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3emmnap 1 MEKpoOrpaM MEKH KancyJiH LTS A
Zemplar 1microgram capsules, soft

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcegka Meka kancyna 3eMiuiap 1 MHKporpaM cbabpxka 1 MUKporpaM MapyuKaiuTON:
[ToMoLIHM BElIECTBA C U3BECTEH €(PEKT:
Bcska xancyna 3emiuiap 1 MHKporpaM ceabpska 0,71 MAIMrpaMa €TaHon

3a nvanusm cruceyK Ha ROMOLHUME 8euyecmea, auxcme mouxa 0.1,

3. JJEKAPCTBEHA ®OPMA

Meka karncyna
Kancyna ot 1 MEKporpaM: OBajlHa, CHBA MEKa Kancyjia ¢ Te4aT ¢ YEpHO MacTi0 Ha [Abbott

Joro] H “ZA”.

4. KIHHAYHHA JAHHH

4.1 TepaneBTHYHH NOKA3aAHHA
3eMmiap € NOKa3aH 3a NMPUIOXEHWE MPU MpPEeBEHUMS W JieYeHHe Ha Bb3PaCTHH MALMEHTH ¢
BTOPHYCH XHOCpHapaTdpcoHAH3IbM, acoOUHHpaH C XpOHHYHA G'BGPE'-IHE. HCAOCTATBYHOCT

(xpounuHo GBOpeuHo 3abonsBaHe craguit 3 M 4) U ¢ XpoHUYHa OBOpPEYHA HEAOCTATHUHOCT
(xpornYHO OBOpedHo 3a00MABaHE CTAAWH 5) HA XEMOAHAIH3A HITH HA NIEPUTOHEAMHA IHATIN3A.

4.2 Jo3upoBKa H HAYHH HA NPHIOCKEHHE

Xpoununo 6L6peuno 3a6oaapane (Xb3) craanii 3 u 4

3emMnuap ce MpUaraT BeAHBX JHEBHO, BCEKU JEH MU TPH IIBTH B CEAMHIIATA IPe3 ACH.
Hauanna no3a

~ Havanuara no3a ce onpejiels OT H3XOAHOTO HUBO HA HHTakTHHA NMapatxopMoH (iPTH) — [iPTH).
Tadbauoma l. Hauanna aosa

Hixoauno uuso na iPTH JIHeBHA f03a Jlo3a TpH OBTH ceIMHIHO*
< 500 pg/mL (56 pmol/L) 1 Muxporpam 2 MHKporpama
> 500 pg/mL (56 pmol/L) 2 MMKporpamMa 4 MHKpOrpaMa

" Ila ce mpunara He NO-4€CTO OT Mpe3 JIeH.

|



TuTpupaHe HA X03aT3

HoanpoBkata € WHIMBHAYaJIHA H TpadBa Ja ce onpenens B 3aBUCUMOCT OT CEPYMHOTO MIIH
nnasmeno HuBo Ha iPTH — [iPRH], mpunpyXeHO OT MOHMTOPMHr Ha CEpYMHHA KallHH H
cepymuns gocdop. Tabauua 2 npeacrapd npuMepeH MoJes Ha THTPHpaHE Ha [03aTa.

Tabnuna 2. Turrpupane Ha go3ata

YTounsaBane Ha 103aTa B HHTEpBAJ
iPTH HHBO OTHECEHO KBM HIXOJHO HHBO ot 2 20 4 coAMATE
J_Ioaal'rpu ObTH
1neBHa mo3a

CeAMUYHO

bes npoMsiHA UK NOBUIIEHO 3 — TloBHIIEHA
TTonmxeno ¢ < 30% 1 MHKpoOrpam 2 MHKpOrpama
Ionmxeno ¢ 230%, <60% Be3 npoMsHa be3 npoMsHa

Tonmxero ¢ > 60% IMoHmxeHa’ Monmxkena’
iPTH < 60 pg/mL (7 pmol/L) I MHKporpam 2 MUKporpama

H

Ja He ce mpunara rno-4ecTo OT Npes AcH.
AKo NALHEHTET ¢ Ha Hali-HHCKATA 033 XEAHEBCH HITH TPH ITLTH CEAMHYHO IPHEM H CE HANTara NOHMAKABAHE Ha
HO3AT4, 4ECTOTATA HA IPHEMA MOJKE 1A & HAMAJH.

CepyMHHTE HHBa Ha Kamuuii TpsadBa na ce€ MOHHTOPHpAT CTPHKTHO Cl€A 3al04YBaHE Ha
JICYEHHETO U Mpe3 NMepHOJA Ha THTPHpaHe Ha fo3arta. Ako ce Habmonapa XHNEpKaIHEMHASR HIIH
TpaifHO NMOBHILEHH HMBA HA Kanumuii-pocarHn mpoaykTH, HaABMIuapaud 55 mg2/dL2 (4.4
mmol2 /L2), nozata Ha ¢ocdar CBBp3BalMTE, Kanuuii chabpXKallld BELleCcTBa TpsAbBa Aa ce
HaMaJIi WM [ia ce MpekpaTH [IpHeMa. ANTepHAaTHBEH OAX0A MOXKeE OJa ObJAC peayLupaHe no3ara
Ha Zemplar 111 BpeMeHHO NpeKpaTaBaHe Ha IpHeMa. AKO ce IpeKpaTH NpHeMa Ha JICKapCTBEHUA
NPOAYKT, Bb3CTAHOBABAHETO Ha TPHEMA 3aM0MBa C NO-HHUCKA J03a, KOraro CEpyMHHTE HMBA Ha
KM M Kanuui-gocaTHH TPOXYKTH AOCTHIHAT TAPreTHO HUBO.

XpouHuHo 0L0peuno 3atoaasane (Xb3 Hii §

3eMIInap ce mpujara TpH ITbTH CEAMUYHO € Mpe3 AeH.

TuTpupane Ha J03aTa
[TocnenoBaTenHOTO AO3HpaHe ¢ TpsOBa aa Obiae MHAMBHAYaNIHO M ce onpenens or iPTH,

CEepYMHHTE HHBA Ha Kanuui H ¢ocdop. [IpuMepHO THTpHpapaHe HAa A03aTa HA NMAPHKANLHMTON
KaIlCYJIH Cce onpefaens no cleaHara popmyna:

Turpnpana noza (Muxkporpamu) = nocneano uiMepeno iIPTH nuBo (pg/mL)
60

HNJIHU

Tutpupana n03a (Mukporpamu) = nocneano uamepeno iPTH nuso (pmol/L)
7




CepyMHHTE HHBA Ha Kajuit 1 ¢ochop TpadBa Ja ce MOHUTOPHPAT CTPHKTHO Cliefl 3al04YBaHeE ,
npe3 Nepuojia HA THTPUPAHETO HA A03aTa M NPH ChbBMECTHO Npuiarase ¢ Mou(HH P450 3A
HHXHOHTOPH. AKO ce HabmMoOaBa MNOBUIUICHO HHBO HA KaaMi B cepyMa WM 3aBHIIeHO Ca X P u
NanMeHThT € Ha Kaauui chabpxkamy, docdar CBbp3BaIlIH MCKAPCTBEHH MPOAYKTH, N03aTa Ha
NOCHEIHUTE MOXKE Ja Ce HaMalld WM Ja Ce NPEeKpaTH npHema, HAM NMauueHTHT TPpAdBa Aa ce
npeHacouy KM Tepamus ¢ pocdar-cebp3Ban(i NekapcTBeHH MPOLYKTH, HECHAbPIALIH KATLHH.

