KPATKA XAPAKTEPUCTHKA HA ITIPOAYKTA



1. HME HA JEKAPCTBEHHA ITPOAYKT

Opomunun yHo 500 mg TabneTkn ¢ u3MeHeHo 0cBobOK
Fromilid Uno 500 mg medified-release tablets

2. KAYECTBEH H KOIRYECTBEH CHCTAB
Besaka rabnetka ¢ usmeHeHo ocBoOOKIaBaHe chabpxka 500 mg knapurpomuuns (clarithromyciny.
IMomouiHo(H) BemecTBo(a) ¢ H3BECTHO AekHCTBHE:

JIaKTQ34a HaTpuii
213,75 mg/rabneTka 12,85 mg/Tabnerka

32 TBIHMA CITHCBK Ha MOMOIIHHTE BELIECTBA, BIDKTE TOUKa 6.1.

3. JJEKAPCTBEHA ®OPMA
Tabnerka ¢ H3MeHeHO OcBOOOK 1aBaHe

TabnerkHTe ¢ H3MEHEHO 0CBODOKABAHE Ca KADIBO-KBITH, NBOHHOM3NBKHAIH, POABITOBATH
punMupann TabneTku ¢ penedno obo3nadeHre U 0T egHara cTpaHa.

4. KJIWHWYHH JAHHH
4,1 TepaneBTHYHR DoKa3aHHES

3a seyeHue HAa HHPEKLHH, MPHYHHEHH OT YYBCTRHTENHH KbM KAAPHTPOMHLMH MHKPOOPraHH3MH:

- HHPEKIMH HA FOPHHTE JUXATEIHH MHTHIIA (HAND. TOH3SHNO(APHHIHT, OCTBP CHHY3HT),

- AHPEKLHH HA TOTTHHTE AMXATENHH TETHINA (Hanp. ex3auepOalya Ha XpoOHHYEH OPOHXHT, Ha
XPOHHYHA ob6cTpyKTHEHA Genoapobia GonecT ¥ NHEBMOHNS, TPHACOHTa B 0011ECTBOTO),

- BH(EKIMH Ha KOXKaTa M NOAKOXKHHTE THKAHHM, JIEKH 10 YMEPEHH, KATO Hanpumep GoTuKyIIHT,
LETYNHT, CPH3HIIEN.

OpoMHITH]L YHO € IOKaZaH 34 JieuycHHe Ha Bb3PACTHH H Jella Hal 12 roamiiHa Bb3pact.

Tpabra aa ce uMaT npeaBHI 0HLHATHHTE IPENOPHKH 3a ynotpeba Ha aHTHOaKTEpRATHHTE
JieKapeTBa.

42 [{03HpOBKA H HAYMHH HA NpRJIOKEHHE

Tabnerxute He TpaGpa na ce yynar. [lanpeHTHTe TpaGBa A2 B3eMaT IEKApCTBOTO MO BPEME Ha
XpaHEHE.

Buvapacmmu u oeya Hao 12-zo00wmuna ev3pacm obukHoBeHO TpaOBa Nla npueMar exHa TabieTka oT
500 mg na 24 yaca. Ipu no-rexkn uHeKkuun ce napat aApe TabreTku ot 500 mg Ha 24 4aca.

Heya nod 12 zo0uuna evipacm
Knuuuunute H3NUTBaHWA ca GUIM NPOBEICHH ¢ KIIADUTPOMHULIMH NEJHAaTPHYH
ot 6 Mecena 10 12 roquuiHa pr3pact. ETo 3amo, nena nox 12-roguinHa BE3
KIIAPHTPOMHLMH rPaHYJIH 34 Mepopanta CyCNeH3InA.

Ob6uyaiiHaTa NMPOABIKHTENHOCT Ha JEYEHHETO € OT 6 10 14 JHH.



IIpn naumenTH ¢ 6pOpeuHO yBpeKNaHe ¢ KpEaTHHHHOB KIMPEHE no-MareK oT 30 ml/min, no3ata Ha
KJIApHTPOMULIMHA TPpAGBa 1a Obe HaManeHa Ha NONOBHHA,T.¢ 250 mg BeAHDBXK AHEBHO unH 230 mg aBa
I'ETH JTHEBHO NIpU NO-TexkHTe WHpeKumy. [py Te3u NauHEeHTH feYeHHeTo He TPAOBA a NpOAbIKaBa
noeeue oT 14 quu. Trit KaTo TabieTkara He Moxke Aa ObjI¢ pa3iieneHa, 103aTa He MOXe aa 6bae no-
manka ot 500 mg aueHo. KnapurpoMuuue TabeTku ¢ H3MEHEHO 0cBObOKIABAHE HE MOKE /A ce
H3MON3BA APH T3 NANHEHTH (BA. TOUKa 4.3).

4.3 IIporAsoumokazanHs

CBpBXUYYBCTBHTEITHOCT KbM aKTHBHOTO BEHIECTBO HITH KBM HAKOE OT HOMOLIHKTE BEIIECTBA,
H30pOEHH B TOuKa 6.1, K1 KbM JPYFH MAKpOTHAHH aHTHOHOTHIM.

CBneTCTBAINOTO NPHI0KEHHE HA KITAPHTPOMHIUHH B €pProTaMiH WIH JHXHIPOCPrOTAMHH €
NPOTHBOINOKA3aHO, Thii KATO TOBA MOJKeE Ja JOBEAE A0 TOKCHYHOCT Ha CProaJIKalICHIMTE.

Twif karo no3ara He Moxe aa Obae HamaneHa oT 500 mg AHEERHO, KIAPHTPOMHIIMHE TabJIeTKH C
M3MEHEHO OCBODOXKIABAHE € [IPOTHBOTIOKA3AH NPH NAUHEHTH ¢ KPEATHHMHOB KITHPBHC MO-MATbK OT
30 m! /min. Beuuku apyri GpopmMi MOTaT Aa ce H3NOM3BAT NPH TazH NMOMYJIaLHA NALHCHTH.

CBIBTCTBALIOTO MPHIIOKEHHE HA KITAPUTPOMMLIMH ¢ [IEPOPANEH MHIA30/1aM € TPOTHBOMNOKA3aHO {BK.
Touxa 4.5).

CBIBETCTBALIOTO NPUIOKEHHE HA KIAPHTPOMHLIMH H HAKOE OT CJIGIHUTE JICKapCTBa €
NIPOTHBOMOKA3AHO: ACTEMU30JL, LIU3aNpH, JOMICPHAOH, TUMO3HL, TepdieHaTHH, THH KaTO TOBa MOXE
Aa AoBene Ao yabrxasade Ha QT-uHTepBana 4 ChpAeyHH apHTMHH, BKIFOYHTETHO KAMEPHA
TaXHKapaua, KAMepHO MExACHE H torsades de pointes (Bx. Touka 4.4 1 4.5).

KnaputpoMHIHH He Tps0Ba 1a ce MpHiara Npy NauMeHTH ¢ aHaMHe3a 3a yiabibkapaHne Ha QT-uureppana
(BponeHo WIH foKyMeHTHpaHo npuaobuto yaemkarane Ha QT-uHTepBana) MM KaMepHa ChpeyYHa
apUTMHH, BKIFOUHTENHO torsades de pointes (8. Touku 4.4 | 4.5).

CrabTCTBALIOTO NPHIOKEHHE C THKAPEIOP HIIH PaHOJIa3HH € [IPOTHBOTIOKA3aHO.

CHITBTCTRALIOTO NIPHICKEHHE Ha KIAPHTPOMHIMHE U IOMHTANM € NPOTHRONIOKa3aHo {Bi. Touka 4.5).
KnapurpoMuuue e Tpatea aa ce uanonsea eadospemendo ¢ HMG-CoA peayKTasHH HHXHOATOPH
{cTaTunm), kouTo OBp30 ce MeTabomusupar or CYP3 A4 (T0OBacTATHH HITH CHMBACTATHH), TOPAIH

NOBHLUCH PHCK OT MHOMNATHA, BIUIIOYHTEITHO oT pabaomuonusa (Bx. Touka 4.4).

Kakro u npyrn mouun CYP3A4 uHXxuGuTOpH, KNapHTPOMHLMH He TpAOBa Aa Ce M3MOJI3Ba NpH
MALHEHTH, TIPUEMALIH KONXHLHH (BxK. ToukH 4.4 1 4.5).

KnapuTpoMHELMH He TpAGBa Aa ce MPHIAra Ha TAlHEHTH C EIEKTPOJIMTHH HapYIUEHHA ( XHIIOKaTHEMHA
WIH XHNOMArHe3HeMus 1opaji pUCK oT yabbkasaHe Ha QT-HHTepBana).

Kiapurpomuiing e Tpa0Ba fa ¢ M3NO/3Ba NPH MALMEHTH, KOUTO CTPajAT OT TEXKA YepHOApoOHa
HEJIOCTaTHYHOCT B KoMOMHaLU ¢ 6B0peyHa HeIoCTaTEYHOCT.

4.4 Chnenuanuu npeaynpexIeHHs H CHCNAANHE NPeINa3HA MEPKH IpH YNoTpeba
Vnorpebara Ha KaKBaTo M 1a OWI0 aHTMOHOTHYHA Tepanus, KaTo HaNp. KIAPHTPOMHLIHH, 32 IEHEHHE

MHKPOOPraHHIMH.

JlexapsT He TpabBa 1a MPEANKUCBA KIAPHTPOMHLIMH Ha OpeMEHHH KeHH Oe3 BHUMA
No/13aTa ¥ PUCKA, OCOOEHO NPe3 MBPRHTE TPH Mecella Ha OPEeMeHHOCTTA (BXK. TOUK



KIapHTpOMHLIHH Ce OTes rMaBHo npe3 YepHua apod. ETo 3aiino € HeoO5xXoAMMO MOBHIIEHO
BHHMAHHE NPH NIPHIOKEHHETO Ha aHTHOMOTHKA MPH NAUMEHTH ¢ HapylieHa YepHoApoOHa (yHKLMS.
IloBHilleHO BHHMaHHE € HEOOXOAUMO U NIPH NPHIOKEHHETO HA KIAPHTPOMHMLIHH [IPH NANHEHTH C
YMEpPEHO 10 TexKo OuOpeuHo yBpeskaane (Bx.Touka 4.2).

Ilpu npunoxeHHe Ha KNAPHTPOMHUMH ¢a OWITH JOKIAABAHH HapylIHHA B YepHoApoGHaTa pyHKauus,
BKJIIOYHTEIHO MOBULICHH YEPHOAPOOHH €H3HMH W XETIATOLEIY/IAPEH H/HIIH XONIECTHYEH XEMATHT, C
Wik 6e3 KbITeHAla. TazH depHoapoGHa AucyHKUMA Moxke a Onlie Texka H 0OHKHOBEHO €
obGpaTama. MiMa noknageaHu clyyau Ha datanHa 4epHOAPOOHA HEAOCTATBYHOCT {BK. TOUKa 4.8).
HskoHn nauMeHTH MOXe Aa ¢a MMAIM NpeJLIECTBaLIO YepHOAPOGHO 3ab04BaHe HIM MOXE J1a ¢a
NPHEMANH IPYTH XeNaTOTOKCHYHH JIeKapcTBeHH NpodyKTH. INanuenTrre Tpabea Aa Oboat
MOCHBETBAHH /1A CIPAT ICYEHHETO U [1a CE CRBPIXKAT CHC CBOA JIEKAP, KO Ce MOABAT MPH3HALM H
CHMITTOMH Ha 9epHOpo0HO 3a60MABaHe KATO AHOPEKCHS, JKBJITCHHIIA, ThMHA YPHHA, ChPOeK HIH
HanperHar KopeM.

IMcepnomemOpanoseH KONKUT e CHOGIIABAH MpPU MPHEM HA MOYTH BCHIKHM aHTHOAKTEPHAIIHH CPECTBa,
BIJIIOUMTENIHO MAKPOIHIH H MOXKE /1 BAPHPA OT JIEKO A0 XKHBOTO-3aCTpalllaBalllo ChCTOSHHE.
Clostridium difficile - cebp3ana muapus (CDAD) e crobuuapaH NpH NPAIOKEHHAETO HA NOYTH BCHUKH
aHTHOAKTEPHATHH ICKAPCTBA, BIJTIOUHTENIHO KIIAPHTPOMHUMH W MOXKE 12 BAPHPa OT JICKa JHApWA 10
daTanen komut. JleueHHeTo ¢ aHTUOaKTEpHAIIHI CpeCTBA HapyINaBa HOpManHaTa gnopa Ha acbenoTo
yepBO, KOETO MOXKeE 1a JioBeae o cepbxpactex Ha C. difficile. CDAD Tpadsa na ce uMa npeasua npu
BCHYKH NALHEHTH C AHAPHA CIICA MPHIOKeHHeTO Ha aHTHOHOTHIH. HeobxonuMo € BHUMaTENHOTO
CHEMAHE Ha MEMIMHCKA aHaMHe3a, Thil KaTo cy4an Ha CDAD ca cro6L1aBaHH OKOO ABA Mecelia
cie) MPHIIOKEHHETO HA AHTHOUOTHYHOTO NTEYEHHE.

