KPATKA XAPAKTEPHCTHKA HA TIPOAYKTA
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®pomunnz 250 mg/5 ml rpanyv 3a nepopanza cycngmuﬂ . g ﬁ / /‘7 jf / /!7 /7 % a?},&

Fromilid 250 mg/5 ml granules for oral suspension
e l 4 63 mp:
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2, KAYECTBEH U KOMHMYECTBEH CBCTAB

5 ml cycnensua (1 cnprHUOBKa 38 NEPOPATIHO NPUNOKEHHE) ChAbPXKA 250 mg KIApUTPOMHULIMH
(clarithromycin) (1 ml oT nepopannaTa CycneH3Ha chabpAa 50 mg KIAPUTPOMHLIMH).

[loMOILLIHM BELIECTRA ¢ H3BECTHO neﬁcmne:
250mg/5ml rpaHynn 3a nepopasiHa CycneH3us chaspkar 1,27 g 3axaposa.

3a NbJIHKA COKCHK Ha MOMOLHUTE BEIIECTBA, BUXKTE TOUKa 6. 1.

3. JIEKAPCTBEHA ®OPMA

['parysnn 3a nepopaiHa CycneH3us
I'panynure ot 250 mg/5 ml, ca 6enn Ao noutu 6enn, Apebuu, GezdbopMeHH rpaHyIH.

4. KJIHHHAYHH JAHHH

4.1 TepaneBTHYHH HOKAAHHS

- HH(EKUHH HAa PTOPHKHTE AMXATE/IHH ITHTHLNA (TOH3MIO0-(DAPHHIHT, OTHTHC MEAHA, OCTHP
CHHY3HT)

- UH(EKLHN Ha JOJTHATE AUXATENIHN TTHLIA (OCTBP OaKTepHaieH OPOHXHUT, 000OCTpAHE HA
XpOHHYECH OPOHXHT, THEBMOHHUA B aTHITHYHA THEBMOHHA )

- HH(pEKLUHH Ha KOXKATa H NMOAKOXKHHUTE ThKaHH

- HHPEKUHH, IPHYHHEHH oT MHKoOakTepun (Mycobacterium avium complex, Mycobacterium
kansassi, Mycobacterium marinum, Mycobacterium leprae)

- OpOodUIAKTUKA 110 OTHOMIEHKE Ha TE3M MHPSKIMHN NpH natmenTH, Donuu ot CTIMH

- 3a epanukanusa Ha Helicobacter pylori npu naugesdTH ¢ AYOASHAIHA MIIM CTOMALIHA A38a
(BUHATH B KOMOWHALMA C APYTH ASKAPCTBEHH CPEACTBA).

OpoMHIKA FPaHyJIH 3a NIEpopajiHa CYCNEeH3Us € NpeaHA3HAYCH 3a JISUeHHE NPH Jeua oT 6 Mecena xo 12
roA#iliHa Bh3pacT.

TpsbBa pna ce nmar npeaBua OpULMANHHUTE NPENnopbKH 3a ynoTpeba Ha aHTHOAKTEpHATHHTE areHTH.

4.2 [o3HpoBKAa H HAYHH HA NPRJIOKEHHE

Hosznposka

Bwapacmnu u oeya nao 12 zoowwna gvzpacm - 00UKHOBEHO 1o 250 mg Ha Beekw 12 yaca. 3a nevenue
Ha CHHY3HT, TEKKH HH(EKIHH, NpHuuHeHA ot Haemophilus influenzae - no 500 mg na seexy 12 vaca.
3a epaouxayun na Helicobacter pylori - 250 mg no 500 mg nsa nbTH AHEBHO, 0OHKHOBEHO B
NPOABL/DKEHUE HA 7 JHH, B KOMOHHEUPAHO JICUCHME C IPYTH JE€KapCTBa.

3a nevenue u npodunaxmuxa Ha pasnpocTpaHeHue Ha WHeKkuwn ¢ Mycobacterium avi
npHUarat 500 mg Ha BCEkM 12 waca. Ho3ara Moxe 1a ObAe NOBMILECHA., Maxcnuanﬁa

2g.




HHeouampuuna nonynayus

KJIMHUYHM M3MUTBAHUSA ca NPOBEACHHU NpU ynotpeda Ha neauaTpuyuHa CyCrneH3us KI1apTHTPOMMULMH
NpH Ael@a Ha Bb3pacT Mexay 6 meceua v 12 roamiuHa pb3pact. CaeaoBarenHo npu aeua noa 12
rOJIMILIHA Bb3pacT TpsaOBa Ja ce u3roJi3ea neAMaTpuyHa CyCreH3us KIapuTPOMHULIMH (IpaHyJiy 3a
nepopasHa CyCrneH3us ).

Heya noo 12 cooumuna év3pacm - obuyaiinara 103upoBka € 15 mg/kg nHeBHo, pa3aeneHu B 1Ba
npuema. [Ipenopbusa ce ciea npueMa Ha CyCrneH3uaTa a ce noeMa HikakBa TeyHocT. [lepopanHaTa
CYCTIE€H3Ms Ch/bprKa MaJIKH rpaHyJIK4, KOUTO He TpsaOBa aa ce CAbBKBAT, 3all0TO Ca NOPYHUBH.
[IpeaBuaeHa e opanHa cnpyHUOBKA 3a Jlo3upaHe. B enHa nbaHa cnpuHiioBka uMa S ml cycnensus,
chabpxkaia 250 mg knapurpoMuuuH. Cnea Besika ynorpeda cnpuHLIOBKaTa TpaOBa /1a ce U3IJIaKkBa C
BO/1A.

Jlo3aTa 3a neua ce onpenens OT TeleCHOTO Terno. B Tabnuuara ca nocoueHun ykasaHus 3a JO3UpaHe.

33 kg 5 ml nBa nbTH AHEBHO (1) 250 mg
24 kg 3,75 ml nBa nbTH AHEBHO (%) 187,5 mg
16 kg 2,5 ml nBa nbTH AHEBHO (%) 125 mg
8 kg 1,25 ml aBa nbTH qHEBHO (%) 62,5 mg

OOUKHOBEHO NleueHHeTOo npoabkaea S 1o 10 aHM.

3a nevenue u npogpunaxmuxa Ha MHOEKUHH, NpUIMHEHU OT Mycobacterium avium complex npu aeua

ce npunarar 15 mg/kg nHeBHo B 2 npuema. MakcumanHaTa AHeBHaA /1032 NpH Jeua e | g. Jleyenuero
Ha uHpekumsa ¢ Mycobacterium avium complex e ¢ ronsima nNPoOABIKHTENHOCT.

[TaumeHTH ¢ yepHOAPOOHO YBpeXKaaHe

[Tpu nexo mnm ymepeHo yepHoapoOHO yBpeKaaHe He ce Hajara aJlanTHpaHe Ha /103aTa, ako
OBbOpeuHara HyHKIMS € HOpMaJHa.

[laumenTu ¢ 60peyHo yBpexIaHe

[Ipy naumenTy ¢ 6B0pEYHO yBpexKaaHE ¢ KPEATUHWHOB KJIMpBHC no-mansbK oT 30 ml/min, no3ara Ha
KJIapuTpOMHULIMHA TpsOBa na Obae HamasleHa Ha NoJIoBUHA, T.€ 250 mg BeaAHbK AHEBHO WM 250 mg aBa
ITbTH IHEBHO INPH NO-TeKKUTE HHDEeKUMH. [IpH Te3u naumeHTH eyeHreTo He TpsaOBa 1a npoab/ikKaBa
noseue ot 14 auu. Tvii kato Tabnerkara He MoXke J1a Objie pa3zesieHa, 103aTa He Moxe aa Obje no-
masika ot 500 mg aueBHo. Knapurpomuuus tabneTku ¢ v3MeHeHO 0cBOOOXK1aBaHe HE MOJXKE J1a ce
M3I10/13Ba MPH TE3M NMaLMEHTH (BXK. Touka 4.3).

HauyuH Ha npujioxeHue

3a nepopaIHO NMPHIIOKEHHE.

[Ipuzomesne na cycnenzuama

3a npuroTesHeTo Ha 60 ml ot cycnensusaTra (250 mg/5ml), e HeoO6xoaumo 42 ml npeyrcTeHa Wiu
npeBapeHa U oxJjiajZieHa Boja. byTuikara ce paskiaiia npeaBapUTesHO, 3a 1a C€ OCUTHAT IPaHyJIUTe.
[IpnbaBere npubanzurenHo 2 or He0OX0AUMMOTO KOJIMUECTBO Boaa. Beanara pasknarere nobpe, 3a aa
C€ CMECH LIAJIOTO KOJIMYECTBO C BOjJaTa, cjiel koeTo npubasere octaTbka OT Bojara. PasTBopeHara
CycreH3us TpadBa aa A0CTUrHe MapKMpaHOTO HUBO Ha OyTuikaTa.

4.3 IlporuBomoxkazaHus

[TpHI0KEHHETO HA KJIAPUTPOMHIIMH € NPOTUBOTNOKA3aHO NPH NALMEHTH, alepruyy)
AKTMBHOTO(MTE) BellecTBO(a) WM KbM HAKOE OT NMOMOILIHMTE BellecTBa, u3bpoe
KBbM JAPYrd MakpOJUIHKU aHTHOMOTHULIM.



Twit kaTO o3aTa He Moxke Aa 6bae no-Manka ot 500 mg AHEBHO, KITAPUTPOMHMLIMH TabneTku ¢
U3MEHEHO 0CBODOXKIaBAHE € NPOTHBONOKA3aH MPH NALMEHTH ¢ KPEaTUHHHOB KJIUPBHC N0-MAKO OT
30 ml /min. BcHuku apyru ¢gopmu MoraTt Aa ce U3no3Rat MpH TasH NOonylauus MauHeHTH.

EARHOBpEMEHHOTO NPUICKEHHE HA KIAPUTPOMULIMH U HAKQE OT CJIEZIHUTE JIEKAPCTRA €
MPOTHBONOKA3AHO: ACTEMH30/1, LIM3arpHa, NHMO3H, TeppeHaInH, Thif KaTO TOBA MOXKE Jia AOBEE OO0
yankasaHe Ha QT-UHTEpRana i CbpIeYHH APUTMHUU, BISTIOUUTETHO KAMEPHA TaXMKapAHU, KaMEPHO
MbXAeHe H torsades de pointes (Bx. Touka 4.5). |

E,[lHDEpeMBHHOTG NPHIOXKCHHC C THKArpeaop KK paHOJIa3HH € [IPOTHBROINOKA3aHO.

EIIHDB]JEMEHHOTO NPpHICKCHHE Ha KIIaPUTPOMHLIHH H CPrOoTAMHH KIIH AMXHUHAPOCPIroTaMHH €
MPpOTHBOIIOKA34HO, TbH KaToO TOBa MOXE 24 JOBEAE A0 TOKCHYHOCT Ha CProajikaioHaHTE.

KnapurpoMuunHs He Tpa6Ba Ja ce npuiara npy NanHeHTH ¢ HICTOPHA Ha yabbkaane Ha QT MHTepBana
(BpOAEHO WIH AOKYMEHTHUPAaHO NMPHOOOHTO yIabkaBaHe Ha QT-HHTepBasa) WK kamepHa ChpAe1Ha
apUTMMA, BKIIOYUTENHO torsades de pointes (Bx. Touku 4.4 u 4.5).

KnapurpoMunia He Tpa6Ba aa ce u3non3ea eaAHoppeMeHHo ¢ HMG-CoA peaykrazHH HHXHOHTOPH
(cratHHM), KOUTO ce MeTabonu3upaT ekcTeH3MBHO oT CYP3A4 noBacTaTHH WIM CHMBACTATHH, TIOPaIy
NOBHILIEH PUCK OT MHOMATHA, BKAIOYUTENHO pabaoMuonusa (BxK. To4Ka 4.5).

KnapurpoMuuEH He TpaOBa Aa ce AaBa Ha NMALMEHTH ¢ XHNOKaJIHEMHA (PHCK OT yAb/bkagaHe Ha QT-
UHTEPBAaNA).

KnapurpoMuuuR He TpsafBa 1a ce M3M03Ba NpH NALMEHTH, KOUTO CTPaJaT OT TeXKKa YepHoApoOHa
HEJOCTATBYHOCT B KOMOUHaIMa ¢ OBOpeYHa HEAOCTATHUHOCT.

Kakto 1 apyra moimnu CYP3 A4 uHxubuTopu, K1apuTpOMHLIMH He OKBa Aa ce M3MOJ3Ba OpH
NaLHEHTH, IPHEMALIH KOJIXHLIMH,

4.4 CnenuajiHu NpeaAynpexJeHHs U NPeANA3HE MEPKH NpH ynorpeda

JlekapaT He TpsOBa Aa NpeaIMcBa KIAPUTPOMHLIMH Ha OpeMeHHH XKeHH Oe3 BHUMAaTeIHa NpeleHKa Ha
CBOTHOLIEHUETO 110J13a /pHUCK, OCODEHO Npes ITbPBHUTE TPH MeceLia Ha OpeMeHHOCTTA (BXK. TOYKA 4.6).