AKo cepyMHMAT xanuuii e > 11.0 mg/dL (2.8 mmol/L) s Ca x P > 70 mg*dL? (5.6 mmol*/L?)
unu iPTHZ 150 pg/ml., no3ata TpsnbBa Ja ce Hamand ¢ 2 10 4 MHKporpama IO-Majiko OT
H34YHCHeHaTa cnoped nocneaHo usmepenoro iPTH /60 (pg/ml) [iPTH/7 (pmol/L)]. Axo e
HeoOXORMMO IONMBAHHTENHO YTOUHABAHE, A03aTa HA MApPaKalIUHTONA Kancynu TpaOBa na ce
HAMaNK WK Ja C€ NPEKpaTh NpHEMa JOKaTO C€ HOPMaJH3HPAaT Te3H NapaMeTpH.

Koraro iPTH ce no6mkn no tapretHoro Huso (150-300 pg/ml.)), mMankd, MHAHBHAYATHH
YTOYHSBAHMS HA Ji03aTa Morar jga Gmaar meoOxopumu 3a gocturane Ha mocrosnHo iPTH . B

ciy4aii, ye MoauTopHHreT Ha 1IPTH, Ca unn P ce w3BbpmiBa mo-pajgko oT BEXHBXK CEAMHYHO, €
OMpPaBJaHO NPHJIAraHeTo Ha N0-yMepeHa HayajlHa i TUTpHpalla 103a.

CoenuajHu nonyaanaM

Hapywena yepnoopobua ynrxyus

He ce Hanara npoMsHa B AO3HpOBKATa IIPH MALHEHTH C JIEKHM A0 CPEAHO TEXKKH HAPYLICHHA HA
yepHOApoOHATA QYHKIHA.

Hsama nanHH 3a NaMKEHTH ¢ TEXKKO YEpHOApoOHO yBpexaaHe (Bk. Pasgen 5.2).

br6pedna TpaHCINAHTALHA

[TauMeHTH ¢ TpaHCcHAaHTaLUA Ha 656pek ¢ Xb3 cT. 3 ¥ 4 ¥ BTOpHYEH XUMEepNapaTHPEOHAN3IBM HE
Ca OpoyuBaHH B KJIMHHYHR H3nUTBaHHRK ¢aza 3. Ha Gazata Ha JMTEpaTypHH AaHHH, HA4aTHATa
1033 H AICOPUTBMBT HAa TUTPHPAHE HA A03aTa NpU NauMeHTH cliel ObOpeyHa TpaHCIIaHTALHA C
XB3 cT. 3 ¥ 4 ¥ BTOpHMEH XUIEPNAPATHPECOHAU3EM Ca CHIMUTE KATO MPH [MALUHMEHTH ¢ HATHBHO
XB3 c1. 3 ¥ 4 W BTOpHYEH XunepnapatupeonanssM. CepyMHHMTe HMBa Ha xanuwmii B docdop
TpA0Ba A4 CE€ MPOCIEAABAT CIIC HAYATIOTO HA JICYEHHETO, [10 BpEME Ha THTPALMOHHHUA NEPHOA H
NpH SAHOBPEMEHHO NPMIIOKEHHE C MOLIHHA MHXUOUTOPH HA LIHTOXpoM P450 3A.

ITeouampuuna nonyaayus

CurypHoctTa 4 €pEeKTHBHOCTTA HA 3eMIUIap Kancyid IpH jella nod 18-roguiHa Be3pact ollle
He ca yCTaHOBeHH. HanmauHHMTe 32 MOMEHTA JAHHHM ca OINMCAaHH B pa3faen 5.1, HO npenopbKU 3a
LO3HPAHE HE MOTaT A3 ce HanpaBAT.

Hayuenmu 6 cmapyecka 6b3pacm

He ce wabmoaasa pa3ivka B CUTYPHOCTTA U e(peKTHBHOCTTA NIPH [MALHEHTH B CTapyecKa Bb3pacT
(65 — 75 roflMHH) H MO-MJAAH NAUHEHTH, HO CBPEXYYBCTBHTEIHOCT Ha OTAENHH NALHCHTH B
CTapyecKa BB3pacT HE MOxe Aa ObAe H3KIMOYeHa.

Hauwnn Ba npunoxeHue

3eMIiIap MOXe Ia ce IIpHeMa ¢ Hnu 0e3 XpaHa.




4.3  IIporuBomokaszaHHs

[TapukamuuTon He OMBa Ja € MpHIara NpH MalMEHTH ¢ JaHHH 3a TOKCHYHOCT KbM BHTaMuH ]I,
XATMICPKAIAEMHA WM CBPRXUYYBCTBUTERHOCT KbM NAPUKARUKATON MM HSAKOA OT CbCTaBKUTE Ha

JIEKApPCTBEHUS MPOAYKT, N30pOeHH B pasaen 6.1.

4.4 ChneunaaHu npeaynpexaeHHs H NpeanasHy MepKHu MpH ynorpeda

CBPBEXNMOTHCKAHETO CEKpelUATa Ha [MapaTXOpPMOHA MOXKE Ja Jopele A0 MOBHIUCHO HHUBO Ha
CEpYMHHA KAIUMii U MOKe Ja Joeege ao 3a0oMABaHHA HA KOCTHATa CHCTeMa ¢ MeTaboJMTHA
XapaKTepHCTHKA Ha “0aBHO Trybelld” KocTHa Maca. MOHHMTOpHpaHE€ HAa DANWEHTa H
MHAHBHIYATIHO THTPHPAHE HA 03aTA C€ H3HMCKBA 3a JOCTHraHE Ha YAAYHO QPH3HOJOrHYHO HHBO.

AKO ce pasBHe KIHHHYHO-3HAYNMa XHIEpKANUMEMHSA H NALUMEHTHT MOoMy4YaBa OasHpaHH Ha
kamuuii ¢ocar-ceep3Balld NEKAPCTBEHH INPONYKTH, J03aTra Ha NociaeqHuTe TpsAdBa Aa ce
HaMalli HJIH NPHEMEBT Ja ¢ NPEKpaTy.

XpoHHYHATA XUIapkaluueMHs Moxe zJa Obpge cBbp3aHa ¢ TCeHepalu3MpaHa CbAOBa
xanuguKauna i Jpyra MeKOTbKaHHa Kanuudukanus.

JlekapcTBEHH MPOAYKTH, ¢BBp3aHH ¢ ¢ocdatn unu BuTamuH J[ He TpAOBa Aa ce mpuiarar
eXHOBPEMEHHO ¢ MAPHKANIMTON TMOPaAN MOBHILIEH PUCK OT XUIIEPKAILUEMHS W NMOBHILIABaHE Ha
Ca x P Ha npoaykta (Bx pazuen 4.5).

JlurdrandcoBaTa TOKCHYHOCT CE€ TMOTEHUHpa OT XHNepKaJIlHeMHATa, HE3aBHCHMO OT IPOH3X0/Ja
i, 3aToBa TpaOBa Ja c¢ BHMMABa MpPH €OHOBPEMEHHO HA3HA4YaBaHe Ha CHPACYHH TIHKO3HIH,
AUTHTANMC U napukanuuTol (BX. Pasgen 4.5).

Ilpn mMauHeHTH Ha Mpe-AHaln3a MNAPHKAJIIHTON, KAKTO H JApPYrHMTe BMUTaMMH J-peuentopHH
aKTHBATOPH, MOTaTr Ja NOBHINAT CEPYMHHA KpPeaTHMHHH (M Taka Aa Ja HaMajiaT O4YaKBaHATa
rroMepyiHa GpuaTpauus) 6e3 NpoMaHa Ha AeHCTBUTENHATA MIOMEPYIIHA QUIITPALHS.

