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Jlexoxnap 125 mg/5 ml rpaHyu 3a NepoOpaiHa CYCMEH3Usl o 08 00 00 e 257
Lekoklar 125 mg/5 ml granules for oral suspension

Jlexoksap 250 mg/S ml rpaHynu 3a nepopasHa CyCreH3Hs
Lekoklar 250 mg/5 ml granules for oral suspension

2 KAYECTBEH U KOIMYECTBEH CbCTAB

Cnen pastapsHe, | ml nepopajiHa cycrneH3us cbAbpxka 25 mg KJIapUTPOMHULMH (clarithromycin),
5 ml nepopasiHa cycneHsus cbabpka 125 mg kiapuTpoMHLMH (clarithromycin).

[IoMOILIIHO BELIECTBO C U3BECTHO AECHCTBHE:
Bcexku 5 ml ot cycnen3usTa, rotoa 3a ynorpeda cbabpxar 2,4 g 3axapo3sa.

Cnen pa3teapsaHe, 1 ml nepopasiHa cycneH3us cbabpxka 50 mg K1apuTpoMHLMH (clarithromycin),
5 ml nepopanna cycneHsus cpabpxka 250 mg kiapuTpoMULMH (clarithromycin).

[ToMOIIHO BELIECTBO C U3BECTHO JAEHCTBHE:
Bceku 5 ml ot cycneH3usaTa, rotoBa 3a ynorpeba cpabpxar 2,4 g 3axaposa.

3a NMbJIHUA CIIMCHK HA MOMOLIHUTE BELIECTBa, BHOXKTE TO4Ka 6.1.

3 JIEKAPCTBEHA ®OPMA
['paHynu 3a nepopaiHa CyCIreH3HUs.

benu no 6exoBU rpaHyJIH.

4 K/IMHAYHU JAHHU
4.1 TepaneBTHYHH NOKA3aAHHA
Jlekoksiap rpaHyJ/iy 3a NepopajiHa CyCreH3Us e NoKa3aH NpH Bb3PacTHH, FOHOIIHM U Jelia OT 6 Meceua 110

12 roauHy 3a JIeYeHHE Ha CJIEAHUTE OCTPH U XPOHUYHH HHGDEKLIMH, TPUUYUHEHHU OT YYBCTBUTE/IHH KbM
KJIADUTPOMHULIMH MUKPOOPraHU3MH.

® WUHdekuun Ha TOpHUTE IUXATENIHUA NTbTHUILA KaTO TOH3WINT/(PapuHIHUT, KaTo aJITepHaTHBa, KOraTo
OeTa-1aKkTaMHUTE aHTUOMOTHLIM HE Ca MOAXOAALIH.

e OcCTbp OTHUT Ha CPEAHOTO YXO MpH AeLa.

e MHdekuun Ha JOJHUTE AMXATE/IHH MbTHULA KAaTO NMPUAO0OHTa B OOILIECTBOTO MHEBMOHHUA.

® CHHY3HMT U OCTpa ek3aliepbalus Ha XpOHHUEH OPOHXHT MPH Bb3PACTHH M IOHOLIW Hax 12-
rOAMIIHA BB3pacT

» Jlexu 10 yMepeHH GOpMH Ha KOXKHH MH(PEKLIMM U HHQEKLIMH HA MEKHTE Th g@%ﬁwﬂ

B cboTBETHHTE MOAXOAAIIH KOMOHHALIMY C aHTHOAKTEPHAIIHU TEPANEBTHYHH C
JIEKapCTBEH MPOIYKT 3a 3apacTBaHe Ha A3BM 3a epaavkauus Ha Helicobacter p
MaLMEHTH C A3Ba, CBbp3aHa ¢ Helicobacter pylori (Bx. Touka 4.2).



Tps6Ba na ce B3eMar npeaBua oQUUMATHMTE NPENOPBKHU 3a NMOAXOoAALIAaTa ynoTpeda Ha
aHTHOAKTEpUAIHU CPENCTBA.

4.2 Jlo3upoBKa H HAYHH HA NPHJIOKEHHE

Jlo3ara Ha Jlexokiap rpaHyJ/iy 3a nepopajiHa CyCreH3us 3aBUCH OT KJIHHHYHOTO ChCTOSIHHUE Ha
nmaLiMeHTa ¥ BbB BCEKM Ciy4ai TpsaOBa na Obe onpe/iesieHa OT JIEKyBallMs JeKap.

Bw3pacmuu u ionHowiu.

O6uuaiina no3a: O6uyaiiHara go3a € 250 mg ABa MbTH JHEBHO.

JleueHue ¢ BUCOKH 103U (ceprHo3HHM MHPekmK): ObnyaiiHaTa 103a Moxke aa Obae nosuiueHa Ha 500 mg
1Ba ITbTH JIHEBHO B CJly4yal Ha Cepuo3Ha HH(DEKLHS.

Epaouxayus na Helicobacter pylori npu év3pacmuu nayuenmu.

[TpH NaLMEHTH C racTPOAYOJAEHATHA A3Ba, NPUYMHEHA OT UHGeKUMs ¢ H. pylori, KnapUTPOMHLIMH KaTo
yacT OT IThbpBa JIMHUA Ha TpoiHa Tepanus ce npuiara B 103upoBka ot 500 mg nsa nbTH aHeBHO. Tpsabsa
71a ce B3eMarT NMpeABU/ HalLIMOHATHUTE NMPenopbKy 3a epaaukaums Ha Helicobacter pylori.

Jlozuposexa npu nayuenmu ¢ Hapyuwiena bvopeuna Qynxkyua.
MakcHMaJIHO NPENOPbYHTEHATE 03 TPAOBA 1a c€ HAMAJIAT MPOMOPLIMOHAIIHO Ha OBOPEUHOTO

yBpexJaHe.

[Ipu KpeaTHUHOB KJIMpPBHC no-mMaiko oT 30 ml/min, no3upoBkaTa TpsAOBa na ce HaMaJIM HaMnoJIOBMHA Ha
250 mg QHEBHO WJIM NpPH Hal-TeXKW MHPeKLMH - Ha 250 mg nBa nbTH AHEBHO. [IpoabDKHTENHOCTTA Ha
N€YEHHETO MPH Te3W NMaLMEeHTH He TpAOBa 1a HaaBUIIaBa 14 qHM.

Jleya om 6 meceya 0o 12-200uwna 6v3pacm:
[IpenopbunTenHaTa ao3a € 7,5 mg/kg ABa MbTH JHEBHO.

Jlexoxnap 125 mg/5 ml cpanynu 3a nepoparna cycneH3us

Terno Bb3pacr Jlo3upoBka

8 —11kg | — 2 rogunm 2,5 ml gBa MbTH AHEBHO
12 -19 kg 2 — 4 roauHM 5,0 ml nBa NbTH AHEBHO
20 -29 kg 4 — 8 roguHM 7,5 ml nBa NbTH AHEBHO
30-40kg 8 — 12 roaunu 10,0 ml nBa MbTH AHEBHO

Jexoxnap 250 mg/5 ml epanynu 3a nepopanna cycnen3us

Terno Bb3pact Jlo3upoBka

12 -19 kg 2 — 4 roauHHU 2,5 ml nBa MbTH AHEBHO
20 - 29 kg 4 — 8 roguHH 3,75 ml nBa MbTH AHEBHO
30 -40 kg 8 — 12 roauHu 5 ml aBa mMbTH AHEBHO

Jleua ¢ Terno no-Mayiko oT 8 kg TpsaOBa na ObaaT 1eKyBaHM ¢ 103a, ONpeesieHa Criope TeJIECHOTO UM
TErJo.

KiiMHM4YHMTE MPOYYBaHMA Ca MPOBEICHH C KJIApUTPOMMLIMH MeJHaTpU4yHa CyCTNI€H3Hs TpH AeLa oT 6
mecena 10 12-roavinHa Bb3pacT. CieqoBaresHo, aeua nop 12-roauiiHa Bu3pact TpsaOBa na
KJIAPUTPOMHLIMH MeJHaTpUyYHa CyCrieH3us (rpaHyJiM 3a rnepopajiHa CyCIieH3us ).
OnUTHT OT JISYEHHUETO Ha Jela Nnoj 6-MeceyHa Bb3pacT € OrpaHUuEH.

EdekThT npu nokazaHueTo npuaoOUTa B 00LIECTBOTO THEBMOHMSA MpPH J€La rnoa 3
€ JOKYMEHTHpaH.




[Tpu nauueHTH ¢ ObOpeYHa HEJOCTATBYHOCT C KPEATUHUHOBHAT KJIMPBHC Mo-mMaibk OoT 30 ml/min,
103aTa KJIapUTPOMHULIMH TpAOBa na ObJie HamaJieHa HaroJOBUHA, T.e. 7,5 mg/Kg BeAHBK THEBHO, a
MPOABJDKUTENIHOCTTA Ha JIEYEHUETO He TpaOBa na HaJaBUlIaBa 14 qHw.

IIpoovadxxcumennocm na mepanusama:

[IpoabmKUTETHOCTTA Ha JieueHUeTo ¢ Jlekoknap rpaHyiM 3a nepopaiHa CyCreH3us 3aBUCH OT
KJIMHUYHOTO ChCTOSHUE Ha nauueHTa. [Ipoab/DKMTETHOCTTa Ha JIEYEHHETO MPH BCHYKHU CiTy4yau TpsOBa
na Obpae onpeaeneHa oT Jekaps.

O6uyaiiHaTa NMPOAB/DKHTEIHOCT Ha JIEYEeHHEeTOo Ha Aeua 10 12-roauiuHa Bbp3pacTt € 5 10 10 aHu.
O6uuaiiHaTa NPOAB/DKHTETHOCT Ha JIEYEHHETO Ha Bb3PAaCTHHU M FOHOLLM € OT 6 10 14 qHH.
JleuenueTo TpAOBa Aa ce MPOAB/DKU HaW-MaIKO 2 HH CJie/l OTUIYMSBaHE Ha CHMIITOMHTE.

[Tpy MHGEKLIMH CBC CTPENTOKOK MUoreHec (kaTto 6era-xeMOJIMTHYEH CTPENTOKOK),
NPOABL/DKUTETHOCTTA Ha JIEYEHHUETO TpsAOBa 1a Obae Han-Maiko 10 aHu.

3 KoMm6uHHMpaHOTO JieueHue 3a epaaukaums Ha H. pylori uHdexuus, Hanp. knapurpoMuiiMH 500 mg
1Ba ITbTH JHEBHO 3aeaHO ¢ aMokcHIIKH 1000 mg aBa mbTH AHEBHO U oMmeripa3ost 20 mg nBa
MbTH JHEBHO, TpAOBa Aa ce NPOAB/DKHU 7 IHH.

Hauun na npunoowcenue.

[Ipeaun na 6bAAT NPUIOXKEHH, MpaHyIMTE TpsAOBa Na ce pa3TBOPAT ¢ BOJa, BX. To4Ka 6.6.

3a NpHIOKEHHUETO CJIE/] pa3TBApsAHE Ce W3IMO0JI3Ba MEPUTEIHATA CIIPHHLIOBKA 32 NEPOPATHH GOPMH OT
PE/PP wnu MepurenHara bxu4ka ot PP,

Cnen npveM Ha rpaHyJIMTE 3a NepopajiHa CyCneH3Hs B ycTaTa MOXKe Jla OcTaHe rop4yus BKycC. ToBa
MOJKe /1a ce u30erHe Karo ce u3aae Wi U3IKe HEello BeaHara cje/l ToBa.

KnapuTpoMHILIMH MO>Ke 1a ce Mpuiara HE3aBUCHMO OT MPHUEMa Ha XpaHa. XpaHaTa He MOBJIHsABa
cTerneHTa Ha GMOHAIMYHOCT. XpaHara camo JieKo 3a0aBs Ha4aJ0TO Ha abcopOuuMATa Ha
KJIapUTPOMHLIMH.

4.3 IIpoTHBONOKA3aHHA

Jlekoksiap rpaHyJiu 3a nepopajiHa CyCreH3Hus € MPOTHBOIOKAa3aH MpH NalMeHTH ¢ U3BECTHA
CBPBXYYBCTBHTEIHOCT KbM aKTMBHOTO BELLECTBO, APYTrd MaKpOJMAHH aHTUOMOTHLIM MJTH KbM HAKOE OT
MOMOILIIHUTE BellecTBa H30poeHHU B T.6.1.

ENHOBPEMEHHOTO MPUJIOKEHHE HAa KIIADUTPOMHULIMH H HAKOC OT CJICAHUTE JICKApCTBa €
MPOTUBOIOKA3aHO: aCTEMH30J1, LM3aNpUl, JOMIIEPUIOH, TUMO3HU/1, TEPPEHAAHH, Thi KaTO TOBA MOXKE
na nosene 10 yabpkaBaHe Ha QT-uHTepBasia M ChpAEYHH aPUTMHH, BKJIFOYHMTEIHO KaMEPHA
TaxuKapus, kamepHo MbxeHe U Torsade de Pointes (Bxk. Touk# 4.4. u 4.5).

[IpoTHBOIOKAa3aHO € €HOBPEMEHHOTO MPHJIOXKEHHE C TUKarpeaop, MBadbpaauH WK paHOJIa31H.

EnHOBpeMEHHOTO NMPHJIOKEHHUE HA KJIADUTPOMHLIMH U €pPro aJIKajJlOuaH (Hamnp. eproraMMH U
IUXUAPOEProTaMMH) € NMPOTUBOIOKA3aHO, ThH KaTO MOXKE J1a IOBE/IE 10 €proTaMMHOBA TOKCHYHOCT
(BXK. TOUKa 4.5).

KnapurpomuiiiH He TpsaOBa fa ce mpuiara npy NauMeHTH ¢ aHaMHe3a 3a yab/pkaBaHe Ha QT-uHTepBana
(Bpo/IeHO WIH JOKYMEHTHpaHO NMpuaoOuTo yab/nkaBaHe Ha QT- HHTepBasna) UM KaMepHa Cbp/ieyHa
apUTMHS, BKIIOYMTENHO torsade de pointes (Bx. ToukH 4.4 u 4.5).

KiaputpoMuiiMH He TpsOBa Aa ce u3noia3pa 3aeaHo ¢ uHxuouTopu Ha HMG-CoA p
(ctaTHHH), KOUTO ce MeTabonu3zupar ekcTeH3uBHO 0T CYP3 A4 (JioBacTaTHH WIH
[opajy MOBHIIEH PUCK OT pa3BUTHE Ha MUOMNATHS, B T.4. Ha pabIOMHO/IHU3A. (B

EAHOBpEMEHHOTO NMPHJIOKEHHE HA KJIAPUTPOMHLIMH U JIOMHUTAIH] € IIPOTHBOIIO



Jlekoksiap rpaHyJid 3a nepopaJiHa CyCcrieH3us He TpsOBa 1a ce Mpuara rpH MaudeHTH ¢ €JIEKTPOJIMTHH
HapyLIeHHA (XMITOKAJIMEMHUA WM XHUIIOMAarHe3ueMus, Nopaau pHcK oT yab/DkaBaHe Ha QT-uHTepBana).

KnaputpoMuLMH He TpsAOBa J1a ce mpusiara nNpu NMaluydeHTH, CTpaJalliy OT TeXKa 4YepHOApoOHa
HEJ0CTAaTBYHOCT, B KOMOMHaLUA ¢ ObOPEYHO yBpexaaHe.

Kakro apyrure mouHu nHxu6utopu Ha CYP3 A4, wiapuTpoMHULIMH He TpsOBa aa ce rnpuiara rnpH
MalHEHTH, MPUEMAIIH KOJIXHLIMH.

CBBMECTHOTO NMPHJIOKEHHE Ha KJIAPUTPOMMIIMH U NepopaJieH MHUa30J1aM € IMPOTHBOIIOKAa3aHO (BX.
Touka 4.5).

4.4 ConenHa/IHA npeaynpex/ieHHs H NpeANa3HH MepPKH NpH ynoTpeda

JlekapsaT He TpsOBa 1a NpeanucBa KJIapUTPOMHULIMH Ha OpEMEHHH )KE€HH 0€3 BHUMATEIHA MpeLEHKa Ha
[OJI3UTE CIIPAMO PUCKOBETE, 0OCOOEHO Mpe3 MbPBUTE TPH Mecella OT OpeMEHHOCTTa (BXK. TO4Ka 4.6).

[ToBHILIEHO BHUMAHHE C€ MPENOpbUYBa MNPH MAaLUEHTH ¢ TEXKa ObOpeYHa HEAOCTAaThYHOCT (BXK. TOYKA
4.2).

KiiaputpoMHULIMH ce MeTaboIM3upa MPUHLUMITHO Npe3 yepHus Apod. [lopaau ToBa nNpy nauuMeHTH ¢
HapylleHa YepHoapoOHa GbyHKUMA, aHTUOMOTUKBT TpsAOBa J1a ce npuiiara ¢ MOBHUIIIEHO BHHMaHHE.,
[ToBuiLIEHO BHHMAHHE € HEOOXOAMMO ChHIIO MPH MPUIIOKEHHE Ha KIIAPUTPOMHMLIMH MPH MaLUEHTH C
YMEPEHO /10 TeXKKO HapylleHHe Ha ObOpeyHara QyHKIUMA.