IlpenopbuBa ce NOBHIIEHO BHHMAHKE TIPH NMALHEHTH ¢ TexXKa 60peuHa HEAOCTATHUHOCT (BXK. TOUKA
4.2).

KnapurpoMHIHH ce 0Taend raBHo npes yepHud apob. ETo 3aumio € HeoOXoAHMO NOBHINEHO
BHUMAaHHKE [IPH NPWIOKESHHUETO HAa AHTHOMOTUKA NP NALMEHTH ¢ HapylueHa uepHoApoOHa GyHKums.
[loBuiieHo BHMMaHHE € HEOOXOAHMO H NIPH MPHIOXKEHHETO Ha KJIAPUTPOMMLMH NPH NALMEHTH C
YMEPEHO A0 Texkka Op0peuHa HeZOCTaTHLYHOCT.

Wma noxaiBanH Ciydyad Ha (paTanHa YepHOApoOHa HEAOCTATHEYHOCT (BK. Touka 4.8). Hakou

NMAUMEHTH MOXKE [a ca HMATH NpeAliecTBaILo YepHoApodHOo 3af0naBaHe HITH MOXKE 1A ca IpHeManu
APYTH XEMATOTOKCHYHM JIEKapCcTBeHH NpoAyKTH. [lauenTuTe TpabBa aa 6BaaT NoCHBETBaHH Aa CHpaT

. JIEYEHHETO U Aa C& CBLPIKAT CHC CBOA JIEKAP, aKO C€ TIOABAT NMPH3HALKM U CHMITTOMH Ha YepHOApoOHO
3a00/19BaHE KATO AHOPEKCHA, KBJITEHHIA, TBMHA YPUHA, ChpOeK WM Gone3HeH KopeM.

IlceBnomembpano3eH KOAHT € chOOIABAH MPU MOYTH BCHYKH AHTHOAKTEpUaTHH cpe,u wuuﬂ ;;0

BKJTFOUYHTEJTHO MAaKPOJIHAH M MOXKE /1a BapHMpa OT JIEKO A0 )KMBOTO-3aCTPAIIABAIIIO CE "?
Clostridium difficile - cepp3ana nuapus (CDAD) e cpobiaBaH npu npuiIoKeHHE N
aHTUbaKTepUaIHK CPEACTBa, BKIIOYHTEIHO KIAPHTPOMHLHH H MOXKE Aa BapHpa OT PIgki

ﬁ A -_. = o



BCHUYKH NALMEHTH ¢ AHAPHA CNE€A NPUIOKEHHETO Ha aHTHOMOTHIM, HeobxoauMo € BHHMAaTENTHOTO
CHEMaHe Ha MeJMLIMHCKA aHaMHe3a, Thi kaTo ciiyyau Ha CDAD ca cpofmasady OKONO ABa MeceLa
Cnel NpulIokeHHeTO Ha AHTUHOHOTUYHOTO JieueHHe. 3aToBa TPsAOBa na ce OOMHC/M NPEKPATABAHE HA
NEYCHHETO C KIAPUTPOMHLHH, HE3aBHCHMO OT [TOKA3aAHKATA.

Tpabea na ce npoeeaar MMKPOGHH TECTOBE M Ja Ce 3aNouHe aAeKBATHO NevueHHe. Jlekapersara,
MOTUCKALIM NEPHCTANTUKATA TPAOBA na ce H30ATBaT.

[To BpeMe Ha NOCT-MAPKETHHIOBHS NEPHOL ¢a CbOOIIABAaHA CIyyaHd Ha KOJXHLHHOBA TOKCHYHOCT MpH
¢THOBPEMEHHOTO MPHIIOKEHHE HA KIAPHTPOMHLUMH H KOJXHUMH, 0COOEHO NPH NALMEHTH B CTAPYECKA
BB3PaCT U/MJIH NALMEHTH ¢ 6bOpeuHa HeNOCTATEYHOCT,

Hma cLoO1IEeHHS 33 CMBPTHH CJIY4aH NIPH TAKHBA NAUMEHTH (BK. Touka 4.5). EnHoBpeMennara
ynoTpeda Ha KIapaTPOMHIIMH H KOJIXUIIMH € NPOTHBONOKAa3aHa {BXK. To4Ka 4.3).

' HpBl'lOp‘B‘-lBa CC MOBHIICHO BHHMAHHE 1O OTHOWICHHE Ha €AHOBPEMCHHOTO IMPHJIOXKCHHE Ha

KIAPHTPOMMLIMH M TPHA30100€H30AMA3ENIUHH KaTO TPHA30IaM U MUJia3oiaM (BXK. Touka 4.5).

I[TpenopbuBa ce IOBHINIEHO BHUMAHHE MO OTHOWIEHHE Ha €IHOBPEMEHHOTO NIPWIOKEHHE Ha
KIAPHTPOMHIIHH ¢ APYTH OTOTOKCHUHH JIeKapcTBa, 0Co0eH0 ¢ aMMHOTNHKO3UANR. MOHHTOPHMHT Ha
BeCTHOYNIapHHUS anapar H CIyxosara ¢pyHKuHMA Tpa6Ba 1a ce M3BHpLIBa 110 BpEME Ha H ClIe]]
NIEUEHHETO.

Y npmxarsane Ha QT-uHTEepBaia

Y apimena chpJeyHa penoapu3alus U QT MHTEPBAJI, KOHTO ¢ CRbP3Ba ¢ PUCK OT Pa3BHTHE HA
cbpaeuHa apurMua H Torsade de Pointes, ca Oiwin HaOmogaBaHH NpH JieueHHe ¢ MAKPOJIMIIH,
BKJIFOYHTEHO KIApHTPOMUIIMH (B, TOUKa 4.8). Tl KaTo ciegHATE CHTYaLliH MOTAT A4 JOBEJAT A0
NOBHIIEH PHCK OT KaMEPHH apHTMHH {BKIIFOUHTENHO Torsade de Pointes), knapHTpOMHLIMH Tpa6Ba aa

. € W3MO0JI3BA ¢ MOBHILEHO BHUMAHHE TIPH CEAHHTE NaLHEHTH:

- [TauuentH ¢ kopoHapHa GOJIECT, TEXKKA ChpAeYHa HEAOCTATHYHOCT, IPOBOAHH HApYIIEHHA HIH
KJIMHHAYHO 3HauMMa Opanukapaus, -

- [TauueHTH C €1EKTPOIUTHH HapyLIeHAs KaTo XHromarnespeMus. KnapurpoMuumn e Tpadsa
Ja Ce NMpWIara Ha NalHeHTH ¢ XHITOKaIHeMus (BX. Touka 4.3).

- [NaipMeHTH, NpUeMali €eTHOBPEMEHHO APYTH JICKAPCTBEHU MPOAYKTH, CBBP3aHH ¢ y,:m.rmcasaﬂe

Ha QT uHTepBana (BX. Touka 4.5).

- EnHOBpeMEHHO NPAIOKEHNHE HA KIIAPUTPOMHLIMH € aCTEMU30/1, LIM3aNpRI, MUMO3UA H
TepdeHaiH € NPOTHBOMOKA3aHO (BXK. Touka 4.3) kKaMepHO MBKAEHE.

- KnaputpomuiinH He TpAOBa Aa Ce¢ M3N0J13Ba NPH NALWEHTH ¢ BPOASHO HIH JOKYMEHTHPAHO
npuaAcSuTo yabjokaBane Ha QT mwiH HeTOpHATA Ha KaMepHa apuTMHA (BiK. TOUKa 4.3).

Tlhepmonna: C ornea Ha NOSBA Ha PE3HCTEHTHOCT Ha Sfreplococcus preumoniae KbM MaKpoJIMIH, €
BAXKHO J1a ce TIPOBEAAT TECTOBE 3a YYBCTBHTENHOCT, KOraTo ce MpeAnucBa KIApHTPOMHLIMH 32
nmpHAcOHTA B 00LecTBOTO NMHeBMOHUSA. I1pu npunodura B 60IHULA NTHEBMOHKS, KIIADHTPOMHLIAH
TpAOBa Na ce H3MOJA3Ba B KOMOHHALINMA ¢ JOTBIHHATEIHH NOAXOASIIH aHTHOHOTHLIH.

Wndekunn Ha KoXKaTa M NOAKOXKHUTE TEKAHM € JIeKa 0 yMepeHa Texect: Tesn uHdekunn HaH-4ecTo
ce NpUYHBABAT OT Staphylococcus aureus u Streptococcus pyogenes, KaTo H IBaTa MOXE 1A ca
pPe3UCTEHTHH Ha MAKpONHMAM. 3aTOBa € RaXKHO Ja ce NMPoBeNaT TeCTORe 3a HYBCTBMTENHOCT. B ciaydaure
Koraro OeTa—1akTaMHY aHTUOHOTHLM HE MOTAT Ja CE H3MO3BAT (Hanp. NpH aleprua), Zpyry
aHTHOMOTHLIM KAaTO HATp. KIHHAAMMIIMH MOXE Ja ¢a JISKAPCTBO Ha NpbB H3bop. ChriaacHo
ChBPEMEHHUTE PEKOBOACTBA, MAKPONMAMTE MOTAT Aa CE MPHUIaraT NMpH KOXXHH H HHEKIIHH Ha
NOIKOKHHTE ThKaHH, IPHUKMHeHH o1 Corynebacterium minutissimum, akHe BYJITAPHC H CPHIHICI, B
CIyMauTe KOTaTo He MOXe Ja e IPUIOKH JIeYEHHE ¢ IEHHLIWIKH.

B ciryuaii Ha OCTpM peakLiMH Ha CBPBXUYYBCTBHUTETHOCT KaTO aHadHnakcus, Steve
TOKCUYHA €NUACPMANHA HEKPOITH3a, NEYEHHUETO C KIIAPUTPOMULIMH TpabBa na ce
A4 3anovHe He3abaBHO MOAXOAALLUO JEYCHHE.



Knaputpomuims TpAabRa Ja ce U3Mmon3pa ¢ BHUMaHHE KOraTo ce NpHiara e JHOBPEMEHHO C JIeKapCTBa,
KOUTO UHAYUHPAT LMTOXpOM CYP3 A4 en3zuM (BXK. Touka 4.5).

HMG-CoA peaykTazHu HHXUOUTOPK (cTaTMRU): ENHOBpeMEHHO NpHeMaHe Ha KIapHTPOMHLMUH C

NOBACTATHH M CHMBACTATHH € NPOTHBONOKa3aHO (Bxk. Touka 4.3). Heobxooumo € MoBHIIEHO
BHUMaHHE NPH NpeANHCBAHETO Ha KNAPHTPOMHULIMH H ApYTH cTtaTHHU. CholiaBaT ce ¢iiyuaH Ma
pabGoMHOH3a NPH MALHEHTH, NPHEMALIW KNapUTPOMMIIMH B cTaTHHH. [JlanpenTuTe TpaOBa Aa 6baar
HaOnroaaBaHH 3a MPH3HALK M CHMIITOMH Ha MHonatHa. B cnyuau, korato eaHoBpeMeHHaTa ynoTpeda
Ha KJApHTPOMHLMH U CTATHHH HE MOKe Aa Obae uzbernara e npenopbUYHTETHO NPEANUCBAHETO Ha
Hak-HHCKaTa peruCTpUpaHa 1034 Ha CTaTHHUTE. YnotpebaTa Ha CTaTHHH, KOUTO HE €3 3aBHCHMH OT
CYP3A meTabonnzem (nanp. ¢aysacraTu) Moxe Aa 6bae odOmucneHa (Bx. Touka 4.5).

[lepopanuu xunornnkemuunn aekapcrea/Hucynun: ExHoBpeMeHHOTO npreMane HA KIAPUTPOMHLUMH

M [EpOpPATHH XUNOTTHKEMUAUYHHN NIeKapeTBa (KaTo CyNQOHWTYPEU) W/HIM HHCYIIMH MOXe a JOBEAE N0
3HauMma xunornukeMus. IlpenopbuBa ce BHUMATENHO NPOC/ICAABAHE HA HUBATA Ha TIIIOKO3aTa (BXK.
TOUKa 4.5).