Jla ce BHUMABa NPH €IHOBPEMEHHO NMPHACKEHHE HA NapHKAINATON ¢ ¥ KeTokoHason (Bx. Pasnen
4.5).

IIpedynpexcoenue 3a nomowrume gewecmea:

JlexapCTBEHMAT MPOAYKT CBABPKA MANKO KOJIMYECTBO €TaHOJ (aJKOXOM), MO-MajKo OT
100 mg B egna kancyna or 1 mcg, 2 mcg u 4 mcg, Koero MOXKe Ja OKa)Ke BPEIHO
BBE3ACHCTBHE BBPXY CTPajALlHd OT aNKOXONW3BM (BHXK pazgen 2 U 4.2). Tpabea jpa ce

B3eMe MNpeABHI NpH OpeMeHHH HIM KbPMCIIH XEHH, A€la M BHCOKO-PUCKOBH TPYIIH, KaTo
HANIPHMEP MALHEHTH ¢ YEPHOAPOOHO 3a00NaBaHEe MM STTHIICTICHS.

4.5  B3anmopeiictBua ¢ APYrH JEKAPCTBEHH MPOAYKTH H ApPYrd (PopMH HA
B3AHMOJAEHCTBHE

KeToxonaiona: KeTokoRa3on € H3BeCTEH KaTo HecnelMdHYeH HHXHOUTOP Ha onpencneH Opo#




JApYru anano3d Ha satamMuH D. JIO3MpOBKATA HA NMAPUKAILMTOJN NPH CHbBMECTHO MPHITOXKCHHAE C
KE€TOKOHA30/ ¢€ H3BbpIUBA NpH MOBHINEHO BHUMaHKHE. EQEKThT OT MHOTOKpAaTHO BbBEKJAaHE Ha
KeTOKOHa30a B Jo3za 200 mg, ABa NBTH AHEBHO, B IMPOAB/DKEHHE HA 3 JOHH BBPXY
dapMaKOKHHETHKATA HA KANCYIHTe MAPUKANIMTON € MpoydeH BbpXy 3ApaBH MHAWBHAM. [lpu
TOBa ce HaOnoaaBa MMHHMANHO NoBAnasaHe Ha C max Ha NapHkaiauuTon, aokaro AUCQO-oo
HApacTBa MOYTH ABOHHO MMPH €IHOBPEMEHHO BBBEKAaHE HAa KETOKOHA30/. CPERHAAT MOMYAKHUBOT
Ha maprkainiuTona ¢ 17.0 yaca npx HaMMYHE W Ha KETOKOHA30] B CpaBHEHHe ¢ 9.8 yaca, Kkoraro ce
BbhBEXa CaMO NAPHKANUKTON (BUXK pasgen 4.4). PesynraTure OT TOBa H3CJICABAHE COYAT, Y€ CIC/
NepopallHud WIH HHTPAaBEHO3CH MPHEM HA HAPHKAJILIHTON MAKCHMAIHOTO HApacTBaHe HA
napukanuton AUCINF BcneacTBie Ha IeKapCTBEHOTO B3aUMOICHCTBHE C KETOKOHA301 € MalKo
BEPOSTHO Ja HAJBHILM ABA IBTH.

He ca npoBexgaHd choelHalHH W3CNEIBaHWA 3a B3auMoaciicreuiara. JlUrHTanucoBara
TOKCHMYHOCT Ha CBHPIAEYHHTE TIIHKOZHAM Ce MOTEHLHpa OT XHOEPKAJILHEMHATA, HE3ABHCHMO OT
Npou3Xoja #, 3aroBa TpsAOBa Ja C€ BHAMAaBa IpH €JHOBPEMEHHO Ha3HAYaBaHE HA ChbPASYHH
MIMKO3WAM B NapUKANLMTON.

Qochary win BuTaMHH JI-noaoOHW JeKapcTBEHM MpOAYKTH HE TpsaOBa [Ja C€ MNpHEMAT
¢IHOBPEMEHHO C TIAPHKAMIATON MOpaAH MOBKILUEH PHCK OT XUNepKalHeMus H HapacTeaHe Ca X

P Ha mpoaykra.

BHCOKHTE N03M KANIHIf - CBABPXALLM TIPENapaTd MM THA3HAHH AHYPETHIH MOTAT Ja 3aCHIIAT
PHCKA OT XHNEepKaIIHEMHS.

Martesnii - chaObpKa| Npenapatd (Hamp. aHTHAUMOHH CpPEACTBA) HE TpaAdBa Ja Ce MpHEeMaT
¢IHABPEMEHHO C IeKapCTBEHH MPOAYKTH, ChAbPXAIH BUTaMuH [, Thil kaTo MOke a ce MPOABH
XHIIEpMarHe3neMHA .

ANyMHHHMI - ChIbpXalld MNpenapaTH (HAamp. aATHAUWAHM CPEICTBA, CPEACTBA, CBbP3BAILN
docarure) He TpadBa da c€ MpHEMAT IPOABIDKHTEJIHO BpEME C JIEKAPCTBEHH NPOAYKTR,
ChAbpKAL BUTaMHH [I, Tbil KaToO MOrar ga AoBeZaT X0 HAapacTBaHE Ha IIa3MEHHTE HMBa HA
anyMMHMA H CIy4YaH Ha aIlyMUHHEBA KOCTHA TOKCHYHOCT.

4.6 Pepranutert, OpeMeHHOCT H KbpMeHe

bpemenHoCT

Hsama [OCTATBYHO JAaHHYM OTHOCHO ynorpefata Ha napHKanuuTon npu OpemeHHH xeHu. Ilpu
ONHTK C KHBOTHH, HPOAYKTHT € IOKa3al penpoAyKTHBHA TOKCHYHOCT (BHDXK pasnen J.3).
[ToTeHUManes pUcK IIPH XOpa He € U3BEeCTeH, 3aTOBa MapHKaNLUTOA TpsOBa fAa ce MpMiara camo
npH KpaiiHa HeoBXOAHMOCT. |

KspMeHe

He e u3BecTHO Aany MapHKAIIKTON CE& CKCKpeTHpa ¢ Kbpmara. M3cnefBaHHA BEPXY JKHBOTHH
MOKAa3BaT, Y€ MapHKAILMTOJI MNM HEroBH MeTabONHTH C€ OTKPHBAT B KBPMATA B MAaJIKH
KoJimuecTBa. PeleHneTo 3a npoawikasane/cnHpaHe Ha KbPMEHETO HIIM NPOAbIDKABAHE/CIINPaHe
HA TepanHuaTa cbC JeMniap TpaOBa ga b€ BIETO OT IVIEfHA TOUKA Ha I10/13aTa OT KEPMEHETO 3a
JEeTEeTO M [10713aTa OT TepanuATa Che 3eMIap 3a KeHarta.

4.7 Ed¢extn Bbpxy cnoco0HOCTTA 3a miopHpaHe H paboTa ¢ MALIHHH




3eMmuiap uMa HE3HAYMTE/NHO BIMAHHE BEPXY WO(pHpPaHeTO U paboTara ¢ MalIHHH.

4.8 Hexenanu nekapcTBeHH peakUAH

Xponnuno 6u0peuno 3aboasbane, eTandii d u 4

besonacHOCTTa HAa MapHKAJNUHUTON KalCyid € onpeaeneHa MNocpeACTBOM TpH 24-CeAMHYHH,
nBoHHO-ceny, naaledo KOHTPOIHPAHH H3C/AeIBaHUs, NPOBEJCHH B MHOTOMPO(HIHA KIMHUYHA
uentpose BkaroyBauld 220 mauueHtd ¢ Xb3 craamii 3 u 4. He ce HabmoaaBa CTaTHCTHYECKH
3HAUUMAa pa3iiiKa MEeAAY NalUeHTH, TpeTHpaHu ¢ [TapuKkaauuToi H niauedo-rpynara B CIyvanTe
Ha xunepkanuuemusa 3emmnap (2/106, 2%) vs placebo (0/111, 0%) uIH MOBHMIIEHO HHBO Ha
kanueso-docaraute nponykTH (13/106, 12%) vs placebo (7/111, 6%).

