKTE TOUKa 6.1,

3. JEKAPCTBEHA ®OPMA

Mexku kancynu

Rocaltrol 0,5 ng MekH KancyaM ca OBAIHH, KadABO-OpPaHKEBH 10 Y€PBEHO-0PAIDKERY OT ABCTE CTPAHH.

Rocaltrol 0,25 ug Mekn Xancyis ¢a OBaHN, Ka(aBo-0pamKeBH 10 YepBEHO-0PAHKEBH OT €IHATA CTPaH
M noutH OenH ot Apyrara.

4. KJIAHAYHH JAHHA

4.1 TepaneBTHYHH MOKA3IAHAA

- YCTAHOBE€HA OCTEOIOP03a B MOCTMECHOIIAY 34

- GBLOpeYHa OCTeOAMCTPOGdMA NPH NMALMEHTH ¢ XPOHMIHA 6BOpetma HEZOCTATHYHOGT, 0coGeHO NpH
OONHU Ha XeMOoaHanu3a

- BTOPHMMEH XMIEpNapaTMPEOMAWIEM IpH MNAlMeHTH C YMEpeHa A0 TeKKa xponiHa 610peyna
HEeAOCTATHYHOCT (IpeAaHani3a)

-  [OCTONEPATHBEH XHMIOMAPATHPCONINIBM

-  HAHOMATHYEH XUTIOIIapaTHPEOHIN3EM

-  [CEBAOXHMONAPAaTHPEOHAUIEM

-  PHTAMMH D-3aBHCHM paxwt

- BUTAaMHH D-pe3uCTEHTEH paxMT ¢ XHogochareMus

4.2 A 03MpOBKa ¥ HAYHH Ha HPRIOKENHE
Kancynute TpatBa ga ce NpernsilaT 1ed, 3a NPeAnoYHTaHe CIIe XpaHeHe, € TCUHOCT. -

OrruManHaTa JHEBHA J03a Ha KanuuTpron Tpabea na Os4¢ BHHMATEIHO ONPEACIICHA 33 BCEKH NAlHCeHT
BBH3 OCHOBA HA HHBOTO HA CEpyMHHA KanLmi.

JleuenneTo TpaAGBa BUHATH A Ce 3a110%8a OT HaH-HMCKaTa Bh3MOMHA 1033 H HE 'rpaﬁna Aa C¢ yBeJin4aBa
Oes za ce Tpocieassa BHUMATENHO CEPYMHHA KaMIMH,

ITo speMe Ha cTaGuAM3NpalnaTa $asa Ha NeuyeHHe ¢ KAILATPHON CEPYMHHTE HABA Ha Kanid Tpabea na
ce rpopepABaT Hali-ManKo ABa ITeTH ceamudHo. Koraro ce onpeiend ONTUMARHATA 033, HHBATA Ha

CepyMHMs Kanuuii Tpa6Ba Aa ce MPOBEPARaT BCeKH Mecell (AOITBAHMTENHAa HHPOPMALMA 33 OTASIHHTE
MoKa3aHMA ¢ AaZieHa [o-T0iy). e

[TpoGute 3a w3cnenBane Ha cepyMHIA kaiui TpAGBa a e BIEMAE Ges T}dplﬂlKET ~



Beanara cnes Karto cepyMHHMTE HMBA Ha Kaaums poctartsar 1 mg/100 ml (0,25 mmol/1) ian sopmaTa (9
no 11 mg/100 ml unu 2,25-2,75 mmol/l) uny cepyMHmaT kpeaTeHnH ce moswioM Han 0,12 mmol/l,
NEeYCHHETO TPAOBA [1a ce IPEKPaTH A0 HOPMAIK3NPAHE HAa Ka/IUMEBHTE HHBA.

[lo BpeMe HA NMepHoda Ha XHIIEPKAIIMCMHs HMBATa Ha cepyMHua Kanumi M ¢ocdop Tpsbba Aa ce
onpenenar exeanepHo, Korato ce noCTHrHaT HOPMajlHH HHUBA, ISYCHHETO MOXE A MPOABIDKH C AHCBHA

1033 no-uKcka ¢ 0,25 ug oT npwiaranara npend. TpaGra fa ce W3UMCAH NHSBRAWAT IPHEM HA KAWHA C
nMeTaTa u, Korato e HeoOX0IHuMo, 13 Ce KOPHTHpa [IPHEMBT.

[NpenmnocTapka 3a ONTHMAaNHa eQeXTHBHOCT Ha KAMIMTPHO/ € aA¢KBAaTHHAT, HO HE MPEKOMEPEH AHCBCH

npveM Ha Kanuuii (nmpH BB3pacTHH npubmmmtenHo 800 mg xHeBHo). Moxke na ce HANOKH
NPHAOKESHHUETO HA KANIMEBK NO0ABKH. |

[Mopanu noaoSpeHara pe3opOuma Ha Kanuui B CTOMAITHO-IPEBHMA TPAKT, HAKOH MNALUMCHTH, JEKYBAHH C
KAILUTPHON, MOXE Aa ¢ NOAABPKAT HAa MO-HACHK KANILMHEB [TPHEM. [Ip4 NauMEeHTHTE C TEHACHUHA KBbM
DA3IBHTHE HA XMIIEPKAIIMEMHA MOXE 1a C& HANIOXKK MpHeMaHe CaMO HA HHCKH NO3H KAILMA WK 12 He ce
npunarar godasku BuOOIUIE, '

O6mUAT JHEBEH NPHEM Ha Kanimii (T.e. OT XpaHATA H, KBACTC € NPHIOKKMO, OT JIEKapCTBa) TpAbGBa Ia
6bae cpendo npubnusurento 800 mg 1 He TpaAGBa aa Haaxsspa 1 000 mg.

IIpocnedssane Ha nayuexsmume

ITo Bpeme Ha crabwimanpamara ¢asza Ha neueHne ¢ Rocaltrol cepyMHNTE HHBA HA KaJl[Hi TpAOBa Aa ce
npoBepaBaT Hafi-Manko ABa OHTH C6AMHYHO. KoraTo ce onmpeaean onTuMaltara 1033 Rocaltrol, HuBaTa
Ha CepYMHMs Kanuuii TpA6Ba Ja ce MPOBEPABAT BCEKH Mecell (IONBIHUTENHA HHpOPMAlyy 3a OTASKHATE

NoKa‘aHua ¢ Aanena no-foay). [IpobuTe 3a MichensaHe HA CCpyMHUA KAnuUMi TpAOBA Ka Ce BleMar Oes
TYPHHKET.