[Ipu npuoxeHHe Ha KJIApUTOMMLIMH ca OWJIM 0KJ1aiBaHH YepHOAPOOHa AUCHYHKLMUSA, BKJIIOUHUTEIHO
[MOBHMILIEHH YEPHOAPOOHH €H3UMH, M XEMaToLeTyJIapeH H/WIIM XOJIECTaTHYH XEMNaTHT, C WK 0e3
XbJITeHHIA. Ta3u yepHoApoOHa AUCPYHKLMA MOXke 1a Obae Te)kKa U OOMKHOBEHO € oOpaThMma.

CpoOlLeHH ca ciy4yad Ha (aTaiiHa YepHOApOOHA HEAOCTATBYHOCT (BXK. TouKa 4.8). BB3MOXKHO € HAKOH
OT TE€3H MaLMEeHTH Ja Ca UMaJIM CHLIECTBYBAIO YePHOAPOOHO 3a00JIsiBaHE UIIH [a ca MPUEMAIH APYTH
XEeMaTOTOKCHYHH JIeKapCcTBeHH NpoaAyKTH. [TaunenTuTe TpaOBa Aa ObaaT ChBETBAaHM Ja CnUpar
JIEYEHHETO U J1a MOTHPCAT JIEKaps CH MPH NOosSBaTa Ha MPU3HALIM U CUMIITOMHM Ha YEpPHOAPOOHO
3a00J1IBaHEe, KaTO HAIIpUMeEpP aHOPEKCHS, XKBbJITEHHLIA, ThMHA YPHHA, CbpOexk Ui O0JIE3HEHOCT B
KopeMa.

Cpob11aBaHy ca ciIydyad Ha NceBIoMeMOpaHO3€H KOJIUT MPU MPUEM Ha NMOYTH BCUYKU aHTUOAKTEpHaAIHH
CpEJ/ICTBA, B T.4. MAKPOJIMUIH, YHATO CTENEH HAa TEXECT Bapupa OT YMEPEHa /10 )XMBOTO3acTpallaBaila.
Cnyyau Ha nuapus, npuurHeHa ot Clostridium difficile (CDAD), ca cpob1aBanu rnpu ynorpebara Ha
MOYTH BCUYKH aHTHOAKTEpHAIHU CPEACTBA, B T.4. KJIAPUTPOMHULIMH, KaTO CTENEHTA Ha TEXECT BapHpa OT
neka nvapus 10 ¢araneH konur. JleyeHueTo ¢ aHTHOAKTEpHUAJIHH CPEICTBA NTPOMEHS HOpMaJlHaTa
diopa Ha nebesIoTo YEPBO, KOETO MOXKE J1a MpeI3BHKa NpeKoMepHO noeuiuasaHe Opos Ha C. difficile.
Bw3moxkHocTTa 3a CDAD TpabBa 1a ce MMa npeABUI NMPYU BCUYKH MALMEHTH C AUapus cliell ynorpeda
Ha aHTHOMOTHUK. HeoOxoauMo € BHUMATETHO CBAJITHE HA aHAMHe3a, ThH KaTo HMa ChOOILIEHHUS 3a
pa3suTHe HAa CDAD B pamkuTe Ha ABa MeceLa cjiell TpYeMa Ha aHTHOaKTepHaIHOTO JiekapcTBo. 11o
Ta3y NpU4vHa TpaOBa 1a ce rnpeueHd HeoOXO0AUMOCTTA OT CIIMPaHE Ha JIEYEHHETO C KJIADUTPOMMLIHMH,
He3aBUCHUMO OT noka3zaHuero. CiieBa na ce HanpaBAT MUKPOOHOJIOrMYHH M3CIIEIBAaHUA U /1a Ce
npearnpuemMe NoaAXoailo geyeHue. TpaOsa ga Obaar u3dsArsaHH JiekapcTsara, NOTHCKALIH
NepUCTAIITUKATA.

HMma cboO1eHHuss OT NOCTMApPKETUHIOBHA MEPHUO/] 32 TOKCUYHOCT, CBbp3aHa C KOJI
eJHOBpeMeHHa ynotpeba Ha KJIapUTPOMHMLIMH U KOJIXHLIHUH, MMO-CNIELIHAITHO MpPH
BB3pPACT, KATO HAKOHW OT T€3H CJIy4YaH ca Bb3HUKHAIU MpHU NaLUeHTH ¢ 6b0peyH
HAKOM OT T€3M MALMEHTH UMa ChOOLIEHHMA 32 CMBPTHH Cily4yad (BXK. TO4ka 4.5).
[MPUIOKEHHE HA KIIAPUTPOMMUMH U KOJIXHLMH € MPOTUBOIOKAa3aHO (BX. TOYKa 4



EnHOBpeMEHHOTO NMpHJIOKEHHE Ha KJITAPUTPOMULIMH U TPHA30/100€H301Ma3eMMHM, HATIp. TPHa30j1aM H
HMHTPABEHO3€H WJIM OPOMYKO3€H MHa30J1aM, TpsOBa Jja ce U3BbPILBA C NOBUILIEHO BHUMaHHUE (BX.
TO4YKa 4.5).

[IpenopbuBa ce KJIAPUTPOMMLIMH J1a Ce NpWiara ¢ NOBUILIEHO BHUMAHUE 3a€IHO C IPYrH OTOTOKCHYHH
JIeKapcTBa, Mo-CreUaTHO aMMHOTITIMKO3UAM. [1o BpeMe Ha iedeHHeTO U ciiel Hero TpsAabBa aa 6bae
MOHHUTOpHUpaHa BecTUOy1apHaTa U cliyxoBara QyHKLHA.

Cbpe4HOCHA0BH CHOUTHS

[Ipu neyeHue ¢ MaKpOJIMAH, BKIIIOUMTETHO KJIAPUTPOMHULIMH, ca OMIK Hab/MI0JaBaHH YAbJDKEHH
cbpaeydHa penoaspusauus 1 QT uHTEpBasl, BOACIIM A0 PUCK OT pa3BUTHE HA CbpACYHA apUTMHUS H
torsade de pointes (Bx. Touka 4.8). [lopaau Ta3u npu4rHa, Thbi KaTo CIICAHUTE CUTYALIMKM MOrar aa
NOBeAaT /10 NMOBUIIEH PUCK OT KAMEPHH apUTMHH (B TOBA YMCJIO U forsade de pointes), KIIapUTPOMHULIMH
TpsAOBa Ja ce Nnpujiara ¢ MOBUILIEHO BHUMAHHUE TIPH CJIEAHUTE MMALUEHTH:

e [lauueHTH C KOpOHapHa apTepUasiHa OOJIECT, TeXKaA ChbpACYHA HEAOCTATbYHOCT, HAPYLUEHUS Ha
MPOBOAWMOCTTA UJIM KJIMHUYHO 3HauuMa Opaaukapaus,

e [lauueHTH C e1eKTPOIUTHH HapyLUeHUsd. KiapuTpOMHULIMH He TpsaOBa J1a ce U3MoJ3Ba MpH
NMalMeHTH C XUInokaaueMus (Bx. Touka 4.3).

e [lauueHTH, npueMall €IHOBPEMEHHO APYTH JIEKAPCTBEHU MPOAYKTH, CBBP3aHH C YIb/XKaBaHE HA
QT unTepBana (BXK. TOuka 4.5).

¢ EIHOBPEMEHHOTO MPUJIOKEHHE HA KJIAPUTPOMHULIMH C aCTEMH30J1, LiM3anpya, MUMO3H U
TepPEeHaAUH € NPOTUBOIMNOKa3aHO (BX TOYKa 4.3)

e KnapurpoMuuuH He TpsAOBa Aa ce npujara Npv NauMeHTH C BPOJACHO WU JOKYMEHTHPAHO
npuaoduTo yabmkaBaHe Ha QT WHTEpBaia WM ¢ aHaMHE3a 3a KaMepHa apuTMUA (BXK. TouKa 4.3).

EnnaeMHOOrHYHM Npoy4BaHUs, H3C/IEBALM PUCKA OT HEXeJIaHH ChbpAe4YHOCHIO0BH IMOC/IeICTBUS MPH
npujaraHe Ha MaKpOJIMAH, Ca NoKa3aau pa3jMyHH pe3yTaTi. HAkon HeMHTEpBEHILIMOHAJIHH
MPOy4YBaHHUA ca HACHTH(HLMPAIH PAAbK KPaTKOCPOUYEH PUCK OT apUTMHUA, HH(ApPKT HAa MHOKap/a U
ChpJA€YHOCHA0BA CMBPTHOCT, CBbP3aHa ¢ MAKPOJIU/IH, BKIIFOUYHUTEIHO KJIapUTPOMHULIMH. B3eMaHeTo
NMpeBU] Ha T€3W HAXOAKH TpsAOBa Aa ce OaaHcupa C MOJA3UTE OT JIEYEHUETO NMPH MPEANMCBaHE Ha
KJIQPUTPOMMLIHH.

[IneBMonug: [IpenBua Ha HapacTBalllaTa pe3UCTEHTHOCT Ha Streptococcus pneumoniae KbM
MaKpOJIH/IH, OT roJIAMO 3Ha4Y€HHE € MPOBEKAAHETO Ha TECTOBE 32 YyBCTBUTEITHOCT IPH INpEeANMCBaHE Ha
KJIJApMTPOMMLIMH 3a JICYCHHE Ha nNpuaoOuTa B 00LECTBOTO MHEBMOHHUA. B ciiyyail Ha MHEBMOHMA,
npuaooura B 00JIHHUHA 00CTaHOBKA, KJIAPUTPOMHMLIMH TpsAOBa Ja ce npuiara B KOMOMHaLMA ¢
JTOITbJTHUTEJTHHA NMOAXOAAIH aHTHOUOTHULIM.

Jleku 10 cpeAHO TeXKH HHPEKLIMHU Ha KOXAaTa U MEKUTE ThbKaHH: Te3u HHPEeKUUH Hal-4ecTo ca
npeAu3BUKBaHM OT Staphylococcus aureus v Streptococcus pyogenes, KaTo Y ABaTa BUaa OakTepuu
Morar Aa ObaaT pe3MCTEHTHH KbM MakpoauaM. [Iopaam ToBa € BaXXHO J1a ce NMpoBe/ie TECT 3a
YyBCTBUTEJIHOCT. B ciiyyai ye Oera-lakTaMHU aHTUOMOTULIM HE MOTaT J1a C€ U3M0JI13BaT (Hamnp. rnopagu
aneprus), Ipyru aHTUOMOTHLIM, KaTO KJIMHAAMMLIMH, MOraT J1a Ob/1aT JIEKapCTBOTO OT ITbPBH H300p.
[ToHacTosIEM Ce CUMTA, Y€ MAKPOJIUAUTE UIPAAT POJIS CaMO MPH HAKOM HHPEKLIMK Ha KOXaTa
MEKHMTE TbKaHH, Harnp. HHEeKUMUTe, NpuduHEHH oT Corynebacterium minutissimum , OOUKHOBEHO aKHe
M €pU3HMIIE], KAKTO U B CJTy4aH, KOraTo He MOXE Ja C€ M3I10J13Ba NNEHULIUIIHH.

B ciydyauTe Ha TE€XKHM OCTPH peaKLiMM Ha CBPbXYYBCTBUTEIHOCT KaTO aHa(UIIAKCHUS, TEXKH KO
HexxesaHu peakuuH (SCAR) (Hanp. ocTpa reHepain3vpaHa eK3eMaTo3Ha nyCTyﬂn:;a Gk w $13
Ha Stevens-Johnson, TOKCHYHa ernuaepMaiHa HEKpPOJIU3a U JIEKapCTBEH OOPHB ¢ eo 1
cucteMHd cumnitoMu (DRESS), Tepanusrta ¢ kiapurpoMuuuH TpaOBa He3abaBHO
a ce 3aro4yHe MOAXOAALIO JIEYeHHUE.
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KnapurpoMuLMH TpsAOBa Aa ce rpuiiara ¢ NoBUILIEHO BHUMAHUE NPH €AHOBPEMEHHO MPHIIOKEHHE C
nexkapcTBa, HHAyuMpawu uutoxpoM CYP3 A4 en3uma (Bx. Touka 4.5).

Nuxuburopu Ha HMG-CoA peaykra3sa (cratiHM): [IpoTHBONOKa3aHO € eAHOBPEMEHHOTO MPHI0XKEHHE
Ha KJIAPUTPOMMULIMH M JIOBACTaTUH WUJIM CUMBACTaTHH (BXK. TOUYKa 4.3). MpeArn1CcCBaHEeTO Ha
KNapUTPOMMLIMH 3a€JHO C IpYyryd CTaTUHH TpsAOBa Ja ce NnpaBH ¢ NMOBULIEHO BHUMaHHe. UMa cpoOLIeHus
3a peIKH Cllydad Ha paboMHOIM3a NPHU NALMEHTH, PUEMALIH €JHOBPEMEHHO KJIIADUTPOMHMLIUH H
crtaTHHM. [TanueHTuTe TpaOBa na ObaaT HabMOAaBaHM 3a MPU3HALM U CUMIITOMHM Ha Muonartus. Koraro
He MOXKe J1a ce€ U30erHe €eAHOBPEMEHHOTO MPHUJIOKEHHE Ha KJIITADUTPOMHULIUH U CTATHHH C€ MPEnopbyBa
npearnuycBaHe Ha Hal-HUCKaTa pa3pelleHa 3a yrnorpeda 103a ot cratTiHa. Moxe n1a ce oOMHUCIH

ynorpeba Ha CTaTUH, KOWTO He 3aBUCHU OT MeTabonu3ma Ha CYP3 A4 (Hanp. ¢paryBacTaTvH) (BX. TOUYKa
4.5).

[lepopajiH¥ XMITOTrTTUKEMHUYHH JIEKAPCTBA/UHCYIUH: EAHOBPEMEHHOTO NMPUI0KEHHE Ha KIIapUTPOMHLIMH
U MEepOpaIHU XHITONIMKEMHYHH JIEKapcTBa (Hamp. Cy/1(GaHWIypeHHH NPOIYKTH) W/ WIH UHCYJIUH MOXeE
1a npeau3BUKA 3HaAYMTEIHAa XUnoraukemus. [Ipernopbysa ce BHUMATEIHO MpPOC/IeSIBaHE Ha KpbBHATa
3axap (Bx. To4ka 4.5).

[lepopasinu aHTHKOaryaaHTH: ChlECTBYBa PUCK OT CEPUO3€H KPbBOU3JIUB M 3HAYMTEITHO MOBUILIABAHE
Ha MexayHapoaHOTO HopMaliu3upaHo cboTHoLIeHHe (INR) u nporpoMbuHOBOTO Bpeme npu
e/IHOBPEMEHHO MPUIOXKEHHE Ha KJIIAPUTPOMHLMH ¢ BapdapHH (BXx. Touka 4.5). Tpsbsa na ce oOpsiua
0co0eHO BHUMaHHE, KOraTO KJIApUTPOMULMH C€ MpuJiara €IHOBPEMEHHO C JUPEKTHO AEHCTBALIH
nepopaJilHi aHTUKOAryJjaHTH, KaTo AaburartpaH, puBapokcabaH, anukcabaH U egokcabaH, 0COOEHO IpH
MalMeHTH C BUCOK PHUCK OT KbpBeHe (BxX. Touka 4.5). Heobxoaumo e yecto MmoHuToprpaHe Ha INR u
MPOTPOMOMHOBOTO BpeMe JOKATO MalMeHTUTE MPUEMAT 3a€IHO KJIapUTPOMHULIMH M NEepOpaTHU
aHTUKOAryJIaHTH.

Ynorpebata Ha aHTHOAKTEPHATHO CPEACTBO, HANp. KIAPUTPOMHULIMH, 32 JICUEHHUE HA UH(EKLMUSA C
H.pylori MoXke 1a ceNeKkTUpa pe3UCTEHTHH KbM JIEKapCTBOTO OPraHU3MH.

[IpoabmkuTenHaTa ynorpeda, KakTo Npy APYyruTe aHTHOMOTHULIM, MOXKE /1a I0OBEAE 10 KOJIOHU3HUPAHE C
MoBHIlIEH Opoi HEeUYBCTBUTE/IHU OakTepuH M reOMUKM. B ciiyyait Ha cynepuH(EKLMH ceBa 1a ce
npeArnpueMe CbOTBETHOTO JIEYEHHE.

TpﬂﬁBa ChILIO Aa C€ UMa MnpeaBul Bb3MOXHATa KPpbCTOCAHA PE3UCTCHTHOCT MEXKAY KIapUTPOMHLIHH H
APYIrd MaKpOJIMAHH JIEKApCTBAa, KAKTO U JIMHKOMHLUHH H KIIHHAAMHILIHH.

KnapurpomuuiuH € uHXubutop Ha CYP3 A4 u enHoBpeMeHHaTa ynorpeda ¢ ApYyry JIEKapCTBEHH
NMPOAYKTH, KOUTO ce MeTabOJIM3UpaT B rojisiMa CTEMNeEH OT TO3W €H3UM, TpsAOBa 1a ObAe orpaHHuYeHa J10
CUTYALIMH, B KOWTO € HAJIOXKUTEJIHO (BXK. TOUYKaA 4.5).

B13M0XHO € [1a HaCTBhITKH 000CTpAHE UK BJIOLIIaBaHE HA MHUACTEHHUs I'PaBMC.

KnapuTpoMHUHMH ChbABpIKa 3aXapo3a U HaTPHH.
To3u ekapcTBEH MPOAYKT ChAbpkKa 2,4 g 3axapo3a Ha 5 ml rorosa 3a ynorpeda cycneH3us. Tosa
TpAOBa Ja ce KMa NpeaBU[ NPHU NalMEHTH ChC 3aXapeH auaber.