Haii-uyecTo cpelllaHaTa He)KeNaHa peakiys NMPH NaUWEHTH TPETHPAHH C NapUKaNLUTON € OOpHB,
HACTHOHUA NPH 2% OT NALHEHTHTE.

BCHUKH HEXENAHH peaxiiuy, CBbP3aHH JOPH HHCKA CTEMEH ¢ NapHKAJHTON, JabOpPaTOPHO H
KIHHHAYHO, ca npeactaseny B Talbmuna 3 chobpasno MedDRA Cuctemn Opranm Knacose,
[IpeanouuTan TepMHH M YecToTa. M3nonzeana e cnenHaTta KnacH@UKaLUKA 110 YECTOTa HA H34Ba:
MHOro uecTH (=1/10); yectu (217100 no <1/10); vewectu (=1/1000 ao <1/100); peaxu(=1/10 000
a0 <1/10 000); muoro penxu (<1/10 000), HeuzBecTHU (HE MOXe Ja ce NpPelecHH Bb3 OCHOBA Ha
HAJIMYHUTE ZaHHN).

Tabauna 3. HexenaHH JeKapCTBEHH peaKUNH, PeTHCTPHPAHM NPH KITHAHYHE
npoy4usaHnd B 3 1 4 cragnii HA XpoHHUHA 6LOpeuHa HepocTATEYHOCT (XBH).

Cucrema, opran, knac IIpeamouMTAH TEPMHUH YecTOTa
HMacnenpaxust PazaBuxkeHu croiiHocth Ha | Hevectn
YEpHOAPOOHHTE €H3IUMH
Hapywenuss Ha  HepBHaTa | 3aMasHOCT Heuectn
CHCTEMA, Hucreysusi Heuectn
I'acTpOHHTECTUHAJIHH Cromamen quckoM@opt Yecti
HapYIECHUA 3anex Heuectn
CyxoTta B ycTara HeuecTH
Hapymienna Ha koxkara o | Obpus Yectu
MEKUTE TEKAHH IIpypuryc HeuectH
Y pTHKapHs Heuectu
Hapymienus na MycKyiHN KpaMIIH Hedvectu
KOCTHOMYCKYJIHATA H
CheAHHUTENHA ThKAH
Hapymienns Ha uMyHHaTa | CBpPBXYYBCTBHTENHOCT Heuaectn
CHCTEMA

XpoanuHo 0L0peuno 3a0oaaBane (Xb3), craauii 5

be3sBpeqHOCTTA Ha NapUKAILHTON KAaICY/IH € omnpelelieHa NOCPEACTBOM ¢aHO 12-ceaMudvHO,
ABOMHO - CAANO, MIALE00 KOHTPOIHPAHO H3CIEABAHE, POBEACHO B MHOTONMPOMUIEH KIKHUYECH

P gy




pa3fiiKa MeXIy MaUUeHTUTE OT MapUKaIUUTON-Tpynara W Ilanedo-rpynara B CIy4aHTe Ha
xunepkanuueMus 3emmnap (1/61, 2%) cnpsmo niauebo (0/26, 0.0%) HIH NMOBHILEHO HHBO HA
KanuueBo-pocharuute npoaykti 3emmnap (6/61, 10%) copamo nianebo (1/26, 4%).

BCHUYKHM HEXENaHH PEAKLHH, CBbP3aHH B Hal-HHCKA CTereH ¢ MApHKANUHTON, AabopaTopHO U
KIMHHYHO, ca mpeacTaBeHH B 1abmuua 4 c¢pobpasHo MedDRA Cucrema, Opran, Kiac,
[MpeamounTan Tepmua ¥ Yecrora. M3non3sana e cnexnara KnacHpHKaLus 110 YeCTOTa Ha H3ABa:
MHOro yectH (21/10); vectu (21/100 1o <1/10); Heuecrs (=1/1 000 mo <1/100); peaxu (=1/10000
1o <1/1 000); maoro peakm (<1/10 000), Hen3BecTHO (He MOXKE Oa CE€ NPEHEHH Bh3 OCHOBA Ha
HaJIMYHHATE JaHHH).

Tabauma 4. Hexenanmd JexapCTBEHH PEAKIHH PErHCTpHpaHH npu npeasaputenna I
¢aza Ha KIHHHYHH NPOYYBAHHA B S cTaguii Ha xpornruHo 6K0peuno 3aboasaBane - Xb3

Cucrema, opras, Kaac IIpeANOYHTAH TEPMHH YecroTa

Hapyinenuss Ha  HepBHaTa | 3aMasHOCT Yecru

CUCTEMA

['aCTpOHHTECTHHAHH Huapusd Yectu

HapYLICHHS I"acrpoesodareanen pegumykc | Yectu

HapyiieHus Ha Kkoxara W | AKHe Yectu

MEKMTE ThKaHH

HapyiieHHs Ha XpaHeHeTOo H | XHNEpKAILHEMHA Yectu

MeTtabonuzma XunokanyueMus Yectn
Hamanen anernt Yectu

Hapyuienns Ha UyscTsurenHocr Ha maevHata | Yectu

PENPONYKTUBHATA CHCTEMA U KIesa

MJICYHHTE HJIE3H

CrneanuTe HeXelNaHH peaKUWH ca HaOMOJaBaHH NpH KIHHHYHM H3IMTBaHHA Ha 3eMIuiap
WHIKEKIIHOHHA (OpMa M IpPH MOCTMAPKETHHIOB ONHT, BKIIYHTENIHO IOCT-OTOPHM3ALHOHHH
NPOYYBAHKA CHC 3eMIIIap KanCyIIH:

Cucrema, opras, Kaac IIpeano4yHTaH TePMHH YecToTa

Hacnenpanua Y1b/DKEHO BpeMe Ha KkbpBeHe, | Heuectn
yYBENUYCHA acmaprar
aMUHOTpaHcPepasa,
OTKJOHEHHA B NabopaTOpHHTE
NIOKA3aTEelH,

HaMAaJIEHO Terno.

VYBenmuueH  kpeaTHHMH B | HeuecTH

KpbBTA*

YpenuueH kangues pocdat YecTH
HapyieHnnsa Ha cppAaeyHaTa Copaeuen apecr, Heuectu
OeHHOCT apUTMHs, NPEJCHPAHO

TPENTEHE.
HapyuieHus Ha KpbBTa H AHeMUS, IEBKONMECHUA, HeuecTu
nuM@pHaTa CHCTEMA nuMgagcHomaTHA.