Beaunara ciiedl KaTo CEpYMHNTE HMBa Ha Kamuus focturHar 1 mg/100 ml (0,25 mmol/l) Hag Aropmara (9
ao 11 mg/100 ml wnu 2,25-2,75 mmolfl) unn cepyMHmMAT KpeaTHHMH CC NOBIMIIH 1O > 0,12 mmol/l,
neuenmero ¢ Rocaltrol Tpatea aa ce mpexpatu He3abaBHO N0 HOPMANH3HPAHE HA KATLHCBHTE HUBA.

[Io BpemMe Ha MepHoja Ha XHNEPKAILMEMHA HUBATa Ha CEPYMHHA kamwit ¥ docdar tpadea na ce
OTIPEAEHAT exeaneBHo. Korato ¢ NOCTHIHAT HOPMANHH HWBR, JACUCHWCTO © Rocaltrol Moxe ga

APOABIIKH ¢ AHEBHA n03a Mo-HHCKA ¢ 0,25 pg oT MpHIaraHaTa npeau. Tpabra ga ce N3UMCAN AHEBHUAT
IpHeM Ha KANUUi ¢ JUeTaTa H, KOTATOo € HeoOxoaumMo, a ¢¢ KOPHIrapa NpHEMET.

» OcTeonopo3a B NOCTMERONAY3A

[IpenoprusaHaTa 4032 € 0,25 pug KalUMTPHON ABa IIHTH HHEBHO.
Hupara Ha cepyMHMA KanLui ¥ KpeaTHHHHA TpAOGBa Aa €& ONPEACHAT CICA 4 cenmur, cnex 3 A 6
MECELIa M CIICH TOBA Mpe3 MHTSpBaNH OT 6 Mecela.

¢ Bunlpeuna ocTeonucTpodus (NMAUMEHTH Ha IHANN3A)

Hayannata AHeBHa 1032 € 0,25 pg. [Tpy naumeHT! ¢ HOPMATHH WK CaMo NIEKO HaMaJICHH CEpyMHH HhBba
4a Kanmudl MOXKe a ca JOCTATHYHH Ho3H or 0,25 pg mpes neH. AKO 3a 2-4 CEIMMIM NeveHHe He Ce
OCTMCHE 733JOBOJIMTENIEH OTrOBOP B OMOXMMUWMHMTE [O0Ka3aTeNd H KIHHWMHATC TIPOABH hHa
1a60JI9BaHeTO, OHEBHATA J03a MOXE Na ce ysenwuu ¢ 0,25 pg AHEPHO Mpe3 HHTEpBalH OT 2 no 4
ceamuun. TIpes To3u mepuon cepyMHHTE HMBA Ha Kanuus TPAOBa Aa CC ONPENenAT Halt-Ma/IKo ABa IThTH
cemvmuno. [IpH 1I0BEYETO MAIMENTH OTTOBOP CE MOCTHTa ApH A03K MexXay 0,5 u 1,0 ug mHEBHO.

3a nombAHNTEIHA HHGOpMauMA OTHOCHO APYTHTE¢ MEPKH, KONTO MOXKE /a ¢4, HeOoOXOANMH, BIDKTE TOUKA
4.4.

YV CTaHOBEHO €, Y€ MepopaiHa Myincopa Tepamusi ¢ Rocaltrol ¢ Haganma gosza 0,1 ug/kg/cemMUIHO,
paifiencHa Ha IBE WIM TPH paBHM [O3H, TIPHSMaHH Beduep, € c(eKTHMBHAa AOPH TpH MAIHCHTH,

pebpakTepHd TpH HempexsCHara Tepanusd. He TpsbBa aa ce HalBHMIOABA MAKCHMAJIHA ob11a
KyMyJaTHBHa Jo3a oT 12 Ug ceaMimiHo.

e  BropteH XHIepNAPATHPECHANIBM (IPEATHANMIHH NAUNEHTH), © 7" "~y
"ful"ri J-::H J,- ! o ) - 11"1-?.1:5-‘;.-"-_.: '-.-I‘




[IpenopnryBanaTa Hayanka nHeBHa X032 Rocaltrol 3a neueHue Ha BTOPHICH XMNEPNAPaTHPEOHIUIBM H
MOMYYEHOTO BCIESACTBHE HA HEro MeTabONMTHO KOCTHO aa0onsBaHe MPH MAllUCHTH ¢ YMEpeHa A0 TE&XKa

XpoHM4Ha 6BLOpeuHa HeAOCTATHIHOCT, T.€. KPEATHHHHOB KTHPBHC 15 10 55 mi/min, e 0,25 ug AHEBHO
fp¥ BBIPACTHH M TIPH JICLA HA BH3PacT 3 FOXMHA KIM Io-roNeMH (a1aNTHPaHa 3a ToI Ha MOFBPXHOCTTA
ot 1,73 m?). AKo e HeO6XOAMMO, TA3K HO3UPOBKA MOXe fa Ob/ie moBumeHa 2o 0,5 Hg AHEBHO.

e XunonapaTHpeoHauinLm U paxmT

MpenopbuBanaTa Havanna f03a ¢ 0,25 pg nmHeBHO, NMpHEMaHa CYTPHH. Axo He ce Habmonasa
3aJ0BOKTENIEH OTTOBOP Ha GHOXMMAYHHTE MOKA3aTeNH A KIMHUIHATE NPOABH Ha 3a00/1ABaHETO, 103aT2
MOXe 12 ce YBENHUM Mpe3 MHTepsan oT 2 Ao 4 ceamuuy. [Ipe3 To3H NEPHON CEPYMHHMTE HHBA Ha KalyA
TpabBa na ce onpeaensT Ha#-Manko ABa IMBTH CEAMHTHO. AkO ce HaOmMopaBaT nNMpPHU3HALK Ha
XHIepKaILeMus, aedeHnero ¢ Rocaltrol TpabBa na ce npekparH He3abaBHO RO HACTBIIBAHE HA
HopMoKanuuemus. TpaGsa BHUMaTeNHO Aa e OOMHCIIHN ¥ NIOHWKaBaKe HA IpHEMa Ha KaILUHA ¢ AMeraTa.

