KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HME HA JIEKAPCTBEHWJ IIPOAYKT

N3TLIRATENHA ATEHUNRA NO NEKAPCTBATA

Knauua 125 mg/5 ml rpanynu 3a nepopanHa cycneHsus

Klacid 125 mg/5 ml granules for oral suspension

2. KAYECTBEH H KOJIMYECTBEH CBCTAB | BG/MA/MP - ¢

5ml or roroBara cycmeH3MATa 3a MEpOpANHO MPUIOKEHHE CbABPKAT ChOTBETHO mg
KITApUTPOMULIMH (clarithromycin).

[ToMowIHO BELrECTBO ¢ H3BECTHO ACHCTBHE: 3axapo3a 550 mg/mi.
3a MBIHMA CNUCHK Ha NMOMOLLIHMTE BELIIECTBA, BIDKTE TO4Ka 6.1.

3. JEKAPCTBEHA ©®OPMA

I'paHyn# 3a nepopajiiHa CyCneH3us.
['paHynuTe 3a NpUroTBAHE HA NEpOpaHaTa cycneH3us ca 6enu 10 no4td 6eik Ha LBAT.

4. KJMHUYHHU JAHHHU
4.1 TepaneBTHYHH NOKA3ZAHHUS

Knauua rpaHyau 3a MEpopanHa CYCMEH3WA € [I0Ka3aH 3a JIeYeHHEe Ha MHEKUHH, TPUMHHEHH OT
YYBCTBUTEIHU MUKPOOPraHU3aMH, Karto:

. Hudekiny Ha ropHHTe AMXaTENHH MbTUHIIA (Hanp. GapuHIUT, CHHYHT)

. UHpekuMH Ha JOJHUTE AUXATEAHM NbTHwa (Hanp. OpoOHXHT, NHeBMOHMA) (BXK. Toukn 4.4 n 5.1
OTHOCHO TeCTBaHE 3a 4YBCTBUTENHOCT)

* OCcTbp OTHT Ha CPEAHOTO YXO

. HMudexkunn Ha kokaTa MU NOAKOKHHMTE TBKAHW (Hanp. (QONHUKYJIWT, LENYIUT, €puU3uren) (Bx.
TOUKH 4.4 ¥ 5.1 OTHOCHO TECTBaHE 3@ YYBCTBUTETHOCT)

. JduceMyHUpaHH WIH  JIOKAJIU3MpPaHK  MHKOOAKTEPHAIHM  MHQEKLUHH, MPpHUYMHEHHW OT

Mycobacterium avium wnu Mycobacterium intracellulare; nokanu3npann HHPEKUNH, MPHUHUHEHH
ot Mycobacterium chelonae, Mycobacterium fortuitum wnim Mycobacterium kansasii

4.2 J03HPOBKA H HAYHH HA MPHJIOKEHHE

Jo3uposxa

Heya noo 12-z00umna eév3pacm

KnHHHYHY npoyyBanusg ca OMJIM NPOBENCHHU MpH Jela OoT 6-MeceYHa Bb3pacT 20 12-roaviuHa BB3pacT ¢
KNapUTPOMHLUMH cycneH3ua. CneaoBaTeNHO aeua noa 12-roavmiHa Bb3pacT TpAOBa Oa W3NOA3BAT
KJIAPHTPOMHIIMH CycrneH3nsa (rpaHy./Iu 3a nepopanHa CyCrneH3ns).

[lpenopbuBaHaTa AHEBHA N03a HA KIapUTPOMMUMH cycneH3us 3a aeua (125 mg/5 ml uau 250 mg/S ml)
npu acua € 7,5 mg/kg Apa nbTH AHEBHO A0 MakcHMMmanHa ao3a ot 500 mg nBa NbTU AHEBHO IIPU HE
MHkoOakTepuanuy uHpekuuu. OOuuyaiiHaTa NPOABIKUTENHOCT Ha NedeHHeTo € oT S5 a1 ani
3aBUCUMOCT OT MPUUUHKUTENS W OT TeXKecTTa Ha 3abongaHeto. IlpuroTeeHara cycneys &\5
npueMe ¢ UM He3 xpaHa, 1 Moxe aa Objie B3eTa ¢ MJIAKO. *




PhbKOBOACTBO 3A NO3HPAHE IIPH ITIEJUATPHYHH ITAITUEHTH,
Bb3 OCHOBA HA TEJIECHOTO TerJjio
Terno* 7,5 mg/kg no3za B ml 1aBana ABa MbTH AHEBHO
Kg 125 mg/5 ml 250 mg/5 ml

8-11 2,5ml 1,25 ml

12-19 5 ml 2,5 ml

20-29 7,5 ml 3,75 ml

30-40 10 ml 5 ml

* Ilpu neua c Terno nox 8 kg, no3ara Tpadsa aa ce onpenens Ha 6a3a KWJIOrpaM TENECHO TETNO
(okono 7,5 mg/kg, nBa mbTH AHEBHO).

Llo3upoexa npu nayuenmu c MuxobaxmepuanHu uHgexyuu

[Ipy geua ¢ AUCEeMMHMpaHU WIM NOKANUM3UWpaHH MukobakrepuanHn uHbexkumun (M. avium, M.
intracellulare, M. chelonae, M. fortuitum, M. kansasii), npenopbuBaHara no3a ¢ 7,5 ao 15 mg/kg
KJapUTPOMHLHH J1Ba IMETH AHEBHO, €3 aa ce npepvilapa MakcuMaliHa 103a ot 500 mg ABa MbTH AHEBHO.

JleweHueTo ¢ KnapuTpOMHLMH TpaOBa Aa MpOABLIDKM AOKATO MMa KIMHUYHA non3a. JobassHeTo Ha gpyr
aHTHMHKOOAKTEpHA/IEH JIEKAPCTBEH MPOAYKT MoXe fa O0bae oT non3a.

PBKOBOJACTBO 3A 1O3UPAHE IIPH IENUATPUYHH ITAITMEHTH
C MUKOBAKTEPHAJIHU HH®EKIIHUN,
Bb3 OCHOBA HA TEeJIECHOTO TerJjo
Termo* J1o3a B ml 1aBaHa ABA NbTH JHEBHO
(KJIAPHUTPOMMIIMAH 250 mg/5 ml)
Kg 7,5 mg/kg ABa MbLTH AHEBHO 15 mg/kg ABa NbTH JHEBHO
8-11 1,25 ml 2,5ml
12-19 2,5 ml 5ml
20-29 3,75 mi 7,5 ml
30-40 5 ml 10 ml

* [1pn peua ¢ Terno noa 8 kg, no3ata TpAbBa na ce onpenend Ha 0a3za KWAOrpaM TeJIeCHO TEro
(7,5 mg/kg no 15 mg/kg, apa NbTH AHEBHO).

bvbpeuno yepexcoane

[Tpu neua ¢ kpeatnHuHoB KIMpBHC noa 30 ml/min/1,73 m?, no3ara Ha KIapHTPOMHLMH TpabBa Aa 6bae
HaMaJjicHa HanojJOBHHA, T.€. A0 250 mg gHeBHO, Wik 250 mg aBa MbTH OHEBHO IPH MO-TE€KKH HH
HozupaHeTo He TpsaOBa Aa nNpoAb/KaBa Nopeye OT 14 AHU MPH TE3H NMALUEHTH.

HayuH Ha HNPpHAO0KCHHC

3a YKa3aHHA OTHOCHO Ha4HHAa HA NMPHIoTBAHEC HA MnepopanpaTd CyCriCH3UA, BHXKTEC TOYKa



4.3 IlpoTuBOnOKa3ZaHUS

. CBpBbXUYBCTBUTEIHOCT KbM MAKpOIMAHM AHTHUOMOTHMUM MWIH KbM HAKOE OT TOMOLIHUTE
BelllecTBa, U30poeHH B Touka 6.1,
. EaHoBpeMeHHO npunoxkeHHe Ha KnalMa ¢ HAKOE OT CAEAHWUTE JIeKapCcTBa € NPOTHBOIMOKA3AaHO:

aCTEMH30J1, LM3anpua, JOMIOEPHAOH, NUMO3N], TepPeraluH, Thii KaTO TOBA MOXE Oa AOBEIE A0
yabikasane Ha QT M CbpaeyHn apuTMuM, BIUIIOMMTENTHO KaMepHa TaxMKapausa, KaMepHO
MBXKOEHE U torsades de pointes (Bx. To4kH 4.4 v 4.5).

. EnvospeMeHHO npunoxeHWe Ha Knauua ¢ epre  ankaaouad (Hanp. eproTaMHMH  WIH

JIUXHIAPOEProTaMHH) € MPOTHBOMOKA3aHO, Thid KaTo TOBA MOXXE Aa AOBEeAE N0 €pro TOKCHYHOCT
(BXK. Touka 4.5).

. EnHospeMenHo npunoxeHue Ha Knauva v nepopaneH MHAA301aM € TPOTHROMOKA3aHO (BX.
TOuKa 4.5).

. CbOBbTCTBALIOTO APWIOKEHHE HAa KJIAPUTPOMHLIMH H JIOMUTanHa € MNpPOTHBOMOKAa3aHO (BXK.
TOukKa 4.5).

. Knauua He tpsabea na ce npunara npd nauuMeHTH ¢ aHamHe3a 3a yawsiked QT (BpoaeHo wnu

AOKYMEHTHpaHO npuaobuTo yabmkasaHe Ha QT-uHTepBana) UAM KaMEpHa ChpAevHA aAPHUTMHA,
BKIAIOUMTENHO forsades de pointes (Bx. Touku 4.4 u 4.5).

. Knauun He TpsabBa aa ce AaBa Ha MAaLMEHTH C €NEKTPOJMTHM HapylueHHs (XMNOKaJIHEMHS WIH
XAMOMArHE3UEMHA, NOPaAH PUCK OT yab/kaBaHe Ha QT-uHTepRana.

. Knauua He TpabOBa ga ¢e M3NONA3Ba MpW NMALMEHTH ¢ TEXKa dYepHOApoOHA HeAOCTATLUYHOCT B
koMOuHauus ¢ 6p0peuHo yBpexnaHe.

. Knauua se tpabea na ce npunara egHoBpemeHHO ¢ HMG-CoA peaykTtazHH HHXHUOWTODH

(craTuHK), kKOUTO ce Metabonusupatr ocHOBHO oT CYP3A4 (noBacTaTMH MIM CHMMBACTaTHH),
NMopaiH NMOBUILIEH PUCK OT MUOMNATHS, BKITOUKTENHO pabaomMuonusa (BxK. Touka 4.4).

. Kakro v opu apyru mowHu CYP3A4 unxubutopu, Knauun He TpaOBa na ce ynorpebGsaBa
€HOBPEMEHHO € KOJXHUHH (BXK. TOMKH 4.4 1 4.5).

. EaHoepeMeHHO npunoxxeHre Ha Knauua ¢ Tukarpenop, HBabpaauH WiK paHONa3HH.

4.4 Creunannu npeaynpexieHHA 1 NpeAna3sHH MepkKH npu ynorpeba

JlekapsaT He TpaOBa aa npeanucea Knauua Ha OpeMeHHU keHH Oe3 aa e HanpaBeHa BHUMATE/IHA OUEHKa
HA MOJIZUTE CNPAMO pHCKa, OCODEHO Mpe3 MbLPBUTE TPH MeceLa Ha OpeMeHHOCTTA.

HbnarorpaiiHata ynotpeba, kKakTo M nNpH ApYrH aHTUOMOTHLM, MOXKE ha OBeAe A0 KOJOHW3aUHUsa C
nosuieH Opoit HeuyBcTBHTENHM OakTepuM M robu. AKO ce MoABAT cynepHHdekuuu, Tpadbea aa ce
JANOYHE MOAXOAALLA Tepanus.

Knauua ce otaens rnapHo npes yepHus Apob. CnenopaTeNHO ¢€ M3HUCKBA NOBHULIEHO BHUMAHMUE NPH
Ha3HaYasaHe HAa aHTUOMOTHKA Ha NALMEHTH ¢ YBpeAeHa YepHOAPOOHa PyHKUMA.

[ToBHileHO BHMMaHHWe € HeoOXOOMMO H MpH npunokeHuwero Ha Knaump npu nauMeHTH ¢ YMEpPEHO [0
Texko 6pOpeuHo yBpexxaane.

[1pn npunoxxenue Ha Knauna ca Ounu goxknaasanu yepHoApoOHa AMCPYHKUHS, BKIHOUYNTEIHO MOBULUEHH
4epHOJAPOOHH €H3IUMH, U XernaToUEeNyNapeH W/HIH XONeCTaTUYEH XEenmaTuT, ¢ UM 0e3 XbiaTeHuua. Tasu
yepHoApoOHa JHCPyHKLUHMS Moxe Aa Obae TexKa U OOMKHOBEHO € ofparima. B HAkoM ciyuau e
AOKIaABaHa YyepHOoApoOHAa HEOOCTATHYHOCT ¢ ¢aTaneH MU3XoA H OOMKHOBEHO € CBbLP3aHA ChC CEPHO3HH
npuapy>kapaity 3a0o/sBaHMS W/HIH CBIBTCTBALUM NEKApCTBEHW cpeactea. [lauuwenture Tpabea na
npexbCeHAT HezabasHo npuema Ha Knauua, ako ce pa3BHAT NPU3HALM ¥ CHMIOTOMM Ha
aAHOPEKCHA, X bJITEHULIA, ThMHA YPUHA, CbpOEK UK HANIPETHAT KOPEM.

IlcespoMemMOpaHo3eH KONHT € choblaBaH NpH NOYTH BCHYKK aHTUOAKTEPHATHM JleK
BKJIOMHUTE/IHO MaKpoNmMAH, W MOXE [a Bapupa OT JIEKO [0 »KHBOTO34acTpa
Clostridioides difficile—cebp3ana auapus (CDAD) e cho0uiaBaH npy MpHIOKEHH




aHTUOAKTepHATTHH JIEKAPCTBEHH NIPOAYKTH, BKIIOUMTENHO Kinauna, 1 Moske aa Bapupa OT JIKa AHapHs A0
¢aTtaneH KoJHT. JledeHHeTO ¢ aHTHOAKTEpHANIHM JIEKapCTBEHH NMPOAYKTH HapylliaBa HOpMmasiHaTa dnopa
Ha nebenoTo 4epBo, KOETO MOXe Ja JoBeAe A0 cBpbxpactrexk Ha C. difficile. CDAD Tpabsa na ce uma
NPEABHAL NPH BCUYKH MALMEHTH C AMApUA ClieA NPUIOXKEHWEeTO Ha aHTubvoThuM. Heobxoaumo e
BHHMATEJIHOTO CHEMaHe Ha MEIHMLHMHCKA aHaMmHe3a, Tbi Kato cnyuan Ha CDAD ca cbhoOuapaHu okono
ABa MeceLla CNell NPHUIOKEHHETO HA AHTHOAKTEpHATTHUTE JIEKAPCTBEHH NPOAYKTH.

Konaxuumx

I[lo BpeMe Ha MOCT-MapKEeTHHrOBHA NEPHOA ca CbOOLLEBAHH Ciyyau Ha KOIXHLHWHOBA TOKCHMUHOCT MpPH
eTHOBPEMEHHOTO NMpunokeHne Ha Knauua ¥ KONXuuuH, ocoBeHo npu MalMeHTH B CTapyecka Bb3PacT,
KaTO HAKOHW OT MauMeHTHTe ca Gwin ¢ 61r6peuHa HeaoCTaTbUHOCT. JIOKIaABAHH Ca CMBPTHH CAYHaH NPy
HAKOM OT Te3d nauueHTH (Bxk. TO4ka 4.5). EaHoBpeMeHHOTO nMpuaoxkeHne Ha Knauma M KoOnxXMUMH €
NPOTHBOIOKA3aHO (BXK. TOUKa 4.3).