HapymeHnsa Ha HEpBHATA [masobonue, nucrey3us Yectr




CHCTEMA

KoMa, MO3BbYHOCHEAOBH
HHLUHUACHTH, IIPEXOJHH
HCXECMHYHH aTakH, CHHKOII,
MHOKJIOHYC, XUIIOCCTC3HA,
NNApECTC3IHA, 3aMadAHOCT

HevectH

HapynieHHs Ha OKOTO: I"nayxoMa, KOHKOHKTHBHT Heuecrn
HapyuieHusa Ha yXoTo U YIIHH HAPYLICHUSA Heuectn
Na0HpPHHTA
HapyweHus Ha guxatensata | benogpobed 0Tox, acTMa, Heuectn
CHCTEMA, IBPAUTE U 3aAYX, CMHCTAKCHC, KAITHIA
MeJIHaCTHHYMa
['aCTpOHHTECTHHAIHH PekTtanieH KpbBOU3NMB, KOJAHT, | HedecTH
HAPYIICHHA THAPHS, CACTPHUT, AUCTIICNICHS,
Rucarus, kopeMHa 00JKa,
3aMek, rajaeHe, NoBpLIIAHE,
CYXOTa B YCTaTa, CTOMAIIHO-
YPEBHO PazCTPOHCTBO
CroMatliHO-4peBeH HeuectH
KPbBOH3JIHB
Hapymenus ra koxara u IIpypnatyc YectH
MEKHTE ThbKaHH bynosen nepMarur, anoneuus, | HeuectH
XMP3YTH3BM, OOPUB,
XHNEPXHAPO3a
HapyloeHus Ha MyCKYTHO- ApTpalirusa, CKOBaHOCT B HeuectH
CKeJIeTHATA CHCTEMA Y craBute, 60NKku B ropba,
CBSAWHUTENIHATA ThKAH MYCKVYJIHH NOTPENBaHUA,
MHAJITHA
HapymeHus Ha CHAOKpUMHHATA | XHIIONAPATHPOHIUIBM Hectn
CHCTEMA XHIIepnapaTHponaH3bEM He4ecTn
Hapywrenus Ha Metabonusama | XunepxanuueMus Yectn
H XpaHEHETO Xunepdocharemus,
XHIepKaTHeMHA, HeuectH
XUMOKAJILHEMHUA,
AHOPEKCHA
Hudexunn u nHdecTauuu Cencuc, MHEBMOHMS, HeuectH
(haprHrHT, BarMHAaHA
MH(pECKIUMS, MPHIL
Heomnasmu — Pak Ha repaara, HedecTu
100poKaYecTBEHH,
3JIOKAYECTBEHH M
HeorlpeieneHy (BKI. KHCTH H
TIQTHAIIH)
CbaoBH HApYILICHHA XUMNEPTOHHA, Hedectu
XHIIOTOHHA
Hapyuienns ot obuy xapakrep | CMmyllueHnA B Ioxoakarta, oTok, | Heuectu
W Ha MACTOTO Ha nepHepHH OTOLH, O0MKa,
HHKEKTHpaHe 0onKa Ha MACTOTO Ha

HHXKEKTHpaHe, Tpecka, OOJIKH B

'bPAHTC, BAOILIABAHC HA




ChCTOSIHHETO, acTeHMA, 00ILa
HEPA3ONOKEHHE, KAKIA
HapyineHiss HAa HMyHHaTa CBpBXUYBCTBUTETHOCT Hegectn
cucTemMa OroK Ha napHHKCAa, C Hen3BECTHa YECTOTa
AHTHOCAEM, YPTHKAPHA
Hapymienus Ha boJIKH B MITEYHHTE XKIIE3H, Heuectu
penpoAyKTUBHATA CHCTEMA €PEKTHIIHA ANCHYHKLIUS.
UCbpPAHTE
IMcuxuuny HapymeHus ChecTosAHME Ha 00BpPKAHOCT, Hegectn
JETHPHYM,
AenepcoHanu3anus, ep3dyaa,
0€3CHHHE, HEPBHOCT.

* Tesn HEXENAHH NEKAPCTBEHH peaKllii ca JOKIAABAHH B MPOYYBAHKA PR NPEeAHATH3HH
MAalMeHTH (BHX CBILO T.4.4)

Crobiasane Ha NOAO3UPaHH HEXeNaHH peaKIIiH

Cho0laBaHeTo Ha MOAO3HMPAHH HEXCIaHH PEaKlMu clesl paspeliasate 3a ynorpeda Ha
JIeKapCTBEHUA NPOAYKT € BaXHO, T0oBa MO3BONABA J1a NPOABIDKH HAOMIOACHHETO Ha
CBHOTHOILLECHUETO MMOM3a/PHCK 3a AEKAPCTBEHHA NPOAYKT. OT MEAHIIHHCKUTE CNEIHAIIUCTH CE
M3UCKBA Ja CHOOIABAT BCAKA TOAO3HpaHa HEXENAHA pEaKIHs Ype3

H3nsnHUTEIRA areHIHA 110 AEKapeTBaTa

yiL. ,,Jlaman [ 'pyeB” Ne 8
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49 IIpeaozupane

[IpenosupareTo Ha Zemplar kancynd MOXKe Aa MPEAU3BUKA XHMIEPKANUEMHS, XUNCPKAIIHYPHA,
xunepdochaTeMia H CBPbXNMOTHCKAHE CEKpeLMATa Ha NapaTXopMoHa. BUCOK npHeM Ha KaluuH
U docdar, 3acaHo ¢ Zemplar kancynd MoKe aa foeae A0 MOA00HH HapyLIEHHS.

JleueHHeTO Ha MAIMEHTHTE ¢ KIMHHYHO 3HaYMMa XUNEpKANLHeMHs ce ChCTOM B He3aDaBHO
HaMaJMBaHE HA JO34Ta HIIM CIIMpaHe Ha TepanusTa ¢ [lapukxanguron 1 BKIOUBa AMeTa, OeHA HA
KaJIUHi, M3TErNsHE OT JAMETATAa HA ChABpXKAIIM Kanudid nodaBkH, pasABHXBaHE Ha MALHEHTa,
BHHMATENHO MOAXOXKAAHE KbM HApyllIeHNATA B Oajlanca HA TSUHOCTH H €NEKTPOAHTH, OUSHKA HA
aOHOpMHHUTE eneKkTpokapauorpadcki AaHHH (OT KPpUTHYHA BAKHOCT NPH MALMECHTH HA Tepanus
CBC CHPAEYHH TIMKO3WAU) M XeMOAMaiM3a MM [EpUTOHEAllHa [RHanW3a Cpeury Kamui
HECHIbPIKa] AHATH3ATOP, IPH HEOOXOHMOCT.

H]JHBHEI].IH H CHMIITOMH Ha MHTOKCHKAIIHA C BATAMHH ,u, BCJICACTBHUEC HA XHNICPKATILIUNCMHA.

PanHn: cnaboct, riaaBoOonHe, COMHONEHTHOCT, TaieHe, MOBPbBINAHE, CYX0Ta B yCTaTa, 3alek,
MYCKYJHH GOJIKHM, KOCTHH OO/NKH ¥ METaleH BKYC.

KbcHH: aHOpekcHs, 3aryba Ha Terno, KOHIOHKTHBHT (Kall[MeB), NMaHKpeaTur, ¢orododus,
pPMHOpes, NMPYPHTYC, XHUMEPTEPMHS, HAMAJCHO NUOMI0, MOBHILEHO KOIHYECTBO HA YpedTa B
KpbBTa, XHOepxoJecTeponeMus, 3apuiieHd AST u ALT, eKTONMUYHH KUIMUPHKATH, XMIIEPTOHHS,
CBPACYHH APHTMHH, COMHOJIEHTHOCT, CMBPT M PAAKO, OTKPHTA MICHXO03a.




CepyM HHTE¢ HHBA Ha KaJILIHA TpﬂﬁBa Ad CE€ nMpoBEpABaT HECTO Q0 NMOABA HA HOPMOKAJILIHEMHAL.
HﬂpHK&HIIHTOII HE € OTCTPpaHABA 3HAUYHUTEIIHO 4YpPE3 NHANH3A.