[TaueHTHTE C PEKH HACIEACTBEHH NPOOJeMH KaTo PpyKTO3HA HEMOHOCUMOCT, ITFOKO30-rajlakTO3Ha
mMasiabcopOuus 3axapa3a-u30MaliTa3Ha HEIOCTaTbYHOCT, HE TPAOBa J1a MpUeMaT TO3HM JIEKAPCTBEH

NPOJYKT.

To3u nekapcTBEH NPOAYKT ChbABbpKA MO-Maiko oT 1 mmol Hatpui (23 mg) Ha 10
Ka)ke, Y€ MPaKTHYECKH HE ChbAbprKa HAaTPHH.

4.5 B3auMoaelcTBHe ¢ APYIrH JIEKAPCTBEHH NPOAYKTH H APYrH GopMH



Ynorpebara Ha NOCOYEHHTE MO-0./1y JIEKAPCTBA € CTPOro NPOTHBONOKA3AHA NMOPAAH
Bb3MOXKHOCTTA 32 Bb3HHKBAHE HA CEPHO3HH e(PeKTH HA JIEKAPCTBEHO B3aHMOJACHCTBHE:

AcTeMu301, UM3ANpPUI, JOMIEPUIOH, MUMO3UA U TepdeHaIHH

[Ipu nauueHTH, NpUeMallli €IHOBPEMEHHO LM3aNpHUl U KJIapUHTPOMHLUMH, HMa ChOOLLIEHHA 3a
MOBUILIEHW HUBA HA UM3anpua. ToBa MOXeE Ja npeau3BuKa yabkaBaHe Ha QT-uHTepBana M cbpaeUHH
apUTMMH, B T.4. KAMEpPHA TaxUKapausa, KaMEpHO MBbxeHE U torsades de pointes. [TonobHu edextu ca
Ha0JIr01aBaHM NMPH NMALMEHTH, NPUEMALLH €JHOBPEMEHHO KJIAPUTPOMULIMH U MUMO3U] (BXK. TOUKa 4.3).

MMa cbro0LieHus, Yye MakpoJIMaUTE IMPOMEHAT MeTaboiM3Ma Ha TepdeHaIuH, KOETO BOAHU 0 NMOBUILIEHH
HMBA Ha TepeHAIUH U B HAKOU ClIy4au € OUJI0 CBBP3aHO CbhC ChbPAECYHH apUTMHUHU, KaTO yAb/DKaBaHe Ha
QT-uHTepBasia, KaMepHa TaXMKapausi, KaMepHO MbxkaeHe U torsades de pointes (Bx. Touka 4.3). B eqno
[Mpoy4BaHe, NpoBeeHO ¢ 14 3apaBu 10OPOBOIILM, €AHOBPEMEHHOTO MPUIOKEHHE HA KIIADUTPOMMIIMH U
TepdeHagUH € OOBENO A0 2-3 MbTH YBEJIUYEHHE HA HUBOTO Ha KMCeSl META0OIUT OT TepdeHaIHH B
cepyMa M 10 yabikeH QT-uHTepBa, KOeTo HE € MPeAU3BHKAIO HUKAKbB 3a0€e/1eXKHM KITHHUYEH e(eKT.
[TonobHu edexTu ca HabAOAaBAHU MPHU €AHOBPEMEHHOTO MPHIOKEHHUE HA KIIAPUTPOMMLIMH C
aCTEeMH30J1 U APYrd MaKpOJIKIH.

EproraMuH/auxuipoeproraMuH

Cb001IEHHS OT NOCTMAPKETUHIOBUA MEPHUOJ NMOKA3BaT, Y€ €JHOBPEMEHHOTO NMPHJIOKEHHUE Ha
KJITAPUTPOMHLIMH U €proTaMUH WK JUXHAPOEProTaMHH € CBbP3aHO C OCTpa €prorTaMMHOBA TOKCHYHOCT,
KOATO C€ XapaKTepU3Hpa ¢ Ba30Cna3MHy U HCXEMHUs Ha KpaHHHULIUTE U APYIrH TbKaHHU, BKJIKOYUTEIHO M
LICHTpajiHaTa HepBHA cucteMa. [IpoTuBOnoka3zaHa € eJHOBpeMeHHAaTa ynorpebda Ha KJapuTPOMHUIIUH U
T€3M JIEKAPCTBEHU MPOAYKTH (BX. TOUKa 4.3).

IlepopalieH MUaa301aM

Koraro muaazonam e Oui1 Ha3Ha4YaBaH €JHOBPEMEHHO ¢ TabneTku KnapuTpoMUulUH (500 mg aBa nbTH
AHEBHO), yactra noxd kpueara (AUC) Ha Muaa3onaM e Ouia yBeauueHa 7 IMbTH Cliell MepopajiHO
[MPUJIOXKEeHUEHa MU aa30/1aM. EqHOBPEMEHHOTO NPUJIOKEHHUE Ha MNepopajieH MHAa30/1aM U
KJIAPUTPOMHLIMH € IMPOTHBOMOKA3HO (BX. TOYKA 4.3).

HMuxuburopu Ha HMG —CoA peaykrasara

[IpoTHBONOKa3aHa € eITHOBpeMeHHaTa yrnorpeda Ha KJIapUTPOMHUIIMH H JIOBACTATHH WJIM CUMBACTATHH
(BX. TOYkH 4.3). T KaTO T€3U CTATHHH ce MeTabou3upaT eKcTeH3uBHO oT CYP3A4 u

€ JHOBPEMEHHOTO JICYEHHUE C KJIAPUTPOMHULIMH MOBHIIIABA TEXHUTE IUIa3MEHH KOHLIEHTPAaLIMH, KOETO
MOBHMIIIABA PUCKA OT pa3BUTHE HA MHOMNATHA, B T.4. pabagomuonusa. Mma crobleHus 3a ciryyau Ha
pabaoMMOJIH3a NMPH NMALMEHTH, TPUEMALLH €JHOBPEMEHHO KJIAPUTPOMMLIMH H T€3H CTATHHH.
[TauuenTuTe TpaOBa na ObaaT HabOAaBaHM 3a NMPU3HALIM K CHMITTOMHM Ha MHONAaTHA. AKO HE MOXe J1a
ce u3berHe JIeUEHHETO ¢ KJIApUTPOMMLIMH, TepanusaTa ¢ JJOBaCTaTUH WM CHUMBAcTaTUH TpAOBa na Obae
MpeKbCcHATa M0 BpeMe Ha Kypca Ha JIeYEHHE.

[IpeanucBaHeTO Ha KJIAPUTPOMHULIMH 3a€IHO CbC CTATHHH TPsAOBA a ce MpaBH C MOBUILEHO BHUMAaHHUE.
KoraTto He MOxe 1a ce u3berHe eIHOBPEMEHHOTO NPUIOKEHHE Ha KIIAPUTPOMHULIMH U CTATHHH CE
[penopb4Ba NpEeANMCBaHE Ha Haill-HUCKaTa pa3pelleHa 103a OT cTaTiHa. Moxe aa ce ooMucau
ynotpeba Ha cTaTHH, KOUTO He 3aBHCH OT MeTtabonuzma Ha CYP3 A4 (Hanp. ¢ryBacTaTuH).
[TaumenTure TpaOBa na 6baaT HaOMOaBaHU 32 NTPU3HALIM U CUMIITOMH Ha MUONATHA.

EQHOBPEMEHHOTO MPHUI0KEHHE HA KJIADUTPOMHLIMH C JIOMHUTAINK/ € IMPOTHUBOIIOKAa3aHO MOpaau
BB3MOXKHOCTTA 3a 3HAYMTE/IHO MOBUILEHH TPpaHCAMHUHA3H (BX. TO4Ka 4.3).

EdexTH HA APYIH JIeKAPCTBEHH NPOAYKTH BbPXY KJIAPHTPOMHIIHH

JlekapctBaTra, kouto uHaAyuupar CYP3 A4 (Hanp. pudbaMnuuuH, GEHUTOHH, Ka
(peHoOapOUTAaI, XKBJIT KAHTAPUOH) MOraT Aa HHAYyUHpaT MeTaboM3Ma Ha Kiiap
Aa AoBejie 10 MOHMWKEHHE Ha KJIapUTPOMMLHMH MO TepaneBTHYHOTO HUBO H O

eduxacHocT. OcBEH TOBa, MOXeE J1a € HeOOXOAMMO MOHMTOPUpPAaHE HAa HUBATA H



CYP3A4 B nna3smara, KOUTO Morar Jia Ob/1aT noBHLIEHH nopaau notuckaHeto Ha CYP3A ot crpaHa Ha
KJIAPUTPOMHLIMH (BX. CBLIO HHPOpMALMATA 32 CbOTBETHUA NpuiokeH HHAYKTop Ha CYP3A4).
EnHoBpeMeHHOTO npuiiokeHHe Ha pudabyTHH U KIapUTPOMMLIMH BOJH 10 NMOBUILIEHHE HA HUBOTO Ha
pr}abyTHH U MOHHWXKEHHE Ha HUBOTO Ha KJIAPMTPOMHLIMH B C€pyMa, KaKTO W MOBHIIIEHHE HA PHCKA 3a
pa3BUTHUE HA YBEUT.

3a clieIHHTE aKTUBHH BELIIECTBA € U3BECTHO HJIM CE MpeAnoara, 4e BJIMAAT Ha KOHLUEHTpaLMATa Ha
KJIapUTPOMMLIMH, LUPKYJIMpalla B KpbBoOOpaleHueTo. Moxke 11a ce HanoXy KOpeKLMa Ha Jo3aTa Ha
KJIAPUTPOMHMLIMH MJIM OOMUCIIAHE HA Bb3MOXKHOCTTA 3a JAPYro JIeYEHHE.

EdasupeHu, HeBupanuH, pudbaMnuuuH, pudabyTuH U pudaneHTHH

CunHUTE HHOYKTOPH Ha MeTabo/IMTHaTa cucTeMa UMTOXpoM P450 kaTo edaBupeHil, HEBUpanHH,
pHpaMITULKH, pu]aOyTHH U pUaNEHTHH MOraT Ja yCKOPAT MeTab0/iu3Ma Ha KJIAPUTPOMHIIMH H 110
TO3H HAYMH J1a HAMAJIAT IJIa3MEHUTE MYy HHBA, KaTO ChLIEBPEMEHHO yBeJIM4aBar Te3u Ha 14-OH-
KJIAPUTPOMHULIMH, META0OIUT, KOWTO € ChIII0 MUKPOOHOJIOrHYHO aKTHBEH. Thii KaTo
MHUKpPOOHOJIOrHYHAaTa aKTUBHOCT Ha KJIAPUTPOMHUUHMH U 14-OH-K1apuTpOMHLIMH € pa3jiMyHa 3a
pa3IMYHUTE DAaKTEPHH, OYAKBAHUAT TE€parneBTHYEH ePEKT MOXKe 1a Ob/ie BIOIIEH NPH €JHOBPEMEHHO
MPHJIOXKEHHE Ha KIIAPUTPOMHLIMH U €H3UMHH HHAYKTOPH.

ETpaBupuH

Excrio3uiusTa Ha KJIapUTPOMHULIMH CE MOHWXKaBa OT eTpaBUpUH. KOHLIEHTpalMsaTa Ha aKTUBHUS
metabosnu 14-OH-xnapurpomuuuH obaye ce nopuiana. Twi karo 14-OH-k1apUuTPOMHULIMH HMa
MOHWXKEHO AeHcTBHE cpewy Mycobacterium avium complex (MAC), moxe na ce npoMeHH 001LOTO
JICHCTBUE Cpellly To3u naTtoreH. Ilopanu ToBa TpsOBa na ce OOMUCHAT anTepHATHBH HA KJIAPUTPOMMIIMH
3a JieyeHue Ha MAC.

DiyKOHa30.1

EnnoBpeMeHHOTO npuiioxxeHHe Ha (aykoHa3on 200 mg qHeBHO M KaapuTpoMuLMH 500 mg nBa meTH
IQHEBHO IpH 21 3a1paBu 10OPOBOJILM BOAHM A0 YBEIMYaBaHE HA CPETHOTO PABHOBECHO ChCTOSTHUE HA
KJ1apUTPOMHULUMH (Cmin) ¥ muiowra noa kpusara (AUC) cbe cbotBeTHO 33% 1 18%. CraumonapHure
paBHOBECHHU KOHUEHTpauuu Ha 14-OH-knapuTpoMHUIIMH He ca OWIH 3HAYMUTEITHO MOBJIMAHHU OT
€IHOBPEMEHHO TNMpUJIOKEHHE ¢ (PiTyKOHa30/1. He ce Hanara kopekuus Ha 103aTa Ha KJIAPUTPOMMLIMH.

PUTOHABUD
EnHo hapMakOKHHETHYHO MPOYYBAHE € M0Ka3alio, 4Ye eJHOBPEMEHHOTO NpUIoKeHHe Ha puToHaBup 200

mg Ha BCEKH OCeM 4aca U ki1apuTpoMuliMH 500 mg Ha BcekH 12 yaca € 10Beno 40 U3ABEHO MOTHCKAHE
Ha MeTaboM3Ma Ha KIapUTPOMHULMH. Crnax Ha KIIAPUTPOMMLIMH ce € noBHIMIA ¢ 31%, Cnin ce €
noHuiuia ¢ 182%, a AUC — cve 77% npu eIHOBpEMEHHO NPUIOXKEHHE C PUTOHABHP. Y CTAHOBEHO € 1O
ChLLUECTBO MBJIHO NMOTHCKaHe Ha oOpa3yBaHeTo Ha 14-OH-knapurpomuuuH. [Topaau Upokus
TepareBTHYEH MPO30peELl 3a KJIAPUTPOMHULIMH, HE OU TpsaOBaJ10 n1a € HEOOX0AMMO HaMaJIsBaHE Ha J03aTa
[PH NMaLMEHTH ¢ HopMainHa 6b0peuHa @yHkuus. [Ipu nauueHTn ¢ 6B6peyHo yBpexaaHe obaye TpsOBa
Jla ce MMaT npeiBH/] CIISIHUTE KOpeKLUMHU Ha no3ara: [Ipu nauueHTn ¢ kpeatTHHUHOB KJIHpBHC (CLcRr) 30
10 60 ml./min no3ara xwiapuTpoMuuuH TpsabBa na 6bae HamaneHa ¢ 50%. Ipu mauuenTr ¢ CLcgr <30
ml/min no3ara KJ1apuTPOMHLIMH TpssOBa fa Obae noHwkeHa ¢ 75%. Jlo3u knapurpoMuLiuH Haja 1 mg
JIHEBHO He TpsAOBa J1a ce mpuJiarat €IHOBPEMEHHO C PUTOHABHP.

[lonobHO kKopurupaHe Ha no3ara TpAOBa Ja ce MMa MpeABUI NpPH MALMEHTH ¢ HamajeHa ObnOpeyHa
(YHKIMs, KOraTo pUTOHABHpP C€ HM3IO0J3Ba KaTO CPeACTBO 3a noaoOpsBaHe Ha (hapMaKOKMHETHKATa
3aeaHO ¢ Apyrd HIV mporeasHM MHXHOMTOpH, BKJIFOYMTENIHO aTa3aHaBUpP M CAaKBMHAaBHp (BX. TOYKa
+»/\BYTTIOCOYHH JIEKAPCTBEHH B3aUMOJAEHCTBHUA  MO-401Y).

EdexTn Ha KIAPDHTPOMHIHH BbPXY APYIH JIEKAPCTBEHH NMPOAYKTH
B3aumopeiicteus, 6azupanu Ha CYP3 A

ENHOBpEMEHHOTO NPHIIOKEHHE HAa KJIAPUTPOMHMLIMH, 3a KOWTO € U3BECTHO, Y€ IO
JIeKapcTBa, KOUTO ce MeTabou3upat ocHOBHO ¢ nomoinra Ha CYP3 A, Moxe 1a 1




KOHLIEHTpALIMMTE Ha Te3H JIEKapCTBa, KOETO Jia MOBUILIM WM YAB/KH TEPANeBTUYHHA €(PEKT H
He)XeJJAaHMTE peaKUMM Ha €JHOBPEMEHHO JIEKAPCTBEHH MPOAYKTH.

YnorpebaTa Ha KJIAapUTPOMHULIMH € MPOTUBOIOKAa3aHa NpHu nauveHTH, npuemainu CYP3A cybeTparu
aCTEMH30J1, LM3anpul, JOMIIEPUAOH, TMMO3K] M TepPEeHaAUH NMOpaau PUCK OT yab/DKaBaHe Ha QT
HHTEpBaJla U Chbp/€4YHA APUTMHS, BKIIFOYMTETHO BEHTPUKYJIApHA TaXUKapAUsA, BEHTPUKYJIapHa
dbubpunauusa u torsades de pointes (BUxTe TOUk4 4.3 U 4.4). YnorpedaTa Ha KJIapUTPOMHULIUH € ChLIO
MPOTHUBOMNOKAa3aHa ¢ epro ajakaaouau, nepopaieH muaasonaM, HMG CoA peaykrazHH HHXHOHUTOPH,
meTabosim3upaHu oCHOBHO OT CYP3 A4 (Hanp. 10BacTaTUH U CUMBACTATHH ), KOJIXULIUH, TUKArpesop,
uBaOpaJuH M paHONa3uH (BHXKTE TOYKa 4.3).