3atopa TpaGBa Aa ce OOMMC/I# [IpeKpaTIBaHe Ha JIEYEHUETO ¢ KNAPHTPOMHLHMHE, HE3aBUCHMO OT
TIOKA3aHKATA.

Tpsabsa 1a ce npoBenat MUKpOOUHM TeCTOBE U A CE 3alIOYHE afieKBaTHO eyenue. JlekapeTea,
MO/ITHCKALIH [IEPHCTaNTHKATa TpAOBa Aa ce u3barear.

[1o BpeMe Ha NOCT-MapKETHHIOBUS NEpHON ca choOWABAHH CTyYad Ha KOMXHIHHOB2 TOKCHYHOCT MpH
CBITBTCTBALIOTO MPHIOKEHHE Ha KIIAPHTPOMHLIHH H KONIXHLMH, 0coOeHO NpPH MalHeHTH B CTapHecKa
BB3pacT WHWIH nauneHTH ¢ 666peuna HeaocTaThbuHOCT, MMa cLOGILEHHA 3a CMBPTHH CAY4aH NPH
TaKHBa NaureHTH (BXK. Touka 4.5). ChimTcTRalaTa ynoTpeba Ha KIAPHTPOMHLIHH H KONXMIIHH €
MpPOTHROTIOKAa3aHa (Ba. Touka 4.3).

[IpenopbuBa ce NOBUIIEHC BHUMAaHHE 10 OTHOLIEHHE HA CLITBTCTBAINOTO NPHIOXKEHHE Ha
KIAPHTPOMMLMH K TPHAZ0N00eH30AMA3EMMHM KATO TPHA30JIAM H MUAA301aM (BXK. Touka 4.5).

[Npenopeysa ce NOBHULIEHO BHHMAHKE 110 OTHOLIEHAE HA CHITBTCTBAIIOTO MPHIOKEHHE HA
KIAPHTPOMHLIMH C APYTH OTOTOKCHYHH JIEKAPCTBA, 0COOEHO ¢ AMHHOTTHKO3HAKM. MOHHTOPHHT Ha
BeCcTHOYNapHMA anapaT ¥ ciyXoBaTta (yHKHA TpOBa 1a ce H3BBPIIBA 10 BPEME Ha H CIElL
NeueHneTo.

CrpaeuHochI0OBH CHOHTHA
Yarpmxasane Ha QT uHTepBana, orpazasail edeKTHTE BBPXY PENONAPU3ALMATA HR CHPLETO, KOUTO ca
CBBP3aHH C PHCK 3a pa3BHTHE Ha chpaeuHa apuTMHA U Torsade de Pointes, ca Habmiosasanu npu
NAaLHEHTH JIEKYBAHH ¢ MAKPOJIHIH, BKTIOYHTEIHO KNAPHTPOMHLUMH (B3k. Touka 4.8). [Topanu
NOBMIIIEHHS PUCK OT yabmkaBade Ha QT-dHTepsana 4 kamepHu apurmuy (Bmountento Torsade de
Pointes), ynorpefara Ha KAAPUTPOMMLMH € NPOTHEOMOKA3AHA NIPH NANMEHTH NPHAEMAIIH aCTEMHIOI,
UH3ANpH], AOMNEPUIOH, MUMH3KA K TePHEHATUH; MPH NALHEHTH ¢ XUIIOKATHEMHS; DK Na
aHaMHe3a 3a yAwkasane Ha QT- HHTepBana HITH 33 KAMEPHA apHTMHA (BX. ToUKa 4.3).

OcpeH TOBa, KN1apUTPOMHLMH TPAOBA 13 C€ U3ION3RA C MOBHILIEHO BHHMAHHE NPY:
- IMauyeHTH ¢ KOpoHapHA GONECT HA CHPLIETO, TEXKKA ChPAEYHA HEAOCTATBYHOC
HapyUIeHHs HWIH KIMHUYHO IHaYKMa OpaauMKapaua,



- [laupeHTH, MpueMalny ¢IHOBPEMEHHO APYTH NEKAPCTBEHH IPOIYKTH, CBLP3AHHU ¢ YAB/IKABAHE
Ha QT-uHTeprana, pazMHYHK OT TE€3H KOMTO ¢a NPOTHBONOKA3aHH.

EI]H}ICMHOJIO]"H‘-]HH NpOY4YBaHHA, W3CJICABALIH PHCKA OT HEXKENAHH CEPASYHOCHAOBH TNMOC/ICACTBHA
MpPH NIpHIaraHe Ha MakpoJIHIH, Ca NOKa3aJii pazfiyHH pe3ynTaTi. HAKoM HeWHTEpBEHLHOHATHU
MIPOYYBaHU Ca WICHTH()HIMPan pAabK KPATKOCPOHEH PHCK OT apHTMHsA, HH(PAPKT HA MHOKapJa
CbpACYHOCHAOBA CMBPTHOCT, CBbP3aHa C MAKPOJIHIH, BKTICYHTENHO KIapHTPOMHLMH. BieManero
NpeJBHA HA TE3HU HAXO/KH TpAOBa fa ce OajaHCcHpa C MOJI3UTE OT IeYEHHETO NPH NPEANHCBAHE Ha
KJIapHTPOMHIIHH.

Ilneemonua: C ornel Ha MOSBA HA PE3UCTEHTHOCT HA StreplocoCccus pneumoniae KbM MAKpOITHIH €
BAXKHO Ja ce MPOBEAAT TECTOBE 34 YYBCTBHTENHOCT, KOTraTo ¢& NPEANHCBa KIAPUHTPOMHLIHH 32 JieueHHe
Ha npHao6uTa B 0biuecTBOTO NHeBMOHNS. [IpH NpHAOGHTA B OGHIECTBOTO MHEBMOHHA TIOYYEHA B
GonnMLaTa, KNapUTPOMULIMH TPAOBA 18 Ce H3NO0NI3Ba B KOMGHHALMA ¢ ROMBIHUTENHH MOAXOAAM
aHTHOHOTHLIM.

HudeKUHH Ha KOKATA M NOAKOKHUTE TBKAHM C JIEKA JI0 YMEpeHa TexecT: Te3n MHpEKLMH Hail-4ecTo
ce NpUuHHABAT OT Staphylococcus aureus u Streptococcus pyogenes, KaTo M 1BaTa MOXe 1a ca
PE3HCTEHTHH Ha MAKPOJTHIIH. 3aTOBa € BaXKHO [ia Ce MPOBEJAT TECTOBE 3a YyBCTBHTEIHOCT. B cmyuaure
KOTAaTO beta-nakTaMHM aHTUOMOTHLM HE MOTAT Jia € H3NOM3BAT (HaMp. NPH aNeprus), ApyrH
AHTHOMOTHLIM KATO HANp. KIMHAAMMIMH MOXE 4 C4 IEKAPCTBO 34 NpEB H360p.ChraacHo
CbBPEMEHHHTE PHKOBO/ICTBA, MAKPOJIMAMTE MOTAT Ja CE TIPHJIATAT MPH KOXHH HHPEKIMH H HHDeKUHH
HA NOAKOXHHTE THKAHM, NPHYHHEHH OT Corynebacterium minutissimum {(€pHTpPa3Ma), akHe BYNTrapuc U
€PH3HIIEN B CAYYZUTE KOTATO He MOXKE 1A ce TIPWIOXKH JieUeHHe ¢ MeHHLIUTHH.

C ciy4aii Ha OCTPH peaklMH Ha CBPBXYYBCTBHTENHOCT KATO aHA(GHIAKCHS, TEXKKH KOKHH HEWKETAHH
peakuuu (SCAR) (Hanp. ocTpa reHepamuzHpaHa eK3aHTeMaTo3Ha mycryaosa (AGEP), Stevens-Johnson
CHHIPOM, TOKCHYHA SHICPMATHA HEKPOIU3a H JIEKAPCTBEH OOPHB ¢ €O3HHOMHINA H CHCTEMHH
cumnromu (DRESS)), nedenunero ¢ wiapaTpOMELIMH TpIOBa A2 ce npekpaTH He3abaBHO H J1a 3anoYHe
He3a0aBHO MOAXOMALLIO NEYEHHE.

KnaparpoMunus Tpabea Aa ce H3n0/138a ¢ BHHMAHKE KOMaToO C€ NPHJIAra €HOBPEMEHHO C JI€KapcTaa,
KkoHMTO HHyuEpat uutoXxpoM CYP3A4 eHzuM (Bk. Touka 4.5).

HMG-CoA penykrazsp nuxubGuropu (cratini): CHITBTCTBALIOTO NPIIOKEHHE HA KITAPHTPOMHLIHE C

JIOBACTaTHH H CHMBACTATHH € MPOTHBONOKA3aHO (BkK. Touka 4.3). HeobxoauMo € BHHMaHUE Npu
NpPEAMYCBAHE HA KIIAPHTPOMHLIMH ¢ APYTH CTaTHHY. [lokianBaHa e pabaoMHONIKH3a PH MALHEHTH,
pHEMally KNApHTPOMHUMH H cTaTHEH. FlatperTuTe Tpabsa aa Gpaat HaOMoJaBaHH 33 MPH3HALIM H
CHMITTOMH Ha MuonaTHA. B cimy4au, koraTo cenmbTcTBamlaTa ynotpeba Ha KNapUTPOMHIIMH H CTATHHH
HE MOXe 1a ce H30erHe € NpenopbYMTENHO Aa Ce MpeAHIle Hali-HRCKATa PerHCTPHpaHa 1034,
[Ipinaranero Ha cTaTHH, KOHTO He € 3aBHCHM OT MeTabonuama na CYP3A (manp. ¢uiysacrarun)
MOXe na ce 0OMHCITH (BK. Touka 4.5).

{lepopantiu XMNOrTHKEMHYHH JeKAPCTBA/HECYIMH: CHILTCTBAIOTO NPHIOKEHHE HA KIZPUTPOMHIIHH
H TICPOpATHH XHTIOTJIHKEMHYHH JIEKapCTBa (KaTo cyndanunypeiiii) W/HIH HHCYJTHHE MOXKE Jla JOBee
A0 3Ha4KMa xunornakemus. Ilpenoprusa ce BHMMaTeNHO NpoCcieAdBaHe Ha HHBATA Ha TMQKo3aTa
(Bxk. Touka 4.5).

Ilepopanuu anTHKOAryNaHTH: CHILECTBYBA PHCK OT CEPHO3HA XEMOPATHs H 3HAYMTEITHO OBAIIABAHE
Ha INR (oTHOIIEHHE MeXIY NPOTPOMOHHOBOTO BPEME M BPEMETO HAa KOHTPOAATA) U Ha
NPOTPOMOHHOBOTO BpEME, KOraTo Bapapis W KIapHTPOMHLIMH ce NpHIaraT CIHOBPEMEH)
To4Ka 4.5). INR 1 npoTpoMOHHOBOTO BpeMe TpaGBa Aa C& MPOCIEAABAT YECTO B NEPHO,
€HOBPEMCHEH NPHEM Ha KIAPUTPOMULIHH H NIEPOPaTHH AHTHKOATYIaHTH.

Tpadea aa ce o6peiua ocoGeHO BHUMaHME, KOTATO KIAPHTPOMHLKH CE IPHIAra €4HO
C IHPEKTHO ASHCTRAIIH [EPOPATHH aHTHKOATYIaHTH, KaTo JaburaTpat, pusapokcaba
armukcaban, 0coGeHO NPH NALIMEHTH C BHCOK PHCK OT KbpBeHe (BiK. Toukxa 4.5).
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[IpoXBIDKUTENHOTO MPUIOKEHHE HA IEKAPCTBOTO MOXKE, KAKTO M TIPH APYTHTE aHTHOKOTHUK, Ja
J0Be/e 0 KOMOHW3HpaHe Ha NMOBHIIEH Gpoif HedyBCTBHTENHH OaKTepHH H rEOHYKH. AKO CE NOABAT
cynepundekn, TpIOBa a ce HA3HAYM NOAXOAAO JSUCHHE.

HGOGXOIU'[MO € H MOBHILCHO BHHMAEHHE M0 OTHOIICHHE Ha BE3MOXKHOCTTa 3a KPBCTOCaHa
PE3HCTEHTHOCT MK LY KIApUTPOMHIIMH H APYTH MAKPOJIMIH, HApSA C JIMHKOMHIHAH H KTHHIAMHIIHAH.

IpunoxeHneTo Ha KITADHTPOMHLMH [IpH HauueHTH ¢ nopdupus TpA6Ba Ja ce HIGATBA.