[lepopanHu aHTHKEArynauTH: CHIECTBYBA PHCK OT CEPHO3HAE XEMOpPArHs H 3HAYMTETHO NOBHINABAHE
Ha INR (oTHOUWwIeHHe MEXOY MPOTPOMOMHOBOTO BpeMe H BPEMETO Ha KOHTPONaTa) H Ha
npoTpoMOKMHOBOTO BPEME, KOTATO BapdapHH H KIApUTPOMHIIUH CE NPMUIAraT ¢ AHOBPEMEHHO (BXK.
To4ka 4.5). INR 1 nporpoMOHHOBOTO BpeMe TpsaOBa a ce NpocaeasBaT MecTo B EPHOAA HA
€IHOBPEMEHEH NPHEM HA KIAPUTPOMHLIMH M NIEPOPATTHH aHTHKOAryJ1aHTH.

Ynorpebara Ha KakBaTo K Ja OMNO Tepanui, KaTo Hamp. KIaApUTPOMHLIMH, 32 JieueHHe Ha HH(eKUMA C
H. pylori moxe Aa noBEAE A0 Pa3BHTHE Ha PE3HUCTEHTHH KbM JIEKAPCTBOTO MHKPOOPTaHH3MH.

[IpoABIKUTENHOTO NPUIOKEHHAE HA MPOAYKTA MOXE, KAKTO H MPH APYruTe aHTHOMOTHIIN, Aa AOBEAE
A0 KOJIOHH3HpaHe Ha MOBULLECH Opoil HEUYBCTBHTENHNA OaKTEpHH H rbﬁﬂqm AXO ce [OABAT
cynepHHDeKIH, TpaOBa Aa C€ HA3Ha4YH NOAXOAAILO JCUCHHE.

Heobx0auMo € i NOBULIEHO BHHMAHHE NO OTHOLWICHHE Ha BE3MOKHOCTTA 38 KpBCTOCaHA
PE3HUCTEHTHOCT MEXKAY KIAPUTPOMHIHH H JAPYTH MAKPOJAHAH, KAKTO U ¢ JIHHKOMMIIMH ¥

KJIMHHAaMHLMH.
[IpunoxkeHHETO Ha KNAPMTPOMMUMH NPH MaUHEHTH ¢ nopdHpHa TpaOBa ga ce u3bArea.

He e HaTpymaH gocTaThbYHO ONIUT OTHOCHO e(peKTHBHOCTTA H Oe30MmacHOCTTa Ha ynoTpebara Ha
KJIaPUTPOMHIIFH TIPH Aelia oA 6 Mecevna Bb3pacT M Acua, HHeKTHpaHu ¢ Mycobacterium avium
complex nopa 20 MecevHa Bb3pAacT. -

Creyuannu npedynpeicoenun 3a HOMOUHUME éelyecmaa

I'paHynuTe 3a nepopaiHa CyCneH3HA CbAbPXKAT 3axapo3a. [launenTnTe ¢ BpoaeHa ppyKro3na
HENOHOCHMOCT, C IIOKO30-TajlaKTO3Ha ManabcopOLMA WIH 3aXapo30-H3oManToseH Ae(PULIMT He
TpAOBa Aa npHeMaT TOBA JICKapCTBO.

4.5 BianmogeiicTBHEE ¢ APYrH NEKAPCTBEHH NPOAYKTH H APYTrH QOpPMH HA B3ARMOACHCTBHE

TpaIoAKeHNETO HA HPEICTABCHHTE NO-10TY JeKAPCTBEHH NPOAYKTH e CTPOro IPOTHBONOKAZAHO
NOpajH Bb3MOKHOCTTA OT MOSIBATA HA TEXKKH ehekTH NPH B3AEMOAEHCTBHE:

Huzanpud, numozuo u mephenadun
I[OKJIH,[[BHHH Ca NOBHIICHH HUBA Ha LIH3aNIpHA NIPpHU NALTHUCHTH, JICKYEaHH CIHOBPCMC
KJIAPpHTPOMHLMH M Lk3anpui. ToBa Moxke Oa JoBele 10 yabikaBane Ha QT-untep
APUTMMH, BKJI. KAMEDHA TaXHKapaus, kaMepHa pubpunanms u torsades de pointes.




IlopoOuu edekTH ca HabmoaaBaHHW NPH MTALUEHTH, TIPHEMALLH €HOBPEMEHHO KIApHTPOMEBLIHH U’
nUMo3K (BX. Touka 4.3).

HJoxnansaHo e, Y€ MaKpOAHIUTE NOBAHABAT METa00MIM3Ma Ha TEPYEHAAMH, KOETO BOJAH 0
[IOBMIlIABAHE HA MIa3MEHHTE MY HHBA H C€ CBBP3Ba CbC ChpAEUHH apUTMHH KaTo yab/KaBaHe Ha QT -
MHTEPBAJIA, KAMEPHA TaXUKAPAK, KaMepHa (HubpuiauMs 1 KaMepHO MBXJIEHe U torsades de pointes
(BK. Touka 4.3). B kniuHn4HO w3nuTBaHE npH 14 3apasu A0OPOBOILU, EAHOBPEMEHHOTO MPHIOKEHHE
Ha KJIApHTPOMHLMH U TepPeHAAHH € JOBENO A0 ABYKPATHO U TPHKPATHO NOBHIIABAHE HA CEPYMHHTE
HUBA Ha KHCeNHI MeTabonuT Ha TepdaHaavH U B yawbkaBaHe Ha QT-HHTepBana, KOHTO HE € I0BEN 0
KaKBHTO H J1a € KITHHRUYHO 3HaukBMK edekTH. [loaobnu edextu ca HabnogaBaHKH U NpH €XHOBPEMEHHO
NeveHHe ¢ aCTEMH30J B APYTY MaKpPOIHIH.

Epzomamun/ouxuopoepzomamun

[TocT-MapkeTHHTOBUTE CHODLIEHHA MOKA3BAT, Y€ €AHOBPEMEHHOTO NPWICKEHHEe Ha KNAPHTPOMHLIMH
B eproTaMuH WIH JUXHAPOSPIrOTAMMH € CBBP3aHO € OCTpa €ProTHHOBA TOKCHYHOCT,
XapaxkTepu3upalia ce ¢ Ba30Cna3’bM M HCXEMHUs Ha KpaHHULIMTE H JPYTH THKAaHH, BIIIFOYHTENHO H Ha
[IEHTpaJHaTa HepBHa cHcTeMa. EMHOBpEMEHHOTO NPUIOKEHHE HA KIAPHTPOMHLIMH C TE3H
NI€KapCTBEHH NPOAYKTH € NPOTHRONOKa3aHO (BxK. ToOUKa 4.3).

HMG-CoA Pedyxmaznu unxubumopu (cmamuniy)

Ennospemennara ynotpeba Ha KNapUTPOMHLIKH C JIOBaCTaTHH WIH CHMBACTATHH € NMPOTHBOIOKA3aHa
(B3K. TOuKa 4.3), THH KaTO TE31 CTATHHHU ce MeTabonu3upar ekcTeH3HBHO pe3 CYP3A4 u
eHOBPEMEHHOTO JICYEHHE ¢ KNAPUTPOMHLIMH NOBHILIABA TAXHATA IIA3MEHA KOHLIEHTpALHA, KOETO
MOBHILABA PHCKA OT MHOMATHA, BKIIOYHATENHO padbaoMuonusza. Ciyyau Ha pabAOMHONHK3a ca
cpOOIABAHN TTPH NALMEBTH NPHEMALIH KIAPHTPOMHLIMH €IHOBPEMEHHO C TE3H CTATHHH. AKO
NIEYEHHETO C KITAPUTPOMHLIMH He MOXe Ja Onle H3berHaro, Tepanuara ¢ JOBaCTATHH WIH CHMBAaCTaTHH
TpsabBa na ObAe NpEeKpaTeHa o BPpeMe Ha Kypca Ha JICYCHHE,

[IpenopruBa ce BHUMAHKME NPH NPEANACBAHETO HA KIAPHTPOMHUMH M CTaTUHH. B cnyvaH, Koraro
eJHOBpeMeHHaTa YNnoTpeda Ha KIAPHTPOMHLMH M CTATHHH HE MOXKe 2a ObJe Habernara ce npenopr4ea
peanicBaHeTo HAa Hali-HHCKaTa pericTpyHpasa 103a Ha craTHHa. Mojke na ce obmucan ynotpebara Ha
CTaTHH, KOWTO He € 3aBucuM 0T CYP3A meraGomnsem (Hanp. ¢pnyeacraTun). [lanmenrure Tpadsa na
6baatT HabMKOAaBaHH 33 NPH3HALM H CHMITTOMH Ha MHOTIATHA.

EdjexTn HA APYIATE JIEKAPCTBEHH NPOAYKTH BHPXY KJIAPHTPOMHUNBH

JlekapcTaTa, koMTO ¢a HHAYKTOpH Ha CYP3A (Hanp. pudammuims, GeHUTOUH, KapbaMaselHH,
penobapbuTan, KBIT KAHTAPHOH) MOTaT Aa HHAYLHpaT MeTabomin3Ma Ha KiapuTpoMuLivH. ToBa Moske
na I0BeAe 10 CyOTepaneBTHYHH HHBA Ha KIIAPHTPOMHLIKH, BOACIH 10 MOHIKABAHE Ha €(PUKaCHOCTTa
my. OCBeH TOBa, MOXE Ja € HeoOX0ANMO MOHHTOPHPAHE HA MNA3MEHHTS HUBA Ha UHAYKTOPHTE Ha
CYP3A, xouTO MOXKe Aa ca C€ NOBHINWIH Nnopagn HHXuOupaHe Ha CYP3A, oT knapHTpOMHLHH (BX.
CBIIO B CHOTBETHATa NPOAYKTORA HHOpMALMA 32 npunoxkeHHeTo Ha uHxuburopure Ha CYP3A4),
EnHoBpeMeHHOTO TIpHIaraHe Ha pudadyTUH B KIapUTPOMHLMHE MOXE Ja JOBEAE N0 NOBHINIABAHE HA
CEPYMHHTE HHBa Ha pu(abyTHH K HAMAIABaHEe HA CEPYMHHTE HHBA Ha KJIAPHTPOMMIIMH KaTO
CHIUIECTBYBA W NOBHILIEH PUCK OT YBEHT.

3a CNeAHHUTE NEKAPCTBA € H3BECTHO WM CE MOAO3HMPA, Y€ OKA3BAT BAHIHHE Ha LHPKYJIHpalIUTE
KOHLIEHTpALHK HA KapuTpoMuIuH. Hanara ce kopurapane Ha A03aTa Ha KNTapHTPOMHKLHH HIIH MOXE
Aa ce HAJIOXKH pas3ie)kaHe Ha ANTepPHATHBHY leueHHus. ‘

Edasupeny, nesunapun nu uhabymun u puhanenmun
MoiuHs HHAYKTOPH Ha LToXpom P 450 cucremara karo edaBupeHL), HEBHIIapHH, PH(
pudadyTHH 1 pudaneHTHH MOTaT Aa 3aCKIAT MeTadONH3Ma Ha KIAPUTPOMHUIHH H
IUIa3MEHHTE MY HHBA, KaTo nosuinarar Te3u Ha 14-OH-knapurpoMHLMB, ChUIO0 MUK
akTuBeH MeTabonuT. Thil KaTo MHKpPOOHOIOTHYHATA AKTHBHOCT HA KIAPMTPOMHLIMH




KJaPUTPOMHLMH € pa3jIMyHa 34 pa3THYHHTE OaKTEPUN, KENAaHHUAT edeKT Moxke Ja ObAe BNOLISH TIPH
€HOBPEMEHHO MPUNAraHe HA KIapPHTPOMHULIMH U €H3HMHH HHIYKTOPH. |

Empasupu :

ExcnosnumsTa Ha K1apuTPOMHLIME € HAMAJICHa 4pe3 eTPaBHPHH, BBNPEKH TOBA KOHLICHTPALMATA Ha
akTueHuA MeTabonuT 14-OH-knaputpomuunH, € nopuiieHa. Toii kato akTuBHocTTa Ha 14-OH-
KJIapHTPOMHUHH cpeily Mycobacterium avium complex (MAC) € HamaneHa, gNOCTHATA AKTHBHOCT
Cpelly TO3H NAaTOoTeH MOKE Aa Oble NOBNMAHA, TOPAAM KOETO TpAOBa Ja ce 0OMHCIH aNTePHATHBHO
NEYeHNe ¢ KaapuTpoMuuuH cpemy MAC.,

Daykonazon
EnnoBpeMenHoTO npuiiokeHne Ha gaykonason 200 mg aHeBHO n knapuTpoMuuuH 500 mg aga neTH

JHEBHO IIpH 21 3apaBu NoOpOBOIILA € JOBENO A0 TIOBHINABAHE HA CPEHHTE MHHMMANHH PaBHOBECHH
KoHNEeHTpauuy (C,,) Ha KIAPpHTPOMHLHH M oitra noa kpuBara (AUC), ceoTBeTHO ¢ 33% 1 18%.
PaBHOBECHHTE KOHLICHTPALMK Ha aKTHBHMA MeTabonuT 14-OH-knapuTpoMHUKMH HE Ca MPOMEHEHH
JHAYUTEITHO NPH €AHOBPEMEHHOTO NpHIoKeHHe ¢ (u1ykoHazon. He ce Hanara ajaantHpaHe Ha A03aTa
Ha KIapUTPOMHMLIHMH.