5. OAPMAKOJOI'BYHU CBOMCTBA

5.1 @PapmMakoAHMHAMHYHH CBOHCTBA
dapMakoTepaneBTHYHA rpyna: AHTu-napatuponjeH arent — ATC HOSBXO02
Mexanu3bM HA AelicTBHE

[TapuxanuuTon € CHHTETHYEH, OMOMOrMYHO AKTHBeH BHTaMHH D, aHanor Ha KaJIHTpHONA C
MoaugHKauus B crpanHyHara Bepura (D;) u A (19-nor) npecTena. 3a pa3nHka OT KaILHUTPHOAA,
MapuKanuTon € aktuparop Ha BHTamuH D-penenropa (VDR). Ilapukanuuron cenekTHBHO
peryidpa VDR B napawprosaaHuTe *e3d 6e3 aa nosuiuasa VDR B ThHKHTE YepBa H € MO-
MAJIKO aKTHBEH BRPXY KOCTHATa pe3opOums. IlapukainuTon peryadpa cbulo KallHi-CeHIOPHHA
peuenTop B MApalllMTOBHAHHTE XJIe3H. B pesyarar, mapUKalIHTON HaMaliiBa HHUBOTO Ha
naparxopmona (PTH), xaTo BB3NpemATCTBa NapallMTOBHAHATA MpOJH(epanus H IMOHWKaBa
ciHTe3a Ha PTH ¢ MuHuManeH edekT Bbpxy Kanukeso-GochopHuTe HUBA H MOXE Na Bb3AeHCTBa
AHPEKTHO BBPXY KOCTHHTE KIETKH 3a IMOAABPKAHE HAa KOCTHHA o0eM W momodpsBaHe
MHHEpANH3aAlHATA Ha M[OBbpXHocTHTe. Kopurupanero Ha abHopMHHTe HHMBAa Ha PTH,
NPHIAPYXEHO ¢ HOpMANM3MpaHe Ha KaliueBo-hocdhopHaTa XOMEOCTas3a, MOXKE fia NIPEACTBPATH
Pa3BHTHETO HIH 13 OKaXKE TEpaMeBTHUYEH e(eKT BbPXY METaOOMHTHHUTE KOCTHH 3aDonsABaHHA,
CBbpP3aHH ¢ XPOHHYHOTO OBOpeYHO 3a00NIABaHE.

KnanuuuHa edpeKTHBHOCT

Xponnuno 6L6peuno 3aboassane (Xb3), cragni 3-4

IIapuxanuMTon e CHHTeTHYeH, OMOMOrHYHO aKTHUBECH BHTAMHMH D, aHaqor Ha KanuuTpHONA C
mMoaudHKanKs B cTrpaHuvHaTa Bepura (D;) 1 A (19-nor) npecTeHa. 3a pasiuka OT KaJUHTPHONA,
MApPUKAIUNTON € aKkTHBaTop Ha BHTamMMH D-peuentopa (VDR). IlapuMkaiumdToN CENEKTHBHO
peryndpa VDR B napawuToBuaHHATE *Ie3r 0e3 Aa nopuiiasa VDR B TEHKHTE 4epBa H € NO-
MaJIKO aKTHBEH BbPXY KOCTHaTa pesopbuud. [lapukanuuron peryidpa Cbll0 KaIHA-CEH30PHHA
peuenrop B MapalMTOBHAHMTE Xie3d. B pesynrar, nmapukanidTo] HaMmansBa HHBOTO Ha
naparxopmona (PTH), xato Bb3npendrcrsa NapalldTOBHAHATA NpOAM@epalds M INOHHKABA
cuhTe3a Ha PTH ¢ MuHHManeH edexT BpXy KaauueBo-(QocOpHUTE HHBA H MOKE Ja BB3ASHCTBA
OMPEKTHO BBPXY KOCTHHTE KIETKH 3a IOJABP)KaHE HAa KOCTHMA o0eM H noaoOpABaHe
MHHepanu3anuarTa Ha mnoBbpxHocTHTe. KopuripadHero na abHopmuuTe HHBa Ha PTH,
OPUAPYKEHO ¢ HOpManM3upaHe Ha kKanuueBo-gocdopHaTa XOMEOCTasa, MOXE Ja NpPEeAOTBPATH
pa3sBHTHETO HJIH Ja OKaKe TepareBTHUeH edekT BbpXy MeTabonuTHMTE KOCTHH 3abondBaHus,
CBBP3aHH ¢ XpoHUYHaTa OnOpeuHa HEQOCTATHEYHOCT.

XpoHudHo 0L0peuHo 3abonapane (Xb3 i 5
Ilppy 88% oOT NallHEHTHTE, TPETHPAHH C MAPHKAJILUHTOJN KamncyldH ¢¢ IMOCTHIHAa II'bpPBHYHA

eeKTHBHOCT OT Haii-Majiko fgBe MOpedAHH peAyKuMM ¢ = 30 % ot u3xoaHoTo HuBO Ha 1PTH
cpemy 13% ot muauedo rpynara (p<0.001).

HEQHHTEH‘IHH KJHHHYHH JaHHH 34 3ehlllJlaE HHKEKITHH !!! !.




BesomacHocTTa H edekTHBHOCTT2 Ha 3emmiuap IV ca npoydenu B XoAa Ha 12-ceaMHYHO,
PaHAOMH3HPAHO, [ABOMHO - CnAno, mnauebo-KOHTPOIHpaHO HicielBaHe Ha 29 neAHaTpHYHH
MalyeHTa Ha BB3pacT or 5 7m0 19 roguHd B kpaeH craauit Ha OwnOpedno 3abonsBaHe Ha
xeMomnanu3sa. lllecriMara Haii-MNnagn yYacTHMLH B TMpPOY4BAHETO Ca Ha BB3pacT OT 5 go 12
roguad. Havannarta nosa Ha 3emnaap IV e 6una 0.04 mcg/kg 3 nbTH ceAMHYHO Ha Oa3ata Ha
u3xoaHoTO HHBO Ha iPTH no-uucko or 500 pg/mL unu 0.08 mcg/kg 3 mbTH ceaMuuno Ha 0asaTa
Ha H3xogHoTo HHBO Ha iPTH > 500 pg/ml, cnorBetHo. [losata Ha 3emnnap IV e OHna
yBENMYaBaHA ChC CTHIKM OT 1no 0.04 meg/kg Ha Gazara Ha cepymuus iPTH, xamuuii u Ca x P.
67% ot nekyBaHHTe ¢bC 3emmnap IV nanueHTH W 14% ot mnauedo - rpynata ca 3aBbpIIKIH
npoy4uBaHero. 60% oOT NauUHEHTHTE B rpynara cbc 3emmiap IV HMar aBe NOCICAOBATENHH
HaMansBaHuA oT 30% cnpsaMo H3XOMHOTO HUBO Ha iPTH B cpaBHeHne ¢ 21% npu miauedo -
rpynara. 71% ot mnanebo - rpynara ¢a U3BaJcHH OT H3CJIEJBAHETO MOPAaAH EKCTPEMHO BHCOKH
uuBa Ha iPTH. HHTO eqMH y4acCTHHK OT ABETE MPYNH HE pa3BHBa XunepkaauueMns. HamMa nanHu
[IpY MAUHCHTH MO/ 5 - TORUILIHA BE3PACT.