[ToHsxora Mpy NAIMEHTH C XANOMapaTHPEONANIBM CC HaGmopnasa Manabcopbupa. Ilopann TOBa MOXE na
ca HeoOxoaumH no-BucoKH 1034 Rocaltrol.

Koraro ce mpeAnmucBa KAMIMTPHON HA OpeMeHHH KeHH C XKMONapaTHPSOHAHIEM, TpabBa Ja ce MMa
NpelBUA, ue TIPe3 BTopaTa NOoJOBHHA Ha OpeMEHHOCTTa MOXKE /13 © Heo6XoaHMa No-BHCOKa po3a. JlolaTa
Tps6Ba Aa ce HaMaJH CIIEA PAKIAHeTO KM 10 BPEME Ha KbPMEHETO.

o UauuenTH B CTAPUCCKA BLIPACT

[pr NAlLMEHTH B CTapYecKa BB3acT HAMA HYNfa OT KOpWIMpaHe Ha 103aTa. Tpabea na ce cnasgar
OOLIHTE NpSOOPbKH 33 MPOC/IeAIBaHe HA CCPYMHIA KA M KpeaTMHHHA.

. Hena
HsaMa NocTaTh4HO AAHHY 32 MPUACKEHHETO Ha MPOTYKTa NpH ACHA.

4.3 [IpoTnBONOKA3AHHS

e CBpBHXIYBCTBHTS/IHOCT KbM K&IIHTPAON JIH KbM APyTH pelmecTna OT CHUIATA TepaneBTHIHA
kareropus (BHraMus D win MeTaGoNUTH), KIIH KBbM HAKOE 0T NOMOIIHHTE BEIIECTBA.
¢ Bcuuku 3abonApanui, CBRP3AHN ¢ XHIICPKAIIHEMHA. |

4.4 CrnenMaJani NpeAynpeacHHs U NpeAnasHa MEPKH NpH ynorpeba

ChlIECTBYBa TACHA 3aBHCHMOCT MEXAY NEYeHMETO ¢ KAMIHTPHON M Pa3BUTHETO Ha XHIEPKATLHEMMA.
Pa3ko NOBMIIABAHE Ha TpMEMa Ha Kaniwii B PeIyNTaT HA TNPoMeHM B AMETaTa (vamp. NOBUIIEHA

KOHCYMAL HA MJICYHM NPOAYKTH) IIH HEKOHTPONHpAH IIpHEM Ha KINKEBU TPOAYKTH MOXe A3
OTIUIIOYH XuiepkaiimeMisA. JlalHeHTHTE H TCXHHTC cemelicrBa Tpafea A8 OBNAT YBEAOMCHH, 1e

CTPHKTHOTO CNa3BaHe Ha TpeanucaHaTa AWETa € 3aAb/DKUTEIHO u TpabBa Aa ce MHCTPYKTHDPAT ia
pa3NO3HaBaT CHMNTOMHMTC Ha XHOEPKaNHEMILA. Tleweruero ¢ Rocalirol TpaOBa ha c¢ NpEYyCTAHOBH
He3abaBHO, KOTaTO HHBATa HA CepYMHMA KamiMH I0CTHrHAT 1 mg/100 ml (0,25 mmol/l) Hax BopMaTa (9-

{1 mg/100 ml win 2,25-2,75 mmol/l), iwin CepyMHUAT KPEATHHHUH ce nopminy > 0,12 mmol/, aokaro c&
[IOCTHTHe HOPMOKATIEMUA, B, TOUKa 4.2.

O6e3NBIKEHN TIALHEHTH, HAND. G0JHH, KOHTO Ca NPETHPIENH ONCpallii, €2 H3N0XKeHN Ha TIOBRIICH PHCK
OT XHMEPKATITHEMHUA.

Kanuutpro NOBHINABA HUBATA HA HCOPraHMYHHTE docdatn B cepyMa. BENpeKn Ye TOBA € KesiaHO TpH
nammeHTd ¢ xumodocdaremus, HeoOXoAUMMO € BHHMAHUE NPH naudeHTH ¢ 6b0peuHa HEROCTATBYHOCT
[Opaiy ONaCHOCT OT EKTOIMYHO KANLMHIHpPaHe. TR AT
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B Takupa cnyuam ¢pocdarure B ImnaMarTa TpabBa Na ce NOIOERPXKAT HA HOPMATHO mmo (2-5 mg/100 ml
wid 0,65-1,62 mmol/l) upe3 mepopalHO NpWIOKEHNE HA TOAXONALLH tboccbar-cmpsnamn cCpeacTsa H
HHckodocdaTHa fHeTA.

He tpadpa na ce pomycka MpOH3BENCHMETO Ha CepyMHHA kanmuii o pocharure (Ca x P) Ia HAIXBBPIA
70 mg*/dl* win 5,6 mmol/1%.

[Taumenture ¢ BuTaMuHE D-pesncreRTeH paxuT (pammnHa xunodocaremun), lcomo ce JeKyBaT ¢
Rocaltrol, Tpadea A2 npoaBDKAT nepopanHara Tepanus ¢ pocparn. Tpadsa odaue a3 Ce BIeMe IpEeABHR

BPB3MOKHOTO CTMMYJHpaHe Ha upesHara abcopOumusa na docdarn or Rocaltrol, 'I'bﬁ KaTo TO3U eQeKT
MOX€E Na MPOMEHN HeoOXoaUMOocCTTa 0T KobapsHe Ha docdaTH.

1
[
I

THH Karo KanuMTphoa € HAK-aKTHBHMAT Hand4deH MeTabonuT Ha BATaMuH D, no BpeMe Ha JIeUCHHKETO €

KaNUMTpHOA He TpACBa fa ¢& MpeAnMCBaT APYTH MpOAYKTH ¢ BHTaMHH D. Ilo To3n HET-IHH MOXKE aa ce
TIPEAOTBPATH Pa3BUTHETO HA XHTICpPBMTaMiHO3a D.

AKO MalHeHTHT NnpeMHHe 0T eproxanumdepon (ByramMui D;) Ha KaTLUHTpHON, MOXe Aa ca HeoOxoauMu

HAKOIKO Mecela AOKATO HHBaTa Ha eproxaquxdepos B KPEBTa C€ BbPHAT AO H3XOAHOTO CH HHBO {BX.
CBINO TOUKA 4.9.).