Pumonaeup

(DapMakOKMHETHYHO MPOYYBAHE € AEMOHCTPHPAINO, Ye eAHOBPEMEHHO NPHEMAaHE HA PUTOHABUD

200 mg na BCEKH oceM vaca u knapurpoMuUHH S00 mg Ha Bcexn 12 yaca € qoBeno 40 3HAYMTEIIHO
NOTHCKaHe Ha MeTaboNKH3Ma Ha KinapuTpoMulMH. MakciuManHaTa koHneHTpaius (Cmax) Ha
KJIapHTPOMHLKH € nosutueHa ¢ 31%, C,i, - ¢ 182% u mnoinra nox xpueata (AUC) - cee 77% npu
eAHOBPEeMEHHO npHeMaHe Ha puToHasnp. HabnioaaraHo e nbaHo noTHckarve Ha obpa3yeaHeTo Ha 14-
OH-xnaputpomuumn. Ilopaau IMPOKHA TEpaneBTHYEH NPO30pPel] HA KIAPHTPOMHLIHH, NPH HALMEHTH
¢ HopMasiHa OB0peuna ¢GyHKIMA He ce Hallara HaMIABaHE Ha J03aTa. BhIpeku ToBa, NpH [AIMEHTH C
O16peuno yBpexaane, TpadBa ga ce 0OMMCAM CAEAHOTO: MPH MALKMEHTH C KPEATHHHHOB KJIMPBHC OT
30 no 60 ml/min no3aTta Ha KNapHTPOMHULIMH TpadBa fa ce Hamand ¢ 50%. Ipyn nammenTn ¢ KK <

30 ml/min ao3aTa Ha KI1apUTPOMHUMH Tpa0Ba Aa ce HamanH ¢be 75%. J[o3H, NO-BHCOKM OT 1 g AHEBHO
He TpadOBa Aa ce NMPWIArat 3aeJHO ¢ PUTOHABHP.

[ToaobHu KopekLHy Ha Jo3aTa Tpadra Aa ce OOMUCAAT IPH NarMeHTH ¢ HamaneHa OBOpeuHa
(dyHKUHSA, KOTATO PUTOHABHUP €€ H3MON3Ba KaTo papMaKOKMHESTHYEH YCHIBaTen ¢ apyra HIV
MPOTEA3HH HHXHOUTOPH, BIJTIOUHTEIHO aTazaHaBHp H CAKBHHABHP (BXK. pa3ieia no-A0my,
ABYTOCOYHH JIEKAPCTBEHH B3aUMOACHCTBHA ).

Edexrn na K1apuTpOMBEHH BLPXY APYIH JiEeKAPCTBEeHH NPOAYKTH

Bzaumoodeiicmeus. 6azupany na CYP34

EnHOBpEMEHHOTO NMPHIIOKEHHE HA KIAPHTPOMHULIMH, 34 KOWTO € H3BecTHO, ye HHxHOHpa CYP3A u
JeKapcTea, MeTabonu3HpaHH oCHOBHO ¢ nomomTa Ha CYP3A, Mmoxe a foeene 10 NOBHIIABAHE
KOHUEHTPALKMHTE HA TE3H JIEKApCTBa, KOETO AA MOBHIIH HITH YABIDKH, KAKTO TEparneBTHYHHUS, TaKa K
HeXXeNaHuTe eeKTH Ha eTHOBPEMEHHO NIPUIAraHUTE ¢ KIAPHTPOMMIMH NekapeTsa. KnapurpoMuuun
TpsAOBa Aa ce mpunara ¢ MOBHLICHO BHHMAHHE TIPH NALMEHTH HA NEYSHHE C APYTH JIEKapCTRa, 32 KOHTO
€ U3BECTHO, Y€ ca eH3UMMHH cyOcTpaTh Ha CYP3 A, ocobeHO axo Te HMaT TECHH rpaHHIM Ha
bezonacHOCT (Hanp. kKapbaMazenuH) W/HIN ce MeTabOIH3NPAT EKCTEHIUBHO OT TO3H €H3HUM.

Moxxe na ce 0OMHCAHM NPOMAHA Ha N03aTa, & KOraTo € Bb3MOXKHO U PEAOBHO MPOCIACAABAHE Ha
CEpYMHHMTE KOHLICHTpallHH Ha jJiekapcTeara, MeTabonusnpanH npeaumuo or CYP3A, npu nanuenrure
NpHEeMalilH eAHOBPEMEHHO KIApHTPOMHLIHH. i —

Cneanure nekapcTBa WIH Kiacope ce Metabonmsupar ot ¢biiute CYP3 A H30eH3UM
kapbaMasenuH, UMIOCTa30i, HU3ANPH], HHMKIOCTIOPHH, TH30NIHPAMHK], €proTaMHHO
JIOBACTaTHH, METHATIPEAHH3ONIOH, MHA30JIaM, OMETIPaso, MEPOPAIHA aHTHKOAryJl
BaphapHH, BXK, TOUKa 4.4), aTHIMMYHKY AHTHIICMXOTHIH {HaIIp. KBETHATIHH), THMO3



pudabyTuH, cunacHadui, CHMBACTATHH, TAKPOAHMYC, TEpPeHaIUH, TPHA301aM B BUHOIACTHH,
JlexapcTBa, KOUTO B3aUMOIEHCTBAT upe3 NOAOOHH MEXaHU3IMH ¢ JAPYrd H30€H3UMH OT LIMTOXPOM
P450 cucreMata, ca PEHUTONH, TCOPUINH H BAINPOAT.

Anmuapumnmuyu

CrhlllecTBYBAT NOCTMAPKETHHTOBM cxoﬁmennn 3a torsades de pointes, HacThNBALIK NpU
eAHOBPEMEHHO MPUNOXEHHE Ha KIIApHTPOMHLUMH ¥ XHHHAWH WK AH3onMpaMua. [ipy ¢ JHOBpEMEHHO
[puarase Ha KIApUTPOMHLIMH ¢ TE3H JIEKapCTRa, EeKTpoKapaxorpamure TpabBa jxa ce Haﬁmonaaar
3a yawsinkagane Ba QT-unrepeana. I1o BpeMe HA TEUEHUETO C KIAPUTPOMHULIMH TpAGBa Ja ce
MOHHMTOPHPAT CEPYMHHUTE HUBA HA XUHHIKH W JAH30NApAMHI.

HMa nocT-MapKeTHHIOBY ChOOIIEHHA 33 XUITOTJIMKEMUA NPH €AHOBpEeMEeHHUs NpHEM Ha

KIapUTPOMKLUMH M Ju3onupaMuil. Ilopaan ToBa HABaTa Ha KpbBHATA r10K03a TpAOBa na ce
NpOCIeAABAT IO BPEME Ha €AHOBPEMEHHHS NPUEM Ha KIAPUTPOMKLUKH H AH30THPaMH]I.

Ilepopannu xunoznuxemuuny azemu/Yncynun

C onpeneneHy XUNOTIMKEMHYHH JIEKAPCTBA KATO HATCIJIMHMJ, H penamuﬂn,u, MOKe Aa ce Habnoaara
UHXubuHA Ha eH3uMa CYP3 A, koeTo MOXKe J1a NPHYMHH XHIIOTJIHKEMHS TIPH eTHOBPEMEHHATA UM
ynotpeda ¢ KnaputpoMULIMH. HeoOX011MM0 € BHUMATENHO NpocieAsBaHe Ha HHBATa HA IMIOKO3aTa.

Omenpazon
Knaparpomuuus (500 mg Ha ecexu 8 yaca) e npunarad B koMOHHaLps ¢ omenpason (40 mg qHEBHO)

Ha 3/IpaBH BB3PACTHH KA. PaBHOBECHUTE TUTA3MEHH KOHLICHTPALMH Ha OMENPa30ll Ce yBe/IHYaBaT
(Caxs AUC¢-24 u tl/5 ce yenuuanar ¢ 30%, 89% u 34%, CHOTBETHO) NPH €AHOBPEMEHHO NPHIAraHe
Ha KnapuTpoMHLMH. CpeaHara 24-yacoBa croiHoCT Ha pH e Omna ot 5,2, koraro omemnpason e oun
MIPUJIAraH CaMOCTOATENTHO H 5,7, Korato oMenpaszon € 6w npuiaral ¢ KJIapHTPOMHLIHH.

Cunoernaghun, madanaun u eapoenagun

Bcekn enun ot Te3n docoauectepazii HExHOHTOpH ce MeTabGonusupa mose otuacti o1 CYP3A,
xato CYP3 A moxe na 6b1e naxnbnpaH npH e AHOBPEMEHHOTO MPHIOKCHHE Ha KJIAPUTPOMULIAH.
EnHOBpeMEHHOTO MPHIOXKEHHE Ha KIAPDHTPOMHULIMH ChC cueHadni, Tagaiadmn 1 sapaeHadH,
0OHKHOBEHO BOAH A0 MIOBHIIABAHE €KCIIO3NUMATA Ha ocdoanecTepasHua HEXHOUTOD. [IpH
eAHOBPEMEHHOTO NPHJIOKEHKHe Ha cunaeHadwi, Taganadun u BapacHad®ua ¢ KI1apuTpoOMHLUHH TpAOBa

Aa ce oOMHCIHY Bb3MOKHOCTTA 32 NOHMKABAHE A034aTa Ha ITbPBHTE.

T ead_)muu, Kapbamazenun

Pesynraty oT KAMHMYHH NPOYYBaHHA NOKA3BaT, Y€ ChUIECTBYBA YMEPEHO, HO 3HaunTenHo (p<0.05)
NOBHLLIABAHE HUBATA HAa UMPKYAUpaLnua Te0dHIMH HWin KapOamaserniH, Korato eIHO OT Te3H
JI€KapCcTBa Ce NpRIara eAHOBPEMEHHO ¢ KIapUTpOMULIMH. Moke Aa ce HAIOKH NOHIKABAHE Ha
J03aTa. '

Tormepooun

MeTabonu3MbT Ha TONTCPOAMH Ce OCHINECTBABA MPEUMHO ¢ noMoLnTa Ha 2D6 uzodopmarta Ha
uuroxpom P450 (CYP2D6). Benpeku Toa, ipH nonynaimaTa ¢ jmnca (Hegoctur) Ha CYP2D6,
MetabonnameT ce n3pspliBa ¢ nomoiurra Ha CYP3A. Ilpu tasu rpyna, uaxubupasero Ha CYP3A
BOJIH /10 3HAYHTENHO NO-BHCOKH CEPYMHH KOHLEHTPAUMH Ha TonTeponuH. Moxe na e HeoOXoaumo
HAMAJISBAHE 03aTa Ha TONTEPOAHH B NIPHUCHCTBHETO Ha CYP3 A uHXUOHTOPH, KaTO KAapHTPOMHIIHH
npM nomynauuaTa Ha ciabn Metabonuzaropu Ha CYP2D6.

Tpuazonbenzoduazenunu (HaNP. APAZOAAM, MUOAZONAM, MPUAZORAM)
Koraro Mupazonam ce npunara 3aeHo ¢ KJIapUTpoMULMH Tabnerku (500 mg aea muTH
Ha MHAZa3051aM € MOBHINEHO 2,7-ITBTH CN¢J HHTPaBEHO3HO NPHUIOKESHWE HA MHIA30.
NEepopaHO NpUnoxeHHe. ENHOBpeMEeHHOTO NPHIOKEHHE HA NMEPOPAIEH MHAA30
KNapuTpoMUuMH Tpabea na ce u3darea. [Ipy MHTPaBEHOZHO NPHNOIKEHUE HA MU
KIApHTPOMHLIMH, ALMEHTHTE TpsAOBa fa ObAaT peJoBHO HAGMIONABAHH ¢ OTTIE] €
Ha 2103aTa.




ChluMTe NpeaAna3HyA MEPKH TpAOBa fia Ce IPUIOKAT H N0 OTHOIIEHHE HA APYrMTe DeH30AMazeNTHHH,
merabomazupany ot CYP3 A, BxnounTenHo TpruasonaM H annpasonaM. IIpH 6eH3oaHazenHMHNUTE,
YHeTO CIHMHHHPaHE He € 3aBBcHMO oT CYP3A (Temaszenam, HUTpazenam,jopazenamM) He ¢e OYaKkea
B3aUMOJSHCTBHE C KIAPUTPOMHLIHH.