Creyuarna undyopmayus 3a HAKOU OM NOMOWHUME Geujecmsa

DpoMHITHA YHO ChIbpXa JakTo3a. [TaupenTyd ¢ peaky Hac/eICTBEHH MPOOIeMH Ha HEIOHOCKHMOCT
KbM FaJIakTo3a, TLJIEH JIaKTazeH AehHUMT WK CIIOKO3HO-TANAKTO3HA MaabcopOuus He TpaOBa fa
NPHEMAT TOBA NeKAPCTEO. DPOMHIHI YHO ChIAbPHKA HATPHI.

Tosa nekapcTBo chABPka no-Manko ot 1 mmol Hatpuii (23 mg) Ha TabneTka, T.€. MOXe 1a ce Kaxke,
Y€ MPAKTHYECKH He ChABpAa HaTpHii.lo3u moseue ot 1 Tabnerka @pomunna yHO chabpskar 25,7 mg
HaTpHi, kOeTo ce paBHARa Ha 1,28% ot npenoprueanus o1 C30 MakcHMalleH JHEBEH NpUEM HA 2 g
HaTpHii 3a BL3pacTeH.

4.5 BzammoaeilicTrBHE ¢ APYIH JIEKAPCTBEHH NPOAYKTE H APYTH (JOPMHA Aa BlaAMOAcHCTBHE

IIpuno:xeAnETO HA MPeACTABEHHTE MO-A0.J1Y JIEKAPCTBEHH HPOAYKTH € CTPOre IpPOTHBONAKA3AHO
NOPAAH BLIMOKHOCT OT IIOSBATA HA TEKKH PEAKHHH HPH B3aUMoJelcTBHE:

Acmemuzon, yuzanpud, OoMnepudoN, NUMO3HO U mepdenadun

JIoKnaBaHH ca MOBHLICHH HUBA Ha LIM32MPKA NPH NALMHEHTH, ACKYBaHH €JHOBPEMEHHO €
KIAPHTPOMHIMH H uM3anpra. Tosa Moxe Aa noBede N0 yAbDkaBade Ha QT-HHTepBana u cbpaeuHH
apUTMHKH, BKI1. KAMEDHA TaXHKapfuia, kamepHa Gubpraums u torsades de Pointes.

[ono6uu edekTH ca HabMoNaBaHK NPH NAUMEHTH, MPHEMALIH €THOBPEMEHHO KIAPHTPOMHIMH H
muMo3uA (BxK. Touka 4.3).

,[[oxnaanaﬂo €, 4C MAKPOJIHIANATC MOBJIHABAT MeTaboNMH3MAa Ha Tequeﬂa.nﬂn, KOCTO BOAH 10O
NOBHIIABAHE HA IUIA3MEHHTE MY HHBA H C& CBbP3BA ChC CHPACYHH APHTMHH KaTo yakbkasaHe Ha QT -
HHTEPBA/iA, KAMEpHA TaXUKapAHs, kamepHa GUOpHIALNg H KaMEpHO MBAJIEHE H torsades de Pointes
(Bk. Touxa 4.3). Tlpu knuuu9HO H3nUTRaHe ¢ 14 3apaEH AOGPOBOIILK, CHITBTCTBAINOTO NPHIOKEHHE
Ha KIapUTPOMHLIHH H TepeHANHH € JOBEJIO A0 ABYKPATHO H TPHKPATHO NOBUIIARAHE Ha CEPYMHHTE
HHMBA4 Ha KHCeNHsa MeTaGonHT Ha TepdranaguH U o yapokaBaHe Ha QT-unTepBana, koHTo He € K0BEN
710 KaKBHTO H Aa ¢ KIHHHYHO 3HauaMH edekTH. [Tonobuu edextn ca Habmozasanu # npu
CBOBTCTBALIOTO JICYEHHE ¢ ACTEMM30N U APYrH MAKPOTHIAH.

Epeomarium/Ouxuopoepzomamun

[TocT-MapkeTHHIOBHTE CHOOILEHHA NOKA3BAT, Y€ €AHOBPEMEHHOTO MPHIOKEHHE Ha KIIAPHTPOMHLIMH
H €pProTaMHH WIH JHXHIPOCPrOTaMKH € CBBP3aHO € OCTPa EProTHHOBA TOKCHYHOCT,
XapaKkTepH3HpaINa ce ¢ Ba30CNa3bM 4 HCXeMUA Ha KpaiHWLIHTE U APYTH ThKAHH, BKITIOUWTETHO
LeHTpalHaTa HepBHA cHcTeMa. EAHOBpeMeHHOTO NpHIIOKEHHE HA KIAPUTPOMMLINH H TE3H
NEKapCTBEHH NMPOAYKTH € IPOTHBOMAKa3aHo (BxX. Touka 4.3).

Hepoparuo npunoscenue na mudazonram
Koraro Muaasonam e 61 HasHauaBaH 32 €JHOBPEMEHHO NPHIIOKEHHE C TAOIETKH KIAPUTPOMHLIMH
(500 mg nBa MbTH AHEBHO), CiTe]l MEPOPATHO NPHIOKEHHE Ha MHIA30/IaM [LIOL{TA O] KPUBaTa

M#EZa300aM H KTIapUTPOMHLMHE € MPOTHBONOKa3aHo (Bk. Touka 4.3).

HMG-Cod pedyrmasnu unxubumopu (cramuny
CeIrbTCTRaNATA YNOTpeOa HA KIAPHTPOMHLMH K OBACTATHH HIH CHMBACTATHH € TIPO
(k. TOuKa 4.3), Tl KaTO TE3M CTATHHH ce MeTabonusupar ekcTeH3uBHO oT CYP3A4




€HOBPEMEHHOTO TPETHPAHE ¢ KJIAPUTPOMHLIMH NMOBHILABA TAXHATA IUIA3MEHA KOHUSHTPALHA, KOETO
BOJM 0 NMOBUIIEH PHCK OT MHONATHA, BumounTenHo pabromuonusa. [omydyasany ca crobuieHre 3a
paGOMHONIH3A DK NAUMEHTH, NTPHEMAUIR KIAPHTPOMHLIMH, €THOBPEMEHHO C TE3H CTATHHH. AKO
NIEYEHHETO C KIIAPUTPOMHLMH HE MOXE a Gbaie H30ErHaTo, TEPANHATA C JJOBACTATHH MITH
CHMBACTaTHH TpAGBa Aa 6ble MpeycTaHOBEHA 110 BPEME HAa Kypca Ha JIGYEHHE.

HeobxoauMo € BHHMaHKE NPH NPEANHCBaHe Ha KIAPHTPOMHLMH Che CTaTHHH. B ciydan, korato
CBIBFTCTBAATA ynoTpe0a Ha KIIapUTPOMMIIEH M CTATHHH HE MOJKe 114 ce H30ErHE € NPenoph4HTE/HO
Aa ce npeanuiie Hai-HHCKaTa pericTpHpana no3a. IIpuiaraHeTo Ha CTaTHH, KOWTO HE € 33BUCHM OT
metabonusma sa CYP3A (nanp. dnyBacrarun) Moxe fa 651 0OMHUCITIEHO (BXK. TOUKa 4.5).
ITanpenTure Tpabea na 6baaT HabmoaaBaHy 3a NPH3HALY HA MHOMATHA.

EdexTu ua Apyra JekapcTBeHH DPOAYKTH BLPXY KJIAPATPOMHEHR

JlekapcTeata, KouTo ca HHOYKTOpH Ha CYP3A (Hanp. pudammuuis, peHuTonH, kapbamazenuH,
(enobapbuTan, XKENT KAHTAPHOH) MOTAT Aa HHAYLMpaT MeTaGoM3Ma Ha KinapuTpoMiues. ToBa Moxe
Aa AOBEAE A0 CYOTEepaneBTHYHH HHBA Ha KJIapHTPOMHLMH, BOJEIIO A NOHKWKaBaHe Ha eQHKacHOCTTa
My. OCBeH TOBA, MOXeE Ja € HEOOXOAHMO MOHHTOPHpPAaHE Ha [UTa3MeHUTe HHBa Ha HHAYKTOPHTE Ha
CYP3A, KOHTO MO2Ke Ja ca ce NOBHLIKWIH Nopaad uHxubupane Ha CYP3 A oT KnapHTPOMHLIMH (B3K.
ChIIO B CHOTBETHATA IPOAYKTOBA HHBOPMALTHSA 33 NPHIOKEHHETO Ha HHXHOHTOpUTE Ha CYP3A4),
CrIBTeTBAeTO MpHIaraHe Ha puGabyTHH H KIAPHTPOMHLIMH MOJKE Aa JOBeE 0 MOBHIIABAHE HA
CepyMHHTe HuBa Ha pHdaOyTHH H HAMaNABaHE HA CEPYMHHTE HEB& HA KIIAPHTPOMHLIMH KaTo
CBLICSCTBYEA H [TOBUIIEH PUCK OT YBEHT.

CneIHHTE 1EKapCTBA € M3BECTHO HIIH C& MOZO03MPA, Ye NORIHABAT BbPXY LUHPKYTALHOHHHUTE
KOHLIEHTPaLMH Ha KJIAPHTPOMMLIMH; Hajnara ce KOPHIHpaHe Ha 034Ta Ha KJIAPHTPOMHUMH WIH MOXE
Jia Ce HANIOMKH pa3riex/aHe Ha aTTEPHATHBHK IeUeHHS.

Edhagupeny, nesunapun, pudamnuyun, pudabymun u pudpanenmun

Momnu vaayKTOpH Ha HTOXpoM P 450 cHeTemara kato ¢aBHpeHL, HeBHNApHH, pHGAMITHIHH,
puaQabyTHH H pudaneHTHH MOTAT 1 3acHAAT MeTab0IM3Ma HA KITAPMTPOMHIINH | TaKa Ja NOHHKaT
NIA3MEHHTE My HMBA, KaTO NOBHIIaBaT TezH Ha 14-OH-xnapeaipoMHIHH, CBLIIO MHKPOGHOIOTHYHO
axTueeH MeTabomut. Toil kKaT0 MUKPOSHONOrHYHATA AKTUBHOCT HA KIapUTpoMuumH 4 14-OH-
KIIApHTPOMHIIHH € pa3nHyHa 3a paziHusuTe HaKTepuH, sKeNaHuaT edext Moxe na Obe BIOLIEH IIPH
CBITBTCTBALLOTO NMPHIAraHe Ha KIAPHTPOMHIIMH H ¢H3HMHH HHIYKTOPH.

Empasupun

EkcrosuiMaTa Ha k1apuTpOMHIAH € Ouila HAMAJIEHA OT eTPABUPHH, BHIPEKH Y€ KOHLEHTPAIMHTE Ha
axtiBEMA MeTabonuT 14-OH-knapurpomuumH ca 6umm nosmmneny. [lopagn HamaneHaTa akTHBHOCT
Ha 14-OH-xrapurpomuuns cpeuty Mycobacterium avium complex (MAC), nsnocTHaTa akTHBHOCT
cpelLy TO3M NATOreH MOKE J1a € TIOBJHsAE, Nopaal KoeTo Tpi0Ba aa ce 0OMHCITH aITepHATHBA HA
KIapHTPOMMLMH 32 JiedeHHeTo Ha MAC,

Daykonazon
CenprcTBaioTo npuiokeHue na guaykonaszon 200 mg gHeBHO M knaputpomMuumuH 500 mg asa METH

AHEBHO NpH 21 3apaBH AOOPOBOIIH € AOBENO 10 NOBHUILABAHE HA CPEIHUTE MUHAMA/IHH PaBHOBECHH
KOHUEHTPaUHH (Cyin) Ha KI2PUTPOMHLIMH U TUiommTa nox kpueata (AUC), ceoTeeTHO ¢ 33% 1 18%.
PaBHOBECHHTE KOHLIEHTPALMH Ha aKTHBHUA MeTabonut 14-OH-knapaTpoMuH HE ca DPOMEHEHH
3HAYHMTENHO MPH €THOBPEMEHHOTO NpHIOXKeHHE ¢ daykoHason. He ce Hanara aganTHpaHe Ha 1034Ta
Ha KIaPUTPOMHIIMH.