JIHeBHUAT NpHeM Ha Kanuui ¢ aueTara TpaOBa ma ce MAYHCIABa K NpH Hymna'na ce KOpHrupa.
YKa3aHHATa OTHOCHO AueTaTa, ocobeHo Te3u, KOHTO ¢ OTHACAT A0 AOIMBJIHMTENHHA [IPHEM HA Ka/UHH,

Tpa0Ba CTPHKTHO 2@ C€ CI43BaT, KATO ¢t H30ArRa npueMa Ha KANMUMA-CBABPKAIIH noﬁamm, KOMTO c€
npoaapar Oe3 penenTa.

INaupeHTn ¢ HopManHa OnlOpevna QYHKIMA, KOHTO HNpPHEMAT KaNLMTPHOI, Tpaﬁna aa u3barear
mexuapatauui. TpaGsa qa ce noambppxKa ROCTATHYCH NPHEM Ha TETHOCTH.

HeoGxoanmute peaoenn nabopaTopHi HICAEABAHNA BIIIOYBAT OMPEACIARE HHBATA Ha xamms, pocdopa
H MarHC3HA B cepyMa, ankamHara docdarasa H KOJMMECTBOTO HA KAMIUA H tpocqm*rme B 24-9acoBa

ypuna. [To BpeMe Ha crabmim3Mpamiata $ala Ha JeHeHHETO C KATIMTPHO/ CEPYMHMTE HMBA HA KJIL(HA
TpaGBa A Ce mpoBepARaT Half-MaIKO ABA THTH CeAMUIHO (BkK. TouKa 4.2.). i

To3u NeKkapcTBeH NPOAYKT ChALpka copGHTon. IlalMeHTH ¢ PEAKM HACNEACTBEHH npobneMy Ha
HeMOHOCHMOCT KBM ¢pykTo3a He TpAGBa a NMpHEMAT TO3M JICKApCTBEH NIPOAYKT.

4.5 BiaumozelicTeHe ¢ APYry JeKApCTBEHH NPOSYKTH H APYTH GopMHu Ha
B3aHMOJeHCTBHE

THil KaTO KATIWTPHON € e[MH OT Hal-akKTHBHATE MeTabonuTH Ha BUTaMAH Dj, BuTaMuH D K Herosure

NpPOW3BOMAHK He TPROBA I3 CE NMPIIATAT SAHOBPEMEHHO C KANUWTPHOMN, 33 A ¢¢ M3ICErHAT BHIMOKHUTE
aAMTHBHH edeKTH Y XHMepKanuueMHATA, ’

Tpa6Ba CTPUKTHO 1@ Ce CNA3BaT YKA3aHWATA 3a jAMeTaTa, oco0EHO N0 OTHOMCHAE HA KATIHEBHTE
no6aBkH, U Aa ce H30ATPa HEKOHTPONHPAKUAT TIPHEM Ha JOITBIHATEIIHH Kanm{ﬁ-cmﬁpmamu NPONYKTH.

EaHOBpEMEHHOTO JIeUEHHE ¢ THAINAHH ANYPETHIM yBEIN3absa PACKA OT xnncpuammﬂm TpnbBa na ce
BHUMaBa NpH MPWIOKEHHE Ha KANUWTPHON MPH NANKCHTH, [TOATIOXNCHH Ha neqeﬂﬂe ¢ OHTHTaNHCOBH
NPOAYKTH, Thif KATO XHNEPKANIMEeMIATA NPH TAKNBA NTAUHMCHTH MOXKE 13 NpHIHHA apq’mm{

OrHomieHds Ha PyHKUMOHANSH aHTArOMWILM CHIICCTRBYBAT MEXIY aHANOINTC Ha i}mmnﬂ D, xouTo
3ACHWIBAT KIIMCBAaTa pe3opOiiii, u KOPTHKOCTEPOMIATE, KOKUTO A MOTHCKAT-

Marnesui-CpObpKAINM NiekapcTsa (Hallp. aHTHAIMAM) He Tpabba na ce mpwiarar él.nﬂonpemeﬂﬂo npH
MALUHEHTH HA XpPOHHYHA XeMOoAnanmia, 3amoeTd TOBa MOXC Na npElIH3IBHKa KH_HE‘E@!&I’I-I#ZIHEMHH.
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Tl XaTo KANUMTPHON OKIHABA $oCHATHHA TPAHCNOPT B deprata, GEOPEmHTE U KOCTHTE, A03MPOBKATa
Ha ¢ocdar-cebp3BauIMTe CPeACTBA TpA6ba a C€ KOPHTHpPA B CHOTBETCTBHE CbC CCPYMHMTE docdaTHH
KOHLEHTpaunH (HopManHi croiiHoety: 2-5 mg/100 ml win 0,65-1,62 mmol/). |

[lauuenTrTe ¢ BHTaMMH D-pesucreHTed paxur (damuina xunogpochareMiu) Tpnﬁnﬁ Aa MpoAbJKAT
nepopaiHara Tepanus ¢ dochatn. Tpabea obaue ga ce MMa npedBhl, Y€ KANLMTPHON MOXe fa

CTHMYJMpa ypeBHara abcopbims Ha docdaTrTe M NIOPanK TOBA A2 CE HANOXKH KOPMI¥paHe Ha N103aTa Ha
docdaTHuTe AoGaBKM. |

Moxe na ca HeoOXOAMMM TO-BMCOKM AO3H KAIUMTPHON, aKQ €IHOBPEMEHHO C¢ MpHarat CHIUMHH
WHAYKTOPH XaTo (peHuTOUuH M (peHoOapOmTa. |

[IpHIOKEHHETO HA SH3IUMHH MHAYKTOpH kato ¢deHMTOMH Wi deHoOapOuTan MOke Aa N0BEAS 10
33CHIIEH MeTaO0MUILM | IO TO3K HAYMH I HAMANH CEpyMHHMTe KOHICHTPAalMn Ha kanuurpHoi. [Topamn

TOBA, KO Te3H IEKAPCTBEHH BPOAYKTH CE MPHEMAT eJHOBPEMEHHO, MOXE A2 ca HeOOXOHMA 110-BHCOKM
O3 KanMTpHO.

