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MUHUCTEPCTBO 3/IPABOOXPAHEHUS POCCUNCKOM ®EIEPAITNN

MHCTPYKLIUA
ITO MEJJULIMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O ITPEITAPATA

Knamug®

Perncrpaunonnsiii Homep: I1 N012722/02
Toprosoe HanmeHoBanue npenapata: Knauua®
MezxayHapoaHoe HeaTeHTOBAaHHOe HAMMEHOBAaHHe: KJIApUTPOMULIUH

JlekapcTBennas ¢popma: TabieTKU, MOKPHITHIE MJIEHOYHOW 000J1049KOM

CocraB

| Tabnerka, MOKpbITas MIEHOYHON 000JI0UKOM COIEPIKHT:

[eiicmeyiowee sewyecmeso: xnapurpomMuuut — 250,00 mr.

Bcnomozamenvuuie eewgecmea:

A4p0: KpocKkapmesuio3a Hatpus - 35,00 Mr; Lenmono3a MUKpokpucTauinyeckas - 85,00 Mr; kpaxman
npexelaTUHU3UpOoBaHHbIi - 65,00 Mr; kpemuus auokceus - 7,20 mr; nosuaox (K 29 - 32) - 20,00 mr;
creapuHoBasg kuciora- 12,50 mr; MmarHus creapat - 7,50 mr; Tanbk - 17,5 Mr; Kpacureb
XUHONMHOBBIN xenThiid (E 104) - 0,30 mr;

IUICHOYHOE MOKpBITUE: runpomMesuiosa - 13,00 mr; rumponosa (ruapOoKCHITPOIUIILEIII0I03a) -

1,00 mr; mponunenraukons - 8,60 mr; copburtana oneat - 1,00 Mr; TutaHa aumokcug- 3,00 mr;

copbuHoBas kucnora - 0,55 mr; BanwnuH - 0,55 mMr; Kpacutenb XMHOIMHOBBIN kenThiii (E 104) -
0,80 mr.

Onucanue

OBaJibHBIE ABOSKOBBIITYKJIBIC Ta6JICTKI/I, INOKPBITHIC TJIEHOYHOM 000JIOYKOM JKENTOTO IBE€TA.

®apmakoTepaneBTHYECKasi FPyNNa: aHTUOMOTUK, MAKPOJIH/L.

Kon ATX: JOIFA09



®apmakoJornyecKue CBoicTBa

®apMakoAHHAMHKA

KsiapuTpOMULIMH SABJISETCS MOTYCHHTETHYECKMM aHTHOMOTHKOM TPYIIbl MAKPOJIM/IOB M OKa3bIBAET
aHTHOaKTepUanbHOE JeHCTBHE, B3auMOoaeicTBYs ¢ S0S prbocoMaibHOM cyObeiMHMIIEH 1 10aBsAs
cuHTe3 Oenka GakTepuil, YyBCTBUTEIBHBIX K HEMY.

KnapurpoMuumH  npoJaeMOHCTpUPOBald  BBICOKYK) aKTHMBHOCTH 7 Vitro B OTHOLIGHHM Kak
CTaH[ApPTHBIX J1a0OpaTOpHBIX WITAMMOB OakTepuil, Tak M BBIJAEIEHHBIX Yy MALMEHTOB B XOJ€
KIIMHUYECKOW MpakTUKK. [IposiBiISeT BBICOKYIO aKTHBHOCTh B OTHOIICHHM MHOTHX a3pOOHBIX U
aHadPOOHBIX T'PaM-MOJIOKHUTENBHEIX M TPaM-OTPHLATEIBHBIX MHUKPOOPraHW3MOB. MHUHHMAJbHbIE
nojasistomine konueHrpauuu (MIIK) knaputpomuiba s 60abIMHCTBA BO30Y AUTENENH MEHBIIIE,
uyeM MIIK spurpomunuHa B cpeiHem Ha ojHoO logs passeieHue.

Knapurpomuuun in vitro BbICOKOAKTHBEH B OTHOwweHWH Legionella pneumophila, Mycoplasma
pneumoniae. OxaspiBaeT OakTepuuuaHOe neiicTBue B oTHowenwn Helicobacter pylori, nannas
aKTHBHOCTh KJIapPUTPOMMLIMHA BhILIE NPU HEHTpanbHOM pH, 4eM npu KUCIoM.

Kpome Toro, nawmele invitro m invivo yKa3blBalOT Ha TO, YTO KJIAPUTPOMHMLIMH JEHCTBYeT Ha
KIIMHUYECKU 3HAYUMBbIe BUJIbI MUKOOakTepuil. Enterobacteriaceae w Pseudomonas spp., Takxe Kak
¥ Ha Jpyrue, He GepMEHTHPYIOIIME TaKTO3y rpaM-OTpHLATENbHbIE OAKTEPUHM, HE Uy BCTBUTEIbHbIE K
KJIApUTPOMHULIMHY .