Pumonaeup
QapMakOKHHETHHHO NPOYYBAHE € JEMOHCTPHPANIO, Ye ChITETCTBAIIATA YNoTpeba Ha
200 mg Ha BCexH oceM Yaca M KIapaTpoMuiiH 500 mg Ha BcexH 12 waca e 10Beno
NOTHUCKaHe Ha MeTabonu3Ma Ha KiapuTpoMHLiH. MakcumanHara koHuenTpaugs (C
KNapuTpOMHULIMH € noBHIeHa ¢ 31%, Cuiy - ¢ 182% u rutowita noa xpusara (AUC) -



CBITBTCTBAINATA YNIoTpe6a Ha puToHaBHp. HabmoaBaHo € IIkJIHO MOTHCKaHE Ha obpazyBaHeTo Ha 14-
OH-knapurpomunny. Ilopany wmpoxus repaneBTHYEH NPO30pen HA KIAPHTPOMHLHH, MPH MALTHEHTH
¢ HopMaJtHa OLOpeyna GyHKIMA He ce Hanara HamangBaHe Ha fo3ata. BeIpekH ToBa, NpH NalHEeHTH C
6u0peuno yspexaane, TpabBa na ce 0OMHCTH ClIEJHOTO: TIPU NALHEHTH € KPEATHHHHOB KJIHPBHC OT
30 no 60 ml/min no3aTa Ha KIApUTPOMUIIMH TPAOBa aa ce Hamanu ¢ 50%. [Tpyn nawmenTy ¢

KK < 30 ml/min go3ara Ha knapuTpoOMHUKH TpsabBa aa ce HaMaiu cbe 75%. Jo3H, mo-Bucoku o1 1 g
JHEBHO He TpAOBA Na ce npujiaraT €JHOBPEMEHHO C PUTOHABHD.

[ono6Hu kopeklMu Ha ao3arta TpAGBa Aa ce OOMUCIAT NPA NALKEHTH ¢ HaManeHa §1rOpeuna
GYHKLMA, KOTaTO PUTOHABHP CE H3M0J13Ba KaTo (papMakoKHHeTHueH ycHmBaren ¢ apyrv HIV
NPOTEa3HH HHXHOHTOPY, BIJIIOYMTEIIHO ATA3aHABMD U CAKBHHABHD (BXK. pa3iena no-iomy,
IBYNOCOYHH JIEKAPCTBEHH B3aHMOSHCTBHA).

EdexTH HAa KJAPDATPOMHIHH BHPXY APYTH JIEKADPCTBEHH 0POAYKTH

Baaumoodeucmeun, bazupanu na CYP3A

EnHoBpeMeHHOTO NpUIOKEeHHe HA KITAPHTPOMHELMH, 38 KOMTO e H3BeCTHO, ye HHXxHOHpa CYP3A v
neKapcTea, MeTabonu3npaHy ocHOBHO ¢ noMoiita Ha CYP3A moxke Aa nosene Ao NOBHINABAHE
KOHLIEHTPaALHHTE Ha Te3H JICKAPCTRa, KOETO A IOBHIIA MIH YALKH, KAKTO TEPANeBTHYHHA, TAKA U
HexeNaHHuTe €PEKTH Ha eIHOBPEMEHHO NPUWIAraHUTE ¢ KJIAPHTPOMHLIMH NIeKapcTBa.

¥Ynotpebara Ha KIapHTPOMHLIMH € NPOTHBONOKA3aHa NP NMALUEHTH, TIOMY4aBaLLK NEKAPCTBCHH
npoxykTH, cyocTpatu Ha CYP3A, kato acTeMH30mn, LH3ANpPU], JOMICPUIOH, IIKMOIHI H TepeHatui,
MOpajii PUCK OT yabibkaBaHe Ha QT-uHTepBana H chbpaeyHH apHTMHH, BKMIOYBALIH KaMEpHA
TaxHKapaus, KamepHa $pubpunauus u torsades de pointes (BX. Touka 4.3 u 4.4).

¥Ynorpebata Ha KNapHTPOMHLIMHE POTHBOMOKA3AHA CHUIO C €ProANKANOH/IH, IEPOPANEH MH/IA30/1aM,
unxubuTopH Ha HMG CoA penyxraza, MeraGonusupann ocHoeHO or CYP3A4 (Hanp. noBacTaTuH H
CHMBACTATHH), KOAXHIHH, THKATPENOP H paHoma3uH (BXK. Touka 4.3).

CEIBTCTBAINOTO NPHIIOKEHHE HA KIAPHTPOMHLIMH H JIOMHTANKA € NPOTHBOMOKA3aHO TIopaau
BB3MOXKHOCTTA 33 3HAYMTEHO NOBMIIABAHE HAa TPaHCAMMHA3HTE (BXK. TouKa 4.3).

HeobxoauMo € BHUMaHHE KOTATO KIAPHTPOMHULIMH ¢ NPHIAra ¢JHOBPEMEHHO C APYTH JIEKAPCTBA, 38
KOHTO C€ 3Hae, Y€ ca cybcrpati Ha CYP3 A u3oeH3nMa, ocobeHo ako cydetpatsT Ha CYP3A nma
TECHH TEPaNeBTHYHH MPaHHUH (Hanp. kapSamasenyH) BHIH CyOcTpaThT ce MeTabomuzHpa
EKCTEH3IHBHO OT TO3H u3oeH3uM. Moxke 1a ce oOMECIH KOPEKLHA Ha [03aTa, H KOTATO € BhIMOIKHO, I
ce NPOoCIEAABAT BHHMATEITHO CCPYMHHETE KOHUEHTPALMH Ha TEKAPCTBATa, KOUTO ce MeTabonuinpar ot
CYP3A, npu naumMeHTH, KOHTO NOTYYaRaT eAHOBPEMEHHO KIAPUTPOMHLAH. JlekapcTea uiM
JIEKApCTREHH KIIACOBE, 33 KOMTO CE 3HAE WM ce Tpenosnara, ye ce Metabonu3upar ot ceinua CYP3A
M30€H3HM BKIIIOYBAT (HO TO3H CTIHCHK He € H3uepnarelieH) ainpasofaM, kapdama3enuH, HIocTasoln,
LUMKJIOCIIOPHH, TH30NHpaMHl, HOPYTHHHG, METHIINPEAHI30NOH, MHAa30/1aM (MHTPaBeHO3€EH),
OMenpaso, NEPOPATTHH aHTHKOAryTaHTH (Hanp. sapdapuH, pusapokcalaH, anukcaban), aTHIHYHH
AHTHICUXOTHIM (HANp. KBETHANHH), XHHHAKH, pudabyTuH, cunaeHadmn, CHPOIUMYC, TAKPOIHMYC,
THA30/1aM H BHHOIACTHH.

JlekapcTBa, KOHTO B3aUMOAEHCTBAT 4Upe3 NOI00HH MEXAHH3MH C JPYTH H30€H3HMH OT LIHTOXPOM
P450 cucremara, ca denuronn, TeodHIMH M BANNPOAT.

Hupexmuo delicmeanu nepopainu anmuxoazyianmu (DOAC)
JupexTHo AeficTBAMAT Nepopaien aHTHKoarynanT saburarpad e cyberpar 3a edurykcHus
TpaHcnoptep P-gp. PupapokcaGan n anukcaban ce merabonusupar upe3 CYP3A4 u cbu

TouKa 4.4).

Anmuapummuyu



CoiuecTByBaT MOCTMapKeTHHIOBH chob1eHNU 3a Torsades de pointes, HacTeENBaIK NpH
€IHOBPEMEHHO MPHIOKCHHE HA KIAPHTPOMHLIMH M XHHH/IHH Wiy AusonupaMu. [pu eqHOBpeMeHHO
NpHIAraHe Ha KIApUTPOMHLUMH C T€3H JI€KapCTBa, eIeKTpoKapAHorpaMHTe TpaOea aa ce nabmonasar
3a yawokaeade Ha QT-unrepsana. [lo BpeMe Ha JleuenueTo ¢ KTapHTPOMHLKH TpaGBa aa ce
MOHHTOPHPAT CEPYMHHTE HHBA Ha XHHHMH H JHIOMUPAMH]I.

ChluecTByBAaT MOCT MAPKETHHIOBH CHOOLIEHUS 33 XMIOMTMKEMES TIPK ChITTCTBAIIATA YIIOTpeba Ha
KIAPUTPOMHLIHH H Au3onupaMHi. [Topanyu ToBa HHBaTa Ha KpbBHATa JIFOK03a TpAGBa na Habmonasar
N0 BpEMe Ha CHITHTCTBALIATA yNoTpeba Ha KIAPHTPOMULUMH H JU30NIMPAMMA.

Hepopannu xunoznuxemuvnu azenmw/Hucyaun

C onpeneneHy XuUNoriuKeMUrHH ISKAPCTBA KATO HATErHHH, MHOTIMTA30H H PENarHHU H
PO3HIIINTA30H, MOXKE J1a ce Habnronara naxHOMpaHe Ha ensuma CYP3A oT kiapHTPOMHUEH U TOBA
MOXM€ /12 I0BE/Ie A0 XHITOFTIHKEMHS TIPH ChITLTCTBaINATa HM yroTpeba. IlpenopbyiBa ce BHHMATETHO
MOHHTOPHPAHE Ha IMIOK03aTa.

Omenpazon
Knapurpomuuun (500 mg ua ecekn 8 yaca) e npunaran B koMGuHaums ¢ omenpason (40 mg qHeBHO)

Ha 37paBH BB3PACTHH JIHLA. PABHOBECHHTE [UIa3MEHH KOHLIEHTpALMH Ha OMENpas3ol ce YBe/MYaBat
(Cinax, AUCo-24 1 t2 ce yrennuasat ¢ 30%, 89% u 34%, CHOTBETHO) IIPH CHITHTCTRALIATA YIOTpeOa
Ha KI1apuTpoMHLUmH. Cpeauara 24-dacora crofinoct Ha pH e Guna ot 5,2 kKorato oMenpason e 61
Npwiarad CaMOCTOSTENHO U 5,7, KOraTo oMenpasol € GH/I 1punaraH ¢ KIapHTPOMHLMH.

Cundenaghun, madanadrun u sapoenagun

Bcekn eand ot Tesm doconnectepasHH unxuGuropH ce metabonu3npa noke otyactu or CYP3A,
kato CYP3A moxe na 6bae HHXHOMPAH NPH CHITETCTBAIIOTO MPHJIOKEHHE Ha KIAPHTPOMMLIMH.
EnHoBpeMeHHOTO NpuiioseHne Ha KIIAPUTPOMULIMH Che cHeradm, Tananadwn  BapaeHadn,
OOHKHOBEHO BORH JIO TIOBHILABAHE EKCIIO3MIMATA Ha (oconuecTepazaus nuxuburop. Ipu
€IHOBPEMEHHOTO NIPUIIOXKEHHe Ha cunacHad1, Taganacdbn 1 BapaeHadHn ¢ KIaApUTPOMHLMH TpaOea
Aa ce OOMHCIH Bb3MOXKHOCTTA 33 IIOHHKABAHE [032T4 HA TEPBHTE.

Teoghunun, xapGamazenun

Pesyntatu oT KIMHHYHH NPOYYBAHHA MOKA3BAT, Y€ CHIIECTRYBA YMEPEHO, HO 3HaumTenHo (p<10.05)
NOBHINABAHE HHBATA HA LIHPKYJIHPAINHA TeoQHITHH WIH KapOaMasernuH, KOTATO €IHO OT TE3H
JIEKapCTBa Ce NMpUJiara eJHOBPEMEHHO ¢ KIapuTpoMHumH. Moxke Na ce HaNoXKH nOHMKaBaHe Ha
Jo3ara.

Tormepooun
MeTalonusMbT Ha TONTEPOAUH CE OCBIIECTBABA npeauMHo ¢ nomoura Ha 2D6 usodopmara Ha

uuroxpom P450 (CYP2D6). Brnpeku ToBa, npu nomynauMsTa ¢ aHnca (Hegoctur) Ha CYP2D6,
MeTaboIM3MBT ce H3BBPILEA ¢ romolTa Ha CYP3A. TIpu Tasu rpyna, nuxuGupanero na CYP3A
BOJIA IO 3HAYHTE/IHO TIO-BMCOKH CEPYMHH KOHLIEHTPALHH Ha ToTepoarH. Moxke aa € HeoOXoaumMo
HaMalABaHe 103aTa HA TONTEPOAHH B NpHCBLCTBHETO HA CYP3 A MHXUOHTOPH, KaTO KIAPHTPOMHLIME
npu nomy/aiMaTa Ha cnabu Merabonuzaropu va CYP2D6.

Ipuazonbenzoduasenunu (nanp. Ampazonam, Mudazonam, mpuazonam)
Koraro muaasonam ce npunara eIHOBpeMEHHO ¢ KIAPHTPOMHLMH TabreTkH (500 mg nBa MbTH
AHeBHO), AUC Ha MHAa3071aM € NOBHIIEHO 2,7-IThTH ¢lien HHTPAaBEHO3HO NMPHJIOKEHHE HA MHAA30JIaM
W 7-IIbTH CTleA NEPOPANHO NprutoxkeHne. CHITBLTCTBALIOTO MPUIOKEHUE HA NEPOPAICH MUIAA30NAM 1
KIIAPHTPOMHUMH TpsaOBa Na ce u30aArea. [Ipy HHTpaBEHO3HO NPHNOKEHHE HA MHAA301AM C
KIApUTPOMHULIHH, NAUKEHTHTE TPAORa /la GbAaT peoBHO HAGMIONIABAHH C OIJIE] EBEHTYAN
Ha jfo3ata.