[loBuileHO BHMMaHWE ¢e€ TMpPeNopbYBA [P E€AHOBPEMEHHOTO npunaraHe Ha Knaump w
TpHMa3onoOeH3oAMa3enuHH KaTo TpUa3on/jiaM M HHTPAaBEHO3€H WJIH OpOMYKO3eH MHaazonaMm (BiK.
Touka 4.5).

CupieyHOCHI0BU CHOUTHA
Yabmxena cupacyHa penonspusauus ¥ yassnkasaHe Ha QT-uHrepBana, CBbp3aHM C PHCK 33 pa3BUTHE Ha
CbpAe4yHa apuUTMHA M forsades de pointes, ca HaOMOOABaHU NMPUH NAUUEHTH JNEKYBAHH C MaKpOMHAM,
BIJIFOUMTEITHO KJIapHTPOMHUMH (BXK. Touka 4.8). CnenosatenHo, Thit KATO CNEAHHTE CUTYALIHH MOraT Ja
OOBEAAT A0 TMOBHULIEH PUCK OT KAMEPHHU apUTMHUH (BKITIOUUTENHO forsades de pointes), Knauun tpabera na
C€ M3MOJI3Ba ¢ MOBHIIICHO BHUMAHKWE NMPH CIEAHUTE NaLueHTH:
o [laumeHTH c HcxeMHYHa Oonect Ha ChPUETO, TEXKKA CbpAEYHA HEOOCTATBUHOCT, NPOBOAHHM
HAPYLIEHUA WIH KIHHHYHO 3Ha4YWMa Opaaukapaua.
o Knauun He TpsbBa Aa ce AaBa Ha NAUMEHTH ¢ EJIEKTPOJIMTHU HAPYLIEHHS KaTO XHINOKanHeMHud
WM XHTIOMarHesnemMus (B>k. Touka 4.3).
e JlauuenTH, npueMailli €JHOBPEMEHHO APYrH JIEKApPCTBEHH MPOAYKTH, KOUTO CE€ CBLP3BaT ¢
yabpxkasaHe Ha QT-uHTepBana (Bxx. Touka 4.5).
¢ (CpBIBTCTBALIOTO MPWIOKEHHE HA Knauva M acTeMH30J1, UM3ANpHA, AOMIEPHACH, MUMO3UA H
Tep(peHaguH € NPOTHBONOKa3aHO (BXK. Touka 4.3).
e Knauua He TpabBa Aa ce M3NOA3Ba MPH MAUMEHTH C BPOAEHO WIHM JOKYMEHTHPAHO YOL/KABaHE
Ha QT-uHTepBana WM aHAMHE3a 3a KaMepHa apUTMHA (BX. Touka 4.3).

EnuaeMuonoryHy npoy4BaHua, U3CAEABALLM PHCKA OT HEXENaHH CbpAeYHO-CbAOBM NOCAEACTBHA NpH
NpUaraHe Ha MakpoKIH, Ca NOKa3anu pasiHuHy pe3ynTaTd. HAKoW HEMHTEepPBEHUHOHAIHY NPOYyUBaHHUA
ca MAeHTHOHUMPANH PAABK KPAaTKOCPOUEH PHCK OT apUTMHA, HH(DAPKT Ha MHOKapAa U CbpAEHHO-CHA0BA
CMBPTHOCT, CBbP3@HAa C MAKPOJIUAH, BKIIOUMTEAHO KIapUTPOMHLIMH. BaeMaHeTO npeaBua Ha Te3uU JaHHM
TpabBa Aa ce BGanaHcKpa ¢ NOA3BHTE OT JIEYEHHETOo NpH nNpeanycBare Ha Knauua.

IHeBMOHMS

Iopanu 3acunpBaniara ce pe3UCTEHTHOCT Ha Strepfococcus pneumoniae KbM MaKpoOaMIH € HeoDXOoAHMO
peaBapHTEIHO TeCTBaHE 3a PEe3MCTEHTHOCT MpU W3nKceaHe Ha Knauup 3a nmHEBMOHHH, NpUAOOUTH B
obmecteoto. [lpu BBTpeOONHHUHM NHEBMOHMH Knauma tpaGea pa ce H3nona3ea B KOMOMHALUMA ¢

OOMBJIHUTEIHH NMOAXOAALLN AaHTHOHOTHLM,

K0XXHH W MEKO-TbKaHHH HHEKLIMK C NIeKa 10 YMEPEHA TEXKECT
Te3n vHdekuMM Hall-4eCcTO ce NPUUUHABAT OT Staphylococcus aureus U Streptococcus pyogenes, Kato !
JABaTa NMPHYMHHUTENA Morar na 6bAaT pe3MCTEHTHH Ha MakpoJiMaU. 3aToBa € HeobdXoAMMO fla ce NMPoBeaarT
TECTOBE 3a YYBCTBHUTENHOCT. B ciyvaum, xkoraro Oera-nakraMHH aHTHOMOTHUM He MOraz-i:
W3M0A3BaHK (HaMp. aneprus), APYrd aHTHOMOTHLIM KATO KJIMHAAMHUUMH MOXE Aa 6'[:,[[3 o
npbB H360p. B MOMeHTa caM0 3a MakpOJNMAHTE Ce€ CHMTa, Y€ MMAT POJIA MpPH HaikoH f _|
ThbKaHHH MHQEKUUH npuurHeHu ot Corynebacterium minutissimum, aKHe BYJAIapHc ! :
cAy4aM, KbJeTO HEe MOXe Aa Ce U3NON3Ba NEHULUNHHOBO JIEYEHHME.




Tepanuara ¢ Knauun tpabBa na ce nmpeyctaHoBuM He3za0aBHO M MOAXOMILO JeuyeHHe TpAGBa Aa ce
3a1O4YHE CIMEWHO NMpPH CEpHO3HH OCTPH pPeakliMK HA CBPBbXYYBCTBHTETHOCT KATO aHAHNAKCHA, TEXKKH
KOXXHH Hexkenlann peakuud (SCAR) (Hanp. ocTpa reHepanusupaHa eK3aHTemaTo3Ha nyctynosa (AGEP)),
CHHIPOM Ha Stevens-Johnson, TOKCH4YHA enuAepMalnHa HEKpPOnu3a U KOeH oOpuB ¢ eosuHoduausa M
cHCTeMHH cUMNTOMU (DRESS)).

Knauua tpabsa Aa ce u3non3sa ¢ NOBUILEHO BHUMAHHE NPH NPUIOKEHHE C TeKapcTBa, KOWTO HHAYLMpPAT
uutoxpoM CYP3 A4 enszuma (Bx. TOuka 4.5).

Heo0XxoanMo € ChLI0 NOBHILEHO BHHMAHHE NOPaaH Bb3MOKHOCTTA 32 KPbCTOCAHA PE3MCTEHTHOCT MEXY
Knauuna v apyrd MakpoauaM, KaxTo H ¢ JIMHKOMULIKH U KIIMHAAMMLIMH,

HMG-CoA penykTazHH HHXHOUTOPH (CTATHHAN):

EnHoBpemeHHO npueMane Ha Knauua ¢ noBacTaTMH M CHMBACTATHH € MPOTHBOMNOKA3aHO (BXkK. TOuka 4.3).
HeobxonuMo e nosuileHo BHHUMaHHWe, koraTto ¢€ u3nucea Knauuma ¢ apyru cratuHd. Jloknanaeauu ca
cayyad Ha pabaoOMHONIN3A NPU NMAUUEHTH, NPHEMANH KIAPUTPOMHULMH H cTaTHHU. ITatienTHTe TpabBa aa
ce Habmonaear 3a MpU3HALM W CUMIITOMMK Ha MuonaTtria. B cny4an, koraro eaHospeMenHaTa ynotpeba Ha
Knauun cuC CTaTHHK HE MOXe Aa ce n3berHe, npenopb4sa ce a ce M3nHiie Hal-HUCKaTa perucTpHpaHa
[03a Ha cTaTUH. Moxke 1a ce OOMHCIM M3NON3BAHETO HA CTATHH, KOWTO He 3aBUMCH OT MeTtabonu3Ma Ha
CYP3A (nanp. dnyBacTaTtrH) (Bx. TOUuKa 4.5).

IlepopanHy xunornukemMu4dHy nexkapcrea/UHcynuH

EnHOBpEMEHHOTO NMpHeMaHe Ha MEPOPAHU XMINOTIMKEMUYHHM JekapeTBa (KaTo cyndaHunypes) W/HIH
MHCYJIHH ¢ Knanua Moxe fJa aoBele 10 3HauuMa xunornukemus. [lpenopbuBa ce BHHMATENHO
npocieasBaHe Ha HUBATA Ha IIOKO3aTa.

[lepopannu aHTHKOArYJIaHTH

ChliecTByBa pUCK OT CEpHO3HA XEMOpAarua YU 3HA4YMTEJHH noBuwaBaHus Ha INR u nmpoTpomMOUHOBOTO
BpeMe, kKorato eapdapHH W KNapHTPOMULUMH ce€ npunaraT egHoBpeMeHHo. INR U nporpomMOMHOBOTO
BpeMe TpabBa fna ce MNpocieadBaT 4eCTO B MEpHOAAa HA €IHOBPEMEHEH MpHEM Ha TMepopaliHH
aHTHKoarynanTy v Knauua.

Tpabra na ce oOpbila 0COOEHO BHHUMAaHME, KOraro KINapHTPOMHULIKH C€ npuiara €XHOBPEMEHHO C
AWUPEKTHO AeliCTBalll NepopalHu aHTHKoarynaHTtH kato apaburarpaH, puBapokcabaH, anukcabaH H
eqokcadaH, 0cobeHO rpH NALMEHTH C BUCOK PHCK OT KbpBeHe (BA. TOuKa 4.5).

[loMOLIHM BELIECTRA
Knauua rpaHynu 3a nepopaiiHa CyCNEH3Ws CbObpPXKAaT 3axaposa. [laluMeHTH ¢ penKH HacneaCTBEHM

npoOieMH Karo HErOHOCHMOCT KbM (pyKTO3a, INIOKO30-ranakTozHa ManabcopOuus MM 3axapo3a-
M30ManTa3Ha HeAOCTATLYHOCT He TpAOBA Aa ripYeMar ToBa JeKapcTRO.

Korato ce npeannuesa Ha IMNalHCHTH C ,E[H&ﬁET, ChbALPHKAHNETO HA 3daXapo3a Tpﬂﬁﬂﬂ AJa C€ B3MMa NoAa
BHHMAHHL.

4.5 BiaumoaedcTBHE € APYIH NEKAPCTBEHH NPOAYKTH H APYrH GOopMH HA B3AHMOZEHCTBHE

HEMQMEHHI?MO HaQ nocovenume no-00.1 Y JIEKApCMEEeHU HE{J'(}EKMH € Cmpoco _npomusonoKaiIaHo
nogaﬂu 8HIMOMHCHOCIMIMA OM HOARBAMA HA MENTK I EQEKMH Ha A€EKAPCMECHU 83AUMO0CHRCMEUSA

ACTeMH301, UH3aNpUa, AOMNEPHAOH, NUMO3NI U TepdeHaanH
HownageaHH ca MOBHUILEHW HUBA Ha UMW3anpul NpH NMaUMEHTH, TeKYBaHH €IHOBPEMEHHO

Knauua. Toea Mmoxe aa noseae 40 yab/pkasaHe Ha QT-HHTEpBana W CbpAeYHU apHTMHU
Taxyukapaua, kaMepHa ¢dubpunaumsa W forsades de pointes. [lonobuu edexTH ca Haf
MalUMeHTH, rpueMally eaHoBpeMeHHO Kitauna v nuMo3ua (BUxkTe Touka 4.3).




JoxnansaHo €, 4€ MaKpPOIMAMTE NOBAMABAT MeTabonusMa Ha TepdeHaaUH, KOETO BOAH A0 NOBHLWIABAHE
Ha MNJIasMEHHTE MYy HHMBa H C€ CBbP3Ba CbC ChPACYHH apUTMHHM KaTO yabbkaBaHe Ha QT-mHTepBana,
KaMepHa TaxuKapAus, kamepHa ¢pubpunauus U KaMepHO MBXJIEHE U torsades de pointes (BX. Touka 4.3).
B enno npoyuBaHe rnpu 14 3apaBM AOOPOBOILHM, €OHOBPEMEHHOTO MpunoxkeHHe Ha Kiauua w
TepdeHaguH e JOBejC OT ABYKPaTHO OO TPUKPATHO NOBHMIIABAHE HA CEPYMHHTE HHBA HA KHCE/IMS
MeTabonuT Ha TepdeHanuH U a0 yabmkaesaHe Ha QT-uHTepBana, KOHTO He € ROBEJ A0 KAKBHUTO H /1A €
KIUHUYHO npoaBeHK edekTH. [loaobuu edekT ca HabniogaBaHM U NpU eJHOBPEMEHHO JIEHUEHHE C
aCTEMM30J U JIPYTH MaKpONHUIH.

Epro ankanouau
[locT-MapkeTHHroBHTE CHOOIUEHHA TOKA3BAT, Y€ €AHOBPEMEHHOTO TPUIOKeHHe Ha Knauua 1 eprotaMuH

WIH JUXKHIPOEpProTaMHH € CBBbP3aHO € OCTpa €pProTaMMHOBA TOKCHYHOCT, XapakTepHiWpalla c¢e ¢
Ba30CMa3bM M MCXEMMA HA KpPalHULIMTE M APYrH ThbKAHH, BKIIOUHTEJIHO LIEHTpATHATA HEPBHA CHCTEMA.
EnHoBpeMeHHOTO npunokeHue Ha Knauua v epro ankanonay e NpoTHBONOKa3aHo (BX. Touka 4.3).

[lepopaneH Myugazonam

Korato MugazonamM e 6un npueman eaHospemenHo ¢ Tabmerku Knauua (500 mg asa mvTH AHeBHO),
yactTa noi kpusara (AUC) Ha Munazonam e Ouna yBenuueHa 7 MbTH CNIER MEPOpPaANHO MPUNOKEHKE Ha
MuaaszonaM. EaqHOBpeMEeHHOTO NpHNOKEHHE Ha nepopalieH MuaaszonaM U Knauma e npoTHBONokazaHo
(8. TOuKka 4.3).

HMG-CoA peayirazHy HHXUOUTOPH (CTATHHU)

EanoBpemeHHo fipueMaHe Ha Knauua ¢ noBacTaTHH H CUMBACTaTHH € NPOTHBRONOKA3aHO (Bx. Toyka 4.3),
TbH KaTO Te3H CTATHHHU ce MeTabonusmpaTt ocHoBHO OoT CYP3A4 u eaHoBpeMeHHOTO neueHue ¢ Knauun
NOBUILABA TEXHUTE IUIA3MEHM KOHUEHTpaUWH, KOETO TNMOBHLIABA PUCKA OT MHOMATHA, BIUTIOUMTEITHO
pabnomuonu3a. JoknaasaHu ca cny4dad Ha pabaoMHoONKM3a ApPH MAUMEHTH, NpHEMANH €AHOBPEMEHHO
Knauung ¥ Te3n cTaTUHU. AKO JieHeHUETO ¢ Knauua He MoxKe 1a ce H3berHe, repanusaTa ¢ 10BacTaTHH WIH
CHMBACTaTHH TpaOBa Ja Obae npekbeHaTa.