Hma nocT-MapkeTHHroBH CHOOILEHUS 3a JIEKapCTBEHH B3auMoaeiicTeis H eeKTH BbpXY LEHTPAITHATA
nepeHa cuctema (1{HC) (vanp. coMHONEHTHOCT U 0OBPKAHOCT) NPH €AHOBPEMEHHOTO MPHJIOKEHHE Ha
KNapUTPOMHILIMH H Tpyasonam. IIpenopsuBa ce npocnengpale Ha NalHEHTHTE TIO OTHOMICHHE Ha
NoBHINaBaHe Ha (hopMakonornunnTe edextn pLpxy L[HC.

NIPVI'H JIEKAPCTBEHH B3AHMOIEHCTBHS

AMUHOZIUROZUOU

Heobxoaumo € BHUMaHHE OTHOCHO €IHOBPEMEHHOTO MPHIIOKEHHE Ha KIAPHTPOMHLIMH ¢ APYTH
OTOTOKCHYHH JIEKapCTBa, OCOOEHO ¢ AMHHOITHKO3UAH {BK. TOUKA 4.4).

Komxuyun

Konxuumn ¢ cyberpar kaxro Ha CYP3 A, Taka u Ha ediyKcHaTa TpaHCHOpTHA cHcTeMa P-
riuxonpotenH (Pgp). HasecTHO €, e KIapHTPOMMIIMH H OCTAHAIATE MaKPOIHAM ca HHXMOMTOPH Ha
CYP3A u Pgp. [Ipn eaAHOBpEMEHHOTO NpIIOKEHHE HA KITAPUTPOMHLIMH H KOIXHIHH, HHXHOMPAHETO
Ha Pgp w/umi CYP3 A oT KNapMTpOMHIMH MOXE 112 AOBEAE N0 NMOBHILABAHE EKCIIO3HIIMATA Ha

konxHuuH. Ilaunenture Tpabea ga GbAaT npocienapaHH 3a NOSBaTa Ha KIMHHYHH CHMNITOMH Ha
KONXHMLHHOBA TOKCHUYHOCT {BXK. TOUKM 4.3 U 4.4).

gHEOKC HH

Cumnra ce, ue AMroxcHH € cybeTpar Ha eduiykcHaTa TpaHcnopTHa cucteMa P-rimkonporenH (Pgp).
H3pecTHO €, Ue KnapHTpOMHUMH HHXHOUpa Pgp. IIpn eqHOBpeMEHHOTO NMPpUIOKERHAE Ha
KIapHTPOMHIMH H IHINOKCHH, HHXHOHpaHeTo Ha Pgp OT KNapHTPOMHLIMH MOXKE Ja AOBEIE 10
NOBHLIABAHE €KCNO3UIMATA Ha JUIOKCHH, B NOCTMapKeTUHIrOBHA NIEpHO, ca ChOOILABAHH CTyYaH Ha
NOBHLICHNAE HA CEPYMHH KOHLICHTPALIHH HA JUIMOKCHH NPU NALMEHTHTE, TPHEMAIIH KIAPUTPOMULIHH U
AUrOKCHH. HAKOH OT NauMeHTHTE ca NoKa3aid KIMHHYHA NIPH3HAIH Ha AMTOKCHHOBA HHTOKCHKALIUA,
BKJIFOYHTENHO NOTEHNHANHO daTanHu apuTMHH. CepyMHHTE KOHLICHTPALIHMH HA IHTOKCHH TpaOBa Ja
ObaaT BHAMATENHO NMPOCAeAIBAHH MPH NALMEHTHTE, NPHEMALIH €AHOBPEMEHHO JHTOKCHH H
KJIAPHTPOMMILIHH.

Judosyoun . | |

EnHOBpEMEHHO NEPOpanHO NPUIOKEHHE HA KIapUTPOMHLIME TabneTkn 1 suaoryanH npa HIV -
MHQEKTAPAHH Bh3PAaCTHH NAUMEHTA MOXE Aa AOBEE A0 HAMAJIABAHE HAa CTALHOHAPHUTE
KOHLIEHTPALHH Ha 3MI0BYAHH. THH KaTo KNAPHUTPOMHLIMH TIORINABA MPH YCBOABAHETO HA
€JHOBPEMEHHO NPUIATaH NEPOPAJIHO ¢ HETO 3UAOBYAMH, TOBA B3aMMoeiHCcTBUE MOXKeE J1a Obae Ao
rojisiMa CTereH H30erHaTo Koraro CchlllecTBYBa 4-4aCOB MHTEPBAJl Ha MPHEM MEXAY BCAKO JIEKAPCTRO.
ToBa B3aUMOJEHCTBHE HE CE NPOSBABA NPH Jelia, 3apazenn ¢ HIV, npHeMaliy K1apUTpOMHLMH
CYCTEH3HUsA ChC 3HOOBYAHH WM AUACOKCHHHO3HH. TOBa B2aUMOAEHCTBHE € MaTKO Bepomo, Koraro
KJIapUTPOMHIIHH CE€ NpHIara ype3 HHTpaBeHO3Ha HHPY3HA.

Denumoun u sarnpoam

MMa cOHTaRHH WM MyONMKYyBaHH CHOOLICHHA 3a B3auMoaeiicTeHeTo HA HHXHOMTOpH Ha CYP3A,
BKNIOYHTEJIHO KJIAPHTPOMHIMH ¢ JIEKapCTBa, KOUTO He ¢e Merabdomusupar ot CYP3A (nanp.
hernronH 1 Banmpoar). [Ipenoprusa ce onpeaensHe Ha cepyMHHTE HHBA Ha TE3H JIEKAPCTBA, KOTaTo
ce MpHIarar ¢AHOBPEMEHHO ¢ KAapUMTPOMHALMH. FiMa choOllieH A 3a NOBHINABAHE HA CEPYMHHTE HHBA.

ABynecouHH GapMaAKOKAHETRYHE B3aHMOAclicTBHS

Amazanasup

KnapuTpoMuiMH H aTazanaBup ca cybctpati u unxuburopu Ha CYP3A, koeto
B3aHMoAcHCTBHE, EAHOBPEMEHHOTO IPHIOKEHHE Ha KIapHTpOMHLMH (500 mg




arazaHasup (400 mg BeAHBK ZHEBHO) BOAU A0 ABYKPATHO MOBHINCHHE EKCIIO3HIIMATA Ha
K1apuTpOMHLUMH H 70% nonrokenne ekcnosuiata 14(OH)-xuapoxcH-KnapuTpoMHLHH, apya 28%
nosuwenne AUC Ha arazanasup. Ilopaan mupokus TepaneBTHIeH HHAEKC (Dpo3opew) Ha
KJapUTPOMHLIMH, HE Ce Hanara MIOHIKABaHe Ha A03aTa IpH NallMeHTH ¢ HopManHa Ob0peuna
¢yurims. [Ipu nawpenre ¢ yMepena 610peuna dpyrkupa (kpeaTuauHoB kapsae 30 no 60 ml/min),
103aTa Ha KIAPUTPOMHLME TpAOBa na Gbae namanena ¢ 50%. TIpn nalLMEeHTHTE ¢ KPEaTHHUHOB
KIMpBHC <30 ml/min, ao3aTa Ha KIapUTPOMHULIKH TpgOBa Aa Obae HamManeHa ¢ue 75% npu
H3MOA3BAHETO HA MOAXOAAIA JieKkapcTBeHa opMa Ha KIapuTpOMHLMH. /1034 Ha KNapuTPpOMHLIMH, NO-
BUCOKH OT 1000 mg nHepHO He TpAOBa Aa ce NPMIaraT 3a¢AHO ¢ TIPOTea3HH HHXHOHUTOPH.

baoxepu na xanyuesume xanany
Hz3nckBa ce BHUMaHHE NPH eAHOBPEMECHHHS MIPHEM Ha KIAPHTPOMHLIHE K OJIOKEPH Ha KalllHEBUTE

KaHaiH, MeTabonusupany ce ot CYP3A4 (Hanp. sepanamun, aMI0AMIKH, JHITHA3EM) MOPAJIH PHCKA
OT xunoteHsud. IInasMeHaTa KOHUEHTPALMA HA KNAPUTPOMMLIMH, KAKTO H Ha O/I0KePH Ha KaNLWEBHTE
KaHalti, MOXE Aa ¢e NOBULUHK [TOpaay ToBa B3auMoacicTBre. [1pu nauueHTH, NpreMalin
€AHOBPEMEHHO KIAPUTPOMHLIMH H BepanmaMii ¢a HaObMmoagaHu XHNoTeH3us, OpagsHapyuTMHia B
MJIEYHA alH03a.

Hmpaxonazon S -
KnapuTpoOMHLIMH M HTPaKOHAa30J ¢a cyOcTpary u naxuburopu Ha CYP3 A, KoeTo BOAH 10

ABYNOCOYHO B3aUMoieHCcTBHE. KNapUTPOMHULIMH MOJXKE 1a TMTOBHLIH [JIa3MEHHTE HEBA HA HTPAKOHA301,
a UTPAaKOHA30J1 MOXKE Ja MOBHIIH NNAsSMEHUTE HHBA HAa KnapuTpoMHLIKAH. [laupesTHTE, NpHEMalIy
€AHOBPEMEHHO HTPaKOHAa30Jl H KIIApHTPOMHLNEH TpaOea na 6nAaT peAoBHO NpocieadaBaHH 3a
APU3HALIK WIH CHMITTOMH HA TIOBHIIER WIH YAb/DKEeH apMakoNnorHyeH eQekT.

Caxsunasup -
KnapurpomulMH B CAaKBHHABHP ca cyocTpatd u uEMXHOHTOpH Ha CYP3A,; KoeTo e 1oKka3are/icTBO 3a

ABYTIOCOYHH JIEKAPCTBEHH B3aHMOAeHCTBUA. E1HOBpeMEHHOTO NpHIIOKEHHE Ha KNapUTPOMHIIHH
(500 mg aBa rreTH AHEBHO) H CAKBUHABAP (MEKH >KeJIaTHHOBH Kancyau 1200 mg Tpu bTH JHEBHO)
npu 12 3apapn 10GpoBOIILM € A0BENO A0 CTOMHOCTH Ha paBHOBeCHHTe KOHUEeHTpauuu (AUC) u
MakCHMaitHuTe KoHueHTpauuH (C ) Ha cakBUHAaBHP, CHOTRETHO 177% 1 187% MO-BHCOKM OT Te3H
NpH CAMOCTOATENIHOTO NPUIOAKEHHE Ha cakeMHaByp, CtoiiHocTHTEe HA AUC M Cypy HA
KITApHTPOMHLIHH ca Ounn ¢ okoo 40% no-BUCOKH B CPaBHEHHME ¢ TE3H MPH CAMOCTOSTEHOTO
MPUNOXKEHUE HA K1apuTpoMMLIMH. He ¢e Hanara nmpomsaHa Ha 103aTa MPH CAHOBPEMEHHOTO
MPHIOXKEHHUE Ha JIBETE JIEKApPCTBa 32 OrPAaHUYCH NMEPHOJ OT BpeMe, YCTAHOBECHO NO BPEME Ha
NpoYy4YBaHMA MO OTHOLLIEHHE HA J103aTa/NeKapcTBeHaTa hopma. JJaHHHTE OT MPOYYBAHHATA BHPXY
JICKAPCTBEHHUTE B3aHMOACIHCTBHMSA NPH NPIIOKEHHETO HA MEKKTE JKeIATHHOBH KAIICYJIH HE ca
NOKa3aTeNHH N0 OTHOLIEHHE Ha e(heKTHTE NPy DPHUNOKEHHETO HAa CaKBHHABMP niox ropMaTa Ha
TBBHPIH XKEJATHHOBH KANcCysiH. JJaHHHTE OT NPOYYBAHUATA BHPXY JICKAPCTBEHHTE B3aUMOACHCTBHA
NPH NMPWIOKEHHETO HAa HEMOACHIEH CAaKBHHABHUP HE Ca TMTOKA3aTe/IHH 110 OTHOIIEHHE Ha
HabmogaBaHuTe eeKTH NpH IEYEHHETO CbC CakBHHABHP/puTOoHABMP. [IpH e1HOBPEMEHHOTO
TIPHIIOKEHHE C PHTOHABHD, TpAOBA A C& MMAT NpeABy] NMOTEHLIMATHHATE ¢EKTH Ha PUTOHABHP BBPXY

KIAPUTPOMHLIMH.
4.6 Pepruaurter, peMenHOCT H KbPMeHe
bpemenrnocm .

besonacHOCTTa Ha KNApHTPOMHLIMH 3a ynorpeba no BpeMe Ha OpeMeHHOCT He € ycTaHoBeHa. Bb3
OCHOBa Ha NPOMEHIMBH PE3YyJITaTH, MNOJIYYECHH OT MPOYYBAHMA NPH MHLUKH, IUTXOBE, 3afiuy H

[IpelieHKa Ha MOJI3UTE OT JIEUSHUETO CIIPAMO PHCKA.