Cruure npennasHi Mepku TpaGBa Aa ce IPWIOKAT U 110 OTHOIMICHUE HA JPYTHTE ,/
Gensonuazennum, metaGonusupanu ot CYP3A, BKIIOUHTETHO TPHA30/IAM H ANTIPa3
GeH3onMaseNHHKTE, YHETO eNMMUHKPaHE He ¢ 3aBucHMo ot CYP3A (TemasenaM, H
Jopa3enam) He CC 04aKBa B3aUMOAEHCTBHE C KIIapPHTPOMMIIAH.




HMa nocT-MapKkeTHHroBH ChoOIIEHHA 32 IEKAPCTBEHH B3aAHMOEHCTRHA H epeKTH BBEPXY LIEHTpaIHaTa
HepeHa crcteMa (1THC) (nanp. coMHonesTHOCT ¥ 06BPKAHOCT) NPH CHITETCTRALLOTO MPHIOKEHHE HA
KJIZDHTPOMULIHH ¥ TpHa3oiaM. [Ipenopbusa ce npocieasBaHe Ha ITAlIMEHTHTE MO OTHOLICHHE Ha
nopuiasaHe Ha opMaxonorauHure edexrr upxy IIHC.

JIPVIH JIEKAPCTBEHH B3AHMOIEHCTBHA

Amunoenuxozuou
[IpenoppuBa ce BHHMAaHHE QTHOCHO CBITATCTBAILATA YIIOTPeDa HA KIAPHTPOMHLIMH C APYrH
OTOTOKCHYHH JIEKAPCTBA, OCOOCHO ¢ AMHHOTJIHKO3HAHM (BXK. TOUKa 4.4).

Koaxuyun

Komxuumn e cyGerpar kakto Ha CYP3A, Taka 1 Ha euiyKcHATA TpaHCTIOPTHA cucTeMa P-
rauxonpoteH (Pgp). MasecTHo e, e KNapUTPOMHLIMH M OCTAHANIUTE MAKPOTHAH ca HHXHOKWTOPH Ha
CYP3A u Pgp. IpH enHOBpeMEHHOTO MPHIOKEHHE HA KIAPMTPOMHLMH H KOMXHLUMH, HEXHOHPAHETO
Ha Pgp w/nnu CYP3A ot x1apHTpOMHLIMH MOXE A4 JOBEE A0 NOBHIIABAHE SKCMO3MUIMATE HA
konxuipd, IaunenTyre Tpabea na 6BaaT NPOCNEAIBAHM 34 [TOABATA HA KITHHHYHH CHMATOMM Ha
KOJIXMIIHHOBA TOKCHYHOCT (BxK. ToukH 4.3 u 4.4).

Luzoxcun

Cuura ce, ue qurokcuH e cyberpar Ha edutykcuara TpascnopTHa cucteMa P-raukonpotenH (Pgp).
H3pectHo e, ue K1apHTpoMHLKMHE HHXHOKpa Pgp. TIpH CBITETCTRAINOTO NPHIOKEHHE HA
KJIApHTPOMMIHH K IMMOKCHH, HHXHWOHpaHero Ha Pgp oT KnapuTpOMHIMH MOXKe Aa TOBEIE A0
MOBHINABAHE €KCTIOZHLIMATA HA ANTOKCHH. B mocTMapKeTHHroBHs NepHoz ca choOIaBaHu CTydaH Ha
NOBHIIEHHE HA CEPYMHH KOHLEHTPALMH Ha JUNOKCHH NIPH MALHEHTHTE, MPHEMAILH KIIAPHTPOMHLIMH K
AYrokcuH. Hakou oT nalmeHTHTe ca nokasany KIHHAYHH NPH3HALK HA JHTOKCHHOBA HHTOKCHKALTAS,
BIITIOUHTE/THO IOTEHIHANHO (aTanHH apuTMHH. CepyMHHTE KORUEHTPAllH Ha IATOKCHH Tpabpa na
ObAaT BHUMATENHO NPOC/ICAABAHH P NAUMEHTHTE, MPHEMALLH EAHOBPEMEHHO THIOKCHH U
KIIaDHTPOMHIIHH.

Sucoeyoun

EnnoBpeMeHHO iEpopaiHO NPHIIOXKEHHE Ha KJIAPHTPOMHLMH TabreTku i 3uaoByauH npu HIV -
ﬂﬂcbempaﬂn BB3pacTHA NIAHCHTH MOMC Na IOoBeJe N0 HaMandgaHe Ha CTAaNHOHAPHHTC
KOHICHTPAILMH Ha 3HA0BY/AHH. THH KaTo U3rNeKaa, ¥ KIAPHTPOMHIUKH C€ HAMECEA B YCBOABAHETO Ha
CAHOBPCMCHHO NpHIaraH NEpOPaHO ¢ HETO 3HIOBYAHH, TOBA BBaHMOﬂeﬁCTBHC MOXKC na 61:,[[3 a0
ronamMa crened H30erHaro Kor ATO ChUIECTBEBA 4-yacos HHTEPBAT Ha [IPHEM MEXKTY BCAKO JIEKApCTEO.
Tosa B3aumogelicTere He ce NposBsBa npH Aeva, 3apaseHu ¢ HIV, npyeMainy KnapHTpOMHLHE
CYCNEH3HA CbC 3UAOBYAHH HITH TMACOKCHHHO3HH. ToBa B3aMMONEHCTBHE € MATKO BEPOSTHO, KOTATO
KJIaDHTPOMHMLIMH ¢ MIPHNAra 9pe3 HHTPaBeHO3HA HHYY3Hs.

Penumoun u sampoam

Hma cioHTaHHM KM myGnuKyBanH ¢ho0LIEHHA 34 B3auMOJeHCTBHETO HA HHXHOHTOpH Ha CYP3A,
BKJTIOUHTETHO KIIAPHTPOMHLIHH ¢ /IEKapcTBRa, KOMTO He ce Merabonusupat ot CYP3A (nanp.
dennroun 1 Bannpoar). [Ipenopbusa ce onpesensHe Ha CEPYMHHTE HHBA Ha TE3H JIEKAPCTBA, KOraTo
€€ NpHNarar eqHOBPEMERHO ¢ KIapuTpoMuIMH. MMa cho0imenus 3a noBiiiaBaHe HA CEPYMHHTE BHBA.

Jeynocounn papMaKOKHHETHIHH BIAAMOeHCTBHS

Amazanaeup
KnapurpomuunH 1 atasasasup ca cyOctpatn u unxubutopu Ha CYP3A, koeto BoaH a0 J
B3aHMoIelicTeHe. EnHOBpeMEHHOTO npunoxeHHe Ha KnapuTpoMuuus (500 mg ABa b TE
arazaHasup (400 mg BeHLK JHEBHO) BOAM A0 ABYKPATHO MOBHINEHHE €KCITOZHIUATA,
KIapuTpOMHALHH H 70% rnoHmwkeHHe ekcrnoziumaTta 14-OH-knaparpoMuumH, npy 28
AUC na atasanasup. [Topaau 1iHpokss TepaneBTHIeH HHAEKC ([IPO30pELL) Ha Kap

Hanara MOHIKABAHE HA J03aT4 MPH MaUHEHTH ¢ HopManHa Gb0peuHa dyHikima. [Tpu 1




ymepena 6bp6peuna dyskuus (kpeatHHuHOB KIEpEHE 30 1o 60 ml/min), A03aTa HA KTAPHTPOMHLIAH
TpabBa fa 6bae HamaneHa ¢ 50%. [Ipy naupenTHTE ¢ KPEaTHHHHOB KWIHPBHC <30 ml/min, gozara Ha
KNapHTPOMELIAH TpAGRa 1a OBbAe HaManeHa cbe 75% NpH H3MON38aHETO HA NOAXOAALLA leKapCTBeHa
dopma Ha KnapuTpoMHLMH. 1034 Ha KIAPHTPOMMLMH, NO-BHCOKH 0T 1000 mg AHeBHO, He TpAOBa 1a
CE MPHIIAraT 3ae1H0 ¢ NPOTea3HH HHXHOUTOPH.

baoxepu na xanyuesume xanamu

[IpenopbuBa ce BHUMAHHE OTHOCHO ChITFTCTRALIATA YIOTPeta Ha KIapUTPOMHIMH M ON0Kepy Ha
KNAlKEBUTE KaHaH, MeTabonnsupand o1 CYP3A4 (Hanp. Bepanamui, aMnoMIKH, THITHA3EM)
TIOPAAM PHCK OT XMNOTOHMA. [InasMenaTa KOHUEHTpaLKs Ha KIIAPHTPOMHLMHH, KAKTO H Ha 61oKepHTe
Ha KaTUHEBHTE KaHAIH MOKE Ja c¢ [IOBHILIH MOpajiK ToBa B3anmoeiicTere. [IpH nanHeHTH,
MPHEMALIH €IHOBPEMEHHO KIAPHTPOMHKLIMH H BepanaMui ca HalmoaaBaHH XHIIOTOHHA,
6paguapHTMHA ¥ MIIeYHA alKA03a.

Hmparonazon

KnapurpoMHimt 1 urpakonason ca cy6crparH H uaxubuTops Ha CYP3A, xoeto Boa# 10
JBYTIOCOYHO B3auMoaciicTBre. KimapHrpoMuie Moxe a MOBHIIHM IIa3MEHHTE HHBA HA HTPAKOHA30JI,
a HTPAKOHA3OJ MOKE /12 NOBHILA MAA3MEHHTE HUEA HA KITApHTPoMULHH. [TauvenTHTe, NpHeMaly
€IHOBPEMEHHO HTPAKOHA30M H KIAPHTPOMHLHH TpAOBa Aa 6baaT pefioBHO NPOC/ICAABAHH 3a
NPH3HALM HIIH CHMITTOMH Ha TIOBHLIEH WIH yABDKEH apMakonoruseH edexr.

Caxeunaeup
KnapuarpoMuumns M caksiHasHp ca cyGerpati M uruxHOMTOpH Ha CYP3 A, K0eTo € A0Ka3aTe/IcTBO 32

JABYNOCOYHH JIEKapcTBEHH B3auMocticTeus. ChIbTCTBAILOTO NPHWIMKEHHE HA KIAPHTPOMHLUH

(500 mg ABa MeTH THEBHO) H CAKBHHABHP (MEKH XXeNAaTHHOBH Kancynd 1200 mg Tpy 0bTH JHEBHO)
upH 12 3apaBy nOOPOBOIILM € HOBENO 10 CTOHHOCTH Ha paBHOBeCHHTE KOHUEHTpalMH (AUC) u
MAKCHMAJTHHTE KOHLEHTPAUHH (Cmax) Ha CAKBHHABHD, CHOTBETHO 177% 1 187% No-BUCOKH OT TE3H
[pH CAMOCTOATENHOTO NPHIOXKEHHE Ha cakBHHABHP. CtolHocTHTe Ha AUC B Crax H
KJIapPHTPOMHIAH ca GWIH ¢ okolo 40% Mo-BHCOKH B CPABHEHHE C TE3H MPH CAMOCTCATETHOTO
OpHIOKEHHE Ha KITApHTPOMHLMH. He ce Hanara npoMsHa Ha Ao3aTa NpH eJHOBPEMEHHOTO
OPATOKEHHE Ha ABETe JSKAPCTBa 33 OrpaHHYeH MepHO OT BpEMe MO BpeMe Ha NpoydBaHud 110
OTHOLIEHHE Ha fo3aTa/ieKkapcTBeHaTta dopma. JJaHHHTE OT NpOyYBaHHATA BBPXY JIEKAPCTBEHHTE
B3@8MMOICHCTBHA NPH NMPWIOKEHHETO HA MEKHTE KENATHHOBH KalCylH He ca TOKA3aTeNIHH 110
OTHOLIEHHE Ha eeKTHTE NpH NPHIOKEHNETO HA CAKBUHABHP Mo, GOpMaTa Ha TBHPIM KENaTHHOBH
Kancyid. JanHHTe oT NPOYHBAHKATA BBPXY NEKAPCTBEHHTE B3AUMOJIEHCTBUS [IPH MPHIIOKEHUETO Ha
HETOJCHIICH CRKBHHABHMD HE Ca IOKA3ATE/IHH 110 OTHOIIEHHE HA HaGmoaaBaHuTe eEKTH MpH
NIEYEHHETO ChC CAKBHHABHD/PUTOHABHD. TIpH €IHOBPEMEHHOTO NPUIIOKEHHE C PHTOHARHD, TPAGBa 1a
Ce HMAT NpeABH MOTeHUHANTRUTE ¢(EKTH HA PUTOHaBHD BbPXY KIAPHTPOMULIHH.