KonecTHpaMyy MOoXe A3 HAaManu vpeBHAaTa pelopOuus HA MACTHO-PASTBOPUMHTEC BHTAMHHH H IO TO3K
HA4YMH Ha BIOLIH YpeBHATa peaopOlida Ha KAIIHTPHOIL. |

4.6 BpeMeHHOCT N KbpMeHe

Cy6neraniu NepopanHH N034 HA BUTaMMH D ca mpeamBHKaIH CynpasajiByliapHa aopTHA CTEHO3a [MpH
derycn Ha Gpemennn 3aftun. HaMa NaHHH, KOUTO Na AABAT OCHOBaHHE Aa CC PeAION0XkH, Y€ BATAMHH D
e TepaTOreHEH 3a XOpa JAOPH BBB BHMCOKH m03M. KanuurTpHON TpAGBa Aa ce NpPWIara no BpcME Ha
GpeMeHHOCT CaMO axo TNOTEHUMANHATA TIOT3a HAMXBBPIIA PE3MOXKHNA PHCK 32 deTyca.

Moske fa ce TipueMe, Y€ eK3IOTEHHUAT KANMTPHON peMUHaBa B xspMaTa. C orjel Ha BB3MOXHOCTTA OT
XMNepKaJUHEMiA Ha MalkaTa M OT HEXKEeJIaHH PeaKiliH NpY KepMaieTaTa Malix#Te MOTraT Aa KbPMAT 110

BpEME HA JieYeHHE C KAILMTPUOJ IMPH NONOXKeHAE, e CCpYMHHTE HUBA Ha Kanmait Ipn MafikaTa ¥ nnoja
ce nmpociaenssar (Bx. Touka 4.2.). '

4.7 EdexTH BbpXy cnocoSHocTTa 3 modupane n pabora ¢ MALINHY

He ce o4akpar.
4.8 HexeJaHU JeKAPCTBEHH PeaKiiuH

BpOAT Ha HEXENAHUTE PeaKuy, choOMmeHy NP3 ABJIrOrONHIIHATA KIMHATHA ynorpefa, ¢ MEOIO MaJIbK

13 BCHUYKH MOKa3aHMs. BCAKa HeXellaHa peaxiys, BKNIOUMTENHO XHICPKaUHCMHd, Bb3HHKEA MHOTO
panko (<0,001%). |

BB3HMKBAHETO HA HEXENAHM peakid¥ NpH yrnorpefara Ha KaMIMTPHON € I10-BEPOATHO, KOTATO A03aTa
HaABHIIABA HHAMBHIYATHHTE HYXIH. ~

Thit kaTo KaIUMTPUON AcHCTBa KaTo BHTaMHH D, HexeNXaHHTe peakiy, KONTO MOXe na Bb3HMKHAT, Ca
noxoGHM Ha Te3n, HaGNOAABaHY NpH MpeAo3vpale Ha BuTaMHH D, T.e. CHHAPOM Ha XHNCPKAILMEMHA

WM  KamnueBa WHTOKCHKAIMs (B 3aBHCHMOCT OT TEXeCITa M MPOABDKHTCNHOCTId Ha
XHUIIEPKATTIHEMHAT).

IMoHaKkora ce MoABABAT OCTPH CHMIITTOMM, CRBP3aHH C!

Hapylnenus Ha MeTaboJIMIMa ¥ XPaHCHETO: aHOPEKCHS.
Hapywenus Ha HepBHATa CUCTEMA: IaBobonne.

CroMairHo-4peRHM HapylICHHA: TalicHe, IOBPhINAHe, KOPEMHA HIH CTOMALIHA 6onKa ¥ 3arex.

g rF - Trr

Moe na ce pa3BHAT XPOHHYHH CHMITTOMHU KATO! so it
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Hapymenna Ha MetaboniraMa 1 XpaHEHETO: JACTPOHA,
Hapyuwienna Ha HepBHATa CUCTEMa: CETUBHH HapyIIEHH.

HapyuleHns Ha eHAOKpMHHara cncreMa: ¢ebpunurer ¢ Xaxia, Xaxaa/MONMAMINCHA, NONHYPHS,
AeXHUOpaTalmA, ClIMpaHe Ha pacTeKa.

[TcuxXHMHM HAPYIUCHWA: ANIATHA,
Hapymenna Ha 666peuyTe ¥ NHKOIHHTE MFTHINA: MHQEKLUHNH HA MHKOTHHUTE MTHINA.

[lopag¥ kpaTkoTO OHONOrHYHO BpeMe Ha TNOMKHBOT HA KATUHTIPHON, (apMAKOKMHCTHYHHTE
H3CAEABAHMA Ca MOKA3ANH HOPMAMM3HpaHe Ha NOBHINEHATS HMBA HA CEPYMHMA Kanuwii A0 HAKONKO AHH

CNen TnpeycTaHOBABAHE HA JIcUeHHeETO, T.€. MHOTO no-66p30 OTKOIKOTO IPH JIEYCHHE C. NMPON3BOAHH Ha
BUTAMHH .

INpn enHOBpEMEHHO BH3HHKBAHE Ha XMmepkanuuemusa H xmmepdocdareMun Han 6 mg/100 ml wiu Han

1,9 mmol/l Moxe Aa ce pa3sBHe KanuMPHUKAIUd HA MEKHTe TBKaHH. TA MOXke Ja ce YCTaHOBH
peHTreHorpadCKu.

Tpyu naunenTH ¢ HopMaHa 6B6pevHa QyHKINA XPOHHIHATA XHIICPKANIHMEMUA MOXKE a 6b¢ cBBp3aHa ¢
NOBHULIEH CEpPYMEH KpeaTHHHH.

[Ipy 9yBCTBHTENHH MAalLMEHTH MOXE A8 C€ PA3BHAT peaklH Ha CBPBXTYBCTBHTENIHOCT {cnpbex, oOpup,
YPTHKApHA U MHOI'O PAAKO TCKKH EpHTEMATO3HN KOXHH HApYIICHMA).

4.9  Ilpemoiupane

THit KaTo KQILHTPHON € MPOW3BOAHO HA BHTAMMH D, CHMITOMHTE NpH MPEIO3IMPAHE Ca CHIINTE KaKTo
TpY Tipeao3npane Ha BUTaMHuH D.