KnapurpomuiiuH TpsabBa Ja ce npuiiara ¢ NoBUILIEHO BHUMAHHUE MPH NALMEHTH, KOUTO NpUeMar
JIeYeHHe C APYTH JIEKapCTBa, 3a KOUTO € U3BECTHO, Ye ca cybcTpaTth Ha eH3uma CYP3 A, ocobeHo ako Te
MMaT TECHHU 'PaHULIM Ha 6e30macHOCT (Hanp. kapbaMa3ernuH) W/ WK ce MeTabOoIM3UPaT EKCTEH3UBHO OT
TO3H €H3UM.

Moxke na ce 0OMHMCIM NPOMsHA Ha 103aTa U, NPU Bb3MOXKHOCT, peI0BHO HAOJIIOIEHHE HA CEPYMHHTE
KOHLIEHTpALIMK Ha JIeKapcTBaTa, KOUTO ce Metabonusupar npeaumMHo ot CYP3 A npu nauueHTH,
NpUeMally €JHOBPEMEHHO KJIAPUTPOMHLIMH.

JlekapcTBa WJIM KJ1aCOBE, 3@ KOUTO € U3BECTHO MJIM Ce M0A03Upa, Ye ce MeTaboIM3UpaT OT ChLIUTE
CYP3 A n3oeH3uMH BKJIIOYBAT (HO U30pOSABAHETO HE € U3YEPIIATENIHO): a/lNpa3oJiaM, kapbaMasernuH,
LIKJIOCTA30.1, LIMKJIOCITIOPHH, AM30MTUpaMU, HOPYTHHUO, METHIINPEOHU30JI0H, MU1a30J1aM
(MHTpaBeHO3€H), OMENpPa3oJl, NEPOPAIHH aHTUKOAryJiaHTH (Harnp. BapdapuH, puBapokcadaH,
arnukcabaH), aTUIMMMYHH AHTUIICUXOTHLM (Hanp. KBETHANMWH), XHHUAUH, pupaOdyTHH, cunaeHadu,
CHUPOJIUMYC, TAKPOJIUMYC, TPHa30JiaM U BUHOIaCTHH. JIekapcTBa, KOUTO B3aUMMOAEHCTBAT Ype3 MOJ00HU
MEXAHHM3MH C JPYIr'H H30€H3UMH OT cucteMaTa LuToxpoMm P450 ca peHuTouH, TeOPUIUH U Bajpoar.

KopTukocTepouau

TpsabBa na ce nmoaxoxaa ¢ NOBMLIEHO BHUMAHME MPH CBHITBTCTBALLA ynioTpeba Ha

KJIAPUTPOMMLIMH ChC CUCTEMHH M HHXAJIATOPHH KOPTUKOCTEPOUIH, KOUTO C€ METabOoIM3upar
rnaBHo ype3 CYP3A, nopaau noTeHuMasa 3a NoBULLIABAaHE HA CUCTEMHATA €KCIIO3ULIMSA Ha
KOpTUKOCTepouauTe. B ciyyait Ha chribTCTBalla yrnorpeda, nauueHTUuTe TpaOBa aa ce Habmroaaeat
BHMMATEJTHO 32 CHCTEMHHU KOPTUKOCTEPOUIHHU HEXKEJIAHU PEaKLIMHU.

AHTHAPUTMHULIH

Mma cboblieHuss OT NOCTMapKeTHHIOBHA nepHof 3a torsades de pointes npu eIHOBPEMEHHO
NPUIOXKEHHUE HAa KJIApUTPOMHULIMH U XUHUMH WK Au3onupaMui. [1o Bpeme Ha eqHOBPEMEHHOTO
NPUJIOKEHHUE HA KJIAPDUTPOMHMLIMH C TE3H JIeKapCTBa € He0OX0AUMO MOHMTOPHpPaHe Ha
eJIeKTpoKapauorpaMure 3a yabbkaBaHe Ha QT-unrepBana. HeobxoauMmo e npocneasBaHe Ha HUBaTa Ha
XWHUIAHH U JU30MUPaMH]l B CEpyMa M0 BpeMe Ha JIEYEHHETO C KJIIapUTPOMHMLIUH.

HPES MOCTMApPKCTHHIOBHA TICPHO/J Ca ChOOILIIaBaHH CJIy4aHd Ha XHITIOITHKEMHUA TTPH €AHOBPEMECHHO
NMPHUJIOKEHHUE HA KJIApDUTPOMHLUHH H JHU30ITHPpaMH/I. l'lopa,uﬂ TOBa € HEOOXO0IMMO IMpocCJi€AsABAHC HA
HUBATa HA KPpbBHA 3axap 110 BpEMEC Ha CAHOBPCMCHHOTO JICHCHHC C KJIIADUHTPOMHLIHH H IU30INIHPAMHA.

LIMKIOCTIOpPHH, TaKPOJIUMYC U CUPOJIUMYC
EnHoBpemMeHHaTa ynorpeba Ha nepopaiHUs KJIAPUTPOMULIMH H LMKJIOCTIOPHH WJIM TaKPOJIUMYC BOAM 10

oBe4e OT ABYKPATHO yBenudYeHHe Ha HUBaTa Ha Cmin HAa UKJIOCIIOPHH U TakpoJuMyc. [1ono0Hu

e()eKTH ce 0YaKBaT IMPH CHPOIMMYC. [IpH 3anmouBaHe Ha JieUYEHHE C KIAPUTPOMHLIMH MPH MalMEHTH,
NnpyeMallld HAKOM OT T€3H HMYHOCYIPECUBHH JIEKapCTBa, IJ1Ta3MEHUTE HUBA Ha LIMKJIOCMIOPHH,

TAKpPOJIMMYC WIH CHPOJUMYC TpsAOBa aa ObaaT CTpUKTHO HabMOAaBaHHU W NMPU HYXA, /1038
HamaJii. [Ipu npekparsBaHe npyMemMa Ha KJIAPUTPOMMLMH TMPU TE3M MALUEHTH IU1a3MEBH
LIMKJIOCTIOPHUH, TAKPOJIUMYC MJIM CHPOJIMMYC TpsiOBa aa 6baat cblio HabsroJaBaHU §
3a KOPEKLMA Ha J03arTa.

[lepopa/iHu aHTHKOAryJjaaHTH (Hanp. BapdapuH, puBapokcabaH, anukcabaH)




YHOTpeﬁﬁTﬂ Ha KJIAPDUTPOMHLHH IIPH NMNALUHUCHTH HaA JICHCHHUC C Bap(l)ﬂpHH MOXKE 14 J1OBEAC A0 3dCHJIBAHC

Ha edekra Ha BapgapuH. TpsOBa na ce Hab/OnaBa CTPUKTHO NTPOTPOMOMHOBOTO BpeMe (BXK. Touka 4.4
u4.8).

JMpekTHO aevcTBallM nepopaiHy aHTukoaryjaaHTti (DOAC)

JIMpeKTHO AeHCTBaLMTE NEpOpaIEHH aHTHKOAryJiaHTH JaburarpaH U eqokcabaH ca cybcTparH 3a
edaykcHUsA TpaHcnoprep P-gp. PuBapokcaban u anukcaban ce merabonusupar upe3s CYP3 A4 u cpuo
ca cyobcrpatu 3a P-gp. Tpsabsa na ce oOpbiia 0co6€eHO BHUMaHUE, KOraTo KJIapuTPOMHMLIMH C€ Mnpuiara
eIHOBPEMEHHO C T€3U CPeCTBa, OCOOEHO MPH MaLMEHTH C BUCOK PUCK OT KbpBEHE (BX. TOYKa 4.4).

[TepopanHu XMNOrIMKeMHYHH JekapcTBa/ MHCYIMH

[Ipu ynoTpeba Ha onpeaesieHd XUIOrJIMKEMUWYHH JIEKApCTBa, KATO HATETJIMHU/ U penarjuHUu, MOXe J1a
ce nojiyun notuckaHe Ha CYP3A eH3uMa OT cTpaHa Ha KJIapUTPOMHMLMH U €JHOBPEMEHHOTO UM
[MPUJIOKEHUE MOXKE J1a MPUYMHHU Xunoriaukemus. [Ipenopbusa ce BHUMaTENHO NpocieAsBaHe Ha
KpbBHaTa 3axap.

OmenpasoJ

KnaputpomuuuH (500 mg Ha Bceku 8 yaca) € npunarad B KoMOMHaUMa ¢ omenpason (40 mg JHEBHO) Ha
3paBy Bb3pacTHH JiMlia. PaBHOBECHHUTE IU1a3MEHU KOHLIEHTpALMM Ha oMernpa3o ce yBeaudaaT (Cmax,
AUC.24, 4 t12 ce yBennuaBat ¢bC ¢bOTBETHO 30%, 89% u 34%), npu eqHOBpEMEHHO MpHJIaraHe Ha
kinapuTpoMulMH. CpeaHara 24-4yacoBa CTOMHOCT Ha croMallHOTO pH e 6una 5,2 npu caMocToATe/IeH
NMPUEM Ha OMENpa3oJl U 5,7 NpU eAHOBPEMEHHO NMPUIOXKEHUE HAa OMENPa30Jl U KJIAPUTPOMHULIMH.

Cunnenadwi, Taganadun u BapaeHadpun

Bceku equH ot Te3u pocoauecTepasHd HHXUOUTOpH ce MeTabonun3upa noHe or4actu ot CYP3A, kato
CYP3A mMoxe na 6bae HHXUOUpaH NMpu eJHOBPEMEHHOTO MPHUJIOKEHHE Ha KJIAPUTPOMHULIMH.
EnHOBpEeMEHHOTO NMPUJIOKEHUE Ha KJIAPUTPOMHULIMH CbC CUiA€Had U1, Taaanaduia U BapaeHadu,
OOMKHOBEHO BOJH /10 MOBHUILIABAHE €KCIO3ULIMATa Ha pocdoauecTtepa3zHu HHXUOuUTOp. Ilpu
eJHOBPEMEHHO NMPUJIOKEHHE Ha cunaeHadun, Taganadui U BapaeHapua ¢ KIapuTPOMHULIMH TpsaOBa 1a
ce 0OMMC/IH Bb3MOXKHOCTTA 3a MOHWXKABAHE Ha /103aTa Ha ITbPBMTE.

Teodwnun, kapbamazenuH

PesynTaTi OT KJIMHUYHH NPOYyYBaHMUS MOKa3BaT, Y€ ChLECTBYBA YMEPEHO, HO CTATUCTUYECKH 3HAYUMO
(p £0,05) noBulIaBaHe HUBATa HA LIMPKYJIUpALLIHA TeOPWIHMH UM KapbaMa3arnuH, KOrato €1HO OT Te3H
JIeKapcTBa ce Mpuiiara €IHOBPEMEHHO C NMEPOPATHO MpUJlaraH KJIiapuTpoMULUMH. Moxe aa e
HeoOX0IMMO MOHWXXaBaHe Ha 103aTa.

ToarepoauH

MeTaboIM3MBT Ha TOJTEPOAMH C€ OCBHLIECTBABA NMPEeAMMHO ¢ nomowura Ha 2D6 uzodopmara Ha
uuroxpoM P450 (CYP2D6). Brrnipeku ToBa, npu rpynara naudeHTH ¢ HeaocTur Ha CY P2D6,
MeTa00u3MBbT ce u3BbpLIBa ¢ noMowra Ha CYP3A. I1pu Tta3u rpyna unxubupanero Ha CYP3 A Boau
10 3HAYUTEJTHO MO-BUCOKH CEPYMHH KOHLIEHTPALMHU Ha TOJTEPOAUH. Moxe aa e HeobxoaumMo
MOHWXKaBaHe Ha 03aTa Ha TONTEPOAUH B MPUCHCTBUETO HA CYP3 A HHXHMOUTOPH, KaTO KJIIAPUTPOMHLIMH
NpHU noryJiauuara Ha ciabu merabonuszaropu Ha CYP2D6.

TpuaszonobeH3oaMa3zenyHM (Hamp. ajanpa3ojiaMm, MH1a30J1aM, TPHa30J1aM)
[Ip1 eqHOBpEeMEHEH NMpHeM Ha Ki1apuTpOMHULIMH TabneTku (500 mg ABa MbTH JIHEBHO) C MMA30J1aM,
AUC Ha MHaa30j1aM ce € yBeJIM4uiIa 2,7 MbTH CJIEJl HHTPABEHO3HO MPHJIOKEHHE HAa MHa30J1aM U 7
MbTH CJIEM NMEPOPATTHO MPUIOKEHHE. ENHOBPEMEHHHUAT MPUEM HAa MU1A30J1aM MEPOPATTHO M
KJIApUTPOMMLIMH TpAOBa na ce u3barea. AKO MH1a30j1aM Ce NPUJIOKH MHTPABEHO3HO 3a€/1HO C
KJTapUTPOMMLMH, MaLMEHTHT TPAOBA Ja ObJae CTPUKTHO HAO/IK0aBaH, 3a a MOXKE 403aT
kopurupasa. [IpunoxxeHde Ha MUaa301aM 1O OPOMYKO3€H ITbT, KOETO MOXe Aa 3a00
MPECUCTEMHOTO €JIMMUHHUPAHE Ha JIEKAPCTBOTO, € M0-BEPOATHO Aa A0BEae A0 B3aH
noaobHo Ha HabJIIOAaBAHOTO Clle€l MHTPABEHO3HO MPUI0XKEHUE HA MU1a30J1aM, OT
B3aMMOJIeHCTBHE, 1T0JI0OHO HA TOBA CJIE[ NEPOPATHO MPHITOKEHHE.




CpluuTe npeana3Hi MEPKU ca HEOOXOOUMH NMPU ApyruTe 0€H30qUa3eNUHHA, KOUTO Ce€ MEeTab0IM3UpaT OT
CYP3A, B T.4. TpHa3onam, HO CbLIO M ajnmnpa3osiaM. He ce ouakBa KJIMHHUYHO 3HAYHMO B3aUMOIEHCTBHE
C KJIApUTPOMHULIMH IPH NIpUEM Ha O€H30QUa3eNMHHU, YHETO eTMMHUHMpaHe He 3aBHCH oT CYP3 A4
(TeMasemnam, HUTpaseram, Jopasenam)

Mma cboOuieHns OT NnOCTMapKeTHHIOBUSA NEPUO/ 32 JIEKAPCTBEHHU B3aUMOACHCTBHUA U e(PEKTH OT CTpaHa
Ha LlenTpanHara HepBHa cucTtema (LIHC) (Hanp. cbHAMBOCT U 0OBPKAHOCT) NPH €THOBPEMEHHO
[MPUJIOXKEHHUE Ha KJIApUTPOMHULIMH U TpHa3zoJiaM. IlpenopbuBa ce Hab0IeHHE HAa MALIMEHTUTE C
MOBUILIEHH (papMaKoJIOrH4HH edekTH oT cTpaHa Ha LIHC.

JApYru JleKapcTBeHH B3aHMOAEHCTBHS

AMHHOITIMKO3UIH

Heobxoaumo e noBUILIEHO BHUMAHHE MPH €AHOBPEMEHHO MPUJIOKEHHE Ha KIAPUTPOMHIIMH U APYTH
OTOTOKCHYHH JIEKapCTBa, MO-CINELMATHO aMMHOITMKO3UIM (BX. TOuka 4.4).

KoJaXHLUH

KonxuuuH e cyocrpar kakto Ha CYP3 A, Taka 1 Ha ediiykcHara TpaHCIIOpTHA cucteMa P-
rnukonpoterH (Pgp). U3BecTHO €, ye KI1apuTPOMULIMH W OCTAaHAJIMTE MaKpOJIMAU ¢ca HHXUOHUTOPH Ha
CYP3A u Pgp. Ilpu eq1HOBpEMEHHOTO NMPHJIOKEHHE HA KJIADUTPOMHULIMH U KOJIXULIMH HHXUOHpAHETO Ha
Pgp w/unu CYP3A oT K1apuTpOMHLIMH MOXeE a JOBe/IE /10 MOBHILIaBaHE €KCMO3ULIMATA Ha KOJIXHIIUH
(Bx. Touka 4.3 u 4.4).

JAUrokCuH

CuuTa ce, 4e JUroKCHH € cyOcTpar Ha ediyKCHaTa TpaHCnopTHa cuctema P-rnukonporeun (Pgp).
M3BecTHO €, ye KI1apuTpOMHUMH HHXHOUpa Pgp. [Ipu eA1HOBpeMEHHOTO NPUIIOKEHHE HA
KJIapUTPOMHMLIMH M IMI'OKCUH HHXUOHMpaHeTo Ha Pgp OT cTpaHa Ha KJIapUTPOMHULIMH MOXKE J1a I0BeJIE 10
[MOBULLABAHE EKCITO3ULIMATA HA AUINOKCHUH. [Ipe3 nocTMapkeTHHroBHs NEepHO/ ca ChoOIaBaHH ChIIO
CJIy4au Ha MOBUILEHHUE HA CEPYMHUTE KOHLIEHTPALMK HA JUIOKCHH TPH MalUeHTH, pUeMallH
€JHOBPEMEHHO KJIAPUTPOMHULIMH U AUIOKCHUH. HAKOM OT malueHTUTe ca noKa3aiu KIMHUYHH NPU3HALH
Ha JMIrOKCUHOBA HHTOKCHKALIUS, BKJIIOYHUTEIHO NOTEHUMATHO ¢paTaliHi apuTMUH. CepyMHHUTE
KOHLIEHTPaLlMHX Ha JIUIOKCUH TpAOBa Ja ObJaT BHUMATEHO NMPOC/IeASBaHHU NPH NalUEeHTH, NpUeMaIH
eJHOBPEMEHHO AMIOKCHH M KJIAPUTPOMMLIHH.