4.6 Bpemennoct, KbpMeRe H peprunuTeT

bpemennocm
be30nacHOCTTa Ha KNapHTPOMMIIFH 33 ynotpeba no BpeMe Ha GpeMEHHOCT H KbpMeHe Ha OebeTta ne ¢
YCTaHOBEHA. BB3 OCHOBA Ha NPOMEHIIMBY PE3YNTATH, NOMYYEHK OT MPOYYBAHUS NPH KHBOTHH H
OIMTA NPH X0pa HE MOXKE Ja C€ U3KIIOUH BEPOATHOCTTA OT HEXKENIRHH PEaKLIMH

BBpXY eMOpuodeTaHoTO pa3BuTHE. B HAKOH 05cepRALHOHHN IPOYYBAHHS, OLIEHABAIIH
€KCIMO3HLIUATA HA KIAPHTPOMULIMH NPe3 ITLPBUS H BTOPHA TPHMECTHP, ce chollllaBa 3a

MOBHILEH PHCK OT CIIOHTaHEH abOPT B cpaBHEHHE C HEW3MON3BAHETO HA AHTHOMOTHK HIH
H3MOI3BAHETO HA APYr aHTHOMOTHK Mpe3 cpiud nepHoa. Hanuuaure enuaeMHONOrHYHH
IpOYYBaHHA OTHOCHO PHCKA OT CEPHO3HM BpoJeHH MandopmMaliu npH yrnorpebara Ha
MaKPOTHAH, BITIOYHTEIHO KIAPHTPOMMLIMH, N0 BpeMe Ha GPEMEHHOCT NpeaoCTaBAT
HOPOTHBOPEYMBH PE3yNTaATH.

Tlopanm ToBa He ce npenopbuBa yroTpeGa no BpeMe Ha OpeMenHocT Ge3 BHMMATENHA
CBOTHOIICHHETO NON3a/pUCK.

Kvpuene



besoniacHara ynorpeba Ha KNapHTPOMHLIMH MO BpeMe Ha KbPMEHETO Ha HOBOPOJIEHH He ¢ Ouna
OLEHeHa.

KnapuatpoMHLKH ce oTaend B MaHYHHOTO MIIAKO B MAJTKH KONH4YecTBa. H34HCIEHO e, ue KbpMaueTo
e noay4H okono 1,7% ot 1o3arta KIapHTPOMHIMH, KOPHIHpaHa cnopel TErJ0To Ha MaikaTa.
CnenogatenHo MaiKiTe He TpAOBA 12 KbPMAT 110 BpEME Ha JIEYEHHETO.

Depmunumem
Tpoy4Banus BEPXY ILTBXOBE HE MOKA3BAT JAHHH 32 BpeIHH e(eKTH BHPXY (epTiiuTeTa (BXK. TOYKA
5.3).

4.7 EdexTn BLPXY cnocofaocTTa 32 WodHpaHe A paGoTa ¢ MAMMAH

Hama naHuu 3a edexra Ha K1apUTPOMHLIMH BBHPXY cnocoGHOCTTA 32 todHpane Hiu paboTa ¢
MalHH. BE3SMOXHOCTTa OT pa3suTHE Ha 3amaliBaie, CBeTOBBPTEXK, OGBPKBAHE H IE30PHEHTALHA,
KOHTO MOTaT aa BE3IHHKHAT cle NpHEM Ha JICKApCTBa, Tpﬂ'sBa na 6']:}13 B3€Ta o4 BHUMAHHE NpeaH
NauMeHTHTe 1 WOMHPAT HWIH UINOT3BAT MALIMHH.

4.8 HexenanH JexapcTBeHH peaKIHA

a. Obobwenue na npodpuna na bezonacrocm

Haii-yecTHTe H 4ECTHTE HEKENAHY PEAKLIHM, CBBP3aHH C ICYSHHETO ¢ KIAPHTPOMHLIHH KaKTo NPH
BB3PACTHH, TAKA H MPH IETCKOTO HaceleHue, ca GONKH B KopeMa, AHapHA, raJieHe, NOBPhIlaHe H
npoMeHeH BKyc. Tesn HexenaHu peakums OGHKHOBEHO Ca JIEKH TI0 HHTEH3HTET H €a B ChOTBETCTBHE C
NIO3HATHA NPOPKIT Ha 6€30MAaCHOCT HA MAKPOJIMAHHTE AHTHOHOTHIM (BXK. pa3aen b ot Touka 4.8). Hama
3HAYMMA Pa3nyKa B YECTOTATA HA TE3H HEKETIAHH PEaKLHH OT CTPaHa Ha CTOMALUHO-YPEBHHA TPAKT, 10
BPEMe HA KITMHHYHHA H3MHTBAHHA MEXIY TIOMyJIalHATA NALHEHTH ¢ WIH 063 CBLIECTBYBAILH
MHKOOAKTEepPHATHH HHMEKLIHH.

0. Tabruuno pezose na nedceranume peaKyin

Tabauuara no-noiy nokasea HEXENTAHHTE peaklyH, ChOOIIEHH MTPH KIMHKYHH NPOY4YBAHHA H OT
TIOCT-MAPKETHHIOBHS OTIMT € KJIAPUTPOMMLIMH TalbneTkH ¢ HezabaBHO OCcBOOOXKAaBaHE, rpaHyIIH 32
nepopanya CyclacH3HA, npax 3a WHXKCKLIHOHEH pa3TBop, TabneTkH ¢ YABIDKCHO H TaOJIETKH ¢
H3MEHEHO OcBOOOMXaBaHE.

Peaknuure, 3a KOMTO CE CYHMTA, Y€ Ca BE3MOXKHO CBLP3aHH KbM KIAPHTPOMHIMH Ca MOKa3aHH 1o
CHCTEMO-OPTaHeH KJIac M 4eCToTa KaTo € H3MOI3BaHa CeHaTa KOHBEHLHA: MHOTO YecTH (> 1/10),
yeetH (> 1/100 no <1/10), wectu (= 1/1 000 go <1/100) u ¢ HeH3BeCTHA YECTOTA (HEKEIAHH
JEKAPCTBEHH PEAKLIMH OT NOCT-MAPKETHHIOBHSA ONHT; HE MOXe fa Obie OLieHeHa OT HATHYHUTE
naunu). [Ipy Bcaxo rpynupase B 3aBHCHMOCT OT YECTOTATA, HEKENAHUTE PeaKiiy ca (PEICTaABEeHH B
HM3XOIAMI Pef [0 OTHOIMEHAE Ha TAXHATA CEPHO3HOCT, KOraTo CEPHO3HOCTTA MOXE Aa Ohjie OLEHEHa.

YecTn Heuwectn C neH3BeCTHA 9€CTOTA

Hudekauu v Kanaugosa, [McesaoMeMOpaHO3€H KOIHT,
uH(becTalHH racTpoeHTepUT!, epH3HIIEN

HHQEKUMH’, BArMHATHH

HH}EKLHA
Hapymenus Ha Jerxkonenus, ArpaHynoumrosa,
KPBBT2 U HEYTPOIEHHS’, TpomBouMTONEHH
nuMHaTa TpOMGOLIHTONEHWA,
cHCTEMA €03HHO(UIHS®
Hapymienus Ha CRpBXYYBCTBHTETHOCT AHa(HIAKTHYHA PEaK]
HUMYHHATA aHTHOEEM /
cHCTeMa
Hapyuienns Ha AHOpeKCHS, NOHIDKEH
metabonusma u aneTHT

XPaHCHETO




Tcuxuyun Hucomums TpepoxunocT, HepsHocT?, | IlcMxuuno pascTpoiicTBO,
HapyleHHa CBCTOSAHME Ha 00BpPKaHOCT,
AETIePCOHAJIH3ALMA, ASMPECHA,
IEe30HPHEHTALHA, XATIOLMHALIUH,
HeoOHYaliHH chHHIMA
Hapywenus Ha | 3ary6a na 3amagHOCT, KoHBynceH, areysus, napocmus,
HepBHaTa BKYcCa, COMHONEHTHOCT®, TpemMop | aHocMuUs, mapecTesus
CHCTEMA raasobonue
Hapymienns na Bepruro, yepexaatne Ha | I'myxora
YXO0TO H CNyXa, HIYM B YIIIHTE
nabupHHTa
Copaeunu Enexrpokapauorpadcko | Torsade de Pointes’, kamepha
HapyLIeHHs yabmkaeane Ha QT7, TaXMKApIHA', KAMEPHO MBKICHE
NAJIIHTAlHHA
Ceaoeu Xemoparus®
HapylueHHs
Pecniupatophu, Enucrakcuc!
TOpaKanHH! U
MEIHACTHHAITHH
HapyIIeHHS
CromMamHo- Huapus®, lacTpoesodarnanna Oc¢Tbp NaHKpeaTHT
YpEeBHH NOBPBILAHE, pednykcHa Gonect!, [IpomsHa B 1BeTa Ha €3HKa
HapyLIeHHA AUCIIENCHS, racTpuT, npocTpanrus’, MpomsHa B npeTa Ha 3EOMTE
rajieHe, CTOMATHT, TJIOCHT,
KopemHa Gofka | pa3fysaHe Ha Kopema’,
KOHCTHNALMA, CYXOTa B
ycTara, OpHrBaHe,
bnarynenus,
Xenaro- A6HOpMHa Xonecraza®, xenatur’, YepHonpobua
GuapHu 4epHOApOOHA | MOBHLIABAHE HA &NAHHH | HeJoCTaTh4HOCT ¥,
HAPYINCHHUS dyHKuMs aMHHOTpaHchepasara, xenaToueny/iapHa
NOBHINABAHEC HAa acnapTar | JKBLJITCHHLA
aMHHOTpaHc(epasaTa,
MOBHLIABAHE HA raMa-
rnyramuitpaHcdepasa’
Hapyimenns Ha O6pus, Copbex, yprHkapus, TeXKH KOKHH HEKETAHH PEAKITHH
KoXarTa H XHIEpXuApo3a | MaKylo-NamyliapeH (SCAR) (ranpumep ocTpa
MOAKOKHATA o6pus’ reHepaTu3npaHa eK3aHTeEMATO3Ha
TBKaH nycrynosa (AGEP)),

Stevens-Johnson cunppom®,
TOKCHYHA eTTHACPMAIHA
nexponuza’, Jlekapcteen 00pHB ¢
CO3HHO(UIHA M CHCTCMHU
caMirromu (DRESS), akae

Hapymienus Ha Myckyinu cnazmu?, Pa6gomuonwza!!, muonaris

MYCKYJIO- MHarus’

CKeNeTHaTa

CHCTEMA M

CheAUHUTEIHATA

ThKaH |
Hapymenud Ha brbpeuna HeaocTaTh ng_ﬁwﬂ 175: N
616peuuTe U UHTEpCTHIMHAIEH H g&r/;f:'“\\%}« L
HKOYHHTE f/ é“ / ; ) ‘\"'ih.‘k\':
ObTHING R |
Obuu Hepasnonoxenne’, il
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HAPYLIEHHNS 1 NOBHINICHA TEMIICPATYpa’,

e(eKTH Ha acteHus, 6onka B

MACTOTO Ha rbpaMTe’, BIpHCAaHE®,

NPHIOKEHHETO ymopa’

Hacnenpanus IMosuinaeeHe Ha IMosuwaeane Ha International
ankanuaradocgarasa B normalised ratio®, yabikaBaHe Ha

KPBBTa’, IOBHILABAHE HA | NPOTPOMOHHOBOTO BpeMe®,
NaKTaT AEXHApOreHasaTa | HeoOHYAEH LBAT HAa yPHHATA
B KPbBTa’

! HJIP, chofLiaBaHH caMo IpH TaGeTKHTE ¢ YALIKEHO OCBOGOKIABaHE
2 HJIP, cbobuiaBasy caMo NpH CPaHyIIHTE 33 TIEPOPaIHA CYCHeH3H

3 HJIP, chobmasanm camo npy TabreTkHTe ¢ HesabaBHo oceoGoxaaBane
4.7.9,10. 11 By, Touka a)

%68 By, Toyka B)

6. Onucanue na uzbpanu Hexceranu peaKyuu
B nakou ot chofueHHATa 32 pabroMHOIIn3a, KIapUTPOMHLKH € MPHI0KEH eTHOBPEMEHHO Che
CTaTHHH, PUOPATH, KONXHIMH HiIH anoypHHON (BX. Touka 4.3 1 4.4).

Hanuite ca nocT-MapKeTHHIOBH CHOGLIEHHA 32 JIEKAPCTBEHH B3aHMOJEHCTBHA H edecTH OT CTpaHa Ha
ueHTpansarTa HepeHa cuctema (LITHC) (Hanp. coMHoneHTHOCT M OOBPKAHOCT) NPH CHITBTCTBALIATA
ynoTpe6a Ha KIIApHTPOMHUIIMH H TpHaszonaM. Heob6xoaumo e HabNIOaeHAE Ha NALMEHTA 33 3aCH/BaHe
Ha apmakonornunuTe epextr ot [ITHC (Bux Touka 4.5).