[TpHeMaHeTo Ha BHCOKH 4031 Kamuaft H (ocdary 3aemHO ¢ KATUATPHON MOXKe a MpeAnsBHKa Noao6HA
cumrrromy. He TpaGBa na ce JOMycka MPOM3BEACHNETO Ha CEPYMHMA KaLHA M0 docdarure (Ca x P) na
uanxpbpims 70 mg’ / I wiu 5,6 mmol*/F’. BHCOKO HMBO Ha Kallpi B JMATHIHATA TEYHOCT MOXKE A4
AONIPHHECE 32 PAIBUTHE HA XUIEPKATIACMNA. |

CaMnToMy
¢  Ha OCTpPa HHTOKCHKAaLMA ¢ BHTaMuH D: aHopekcHs, rapodo/ne, NOBPBILAHC, JAMCK.

e HA XPOHMYHA MHTOKCHKALMSA ¢ BHTaMuH D: xuctpodus (cnabocT, 3aryfa Ha Terjo), CCH30PHU
HapyILEHHAA, BEIMOKeH (eOpUINTET ¢ Kakaa, MOIHYPHs, ICXHApaTaLys, andTHA, CONpane Ha
pacTexa N HHGEKIMH Ha MUKOYHUTE METHIA. XWNepKaTUHEMHATA CC [MPOABABA C METACTATHYHH
kanuudukarTy Ha 6pOpeunarta Kopa, MHOKap[a, 6eHTe ApoOboBe H NAHKpeaca.

Jleyenye L

Tps6Ba fa cc MMaT MPEXBWM CICAHMTE MEPKM 3a JIeUeHMe Ha cnydafiHo MpefiojMpane: He3abaBHa
CTOMAILIHA NPOMHBKA MAH NpeAX3IBHKBaHE HA NOBphLIaHe, OPHIAraHe Ha TEUCH napauH, MHOOKPATHO
oTipefie/He HA CepYMHHA Kamui. AXO NMOBMWWCHHTS HHBAa Ha KalHi NepCHCTHPAT, MOXEe Ja Ce

npunoxar GocdaThH U KOPTUKOCTEPONIH M a2 Ce IpEATPHEMAT MEPKH 3 NPEUIBUKBAHE HA ANCKBATHA
auypesa. |
3a NedeHNeTo Ha Ge3CHMITOMHATa XHIEPKATIIMEMHUA, BIDKTe TO4KA 4.2,

5 GOAPMAKOJOINYHH CBOMUCTBA

3.1 ®apmakoaIHHAMHYHY CBOHCTBA

dapmakoTepanepTHaHa rpyna: Buramun D 1 ananosu, ATC kox: A11CC 04,




M3rnexna, ye B nuraBuIaTa HA 9EpBaTa IPH YOBEKa CBHINECTBYBA PElLlENTOP-CRBPIBAll NPOTCHH 3a
KaTUMTPHON. JOIENHHUTE/NHH JaHHM COYAT, Y€ KATIATPHON MOKEe Oa NeHCTBA ChINO M BhpXy OnOpeKa u
NapaTHPOMABMTE kNe3H. Kaniurpuon ¢ Hal-akTHSHaTa H3BCCTHA Popma Ha BuTaMuH D 3a CTHMyTHpaHe
Ha YpeBHHA TPAHCNOPT Ha Kamuua. [IpH mabXoBe ¢ OCTPA YPEMMA € AOKA3aHO, Y€ KaATPHON
CTHMYJIHpa YpeBHATaA pe30pOLHR HA KalluA.

brOpeuHTe Ha MALMEHTH C YpeMHA HE MOTaT Aa CHHTC3HPAT AOCTAaThYHO xa.numpnon, AKTHBHMAT
xopMoH, ofpazyBaH oT npexkypcop Ha BuramMHMH D, IlonyueHara XHIoKanuueMHs ¥ BTOpHYEH
XHUIEPNApaTHPEONAM3BM Ca OCHOBHATAa MPHYMHA 3a MeraGonuTRoe kKocTHO 3abonssane npu O6nOpeyHa

HEZOCTATBhYHOCT. JpyrH KOCTHO-TOKCHMHHM BemecTha obade, KOMTO CE HATPYIBAT NpM ypeMns (Hamp.,
ATYMHHHI) MOXKe ChLIO Aa AOTIPUHACAT 33 TOBA.

bnaronpuariaar egexT Ha Rocaltrol npu 656peuHa ocTeoRNCTpOPHA mrnemlh ce IOBJIKH Ha

KOPHI'HpPaHE Ha XUNOKAILHEMHMATa N BTOPHIHMA XHnepnapaTHpeouamisM, He € CHI'YPHO DA} Rocaltrol
HMa OpYTH He3aBMCHMH ONnarolipuaTHn edaem

Kanuutpuon e eanH oT Hafi-BaXHWTE akTHBHA Metabonwty Ha BuTamuH D;. HopManHo Toit ce oOpa3sysa

B OpOpeunTe OT HETroBHA INpekypcop, 25-xuapokcrxonekanduuepon (25-HCC). EunorenHara
nponykius Ha xamuprpuon obukHopeno € 0,3-1,0 pg aaeBHO M € Manko No-ronsfMa B NEpHOAH Ha
3aCH/IEHO KOCTHO W3rpaxipaHe (Hanp. MpH pacTex miH OpeMeHHOCT). KanuWrTpHon sacunBa 4peBHATa
pe3opOLMA HA KaNlMd ¥ Peryjiupa KocTHaTa MUHEpanmiaips. PapMaKoIOTHYIHHAT ecl)m Ha ¢JHOKpaTHa
7032 KANLUUTPUON NPOARILKARA OKONO 3-5 AHH.

KniouoBata pons Ha KanmMTpUON B peryjiMpaHe Ha KAallMeBaTa XOMEOCTAlR, KOETO BKIIOYBA
CTHUMY/HpaHe Ha ocTeobNnacTHara aKTHBHOCT Ha CKenera, € (papMaKojioTH4HaTa OCHOBa 3a
TepaleBTHUHNA MY edeKT MPH OCTEONOpO3a.

[Ipu manueHTH ¢ H3paseHo GuOpeuHo yBpexaaHe, ocobeHo npu GonHm Ha xpom{-ma XeMOAHANH3E,
CHHTE3IATA HA CHAOTCHHHMA KAJILMTPHON IOCTOAHHO HaManaBa H MOXe Na ce NpekpaTH HanmbiHO. Tosu
AedHIHT Mrpae KIO90Ba POl B HAYanoTo Ha 6u0pevHaTa 0CTCONMCTPOdHS, “

[Tpu naumentd ¢ 6xOpeTHa ocTeoaucTpodHa NEPOPANTHOTO NMPUIOKEHHE Ha KATLHTPHOI HOPMAIH3KPa
qpeBHATR Pe3opOUMA Ha Kanilhs, XUNOKAILMEMHsATa, MOBHMINEHaTa ankaiHa Qocdarasa B cepyma M
CepYMHHTE KOHLCHTPAUKH Ha NaparkpouAHns XopmoH. Toll o6exdasa KoCTHATA H MYCKyRHaTa 60/1Ka 1

KOPUTHpa XHCTONOTHYHMTE NPOMEHH, XKOMTO BB3HHMKBAT NpH (HOPO3AMA OCTEHT M JApYTHTE
MHHEPATH3ANMOHHN AedEeKTH.