HeobxoauMo e nosuineHo BHUMaHWe Npu npeanuceadHero Ha Knauuwa ¢be ctaTiHH. B cnyuau, korato
eqHOBpeMeHHaTa ynorpeba Ha KnauMa ¢bC ctaTMHH He MOXe aa ce usberude, npenopbuBa ce Ja ce
W3MHLLE HAKW-HUCKATa perMcTpyupaHa J03a Ha ¢raTHH. Moxe na ce oOMMCIIHM M3MOJN3BaHETO HA CTATHH,
KoiTO He 3aBMCH OT Mcrabonuama Ha CYP3A (Hanp. ¢nyeactatuH). [laumenture Tpabsa na ce
HaOloaaBatT 3a npU3Halld U CHMITOMM Ha MHONATHA.

Edexm na opyzu nexapcmeerit npoOyKmit 6o Knauuo

JlekapcTBa, kouro ca uHaykTopH Ha CYP3A4 (nanp. pudamnuuuH, ¢eHuToMH, Kapbama3zenuH,
enobapburan, xBAT KAHTAPUOH), MOXe Ja MHaAyuKpaT MeTabonuama Ha Knauua. Tosa Mmoxke na noeege
no cybrepaneBTMUHM HMBa Ha Knauua, Boaewo Ao HamaneHa edukacHoct. OCBEH TOBA MOXE Jia €
HeOOXOAUMO Aa c€ MOHHUTOpUpAT MiasMedute Huea Ha CYP3 A4 HHAYKTOpPA, KOUTO MOXKE Na Ce YBEJIUYAT
nopanu HHxHOuumaTa Ha CYP3A4 ot Knauua (BHxTe CbL10 NPOAYKTOBATA UHDOPMALIMA 32 NPHEMAHUTE
CYP3A4 unxuGuropu). EanoBpeMenHoTo npunoxenne Ha pudadbyruH © Knauua moxe na nosense Oo
MOBMIUIABAHE CEPYMHHTE HHBAa Ha pH(pabyrMH M MOHUXKABAHE HA CEPYMHUTEe HMBa Ha Knauuna,
€JHOBPEMEHHO C MOBHULIEH PUCK OT YBEHT.

3a NocoYcHUTE MO-A0NY JIEKAPCTBA € M3BECTHO WAM CE€ Npeanonara, ye MOB/IAMABAT UMPKYJIHUpallUTe
KOHLEHTpaUMK Ha Knauuna, Moxe aa e HeobxoauMa npoMsiHa B Ao3aTta Ha Knauua unu oOMUCIsSHeTo Ha
ANTEPHATHBHO JICUEHHE.

EdaBupeHi, HeBunapuH, pudamnuuny, pudabyTrs u pudaneHTuH

Mo MHAykTOpH Ha uUMTOXpoM P450 MerabonuTHata cucreMa kato edaBHpeH
prdamnuiud, pugadbyTHH 1 pudaneHTHH MoraT aa sacuiat Metabonnama Ha Knauva u
iasMEHHTE MY HMBa, Karto nosuwaepat Te3n Ha 14(R)-XHUOPOKCH-KIAPHTPO
KJAPUTPOMHULIMH), KOHTO € CBHIO MUKPOOHONIOrnuHo aktuseH Merabonur, Toit kaTo MHK OB
aktuBHOCcT Ha Knauma 1 14-OH-knaputpoMuupMH € pa3nuyHa 3a pasnnudure Oa --\Fr_




TepaneBTHYCH edekT Moke aa Obae HapyllleH NMpH eAHOBpeMeHHO MnpuaarasHe Ha Knauma v eH3umHM
KHOYKTOPH.

ETpaBupuH

Excriozvumsata Ha Kiauno e Ouila moOHMMKEHa OT €TpaBUPHH; HO KOHLEHTPAUMMTE HA aKTHBHHA
Metabonut 14-OH—knaputpoMuumH ca 6unu nosuuieHn. [Topanw toBa, ue 14-OH—knapHTPOMULIMH KMa
HaManeHa akTMBHOCT KbM Mycobacterium avium complex (MAC), obiata akTHBHOCT KbM TO3M NAaTOreH

MOXe na ObJe HapyllleHa; 3aToBa TpsOBa Aa C€ WMaT MpedBHA anTepHaTHBH Ha Knauun 3a neueHue Ha
MAC.

OaykoHa30.1

EnnoepeMenHoTO npunoxkeHde Ha pnykounazon 200 mg gHerHo W Knauua 500 mg apa nbeTH JHEBHO MpH
21 3apasu 1oOpoBOILM € AOBEIO A0 MOBMLIABAHE HA CPEAHHUTE MUHHUMANHU PAaBHOBECHH KOHLIEHTpALMK
(Cinin) Ha Knauwg M naowra noa kpusata (AUC), cborBetHo ¢ 33% u 18%. PaBHOBecHuTe
KOHLIEHTpAUMH Ha akTHBHHA MeTabonut 14-OH-knapuTpoMHMUMH He €A TNPOMEHEHW 3HAYHUTENHO MpPH
eAHOBPEMEHHOTO NPUIIOKEHHE ¢ PprykoHa3on. He ce Hanara apantupaHe Ha no3aTta Ha Knauun,

Putonapup
MapMakoKHHETHYHO NpPOYYBaHE € JEMOHCTPUPANO, Y€ €AHOBPEMEHHO NpHEMaHe Ha puToHaBup 200 mg

Ha Bcekd 8uaca u Knauuwa 500 mg Ha Bceku 12vyaca € noBeno [0 3HAUHTENHO NOTHMCKAHE Ha
meTabonuaMa Ha Knauma, MakcumanHarta KoHUeHTpalUHA (Cmax) Ha Knaumna ce nosuuiara ¢ 31%, Chin ce
nosuiiasa ¢ 182% u AUC — cvec 77% npu eaHoBpemeHHO NpHeMaHe Ha putoHaeup. HalniopaeaHo e
MBJIHO TMOTHCKAaHe Ha oOpaszyBaHeTo Ha 14-OH-knaputpomuuuH. [lopaad WHpOKMA TepaneBTHYEH
npo3zopell Ha Knauua, rnpy nauueHTH ¢ HopMmanHa ObOpeuHa ¢GyHKUMS He ¢e Hajnara HamansiBaHe Ha
nozata. Benpeku ToBa, np# nauMeHTH ¢ 0bOpeyHo yBpexxaaHe, TpaOBa na ce 0OOMUCAHW ClIeAHOTO: npH
NALUUEHTH ¢ KpeaTHHUHOB KIHUpBHC OT 30 g0 60 ml/min noszara Ha Knauna tpabera na ce namanu ¢ 50%.
[Ip# mauueHTH ¢ KpeaTHHHHOB KIMpBHC < 30 ml/min no3zata Ha Knauua tpabsa aa ce Hamanu ¢ue 75%.
Ho3mn Ha Knauua no-eucoku ot 1 g AHeBHO He TpAOBa Aa ce npuiiaraT 3a¢IHO C pUTOHABHD.

[Monobuo apgantupaHe Ha go3ata TpsAOGBa Aa ce WMa nNpeABUA MPH MaUWeHTH ¢ HaManeHa O6LOpeyHa
¢yHKUHA, KOraTo PpMTOHAaBMp C€ H3MNON3Ba KaTo ¢apMakoKHHeTHUeH noxodpuren ¢ apyrn HIV
NpoOTea3HH MHXUOUTOpH, BKIIOUUTENHO ara3saHaBAp M cakBWHaBup (BWkTe ,,JBynocouHu
(papMaKOKHHETHYHH B3aUMOACHCTBUA®).

Edexmu na Knauuo év opv2i 1eKapcmeda

AHTHAPDUTMHULIN
ChIeCTBYBAT MOCTMAPKETHHIOBH CbOOLIeHHn 3a torsades de pointes, HACTBNBAUWIM NPH €OHOBPEMEHHO

npunokeHre Ha Knauwa ¥ XxMHUAMH v ausonupamua. [lpn eagHoepemenHo npunaraHe Ha Knauug ¢
TE3W NEKApCTBa, efieKTpokapauorpaMure Tpabea aa ce nabmonapar 3a yabpkasaHe Ha QT-HHTepBana.
[lo BpeMe Ha neueHreTo TpsAOBaA 1A ce MOHUTOPHUPAT CEPYMHHTE HHBA Ha TE€3H JieKapCcTBa.

HoxnaasaHu ca nOCTMapKETHHIOBH CHOOLIEHH 32 XHUNOIJTIMKEMHUSA NPH €1HOBPEMEHRO MPUIOKEHHE Ha
Knauua u auzonupamua. Cneaosarento tpadsa na ObaaT MOHHTOPMPAHH HUBATa Ha KpbBHATA 3axap npu
€IHOBPEMEHHOTO NpUIIOKEHHe Ha Knaua ¥ An3onupaMui.

XHUIPOKCHXIIOPOXHH U XJIOPOXHUH
KnapurpoMuuuH Tpabea ga ce H3Mo/3Ba ¢ NOBULIEHO BHUMAHHUE MPU MALMEHTH, NOJYy4vaBallyd Te3u
NIEKapCTBA, 32 KOUTO € M3BeCTHO, 4Ye yabaxkasar QT-uHTeppana, nmopaau noreHuuana na M
Cbhp/ieYHa apUTMHUA H CEPHO3HH HEXKENAaHU ChpAEYHOCBAOBU CHOUTHA.

[lepopanHu XMNOrNMKEMUYHH JeKapcTBa/MHCYIUH

[Ipy HAKOM XHNOrIHKEMHYHM JIEKApCTBa KATO HATErIMHHMA H penarjivHua MO
uHxubuuna Ha CYP3A en3zumH oT Knlauma v ToBa MOXKE 1a NPUYHHU XUNTOMUKEMHUS E
npuemane. [IpenopbuBa ¢¢ BHUMATENHO NPOCNEAABAHE HA HUBATA HA [IOKO3aTa. 3




BaaumoaeicTera, 6asupann Ha CYP3A

EnsoBpeMeHHOTO npuioxkeHHe Ha Knauua, 3a xkoito e niBectHo, ye uHxubupa CYP3A u nekapcrsa,
mMerabonusupaHy ocHoBHO OoT CYP3A, Moxe aa noBeae OO MOBHLIABAHE KOHLIEHTPAaLMWTE HAa Te3M
JIeKapCcTBa, KOETO [da MOBHMIIH WIH YABDKH KaKTO TEPANEBTHYHHA, TAKA U HEHKEJAHUTE ©PEKTH Ha
€IHOBpPEMEHHO npunaraHoto nekapcrso. Heobxoaumo e BHHUMaHue, koraro Knauun ce npunara
€IHOBPEMEHHO C JPYrH JIEKApCTBa, 32 KOUTO ce 3Hae, ue ca ¢cybctpatn Ha eHsum CYP3A, ocobeno ako
cybctpata Ha CYP3A MMa TeCHM TepaneBTHUHM rpaHMUM (Hamp. xapOamaszenuH) W/uiau cyOcTparta ce
MeTaboH3HUpa eKCTEH3UBHO OT TO3H eH3UM. Moxke Ja ce OOMHCNIH KOpeklMs Ha [03aTa, U KOraro e
Bb3MOXKHO, Aa C€ NpOoC/eNsaBaT BHHMATE/NHO CEPYMHMTE KOHLEHTPALMM Ha JieKapcTBaTa, KOHWTO Ce
metabonusupat or CYP3A, npu naumeHTy, KOUTO MoJy4aBaT e1HOBPEMEHHO KIAPHTPOMHLIKH,
ChnbTCTBALOTO MPUNOKEHHE HA KJIAPUTPOMULUMH M JIOMWUTanua € MNpOTUBOTNOKA3aHO MNopaau
Bb3MOXHOCTTA 3a 3HAYMTEJIHO NOBUILABAHE HA TpaHCaMMHa3uTe (BXK. Touka 4.3).

3a CleHUTE NeKapcTBa WM JIEKapCTBEHU KJIACOBE CE 3HAE WJIM CE Mpearnonara, ye ce MeTaboNU3UpaT OT
cbiMgs CYP3A M3oeH3uM: annpasonaM, acremuson, kapbamasenuH, LUWIOCTa30j], LM3AMPHA,
LIMKIOCMOPHH, AH3ONKPaMui, AOMIICPHOOH, €pro ankanouau, udbpyrunud, uBabpaauH, noMuranni,
JIOBACTATHH, METWINPEAHH3ON0H, MHAa30JiaM, OMENpasos, MEpPOopalHd aHTUKoarynaHtd (Hanp.
papdapuH, puBapokcabaH, anukcabaH), aTUMWYHH aHTUNCHXOTHLUM (HANp. KBETHANKH), MUMO3HA,
XHMHUAKMH, pUdabyTuH, cunacHad /I, CHMBACTATHH, TaKPOAHUMYC, TepdEHAAHH, THA30IaM U BHHOMaCTHH,
KATO TO34 CIIUCHK HE € ITbJAEH.

JlekapcTBa, KOUTO B3aUMOAEHCTBAT Ype3 NMOAOOHU MEXaHU3IMH € APYrH H30€H3UMH OT LHUTOXpoM P450
CHCTEMATa, ca HEeHUTOUH, TEOPHUIHH M BANNPOAT.

JMpeKkTHO AcHcTRAIUM NepopaiHn aHTHKoaryaaHit¥ (DOAC)

JIMpeKkTHO AeHCTBalLWUTE MMEpOpPaJHY aHTHkoarynawrd paaburarpaH v egokcabaH ca cyGerpatd 3a
e¢nykcHua TpaHcnioptep P-gp. PuBapokcaban u anukcabaH ce merabonusupar upe3 CYP3A4 u cbmo ca
cybcrpatu 3a P-gp. Tpabea na ce oOpblua ocobeHo BHHMaHME, KOraTto KIaPpHTPOMHLUMH C€ MpUara
€THOBPEMEHHO ¢ TE€3HM CpeCcTRa, 0COOEHO NMPH MAUKWEHTH ¢ BUCOK PUCK OT KbpBeHE (BX. TouKa 4.4).

KopTukocrepouau
Tpabpa na ce noaxoxaa ¢ MOBULLIEHO BHUMAHKUE MPH CBITETCTBALLA ynoTpeda Ha KTapUTPOMHUMH CBC

CUCTEMHH U HHXaNaTOPHH KOPTUKOCTEPOUAH, KOMTO ce MeTabosinsnpar rnasHo upes CYP3 A, nopanu
MOTEHLHAJIA 32 MOBHIlIaBaHe Ha CHCTEMHATA €KCTNO3WIIMA Ha KOPTHKOCTEPONAUTE. B ciyyait Ha
CHOBTCTBALLA ynoTpeda, nauueHTUTE TpaOBa Aa ce HalioAaBaT BHUMATENHO 33 CUCTEMHH
KOPTUKOCTEPOUIHH HEXKeJlaHU peaKLliu.

OmMenpazon

Knauma (500 mg Ha Bcekn 8 vaca) e mpunarad B komOuHauus ¢ omenpason (40 mg aHeBHO) Ha 3ApasH
Bb3PACTHH JHIAa. PaBHOBECHHTE NMNAa3MEHK KOHLIEHTPaLHU Ha oMenpason ce yBeandapar {Crax, AUCg24 H
t»x ce ypenuyasar c 30%, 89% u 34%, cboTBETHO) NpU eaAHOBpeMeHHO npunarade Ha Knauua. Cpeanara
24-yacogra croitHocT Ha pH Ha ctoMaxa e 6una 5,2, korato oMenpason ¢ Oun npunarad caMoCTOATENHO, H
5,7, korato oMenpa3sosn e 6un npunaran ¢ Knauung,.