Kvpmene
be3onacHOCTTa Ha KIapUTPOMHULIMH NO BPEME HA KbPMEHE Ha HOBOPOZIEHH He € 6




KnapuTpoMHUMH ce OTAEIA B MaWYHHOTO MIISKO.
Maiikure He TpAOBa 1a KEPMST MO BpEME Ha JICUEHHETO.

4.7 Edexkru supxy cnocobHoCcTTA 32 modupane H padoTa ¢ MAIHHHE

Hsama naHnn 3a edexra Ha KIIApHMTPOMHLIMH BBPXY CNIOCOOHOCTTa 3a WogwHpaHe WK paboTta ¢
MalIHHH. Bb3MOKHOCTTa OT pa3BUTHE Ha 3aMaiiBaHe, CBETOBBLPTEkK, OOBPKBAHE W NCIOPUEHTALMS,
KOUTO MOraT Aa Bb3HHKHAT clie]y IPUEM Ha NieKapcTBa, TpaOBa aa Obac B3eTa 10 BHUMaHHe Npeau
MaUUEHTHUTE Ja INOPUPAT WK H3N0A3BAT MALIMHH.

4.8 Hexenann JexapcTBeHH Peakmun

a. Ob6obwenue na npodruna na ée3onacnocm

MHOI0 4eCTHTE H YECTHTE HEXKEJIAHH PEAKLIMH, CRBP3aHH C JISUEHHETO ¢ KJIAPMTPOMHLKH KaKTO [OpH
BB3PacTHH, TAKA H NPH NEANATPHYHA MOMynaums, ca GOJKH B KOpeMa, AMapHs, I'aJicHe, HOBPBHLIAHE H
NIPOMEHEH BKYC. Te3H HEXKeNnanu peakiiyi OOHKHOBEHO Ca JIEKU MO HHTEH3UTET U ¢a B CbOTBETCTBHE C
no3HaTus Ipodgun Ha 6€30NacHOCT Ha MakpoONUAHUTE aHTHOMOTHLM. (BK. pa3aen b or Touka 4.8).
HsMa 3HaunMa pa3iivKa B 4eCTOTATA HA TE3W HEKENaHH PEaKUMH OT CTPaHa Ha CTOMAlUHO-YPpEeBHUS
TPaKT, NO BpeMe Ha KIMHAYHNA M3NHTBAHUA MEXKAY MOMYyJIaLMATa IAlMEHTH ¢ WK 0€3 ChIIeCTBYBAIIM
MHKOOaKTepHanHHu UHPEKUMH.

b. Tabnuuno peszoMe Ha Hexcenanume peaxuuu

Tabnuuara no-nony nNokasea HeXKENaHUTE peaklMK, CbOOIEHH NPH KIWHHYHH NPOYYBaHHA H OT HOCT-
MApPKETHHIOBHS ONNUT ¢ KNAPHTPOMBIUH TabNeTku ¢ He3abaBHO ocBoDOXKIaBaHe, rpaHy/IM 3a

- MEPOopaNHa CyCIICH3HA, Npax 3a NEDKEKIMOHEH pa3TBOP, TabneTkn ¢ YAWDKEHO H TabJEeTKH ¢ H3MEHEHO
OCBODOMNK 1aBaHe.

Peakuunte, 3a KOHTO C& CUMTA,Y€ Ca Bb3MOXKHO CBEP3aHH ¢ KJIAPHTPOMHULIMH Ca NOKA3aHU N0 CHCTEMO- -

OpraHeH KJIAC ¥ 4eCcTOTa, KaTo € W3NOA3BHA CJIeIHATAa KOHBEHIIHA:

- MHOro uecTH (= 1/10),

- vecrH (= 1/100 mo <1/10),

- HeuectH (> 1/1 000 no <1/100),

- peaku (= 1/10 000 o < 1/1 000),

- MHOTO peaxH (< 1/10 000)

- ¢ HEH3BECTHA YeCTOTa { HEXKEJTAHH JIEKAPCTBEHH PeaKiLMH OT MTOCT-MAPKETHHIOBHA OIIMT; HE MOKE
na opae olieHeHa OT HAJIHYHATE JaHHH).

I[IpH BCAKO rpyTIHMpaHe B 3aBUCHMOCT OT YeCTOTATA, HEXKEJIAHHATE peaKUMH ca NPeACTaBeHH B HU3XOA 4111

pen N0 OTHOWIEHHE HA TAXHATA CEPHO3HOCT, KOraTo CEPUO3HOCTTa MOXKeE A2 Obae olieHeHa.

YECTH HEYeCTH . C HeH3BeCTHa 4eCToTa

Huadexuuu u Kanangoasa, TlceBnOMeMOpPaHO3EH KOJIHT,
WHOpECTALHH FACTPOSHTEPUT , EPH3HIIET

MHQEKUNK ,BArHHATHY

HHEKIMH
Hapywienus Ha JlepkoneHus, ATpaHynoLMTO34,
KpBBTa U - HeyTpONEeHHS", TPOMOOLMTONICHUA
nmaMpHaTa TPOMOBOLMTONEHHS
cHCTEMA eozuHODUIM
Hapyiuesna Ha CBpPbXYYBCTBHTEIHOCT
HMYHHATa
CHCTEMA
Hapymienus Ha AHOPEKCHS, NOHKEH
MeTaboNH3Ma 1 aneTHT

XPAaHEHETO




On0OpeuyTe H

IlcuxHuHK HHcoMung TpeBoxHOCT, HepBHOCTz, IlcuxMuHO pa3cTpOKCTRO,
HapyLICHUS CHCTOAHHE Ha 0OBPKAHOCT,
Ienepconanu3aLus, Jenpecus,
AC30MPHEHTALIMA, XaJTIOUMHALIHH,
_ HeOOUYAHU CBHHIIA

Hapylwienusa Ha | 3ary0a Ha 3aMasHoOCT, KoHByncuH, areysus, mapocmus,

HEPBHATa BKYCa, COMHOJIEHTHOCT, TPEMOD aHOCMH4, NapecTe3us

cHcTEMA rnasobonue,

HapyieHns
Ha BKyca

Hapynienusa na Bepruro, yepexaaHe Ha I'nyxota

YXOTO U cJyXa, WIYM B YIIHTE

nabupHHTa

Copaeunu Enextpokapanorpadicko Torsade de pointes®, kamepHa

HapYUICHHS yIab/ibkaBaHe Ha QT , TaxuKapous', KaMepHO MEKAECHE
NaNNHTALMH

Cea0BH Xemopamnr

HAPYIICHHS

Pecniuparophm, Enucrakcuc'

TOPasKaMHH H

MEAHACTHHATHH

HAapPYLIEHHA

CToMaLIHO- Huapus®, T'acTpoe3otarnanna OcThp TIAHKPEATHT

YpEBHH TIOBPbIIAHE, pednykcha Goneer', MIPOMEHH B LIBETA Ha €3HKa

HAPYLICHNAA JANCIIECTICHA, FaCTPHT, IPOKTAITMA NIPOMEHH B L{BETA Ha 350HTE

rajeHe, CTOMATHT, TTIOCHT,

KOpeMHa pasayBaHe Ha KopeMa’,

Oonika KOHCTHIIALMA, CYXOTa B
yCcTaTa, OpHIrBaHe,
draryneHys,

Xenaro- AbBHopMHa Xonecraza’, xenatur, Yepuoapobna

OwnHapHH yepHOApOOHa | NOBHILABAHE HA aJlaHHH HENOCTATEYHOCT ,

HaPYIIECHWA dyuxLHs aMHHOTpaHc(epasara, XenarouenyiapHa
NOBHIABAHE HA acnapTar JCBITEHHLIA
aMHHOTpaHc(pepazara,

NOBHLIABaHE HA rama-
CIyTaMWITpaHcdepasa’

Hapymenna na | O6pus, Copbex, yprHKapus, Stevens-Johnson cunapom”,

KOXKaTa H XMIIEPXHPO3a | MaKyJIo-TanysoseH oGpHB” - | TOKCHYHA enHACpMaiHa

NOJIKOAHATA Hexponusa', JlekapcTseH o6pHB ¢

TbKaH cOSHHOMIIHA K CHCTEMHU

cuMmnroMu (DRESS), akHe

HapyiueHua Ha MycKy/HH CasMu’, Pabaomuonmza ', MHONATHA

MYCKYNO- MHANTHSA'

CKEJICTHaTa

CHCTEMA H

CHEMHHTENHATA

ThKaH

Hapywienna Ha




MHKOUYHHUTC

ITTHLIA

Q6w - HepasnonoxeHue®,

HapyLICHHS H NOBHIIEHA TEMNEpaTypa’,

edeKTH Ha acTeHHA, 6onka B IepAUTE’,

MACTOTO Ha BTpHCaHe®, ymopa’

NIPUIOKEHHETO

Hscnenpanus [NosuinaBeHe Ha TToexinaBase ua International
ankanHaradocdarasa B normalised ratio’, yap/kaBane Ha
KPBBTA’, IOBHILABAHE Ha NPOTPOMOHHOBOTO BpeMe
NAKTATAEXUIPOTEHa’aTa B | HEOBUYAEH LBAT HA YpHHATA
KpbBTa®

" HJIP, crho6magany caMo Tpy TabJIeTKUTE ¢ YABIKEHO 0cBoGOKaBaHe
> HJIP, chobiuasany camo IIPU I'PaHyJIMTE 32 NEPOPATHA CYCNEH3Ms

* HJIP, cho6imaBaHK camo rpu TabneTkure ¢ He3aGaBHO 0CBOBOXIABaHE
%63 g, TouKa a)

>7- 10 By, Touka B)

¢. Onucanue na uzbpanu nexcenanu peaxyuu

B Haxow oT crobLIeHHsTa 32 pabJOMHOIH3A, KIAPHTPOMHLMH € IIPHIOKEH €AHOBPEMEHHO ChC
CTaTHHH, PUOPATH, KOMXMLIMH WIH aJIONYPHHOJ (BX. To4Ka 4.3 H 4.4),

HanMue ca nocT-MapkeTHHTOBH CHOOIIEHHA 33 JIEKAPCTBEHH B3aUMONEHCTBUSA U e(eKTH OT CTpaHa Ha
LueHTpanHata HepBHa chcrema (LIHC) (Hanp. comHOneHTHOCT M OOBEPKAHOCT) IIPH €IHOBPEMERHATA
ynoTpeba Ha KIapUTPOMHRIMH H TpHazonaM. Heobxomnmo e HabmoaeHUe Ha MaLMEHTa 3a 3aCHIBAHE
Ha ¢apmakonorauanTe edexry ot [LITHC (Bx. Touka 4.5).

Hma peaxu chobimenns 3a HalMuKe Ha KIAPUTPOMHLIMH TaBIETKH ¢ YABKEHO 0cBOoG0XKNaBaHE B
H3MPAKHEHHATA, MHOTO OT KOHTO ¢4 HACTHITAIHM [IPH NMALMEHTH ¢ aHATOMHYHH (BKTIIOYHTEITHO
WJIEOCTOMA UITH KONOCTOMHA ) MK (DYHKIMOHAIHH CTOMAalIHO-4YPEBHH Pa3CTPOHCTRA ChC CHKPATEH
BT HA NPEMKXHABaHE NIPe3 CTOMAIIHO-YPeBHIA TpakT. HMa Hakonko cb001eH s 3a HaJTHUHE Ha
OCTaThLH OT TabJIETKA NPH HacTHIWIA AHapHA. [IperopbYMTENHO € AUUEHTHTE, KOMTO OTKPHAT
HATTHYHE HA OCTATBIH OT Tab/ieTkaTa B U3NPaXKHEHHATA H HAMAT MoA00peHKe B CECTOSHHETO, 13
NPEMHHAT KbM pasnnvia opmMa KIAPHTPOMHLIME {HanpUMep CYCIIEH3Hs) HIIH Ha ApYT AHTHOMOTHK.

Cnemansa nonmynauns: Hexenanym peakliyy Npy MMyHOKOMIIPOMETHPAHH NALHEHTH (BX. Touka JI)

2. lleouampuuna nonyrauun

Knunuunwte n3anvTBaHus ca 61K NPOBEAESHH C MOMOILITA HA KAAPUTPOMHIMH TIEAHATPHYHA CYCTICH3HA
1pH ZIeLa oT 6 Mecena Ao 12 ronunu Ha Bb3pacT. ETo 3ammo, aeia mon 12-roawimza Bh3pacT TpAOBa Aa
H3M0JI3BAT KIAPHTPOMHULIMH NMEQUaTPHYHA cycrieH3ua. HamMa aocrars4Ho NaHHH, 32 Ja ¢E Mpenopbya
JI030B PeXXUM 32 H3noa3eaHe Ha IV GopMa Ha KIAPUTPOMMIIMH TIPH MALIMEHTH Ha BL3PACT [O-MAJIKH OT

18 rogunHuM.