3u10BY IHH
EnHoBpeMeHHaTa nepopajiHa ynorpeba Ha KIIapUTPOMHLIMH U 3WJIOBYHH NMPH Bb3PACTHH MALIMEHTH,

uHpexkTUupaHu ¢ HIV, Moxe na noBene 10 NOHM)KEHHE HA CTALIMOHAPHUTE KOHLIEHTPALIMK Ha
3U0BYAMH. T'bH KaTO M3rjexaa, 4ye KJIapuTPOMHULIMH BiIMs€e Ha abcopOuusaTa Ha €eITHOBPEMEHHO TMpPHET
3UJI0BYIMH, TOBA B3aUMOJAEHCTBUE MOXKE B roJisiMa CTerneH Aa Obae u3berHaro ypes3 peayBaHe Ha J103UTE
KJIAPUTPOMHMLIMH U 3UA0BYIMH M MPUJIaraHeTO UM Ipe3 HHTepBaJ oT 4 yaca. M3rnexaa, ye TakoBa
B3aUMOJIEMCTBUE HE BBH3HUKBA NPH NMEeAUATPHYHHU NaUMeHTH, HHPekTupaHu ¢ HIV, kouro npuemar
KJIAPUTPOMMLIMH CYCNEH3HUA 3a€JHO CbC 3UJOBYAUH UM JUAEOKCMUHO3HUH. He ce ouyakBa TakoBa
B3aMMOJECHCTBHUE NPHU NPUJIOKEHHE Ha KJIApUTPOMHULIMH NoJa ¢opmara Ha HHTpaBeHO3Ha UH(QY3H4.

DOEeHUTOUH M BaJIIPOAT

Mma cnoHTaHHM U myOaMKyBaHM cboOLIeHHs 3a B3aumoaeicTBus Ha CYP3 A HHXHOUTOpH,
BKJTFOUMTEJTHO KJIaPUTPOMHMLIMH, C JIEKAPCTBA, 32 KOMTO HE C€ € CUUTAJIO, Ye ce MeTabou3upar ot
CYP3A (Hanpumep ¢eHUTOMH U Bainpoar). [IpenopbunTenHo € Aa ce onpeaensaT cepyMHHTE HUBA Ha
Te3H JIEKapcTBa MPH €AHOBPEMEHHO MPUJIOKEHHE C KI1apUTpoMHULIMH. UMa ¢choOllieHHs 32 NOBUILIABAHE
Ha CEpyMHMTE HHUBA.

,[[B}'I’I OCOYMHH JICKAPCTBCHH B3aH MOAEHCTBHA

ATazaHaBup




KnapuTpoMULIMH U aTa3aHaBHp ca cyOcTpaty ¥ uHXUOUTOpH Ha CYP3 A u MMa naHHM 3a IByCTpaHHO
JIeKapCcTBEHO B3auMojencTBre. EqHOBpeMEHHOTO npuiioxeHHue Ha Ki1apuTpoMHLUMH (500 mg aBa meTH
nHeBHO) ¢ aTta3zaHaBup (400 mg BeAHBX AHEBHO) BOJM 10 JIBYKPAaTHO MOBHLLIEHHE HA €KCIIO3HLIMATA Ha
KJIApUTPOMHMLIMH U 70% noHwkeHHe Ha ekcrio3uumaTa Ha 14-OH-knapurpoMuumH, npu 28%
nosuieHHe Ha AUC Ha arazaHaBup. [lopaau muMpokus TepaneBTHYEH NPO30peL] Ha KIIapUTPOMHULIMH HE
ce Hajlara NnoHIkaBaHe Ha Jlo3aTa MpH NalUeHTH ¢ HopmasiHa 0b0peuHa pyHkuud. [Ipu naumeHTHTE C
ymepeHa 0bOpeuHa GyHKLMs (KpeaTUHUHOB KIMpbHC oT 30 g0 60 mL/min) no3aTa Ha KJIapUTPOMHULIMH
Tpsa0OBa na 6bae noHwxkeHa ¢ 50%. [Ipu nauuenTUTe ¢ KpeaTHHMHOB KIMpBbHC <30 mL/min go3ara Ha
KJIapUTPOMULMH TpsAOBa na Obae HaMalieHa CbC 75% NpH M3M0JI3BAHETO Ha MOAXO/IA11a JIEKapCTBEHA
¢opma Ha KIapuTpoMULMH. JI031 Ha K1apUTpoMHULIMH, no-BUcOKH oT 1000 mg nHeBHO He TpsAbBa na ce
[pUJiarat 3aeJIHO C MpOTea3HU UHXUOUTOpPH

bJ1OKepH Ha KAJILIMEBUTE KaHAIU

Heo0xoauMo € rnoBHUilIEHO BHUMAaHHUE MPU €JHOBPEMEHHO MPHIIOKEHHE HAa KJIIAPUTPOMHLIMH U OJIOKEPH
Ha KAJILHEBHUTE KaHaH, KOUTO ce Metabonu3upar ot CYP3 A4 (Hanp. BepanamMuil, aMJIOAHITUH,
JUNTHA3€eM) NOpaad PUCKa OT Bb3HUKBaHE Ha XMNOTOHUA. KOHLIEeHTpauMuTe B IUia3MaTa Ha
KJIAPUTPOMHMLIMH, KAKTO ¥ Ha OIOKEpUTE HAa KAJILIMEBUTE KAHAJIM MOTarT /ia Ce€ MOBHUILIAT BCICACTBHE Ha
B3auMoieMcTBUETO. [IpH nalueHTH, NnpueMalld €JHOBPEMEHHO KJIIAPUTPOMULIMH M BEpanaMui, ca
Ha00]aBaHU XMITOTOHHUA, OpaJMapUTMMHU H JIaKTaTHA allM03a.

HMTpakoHa3oJi

KnapurpoMHiIMH U UTpakoHa30J ca cyocTpaty M uHxuOuTopu Ha CYP3A ¥ MMa aHHH 3a IBYTIOCOYHO
B3auMoJieiicTBre: KIapuTpOMULIMH MOXKE /1a NOBUILHM IU1a3MEHUTE HUBA HA UTPAKOHA30J1, a
MTPAaKOHA30J1 MOXKE /1a MOBHILHU [UIa3MEHUTE HUBA HA KJIapUTPOMHULIMH. [launeHTuTe, npuemMaiuu
eJTHOBPEMEHHO MTPAKOHA30J1 U KJIApUTPOMHULIMH TpsaOBa Aa ObAAT pelIOBHO MPOCIEASBAHH 3a MPU3HALH
WJIH CHMIITOMM Ha MOBHUILIEH WK YIb/KEH (papMaKoJIOrH4eH €(eKT.

CakBHHaBHD

KiiapuTpoMHLIMH M CakBUHABHUP 3a cybcTpaty U MHXUOUTOpH Ha CYP3 A 1 uMma naHHM 3a IBYNIOCOYHO
B3auMoeiicTBue. EqHOBpeMEHHOTO NpuiokeHHe Ha Ki1apuTpoMuLMH (500 mg 1Ba MbTH JHEBHO) U
cakBUHABHp (MeKH KeJaTUHOBM Kancyau 1200 mg Tpu nbTh AHEBHO) nipu 12 3apaBu 1oOpoBoaLy €
noseio 10 croiHocTH Ha AUC u Cmax npH paBHOBECHH KOHLIEHTpaLMH, KOUTO ca 6unm 177% u 187%
[M0-BUCOKH OT TE€3M NPH CAMOCTOATEIHO NpuiokeHue Ha cakBUHaBHp. CtorHocTuTe HAa AUC 1 Cmax
Ha KJIApUTPOMHULIMH ca 6unu okoso 40% no-BUCOKH OT T€3H NMPH CaMOCTOATETHO MPHJIOKEHHE Ha
KiIapuTpoMHUHMH. He ce Haiara npoMsHa Ha 103aTa NpU €IHOBPEMEHHOTO MPHJIOXKEHHUE Ha JIBETE
JIEKapCTBa 3a OrpaHUYEH MEePHO OT BpeMe MpHU MPOyUuBaHHUsA M0 OTHOLLIEHWE Ha [03aTa/IEKapCTBEHATa
¢opma. JlTaHHUTE OT NMPOYUBAHUATA BbPXY JIEKAPCTBEHUTE B3aUMOAECHCTBUS MPH NMPHIIOKEHHETO Ha
MEKHTE >KEJIATHHOBH KarCyJIM MOXKE Jla He ca MOKa3aTeJIHU 10 OTHOLUEHHE Ha e(eKTUTE TNpH
NPHJIOKEHHUETO Ha CAKBUHABUP Mo ¢opMara Ha TBbPHU XKEJIATUHOBH Karcyau. JlaHHUTE Ha
MPOy4YBaHUATA BbPXY JIEKAPCTBEHUTE B3aUMOAECHCTBHS MIPH CAMOCTOATETHO MPHIOKEHHE Ha
CaKBMHABHP MOXKE /1a HE Ca MOKAa3aTEeTHU M0 OTHOLIEHHE Ha HAa0M0JaBaHUTE €PEKTH MPH JIEYUEHHETO
CBhC CakBUHaBUpP/pUTOHABUP. [IpH €IHOBPEMEHHOTO MPUIIOKEHHE C PUTOHABHUP TPsAOBa J1a ce UMarT
npeABH NOTEeHUHATHUTE €)EeKTH Ha PUTOHABUP BbPXY KJIAPUTPOMHLIMH.

XUAPOKCUXJIOPOXHH H XJIOPOXHH:

KnapurpomuumH TpaOBa 1a ce U3Mo3Ba ¢ MOBUIIEHO BHUMAHHUE MPH MALMEHTH, NOTyYaBallld TE3H
NeKapcTBa, 3a KOUTO € U3BECTHO, Ye yab/nkaBaT QT-uHrepBana, nopaau noTeHuyana a MHIyupar
ChbpJ€4YHAa apUTMHSA U CEPUO3HU HEXKEJIaHU ChbPACYHOCHA0BU CHOUTHS.

4.6 DeprHaAHTET, OPEeMEHHOCT H KbpPMEHE

bpeMeHHOCT
He e ycTaHOBeHa 6€30MacHOCTTa Ha KJIAPUTPOMHULIMH MpH yroTpeda 1o BpeMe Ha fpgl
OCHOBA Ha NMPOMEHJIMBHU PE3YJITaTH, MOJYYEHHU OT MPOYUYBAHUA BBPXY KMBOTHH H [QIEH
MOXKE Ja C€ M3KJIFOYH Bb3MOXXHOCTTA 3a HeOnaronpuaTHU eeKTH BbPXY emﬁpm




BTOpHS TPUMECTHP, ChOOLIABAT 3a MOBULLUEH PUCK OT CIIOHTaHEH aboOpT B CpPaBHEHHE C JIMIICATA HA
ynorpe6a Ha aHTHOMOTHULIM WK APYTH AHTUOMOTHLM Tpe3 ChiuMsa nepuoa. Hainunure
EMUAEMHOJIOTHYHHA MPOYYBaHMA 3a PUCKA OT rojieMUd BPpOACHU MajipopMaLMH NTPH M3ITOJI3BaHE Ha
MaKpOJIUIH, BKJIFOYUTETHO KJIADMTPOMHMLIMH 10 BpeMe Ha OPEMEHHOCT, JaBaT IPOTHBOPEYHBH
pe3ynaratu. [Topaau ToBa He ce npenopbruBa ynorpeda no BpeMe Ha OpeMEeHHOCT 0€3 BHUMATE/IHA
npeLeHKa Ha noJi3ara CrpsMoO pHUCKa.

KbnpMeHe

KnapuTpoOMHLIMH C€ €KCKpPeTHpa B KbpMaTa B MaJIKM KojiMuecTBa. M3uMciieHo e, ye KbpMayeTo, 111e
noJiy4H okoJio 1,7% ot jo3ara KJIapuTpOMHUMLMH, KOPMI'MpaHa criopell TerjoTo Ha Maikara. [lopaau
TOBAa MOraT Jia Ce MOABAT AHapus U rbOMYHA UH(PEKUMA HA MYKO3HUTE MEMOpPaHH NPH KbpMayeTa,
KOETO Jia HaJIOXKH NpeKpaTsaBaHe Ha KbpMeHeTo. TpsaOBa na ce uma npeaBua Bb3MOXHOCTTA OT
M30CTpAHE HA YyBCTBUTEIHOCTTA. [Ton3ara ot neyeHUeTo Ha MaiikaTa TpsaOBa Ja ce OLEHH CIPSIMO
MOTEHLMAJIHUS PUCK 32 HOBOPOJAEHOTO.

DepTUIIUTET
HsamMa HalMyHM JaHHU 3a eeKTa Ha KJIApUTPOMULIMH BBPXY QepTHIMTETaT NpU Xopa. [IpoyuBaHusTa
MpH IUTbXOBE HE MOKAa3BaT JaHHM 3a BpeHU €(QEKTH BbpPXY QEepTUIIUTETA.

4.7 EdexTH BbpXYy cnocoOHOCTTA 32 mIodHpPaHe H padoTa ¢ MAIIHHH

Hsma naHHM 3a eekTuTe BHpXY CriocoOHOCTTA 3a ogupaHe U paboTa ¢ MalluHUA. Bp3mMoxxHOCTTa 32
MosBa Ha 3aMasiHOCT, CBETOBBPTEXK, OObpPKBaHE M A€30PHEHTALUsA, KOUTO MOraT /1a Bb3HUKHAT MpH
MPUEM Ha JIEKApCTBOTO, TPsAOBaA /1a Ce€ MMa MpeABH/ NMPeay MALUUMEHTUTE Ja WoHpaT WK U3M0N3BaT

mamMHU. CriocoOHOCTTA Ha NMaLMEHTHTE Ja IoGUpaT U Aa paboTAT ¢ MalIMHU MOXe J1a ObJe MOBIUAHA

OT 3pUTEJIHK HapYLIEHUs U 3aMBIJIEHO 3peHHE (BXK. TOoUKa 4.8).
4.8 Hexe/s1aHH JIeKAPCTBEHH PeaKIHH

a. Obobwenue na npogpuna na 6e3zonacHocm

Haii-uecto HaOiiomaBaHHWTE HEXEJIaHW peaKLMM, CBbp3aHM C ynoTpedaTra Ha KJIApPUTPOMHLMH OT
Bb3paCTHHU H NMeJWaTPUYHHU NALMEHTH, ca KOpeMHa OoJika, a1uapus, rajeHe, rnoBpblllaHe U NMPOMEHH BbB
BKycoBHTe ycellaHus. OOMKHOBEHO Te3M HEXElaHH peaKLMH ca JIEKH U OTroBapAT Ha M3BECTHHSA

npodu Ha 6€30MacHOCT Ha MaKPOJIMAHUTE aHTHOMOTHULIM (BXK. MOATOYKA ,,0” OT TO4Ka 4.8).
[Tpy KITMHUYHHM U3MUTBAHUA HE € UMAJIO 3Ha4YMMa pa3jidKa B YECTOTaTa Ha T€3H CTOMALHO-YPEBHH

HEXKEJIAaHH pPeaKLIMM MEeXy IpyIUTe OT MalMEHTH ChC WK 0€3 ChlllecTByBallla MUKpoOaKkTepHaiHa
UHpeKLMS.

0. Obobwenue Ha Hexcenanume peaKkyuu 6 mabiuyeH euo

B Tabnuvua no-101y ca rnocoOYe€HU HeXENNaHUTE peakLiMK, KOMTO ca CbOOLIEHH B KIIMHUYHH HU3ITUTBaHUA

M Mpe3 nepyoa ciel myckaHe B npoaax0a npu ynorpeda Ha BCHYKH (POPMH Ha KJIapUTPOMHLIMH
(rpaHyJiM 3a nepopajiHa CycneH3us, GuimMupaHu TabneTku U TabJIeTKH ¢ yABJIDKEHO 0CBOO0XK1aBaHe).