Cunnenadun, Tananadun u sapiaesadun

Bceku enud oT Te3n dochoauecTepazHn HHXHOUTOpH ce MeTabonuaupa noHe otdacTH oT CYP3A, karo
CYP3A Moxe na 6bae mHXHOMpaH NpHM eAHOBPEMEHHOTO NpilokeHHe Ha Knmauua. EaHoBpeMeHHOTO
npuroxeHue Ha Knauua cee cunaeHadun, tananadpun u BapaeHadpun 0OMKHOBEHO BOAW A0 MOBHILABAHE
eKCMO3HLUMATA HA (ocoauecTepasHud HHXUOUTOP. [Ipy eAHOBPEMEHHOTO NPUNOKEHHE HA CUnaeHadun,
Taganagun 1 papaeHadun ¢ Knauna tpabea na ce oOMHCIH Bb3MOXKHOCTTA 38 MOHHXKABAHE HA TAXHATA
103a.

Teopunun, xapbamazenuH

PesyntaTv OT KIMHHYHHW NPOYYBAHUA MOKA3BaT, Y€ CHLUECTBYBA YMEPEHO, HO CTATHC
(p £0.05) nosuiuaBaHe HA HUBATA Ha UMPKY/IMpallMs TeodHIMH UMM kapbamazenu
TE€3H NEeKAPCTRA C€ Mpuiara enAHoBpeMeHHo ¢ Knayug,




TonrepoauH

MeTabonn3MbT Ha TONTEPOAHH Ce OChblUeCTBABA OCHOBHO upe3 2D6 msodopmara Ha uumtoxpom P450
(CYP2D6). Bnnpexy ToBa, mpu uacT oT nonynauusara ¢ nunca Ha CYP2D6, e ycranoseHo, ue
MeTaboaHIMBT ce H3BbpiliBa ¢ nomolura Ha CYP3A. Ipu Ta3u yact ot nonynauuaTa, MHXKGUpaHeTo Ha
CYP3A BOAH N0 3HAYMTENHO MO-BUCOKM CEPYMHH KOHLEHTpallMM Ha ToaTepoadH. Moxke na e
HeoOX0AHMO HaMaNisBaHe 103aTa Ha TOATEpOoAHH B npucweraneTo Ha CYP3A unuxuburopu kato Knauua
Mpy nonynauusTa Ha cnabo merabonuanpaiuu upes CYP2D6.

Tpuasondensoarazenyuu (Hamp. annpasonaM, MHaa3oj1aM, TpHa3oaam)

Korato muaazonam ce npunara 3aenno ¢ Knauup tabnerkn (500 mg asa mete AHeBHO), AUC Ha
MHJa301aM € MOBHWEHO 2,7 ITbTH CjIed HHTPAaBEHO3HO NMPWIOKEHHE Ha MuUaazonam. [IpH MHTpaBeHO3HO
npunoxeHue Ha MugasonaM ¢ Knmauma, nauuedture tpabsa na 6vaar penosHo HabnopaBaHH ¢ ornen
€BEHTYA/IHA NPOMAHA Ha no3ata. [Ipunoxkenvero Ha MUOa3onaM NO OPOMYKO3€H NBT, KOETO MOXe fa
3200MKONM  MpPECUCTEMHOTO CIMMHHUpAHE HA JIEKapCTBOTO, € [MO-BEPOATHO JAa JOBEAE A0
B3aUMOJEHCTBHE, NOAOOHO Ha HabnwAaBaHOTO clej HHTPABEHO3HO MPHIOKEHWE Ha MMAA30NaM,
OTKOJIKOTO A0 B3aUMOAEHUCTBHE, MOJOOHO HA TOBA ¢JieA NEPOPaTHO MPUITOKEHHE.

CbluMre npeanasHd Mepku TpabBa na ce NpWIOKAT U N0 OTHOLLUEHWE Ha APYruTe GeH30AHa3cnHHM,
mMetabonuzupani ot CYP3A, BRAOYHTENHO TpUazonaM H anmpasosiaM. Ilpy GeH30aAMaA3ENHHHUTE, YHETO
elMMHHHpaHe He e 3asucuMo oT CYP3A (Temazenam, HUTpa3enam, 1opa3enam), He Ce OUAKBA KIHHHUYHO
3HAa4YMMO B3aUMOAcHCTBHE ¢ Knauua.

Hma nocTMapkeTHHroBd ChOOLLIEHUs 32 JIEKAPCTBEHH B3aMMOACHCTBHA M edexTH BBPXY LEHTpalHaTa
HepeHa cuctema (LIHC) (Hanp. comMHONMEHTHOCT U OOBPKAHOCT) MPH €AHOBPEMEHHOTO MNMPHIOKEHHE HA
Knauua v Tpuasonam. [lpenoppusa ce npocaefgpaHe Ha NAUMEHTUTE MO OTHOLUEHHE HA MOBHLIABAHE Ha
¢dapmakonorutuHuTe edpektn Bbpxy LIHC.

Apyau nekapecmeenu 63aUMo0eiicmeun

Koaxuums
KonxuumH e cyberpar kakto Ha CYP3A, Taka m Ha edykcHua TpaHcnoprep P-raukonportenH (Pgp).

M3sectHO e, ye Knauun u apyru Makponnau ca uuxuburopu Ha CYP3A u Pgp. [Ipu eaHoBpeMeHHOTO
npunoxenue Ha Knauuna y konxuuuH, uuxubupanero Ha Pgp w/unu CYP3A ot Knauua Mmoxe 1a nosene
10 MOBHUIABAHE EKCMO3HLMATA HA KOJXHUMH. EAHOBpEMEHHOTO npuiaraHe Ha koaxuluH ¥ Knauun e
NPOTHBOMOKAa3aHO (BX. ToukH 4.3 » 4.4),

JIUrokcuu

CumnTa ce, ye AMroKCHH e cybcTpaTt Ha epnykcHUA TpaHcnopTep P-rmukonpoteuH (Pgp). U3secTHo e, ue
Knauua unxubupa Pgp. Ilpy eaHoBpeMeHHOTO npunoxenve Ha Knauuwa m JMrokcuH, HHXubUpaHeTo Ha
Pgp ot Knauwa moxxe na aopeae a0 NMOBHIMABaHE eKCMO3HLUATA Ha AWIMOKCHH. B nmocTMapkeTHHropus
nepHo] ChpUI0 ca cboOLUABaHH C/Iyyad Ha NOBHMUIEHWE HA CEPYMHHU KOHLICHTPAaUWM Ha OWUIOKCHH MpPH
nauuMeHTHTe, npueMaiy Knauua v qurokcH. Hakou oT nalueHdTHUTE €a NMOKaszanH KIMHHYHH NpPHU3HaLIM
HA JWUFrOKCMHOBA HWHTOKCHKAUMA, BKIIOYWTENIHO [MOTEHUMANHO ¢aTtanHu aputMub. CepyMHHUTE
KOHLIEHTPALMW Ha QUrOKCHUH TpAOBa na ObaaT BHUMATEHO NMPOCACAABAHH MPH NMALUEHTHTE, NPHEMAILH
eJHOBPEMEHHO NUIrOKCHH M Knauua,.

3UJ0OBYAUH
EnHoBpeMEHHOTO nepopaidHo npHaoxkeHue Ha Knauma tabnetku u 3ugoeyouH npu HIV-undekrupanu
Bb3PACTHH NALMEHTH MOXKE Ja AOBERE OO NOHHIKEHO PABHOBECHO CLCTOAHHME HA KOHUEHTPALHUMTE Ha
3UAOBYAMH. THi Kato Hai-BeposaTHO Kiauua nossuvasa pezopObuusaTa Ha €IHOBPEMEHHO MNPUICOREHHR
nepopancH 3uA0BYAUH, TOBA B3aUMOACHCTBHE MOXKe Aa ce U30ErHe B rojiaMa cTeneH 4Ypes paancan:
nosute Ha Knauma v 3MI0BYAMH 3a MOCTUraHe Ha 4-4acOBU MHTEPBANH MEXAY MPHEMA H:
Tosa B3auMonelcTBHEe He ce nosssapa Npu neauwarpudHd HIV-undexktupanu nauue l y
Knauua cycneHsus ¢bc 3WA0BYAMH WM IUACOKCHHUHO3HH. ToBa B3auMoJeHCTBHE & M
korato Knaum ce npunara upes HHTpaBeHO3Ha HHQY3HA.




(DEeHUTOUH YU BANINpoAaT
Mma criontaHHd unM nybnukyeaHu cboOlieHus 3a B3aumopedcteus Ha CYP3A4 umxuGuropy,

BKIHOUUTENHO Knanua ¢ nekapeTea, 3a KOMTO c€ ¢HuTa, He He ce Metrabonmsupar ot CYP3A4 (nanp.
¢eHuTONH H Banmpoar). [IpenopbyuBa ce M3MEpBaHE HAa CEPYMHHTE HMBA HA TE3H JIEKApCTBa, KOraTo ¢e
npunaraTt eaHoBpeMeHHo ¢ Kimauua. ChobiuasaHu ca noBHLIEHH CEPYMHH HHBA.

QEEHGCS YHi QﬂgMﬂKﬂRHﬂEﬂIHHHﬂ 83 UMOOCUCMBUR

ATalaHaBup

Knauup M atazaHaBup ca cyOcTpatd M HHXHOMTOpH Ha CYP3A U chliecTBYBaT JaHHM 3a JABYIIOCOYHO
nekapcTBeHO B3auMoaeicTeue. EanoppeMenHoTo npunoxenne Ha Knauua (500 mg aBa mbTH IHEBHO) ¢
atazaHaBup (400 mg BeAHDXX AHEBHO) BOAM A0 ABYKPAaTHO MOBHILEHHE ekcno3nuuaTa Ha Knauua u 70%
MOHWKEHHE Ha ekcrosuuusta 14-OH-knaputpoMuunn, npu 28% nosuinenne AUC Ha artazaHasup.
[lopagu wMpokus TeparneBTHYEH Mnposopell Ha Knauuz, He ce Hanara mMoHWKaBaHe Ha jJo03aTa npu
MaLuueHTH ¢ HopManHa ObOpeuna pyHkums. [1pu nauMeHTwTe ¢ yMepeHa yBpeneHa 6u0peuHa dyHKUHSA
(kpeatuHHHOB KIHpbHC 30 no 60 mi/min), no3ara Ha Knauun tpabea aa 6vae Hamanena ¢ 50%. [Mpu
[MaLMEHTHUTE ¢ KPEaTHHHHOB KITHPBHC <30 ml/min, ao3ata Ha Knauua Tpabea pa 6bae HamaneHa cbe 75%
[Py U3NO0A3BAHETO HA FMOAXOAALIA NeKapcTBeHa dopma Ha Knauua. Jozu Ha Knauma, no-Bucokm oT
1 000 mg aHeBHO, He TpabBa Aa ce nNpuUnaraT 3a¢AHO C NPOTEa3HA HHXUOUTOPH.

biokepy Ha KaNLHEBUTE KaHAIM
IlperroppHBa c€ NOBUUIEHO BHUMAaHHME NPH €OHOBPEMEHHOTO NpunoxeHue Ha Knauua v Onokepu Ha

KaJLMEBUTE KaHaIH, KOMTO ce MeTabonuzupar or CYP3A4 (nHanp. BepanaMil, aMIOAMIIHH, AUITHA3EM)
nopagd pHCK OT XHNOToHMA. [InasMeHuTe koHueHTpauuu Ha Knauua, kakto M Ha OnokepuTte Ha
KaJllMeBUTE KAHATH MOXE Aa C€ YBENMUAT, KOETO C& ABb/HKH HA B3AUMOACHCTBHETO MM. XHIMOTOHHA,
OpagunapUTMHA M JlakTaTHAa aunac3a ca Ounu HaO/roaaBaHKW TP MALMEHTH, NpUeMallld eIHOBPEMEHHO
Knauun 4 Bepanamuil.

HUrpakoHa3on

Knaupa u urpakoHazon ca cybcrpatd M uHxuOuTopu Ha CYP3A, koeTo BoAM A0 ABYMNOCOYHO
JleKapcTBeHO BiauMoge#crede. Knauua Moxe ga NOBUHIUM TUIa3MEHUTE HMBA HAa WTPAKOHa3on, a
MTPAKOHA30/1 MOXKE Ja MOBHLUM ria3sMeHuTe HHBa Ha Knauua. [lauuvedTuTe, npueMaiy e€IHOBpPEMEHHO
uTpakoHa3on v Knaupn Tpsbea aa Ovaar peaoBHO npocnaeasBaHH 3a MPU3HALM WIM CUMIOTOMH Ha
MOBHIIEH UM YAB/KEH papMaKoIOoruieH edexr.

CakBUHaBHP
Knauna v cakeuHaeup ca cybctpath v unxubutopu Ha CYP3A ¥ ABYnocouHM JNeKapCTBEHH
B3auMoaeHcTBUA. EaHoBpeMeHHOTO npunoxenne Ha Knauua (500 mg ABa NbTH AHEBHO) U CAKBUHABUP
(MekH »xenaTHHOBU Kancyau, 1 200 mg Tpu nmbTW aHeBHO) npH 12 3apaeu noOpoBOILK € A0BENO A0
CTOHHOCTH B paBHOBECHO CbCTOAHHE Ha AUC W Cpa Ha caxkBHHaBHp, CBHOTBETHO 177% u 187% no-
BUCOKH OT TE3W MPH CAMOCTOATENHOTO NpHiokeHUe Ha cakBUHaBHp, CroitHocTUTe Ha AUC 1 Chax Ha
Knauma ca 6wiu ¢ oxono 40% no-BHCOKHM B CpaBHEHHME ¢ T€3H MPH CaMOCTOATEIHOTO MPHIOKEHHE Ha
Knauua. He ce Hanara nmpoMsHa Ha 003aTa NMpU €AHOBPEMEHHOTO MPUAOKEHHE Ha ABETe Jiekapersa 3a
OrpaHH4YCH MEPHOA OT BPEME B MNPOYUBAHHTE AO3W/JIeKAapCTBEHH (opMu. [JaHHUTE OT MpPOy4BaAHUATA
BbPXY JIEKAPCTBEHHTE B3aHUMOACHCTBHA NpPU NPWIOKEHHUETO HA MEKHTE >KEJIATHHOBU KANCYMH MOXe Ha
He ca MOKa3aTeNHW MO OTHOLIEHHE Ha edeKTHTe MpH MPHICKEHUEeTQ Ha CaKBMHABHP noi ¢opMara Ha
TBBPIH KENATUHOBU Kancynu. JIaHHWTE OT NpOy4YBaHUATA BBPXY JIEKAPCTBEHHUTE B3aUMOAEHCTBUA MPH
CAMOCTOATENIHO TPUIIOKEHUETO HAa CAKBUHABUP MOXE Ja HE Ca [I0KA3aTElHW [0 OTHOLIEHHWE Ha
HabmonapaHuTe edexTH npH JleYeHHeTO CbC CcakBHHABUP/puUTOHaBHp. [lpH eaHOB
NpUIOKEeHHEe Ha CaKBMHABMP C pUTOHABUpP TpadBa Na ¢e uMAT NpeaABU] MOTCHLUATHWT
puroHaBup Bbpxy Knauua (Bxk. Touka 4.5).