HecToTara, BHa H TEXXECTTa Ha HEXXEJIAHHTE Peakilii IPH Jiela ce ouaksa Jga 6b4aT ChIIUTE, KAKTO
fIpH Bb3PACTHHTE.

0. [pyzu cneyuannu nonyrauuu

FImynorxomnpomemupanu nayuermu
ITpyu natmentn cvc CITHH 1 ApyrH HMYHOKOMIIPOMETHPAHH MALHEHTH, IEKYBaH
NepopaiHy J02H KJIAPHTPOMHIMH 33 NPOABIDKHUTENEH NMEPHO] 32 MukoGakTepH
¢ OHIIO TPYZIHO Aa CE OTIIHYAT HEKENAHNTE PeakLIMK, CBbP3aHH ¢ KIapHTPOMHI
CIIMH nnm uHrepkypenTHO 3ab0/SBaHE.



Ilpn BBE3pacTHH NauueHTH, HaH-4YecTo cHOONIABAHHTE HEXKENAHH peaKUMH OT NAlMEHTHTE, JIEKYBAKH C
obO1ua sueBHa n1o3a ot 1000 mg 1 2000 mg KIapuTPOMHIMH ¢a GWIM: rajieHe, NOBPLUIAHE, NPOMEHEH
BKYC, KOpeMHa 00JKka, auapui, oOpHB, diaryneHis, riaBo0osHe, 3aeK, HApyLICHHS Ha CITyXa,
NOBHILIABAHE HA CEPYMHATA rITyTaMMHOBA okcanaueTaT TpancaMuuasa (SGOT) u cepymuara rimyramar
nHpyBaT TpaHcamuHasza (CI'TIT). JlonmbaBMTENHU peakiM ¢ HUCKA YSCTOTa Ca 3aAyX, Oe3chHHe H
Cyx0Ta B yctara. Cl1y4auTe ¢a CpaBHHUMH € T€31 Ha nauMeHTHTe, nekysanu ¢ 1000 mg u 2000mg, Ho
OOMKHOBEHO ¢a OK00 3 10 4 METH MO-YECTO 38 Te3H NAallMEHTH, KOWTO NMOTyyasaT o6lla JHEBHA 1032
ot 4000 mg Ha KTAPHTPOMMLIHH.

Ilpu Te3u MMYHOKOMIIPOMETHPAHU NALHEHTH, OLEHKHTE Ha 1abopaTOpHMUTE CTOHHOCTH €A HANIPABEHH
ype3 aHa/IH3 Ha CTOHHOCTHTE H3BBH CEPHO3HO abHOpMAaNHUTE HHBA (T.e. KpalHO BUCOKH HJIH HUCKH
IpaHHIlN) 3a onpezieneH TecT. B3 0CHOBa Ha Te3M KpHUTepHH, npH 0Koo 2% a0 3% or Tesn
NauMeHTH, KouTo ca nonyvyasany 1000 mg unn 2000 mg knapuTpoMHIMH JHEBHO, ¢a HANM1E
cepuo3HOo abHopMaHO noBHilleHH HUBA Ha SGOT u SGPT u abHopMmanHo HUCHK 6poii 6enH KpEBHH
KIeTKy 1 TpoMOouuTH. [1o-HHCHK IIPOLIEHT OT NALMEHTHTE B TE€3M JBE A030BH TPYIIH, ¢ HMAIH CHINO
NMOBHLICHH HUBA Ha yped B KPBbBTa. Masiko [0-BUCOKO 3a4ecTABaHE HA a0HOPMHH CTOMHOCTH 22
BCHMYKH NapaMeTpH ca oThensA3aHu NPU NALMEHTH, KOUTO ca nory4daank 4000 mg auerHo, ©
H3KTIOYEHHE HA OCIHTE KPBBHH KIETKH.

CrofuiaBate Ha NOAOIMPAHK HEKENAHN PEAKIIAN

CrobumapaHero Ha NOJO3HPAHH HEXENIAHH peaKLIMH clie/l pa3pelnaBaHe 3a ynorpeda Ha TeKapCTBEHHA
NPOAYKT € BaxkHO. ToBa No3BOJABA fa NPOABIDKH HAOMOASHHETO HA CHOTHOINEHHETO MON3a/PHCK 34
NIeKapCTBeHUA NPOoAyKT. OT MEAHLMHCKHTE CNCLMATTHCTH C€ H3HCKBA Aa ChodIaBaT Begka
NoaO3HpaHa HeXKeNnaHa peakLns |

HamrennuTenna arennuMa no nexapersara ya. ,.Jaman ['pyes” Ne 8

1303 Codusa

Ten.: +35 928903417

yebeaiiT: www.bda.bg

4.9 Ilpenozmpane

CUMIITOMM
ITony4yeHuTe chobIIEHNHA OKA3BAT, Y€ NPHEMET Ha rOJIEMH KOIHYECTRA KIAPHTPOMULIMH MOXeE fa

AOBEAE A0 NIOABATA HA CTOMAIIHO-YPEBHH CHMITTOMM. [IpW eguH nan@eHT ¢ aHaMHe3a 3a GuronapHo

pa3cTpoHCTBO, MPHEN OCEM IpaMa KIapUTPOMMLMH € HabmoaapaHo NocieABalle HapylueHue Ha
MEHTAIHHTE QYHKUHHA, apaHOMAHO NOBEACHHE, XHMOKATTMEMHS H XUTIOKCEMHA.

IlpeanpreMate Ha MepKH .

Hesxenanvre peaxipy, Npuapy KaBaiiy Ipeo3HpaHeTo, TPAORA Ja ce NeKyBaT ¢ NOMOIITA Ha
CTOMAIlIHA NPOMMBKA 33 ENMMHHHMpaHE Ha HeabcopOHPpaHOTO JIeKapCTBO M NOAIBPIKALIN MEPKH.
KakTo nps ocranannTe Makpo/iMy, HE ce O4aKBA CEPYMHHTE HHBA HAa KJJAPUTPOMMLIMH /1A CE
NOBJHAAT 3HAYMTENHO NPH XeMOJHAIN3a UK NEPHTOHealTHA TUAJIH3a.

B cayuail na npenosupane knaputpoMunuH LV. (npax 3a pa3TBop 3a HHXKCKIHMH) TpAGBa 11a ce crpe H
72 ce NPEANPHEMAT BCHYKH HEOOXOMMH NOATBPKAIll MEPKH.
5. ®APMAKOJOIHYHHM CBOMCTBA

3.1 PapmakoxHHAMHIHH CBOHCTBA

{dapmakonoruyHa rpyna: aHTHHHMEKIHO3HHU 3a CUCTEMHA YNIoTpeda, MakpoJ
ATC kon JO1FA09.




Mexanuzvm na oeticmaue

KitapuTpoMHLUMH € MaKpONHIEH NOMYCMHTETHYEH ACPHBAT Ha €PUTPOMHUIIMHA. MaKpoIHaHTE &

cBBp3BaT 00paTuMo ¢ P-uenrepa Ha S0S pubozomHara cybenunnna 1 HHXHMOGHpAT OeNTHYHNAS CHHTES.

B pesynTtar Ha TOBa c€ NPEKbCBa BOPMaNHOTO GPYHKLMOHHpaHe Ha 6aKkTepHalHaTa KaTKa.
bnaronapenne Ha TeBpAE pasHOOOpa3HaTa CTPYKTYpa Ha pHOO30MHTE B MOBEIIKATA KIIETKa,

CEBP3BAHETO HA MaKPOIUIUTE ¢ Te3H pHOO3OMH € IPEAOTBPATEHO U TOBA BEPOATHO € NPUYMHATA 32

HHACKaTa TOKCHYHOCT HA MAKPOJIHANTE NPH XopaTa. XnopamMPeHNKo) H THHKO3AMHINTE B ChIUMTE

GakTepuH Ce€ KOHKYPHPAT ¢ MaKpOJIMAUTE 3a CBLP3BaHe Ha P-MscTO, KOETO BOJAM 10 AHTArOHHCTHYHO

IEeHCTRHE.

OcBeH KIMapuTPOMHLIMH HETOBUAT METa0O0MUT 14~ XMAPOKCHKIAPUTPOMULIMH € Chilo edpekTHBeH. Toit

€ ABa MHTH N0 €(pEKTHBEH OT KIAPHTPOMHULIMH IO OTHOWeHUEe Ha Haemophilus influenzae.
OCHOBHOTO AeHCTBHE HAa MaKpOTUAUTE € HAKTEPHOCTATHYHO, HO TO 3aBMCH OT KOJTHUECTBOTO Ha
Makponaa, opos Ha GaxrepuuTe U (hazara Ha XKM3HEHHA [IHKBJ, B MOMEHTA, B KOITO € BhBEACH
aHTHEUOTHKBT. [Tono6HO Ha APYTHTE MAKPONUAH, KNapUTPOMHLIMH MOXKE 1A AcicTha 1
SaxtepunuaHo. Toit okasea OakrepuuuacH edeKT BbPXY Streplococcus pyogenes, Streptococcus
prneumoniae u Moraxella catarrhalis.
CBbBpEMEHHHTE M3C/ICIBaHUA C CPUTPOMHUIMH Ca ROKA3AIH, Y€ Hail-J00pHAT HHAUKATOP 33
MPOTHO3HpPaHe ¢EKTHBHOCTTA Ha MAKPOJMANTE, € BPEMETO 34 JOCTHIaHE Ha KOHLIEHTpaLKns,

Haasuasama MIC.

Aumubaxmepuanna egpexmusnocm

KnapuaTpoMHLMH AeficTBa OAKTEPHOCTATHYHO H OaKTEPULIHAHO IO OTHOINIEHHE HA rojuiM Opoii rpam-

NIONIOKUTENHH ¥ IPaM-OTPHLIATENIHU OaKkTepPHH, KOWTO Morar aa 6paaT agpodH, aHaepobn win
dhaxynTaTHBHH aHacpOoOH, ApyrH OakTepru (MHKOIL1a3MH, ypearniazMH, XJIaMHAWH, IErHOHEIH) H

ATHITHYHH MHKOOAKTEepHH.

Tabauna 1. bakrepru, HyBCTBUTENHH KBM KNapHTPOMHLIKH

Aepobnn,

-Anaepoﬁnn 6axkTepHu

Staphylococcus aureus

AcpoOHH rpaM-noJIeKHTE NN

OaxkTepHn I'pamM-oTpHDATEIHA BaKTEpHR

Streptococcus pyogenes Haemophilus influenzae I'pam-nonoxnarenny
DaxTepun

Streptococcus pneumoniae Moraxella catarrhalis Eubacterium spp.

Methicillin-susceptible Legionella pneumophila Clostridium perfringens

Streptococcus agalactiae Neisseria gonorrhoeae Peptococcus spp.
Streptococcus viridans Helicobacter pylori Peptostreptococcus spp.
Corynebacterium Spp. Campylobacter jejuni Propionibacterium acnes
Listeria monocytogenes Bordetella pertussis
Bacillus spp. Pasteurella multocida I'pam-oTpunaTean
OaxTepHH
Bacteroides spp.
Bacteroides fragilis

Prevotella melaninogenica

| JApyra MEKpOOPraHH3IMH

[Ipn onpenensHe YYBCTBUTENHOCTTA Ha GaKTEPHHTE CNPAMO KIAPHTPOMHLIMH €
CTaHAApTH3UpaH MeTon Ha Oasara Ha paspexaane (NCCLS). Enun Mukpoopranu
KbM KapuTpoMHLUMH, ako MIC e <2 pug/ml, a pesucrenred npu MIC < 8 pug/mi.

Chlamydia pneumoniae Mycobacterium avium complex
Chlamydia trachomatis Mycobacterium fortuitum
 Mycoplasma pneumoniae Mycobacterium chelonae
Ureaplasma urealyticum Mycobacterium kansasii
Borrelia burgdorferi Mycobacterium xenopi P
Toxoplasma gondii Mycobacterium leprae "




BKIIOYHTENHO Streptococcus pneumonia, rpaHunilata Ha wyBcTeHTeNHOCT € MIC e <0,25 pg/mi n
IpaHHLaTa Ha pe3ucTeHTHocT € MIC > 1,0 pug/mi.

Haemophilus influenzae e uyecreurenen npu MIC< 8 ng/ml u pesucrenren npn MIC> 32 pg/ml.
Iipe3 2004 European Antimicrobial Resistance Surveillance System (EARSS), B xosT0 yyacrsar 28
I'bPKABH MyONMKYBa JAHHH 32 PE3MCTEHTHOCT HA HHBA3HBHUTE LIIAMOBE Ha Streptococcus pneumoniae
3a nepuoga 1999-2002 rog. Obumara pe3sHCTEHTHOCT Ha pneumococci KbM NeHHIMINHE € 10%, KbM
epHTPOMMIIMH 17% 1 6% ca GHIM Pe3HCTEHRTHH KbM TIEHHIWINH M SPUTPOMHLIMH. Pe3HCTEHTHOCTTA
KbM NEHHLUWIHH H ePUTPOMHUMH € Ouna Hali-Bucoka B ctpanute ot IOxna EBponma, no-cneuuanHo
Hcnanus u Opannud, kbaero e 6una 25%.