Peakiuure, 3a KOUTO CE€ CUMTA, Y€ Ca MOHE MOTEHLHMATTHO CBbP3aHU C KJIADUTPOMHULIMH, Ca MOCOYEHH 110
CUCTEMO-OpraHeH KJlac H YECTOTa, C MOMOLITA Ha clieHaTa KOHBEHLMA: MHOro yectH (= 1/10), yectu (>

1/100 no < 1/10), Hewectu (= 1/1 000 no < 1/100) u ¢ HEU3BECTHA YecTOTa (HEXKETAHU PEaKLIMH OT

NN

epyoa cliell MycKaHe B Mpojax0a, OT HAJIMYHMTE JaHHH He MOXKe 1a Obie HalpaB ey BETRE) -
BCAKA IPYNa M0 YECTOTA HEeXKEIAHHTe PeakLiy ca MPEACTABEHH 10 Pell Ha HU3XONHHA YSKELT, Koys
TEKECTTa MOXKe J1a ObJie OLIEHEHA. & oy e,

HMudexkumnu u uHdecrauuu
Heuectu: Llenyaut', kauauao3a, racTpoeHTEPUT?, MH(EKLIMA®, BarMHaIHA MHpeK




C HeusBecTHa yectoTa*: [IceBnoMeMOpaHO3€H KOHUT, epU3HIIE,

HapyiieHus Ha KpbBTa U JMMdHATa CUCTEMA
Heuectu: JleBkoneHus, HE}”[‘pOI‘ICHHH4, TpOMﬁOMHTEMHﬂS, eoauﬂc}qmnuﬂ“
C HeusBecTHa yecToTa*: ArpaHyJIOLMTO3a, TPOMOOLIUTONEHHUS

Hapylienus Ha HMyHHATa CUCTEMA
Heuectu: AHadunakronaHa peakuus' ,CBpbX4yBCTBUTETHOCT
C Heu3BecTHa yecTtoTa*: AHadUIaKTUYHA peaKliid, aHIHOENEM

Hapyienus Ha meTabosin3mMa U XpaHEHETO
HeuecTu: AHOPEKCHA, HAMAJICH areTHUT

[ICMXWYHH HapYLIEHUS

Yectu: bescbHue

Heuectu: TpeBOXXHOCT, HEPBHOCT

C Heu3BeCTHa 4YecToTa¥*: ICMXOTHYHH pa3CTPOMCTBA, 0OBPKAHOCT, JENEPCOHATM3ALHA, AETPECcHH,
A€30PUEHTALHA, XaTIOLUHMHALHWK, HeOOWYalHHH ChHHILA, MAHHUSA

Hapyuienus Ha HEpBHATa CUCTeMA

Yectu: Aucreysus, rianaBodomnue

Heuectu: 3ary6a Ha cbh3HaHWe', IMCKHHE3MS |, 3amMaliBaHe, CHHIMBOCT  , TPEMOP
C HeusBecTHa yectoTa*: KoHByJsicuM, are3us, napocMusi, aHOCMHUA, NapecTe3us

3pUTEIHA HAPYLICHUSA
C Heu3BeCTHa 4eCcTOoTa: 3PUTEITHH HApYLUIEHHS, 3aMBbIJICHO 3peHUe

HapylieHus Ha yXOTo U JabupUHTa
HeuyecTu: CBETOBBPTEXK, BJIOLIABAHE HA CJIyXa, THHUTYC
C Heu3BecTHa yectoTa*: ['yxora

CbpeYHH HApYLIEHHUS

Heuectu: ChpaedeH apect', npeaAchbpaHO Mbx/eHe |, yabmkenre Ha QT uHTepBana Ha
eJIEKTpoKapaMorpaMa*, eKCTpacMCTOM ', MAITUTALHH

C HeusBecTHa yecrota*: Torsades de Pointes, kamepHa Taxukapaus, kaMepHH GUOpHIaLUU

Cba0BM HapyLIEHUS
Yectu: Bazoaunaraums’
C HeunsBecTHa yectora*: KppBousnus”

PecniupaTopHHU, TOpaKaJIHU U MeIMACTHHAJIHH HapYIIEHHS

Heuectu: Actma', enucrakcuc?, 6enoapobHa embonus’

CToMalIHO-4YpEeBHHU HAPYILLIEHUS

Yectu: Inapus, rageHe, 1ucnencus, noBpauliaHe, 6ojika B kKopema

Heuectu: Ezodarut’, Gonect Ha ractpoezodareantus peduykc?, racTpuT, II0CHT, MOAYBaHE Ha
KopeMa®, CTOMaTHT, KOHCTMNALIMS, CyXOTa B yCTaTa, OpurBaHe, (GbaaTyaeHLUHs, MPOKTAITHS

C HeunsBecTHa yecTtoTa*: OCThp MaHKpEaTUT, IPOMAHA B LIBETA HAa €3MKa, TPOMAHA B LIBETa Ha 3bOUTE

XenaroOuJiMapHU HapyILIeHHUs
Yectu: OTKIOHEHHS B pe3y/ITaTUTE OT U3CJIEBAHUA HA YePHOApoOHaTa PyHKIMS
Heuectu: Xonecrasa®, xenatur?, noBuII€eHO HMBO Ha ajlaHWH-aMMHOTpaHCchepasa,
acrapTat aMMHOTpaHcdepasa, MOBUIIEHO HUBO Ha ramarjiyramMuiTpaHcdepasara’
C HeusBecTHa yectoTa*: YepHOoapoOHA HEAOCTATBYHOCT, XEMAaTOLENYJ/IapHA XKbJ1

HapylueHus Ha KOXaTa ¥ NOAKOXHATA ThKaH

-----



Yectu: O6puB, Xunepxuaposa

Heuectu: Bynozen nepMarut’, npypHuryc (cbpbex), ypTHKapHs, MaKyJIo-namyjapeH oopHs’

C HeusBecTHa YyecToTa*: TeXKKH KOXKHHU HexenaHu peakuru (SCAR) (Hanp. ocTpa reHepain3vdpaHa
exk3eMaro3Ha nmyctynosa (AGEP), cunapom Ha Stevens-Johnson, TokcH4Ha enuaepManHa HEKPOJIn3a,
JieKapcTBeH 0OpHUB ¢ eo3uHOWIMA U cucTeMHH cumnTtoMu (DRESS), akne,

HapylieHusl Ha MyCKYJIHO-CKeJIeTHATA CUCTEMA U CheIMHUTE/IHATa ThKaH
Heuectn: MycKy/IHH ca3sMu’, MyCKYJIHO-CKEJIETHA CKOBAHOCT', MHAJITHS”
C "eusBecTHa uectoTa*: Pabnomuonusza*®, MuonaTus

Hapyiuenus Ha Ob0peumTe ¥ NUKOYHUTE MbTHLIA
Heuectu: [ToBMIIEH KpeaTMHHH B KPbBTA', MOBHIIIEHA ypes B KpbBTa'
C "eusBecTHa YyectoTa*: MHTepcTuLMaieH HEQPHUT, OBOpeYHa HEAOCTATBYHOCT

OO6u1M HapylIeHUs W ePeKTH Ha MACTOTO Ha MPHIOKEHUE

MHoro yectu: ®ae6UT Ha MACTOTO HA UHXKEKTHPaHe'

Yectu: Bonka Ha MACTOTO Ha MH)KEKTHpaHe', Bb3MaJleHHe Ha MACTOTO Ha HHXKEKTHpaHe'
Heuectu: Hepa3snonoxenue!, nupekcus’®, acrenus, 6oika B repaure’, Brpucane’, ymopa*

H3cnensanus
Heuectu: HapyieHo oTHoweHue an6yMun/rio6ynuH', mosuineHa ankaiHa ¢pocdarasa B KpbBTa *,
MOBHMIIIEHA JIAKTAT AEXHpOreHasa B Kpbara’

#

C HeusBecTHa yecTtoTa*: [ToBUIIEHO MEXAYHAPOAHO HOPMAJIM3UPAHO CHOTHOLLIEHHE" , YABJDKEHO

NPOTPOMGHHOBO BpeMe”, MaTOJIOrMYEH LIBAT HA ypHHATa

! HexxenaHu JIeKapCTBEHH peakiiM, JOKJIaJBaHU caMo 3a ¢opMara npax 3a pa3TBOp 3a HHXKEKLIUH

2 HexxenlaHM JIEKapCTBEHHM peaKlMH, JOK/IaIBaHU caMo 3a popMarpa TablIeTKH C yAB/DKEHO
OCBOOOK1aBaHE

3 HexxenaHM JIEKapCTBEHH peaklMM, JOKJIaJBaHU camo 3a (popmaTa rpaHyJiM 3a nepopajiHa CyCrneH3Hs

* Hexenanu 1eKapcTBEHH peakiiH, JOKIAJABaHH caMo 3a ¢popMara TabieTku ¢ He3abaBHO
OCBOOOXaBaHE

56 grpkTe OnUcaHue Ha ONpeeeHH HeXeIaHH peaKLuu

*ITopanu TOBa, Y€ TE€3HU peakLMH ca JI0KJIa/IBaHH 10OPOBOJIHO OT MOITyJIallkis C HEOMpEaesIeH pa3Mmep, He
BHHArH € Bb3MOXKHO /1a C€ MPEANOJIOKH TAXHATAa 4YeCTOTa HJIK [1a C€ YCTAaHOBH NMPUYUHHO CJIEICTBEHATa
Bpb3Ka C eKCMO3ULIMATA KbM JIeKapcTBOTO. EKCo3nIMATa Ha NalMEHTHTE Ce Mpearnosara jia € rno-
roansMa ot | MUIMapA AHHU NALUEHTO/IEYEHHE HA KJIAPUTPOMHLIMH.

8. Onucanue Ha onpeoenieHU HeXHCce1aHu peaKyuu

B HSKOH OT CiTydauTe ChC ChOOLIEHHS 3a pabJOMHOJIM3a KJIIAPUTPOMHMLIMH € MpHJIaraH 3ae1HO ChC
CTaTHHH, GUOpaTH, KOJIXHULIMH WIH aJIOMYPHHOI (BXK.TOUKH 4.3 1 4.4).

HMMa cboOlleHHs OT MOCTMApPKETHHIOBUS MEPUO 3a JIEKAPCTBEHU B3aUMO/IEUCTBUS U PEAKLIMH OT
CTpaHa Ha LIEHTpa/IHaTa HEpBHAa CUCTEMa (HaIp. COMHOJIEHTHOCT H OOBPKAHOCT) MPH €IHOBPEMEHHA
ynotpeba Ha KJIApUTPOMULIMH U TpHazonaMm. [IpenopbyBa ce npocieasBaHe Ha MalMEHTHTE 3a
MoBHLlIeHH apmakonoruyHu edektu ot ctpaHa Ha LIHC (Bx. Touka 4.5).

CrieLMaJIHM rpynu naudeHTu: Hexkenanu peakuuu rnpu UMyHOKOMITPOMETHPAHH MALIMEHTH (BXK.
NnoATO4YKa ,, 1)

2. lleouampuuna nonynayun
[IpoBeaeHM ca KIIMHUYHHM U3MUTBAHUA C KJIADUTPOMHLIMH NEJHaTPpHYHa CyCIIeH3

ot 6 Mecena 10 12 roagunu. CnegoBaresnHo, AeLa Ha Bb3pacT oA 12 roauHu Tps
KJIJAPUTPOMHULIMH CYCIIEH3Hs 3a JeLa.




OuyakBa ce yecToTaTa, BUABT U CTEIIEHTA HA TEXECT HAa HEXKEJIAHHUTE pP€aKLMHM MpPH AcLa aa ObaaT KaKTO
[MPH BB3paCTHHU MALUHUEHTH.

0. [lpyzu cneyuannu zpynu nayuenmu
HmyHnokomnpomemupanu nayuenmu

[1pu naumenTy, crpanauy ot CITMH, wan apyru MMyHOKOMIIPOMETHPAHHU NMALMEHTH, JICKYBaHH
MPOAB/DKUTEIHO BpeMe C BUCOKHU JIO3H KJIAPUTPOMMLIMH 3a JIEYEHHE HA MMKOOAKTepHaIHH HH(EKLHH,
4ecTO € OWJIO TPYAHO Aa C€ pa3rpaHUYaT HeXKeJIaHW peakLMH, MOTEHUMATHO CBbP3aHH C NMPHUI0KEHHETO
Ha KJIapMTPOMHMIIMH, OT MPU3HALIMTE Ha MOAJIEXALLOTO 3a00igBaHe, MPUYHHEHO OT YOBELIKH
uMmyHoaeduumre Bupyc (HIV) unu Hsikoe Teky1o 3a00iisBaHe.

Haii-uecTo cboO1IaBaHUTE HEXKENAHH PEAKLIMM MPH Bb3PACTHU MALIMEHTH, JIEKYBaHH ¢ OOLIU IHEBHH
no3u ot 1 000 mg 1 2 000 mg K1apUTPOMHULIMH, Ca: rajieHe, MOBPbIIAHE, MPOMAHA Ha BKYCOBHTE
ycelaHus, 0ojika B kopeMa, Auapus, oOpuB, METEOPU3bM, I11aBOOOIHE, 3aMeK, HapylIeHHUs Ha CiTyXa,
MOBHILEHH CTOMHOCTH Ha CEpyMHa IyTamat okcanauerar TpaHcamMuHasza (SGOT) u cepymHa riryramar
nupysat TpaHcamuHaza (SGPT). Jpyru HexxenaHu peakiyH ¢ [10-Majlka YeCcToTa ca: AUCMHes, Oe3ChbHUe
M CyXxoTa B ycTaTa. YecTorara Ha He)KeJIJaHUTE peakLMM € Onla ChroCTaBMMa C Ta3H MPH MaLMEeHTH,
nekyBaHH ¢ 1 000 mg u 2 000 mg, HO kaTo LI0 ca 6unH 3-4 MbTH MO-YE€CTH NPH NMALIUEHTHUTE,
npuemasiv o6wma qHeBHa no3a ot 4 000 mg KIapUTPOMHLMH.

[Tpu T€31 UMYHOKOMITPOMETHPAHH MaLMEHTH J1a00pPaTOPHUTE PE3YJITATH Ca OLIEHSBaHH Ype3 aHAJIU3 Ha
T€3H CTOMHOCTH U3BBLH I'PaHULIMTE HA CEPUO3HHUTE OTKJIIOHEHHA (T.€. KpAHHO BUCOKH H KPaHHO HHCKH
rpaHMLIM) 3a CbOTBETHOTO M3c/ieiBaHe. Bb3 OCHOBA Ha T€3H KPUTEPHH OKOJIO 2 10 3% OT MaLMeHTHUTE,
npuemand 1 000 mg wiu 2 000 mg KNapUTPOMULIMH AHEBHO, Ca UMAJIH CEPHO3HO aOHOPMHO
nosuwieHue Ha croitHocTtuTe Ha SGOT u SGPT, u aGHOpMHO HUCHK Opoit 6€M KPBBHH KJIETKH H
TpoMGouuTH. [TpH NO-MaNbK MPOLIEHT OT NAaLMEHTUTE B T€3H ABE J030BH IPYIH CHILO ca Ha0/K0JaBaHH
MOBMILIEHM HUBA Ha ypes a30T B KpbBTa. [Ipu nauuenTn, npuemanu 4 000 mg nHeBHO, € Hab/IIOJaBaHO
JIEKO MOBUILEHHE B YECTOTAaTa HA AOHOPMHM CTOMHOCTH 3a BCHYKH napamMeTpH 0e3 0eu KpbBHH KIIETKH.

CroblaBaHe Ha 1MoJI03MPAHU HEXKEJIaHU PEeaKLUH

Cpo01aBaHeTo Ha NOI03MPaHH HEXEJIaHM peaklMH clie]l pa3pellaBaHe 3a yrnorpeda Ha JieKapCTBEHHA
NPOAYKT € BakHO. TOBa Mo3BoJisABa Aa MPOAb/LKH HaGII0IEHHETO Ha ChOTHOLLEHUETO I10/13a/PHCK 32
neKapcTBeHHs NpoAyKT. OT MEAULIMHCKHUTE CMELMAIMCTH CE€ M3MCKBA J1a ChoOIIaBaT BCAKa MoJA03MpaHa
HE)KeJlaHa peaKlys Ype3 HallMOHAJIHA CHCTeMa 3a chollaBaHe KbM M3mb/iHMTEIHATA areHLMA no
nekapcTsara, yi. ,,JlamsaH ['pyes” Ne 8, 1303 Codus, ten.: +35928903417, yebeaiit: www.bda.bg.

4.9 Ilpeno3upane

Cumnmomu Ha UHMOKCUKAYUA.

CboOlLieHusaTa MoKa3Bar, 4e MpH NMorjbllaHe Ha rOJIEMH KOJIMYECTBA OT KJIaPUTPOMHLIMH MOXKE J1a ce
OYaKBaT CTOMAIIIHO-YPEBHH CUMITOMM. [1pH equH nauMeHT ¢ aHaMHe3a 3a OMMONIAPHO pa3CTPOMCTBO,
MorejiHaa 8 rpaMa KJiapMTPOMMLMH, € HaOroAaBaHa MPOMAHA B ICHXHYHOTO ChCTOSTHHE, MAPaHOMIHO
MOBEAEHHUE, XHITOKAJTUEMHUSA U XUITOKCEMMUA.

Jleuenue npu uHmMoxcuxkayus.:
Hsama cneumduyueH aHTUAOT Npu npeao3upade. [1oqo6HO Ha ApyruTe MakpoIua4, CEpyMHHTE HHBA Ha
KJIApMTPOMMLMH HE MOrar J1a ObaaT HaMaJIeHH ¢ XeMOAHaliu3a WK NEPUTOHECATHA TUAJIM3

Hexenanure peakuyu, CbITbTCTBALLM NPeA03HMpaHeTo, TPAOBA Aa ce JIeKyBar 4pes
OTCTpaHABaHe Ha HeabCOpOMPAHOTO KOJIMYECTBO OT JIEKAPCTBOTO W MpWiIaraHe H éb i
mMepkH. TeXKH, OCTPH allepru4HH peakLu Morat Aa ObaaT HaboaBaHH MHOTO ffa3KP sk
aHa(UIaKTHYEH LIOK. 3\ 7A



JleueHHETO C KIapUTPOMHULIMH TpAOBa Ja Obae NpeycTaHOBEHO Ollie NMpH 3a0es3BaHe Ha MbPBHUA
MPU3HAK 3a peakLus Ha CBPbXYYBCTBUTEIHOCT M He3a0aBHO Ja ce npeanpueMat HeOOXOOUMHTE MEPKH.