4.6 PepTHIAHTET, OPEMEHHOCT B KhpMeEne

bpeMeHHOCT

bezonacHocrra Ha Knauva no speme Ha OpeMEHHOCT He € ycTaHOBeHa. Bh3 OCHOBa Ha MpOMEHNUBH
PE3YJITATH, NOAYYEHH OT NPOYYBAHHUA NpPU KUBOTHH W ONMHTA NPH XOpa, HE MOXKe Ja €€ H3IKIHOUM
BEPOATHOCTTA OT HEXENaHW pEakuuH BbpXy eMOpHoderanHoTo pa3euTHe. B HAkon obOcepBallMOHHH
NMPOyYBaHHA, OLCHABALUM EKCIO3HUMATA HA KIAPUTPOMHLMH TpPE3 MBPBUA W BTOPUA TPUMECTBP, Ce
cboOLIaBa 38 MOBHULIEH PUCK OT CMOHTaHEH abopT B CpaBHEHHWE C HEM3MON3BAHETO Ha AHTHUOUOTHK WIH
M3MON3BAHETO Ha APYr aHTHUOMOTHUK mpe3 chiuda nepvol. HanuunuTe enuaeMHONIOrHYHM MPOYyYBAHUA
OTHOCHO PHCKA OT CEPHO3HH BpPOAEHH MajdopMailudy nNpH ynotpebara Ha MaKpOJHAH, BKIKOUHTENHO
KIapHUTPOMHLIMH, NO BpeMe Ha OpeMEeHHOCT MPEAOCTaBAT NPOTUBOPEUHBH peaynratu. [lopaan ToBa He ce
npenopbuBa nNpueMbT Ha Knauma no Bpeme Ha OpeMeHHocT 0€3 1a e HampaBeHa OLIEHKA HA NOJI3UTE
CpAMO PUCKOBETE.

KbpMmeHe
bezonacHocTra Ha Knauua rno speMe Ha KbpMEHE He € ycraHoBeHa. Knauua ce oTaens B kbpMarta B

MaJKK Koau4yecTBa. M3uncneHo e, 4ye xbpMaueTo e nojlydn okoyio 1,7% oT Rozara KNapuTpoOMHLUMH,
KOpUMrMpaHaTta cnopej TerjioTo Ha Maikara.

QDepTHAUTET
[lpoyuBaHMATA [IPH ITbXOBE HE MOKA3BAT AAHHU 32 BpeAHH edekTH BhpXY depTunuTeTa (BXK. TOuKa 5.3).

4.7 EdexkTH BLpXy cnocobnoctTa 3a miopHpane B padbora ¢ MALIHHA

Hama nanuu 3a BangHuero Ha Knauua sbpxy cnocobHocTTa 32 miopupane Wi pabora ¢ mawinH. Ilpeau
wodupane wnu pabora ¢ MawuHKU TpAGBa Aa ce KMa NpeABUI BB3MOXHOCTTA 3a MOABA Ha 3aMasHOCT,
BEPTUIrO, OOBPKAHOCT M AE30PHEHTALIUA, KOUTO MOTaT Aa e MOABAT NpH NpUeMa Ha TOBa JIeKapCTBo.

4.8 HexeNaHH JeKAPCTBEHU PeaKLHM

Haii-uecTo cpeulaHuTe HEXENaHW JIEKApCTBEHW peakuyH, CBbp3aHM ¢ Tepanuara ¢ Knauwa npwu
BbL3PACTHM H NeAMaTpUYHA MONylaiksa, ca KopemHa Oonka, AMapvs, rajeHe, NOBpbLUIAHE H NPOMEHEH
BKyC. Te3n HexxenaHu peakuMu OOMKHOBEHO Ca JIEKH MO HHTEH3MBHOCT M Ca B CHLOTBETCTBHE C NO3HATHS
npodua Ha 6e30MacHOCT Ha MAKPOJIUIHHTE aHTHOHOTHLIM.

Hsiva 3HauuMMa pa3nuka B Y€CTOTATA HA TE3M CTOMAWIHO-YPEBHHM HEXKEJNaHW peakliMH MO BpeMme Ha
KIIHHHYHH H3MWTBAZHUA MEXAY MNMOMyJaLMMTE TNAUMEHTH ¢ Wi O3 npealecTBald MUKOOaKTepUaIHU
HHPEKLUH.

Cneppaluata tabauua nokKasea AOKJAaJBaHUTE HEXENAHW PEAKUMM OT KIAWHWYHM MU3MMTBAHUA # OT
MOCTMAapKETUHIOBHA OMUT ¢ Knauua rpanyny 3a nepopanHa CyCreH3udA, TableTKH ¢ W3MEHEHO
ocBoDOKaaBaHe, pUIMHpaHK TabNeTKH U nNpax 3a HHPY3HOHEH Pa3TBOP.

PeakiiMute, CUMTAHM KATO MOHE BB3MOXKHO CBBP3aHH ¢ Kiauua, ca mokasaHu Mo CUCTEMHO-OPraHHa
KnacHpHKaLMg M onpedeneHH Mo 4ecToTa KaTo: MHoro uectu (= 1/10), vectu (= 1/100 no < 1/10),
HedecTH (= 1/1 000 no < 1/100) ¥ ¢ HeusBecTHA yecToTa (HEXKENaHU peakUuUMH OT NOCTMAPKEeTHHIOBMA
OMHWT, OT HANMYHHUTE AaHHH He MOXe Ja Obje HanpaBeHa oueHka). BbB Bcaka rpyna mno 4ecToTa,
HEeKEJIAaHUTE peakUyyd ca MNpPeACTaBEHW B HU3XOAMLL pEed Ha TAXHATA CEPHO3HOCT, TaM KBLAETO
CepHO3HOCTTa MOXe Jia ObJe OLUeHeHa.

MedDRA-6a3a MHoro YectH Heuectu C Heuw3BecTHa

AAHHHA Ha CHCTEMO- YecTH (= 1/100 no (= 1/1 000 no < 1/100) (0T HATMUHU

OpraHHH KJ1acoBe (= 1/10) | <1/10) MOXe na O ..;/*
_ OLIEHKA)

Uudexunn v Llenyaut!, kanouanasa, [ceBaomenpighe

HH(eCcTaLHK [ACTPOEHTEPHUT?, KOJINT, epybEhen




HHGEKUN®, BATHHANHY

HH(pEeKUHUH
HapyiueHua Ha Jleskonenus, ArpaHyJouuTO3a,
KpbBTa K TUM{pHATA HEYTpPONEHMS®, TPOMOOLMTONEHNA
CHCTEMA TpombouuTeMHs’,
eosuHopunns’
HapyuieHus Ha AxadunaxtTonaHa AHadunnakTHuHa
HMMYHHaTa CUCTEMa peakuus’, peakLus, aRrMoeaeM
CBPBX4YYBCTBHTEIHOCT

Hapyiienus Ha
MeTaboiiuiMa U

AHOPEKCUA, MOHUKEH
ATIETHT

 XPaHEHeTO
Merxuunm Bescbuiue TpeBOXHOCT, HEPBHOCT [TcuxoTHuHH
HapYLLIEHHS HapyeHUA, ChbCTOAHHE
Ha 0OBpKaHOCT,
ReNnepCcoHAnM3aLNA,
Lenpecus,
NEe30PHEHTALINA,
XaTIOLHHALIHA,
HeoOHMyaliHU ChHULLA,
MaHHA
HapylieHuns Ha Hucreyaun 3ary6a Ha chiHaHME', Koueyncumn, areysus,
HepBHATa CHCTEMA rnasofosiue AUCKHHE3HA !, 3aMasHOCT, MapoCMHUA, AHOCMMUA,
CBHJIMBOCT, TPEMOP mapecTe3us
HapyiueHua Ha BepTuro, HapylIeHHS Ha [nyxoTta
 YXOTO H n1abvpHHTa clyXa, THHHTYC
CobpaeuHn Cophaeuen apect’, Torsade de pointes,
HapYLICHHUA NpeACHPAHO MBXKIEHE!, KaMEpHa TaXMKapauA,
vabikeH QT B EKT, KaMEPHO MbXEHE
eKcTpacucTonu!,
NAMHTaLHH
CbI08H HapyLIEeHHA Basoaunatauus' Xemoparus
PecnupartopHy, AcTtM™al, enucrakcuc?,
IPBAHH H 6enoapoben eMbonU3LM'
MEIHACTHHATHU
HapyLIeHHA
CTOMALIHO-YPEBHH Tuapus, Eaodarut!, OCTbp MaHKPEATHT,
HapylleHUA [NOBPLLIAHE, ractpoesodareanHa NPOMEHH B LIBETA HA
AUCTIETICHS, pednykcHa Gonect?, e3HKa, IPOMEHH B LBETA
rafeHe, KOpeMHa | TacTPHT, MPOKTANrHUA?, Ha 3b6HTE
Gonka CTOMAaTHT, ITIOCHT,
noAyBaHe Ha Kopema®,
KOHCTUNALMA, CYXOTa B
ycTaTa, OpHrBaHe,
dbnaTyaeHuus
XenatoOuWnuapHu AOHOpMeH Xonectaza®, xenaTur?, YepHoapobHa
HapylIeHHA yepHoApobeH MOBMiLIEHA ANAHHH HeJO0CTAaTHHHOCT,
(YHKUHKOHAIEH aMuHOTpanchepasa, XenaroLesyaapHa
TECT NOBHILEHA acnapTar XbATEHHULA
aMUHOTpaHc(epasa,
NMOBHLUEHA raMa-
rayTaMHaTpaHchepasa’
Hapyuienmns Ha O0pus, Bynosen aepmarut, TeXKHN KOKHH H
KOXara XHMNepXuapo3a cbpOexc, YpTHKapu, peakuun (SCA ' '*- B 15
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JIAKOHCDBH,
TOKCHYHA enuAepMalHa
HEKPONIN3a, NeKapCTBEH
oOpHB € €03MHODUNUA H
CHCTEMHH CHMITTOMH
(DRESS), akHe
Hapyiuenus Ha MycKynHM crnasmiu?, Pa6nomuonnza®™’,
MYCKYJTHO- MYCKYNHO-CKE/ETHA MHONAaTHA '
CKeJleTHaTa CHCTeMa CKOBAHOCT', Muanrus?
M ChEIMHHATENIHATA
TbKaH
HapyweHun Ha YBenuueHue Ha bnOpeuHa
OL6peuuTe » KpeaTHHHHA B KPbBTA', HEIOCTATBYUHOCT,
NHKOYHUTE THTHUILA YBEAHUEHUE Ha ypesaTa B HHTEPCTHLHANEH HEDPUT
KpbBTa'
O6wn Hapywmenua u | Gnedut | Bonka Ha HepaznonoxeHue?,
e(eKTH Ha MACTOTO Ha MSICTOTO Ha NoBHllEHa TeMnepaTypa’,
Ha MTPUIOKEHHUE MSACTOTO | HHXeEKTupaHe', acTEHHA, rPBAHA Gonka®,
Ha Bb3MajleHKhe Ha gTpucaHe*;, ymopa®
MHXEKT | MACTOTO Ha
upaHe' | WHXeKTUpaHe'
MacneapaHus AOHOPMHO OTHOLIEHHE [Tosuwen INR,
anbyMuH rnobynus’, Y IBJIKEHO
MOBHULLCHWE HA A/IKATHATA MpoTpOMOHUHOBO BpEME,
doctharasa 8 KphBTA®, aOHOpPMER UBAT Ha YpHHa
MOBUILEHWE HA NlaKTaT
OeXKUOporeHa3ara B KpbeTa'

*[lopaau Topa, 4Ye Te3W peaklLHH €a JOKAaABaHU AOOPOBOJHO OT MOMYNAUHA ¢ HEONpPENeNeH pasMep, HEBHHArH €
BFb3MOXHO 03 C€ MPEANoOJIONKH HAAEKIHO TAXHATA YECTOTA MWK Ja C€ YCTAHOBH MPUUHHHO-CNEACTBEHA BPH3Ka C
EKCIIO3ULHMATA KbM JIEKAPCTBOTO. EXCNO3ULMATA HA NMALMEHTUTE Ce Npearnonara aa € no-rojiaMa ot | Munuapa AHM
nauMeHTo-NeyeHue 3a Knauua.

**B Hakou OT goxknaauTe 3a paGaomuonuisa, Knauua e npuwiaraH €HOBPEMEHHO ¢ APYTH JEKapCTBa, 38 KOWTO €
H3BECTHO, Y€ ¢a CBbP3aHHU ¢ NoABata Ha pabaomuonuia (kaTo cTatuHM, GUOpPATH, KONXHUUMH WIK alOMYPHHON).

| HJIP poknagsaHy caMo 3a npax 3a HHQY3HOHEH pa3TROp

¢ HJIP goknafasaHu caMo 3a TaGlIeTKH ¢ YObKEeHO 0cBOGOXK 1aBaHe
3 HJIP goknaaBaHM camo 33 IPaHYJH 3a MepopanHa CyCIreH3us

* HIIP noxnaaeaum camMo 3a TabneTku ¢ He3abaBHO 0CBOGOX AaBaHE

YecToTaTa, BHaa M TEXKECTTa HA HEXENIAHUTE NEKAPCTBA NPHU Aela Ce o4aKBa Aa ObaaT ChLUMTE KaKTO NpPH
Bb3PACTHH.

NMMYyHOKOMNPOMETHPAHHU NALMEHTH

Mpn nauvenTu c¢ve CITHH # aApyru MMyHOKOMNpPOMETHpPAHH NalMeHTH, JiIeKyBaHH 3a MUKoDakTepHUaiHu
MHQEKLHH ¢ MO-BHCOKH MepopanHu no3v Knauua 3a npoab/HKUTENREH nepHoa, vecTo e Huno TpyaHo aa
ce OTNUMAT HexenaHuTe ChOUTHA, cBBp3anKn ¢ Knauua, ot cumnromute Ha CIIMH unu cunvreTBawoTo
3abongBaHe.

IIpn BB3pacTHU maumeHTH, NekysaHu ¢ Knauna 1 000 mg obma aHesHa no3a, HAH-4ECTO QOKAAIBEHHUTE
HEXXENAHH DEeakKUMM ¢a rajeHe, MoppblliaHe, NpoMsHa Ha BKyca, KopeMHa Ooska, auapus, oOpueu,
(dnatyneHuua, rnapofonue, 3anek, HaApYILICHUS Ha CyXa, NOBUWICHU CEpyMHA riyTaMaT OKCanoaleTaT
TpaHcamnHaza (SGOT) u cepymHa rnyramat nupyeat tpaHcamuHasza (SGPT). JonsaHuTennu ¢vbutus ¢
MO-HUCKA YECTOTa Ca 3aaYX, Oe3ChHHe U CYXO0Ta B ycTara.

[Ipu T€3u UMYHOKOMNPOMETHPAHHU NaLWeHTH 1abopaToOpHUTE NOKa3aTeNu ca OUEHEHU NPHU aHH) MWEV
Ha Te3W CTONMHOCTH 0e3 BKIKOUBAHE HA TOJIEMHUTE OTKIOHEHMS (T.€. EKCTPEMHO BHCOKM W/AR &
HHCKH) 3a KOHKPETHOTO H3cneaBane. Ha Gasata Ha Te3u kpuTepuH, okono 2% a0 3% OT Te:
kouto nonyyaear 1 000 mg Knauun oHeBHO, ca UMaIH CEPHO3HO MOBULLEHW HHBA Ha SG
aOHOpMHO HHCBHK Opoil 6enM KpbBHH KIE€TKH H TpoMOOUMTH. HHCBK npoUeHT nauuveHTHS




MOBHUICHH HHABa Ha yped.

CopobuasaHe Ha MOAO3UPAHU HEXENTAHH PEaKLIHK

Cho0uiapaHeTo Ha NOAO3HPAHM HEXENAaHH peakuuM cref paspewaBaHe 3a ynorpefa Ha JiEeKapCTBEHMS
NMPOAYKT € BaXHO. Topa Mo3BONABA A4 NPOABIKM HAOMOASHHETO HA CHOTHOLUEHUETO MOM3a/PHCK 3a
JIEKapCTBEHUA NMPOAYKT. OT MEAULIMHCKHTE CMELUaNUCTH Ce M3UCKBA Ja CboOLLaBaT BCAKA NMOAO3MpaHa
HeXXeNaHa peaklMa ype3 HaLMOHAIHA CHCTEMA 3a ChobllaBaHe:

H3nbnaHuTenHa areduus no nekapersara (MAJI)
ya. ,.JdamsaH I'pyes” Ne 8

1303, rp. Codus

Ten.: +35 928903417

yebcaiT: www.bda.bg

Kato cbobiuiaBare HexcenaHu peakUMy, MOXKETE 1a XA/I€TE CBOS [IPUHOC 3a MONY4aBaHEe HA MOBEYE
UH(PpOpMaLIKa OTHOCHO 6e30MacHOCTTa Ha TOBA J1eKapCTBO.