HMa penxu croliieHns 3a HATHYHE HA KITAPHTPOMHIMH TAGNETKH © YABDKEHO OCBOO0XK/12BaHE B
H3TPAXKHEHHATA, MHOIO OT KOHTO €a HACTBITWIIH NIPH NALHMEHTH ¢ AaHATOMHYHH (BKTFOYHTENHO
HJIEOCTOMA HITH KOJMIOCTOMMA ) WiH (GYHKUHOHAIHH CTOMAILHO-YPEBHH Pa3CTPOHCTBA ChC ChKpATeH
BT HA PEMHHABAHE TIPe3 CTOMALIHO-UPEBHHUA TPakT. MMa HAKOIKO ChOOILEHHA 32 HA/THYHE Ha
OCTAThIM OT TabeTka Npu HacTenuna Auapus. [IpenopbunTenHO € MALMEHTHTE, KOHTO OTKPHAT
HATHYHE HA OCTATBLM OT TabneTKaTa B H3NPAKHEHUATA U HAMAT NMOA0OpeHHe B CHCTOAHHETO fa
HPEMHHAT KBbM paznHyHa GopMa KIapuTPOMHLIMH (HAIIpUMEp CYCTICH3HA) HIH Ha APYT aHTHOHOTHK.

Crenmanna nomynamus: Hexxenanu peakuy npH HMYHOKOMITPOMETHPaHU NaleHTH (BK. Touka J[).

2 HHeduampuuno nacenenue

KIHHHYHBTE H3MHTBAHKA ca OHITH TPOBEASHH C ITOMOILTA HA KIAPHTPOMHLIHH NEAHATPHYHA CYCIIEH3HA
npH Aena ot 6 mecena Ao 12 roauuun Ha Be3pact. Eto 3aio, aeua noa 12-roguuna pe3pacT Tpadsa qa
H3MOJNI3BAT KIAPHTPOMHLIME MEAMATPHYAA cycrieHsus. Hama qocTtaThuHo JaHHK, 34 A8 CE MPenophya
A030B PEXKMM 3a H3NoJ3BaHe Ha [V opMa Ha KIAPHTPOMMIIHH NMPH NALMEHTH HAa BE3pacT NO-MallKH OT
18 rogunm.

YecToTaTa, BUZAa H TEXKECTTA HA HEXXEJAHHTE PERKIMHU MPH Jena ce 04aKsa aa OLaar ChIIHTE, KAKTO
NPH BB3PACTHHTE.

0. Jpyzu cneyuannu nonyaayuu

Hmyunoxomnpomemupanu nayuenmu

ITpu naupentn cue CIIMH 1 ApyrH uMyHOKOMIpOMETHpaH MAHACHTH, IEKYBaHH ¢ TI0-BHCOKH
NEPOPATHH J03H KIIAPHTPOMHIIHH 33 HPOABIKATENEH HepHO. 33 MAKODaKTepHanHH HHPEKLMM, 4ECTO
€ OO TPYIHO Ja CE OT/IMYAT HEKENAHUTE PEAKLIMH, CEBP3aHU ¢ KIAPUTPOMHLIMH OT CHMITO a.
CHHH unmn uHTEpKYpeHTHO 3abonspaHe. P

Tpe BL3pacTHU NALMEHTH, Hali-4ecTo cHOGIIABAHMTE HEKENAHH PEAKIIMM OT MAHEHTH
obma nueeHa go3a ot | 000 mg & 2 000 mg knapuTpoMuULMH ca GinH: rajeHe, NoBpb{ial
BKYC, KOpeMHa 00JIKa, Auapus, o6pus, GpnaTyeHLus, riaBo0onHe, 3aMeK, Hapymenmi‘ ? \
MOBMIIABAHE HA CEPYMHATA ryTaMHHOBA OKcanalerar TpaHcamuHasa (SGOT) u cepyw[i‘;rﬁ\ﬁniramia*r Vs & /,
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nupysat TpaHcamuiasu (CI'TIT). JomemHHTENHH peakLMH ¢ HHCKa 9eCTOTa ca 3ayX, 6e3cbHHE H
cyxora B ycrara. ClydauTe ca CpaBHHMH C T€3H Ha TalMEHTHTe, JIeKyBaHH ¢ 1 000 mg u 2 000mg, Ho
O0OHMKHOBEHO ca OKoJI0 3 710 4 MBTH MO-YECTO 33 TE3H MAlMEHTH, KOUTO NMOJMy4aBaT oflua AHEBHA 1034
ot 4 000 mg Ha KNTAPUTPOMHLIKH.

TlpH Te31 KMYHOKOMIOPOMETHPAHH MALMEHTH, OLCHKHTE Ha Ja00PATOPHUTE CTOHHOCTH €A HANPaBEHH
pe3 aHAIIN3 HAa TE3H CTOHHOCTH H3BLH CEPHO3HO HapYLIEHO HHEBO (T.e. KpaiiHO BUCOK HIIH HHCBK
STAMMT) 3a OTipeaeneH TecT. B3 ocHoBa Ha Te3u kpaTepHH, okono 2% 10 3% OT Te3d nauHeHTH,
kouro ca nony4aeand 1000 mg unu 2000 mg knapHTPOMHLUMH JHEBHO €4 HATHIIE CEPHO3HO
aHopMaiHi nosHmesH HHBa Ha SGOT u SGPT u HeHOpMANHO HUCHK Opo# O€/IM KPBBHR KJIETKH H
TpomGoumTHTe. [To-HHCHK IPOLEHT OT NAUMEHTHTE B TE3H ABE TPYIH A03a ChINO €2 HMAIH NMOBHIICHH
HHBA Ha YPesATa B KpbBTa. Manko no-BHCOKa 4ecToTa Ha aOHOPMHH CTOHHOCTH Ha BCHYKH [1apaMETPH
ca orDeng3aHH 3a NaLHEHTH, KOMTO ca nony4asanu 4000 mg AHeBHO, ¢ H3KNOYeHHE Ha Genure
KPBBHH KJIETKH.

CrobIapane Ha NONO3HPAHH HEXEIAHH PEAKIHH

CrobmaBaHeTo Ha NOAO3HPaHH HEXENaHH PEaKLHU CJIE] Pa3petiaBane 3a ynorpeda Ha JIEKapCTREHHS
IPOIYKT € BaKHO. TORA MO3BO/IABA Ja MPOIBL/DKE HAGAIONEHHETO HA CHOTHOLISHHETO NOT3a/PHCK 32
NEKAPCTBEHHA MPOAYKT. OT MeJHLMHCKHUTE CNELHATHCTH Ce H3UCKBA J]a CHOOMABaT BeAKa NoA03HpaHa
HEXENIAHA PEAKLHA Ypes

H3nenHMTETHA areHIMA NO JIEKAPCTRATA

yi. ,Jdaman I'pyer” Ne §

1303 Codus

Ten.: +35 928903417

yeOcaiT: www.bda.bg

4.9 IIpeao3upane

[Momy4eHnTe CHOOHICHHA NOKA3RAT, Y€ NPHEMA HA FONEMHE KOJIHUECTRBA KIAPHTPOMEIIHH MOXe a
AOBe/E A0 MOABATA HA CTOMALIHO-YpeBHH CHMITTOMH. [IpH eIHH MalMeHT ¢ aHaMHe3a 3a GHNoNApHO
PasCTPOACTBO, NPHEN OCEM IpaMa KIapUTPOMHIIMH € HaGIIIoJaBaHO TI0C/IEABALIO HAPYILICHHE Ha
MEHTAITHHTE GYHKLHE, TAPaHOHAHO NOBEAEHHE, XHITOKATTHEMHA H XHUITOKCEMMUA.

HexenaHuTte peakuys, npuapysxasaiii Npeao3upaHeTo, TpaOBa Aa ce NEKyBaT C MOMOILTA Ha
CTOMAIlIHA APOMMBKA 32 eIMMHMHMPAHE HA HeabCOPOMPAHOTO NEKAPCTBO H NOAABLPKALIH MEPKH.

Kakto npu ocTananite MakpoHaH, He e 04aKBa CEPYMHHTE HARA HA KIIAPHTPOMMIIHH 1a ce

TOBJTHAAT 3HAYHTEIIHO NPH XEMOAHATTH3A WIH NEPHTOHEAIHA AHATH3A.

B cryuaii Ha nipeno3upane knaputpoMHuiEH IV {mpax 3a pa3TBOp 3a HHXKEKILMH) TpAGBa aa ce Crpe M aa
ce NpeanpueMaT BCUUKH HeoGX0AMMH NOATBPKAIIH MEPKH.

5. ®APMAKOJIOTHYHH CBOMCTBA

5.1 (PapMakogaHAMMYHH CBOECTBA

PapMakoTepaneBTHYHA rpyna: anTuOaKTepuansy 3a cucremMua ynotpeba, Makponuan, ATC kon:
JOIFAQ9.

Mexanuzvm na delicmeue

KnapHTpOMHIIHH € MAKPOJIMIHC TOMYCHHTETHYHO NPOH3BOAHO Ha €PHTPOMHIMHH. Mak
cBBp3Bar ¢ P-MACTOTO Ha pubo3omuarta 50S cybearHuLaTa M IOTHCKAT CHHTE3A HA 11
BOIM JI0 [IPEKBCBAHE Ha HOPMAaNHOTO GyHKuMOHHpaHe Ha GakTepuanHata Kietka. [1oj (
pasHooOpasue Ha CTPYKTYpaTa Ha pHGO30MHTE B HOBEIIKATA KIIETKA, MAKPOIMIMTE HE & CRBP3IBAT
Te3u pubO30MH, KOETO BEPOATHO € H NPHYHHA 33 HUCKA TOKCHYHOCT Ha MaKpOITHIUT nﬁﬂ\xp ata. i =
[Ipy HaAKou BaxTepuu, X10paMBEHUKON U NHHKO3AMH/IH C€ KOHKYPHDPAT C MAKPOTHIM \\e:‘(-é?\éﬁ'isfﬁaaﬂe_/#{r: /,,:f'
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KbM P-MecTaTa, KOETO BOAH 10 AHTATOHHCTHYHH ASHCTBNL.

OcBen KIapHTPOMMUMH, HETOBHAT MeTaGouT, 14-XHAPOKCH KIAPUTPOMMLIHH, ChIIO € eheKTHBEH.
Toii e npa b n10-eexTHBeH cpewy Haemophilus influenzae OTKONKOTO KNAPHTPOMHLMH CaM 110
cebe cH.

OcHoBHOTO AeiicTBHe Ha MakponuauTe € GakreprocTaTHYHO. BhOpekd TOBa, TEXHHAT ePEKT 3aBHCH
OT KOJIHHECTBOTO Ha MaKpoauzaa, 6pod Ha GaKrepHUTe H HACTOAIHA €TaN HA KU3HEHHA LMKL Ha
DaKTepHATa, KOTaTo € npHeT aHTHOHoTHKA. [Tog06Ho Ha Apyrd MakpOIHIAH, KIAPUTPOMHULIMH MOXKe
ChUIO fa ynpaxHu dakTepurmnno Aeiicreue. Toll uma Gakrepuumien egext pupxy Srrepfococcus
pyogenes, Streptococcus preumoniae u Moraxella catarrhalis. CbBpeMEHHHTE H3CNEABAHHA BbPXY
MaKpOIHIAHTE TIOKA3BaT, Y¢ Hakli-qo6pHAT [IOKA3aTeN 3a NpeACcKa3BaHe HAa MAKPOMUAHATa epHKACHOCT €
BPEMETO, KOTaTo CEPYMHHTE KOHLIEHTPALMH Ha aHTHOHOTHKA ca Haxg MIC.

Anmubaxmepuanna euxacrocm

KnaputpoMuMH Oka3zpa HaKTepHOCTaTHYHO B GaKTEpHLMAHO ACHCTBHE BLPXY MHOKECTBO KIIMHHYHO
3HauuMn |'paM-nonoxutennute u ['paM-oTpuLiaTentuTe 6aKTEPHH, KaTo acpobm, anacpobu win
dakynTaTHRHK aHaepoOHu Gakrepun, ApYri GakTepuy (MHKOINAZMHM, YPEaTUIa3MH, XTIaMHINK,
JETHOHEH) H aTHITHYHH MHKODAKTEpHH.

Tabnuna 1: bakrepuu, 4yBCTBHTENHE HA KIAPHTPOMHIIHH

Aepobnn, Aepo0HR, Anaepo0uH DaxTepaH

I'pam-nonoxaredbnnn
0aKkrepun

T'paM-oTpHLATEeIHH DaKTepRE

Staphylococcus aureus

Streptococcus pyogenes Haemophilus influenzae T'pam.nofoKATEHR
fakrepun

Streptococcus pneumoniae Moraxella catarrhalis Eubacterium spp.