5.2 DapMaKOKHHEeTHYHH CBOHCTBA
Pe3zopbuusa

[Mapuxanuuton ce pe3opOupa BbB BHCOKA cTeneH. [Ipm 3apaBM nuMua cpefHata abComoOTHA
OHOHATMYHOCT CleA opaJieH mnpHeM Ha no3a ot 0.24 mcghkg, ¢ npuOMM3IUTEIHO 72%;
MakcHManHaTta IasMeHa KoHUeHTpaUHsl (Cu.e) € 0.630 ng/mL (1.512 pmol/L) Ha 3 yac u
naoinTa moA kpupara koHuenrpanus Bpeme (AUC,..) e 5.25 ngeh/mL (12.60 pmolsh/mL.). Ilpn
nanHeHTH Ha XeMOJAHAIH3a H MEPHTOHealHa guanu3a, cpefHara abCoOTHa OHOHAIMYHOCT €
79% u 86% pecNeKTHBHO, C T'OpPHA I'PAHHLIA HA NOBEpHTENECH HHTEPBAN OT 95 % PEeCNEKTHBHO OT
93% u 112%. H3cneapaHo e B3aHUMOAEHCTBHETO ¢ XpaHAa TIPH 3APABH JIHLA, KOETO MOKA3BA,Ye
Cax 8 AUC, He ce IPOMEHAT [pH NpHIaraHe Ha NapukanuuTon ¢ dorata Ha Ma3HKKHH XpaHa
Ha rnaaHo. CrnenopatenHo 3eMIIap Karncynd ce mpuaarat 6e3 oTHOIIEHHE KbM IIPHEMA Ha XpaHa.

Crax ¥ AUC,., Ha NapHKAIUTON CE MOKAYBAT MPONOPLIHOHANHO HajA #030BHs HHTepBan ot 0.06
" to 0.48 mcg/keg npu 3apasu auua. Caen nocjicJ0BaTeHO JO3HpaHe [IPU 3APaBH JIMHA, €XXSTHEBHO
HJIIH TpH IbTH CEAMHYHO, CE€ AOCTHIHA IIa3MeHa KOHLUEHTpalMsA B ChCTOAHHE HA PaBHOBECHE
(steady-state exposure) B pAMKHTE HA CE/IEM JICHA.

PasznpeaeieHne

TTapHKAJILIHTON ¢€ CBBP3Ba BHB BHCOK HPOLEHT C MIA3MEHHTE NPOTEHHH (>99%). OTHOLIEHHETO
HA MApPUKAILUMTON] B KPBBTa KbM TO3H B muasMara € cpegHo 0.54 npH KOHUSHTPaUXOHHH
croiiHocTd Haz mHTepBata oT 0.01 mo 10 ng/mL(010.024 pno 24 pmol/mL), koero 1okassa, 4e
MHOr0 MajKa 4acT OT JIGKaPCTBEHOTO CPEACTBO C€ CBbP3Ba € KPBbBHUTE KIETKH. (CpelHHST
BepodATeH 00eM Ha pasnpeacncHHE clie] MomyqaBaHe Ha A03a oT 0.24 mcg/kg MapHKaILHUTON MpH
3ApABH THLa € 34 TUTpa.

buorpanchpopmanus
. Cnen opaneH npreM Ha po3za ot 0.48 mcg/kg 3H-Ilapukamuuroa, OCHOBHOTO JIEKapCTBEHO
BEUIECTBO ¢ MeTabonu3yupa BHB BHCOKA CTEIEH, KaTO CaMO OkoJIO 2% OT [03aTa ce eMUMHHUpA
HeMpOMeHeHa ¢ ¢eueca MU He ¢e HaMepH OCHOBHO JIEKAPCTBEHO BEILIECTBO B YpHHAaTa.
[Tpu6Gnn3utendo 70% OT paaNOaKTHMBHATA CHCTaBKa ce eIMMHHHpa ¢ deuneca U 18% ce OTKpH B
ypuHata, CucTeMHaTra eKCNO3HUMA ce€ ABJIDKH Ha OCHOBHOTO JIEKAPCTBEHO BEHIECTBO.~AbE
MeTaboJIuTa HAa NAPHKANHTON Ca PETHCTPUpPAHH B 4oBellka MuasMa. EaunHuAr /-
naenTHHIHpaH kKaTo 24(R)-XMAPOKCH NAPUKANLIUTON, JOKATO APYrHAT He Oe Kae




24(R)-XHUAPOKCH MAPHKANIMTON € Mo-cjja00 aKTHBEH OT [MapUKANLHTON B in Vivo MOJEN Ha
HnoTHckaHe cekpenusta Ha IITX npy nasX.

JaHHuTE in vitro moKassar, Ye MapUKaILHTOA ce MeTaboNM3Hpa Ypes MHOKECTBO YEPHOAPOOHH H
He 4YEepHOApPOOHH eH3MMH, BKIIOUHTENHO MmutoxoHapuanHata CYP24, kakro m CYP3A4 n
UGT1A4. Naoentudpuunpanure MetabogMTH BKIKOYBAT NMpoAyKTa Ha 24(R)-XHAPOKCHIHpaHE,
KAKTO U 24,26- u 24,28-nuxuAPOKCUNHPAHE U AUPEKTHO IIMIOKOPOHHpaHE.

ExaMHHHpaHe

[Tpu 3apaBy nHUA CPpeAHOTO BpEME 32 MONYEIAMHUHHpPAHE HAa MAPHKANHTON € OT NET J0 CEAEM
yaca MpH CTOMHOCTH, HaABMINABAIH M3cieaBaHHA n0308 MHTepBan or 0.06 to 0.48 mcg/kg.
CremeHTa Ha KyMYJHpaHe 3aBHCH OT BpEMETO Ha IIONYKHMBOT H 4YeCTOTa Ha JO3HpaHe.
XeMmoananu3aTa He BIHAC HA eNHMHHHEPAHETO Ha NapHKAILMTOJL.

[lauueHTH B cTapuecka Bh3pacT

dapMakoKHHETHYHHTE CBOMCTBA HAa MAPHKAJILMTON He € HM3CAcABaHa MpH MAUHEHTH Hapg 63
r'OJIMHH.

IleaHaTpHYnH NAUMEHTH

®apMaKOKHHETHYHHTE CBOHCTBA HA MAapHKAJLATON HE € HM3CJICABaHA NPH NaUHEHTH noAa 18
TORUHH.

IMon

OapMakOKHHETHYHUTE CBOHCTBA HA TNapHKaIUMTON Ciel €AHOKPaTHH JA03H, HAXBHLIABALIN
Zo30BHA uETepBan ot (.06 to 0.48 mcg/kg He mOKa3paT 3aBUCHMOCT OT 11014,

[ManueHTH ¢ HapyllieHa YepHOApoOHA PyHKLINS

B H3cneapaHe, NpOBEOSHO ChE 3eMmnap i.v., pasnpeaencHreTo Ha napukanuuTo (0.24 meg/kg) e
CPABHEHO NpH MALHEHTH ¢ Jieka (n = 5) U cpeAHo Texka (n = 5) 4epHOIpoOHA HENOCTATBYHOCT
(no Child-Pugh) u nHua ¢ HenpoMeHeHa YepHoapobHa PpyHkuua (n = 10). PapMaKOKHHETHKATa
Ha CROOOHHHSA DAPUKANIHTON € CXOOHA CpPed M3CAe]BaHWTE B TMPOYYBAHETO TPYIMH Ha
yepHoapobHa ¢yHKuAA. He ¢ HeobxoauMo KOpHUrWpaHe Ha J03aTa NpH MAIlHEHTH C JIeka J0
CpeJHOTEXKKAa wdepHOApPoOHAa  HEeAOCTaTBYHOCT. Bnmanvero Ha TekKa  YEpHOAPoOHa
HEAOCTATHYHOCT BbPXY PapMaKOKHHETHKATA HA NAPUKANLMTON HE € YCTaHOBEHA.