4.9 IIpeno3upane

CuUMnNTOMH

[TonyueHute choOUleHHs nOKa3BaT, ue npueMa Ha rodemMy KonudectBa Knaumg mMoxe aa aosede Ao
NOABaTa Ha CTOMALIHO-YPEBHH CUMNTOMHU. [IpH eauH nauMeHT ¢ aHaMHe3a 3a OUIOAAPHO pa3CcTPOHCTBO,
npuven oceM rpama Knauwa, € HabmoaaBaHo HapylmieHHe Ha MEHTUTHMTE (PYHKUMHM, NapaHOMIHO
MoBeAcHHEe, XUIMOKATHEMUA H XUITOKCEMHMUS.

JleueHue

Hexenanure peaxkuH, NpUApy>KaBalld NpeAO3UpaHeTo, TpAdBa Aa ce JIeKyBaT CbC CBOEBPEMEHHO
eMMMUHHpaHe Ha HeaOcopbHpaHOTO nekapcTBO M noAAbP)KamlM Mepku. Kakro npu ocraHanuTe
MaKpOJiIW[lH, HE C€ OYaKBa CEpPYMHMTE HHMBA HA KIAPUTPOMHUMH Aa C€ TMNOBAMUAAT 3HAUMTENHO IMpPH
XEMOJIHAIIU3a WM MEPHUTOHEATHA AHANIH3a.

5, OAPMAKOJIOTHYHH CBOUCTBA

3.1 OapmMaxoIHHAMHYHH CBOHCTBA

(QapMaxkoTepaleBTUYHA Ipyna: aHTU-OaKTepHaHHU JIEKAPCTBEHU TPOAYKTH 332 CHCTEMHO MPUIIOKEHUE,
makponuau, ATC koa: JOIFAQ9

KnapHTpOMHLIMH € MOJYCHHTETHYEH MaKpoiuaeH aHTMOUOTHK, noaydeH upes 3amaHa Ha CH3;O rpyna ¢
xuapokcunHa (OH) rpyna Ha no3uuusi 6 OT epHTPOMHUMH JIaKTOHeH npbCcTeH. I[lo-kOHKpeTHOo
KNApUTPOMHUMH € 6-O-MEeTHT epUTPOMMIUHH A. benuat a0 noutd 641 aHTUOHOTHUEH nNpax € ropyus,
NpakTH4YeCcKH 06e3 MUPH3Ma, N0 CHLIECTBO HEPAITBOPHM BLB BOAA H €1ad0 pa3TBOPUM B €TAHOA, METAHON
U anleroHuTpun. Heroeoro monekynno terno € 747.96.

Mukpobuosiorus

KnapuTpoMMUHH ynpakHABA aHTUOAKTEepHANHOTO CHM JelicTBue upe3 cebpiaHe ¢ 50S pubozomuara
cybeaMHHULIA HA YYBCTBHTEIHUTE DAaKTEPHH U MOTHUCKA NMPOTEUHOBATa CHHTE34,

KnapUTpOMHLUMH AEMOHCTPHpAa OTIMYHA in Vitro 8KTHBHOCT CpPEUlY CTaHOAPTHU wamoBe OakT
KJIMHUYHM U305aTH. TOM npuTexKaBa MHOIO MOLUHO aHTHOaKTepHanHO NEHCTBUE Cpelly LK
or aepobHu M aHacpoOHM [ pam-moaokutenHd U [paM-oTPpHUATENTHH OpPraHU3MH.
HHXUOHTOPHH KOHUeHTpauuH (MHK) Ha xnapuTpoMuilMH KaTo w10 ca ¢ eaHo log: pa
cuiHH oT MUK Ha epuTpOMHLIMH. '




In vitro naHHWTE CBIIO MOKA3BaT, HE KNAPUTPOMULIMH MMa OTIMYHA aKTHBHOCT cpewly Legionella
pneumophila v Mycoplasma pneumoniae. To# e Gakrepuunnen 3a Helicobacter pylori; Tasn akTHBHOCT
Ha KIapMTPOMHUHMH € NO-BHCOKa TpH HeyTpanHo pH, orkonkoro npu kuceno pH. Invitro w invivo
JaHHHUTE MOKAa3BaT, Ye TO3H aHTUOMOTHK MMa AKTUBHOCT Cpelly KIMHWYHO 3HAYUMK MUKOOAKTEepHATHM
BUAOBE. Invitro nAaHHWTE nokaseatT, 4e Enferobacteriaceae, Pseudomonas BHAOBETE U APYrw
HeQEPMEHTATUBHHY NaKTO30-0TpuuaTenHH [paM-oTpuuaTenHu OakTepuH He ca UyBCTBHUTENHH KbM
KNapHTPOMHLUHH.

KnapuTpoMHLUMH € nokas3ajl aKTHBHOCT Cpellly MOBEYETO WAMOBE Ha ClIeIHHTE MUKPOOPraHHU3MM KAKTO
in vitro, Taka v Np¥ KIMHUYHH HHPEKLKU, KAKTO € ONTMCaHOo B TouKa 4.1:

AepobrH I'paM-noN0KHTEHH MHKPOOPTAHH3IMH
Staphylococcus aureus

Streptococcus pneumoniae

Streptococcus pyogenes

Listeria monocytogenes

Aepobun I' paM-oTprUATEIHH MEKPOOPrakU3MH
Haemophilus influenzae

Haemophilus parainfluenzae

Movraxella catarrhalis

Neisseria gonorrhoeae

Legionella pneumophila

Ilp}’l"ll MHKpOOpraHH3IMH

Mycoplasma pneumoniae
Chiamydia pneumoniae (TWAR)

Mukobaxrepnnu

Mycobacterium leprae

Mycobacterium kansasii

Mycobacterium chelonae

Mycobacterium fortuitum

Mycobacterium avium complex (MAC), ¢cueToamm ce oT: Mycobacterium avium
Mpycobacterium Intracellulare

bera-nakTaMa3zHaTa npoayKUHA He TpsOBa na HMa €(eKT BbPXY AKTHBHOCTTA Ha KIAapPHTPOMULIMH.

3ABEJIEXKKA: [ToBeuero tamMOBe METHLHNHH-PE3UCTEHTHH M OKCALIMIUH-PE3UCTEHTHH CTA(PHIOKOKH
Ca PE3UCTEHTHU KbM KJIAPHTPOMHLIHH.

Helicobacter

Helicobacter pylori

H pylori € w3sonupaH B KynTypH, NOJIYYEHU fpeAd TepanusTta, Karo knapurpomMuunH MHK ca
onpeacneny npeau aedyeHuero npu 104 maumeHtd. OT TAX 4YETHPUMA NALUMEHTH HWMAT PE3UCTEHTHM
[AMOBE, [BaMa [MAlLMEHTH HMMAaT LlIaMOBE C MEX/IWHHA YMYBCTBMUTEAHOCT M 98 mauueHTH MMaT
4YBCTBHUTE/IHH LIIAMOBE.

CnenHuTe invitro JaHHH ¢a HaAMYHH, HO_TAXHATA KJHMHHYHA 3HAYHMOCT He € H3BECTHA.
KnapurpoMuLiuH NOKa3Ba in vitro akTHBHOCT Cpellly NMoBeveTo LIaMOBE Ha CJIEAHMTE MHKPOOPraHH3MHU;
BCe Mak 0e30macHOCTTa M e(PEeKTHUBHOCTTA HA KIAPUTPOMHMLIMH MPH JIeUeHHE HAa KIIMHUYHK HH}EKLIHH,

KITHHHUYHH H3INTUTBAHHA.

AepoOun I'pamM-110/10)KHTETHH MAKPOOPraHH3MH
Streptococcus agalactiae




Streptococci (I pyna C.F,G)
Viridans 2pyna streptococci

AepodnH I'paM-0oTpHIIATEIHH MAKPOOPraHH3MH
Bordetella pertussis
Pasteurella multocida

AnaepobHn I'paM-noNoXHTETHA MHKPOOPraHH3MH
Clostridium perfringens

Peptococcus niger

Propionibacterium acnes

AHaepoOHR | paM-oTpHUATETHH MHKPOOPraHU3MH
Bacteroides melaninogenicus

Conpoxetn
Borrelia burgdorferi
Treponema pallidum

Kamnuaobakrep
Campylobacter jejuni

OCHOBHHMAT MeTabOJMUT HA KIAPHTPOMHLMH NPU 4YOBEKA U APYrHM IMpHUMaTH € MHKpOOHONMOrH4YHO
akTUBHMAT Metabonut 14-OH-knapurpoMuuus, To3um MeTadonuT € ChUIO TONKOBA aKTHBEH WM 1 10
2 BTH NO-MAaJIKO aKTHBEH OT M3XOAHOTO ChE€AMHEHHe 334 MOBEeUeTO OpPraHH3MH, ¢ W3KIKYeHue Ha H.
influenzae, cpeuly KOUTO € aABa MbTH No-akTHMBeH. M3xoaHoro BemectBo W 14-OH MetaGoauThT
YNPaXKHABAT aAUTHBEH WM CHHepruyeH edekT Bbpxy H. influenzae in vitro u in vivo, B 3aBUCHMOCT OT
OaxkTepyaHUTE LAMOBE.

3a KNApUTPOMHULIMH € YCTAHOBEHO, He € OBa A0 AESCET NbTU MO-AKTHUBEH OT €PHUTPOMMLUH B HAKONKO
€KCIIEPUMEHTANHH KMBOTHUHCKH MHPeEeKUMO3HY mojenn. [lokasaHO € Hanpumep, 4e € no-e(PeKTHBEH OT
EPUTPOMULIMH MPH MHLIM CUCTEMHU HWHOEKUHH, MHUIM NMOAKOXHHM abclecH W MHUIKM HHQEKUHH Ha
AUXaTeNHUTE MbTHLNA, NPHYHMHEHH oT S. pneumoniae, S. aureus, S. pyogenes W H. influenzae. Tlpu
MOPCKH CBHHYETA ¢ NEerHoHenHa HHpekuna To3M edeKT € NO-CUNHO HU3pa3eH; UHTpanepUTOHEaNHa 1034

ot 1,6 mg/kg/neH knapuTpoMHUMH € no-epekTHBHA oT 50 mg/kg/neH epUTPOMHULIKH.

| paHUYHU CTOWHOCTH 33 U3NUTBAHE 3@ YYBCTBUTEJIHOCT

TonkyBatennute kputepuu 3a MIC (MuHuManHa naxubupalia KOHLICHTPAWKA) 32 U3IHTBAHE Ha
YYBCTBUTEJHOCTTA ¢a YCTAHOBEHHU OT EBponeicKusa KOMUATET 3a U3CJICABAHE HA AaHTUMHUKPOOHATa
YYBCTBHTEIHOCT (EUCAST) 3a KJIapUTPOMMIIUH H ca H30pOECHH TYK:
https://www_.ema.europa.ew/documents/other/minimume-inhibitory-concentration-mic-
breakpoints_en.xlsx.

Mons, BrkTe cnieunguyHaTa HHpopMaums 3a Bawara crpaHa unM perMoH OTHOCHO rpaHHMYHH CTOHWHOCTH
33 YYBCTBHTENHOCT, PE3UCTEHTHOCT U MEX/IHHHA HYBCTBHTETHOCT.

KnnHnyHa edukacHOCT U 6e3onacHoOCT

Knunuuen onum npu nayuenmu ¢ Hemuxobaxmepuainu unpexyuu

B KIMHWYHH HU3NWTBaHHA € OWI0 AEMOHCTPUpPAHO, Y€ KIapMTPOMHUMH B no3a 7,5 mg/kg nBa NbTH
AHEeBHO e Oe3onaceH U epeKTHBEH MPH JICUEHHETO Ha MEeJUATPHUYHHU MALUUEHTH ¢ HHPEKUHH, UBACKRAL v
opaiHC aHTHOHMOTHYHO JsiedeHre. Knaputpomuuuu € 6un oueHer npy noseue ot 1 200 ae AP a4 -
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[Tpy Te3n M3nMUTBAHUA KIAPUTPOMHUUMUH B A03a OT 7,5 mg/kg ABa nbTi AHEBHO € MoOKa3zajl CpaBHHMA
KIMHUYHA U fakTepuoNioruuHa ePHKacHOCT ¢ pedepeHTHH NeKapCTBEHH MPOAYKTH, KOHTO BKIOYBAT
NEHULUIMH V, aMOKCHUMAMH, aMOKCHUWNUH/K/IABY/NaHOBA KHCEJIMHA, €PHTPOMHULUMH ETWICYKLUHAT,

Ledaxnop U uegaapoKcu.

Knunuuen onum npu nayuenmiu ¢ MUKobakmepuainu ungexyuu

EnHo u3nuTBaHe ¢ neauaTpHyHv nauvedtH (Haxkod ot konte HIV-nosutuBHH) ¢ MUkoDakTepHaaHH
WHPEKLIMH IEMOHCTpHpa, Y€ KIapUTPOMHUMH e Oun Oe3omacHO WM e(PEKTHUBHO JieueHHe, AajeH
CAMOCTOATENHO H B KOMOMHALIMA CHC 3MAOBYAUH WIH TMACOKCHMMHO3MH. KitapuTpoMuUMH neanaTpyuYHa
cycneu3ns € owia npunoxkeda kato 7,5; 15 unu 30 mg/kg/neH B ABe OTASIHH JO3H.

HAkoHM cTaTHCTHYECKM 3HAYHMH €(ekTH BbPXY (PapMaKOKUHETHHHHTE MapaMmMeTpH ca HaOmoaaBaHw,
KOraTo KIApUTPOMHLME € OHN MPUIIOKEH C aHTHPETPOBHPYCHH JieKapcTBa; BCE MaK Te3M NpPOMEHH ca
OMAM Mankd M BEpOATHO HAMAT KJIMHHYHA 3HauuMmocT. Knapurpomuuuu B no3u no 30 mg/kg/nen ce
rnonacsa aodpe.

KnapuTpoMHLUYH e O1n e(peKTHBEH 3a JIEYEHHETO Ha AMCEMUHHUPAHHU UHeKUMH ¢ M. avium KOMILneKc
npu negdatpuyHd nauMeHTH ¢bve CIIMH, kato HAKOM nauMeHTH ca AEMOHCTPHPAIH NMPOABMKHTENHA
e(pMKaCHOCT cNejl NoBeye OT €4Ha NoAHHA Cle/l TepanuaTa.

5.2 DapMakoOKHHETHYHH CBOHCTBA

AbGcopbums

Hauanuure dapmMakoKMHETHYHHM [JaHHH ca MoJy4YeHW ¢ TabieTHH GOpMM Ha KNApUTPOMHUMH. Te3u
NaHHW NOKa3BaT, 4ye nekapcTBoTro 6bp3o ce abcopbupa oT cToMauiHO-4peBHHUA TpakT U abcomoTHaTa
OuonanuuHoct Ha 250 mg tabnerka knapurpoMuuUMH e npubausutenHo 50%. Kakro Hawanoto Ha
abcopbLudaTa, Taka 1 OPpMHPAHETO HA AHTUMUKPOOHO-akTUBHMHA MeTaboauT 14-OH-knapuTpOMULIKH ce
3a0aBAT JEKO OT XpaHa, HO OHOHANWYHOCTTA HE CE€ MOBNHABA OT MPUIOKEHUETO Ha JIEKAPCTBOTO C XpaHa.