5 ®OAPMAKOJIOTr'HYHHU CBOMCTBA

5.1 dapmakoAHHAMHYHH CBOHCTBA

d)apmaKOTepaneBTHqHa I'pyIia. AHTHGHK‘TGPH&HHH Cp€ACTBA 3a CUCTCMHO IPHJTIOKEHHC, MHKPOJIHI[H.
ATC kon JOIFAO9.

MexaHU3bM Ha IEUCTBHE:

KnapuTpOMHLIMH € MOJIYCHHTETHYEH AePUBAT HA EPUTPOMULIMH M yIIpaXKHABAa aHTHOAKTEPHATTHOTO CH
NeACTBUE KaTo ce cBbp3a ¢ 5S0s pubo3oMHaTa noaeAUHMIIA Ha YYBCTBUTETHUTE OAKTEPUH M MOTHUCKA
OenThYHHMA CHHTE3. TOH MMa BUCOKA aKTUBHOCT CpeLy LUMPOK CNEKTHP OT aepOOHH U aHaepOoOHH rpam-
[MOJIOXKUTETHHU M rpaM-0TpULIaTEeIHH MUKPOOpPraHu3Mu. MUHUMaIHaTa HHXMOMTOpHA KOHLEHTpaLUs
(MHK) Ha K1apUTPOMHLIMH KaTO LSO € ABa MbTH no-Hucka oT MUK Ha epuTpoMHIIUH.

14-XUApOKCH META0OIUTHT HA KJIAPUTPOMULIMH ChIIO UMA NTPOTUBOMUKPOOHO aerictBue. MUK Ha T03M
MeTabOoJIMT MO NMPUHLIMII € paBHA WM ABa MbTH no-Bucoka oT MUK Ha M3X0aHOTO cheAMHEHHE, OCBEH
npu H influenzae, xpaero 14-xuapokcu MeTabOMTHT € [1Ba ITbTH MO-aKTUBEH OT U3XOJHOTO
ChEAUHEHHUE.

Bpbika OK/D/]

KitaputpoMHLIMH € pa3npeselis B rojisMa CTerneH B TbkaHuTe U GiyuauTe Ha opraHusma. [Topaau
BUCOKAaTa CTEIEH Ha MPOHUKBAHE B TbKAHUTE, BbTPEKJIETbYHHUTE KOHLIEHTPALMH Ca MO-BUCOKH OT
cepyMHuTe. Hali-BaxHure papMakoJMHAMUYHM NapaMeTpH 3a MpeaBKIaHe Ha MaKpOJIMIHAaTa
aKTUBHOCT HE ca OKOH4aTe/lHO yctaHoBeHH. Bpemero Hag MUK (T/MUK) Moxe aa kopenupa Haii-
nobpe ¢ epUKacCHOCTTA Ha KJIAPUTPOMHULIMH, HO ThbH KaTO KOHLIEHTPALMMTE Ha KJIAPUTPOMHLIMH B
TbKaHHUTE Ha JIMXATEJIHUTE ITbTULIA U QJIYHIUTE B €MUTE/IHATA MOKPHBKA MPEeBUILIABAT KOHLUEHTPALUUTE
B IJ1a3Mara, MpeaABHXKAaHEeTO Ha TOYHUS OTIOBOP NMPHU UHPEKLUMM Ha AUXATeJIHUTE NMbTHILA Ha 6a3aTa Ha
napaMeTpH OT IU1a3MEHUTE KOHLIEHTPALlUM MOJXKE Jla HE € YCIELIHO.

MexaHU3bM Ha Pe3UCTEHTHOCT:

MexaHU3MHUTE Ha PE3UMCTEHTHOCT Cpelly MaKpOJMIHUTE aHTUOMOTHUIIM BKJIKOYBAT MPOMsIHA Ha
MHIIIEHATa 3a aHTUOMOTHKA WM Ce AbJKAT Ha MOAU(HUKALIMA W/ WU aKTHBEH e(TyKC Ha aHTUOHOTHKA.
Pa3BUTHETO HAa PE3UCTEHTHOCT MOXKE Ja C€ MEeAMHpa Ype3 XpOMO30MH MJIH TUIa3MU/IM, aa Obae
MHIYLIMPAHO WJIM J1a € CTPYKTYPHO MPUCHLIO. bakTepuure, pe3UCTEHTHH KbM MaKpOJIMIH, MPOU3BEX AT
€H3MMH, KOUTO BOJAT /10 METWIMpPaHe Ha aJIcHHHOBHS ocTaThbK Ha pubo3zomHara PHK u Brnocnencreue
10 MHXHOMpaHe Ha CBbP3BaHETO HA AHTUOMOTHKA KbM pubo30MarTa.

MHKpOOpPraHM3MHTE, PE3UCTEHTHH KbM MAaKpPOJIM/M, KaTO LAJI0O KMa KPBCTOCAHA PE3UCTEHTHOCT KbM
JIMHKO3aMHUHMTE M CTPENTOrpaMuH B, KOATO ce OCHOBaBa Ha METHJIMPAHETO Ha pUOO30MHOTO
CBbp3BallO MACTO. KJIapUTPOMHLIMH Ce HapexX/a ChLIO Cpell CUJIHUTE HHAYKTOPH Ha TO3H €H3MM.
OcBeH ToOBa MaKpOJIMJAIUTE UMAT OAKTEPHOCTATUYHO NEHCTBHE Ype3 HHXHOHpaHe Ha
nenTUAWITpaHcdepasara Ha pubO30MHUTE.

[IbnHa KpbCTOCAHA PE3UCTEHTHOCT CHLIECTBYBA MPH KJIAPUTPOMULIUH, EPUTPOMULIMH U a3UTPOMMLIMH.
CTaHIOKOKHTE, PE3UCTEHTHH KbM METHULIMIIMH U okcauuiauH (MRSA), u Streptococcus pneumoniae,
PE3UCTEHTHH KbM MEHHUMIIMH, TPOSABABAT PE3UCTEHTHOCT KbM BCHYKH ChLIECTBYBALIH KbM MOMEHTA
OeTra-1aKTaMHH aHTHOHMOTHLIM U MAKPOJIMAH, KaTO KJIAPHTPOMHULIMH.

' paHHYHH CTOHHOCTH
CneaHuTe rpaHULM, pa3rpaHMyaBallli YyBCTBUTEIHH OT PE3UCTEHTHH MUKPOOPraHH3

Ha KJIApUTPOMHLIMH, ca onpeaeaeH| oT EBponeicKus KOMUTET 3a U3MUTBAHE HA aHTH
qyBCTBUTENHOCT (EUCAST) 2010-12-20 (v 1.2):

I'paHHYHH CTOHHOCTH 32 KJIADHTPOMHIIHH,




CBbLP3aHH ¢ onpeaeeH sujy >P
MHKpﬂﬂpraHHB'bM '-Iyﬂc’rnn'reﬂen < Pe3ucrenren >

(mg/L) (mg/L)

Enterobacteriaceae
Pseudomonas spp. - -
Acinetobacter spp. - -

Staphylococcus spp. I 2
Enterococcus spp. - -
Streptococcus rpynu A, B, C, G 0,25 0,5
Streptococcus pneumoniae ° 0,25 0,5
Jpyru cTpenToOKOKH H{ H/1
Haemophilus influenzae 1 32
Moraxella catarrhalis 0.25 0,5
Neisseria gonorrhoeae - -

Neisseria meningitidis - -
AHaepoOHM rpaM-ToOJIOKHUTEIHH - -
MUKPOOPraHU3MH (B U3KJIIOYEHHE
Ha Clostridium difficile)
AHaepoOHHU rpaM-OTpULIATETHH - -
MHUKPOOpPraHu3MH
['paHHYHHU CTOMHOCTH, KOMTO HE ca H/I H/
CBBbP3aHH C OnpeaesieH BUa"
A. I'paHuuuTe, KOUTO HE Cca CBBpP3aHH C LIAMOBETE, Ca ONpeAEJieHH IPEAUMHO Bb3 OCHOBA Ha
(hapMaKOKHHETHYHHUTE/(DapMaKOJAHMHAMHYHUTE JAHHU U Ca HE3aBUCHMHM OT MUHUMAJIHUTE HHXHOMpaALLIH
KOHLIEHTPaLUMUHU TPH OTAECITHUTE MUKPOOpraHusmMu. Te ce u3moi3Bar caMO NpU BHAOBE, KOMTO HE ca
noco4yeHH B TabiuiiaTa Wik B 6enexxkure noj Hes. Bbnpeku ToBa, JaHHUTE OT (hapMakoAMHAMHUKaTa 3a
M3YMCJIIBAHE Ha PAHUYHUTE CTOMHOCTH 3a MAaKpPOJHUAUTE, JUHKO3AMUHHUTE U CTPENTOrPaMMHHMTE HE ca
JOCTaThb4HO YOeUTEIHH U Nopaau ToBa ce cuuTar 3a « HJI».
b. EpuTpoMHLIMH MOXeE 1a ce M3M0J13Ba 3a ONpeAesisHe YyBCTBUTE/IHOCTTa Ha W30poeHuTe OakTepuM
CIIPAMO APYTMTE MaKpPOJIMAN — a3UTPOMMLIMH, KJIAPUTPOMHULIMH U POKCHUTPOMHLIMH.
B. Knapurpomuuun ce usnon3Ba 3a epaaukauus Ha H. pylori (MUK <0,25 mg/l 3a ecrecTtBeHH
H30J1aTH).
[". Bpp3kara mexxany MUK Ha Makponuaure npu H. influenzae u xnuHu4HuA u3xon e ciaba. [lopaau
TOBa, IPaHWYHUTE CTOMHOCTH 3a MAaKpOJMAWUTE MU CBbP3aHUTE C TAX AHTHOMOTHLH OMNpeaesAT
NbpBUYHMSA TUN Ha H. influenzae Kato TakbB C yMepeHa YyBCTBHUTEIHOCT.
“HJ1" noka3Ba, 4ye HiMa AOCTAaTh4YHO JOKA3aTeJICTBA, Y€ BHIIPOCHHUAT BHUJ € 100pa MHIIIEHA 3a JIeYEHHE C
TOBA JIEKAPCTBO.

KnaputpoMHLIMH ce U3MO0JI3Ba 3a epaauKauus Ha H. pylori; MuHMMaIHaTa HHXUOMpalla KOHLIEHTpaLus
(MHK) e < 0,25 pg/ml, koaTo € onpenesieHa KaTo rpaHyLIaTa 3a YyBCTBUTEJIHOCT OT MHCcTUTYTa 32
KJIMHUYHHU U 1abopaTtopHu cranaaptu (CLSI).

YHyBCTBHTE/JIHOCT

YecroraTa Ha npuaoOUTaTa pe3MCTEHTHOCT MOXeE J1a Bapupa cnopez reorpad)Ckus paioH M npe3
onpenesieHo BpeMe Npy U30paHu BUIOBE, U € KeJIAaTEJIHO a UMa HHPOpMaLIMsg OTHOCHO MECTHaTa
PE3UCTEHTHOCT, OCOOEHO MNpPH JIeYEHUETO Ha TeXXKU UHPekumu. [Ipu HeobxoaumocT, TpsabBa aa ce
ThPCH €KCMIEPTHO CTAHOBHUIIIE, B C/TyUYaHd Y€ YeCcToTaTa Ha JIOKaJlHa pe3UCTEHTHOCT € TaKaBa, 4e
MPUJIOKEHHETO Ha JaJIEH CPEICTBO MOHE MPHU HAKOJIKO BHAA HH(PEKLHMH € MOCTAaBEeHO Mo BBIPOC.

[laToreHu, mpu KOUTO PE3UCTEHTHOCTTA MOXKE 1a € NMPOo0JIEM: YEeCTOTAaTa Ha PE3UCTE
e no-sucoka ot 10% B noHe eaHa abprkaBa oT EBponeickus cbios.

)
O0OHKHOBEHO YYBCTBHTE/JIHH BH10BE /8
AepoOHH rpamM-nosIOKMTEIHH MUKPOOPraHU3MH \'5:
Corynebacterium diphteriae \ p~




Streptococcus ot rpyna F
AepoOHHU rpamM-oTpULIATEITHU MUKPOOPraHU3MH
Bordetella pertussis
Legionella spp.
Moraxella catarrhalis
Pasteurella multocida
AHaepobu
Clostridum spp., ¢ uskmodenue Ha C. difficile
Jpyru MUKpOOpraHu3Mu
Chlamydia trachomatis

Chlamydia pneumoniae
Clamydophilapsitacci

Mycobacterium spp.
Mycoplasma pneumoniae

BuoBe, NpH KOHTO NPHAOOHTATA PE3HCTEHTHOCT MOXKe 1a 0b/1e mpodjieM

AepoOHM rpaM-MnoJ0XKUTETHH MUKPOOPraHH3MH
Enterococcus spp.+

Staphylococcus aureus (14yBCTBUTEJTHU KbM METHULIWIIMH U PE3UCTEHTHH KbM
METHLIUJIUH 1)

Staphylococcus epidermidis+

Streptococcus ot rpyna A*, B, C, G

Streptococcus viridans
Streptococcus pneumoniae*+

AepoOHH rpaM-OTpHLIATEJIHH MHKPOOpPraHU3MH
Haemophilus influenzae§

Helicobacter pylori

AHaepobu
Bacteroides spp.

Peptococcus / Peptostreptococcus spp.

Opranu3mMu ¢ NpHCHINA PE3HCTEHTHOCT

AepoOHM rpamM-OTpHLIATEITHH MUKPOOPraHU3MH
Acinetobacter
Enterobacteriacea

Pseudomonas aeruginosa

AHaepobu
Fusobacterium spp.

JApyru MUKpOOpraH13MH
Mycobacterium tuberculosis

# > 10% pe3nUCTEHTHOCT B Hal-MAJIKO €/1Ha Abp)KaBa OT EBpONEHCKHs ChIO3.

* Bupose, cCnpiMO KOMTO € YCTaHOBEHa €(QHUKaCHOCT TMpH KIMHWYHH H3MUTBaHUA (IpH
4yBCTBUTEJIHOCT).

+ [Toka3Ba BUIOBETE, 3a KOUTO € HabJIloJaBaHa BUCOKA CTEIEH Ha pe3UCTEHTHOCT (T.€. HajJ 50%) B eHa
WK noBe4e 00sacTH/CTpaHK/perioHd B EBponenckus cbros.

§ 'PaHUYHHUTE CTOMHOCTH 3a MAKPOJMAUTE U CBHP3aHUTE C TAX aHTHOMOTHLIM, ONPENESIAT MbPBHYHHA
tan Ha H. influenzae xaTo TaKbB C yMEpEeHa YyBCTBHTEIHOCT

JApyra uagpopmanusa

CrteneHTa Ha YyBCTBUTEJIHOCT U PE3UCTEHTHOCT Ha Streptococcus pneumoniae 1 St
KJIAPUTPOMMLIMH MOXeE J1a Obe npeaBUieHa Ype3 NMPOBEXAaHE Ha TECTOBE C €PH
[To-ronsmara 4acT OT HaAJIMYHUSA KJIMHUYEH OMUT OT KOHTPOJIMPaHH, paHI0OMH3H
W3MMTBaHMUA MOKa3Ba, Ye MpH MPHI0KEHHUE Ha KIapuTpoMULMH 500 mg aBa mbT
KOMOMHALMA C APy aHTUOMOTHK, KaTO aMOKCHLIMJIMH UJIM METPOHM1A30J1 U HaIl



(MpujaraH B pa3pelieHruTe J03HM) B MPOIAB/DKEHHUE Ha 7 IHHU ce nocTtura epaaukauus Ha > 80% H. pylori
MPH MaLKEHTH C racTpoAyOoAeHaIHHU A3BU. Crnopea O4YaKkBaHUATA, 3HAYMTETHO NMO-HUCKH HUBA HA
epaJvKaLMs ca Habo1aBaHU NPH NMAaLMEHTH ¢ u3osatu Ha H. pylori, ycTONYMBH Ha METPOHUIA30J,
HaJIMYHH MPH U3X0AHOTO HUBO. [lopanm ToBa, TpsabBa aa ce B3eme npeasua vHGopMaLMsaTa 3a MECTHATA
PE3MCTEHTHOCT H JIOKAJIHUTE TEPAreBTHYHH HACOKH NpH U300pa Ha noaxoasiaTa KOMOMHHpaHa cxeMa
3a epaauKauMs Ha f. pylori. OcBeH TOBa, NpU NMaLKMEHTH C NEPCUCTHpalla HH(eKLUs TpsOBa 1a ce uMa
MnpeABK/ Bb3MOXHOCTTA 3a pa3BUTHE HA BTOPUYHA PE3UCTEHTHOCT (IPH NAaLMEHTH C ITbPBHYHO
YyBCTBHTEIHH MUKPOOTPaHH3MH) KbM ITPOTUBOMHUKPOOHH CpeACTBa NMpu M300opa Ha HOBa TepaneBTHYHA
CXeMma.

5.2 @dapMaKOKHHETHYHH CBO#CTBA

Abcopbyus.