IlpH NauMEHTH ¢ TOCTONEPATHBEH XMUIOMAPATHPEONAU3EM, HAHONIATHYEH XUIIOTIAPAaTHPEOUAUIBM HIH

[CeB0XHKIONAPaTHPEOMAMIbM XHUIIOKANIMEMHATA M KIHHNIHUTE # npoABH ce OONIEKUIBBAT OT JeYCHHETO
C KanuHTpHO. |

TIpn nauMenTH ¢ BuTaMuH D-3aBKCHM DAXWT CEpyMHHTE HMBA Ha KANLWTPUON C3 HECKK WM SUICBAT.

Tsi#t KaTO eHIOreHHaTa MPOMLYKLMA Ha KalMTPHON B OROpellTe € HENOCTaThYHA, TPADBA 1a ce 0OMBCnH
3aMECTHTENHA TEpanna ¢ KallUTPHOIIL. ;

[Tpu naupenTt ¢ suraMul D-pesucTeHTeH paxuT B xumodocdareMus, NpH KOHTO [Uia3sMEHHTE HHBA Ha

KaTLUTPHOJ ca HaMaseHH, JEIeHHETO ¢ KAMMTPHON HaMasBa TyGynHoTO enMMHHUpaHe Ha ¢ocdarnre
H [IpH eIHOBPEMEHHO NedeHne ¢ pocdarH, HopMaNTH3HPa KOCTHOTO PAa3BUTHE.

OcBeH TOBAa NICYCHHETO C KaNLMTpHoa e OWiIo TMoNe3HOo MPH NAlMeHTH C pa3fnudHd ApYTH $OpMH Ha

paXKT, Hanp. BbB BPb3Ka ¢ HEOHATAIEH XCNATHT, GIWInapHa arpesus, UHCTHHO3a M nec]mm-rr Ha Kaniwii u
BuTaMUH D B anerara.

5.2 PapMaKOKMHETHYHH CBOKHCTBA LT
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Pe3 UA

Kanuwmrpuon ce pesopbupa 61p30 B yepbara. MakcuMaTHM CepyMHM KOHIEGHTDAURH Clle/l eAHOKpATHA
nepopanta no3a ot (,25-1,0 pug xanuuTpron ¢a NIOCTMTHATH A0 3-6 Yaca.

Cien MHOTOKpaTHO PHIOXKEHHE CePYMHMTE HHBA HA KAILATPHON AOCTHIaT PABHOBECHO ChCTORHME A0 7
AHH B 3aBUCHMOCT OT A03aTa HA NPHIOKEHUA KaTLMTPHON.

Pasnpenenexnue

Cnen eanoxpatHa mepopanHa no03a oT 0,5 pg kamumTpHon cpelHaTa cepyMHa KOHLEHTpaLud Ha
KaNuUTPHON C¢ € NOBHINIIA B CPABHEHUE ¢ M3XOXHOTO HMBO ¢ 40,0 T 4,4 pg/ml a0 60,0 + 4,4 pg/ml caen
ABa Haca u cnel Tosa € cragHana Ao 53,0 + 6,9 pg/ml cnex werupu uaca, go 50,0 + 7,0 pg/ml cnen ocem
4aca, 20 44,0 + 4,6 pg/ml cnen nsanHagecer gaca u Ho 41,5 + 5,1 pg/ml cuexn 24 yaca.

[lo BpeMe Ha TPAHCTIOPTHPAHETO B KPHBTA KAMTPHON H Apyrs MeTaboNHTH Ha BUTaMuH D ce cBLp3Bar
CbC CNELHPHIHH ITA3MEHM IPOTEHHH.

Moxe na ce mpHeMe, Y¢ eK30TSHHHUAT KANUMTPWON MpeMuH2sa OT MAfqVMHATa KPbB B KPHBHMA TOK Ha
deTyca U B KBpMaTa.,

MeTabonuisM

Mnentuduuupany ca HAKOAKO METAG0MMTA HA KANLMTPHOA, BCEKH OT KOHTO OCHUIECTBABA PasNHUHK
edexTH Ha BHTaMHH D: 10, 25-anxuapoKcH-24-0Kco-Xonexanundepon, 10,23,25-TpHXHAPOKCH-24-0KCO-
xonexamuugepon, 1a,24R,25-rpuxuapoxcuxonexkantmbepon, 1a,25R-auxuapokcuxonekanungepon-26,
23S-nakroH, 1o,258,26-Tpuxunpoxcuxonekanuudepon, lo,25-AUXNAPOKCH-23-0Kkco-X0neKaNLMepo,

12,25R,26-1puxnapokcu-2 3-okco-xonexammdepon K 1a-xuapokcu-23-kapbokcen-24,25,26,27-
TeTpaHopXonekanumdpepo.

EnuMuHHpaHe

BpeMero Ha NONYKHBOT HA KamMTpuon oT cepyMa € 9-10 vaca. DapMakoJOrMIHMaAT e(exT Ha
eAHOKpaTHa mo3a Kanuurpuon ofage npogpnxkapa Hali-Manko 7 AHH. KanLMTPHON ce eXCKpeTHpa ¢
AJTbYUKATA K CE MOATara Ha eHTepoXenaranta mMpkyaanua. Cren HHTpaBeHO3HO NPHIOXKEHE Ha Oenas3aH
KaNMUTPHON Ha 30PaBH HHAMBHAK OKONMO 27% OT pannoakTHBHOCTTA C€ OTKPHB2 BEB (peKanuute U 0KOJNI0
7% B ypHHaTta cfien 24 gaca. Ciel nepopanHo NpHIokeHHe Ha 1 ug Oemasad KalIUMTPHON HAa 3APaBH
HRAMBUAM, TpuOmmBATeHO 10% oT o0mara pagHOAKTHBHOCT C& OTKPHBA B YPHHAaTa B paMKHTe Ha 24
yaca.