Pasnpenenenue, buorpaHchopMauua U eTUMMHHHApaHE

In vitro

In vitro npoy4YBaHMUs MOKa3BaT, Ye CBBbP3BAHETO HA KNAPUTPOMMULMH C MPOTEHMHH B YOBELIKA IUIa3Ma €
cpenHo okono 70% npu KIMHUYHO 3HAUYMMH KoHUeHTpauuHu ot 0,45 no 4,5 ng/ml.

30pasu uHOUsUOU
bHoHanMuHOCcTTa U (PapMaKOKMHETHKATA HA KJIAPUTPOMHUHMH MEAWATPUYHA CYCMEH3HA ca M3c/eABaHH

MPH Bb3PACTHH H MPH NEeAUATPUYHM MaLueHTH. [IpoyusaHe ¢ eAUMHHUYHaE 0038 MPH BBIPACTHHU NALIHEHTH
YCTaHOBABA, ue 0blarta OMOHANUUYHOCT Ha neauaTpHuHata opMa € eKBUBANCHTHA WK MAJIKO NO-ronsMa
OT Ta3Hu Ha TabjieTkara (103MpoOBKAaTa ¢ BCska OT TAX € 250 mg). Kaxkto npu Ttabnetkara, NpUuioXKeHHETO
Ha neauaTpuyuHata ¢dopma ¢ XpaHa BoAM 40 Jieko 3a0aBsAHe Ha HauanoTo Ha abcopOuudTa, HO He
nopnMsaBa obOmara OUOHAMHMYHOCT Ha KIApUTPOMHUUMH., CpaBHUATEAHUTE Chmax, AUC u Tiz Ha
KJIapUTPOMULIMH 3a neguaTpu4uHarta ¢opma (¢ xpaHa) ca 0,95 pg/ml, 6,5 pg yac/ml u 3,7 vaca, cboTBETHO,
a 3a 250 mg Ttabnetka (Ha rnagHo) ca 1,10 pg/ml, 6,3 pg wac/ml u 3,3 vaca, CbOTBETHO.

B npoyuBaHe ¢ MHOrOKpaTHH [JO3M, NpPH KOETO BB3pACcTHH npHeMaT 250 mg KnapuTpoOMHLMH
negvaTpuvHa CycrieH3na Ha Bceku 12 yaca, KpbBHUTE HUBA B PABHOBECHO CBCTOSHHUE MMOYTH CE€ AOCTHIAT
[0 BpeMETO Ha mnerata O03a. DapMAKOKMHETHUYHHUTE napaMmMeTrpu Clel Mnerata 1033 KI1apuTPOMHLIMH
neaMaTpuuHa cycneHsus ca Cmax 1,98 pg/ml, AUC 11,5 pg yvac/ml, Tmax 2,8 waca u Ty 3,2 yaca 3a
knapurpoMuumn # 0,67, 5,33, 2,9 n 4,9, crorereTHO 3a 14-OH-knapUTpOMHLIMH,

an 3ApaBHu XOopa Ha I'MaagHO, MHKOBUTC CCPYMHH KOHUCHTPALUHHU CE AOCTHraTt A0 JBa 4aca CN¢
CEPYMHH KOHLCHTPAaUHH B PABHOBRCCHO CBCTOAHHE Ha KNApHTPOMHLHKH CC QOCTHIaT 34 AB

ca npubnusuTenno 1 pg/mi. CroTBeTCTRAIUMTE NHKOBH CEPYMHH KOHUEHTpaLKu ca 2 10
500 mg, npunarana Ha Bcekd 12 yaca.




EAMMHHALMOHHHMAT NONYKHBOT Ha KIAPpUTPOMHLIMH € OKOJIO TPH A0 4eTHpH 4aca ¢ 250 mg tabnetka,
punaraHa Ha ecexu 12 yaca, HO ce noBMIIaBa A0 ner oo ceaem 4vaca npu 500 mg, npunaraHy Ha BCEKH
12 yaca. OcHoBHUAT MeTabonur 14-OH-knaputpoMuumMH JocTHra NMHKOBa KOHLEHTPALIUA B PAaBHOBECHO
cbeTossHUE Okono 0,6 pg/ml u MMa eNMMUHALMOHEH NOMYKHUBOT MMET A0 WeCT yaca caen 250 mg no3a Ha
Bcekd 12 uaca. Ilpu no3a 500 mg Ha Bceku 12 yaca NUMKOBMTE KOHLEHTPALIMM B PABHOBECHO CHCTOAHHE
Ha 14-OH-knapuTpoMHLIMH ca Manko no-8ucokH (A0 1 pg/ml), a eAMMHHALUMOHHHUAT TIONYXXUBOT € OKOJIO
ceaeM vaca. M ¢ geere N03M KOHLEHTPALMATA B PABHOBECHO CbCTOAHHE HA TO3H MeTabonuT 0OMKHOBEHO
ce JOCTHra 3a J1Ba 10 TPH AHHU.

[Tpubnusurenno 20% ot 250 mg opanHa no3a, AaBaHa Ha BCEKH 12 yaca, ce eKCKpeTHpa B YPHHATA KaTO
HenpoMeHeH wiapuTpoMHuMH. Cnen nosa ot 500 mg Ha Bceku 12 yaca ypuHHATA €KCKpeLIMA Ha
HEMMPOMEHEHOTO M3XOAHO JeKapcTBO € npubnusutento 30%. brOpeuHUaT KIMpBHC Ha KNAPHTPOMHLIWH
BC€ NaK € OTHOCHTEJIHO HE3AaBHCHM OT pa3Mepa Ha Jo3aTta U npHOIH3UTEeNHO e paBeH Ha HOpMaslHaTa
CKOpPOCT Ha raoMepynHa o¢uarpaurs. [naBHuaT Meraboaut, otkpuBaH B ypuHara, ¢ 14-OH-
KIapUTPOMHMLIMH, HAa KOroTo ce Ab/kaT aonbaHuTenHd 10% no 15% ot 250 mg nnm 500 mg npunoxeHa
203a Ha BCEKH 12 yaca.

ITayuenmu

KnaputpoMuumd 4 HeroBusT 14-OH metabonut ce paznpeaenat 6bp30 B TENECHHUTE ThbKaHH M TEYHOCTH.
KoHueHTpauuuTe B ThbKaHUTE OOMKHOBEHO ca HAKOJIKO ITHTH NMO-BHCOKH OT CEPYMHHMTE KOHLEHTpPaLWH.
[IpumepH 3a TBKaHHH U CEPYMHM KOHUEHTPALMK Cca NPeaCTaABEHH NO-A0MY:

KOHIIEHTPAIIHUA
(cnen 250 mg Ha Bcexu 12 yaca)
Tokau CepyMm
BiA TLkaK (n/g) (ng/m)
CnuBHLA 1,6 0.8
ban apob 8.8 1,7

[Mpy neauaTpHUHH NAUMECHTH, HYXIACUH CE€ OT OpallHO AHTHOMOTHYHO JIEYEHHUE, KIAPUTPOMULIMH
AeMOHCTpHpa aoOpa OMOHANHMYHOCT ¢ (apMaKOKHHETHYEH NPOQHI B CHOTBETCTBHE C IPEAHILUHHTE
pe3y/TaTy TMpH Bb3PAacTHU, KaTO C€ M3MOJ3Ba ChUIATA CYCHICH3WOHHA ¢opMyna. Pesynratute nokasgar
6bp3a M EKCTCH3UBHa JieKapcTBeHa abcopOLKA NpH Jeua U ¢ U3KIIOUYeHHe Ha Nleko 3abaBaHe Ha Ha4YaloTo
Ha abcopbumara, xpaHaTa U3rnexaa HAMa 3HAYMM €(EKT BBLPXY JI€KapcTBeHaTa OMOHAIHMHOCT WM
PapMAKOKMHETHUHUTE npoduin. PapMaKOKMHETHYHUTS NapaMeTpd B PaBRHOBECHO CBLCTOSHHE,
AOCTUrHATH CJIE[ AeBETATAa A03a HA NeTHA NedyebeH eH, Ca KaKTO CAEe/Ba 3a U3XOOHOTO J1eKapCTBO: Crax
4,60 pg/ml, AUC 15,7 ng/vac/ml, u Ty 2,8 uaca; kopecnongupatuute cToHocTH 3a 14-OH metabonura
ca c¢boTBeTHO 1,64 pg/ml, 6,69 pg/uac/ml v 2,7 yaca. ENMMHMHAUMOHHHAT NONY)XUBOT € onpeaeneH
npubnuzutenHo Ha 2,2 yaca 4 4,3 4aca, CbOTBETHO 32 U3XOOHOTO NE€KapcTBO M MeTabonuTa.

B apyro npoyueaHe € MoiaydeHa WHGpOpManua 3a NMPOHHKBAHETO HAa KIAPUTPOMHLIMH B TEMHOCTTA Ha
CPEAHOTO YXO MpU NaLUEHTH Che cpeaeH oTuT. [Ipubnuantenno 2,5 yaca cnen nonydaBaHeTO Ha nerara
noza (mosupoBkara € 7,5 mg/kg ABa nbTH IHEBHO), CpelHATa KOHLEHTpPalHA Ha KJIAPUTPOMHLHH €
2,53 ug/g TeuHOCT B CPEOHOTO YXO, a 3a 14-OH Merabonura € 1,27 pg/g. KoHuenrpatygure Ha H3X0AHOTO
nexaperso U 14-OH metabonurta oOMKHOBEHO ca ABa MbTH MO-BUCOKK OT ChOTBETHHTE KOHUEHTpaLKH B
cepyma.

YeproOpobro yapesicoane
KOHUEHTpaLIMHUTE B PABHOBECHO CLCTOSHUE HA KIAPHTPOMMUHMH MPH XOpa ¢ YBRPEAECHA YEPHQ
(GYHKUMA He Ce pa3sivvaBaT OT Te3H NpH 3ApaBd MHAMBMAH; BCE IaK KOHLEHTpaLUMWHTe
KNapUTPOMHMLHH C€a NMO-HHCKHA NMPH NaUUEHTH ¢ 4YepHOApoOHO yBpexaaHe, HamaneHoTo
14-OH-knNapUTPOMHLIMH CE€ KOMIIEHCHpa MOHE YaCTHMHO OT MOBHLUICHHE Ha OnOpeuH
KNApUTPOMHULIMH NPH XOpa ¢ yBpeleHa YepHoapoOHa ¢yHKLMA B CpaBHEHHUE ChC 30paBy U




bvbpeuno yapeoscoane

(PapMakOKHHETHKATa Ha KIADUTPOMMLMH CbUIO € MPOMEHEHA MMPH MALMEHTH C HapylieHa ObbOpeyHa
$yHKUMA, KOHTO MOJYuYaBaT MHOrOKpaTHM nepopanHd Ao3u ot 500 mg. [liasmMenure HuBa,
NoayXUBOTBT, Crax U Chin 38 KnapurpoMuuuH U Herosua 14-OH metabonur ca no-sucokn u AUC e no-
rofsma npu xopa ¢ 6b0pedHo yBpexaaHe B cpaBHeHUE CbC 3ApaBd MHAMBUAKM. CTeneHTa, 10 KOATO TE3M
napaMeTpH ce€ palnuyaBaT, KopelHpa ¢be CTeneHTa Ha 0BOpPEeYHOTO yBpekKaaHe; KONKOTO MO-TEKKO €
O0LOPEUHOTO yBpEXKAAaHE, TONKOBA MO-3HAYMMA € pa3jiiKarta (Bx. Touka 4.2).

Ilayuenmu e cmapuecka av3pacm

B cpaBHUTENHO W3MMTBAHE HA 34paBHM MJIaRd Xopa W 34paBM NULla B CTAPHECKA Bb3PACT, MOIYy4aBallly
MHOTOKpaTHH nepopanHu a034 500 mg knapuTpOMHLUKMH, LHPKYJIHPALIUTE MJ1a3MEHK HUBA Ca NO-BUCOKH,
a eMMMHHALMATA € no-0aBHa B NO-Bb3pACcTHATA rpyna B CpaBHeHWe ¢ Mo-mjajara rpyna. Bece nak Hsama
paliMka MeXJy ABeTe TIpyNH, Korato ObOpeyHHAT KIMPBHC Ha KIApUTPOMHUMH C€ KOpeaupa c
KPEATHHHHOBUA KJIMPBHHC. 3aKIIIOUEHHETO OT TE3U PE3YATATH €, Ue€ BCEKH eeKT NpH MU3NON3BAHETO HA
KIIAPUTPOMHULIMH € CBbp3aH ¢ OpOpeuHaTa (pyHKLMA, a HE ¢ BL3PACTTa HAa NALIMEHTA.

Tlayuenmu ¢ muxobaxmepuannu unexyuu

KoHueHTpauuuTe B paBHOBECHO CbCTOAHHME HA KIApUTPOMHUMH H  14-OH-knapHTpoMHUMH,
HabnioaaBaHu ciea NMpUIOKEHUETO Ha oOUyalHK a03u npu naudeHTH ¢ HIV undexkumns (tabneTku 3a
Bb3paCTHUTE; IpaHyiHd 3a CYCneH3ua 3a jJeua), ca nogoOHH Ha Te3un, HabnogaBaHW MpH 30paBH
MHAUBHOM. Bce nmak npu no-BUCOKMTE A03H, KOUTO MoraT ga Obaatr HeoOXOAZHMH 3a JleueHHe Ha
MUKOOaKTepHANHHUTE HHOEKUNH, KOHUEHTPALUHTE HA KIapUTPOMHULMH MOraT Aa 6baaT 3HAYUTEIHO MMO-
BUCOKH OT Te3u, HabnrogasaHu npu obudaiinure Q03H.

[TIpy neua ¢ HIV unpexums, npuemawn 15 po 30 mg/kg/nen xnaputpoMHULKMH, pa3ieneH B ABE J03M,
CTOHHOCTUTE HAa Chrax B PABHOBECHO ChCTOAHHE OOMKHOBEHO BapupaT oT 8 no 20 pug/ml. Bece nak ca
HabmoaaBaHH U CTOHHOCTH HA Cirax 40 23 ug/ml npn HIV-uH@exTHpaHu neaMaTpHuHH MNALHUEHTH,
npueMai 30 mg/kg/neH, paszaenedHd 8 JBe OTAENHM A03M KATO KIAPUTPOMUUUH MNENHaTpUUYHA
CYCNEH3Ka., ENHMHHALMOHHHMTE MONYXKHUBOTH H3INEXKIAT YABMKEHH NPW TE3U FMO-BHCOKH J03H B
CpaBHEHME ¢ Te3H, HabmogaBaHu Npy oOWyakHKUTE A03M MpH 3ApaBH UHAMBUAM. [1o-BMCOKHTE NaaszmMeHH
KOHLUCHTPAUKHA M NO-ABLITHTE EJIHMUAHALIMOHHM NONYXMBOTH, HaOmionaBaHW nNpH TE3HW O03H, Ca B
CLOTBETCTBYE C H3BECTHATA HENMHEHHOCT Ha (PapMaKOKWHETHKATa Ha KIAPUTPOMMLIHH.