KnapurpomMuuuH ce abcopdbupa n1o6pe u 6bp30 B CTOMALIHO-YPEBHUS TPAKT — MPEAUMHO B ThHKHTE
YyepBa, HO MPEMHHABa EKCTEH3UBEH META00IM3bM Ha MbPBO NMPEMUHABAHE CJiE]] IEPOPATHO
MpHJioKeHHe. AGConoTHaTa OGHOHATUYHOCT Ha J103a oT 250 mg KIapUTPOMMLIMH € MPUOIU3UTETHO
50%. buoHaTMYHOCTTA Ha CYCIEH3UATa € HICHTHYHA WM MAJIKO MO-BHCOKA OT Ta3U Ha TabJieTKUTe.
DapMaKOKMHETHYHHMAT NpodHi Ha CyCIIEH3HATa MPH Jela OTroBaps Ha npoduia Ha CyCIreH3UsTa NPy
Bb3pacTHU. XpaHara Jieko 3abaBs abcopOuusaTa, HO HE MOB/IMABA CTENEHTa HAa OMOHAJIMYHOCT.
CrnenoBaTe/IHO KJIapMTPOMHMLIMH MOXe /1a ce npuara 6e3 3HaueHUe OT BpeMeTo Ha XpaHeHe. [Topaau
XMUMHYECKHA CH cTpoex (6-O-Methylerythromycin) knapuTpoOMHLIMH € 3HAYMTETHO YCTOMYMUB Ha
pa3jiaraHe OT CTOMAalIHKA COK. MakCMMaJIHH J1a3MEHH KOHLEHTpaUMH oT 1-2 ug/mL Ki1apUMTpoOMHLIMH
ce Habyro1aBaT MpHM BB3PacTHHU Clell nepopaiHa Jo3a oT 250 mg aBa mbTH AHeBHO. Cliel MpUIOKEHHE
Ha 500 mg KIapMTPOMHLIMH Ba TbTH JHEBHO MaKCHMaJIHATa IJ1Ja3MEHa KOHLIEHTpaLus e Oua 2,8
ug/mL. IIpu neua cneaHure cpeilHH paBHOBECHH MapaMeTpu ca HabJiojaBaHu Cclie]l AeBeTaTa 103a Npu
103a Ha KJIapUTPOMHUMH OT 7,5 mg/kg nBa mbTH JHEBHO: Cmax 4,60 pg/ml, AUC 15,7 pg.yac/ml 1 Tax
2,8 yaca. CboTBETHHTE CPEIHH CTOMHOCTH Ha MeTtabonuTa 14-OH ca 6unu cvorBetHo: 1,64 ng/ml, 6,69
ug.yac/ml 1 2,7 yaca.

Cnen npunarade Ha 250 mg KJ1apUTPOMHLIMH JBa MbTH JHEBHO MHUKPOOHOJIOTHYHO aKTUBHHAT |4-
XHAPOKCH METabOJIUT JOCTHIra MaKCMMaJlHa Tu1a3MeHa koHueHTpauus ot 0,6 pg/mL. PaBHoBecHH
KOHLEHTpPALIMH C€ JJOCTUIraT Ciie] ABYAHEBHO NMPUJIOXKEHHE.

Paznpeoenenue:

KnaputpoMHLHH ce pa3npenens A100pe B pa3/IMYHHU YacT Ha LAJIOTO TANO ¢ NpUOIU3HTEIeH 00eM Ha
pasnpenenenue ot 200-400 1. KnapurpoMULUMH 10CcTHra KOHLIEHTPALMHM B HAKOW ThKaHH,
HAKOJIKOKPATHO MO-BUCOKH OT HUBAaTa Ha aKkTUBHOTO BELIECTBO B KpbBOOOpaleHneTo. BUCOKH HHBa ce
OTKPHBAT KaKTO B TOH3MUJIUTE, TaKa U B Oenute apodoBe. KnapuTpoMHUIIMH CHIIO Taka MpeMHUHAaBa Npe3
CTOMAalIllHATa JIMFaBULIA.

KnaputpomuuuH e npubausurento 70% cBbp3aH ¢ ruia3MeHUTE NMPOTEHHH B TEPANEBTHYHHU HHUBA.

buompancghopmayus u enumunupane.

KnapuTpoMHLIMH OBP30 U €KCTEH3UBHO ce MeTabosiu3upa B YepHUs Apob. MeTaboau3MbT poTHyYa B
yepHHUA Apo0 M BKIFOYBA cMcTeMaTa Ha uutoxpoMa P450. Onucanu ca Tpu Metabonura: N-aeMeTHII
KJIApDUTPOMMLIMH, JE€KJIaAUHO3HT KJIADUTPOMULMH U 14-XHUAPOKCH KJIIapUTPOMHULIUH.

(dapMaKkOKHHETHKATa Ha KJIAPUTPOMHLIMH € HeJIMHeHHa Mopaay HacHIllaHe Ha YePHOAPOOHHS
MeTabo0JIM3BbM BbB BUCOKH 1034. BpemeTo Ha nosyenMMUHHpaHe HapacTBa OT 2-4 yaca ciiejl npujiaraHe
Ha 250 mg KIapUTPOMMLIMH ABa ITBTH JHEBHO J10 5 4aca cien npwiarade Ha 500 mg KIapuTpOMHLMH
JBa ITbTH JHEBHO. BpeMeTo Ha MoJIyKUBOT Ha aKTUBHUA 14-XUIPOKCH METabOJIUT Bapu
yaca ciel npuiarade Ha 250 mg KJ1apuTPpOMHMLMH [Ba MbTH JHEBHO, HA BCEKH 12 4ya

Okoso 20-40% OT MNpHUIOKEHOTO KOJHUYECTBO KIAPUTPOMHULIMH C€ OTKPHBA %‘
aKTHBHO BEIIECTBO B ypHHara. Ta3u nmponopuus HapacTBa C yBeJH4YaBaHe Ha [ 3874
mexay 10 u 15% ce ekckperupa B ypuHaTta kato 14-xuapokcu metabosur. Ocra



eKCKpeTupa ¢ ¢eueca. bbOpeyHara HeOCTaTbYHOCT YBEAWYaBa HMBOTO Ha KJIApPUTPOMMLHMH B
Jjla3Mara, ako jo3ara He Obje HamaJleHa.

OO1MAT rasMeH KIMPBHC € u3uHucieH Ha npubausuresiHo 700 ml/min (11,7 ml/s), karo 656peunusT
KJIUpBHC € 0k0j10 170 ml/min (2,8 ml/s).

Cneyuannu epynu nayuenmu
bvOpeuno yBpexnane. Hamanenara 6b50peyHa pyHkuys BOAM A0 YBEJIMYEHHM IJIa3MEHHU HUBA Ha
KJJADUTPOMHULIMH U aKTUBHHUSI My METa0OJIHT.

5.3 IlpeAK/IHHHYHH JAaHHH 32 0€30MaCHOCT

B 4-ceaMUYHM MpOyuYBaHUs TPHU XKUBOTHU € YCTAHOBEHO, Y€ TOKCHYHOCTTAa Ha KJIAPUTPOMHIUH €
CBbp3aHa C /103aTa U ¢ NMPOAB/DKUTEIHOCTTA Ha JieueHUeTo. [Ipu BCUYKH )KUBOTHHCKH BUIOBE ITbPBHUTE
NpU3HALKM 32 TOKCHUYHOCT ca HabnroJaBaHM B uYepHHMA ApoO, KbAETO ca YCTAHOBEHH YBPEXIAHHUA B
pamkuTe Ha 14 QHU npy Ky4yera U MauMyHH. CUCTEMHMTE HMBA Ha €KCMO3MLMSA, CBbP3aHU C Ta3M
TOKCHMYHOCT, HE Ca HATbJIHO U3CHEHH, HO TOKCHYHMTE 103U (300 mg/kg/neH) kareropuuHo ca OWIM mno-
BUCOKM OT TepaneBTHYHHUTE [O03H, NMPErnopbyYBaHW MpU Xopa. J{pyru 3acerHat¥ TbKaHM ca CTOMaxnbT,
TUMYCBHT U APYTH TMM(POUIHHU ThKaHH, KaKkTo U ObOpeumte. [1pu no3m, 6/1M3KH 00 TEepaneBTUUYHUTE, Ca
HabaonaBaHM HMHQPEKUHUA Ha KOHIOHKTUBMTA M JlakpuMalus camMo npd kydera. [lpu no3u or
400mg/kg/neH HAKOM Ky4yeTa ca pa3BUJIM ONALMTET W/ WM OTOK Ha KOpHesTa.

[1pu npoyuBaHus in vitro Y in vivo KIapUTPOMHULMH HE € MOKa3aJl FreHOTOKCUYEH MOTEHLHAJ.

[Ipy1 npoy4BaHHUs Ha peNnpoOAyKTUBHATAa TOKCHYHOCT € YCTAHOBEHO, Y€ MPHUJIaraHeTo Ha J103M OT
KJIAPUTPOMHULIMH 2 ITBTH HaJl KIIMHUYHUTE 103U TPH 3aiiM (MHTPaBEHO3HO) U 10 mbTH HA KIMHUYHUTE
034 NMPU MaUMYHH (M€pOpaIHO) BOAHM A0 MOBMILIEHA YE€CTOTA Ha CIIOHTaHHU abopTH. Te3u no3u ca
OMWJIM CBBP3aHHU C TOKCHYHOCT IpH Maikara. KaTo us/10, npy npoy4yBaHMs ChC 3aMliM, HE ca YCTAaHOBEHHM
€MOPHOTOKCHYHOCT WJIHM TEPATOreHHOCT. ChbpAeYHO-CHA0OBH YBpexaaHus, obaye, ca HabIoaBaHH B
JB€ MPOY4YBaHMA TMPH IUTBXOBE, HA KOMUTO ca npuiaradu 103M ot 150 mg/kg/nen. [Ipu npunarane Ha
no3u 70 mbTH Haa KJIMHKWYHATA /1034 NMPU MUILIKH ca HabJ1l01aBaHH CJTy4yaH Ha paslerneHo Heble ¢
Bapupaiua yecrora (3-30%).

Hanuuwue Ha KJIapHTPOMHLHH € YCTAHOBCHO B MJISAKOTO Ha KbPMCIIH ) XHBOTHH.

[Ip1 MHLLIKH U TUTBXOBE HA BB3pacT 3 AHU CTOMHOCTUTE HA LDso ca npuOIU3UTEIHO HAaNOJIOBMHA Ha
CTOMHOCTUTE NPHU Bb3PaCTHHU KUBOTHHU. [Ipu Miaaure >KMBOTHH NMPOPUITBT HA TOKCUYHOCTTA € Ou
CXOJI€H C TO3M IPH 3pEJIH )KUBOTHH, BBIIPEKH Y€ B HAKOU MPOYUYBAHHUA € CbOOLIECHO 3a NMOBHIIEHA
HE(PPOTOKCHYHOCT NMPH HOBOPOAEHH TUTbX0Be. OCBEH TOBa, NPH MJIaJAH )KUBOTHHU € YCTAHOBEHO JIEKO
MOHM)KaBaHE Ha CTOMHOCTHTE HA EPUTPOLIUTHUTE, TPOMOOLIMTHUTE H JIEBKOLIUTUTE,

He ca NpOBCKAaHH H3CJICABAHHUA Ha KAHLICPOIr€CHHHA MOTCHLUHAJI HA KJIAPHTPOMHLIHH.

6 D$APMAILEBTUYHHU JAHHH

6.1 ChnuchbK HA NOMOIIIHHTE BelllecTBA

[Tonokcamep 188

[ToBunon K 30 (E1201)

Xunpowmelio3a (E464)

Makporon 6000

TuraHoB auokcun (E171)

MeTakpHuiioBa KMCE/IMHA — €TUJT akpuiaart cbroumep (1:1)
Tpuerunos uutpar (E1505)

[ muueposioB MOHOCTEapar

ITonucopbar 80 (E433)

3axapo3sa




ManTtoaekcTpuH

Kanues copbart (E202)

Konounen 6e3BoneH cunuiueB auokcua (ESS51)

KcanraHoBa ryma (E415)

[InoxoBu apomaty (HaTYypalTHU U U3KYCTBEHH OBKYCHUTEJIH, BKIIIOYMTETHO MAJITOAEKCTPHH,
MOJH(HULIMPAHO HUILECTE, HATPUHA U MAJITON ).

6.2 HecbBMEeCTHMOCTH
Henpuioxumo.
6.3 Cpok Ha roaHocT

3 TOJIMHHM.
Cnepn pastBapsine — 14 qHH.

6.4 Crnenna/iHH yCJIOBHH 32 CbXPaHEHHE

Ia ce cvxpansaBa noa 25°C.
Cnen pa3TBapsiHe: aa ce cbxpansasa noj 25°C.

6.5 JlanHH 32 ONaKOBKATA

Bytunku or HDPE ot 60 ml, 120 ml u 240 ml, cbc 3anyiuanka, 3alyreHa ot aeua, ¢ BUHT oT PP,
MEpHUTE/IHA CIPUHLIOBKA 3a nepopaiHu ¢opmu ot PE/PP (5 ml) ¢ nenenmsd 3a 2,5 ml, 3,75 ml u 5,0 ml,
MepuTenHa 1bxkuuka ot PE/PP ¢ nenenus 3a 1,25 ml, 2,5 ml u 5,0 ml.

BunoBe OMakoBKM :

Jlexoknap 125 mg/5 ml rpanynu 3a nepopajiHa CyCrneH3Hs

1 6yTiika ceabpxka 34,1 g rpaHyu 3a nepopasiHa cycrieH3us 3a npurorsaHe Ha 50 ml cycnensus
(HE0OXO0AUMO KOJIMYECTBO Boja: 29,5 ml) wnu

41,0 g rpaHyJid 3a nepopajiHa cycreH3us 3a npurotssHe Ha 60 ml cycrnensus (HEOOXOAUMO KOJTHUYECTBO
Bozaa: 35,4 ml) nam

54,6 g rpaHyJiy 3a MepopajHa cycrneH3us 3a npurotesHe Ha 80 ml cycrneHsus (He0OX0AMMO KOJIMYECTBO
Boaa: 47,2 ml) unu

68,3 g rpaHyJiM 3a nepopajiHa cycrneHsus 3a npurorsHe Ha 100 ml cycnensus (Heobxoaumo
konu4yecTBo Boza: 59,0 ml).

81,9 g rpaHy/iM 3a nepopajiHa cycrneH3us 3a npurorsaHe Ha 120 ml cycnensus (Heobxoaumo
koauuecTBO Boaa: 70,8 ml).

Jlexoknap 250 mg/5 ml rpanysu 3a nepopajiHa CycCrneH3H
1 6yTunka ceabpka 34,1 g rpaHy/id 3a epopaiHa cycrneH3us 3a npurorsiHe Ha 50 ml cycnen3us
(Heob6xoaumMo KosiMuecTBO Boza: 28,5 ml) unu

41,0 g rpaHy/M 3a nepopaiHa CycreH3us 3a npuroresaHe Ha 60 ml cycnensus (HEOOXOAMMO KOJIHYECTBO
Boaa: 34,2 ml) wiu

54,6 g rpaHyJIM 3a nepopaiHa cycrneH3us 3a npuroresiHe Ha 80 ml cycneHns3us (HEOOXOAMMO KOJIHYECTBO
Boja: 45,6 ml) nin

68,3 g rpaHyJid 3a nepopajiHa cycrieH3us 3a npuroresHe Ha 100 ml cycnensus (Heobxoaumo
koJM4ecTBo Boja: 57,0 ml).

He BcHukHM BHIOBE OMAKOBKH MOraT fa ObaaT MyCHATH B npoaaxoa.

6.6 CrnenuajJHH NpeANa3sHH MEPKH NPH H3XBbLPJIAHe H paboTa




B OyTuikaTa ce HanMBa JIB€ TPETH OT HEOOXOUMOTO KOJIMYECTBO BOJA, CJI€/] KOETO Ce pa3kiialua
€HEPru4vHo, 10JIMBA C€ OCTAHAJIOTO KOJIMYECTBO BOAA 10 MapKUPOBKATa U OTHOBO Ce pa3KJiallia.
bytunkara Tps0Ba na ce paszkiiallia eHepru4Ho Mpey Besika yrnorpeoa.

Cnen pa3TBapsiHETO BBB BOJ1a JIEKAPCTBEHHUAT MPOIYKT Ce MpeBpbla B 6s1a 10 ceeTyiokadsaBa
CYCIEH3MH.

AKO J103aTa ce npuJiara CbC CrIpHHLIOBKaTa 3a nepopaiHu GopmH, TpsAOBa 1a ce MOCTaBH aAanTopbT B
OTBOpa Ha OyTuIKarTa.

Hewn3non3BaHUAT JIEKApCTBEH NPOAYKT WK OTNAaAbYHUTE MaTEPHAIU OT HEro TpAOBa /1a ce H3XBBPJIAT B
CBOTBETCTBHE C MECTHUTE H3HUCKBaHMA.

7 TIIPUTEXATEJI HA PASPEIIEHHUETO 3A YIIOTPEBA
Sandoz d.d.

Verovskova 57, SI-1000 Ljubljana
CnoBeHus

8 HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

Jlexoxnap 125 mg/5 mi: Per. Ne 20120092
Jlexoxnap 250 mg/5 mil: Per. Ne 20120093

9 JAATA HA ITBPBOTO PA3PEHIABAHE/ IOAHOBSIBAHE HA PASPEIIEHHUETO 3A
YIIOTPEBA

Jlata Ha nbpBO pa3spewaBane: 09.02.2012
JlaTa Ha nocneaHo noaHoBgaBaHe: 27.09.2018

10 JATA HA AKTYAJIMBUPAHE HA TEKCTA

01/2024