bL6peuna HeROCTATHEYHOCT

MapMakoKMHETHKATa Ha MAPHKAJMHUTON Cleld MpHeM HA ¢JHHHYHA 033 € OMHCAH IIPH NMalHEeHTH
¢ XB3 cragnii 3 umn cpeaHo Texka OwOpeuna HegocrarhuHOCeT (0 = 15, GFR = 36.9 mo 59.1
mL/min/1.73 m2), XB3 cranuit 4 unu Texka 666peuna Hegoctarte4HOCT (n = 14, GFR = 13.1 1o
29.4 mL/min/1.73 m2) u XB3 craguii 5 wim repMHHaieH ctagiii 660peuna HeJOCTaTRUHOCT [n =
14 Ha xemoauaym3a (HD) u n = 8 Ha nepuroneanda (PD)]. Ilogo6no Ha enporennns 1,25(0H)2
D3, dapMakOKHHETMKATA Ha NAPHKANLKTON CjAEl OpajcH IpPHEM C€ BIUAEC 3HAYHTEIHO OT

HapyiieHata OnOpevnara ¢yHkums, u3obpaseno Ha Tabn. 5. B cpaBHeHHE CBC 3APABH JHILA,
nagedTuTe ¢ Xb3 cranuii 3, 4, 1 5 noxa3ssat noHHxeHo CL/F H no-abJeT 1101YXHBOT.




Tabux. S. CpasHuTe/IHA XAPAKTEPHACTHKA HA cpeAHuTe + SD dapMaKoKHHETHYHH
NAPAMETPH NPH PA3IMYHUTE CTAZHH Ha 6BOpeuHA HeJOCTATHYHOCT CNPSAMO 3APAaBH JTHIA

@®apmakokuHeryu | 3xpasn XB3 XBb3 XB3H craanii 5

HM HAPAMETPH MDA cragmii 3 craauii 4 HD PD
n 25 15 14 14 8
Ho3a (mcg/kg) 0.240 0.047 0.036 0.240 0.240
CL/F (L/h) 3.6+1.0 1.8 £0.5 1.5+04 1.8 +0.8 1.8 +0.8
ty.(h) 5.9x28 16.8 £2.6 19.7+7.2 13.9 5.1 17.7 £ 9.6
£, (%) 0.06 0.06+001 | 007002 | 009004 | 0.13+0.08

0.01 |

* M3uncneHo npy koHueHTpauus 15 nM napyukanuron.

Cnen mnepopalleH NpHEM HA MMAPHKAJILHTON Kancynd, (apMaKOKMHETHYHMAT INpOoQHI Ha
napukanuurton 3a Xb3 cragnii ot 3 g0 5 e cxoaeH. CrneaoBare/iHO HE CE€ HAJIara KOPHMrupaHe Ha
7103aTa H3BBH NPENopbUaHuTe JO3UPOBKH.(BHK 4.2).

5.3 IlpeakTHHMYHH AAHHH 324 0€30MACHOCT

OTKposBallUTE C€ JAHHH NPH MPOYYBAHE Ha A0303aBHCHMATa TOKCHYHOCT IIPH IPH3auH H Ky4yeTa
ce TIpeNMCBAT Ha KallleMH4YHaTa akKTHBHOCT Ha mapukanuuTon. EdexrH, HefiCHO CBBP3aHH ¢
XANEPKATIHEMHA, BKIIOYBAT MOHMXKeH Opoil 6en KPBBHH KNIETKH U aTpodHd HA THMyca IIpH
Ky4eTa, KaKTO M MaTOMOTHYHH CTOHHOCTH Ha APTT (nopumeHO MpH KydeTa, MOHHXEHO IIpH
napxoBe). [IpomeHuTe B Oenug KpbBEH pel HE c€ HadmoaaBat NpH KIHHWYHHTE NpPOy4YBaHHA 34
MapPHKAJILUTOIL.

[TapeKkaIuuTON HE BAHSAE BHPXY PEeNPOAYKTHBHOCTTA IIPH IIIBXOBE H HAMA AAHHH 32 TEPaTOreHEH
edeKT NPH IUIBXOBE H 3aiuu. BUCOKM mo3H OT Apyru ButaMuH D- chabpxauy mpenapar,
NMPHJIATaHH MO BpeMe Ha OpeMEHHOCT MPH *KHBOTHM MMAT TeparorcHed edext. [{apuxanuuron
MoBNHABA (peTaNHATA JKABHECHOCOOHOCT M TMpeAW3BMKBA 3HAYHTEIHO YBelIHYaBaHE Ha
MepHHATANHATA H TIOCTHATAJIHATA CMBPTHOCT Cpel] HOBOPOACHH MIbLXOBE, aKO CE MpHiara B
TOKCHYHH 3a MaHKaTa J03M.

TTapHKAJILHATON HE NMPOABABA MYTAreHHOCT /TEHOTOKCHUMHOCT/ [IPH HPOBEACHH in-vitro H in-vive
OMHUTH 33 MYTAreHHOCT /FEHOTOKCHYHOCT/.

Hicneapannsra 3a KaHLCPOT'CHE3a HPH I'PH3a4YH HC NMOKa3Ba ocobeH PHCK 3a }'T[DTPEISH [IPK XKOopa.

[Ipunaranire QO3H H/HIM CUCTEMHATa EKCMO3MIMSA HA MAPHKAILHTON €a JIEKO 3aBHIICHH B
CpPaBHEHHE ¢ TEPANEBTHYHUTE AO3KM H/UTH CHCTEMHA €KCTIO3HLINA .

6. ©®APMAIEBTHUYHHU JAHHU

6.1 CHHCBK HA NOMOIIHHTE BeIECTBA

CeIabpikaHue Ha KANCYINTE:
CpeAHOBEPIDKHM TPUTHLEPUIH
Eranon




bByTHIXHIPOKCHTONYEH

Kancyna:

1 MHKpOTrpaM

AemaTHl

['munepon

Bona

Tutauues anokcua (E171)
Yepen xenezed okcut (E172)

UYepHo MacTHIIO:
[IponusneH raukon

UepeH xenezeH okcull (E172)
[TonuBuHMA-aueTaT-PTANIAT
Maxkporon

AMOHHEB XHAPOKCHA

6.2 HechLBMeCTHMOCTH

Hsama.

6.3 Cpox Ha roaHocT

2 TOAUHH

64 Croenmanni Npeana3HM MéPKH NPH ChbXpaHeHHe

To3u NeKkapcTBeH MPOAYKT HE H3MCKBA CIICLIHAIHYM YCIOBHA Ha ChXPaHEHHE.

6.5 Buja H ¢chCTAB Ha ONIAKOBKATA

Enun 6mmacrep ot PVC/ dpnyopononumep/anymMuHueBo Gonuo ceabpika 7 Kancym.

Besika kytus cpabpka 1 unu 4 naucrepa.
He Bcuuxu BUAOBE OMAKOBKH Morart Ja ObaaT nycHatu B npojaxoda.

6.6 ChnenuaiHu NpeANA3HH MEPKH NPH U3XBHPJAsHE

Hsma cnenpaiiiay H3NCKBAHUA.

7. IIPHTEJKATEJ HA PA3PEIIEHHETO 3A YIIOTPEBA
AbbVie Spain S.L.U.
Avda. de Burgos, 91

28050 Madnid
Hcnanns

8.  PerucrpauunoHeH HoMep

3emnnap 1 Mukporpam MekH Karcynd - Ne 20080011




9. HATA HA ITBPBO PAZPEHIABAHE/IMMOAHOBABAHE HA
PASPEIIEHHUETO 3A YIIOTPEBA

CenrremBpu 2006 .

10. JJATA HA AKTYAJ/IMIUPAHE HA TEKCTA

OxktomBpu 2014 r.