3.3 IIpeaxnunan4uun qanuH 3a 6e30nacHOCT

[Tpoy4yBaHHA 33 OCTPa M NOAOCTPA OpalHA TOKCUHHOCT

OcTpute opatiy LDsp CTOMHOCTH Ha KTApUTPOMHULMH CYCNEH3NA, MPUIOKEHA HA TPHAHEBHU MULLIKH, ca
1 290 mg/kg 3a mbxKH M 1 230 mg/kg 3a keHCKU. L.Dsp cTOMHOCTUTE NpH TPUAHEBHHU IJIbXOBe ca
1 330 mg/’kg 3a mbkku u 1 270 mg/kg 3a xeHcku. 3a cpaBHenue, LDsp 3a opanHo npunoxed
KNapHTpoMHLHMH € okoao 2 700 mg/kg 3a Bb3pacTHM Muuikd M okono 3 000 mg/kg 3a Bb3pacTHH
nibxoee., Te3n pe3yaraTy ca B CbLOTBETCTBME C ApYrM aHTHUOUOTHLUM OT MNEHUUUIHMHOBATA I'pyna,
uedanocnopyHoBaTa rpyna i MakpojivaHara rpyna ¢ topa, ye LDso 0OMKHOBEHO € no-HUCKa npyu MiIaau
XXMUBOTHH, OTKOJKOTO MPH Bb3PACTHH.

[Ipy MMUIKM ¥ TUTBXOBE TEJIECHOTO TEMNI0 € HaMalleHO WIM HEeroBOTO MOKa4yBaHe € MMOTUCHATO, a
CYKATE/IHUAT pedAekc U CNOHTAHHHUTE [ABWKEHHA Ca MOTHCHATHU INpe3 NBbPBUTE HAKOMKO AHH caen
NIEKAPCTBEHOTO MPHJIOXKEHHE. AYTOMCHA Ha KMBOTHH, KOMTO ca yMpesH, MoKa3Ba ThMHO-YEPBEHHKABH
Oenu apobGoBe nNpH MHUIIKK M 0KOMO 25% npy nubXoee; 3a NUIbXoBeTe, TpeTHpaHu ¢ 2 197 mg/kg wm
oBede KJIApUTPOMHULHH CYCIHEH3MA, CBLIC € 3adend3aHo, ye MMaT YEPBEHHMKaBO-YEPHO BEUIECTBO B
yepBaTa, BEPOATHO MOpaid KbpsBeHe. CMBPTTA HA TE€3M HHUBOTHH C€ CUMTA, He C& Ab/DKA HA M3TOHE

KOETO € Pe3yJITAaT OT NOTHCHAT CyKaTesieH pedhieKe UK KBPBEHE OT YepBara. \551\’9“”” TE/}

Ha nnbxoee npean ordOHBaHETO (Ha BB3pacT eT AHU) € MPWIOKEHA KAapUTPOMMUMH £
dbopMa 3a ase ceaMui npd Ao3u oT 0, 15, 55 4 200 mg/kg/nen. JXKusoruure ot rpynara g X
MMAaT HaMmajieHO NOKauBaHEe Ha TEJIECHO TErjlo, HaMaNeHH CpelHH CTOMHOCTH Ha




XEMATOKPUT ¥ NOBHULUEHO CPEAHO OTHOCUTENHO OBOpEeYHO Terno B CpaBHEHHE € >KMBOTHHMTE OT
KOHTponHara rpyna. HabaionasaHa € muHHManHa 00 neka MyNTHGOKAalHA BaKyoJIHA AEereHepaluus Ha
€nuTesla Ha HHTpaxenaTalHUTe HTbYHH NMBTHILA, KOSTO € CBbp3aHa ¢ JICUeHHETO, a ChLUO W MOBHILEHA
yecTora Ha OBOpeUHH Ne3un NpH KHBOTHH OT Ta3u ne4ebHa rpyna. Josupoekara ,,6e3 TOKCHUEH edekT”
3a TOBa npoyusaHe ¢ 55 mg/kg/nen.

[IpoBeneHo e mpoyuBaHe 3a nepopanHa TOKCHYHOCT, MPU KOETO HA MJlaJIX TUTbXOBE € MPHIOKEHa
KIapUTPOMHLIMH CYCMEH3Ud 3a [uecT CeAMMUM nNpH JHEeBHM Jo3upoBkd ot O, 15, 50 wu
150 mg Gasza’kg/neH. Hama cmBpTHM cnyuan, a eAUMHCTBEHHUAT HabniopaBaH kKIMHWYEH Oener, €
MOBHILIEHA CAJIMBALIMA MPHU HAKOHU OT XKMBOTHHTE C Hal-BHCOKaTa AO3UPOBKA OT €IMH A0 ABAa 4aca cnej
NMPUIOKEHHETO II0 BPEME HA MOCIEAHHUTE TPH CeAMMUM OT nedeHuero. [lnbxoBere oT Ao3oBa rpyna
150 mg/kg umMaT no-HHUCKO CPEHO TENIECHO TETJIO MO BpeMe Ha IMbPBUTE TPH CEAMHLUM U € 3a0enn3aHo, ve
HMAaT MOHWXKEHHM CPERHHM CTOHHOCTH Ha cepyMeH andOyMHH W MOBHLIEHO OTHOCHUTENHO HEepHOAPOOHO
TEMO B CPABHEHHUE C KOHTPO/IUTE.,

He ca oTkpuTH Makpo- WIH MHKPOCKOMNCKH XHUCTOMATOJOTHYHM MPOMEHH, CBBpP3aHH ¢ JIEHYEHHETO.
Hoauposkara ot 150 mg/kg/neH Boan A0 neka TOKCHYHOCT B TPETHUPAHUTE IUTLXOBE U € CUYETEHO, Ye
,,103MpoBKaTa 6¢3 edekt” € 50 mg/kg/nen.

Mnaau xydera oT nopoaa 6Mren Ha Bb3pacT OT TPH CEAMMULM Ca TPETHPAHH OPATHO BCEKH JIEH 32 YETHPH
ceamuud ¢ 0, 30, 100 wan 300 mg/kg xnapuTpoMHLUH, NMOCAEABAHO OT YETHPHUCEAMMUYEH MEpHOA Ha
Bb3CTaHOBABaHe. HAMa CMBPTHH Ciydan U He ca HabniogasaHu npoMeHd B oOWOTO CBHCTOAHHE Ha
XKUBOTHUTE. AYTONCHATA He MNoKasea aHoManuM. [IpM XHCTONOrHYHO H3cnEABaHE CBHC CBETAMHHA
MHKpOcKOnua ca HabaonaBaHM MACTHH OT/AraHHA B UEHTPOAOOY/NapHMTE XENaTOUMTH M KJETh4HA
MHOUNTpaUMA Ha TMOPTAIHUTE 30HHM, U ¢ OTOEeNA3aHO yBeAHYABAHE HA XEMATOLIENYJNAPHHTE MAaCTHM
KanyuuM upes eNeKTpoHHAa MUKpocKonua B go3orata rpyna 300 mg/kg. CuereHo e, ue ToKCHYHATA f03a

npy mnand kydera ot nopoga Oursn e no-eucoka ot 300 mg/kg, a ,mo3mposkara 6e3 edext’ —
100 mg/kg.

DepTHIHOCT, PENPOAYKLIMA U TEPATOTE€HHOCT

[IpoyuBaHus 3a PEpTHAHOCT W PENpOAYKLMA NMOKA3BAT, Y€ AHEBHU A03HpoBkH OoT 150 no 160 mg/kg/nen
MPU MBKKH H IKCHCKH [UTBXOBE HE [IPCAH3BHKBAT HEXKEIAHH CPEKTH BBLPXY I[ONOBHA LHKDBI,
¢pepTHIHOCTTA, pAXXAAHETO U OPOs M KM3HEHOCTTa Ha NOTOMCTBOTO. JIBe MpOYyuYBaHMA 32 TEPaTOTEHHOCT
¢ naexoBe Wistar (p.o) n Sprague-Dawley (p.o. ¥ i.v.), e1HO NPOyYBaHe C HOBO3EJAHACKH 6enn 3aiuu u
€AHO MpOy4YBaHE C MAHMYHHM MaKak He A€MOHCTPHUPAT KaKBaTO M J1a € TEPATOreHHOCT Ha KIIapHTPOMMIIHH.
CaM0 B €IHO AOMBJIHUTENHO NPOYyyBaHe ¢ IbXxoBe Sprague-Dawley npu noaob6HH N03U M NPaKTHYECKH
NoJAOOHH YC/IOBUA c€ OTKPUBA MHOMO HMCKA, CTATHCTHUYECKU HelHauuma uvectora (npubnusurento 6%)
Ha CbpPACYHO-CLAOBH AHOMaJMU. Te3ld aHOMANMMU U3MNEXKIa C€ Ab/KAT HA CMOHTAHHA eKCnpecHsa Ha
FeHEeTUUYHHM MPOMEHM B KOJIOHWATA. [|Be NMpoyuBaHUA C MHLIKM CbILO NOKA3BaT NPOMEHJHBA 4€CTOTa Ha
uenHato Hebue (3 ao 30%) cnea ao3m 70 mbTH Haj ropHaTa rpaHvua Ha obnuailiHaTa JHEBHA KIMHH4YHA
ao3a npH xopa (500 mg b.i.d.), HO He ¥ npH 35 NBbTH MakcHMaNHATa AHEBHA KIMHHYHA 1033 NP Xopa,
KOETO npeanofara MaiiyMHa v ¢eTaiHa TOKCUYHOCT, HO HE TEPATOTEHHOCT.

3a KJIapUTPOMMIIMH € YCTAHOBEHO, Y€ NpHUHHABA 3aryba Ha eMOpHOHA NpU MailMYHH, KOraTo ce npunara
npUONMH3HUTENHO AECET MbTH HAjA ropHaTa rpaHuia Ha obuualHara gHeBHa Ao3a npu xopa (500 mg nsa
MbTH AHEBHO), 3anouBailku oT 20 recrauoHeH aeH. To3u edexT ¢e 0TaaBa Ha MalYMHA TOKCHYHOCT Ha
JIEKAPCTBOTO MPU MHOTO BUCOKH A03H. [JONMBIHUTENHO NpOoyUYBaHe ¢ OpeMEHHM MAHMYHH TNPH A03HPOBKH
npubnuzurenHo 2,5 10 5 nbTH MakcHMaliHaTa NJiaHMpaHa AHeBHa Ao3upoBka ot 500 mg aBa mbTH
IOHEBHO HE NOKa3Ba YHHKaJIHa ONAaCHOCT 3a IU104a.




3a 80 AHM, HE € MOKa3aHO [A0KA3aTEeACTBO 3a (PYHKUHMOHAJIHO YBPEXIAHE HAa MBXKATA (DEPTHUIHOCT,
ABJDKALIO C€ HA Ta3H MPOLBLIDKUTE/IHA EKCIIO3HLMA HA T€3H MHOIO BHCOKH J03H KNApUTPOMHLIMH,

MyTareHHOCT

M3BbplieHH ca MpoyuBaHWA 3a OLEHKA HA MYTareHHUs TMOTEHUWAn Ha KIApUTPOMHUIIHH, KaTO ca
M3MOJI3BAHH HEAKTUBHH M AKTUBUPAHM IUTBLUH YEPHOAPOOHM MHKPO3OMHHM TECTOBE CHCTEMH (TECT Ha
Ames). Pesynratute oT Te3n npoyuBaHus HE NPELOCTABAT AOKA3ATENCTBO 32 MyTAr€HEH MOTEHLHAN NpH
JICKApCTBEHH KOHLEHTpaUMW OT 25 ug/meTpyBa NaHW4ka Wad nmo-Hucku. TIpu koHueHTpauusa ot 50 pg
JIEKapCTBOTO € TOKCHYHO 3a BCHUKM M3C/IEIBaHH L11aMOBE.

6. OPAPMAIIEBTUYHHN JAHHH
6.1 CnucbK HA NOMOIITHUTE BellecTBRa

ChbCTaB Ha rpaHyJauTE U 0OBYBKATA
Kapbonon kapbomepu

[loBuzoH

Xunpomenosa

PuunMHOBO Macno

HJpyru nOMOIIHH BELIECTRA
3axapoaa

CunuureB JHOKCHA
KcanTtaHopa ryma

Kanues copbart

JIMMOHeHa KHcennHa
ManTogekcTpHH

TuTanoB AMOKCHI

ApoMaT Ha IUIOAOB MyHL

6.2 HecnBMecTHMOCTH
Henpunosxxumo.
6.3 Cpok na rognoct

Knauua 125 mg/5 ml rpanynu 3a nepopanda cycneHsus - 42 meceua.
6.4 CneunanHu yC10BHA HA ChbXPaHEHHE

He ce U3dCKBAT crieLiHaliHu YCJIOBHUA 34 ChbXpPAaHCHHL.,
IIEI Ce€ CbXpaHABA B OPUI'HHA/NHATAaA ONaKOBKa.

Beanbx npuroTeeHa, nepopanHara cycrnenzusa Knauma Moxe ga ce ynorpebsBa B paMKHTE Ha 14 nHu,
cbXxpaHasaHa noa 25°C.

6.5 BHa # ¢CHABPKAHHE HA ONMAKOBKATA

['panynu 3a nepopanHa cycneH3us ca nocrasedu B 6ytunka ot HDPE — 60 ml unu 100 ml.
Beska OyTuiika € nocTtaBeHa B KAPTOHEHA KYTWiA, TPUAPYKEHA C MEPHTE/IHA JTHXHYKA WIK Cnp
JIMCTOBKa.

He BCHYKH BUAOBE OMAKOBKM MOraT Ja 6baaTt nycHaTH B mpoaaxoda.




6.6 CneuHaJHH Npeana3Hd MEPKH NpPH H3XBbLpasHe B pabora

I1IpuroTesHe Ha NepopanyaTa CycrneHius

Kem rpanynure B 6yTHnkata ce gofaBa Boaa X0 MEPHUTENHATa JIMHHUSA, OTOeNA3aHa BLPXY €THKETa Ha
OyTuikarta. Pasxnama ce OyTuakaTta J0KaTo ce nojiyud cycneHzuaTa. Jla ce u3barsa MHOIO CHIHO H/UAH
NMPOALDKUTENHO paskiawane. OOUKHOBEHO chnel MbPBOHAYANHOTO go0aBAHE HA BOAA H pa3kialllaHe a0
fnony4yaBaHe Ha CyCneH3us, HUBOTO HA BOAATa Cnaja NMoj MepuTenHara nuHus. [lopaau ToBa Moxe na e
HeoOX0AKWMO Aa ce JONBJIHM € BOJA TOYHO A0 ChllaTa MEPUTESTHA JIMHHS, 3a Aa ¢ JOCTHUIrHE XenaHara
KOHLIEHTpalUHs Ha aHTUOMOTHKA B KpalHaTa CycnieH3us. 5 ml oT Taka NpUroTBeHaTa cycrneH3us ChAbPKAT
125 mg knapurpomuuui. Ma ce pa3knaula npegu Bcaka nocieasaiia ynotpeba ¢ LN Aa ce OCHUTYPH
pecycrieHanpase.

Heu3nonssaHMAT NeKapCTBEH NPOAYKT WIH OTNAAbYHUTE MaTepHAIHN OT HEro TpAGBa Aa ce U3XBLPIAT B
CBLOTBETCTBUE C MECTHHTE H3UCKBAHUA.

7. ITPHTEXATEJI HA PASPEHIEHHUETO 3A YIIOTPEBA
Maiinas EOOJ]
Odwuc crpana ,,Cepaouka opucu™

Oyn. CutHakoBo Ne 48, et. 7
1505 Codms, bbnrapus

8. HOMEP(A) HA PA3PEIIEHUETO 3A YIIOTPEBA

PervcrpaunoneHn Homep: 20010617

9. JATA HA ITBhPBO PA3PEHNIABAHETIONHOBABAHE HA PA3PEIIEHUETO 3A
YIIOTPEBA

JlaTa Ha mepBO paszpewiasane: 15 oHu 2001 .

Harta Ha nocneano nogHossaBaHe: 2 gpespyapu 2011 r.

10. JATA HA AKTYAJ/IMZUPAHE HA TEKCTA

06/2024