Ha mectia AeH cnen MHTPaBeHO3ZHOTO MPHAOKeHHe HA Oe/dlan KaIUMTpHOJ CpeaHaTta KyMynaTHBHA
ekckpeuns e 6mna 16% B ypusara 1 49% BLE dpexaauure.

[1pu mauneHTH ¢ HeGpOTHICH CHHAPOM HAHM OGONHH, MOANOKEHH HA XEMOIHANH3a, CEpyMHHTE HHBA HA
KaniMTpHoA ¢a OWIN HaMaIeHH H BPEMETO AC AOCTHraHe Ha MAKCHMAIIHH HHBA € OWI0 YIBIUKEHO,

5.3 IIpeAKAHMHHYHY JAHHH 33 6€30NaACHOCT

VlsnuTBaHuATa BBPXY OCTpara TOKCHYHOCT INpM MMOIKK H TUTBXOBE [IOKa3BaT, 4€ nepopaiHara
[IpHONMINTEIHA JISTATHA A03a Ha KAIMTpHon ¢ 6mna B guamnasona 1,35-3,9 mg/kg. Te3u crolinocTH ca ¢
HAKOJIKO MOpAABKAa NO-BUCOKH OT MOpeanaraHara kiMHW9Ha po3a ot (0,25 pg 1osa mBTH AHEBHO
(npubamanrento 8-10 ng’kg/Ha nex).

[UecTMeceyHH HM3NMTBAHMA HAa TOKCHYHOCTTA INPH IUTBXOBES M KY9eTa IOKadBaT, e KaJALMTPHON B
nepopanina nosa ot 20 ng/kg aHesHo (IBa hTH NOBeYe OT oOWyaliHaTa TepaneBTHYHa 034 IipH Xopa) 3a
CPOK 10 6 Meceua He € IMpeaU3BHKAN HEXNENAHH peakudn WK Te ca Suan MuHAMmanuM. [Ipu 80 ng/kg
AHeBHO (8 nmbTH obduvyaitHaTa mo3a MPH XOpa) 3a CPOK 10 6 Mecelua TeIn peaxkuuu ca Ounu yMepeHy;
HabmonasanuTe MpoMeHH Hafi-BEpOATHO C¢a ¢ ALDKand TPedHMHO HA TNPOJOHTHpaHaTa
XANEPKANTLHCMHNA.

YI3NUTBaHUATA BLPXY PENMpPOAYKTHBHATA TOKCHMYHOCT IPH IUTBXOBE MOKA3BAT, Y€ NEpOPAIAH Ao3H Ao 300
ng/kg/nuesHo (30 meTH 0OKyvaiiHaTa X034 [IPK X0pa) He ¢a MOBIHATH HeGNnaronpuATHO PENPOAYKTHBHOCTTA.
[Ipy saliyM kanuMTpron € mpedM3BHKAN M3BECTHH TOKCHIHHA eQCKTH BLpPXY Maiikata ¥ mnioza mnpH

nepopansa xo3a oT 300 ng/kg/muesHo, 6e3 na NMpHIMEAPA HeXENaHH pwmn ,EI.GSH ot 20 wm 80
ng/kg/nuesHo (8 meTH oOMuaiiHaTa 1032 MpH X0pa).



[Tpm ABa TecTa in vitro He e HaMEpeH MYTAarcHeH e(eKT Ha KANMUTPHON. JIONMBIHMTENHH TecTOBE 33
MYTarcHHOCT He Ca npaBeHu, He ca MpoBeaaHH MICTSABAHMSA 32 KAHLIEPOTCHHOCT.

6 ©APMALIEBTUYHHA JAHHHA

6.1 Cnuchk Ha NOMOLIHUTE BellleCTBa

byTuaxuapokcnanuson
byTUNXHaOpoKCHTONYEH
Tpuranuepnaom, cpeaHO BEPHKHK
Aenatun

['nuuepoin (85 mpoueHTeH)

KapuoHl 83 (copburon, MaHUTON, XHAPOreHUPAHO XHAPOAHINPAHO HHINECTE),
Turanos anokcun (E171)

Yepben keneseH okcua (E172)
BT KeneseH okcHr (E172)

6.2 HecnBMecTEMOCTH

Henpuioxumo.

6.3. Cpox B3 rogHocT

3 roouHu

6.4 Coneuuanin yc10BHSA HA CHIPAHEHHE

CreineHn OYTHIKH:

Ha ce cuxpanasa nog 30°C.

Ha ce na3y oT CBET/IMHA.

Ha ce CbXxpaHABa B OpHIHHANHATA OITAKOBKA,

bravcrepu:
Ha ce Cexpausapa nog 25°C,

Ja ce CbXpaHABa B OPUTHHANHATA ONakOBKa,
Ha ce na3u oT CBETJIHHA H BNara.

6.5 HNaHHW 33 OMaKOBKATA

ByTnnka oT kaABO CTBKIO ¢ IUIaCTMACOBa 3AMYLIANKA HA BHHT. byTHinkure cwhaspxar 30 wnu 100
KancyJiu.

bnucrepu ot PVC/AL ¢onuo, no 30 mnu 100 xancynd B egHa KapTOHeHa omakoBka. Eaun Gnncrep
cbabppxa |0 xancynn,

He BcHukH pHAOBE ONMAKOBKM Morat Aa 6biar mycHaTH B nponaxkda.

6.6 CnennajHy Npeana3HH MePKH NpH H3IXBLpAaKe B paboTa

HamMa cnelmanyy M3UCKBaHHA.

7. HPHTEXATEJI HA PA3PELLIEHHETO 3A YIIOTPEBA

Ponx benrapus EOOJ, yn.”bsano none” Ne 16, Codns 1618, Brnarapus.

8.  HOMEP(A) HA PAPEIIEHHETO 3A YIOTPEBA 7 v o~ 7,
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Rocaltrol 0,5 pg mexu kancynu: Paspemenue 3a ynotpeba Ne I1-6379; per. Ne 20020926
Rocaltrol 0,25 pg meku xancynu: Paspemenye 3a ynorpe6a Ne [1-6378; per. Ne 20020925

9, AATA HA THPBO PA3PEIHABAHE / HOAHOBSABAHE HA PA3PENIEHHETO 3A
YIIOTPEBA

29.03.1994, nogHoBaBane Ha PY — 20.11.2002

10. AATA HA AKTYAJIM3UPAHE HA TEKCTA

Oxkromepu 2008 r.
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