5.2 <DapMakOKHHETHYHH CBOHCTEA

Abcopbyun

KinapurpoMHluH € cTabuneH B NPHCHCTEHE HA CTOMAIHA KMCENMHHA. BHOHANHYHOCTTA MY €
npuOAK3KHTEAHO 55% OT NIEpOpaIHO NIPHETATA A03a. XpaHara Moxe Ja 3abaBH pe3opbLuMaTa, HO HE
NPOMEHS CBINECTBCHO OHOHATHYHOCTTA HA KAApHTPOMKLMH. Okos0 20% OT KIapHTpOMHLMH Obp30
ce MeTabonuaupar A0 14-XHAPOKCH KNapHTPOMHLINH, CEC ChIHA 6HOoMoTHYEH eeKT, KaKkTo NpU
KJIapHTpoMHLHMH. [1pH 31paBu A0OpOROIILIM Ca YCTAHOBEHH CEPYMHH KOHLICHTPALHH,
NPONOPLIMOBATIHH Ha KONHYECTBOTO NpHeTa fo3a. [IpenaparbT AOCTHra MAKCUMAIHH CEPYMHH
KOHUEHTPALHH 33 NO-Manke oT 3 gaca. Cnea eqMHIYHA nepopanHa ao3a oT 250 mg KiapuTpoMHLIHH,
cpeaHHuTe koHLeHTpauwH ca 0,62 pug/ml no 0,84 ug/ml, a cnen equnuina go3a or 500 mg, Te ca Gunm
oT nopsaabka Ha 1,77 po 1,89 pg/ml. CrorBeTHHTE KOHUEHTpALMK Ha 14-xuapokcH MeTabonuTa ca OT
0,4-n0 0,7 pg/ml caen npuem Ha ao3za ot 250 mg u ot 0,67-0,8 ug/ml cnen nosa or 500 mg.
CTOHHOCTHTE Ha IUIOLITA MO KPHBATa Ha CEpyMHATa KOHIIEHTpalHa BB BpeMeTo (AUC x Bpeme) ca
4 pg/ml x h cnen npxem Ba no3a ot 250 mg u 11 pg/ml x h cnen npuem Ha noza or

500 mg.

Cren MHOTOKpaTeH NPHEM Ha 034 oT 250 mg KIapHTPOMHLKE ABa ITBTH JHEBHO, pABHOBECHA
KOHLICHTpALMS Ha KJIAPUTPOMHIIUH C€ AOCTHIa CNEJ NMeTaTa 4034, ¢ MAKCUMAIHAa KOHIIEHTpallMg Ha
KJapUTPOMHLMH 1 ug/ml 1 Ha 14-xuapokcHKIapATpOMHLMH 0,61g/ml.

MaxkcHManHHTE PAaBHOBECHHM KOHLIEHTpAlMH TNIPH Jella, NpHeMAallH KNapHTPOMHLMH non ¢opMa Ha
opanua cycnensus B A03u 7,5 mg/kg 2 neTH AHEBHO Ha BCeKH 12 uaca, ca or nopaabka Ha 3 ug/ml ao

7 pg/ml, a croTBETHHTE KOHIEHTpaLuK Ha 14-xuapokcuMeTabonuTa ca ot 1 pg/ml go |

2 ug/mi.

Pasnpeoenenue

Maxpoauaure ca ¢ HUCKA CTENEH Ha HOHM3alMA K ca MACTHO Pa3TBOPHMH, KoeTo obycnasa aobpoTto
MM Pa3NpOCTPAHEHHE B TENECHHTE TEUHOCTH H ThKaHH. OBHKHOBEHO KOHIIEHTPAlLMKTE Ha
KJIAPHTPOMHLUHH B ThKaHHTE ca 0k00 10 IFETH O-BHCOKH OT CEPYMHHTE KOHLEHTpalMK. Bucoku
KOHLEHTpalMH ¢a ycraHoBedH B Oenure apodose (8,8 mg/kg), cnmeuupre (1,6 mg/kg), imrasHuara Ha
HOCa, KO2XKaTa, CAIOHKATA, AJIBEOJIAPHUTE KIACTKH, XPAYKHTE H CpeaHOTO yXx0. O6eMbT Ha
pasnpeaesicHUe Ha KNApUTPOMHLIAH TIPH 3ApaBy A0OPOBOJILM ClIeA MPHEM HA €JMHHYHA 1034 OT

250 mg wiwm 500 mg e crotBeTHO 226 M0 266 L wnu 2,5 Vkg. OGeMbT Ha pasnpeaencHue Ha 14-
XAPOKCH KIapuTpoMHULHH € 304 xo 309 L. KnapurpoMuiidH ¢e CBbp3Ba B MAJIKa CTENEH U 00paTHMO
ChC CEPYMHHTE NPOTEHHH.

Memabonuzem u erumurnupane
Knapurpomuupe ce metabonuaupa B uepHus apod. YcranoBeHH ca Half-manko 7 Mmerabonura. Haii-
BaJKHAAT € 14-XHAPOKCHKIIAPHTPOMHULIHH, KIapATPOMUIIMH ce eKCKpeTHpa ITaBHO B YPHHATA N0

dbopMa Ha METAOONHTH WIH B HEMPOMEHEH BHA M B MHOTO MO-MabK NpoLeHT (4%) BLB (heKkalnnTe.
Okono 20% ot nosa 250 mg n 30% ot no3a 500 mg ce enUMHUHAPAT HENTPOMEHEHH B 12
15% ot npueTaTa A03a C& EKCKPETHPAT B YpHHaTa oA opMa Ha 14-XHAPOKCHKIAPHTS

qac a *

Brusnue na sv3pacmma evpxy hapmaxoxunemuxama




Heya u kvpmavema: PesyntaTtiute OT KIMHHYHUTE W3NUTBAHUSA Ca TIOKA3aNd, Ye (papMakOKMHETHKATa
Ha KIApHTPOMMIMH B Z03a 7,5 mg/kg TejiecHO Terno, npyera 2 NbTH ZHEBHO, € NoA0OHA Ha |
(papMaKOKHHETHKATA NPH Bb3PACTHH.

Iayuenmu 6 cmapyecka 6w3pacm: Cnopell OTHETERHTE PE3YATATH MPH NALHEHTH B CTapqec:Ra
BB3IPACT HE CC HAJATa aJanTHpaHe Ha A03aTa, OCBEH B CIIYYAHTE C TEKKO PYHKUMOHAIHO 610peuHo
YBpEXKAAHE.

Bauanue na 3a6onssane evpxy qbapmaxoxunemumm Ciien npreM Ha 200 mg KJapUTPOMHLIMH, IIPH
[MALHEHTH € Texko OBOpeuno 3abonsBane ce HabM0AaABa NIOBUILIEHA MAKCHMAJIHA TUTa3MEHa
KOHUEHTpauusa ¥ AUC M NOHWKEHO CTHMHHHPAHE Ha KIAPUTPOMHLHH B CPABHEHHE CHC 3PABH
Aoc6posoy. OOWOTO ETMMUEHPAHE HA KNAPWTPOMHULIMH NPH NALHEHTH C TeXKo ObOpeuHo
yBpeXKAaHe ce MOHHKaBa oT 26,5% no 3,3%, B cpaBHEHHME CBC 3APABH BH3pacTHM. Te3u pes3yiTaTv
NOKa3BaT He0OXOAMMOCTTa OT MOHMKEHHE Ha A03aTa WIH YBEIIMYeHHe Ha MHTEPBAa OT BpeMe MeXTy
NPHEMHTE NPH MIALHEHTH C YePHOAPOOHO YBpEkKIaHE, TE He C€ PA3/IMHYaBaT OT KOHLCHTPALMHTE ITPH
3APABH X0pa, AOKATO KOHLEHTpauuHUTe Ha 14-Xuapokc MeTaboImuTa ¢a No-HUCKH,

3.3 IlpeakIHHHYAN JAHHH 33 Oe3onNacHoOCT

IpenxnunuunuTe edekTn ca 6MnH HabmoaaraHyu caMo NpH EKCTIO3ULHAA, MHOTOKPAaTHO HaJBHIIABAINA
MaKkCHMAaJIHaTa €KCIO3MIHA NPH XOopa, KOeTo Noka3ea ¢nada 3Ha4uMOCT 3a KITHHHYHATA [PAKTHKA.
[IpoeeaeHuTE H3CcISABAHKA MO OTHOILIEHHE Ha OCTPa TOKCHYHOCT ¢a YCTAHOBHIIH, Y€ TIPH
NabOpaTOPHA KHUBOTHU TOKCHYHOCTTA Ha KJJAPHTPOMHIIHH € HHcKa. LDs, ces nepopasieH NMpHEM € OT
1,5 no >5g/kg , a cnen napeHrepanto npuioxenue or 0,7g/kg no > 5,0 g/kg.

MHOrokpaTHOTO NMPHIAraHe HA MHOTO BUCOKHM JIO3H NOKA3Ba, Ye KIApHTPOMHLIMH OKa3Ba
XeNaTOTOKCHYHO H HE(PPOTOKCHYHO JeHCTBHE, 2 TAKA CHIIO YBPEXKIAA H CTOMAIHO-UPEBHHA TPAKT.
Bbrpexn, ue ¢ yCTaHOBEHO BINAHHE Ha KNAPUTPOMHIMH BEPXY eMOpHODETAIHOTO pa3BHTHE, HE Ca
HabrroZaBaHy TepaToreHHH edexTH. HAKoNKO H3NUTBaHUA in vitro W in vivo ca YCTaHOBHIIH, Y€ TOH
HE NPHUTEKABA MyTareHeH NoTeHuHan. He ca H3BeCTHH JIMTepaTypPHH 1aHHH 38 KaHLEPOTEHHOCT,
Hsxou nekapctBeHH GopMH NpeIU3BUKBAT JIOKANHO Apa3Hene. KiapuTpoMuIyH He MHAYI|pa
crieliMPpMYHH aHTHTI€HH.

6. ®APMAIEBTHYHH JAHHU

6.1 ChoHcbK H2 NOMOIMHHATE BEUIECTBA

kapbomep

MOBHAOH

XHOPOMEIIO3¢H (pranar

TalK

OPEYHUCTEHO PHUHHOBO MAC/IO
KCAHTAHOBA I'ymMa

apoMaT Ha NOPTOKAJI

3axapHH HaATPHH

MOHOAMOHUECE TTTHLIHPH3IHHAT
HEOXECITHPUAHHOB IHXHAPOXATKOH
JIAMOHEHA KHcennHa, 6e3somHa
CHUJIHLIHEB JHOKCHJ, KONOHAeH Oe3rojeH
TuTaHOB AHokceua (E171)

3axXaposa |

Kanues copdar

6.2 HechBMecTAMOCTH

Henpunoxumo

6.3 Cpoxk na rogaocT




2 TOIUHH |
IlpvroTeeHaTa CyCcneH3ns MOXKe 1a ce H3MO0J3Ba B NPOAbJDKEHHE Ha 14 AHM NPH TeMneparypa noa
25°C,kaTo ce ChbXpaHaBa HA 3aIIHTEHO OT CBETIHHA MACTO.

6.4 Croennannm yc.nonﬁn 34 CbXpaHenne

Ha ce cpxpanasa nog 30°C.
3a yCn0BMATA Ha CHXPaHECHHE HA pa3TBOPEHMA JIEKapCTBEH NPOAYKT, BIDKTE TOUKa 6.3.

6.5 Bug s chabpxaHne HA ONAKOBKATA

byTunka, nnacrMacoBa 3amyinajika, CAOPHHIIOBKA 38 NEPOPATHO NMPHIOKCHHE: TPaHyJIH 3a pa3TBapsAHe
Ha 60 ml nepopanna cycnenzus 250 mg/5 ml, B KyTHa

6.6 Cnenmanny NpeaANasHH MEPKH NPH H3XBLJISHE H paboTa
Hsama cneuuaniy M3UCKBaHWA 33 H3XBbPJIAHE.

HensnomsBaHUAT NEKapCTBEH NPOAYKT WIH OTNaAbYHHTE MaTePHAIH OT HEro TpadBa 1a ¢e H3XBBPIIAT
B ChOTBETCTBHE ¢ MECTHUTE H3UCKBAHHA.

7. IIPUTEXATEJI HA PASPEINIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, §marje§ka cesta 6, 8501 Novo mesto, CrnoBeHus
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10. JATA HA AKTYAJIM3APAHE HA TEKCTA