MeTHLHIHH-9yBCTBHTETHH Legionella pneumophila Clostridium perfringens

Streptococcus agalactiae Neisseria gonorrhoeae Peptococcus spp.
Streptococcus viridans Helicobacter pylori Pepiostreptococcus spp.
Corynebacterium spp. Campvlobacter jejuni Propionibacterium acnes
Listeria monocytogenes Bordetella pertussis
Bacillus spp. Pasteurella multocida I'pam-oTpEnarenn
OaKTEpHR
Bacteroides spp.
Bacteroides fragilis

Prevotella melaninogenica

| Apyra MEKpoOpranHIMHA

Chlamydia pneumoniae Mycobacterium avium complex
Chiamydia trachomatis Mycobacterium fortuitum
Mycoplasma pneumoniae Mycobacterium chelonae
Ureaplasma urealyticum Mycobacterium kansasii
Borrelia burgdorferi Mycobacterium xenopi
Toxoplasma gondii Mycobacterium lepra

baxTeprantara 9yBCTBUTETHOCT KbM KIAPHTPOMHLMH C€ OMpeJIENA uUpe3 CTaHIApTH3HPAHA
npoueaypa (NCCLS) pp3 ocHOBa Ha METOAA HA pazpekaane. bakTepHsTa e MyBCTBHTENIHA KbM
KnapuTpoMuimH, ako MIC e <2 pg/ ml u ycroiiunsa, ako e MIC > 8 pg/ ml. 3a crpenTokoks,
BIJTIOUHTENHO Streptococcus preumoniae, rpaHuiaTa Ha dyscTBuTenHoct e MIC < 0,25 pg/ ml
rpanxuara Ha ycroituusoet MIC > 1,0 ug/ ml. Haemophilus influenzae e quchmenHa,
8 ug/ ml u ycroituuea, ako e MIC > 32 pg/ ml.
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AGcopbLuATa HA KNAPUTPOMHIIMH TabNETKH ¢ M3MEHEHO O0cBROOOX1aBaHe € o-0aBHa, HO € e/IHaKBa
no ¢Tener Ha abcopGumsaTa Ha TabnerxuTe ¢ He3abarHO ocBOOOKABAHE NPH €KBHBATICHTHH AHEBHH
no3d. BpeMeTo 3a nocTHrate Ha MAKCHMAJTHA KOHIIEHTPAIIKA € YBETHYEHO; TIPH eJHOKpaTeH JHEREH
npreM ot 500 mg, e okono 7,5 waca 3a k1apUTPOMHLKMH H 7,7 uaca 3a Herosus Metabonur, 14-
XHAPOKCH KJIAPHTPOMHIHH. MakcHMaTHUTE KOHIIEHTPALIMH Ca MAJIKO MO-HHCKH B CPaBHEHHE C
APHIOKEHHETO Ha TabneTku ¢ He3abaBHO ocBobokmaeaHe. CTAHOHAPHO CHCTOAHKE HACTRNBA B
paMKHTE Ha 3 JHH. BHOHAaNMYHOCTTA ce NoHMKaBa ¢ 30%, ako mauMeHThT npueMa Tabnerkure C
H3MeHeHOo ocBob0XKIaBaHe HA Mpa3eH CTOMAX, MOpaji TOBa, JIEKAPCTBOTO TPAOBa Ja ce rpuema 1o
BpeME Ha XpaHeHe.

lponureane ¢ mvxaniime

KoHUEHTpaurHTE Ha KIapHTPOMHLIMH B ThKAHUTE ca 0komo 10 MbTH MO-BHCOKH OT TE3H B CepyMa.
Bucokd kouueHTpaumu ¢a OTKpUTH B Henute apobose (8,8 mg/ke), cnusnuure

(1,6 mg/kg), nuraBMuaTa Ha HOCA, KOXKATA, CIIIOHKATA, AIBSONAPHHTE KIETKH, CITYTYMAa H CPEIHOTO
yx0. CBbP3BAHETO Ha KNAPHTPOMHLMH CBC CEPYMHHTE TIPOTSHHH € ¢abo u obpaTiMo.

Memaboauzom u enumunupane

Knapurpomuuen ce metabonnsupa B yepuus apod. Otkputa ca Haii-Manko 7 MetaGonaTu. Haii-
BaXKeH € 14-XHIPOKCH KNApHTPOMHLUMH, [11a3MEHHAT NIOY>KHBOT TIPH €IHOKPATEH THEBEH NMPHEM OT
500 mg e 3,5 yaca 3a KnapHTPOMHIHH H 9,3 uaca 3a 14-xuapokcH KnapaTpoMuiuH. Okono 40% ot
KJIApHTPOMHLIHH C€ EJIMMHUHHDA ¢ ypuHaTa H 10 30% c pexkanuuTe.

Bruanue na ev3pacmma wiu 3a601s6arnemo bpxy PapMakoKuRemuxama

Iayuenmu 6 cmapuecka ev3pacm: Pe3ynTaTHTe IOKA3RAT, Ye HE Ce HANlara KOPHIHpaHe Ha JO3MTeE
NpH NAUHEHTH B CTapYecKa BE3PACT, OCBEH KoraTo Taxuara 0n0pedHa (pyHKINA € CHITHO HapyILena.
Bruanue na 6onecimma svpxy apmaxoxunemuxama: Crnep norismanero Ha 200 mg
KIapHTPOMHLMH, ¢ HabmoJaBaHO OBHITARAHE HA MaKCHManHaTa KoHUeHTpaus u AUC u
HaMaJleHHe Ha eTMMUHHPAHETO HA KIAPHTPOMULIMH MPH NaLHEHTH ¢ TEXKo OBOpeyHo yBpexKAaHe B
CpaBHEHHE CbC 3ApaBd K0OpoRONUM. Te3n pesyaTaTy NOKazpar, Ye € HeoOXOAMMO HaMalTaBaHe Ha
103aTa NPH MAIHEHTH ¢ TeXKO OBOpeyHo yBpekaaHe. 3aToBa TabNETKHTE C H3MEHEHO
0CBOOOXKIABAHE HE Ca MOAXO/SIIH 32 MALHEHTH ¢ KPeaTHHWHOR KJIMPBHC no-Mamek ot 0,5 ml/s

(30 ml/min). Ilpu Te3n naimenTy TpsOEa Ja ce PHIATaT KN2PHTPOMHLMH TabIETKH ¢ He3abaBHO
0CBOOOXK/IABAHE, KOHTO MO3ROJIIBAT KOPHIMPAHE HA A03aTA.

5.3 [peAkIMHHYHH AAHHH 332 §e300ACHOCT

TTpoyuBaHHATA 33 OCTPA TOKCHYHOCT Ca [I0KA3&TH HHCKA TOKCHYHOCT Ha KJIAPUTPOMHIIMH [IpH
nabopaToph# >xHBOTHH. OTdeTeHH ca croiinocti LDso ot 1,5 no noeeue ot 5,0 g/kg cnen nmepopaieH
npuem 1 ot 0,7 g0 noseue ot 5,0 g/kg cnen napentepanHo npunoxeHne. MHOTOKpaTHOTO
NPHIIOKEHHE Ha MHOI'O TOJIEMH J03H ([Ba IO OCEM IThTH HaJ MAKCHMATHATA 103a [IPH X0pa) NoKasa,
Y€ KIapUTPOMHLIMH HMA XETATOTOKCHYHH H HePPOTOKCHYHH eQEKTH U BpeaHH eeKTH BEpXY
CTOMALIHO-YpeBHHA TpakT. Cnien npekpaTsaBaHe Ha NPHEMA HA JIEKAPCTBOTO, MPOMEHEHUTE CTOHHOCTH
Ha 9epHOAPOOHHTE QYHKUMOHAITHH TECTOBE CE BB3BPBLIAT KbM HOPMAJIHH CTOMHOCTH.

QepTUANTET, PENPOIYKTHBHOCT H TEPATOTCHHOCT

IIpoyuBaHHATa, IPOBEICHH NIPH TLUILX0BE, NIPH NIEpopalIHy 1034 1o 500 mg/kg/nex (Hai-sucokara
11033, CBBP3aHa ¢ Nposea Ha 6EOpeYHa TOKCHYHOCT), HE MOKA3BAT JOKA34aTE/CTRa 32 HAJTHYME HA
CBEP3aHH € KNAPHTPOMHULIMH HeOIaronpuaTHA eheKTH BbpXY (PepTWIHTETa NP MBXKKHTE HHIHBHIH.
Tazu mo3a cLOTBETCTBA Ha eKBHBaIeHTHA Ao3a rnpu xopa (HED), mpubnuauTenHo 5 MbTH HAQ
MAKCHMaITHATa NPENOprYHTeNHa 1032 npu xopa (MRHD) na 6a3a mg/m” 3a uHAMBHA ¢ TENECHO Jerjo
60 kg. R

[TpoyuBanu 32 GepTHIMTET U PeNpPOAYKTHBHOCT NOKA3BaT, Y€ JHEBHH J03H oT150
BHCOKHTE TECTBAaHM [103H) HE MPEAM3BHKBAT CTPAHUYHH EKTH BbPXY MOOBHS LUK
paXaaHeto, 6pos W KM3HEHOCTTA Ha noToMcTROTO. H3ciieaBaHUATa 3a TepaTOreHHOC!
npueM npu wrexose (Wistar and Spraque-Dawley), npu HoBo3enaHACKH O€H 3aiiLin

fip
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White) 1 MaliMyH# MaKak He AeMOHCTpUpPAT TEPATOreHHOCT HA KNAPHTPOMHLIMH, NP NPHEM B Haii-
BHCOKHTE TECTBAHH A03H - 10 1,5, 2.4 w 1,5 nbTH HaJl MAKCHMAITHATA NPENOPBUMTENHA 1032 IPH X0pa
(MRHD) Ha 6a3a mg/m® 3a choTBeTHHTE BHAOBE. Brnpeky TOBa, MoaoGHO NPoy-BaHE NPH IUThXO0BE
(Sprague-Dawley) nokaspa Hucka (6%) yecToTa Ha CHPASYHOCHAOBH AHOMAJIHH, KOHTO H3TTIEX/A CE
AB/KAT HAa CTIOHTAHHA €KCIPECHS Ha reHeTHYHH NPOoMeHH. JlBe MPOYYRaHHA € MUIIKH CBIIIO MOKA3BaT
npomennHea yectora (3-30%) Ha nennato nebue npu ~ 5 MHTH HAJ MAKCHMAITHATA NPCTIOPBYHMTENHA
mo3a nipu xopa (MRHD) na 6a3za mg/m? 3a uaauBun ¢ TenecHo Teriio 60 kg. 3aryba na emOpuona ce
nHabmiofaBa NpH MalMyHH, HO C3MO NIPH HHBA HA J03aTa, KOMTO ACHO Ca TOKCHYHH 34 MaHKHTE.

6. PAPMAHEBTHYHH JAHHH
6.1 Cnacnk HAa NOMOIANTE BeecTBA

Hopo na mabremxama:

Hatpues anrusat (E401)

HAaTPHEBO KANNIHEB alrHHaT

JIAKTO3a MOHOXHAPAT

TOBHIOH

nonucopGar 80 (E433)

CHIHIIHEB THOKCHI, KOJMIOHIEH Oe3BoAeH
MarHesues creapat (E470b)

tank (E553b)

Duwirmoso noxpumue:
xunpomenosa (E464)

taik (E553b)

OLIBETHTE: XKBAT 3Kene3eH okcua (E172)
THTaHOB JUOKCHA (E171)

npomareH rinkon (E1520)

6.2 HecnemecTHMOCTH

Henpunoxumo.

6.3 Cpox Ha rogaocT

3 ropuHE

6.4 CnenHEanHH YC/IOBHA 32 ChXpaHeHHE

Ja ce cexpaHiasa noa 25°C.
Jla ce cbxpaHsiBa B OPUIHHAJIHATA OMAKOBKA, 3a /12 C€ MPENa3y OT Bara.

6.5 BujH cLALpKARHE HA OEAKOBKATA

bnuctepHa onakoeka (Al gonuo, PYC/PVDC donuo): 5 tabneTku ¢ u3sMeHeHo 0cBob0XKIaBaHe B
KYTHS.

Bructepha onakoska (Al dosmo, PVC/PVDC donuo): 7 Tabnetkn ¢ HameHeHo 0cBoOOXK AaBaHe B
KYTHS. o
BbnucrepHa onakoeka (Al ¢omuo, PYC/PVDC donuo): 14 TabneTku ¢ H3MEHEHO ocsoﬁo_
KYTHA. Y,

He BcHukyH onakoBKH MoraT Aa Obaart mycHaTH B npoaaxoa.

o —
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6.6 Coenuaanu npeaANa3HH MEPKH HPH HIXBLPILHE B padoTa



Hsama cneuyanHy M3HCKBAHHS 33 U3XBHPIIAHE.
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