AKTHBHOCTb KJIaPUTPOMHMLIMHA B OTHOLIEHUH OOJBIIMHCTBA [ITAMMOB MEPEYUCIEHHBIX HUKE
MHUKpPOOPraHW3MOB JIOKa3aHa KaK in vifro, TaKk U B KJIMHUYECKOHW TpakTHKe MpH 3a00J1eBaHMIX,
nepeyrciieHHbIX B pasjene «Ilokazanus k npuMeHeHu0».

AdpOOHBIE rPaM-I0JI0KUTEIbHBIE MUKDOOPTaHU3MBI

Staphylococcus aureus
Streptococcus pneumoniae
Streptococcus pyogenes
Listeria monocytogenes

AdpoOHBIE rpaM-oTpUIATEIbHBIC MUKPOOPIraHU3MEI

Haemophilus influenzae
Haemophilus parainfluenzae
Moraxella catarrhalis
Neisseria gonorrhoeae

Legionella pneumophila



Hpyrue MUKPOOPraHMu3Mbl

Mycoplasma pneumoniae
Chlamydia pneumoniae (TWAR)

Mukobakrepuu

Mycobacterium leprae

Mycobacterium kansasii

Mycobacterium chelonae

Mycobacterium fortuitum

Mycobacterium avium complex (MAC) — komiuieke, BKIovaromuii: Mycobacterium avium
Mycobacterium intracellulare

[Iponykuus Gera-nakramasbl He OKa3bIBACT BIUSHUS HA AKTUBHOCTD KJIAPUTPOMMIIMHA.

BoBIIMHCTBO  WITaMMOB  CTaQMIOKOKKOB, DPE3MCTEHTHBIX K METHUMWUIMHY M  OKCALMIUIMHY,

0071a/1al0T yCTOHYUBOCTBIO M K KIIAPUTPOMHIIMHY.

Helicobacter pylori

YyscTBuTensHOCTh H.pylori K KNapuTPOMHULIMHY M3y4anach Ha u30JsTax H.pylori, BbIIENEHHBIX OT
104 mauuenToB, 10 Hayana Tepanuu rnpenapatoM. Y 4 naudeHTOB ObLIM BbIJAENEHbl PE3UCTEHTHBIE K
KIApPUTPOMHULIMHY wTaMMbl  H.pylori, y 2-X- WTaMMbl C YMEPEHHON pE3UCTEHTHOCTHIO, Y
OCTallbHBIX 98 MalMeHTOB U30AThl H.pylori ObIN YyBCTBUTENBHBI K KIAPUTPOMHUILIUHY.
KnapuTpoMuLIMH OKa3bIBaeT A€iCTBUE in Vitro N B OTHOIIEHUH GOJIBIIMHCTBA ITAMMOB ClIEIyFOLIUX
MHUKPOOPraHu3MoB (0IHako Ge30macHOCTh U 3(G(PEKTUBHOCTh MCMONIB30BAHUS KIAPUTPOMHUIIMHA B
KIIMHMUYECKOW TpaKTUKE HE MOATBEPXKIEHAa KIMHUYECKUMU HCCIEJOBAHUSAMU, M TMPAKTHYECKOE
3HAYEHHUE OCTAETCS HESICHBIM):

AdpoOHBIE rpaM-I1ioJIOKHUTCIbHBIE MUKPOOPIraHU3MbI

Streptococcus agalactiae
Streptococci (epynnwi C, F, G)
Viridans group streptococci

AdpobOHbIe rpaM-oTpHIAaTECIbHBIE MUKPOOPTaHU3MbI

Bordetella pertussis
Pasteurella multocida

AHa3pOOHBIE IPaM-M0JI0KUTEILHEIE MUKPOOpPIraHu3MBbI

Clostridim perfringens
Peptococcus niger

Propionibacterium acnes



AHa’pOOHEIE 'paM-O0TPpUILIATEJIbHBIC MUKPOOPIaHU3MBI

Bacteroides melaninogenicus
CrniupoxeTsl

Borrelia burgdorferi
Treponema pallidum

Kamnunobakrepuu

Campilobacter jejuni

OCHOBHBIM MeTab0MTOM KJIAPUTPOMULIMHA B OPraHM3Me YesioBeKa ABJIAETCS MUKPOOHOIOrHYECKH
AKTUBHBIN MeTaboJIuT 14-ruipoKCUKIAPUTPOMULIH (14-OH-k1apUTPOMHIIMH).
Mukpo6uonoruueckas akTHBHOCTh MeTabOJIMTa TaKas JKe, KaK y MCXOJHOIO BEIeCTBa, WK B 1-2
pasa ciabee B OTHOIIEHHH OOJIBIIMHCTBA MUKpOOpranu3MoB. Mckimouenue cocrasisier H.influenzae,
B OTHOLIEHWM KOTOPO# 3 deKkTUBHOCTL MeTaboaMTa B [Ba pasa Bbille. McX0qHOE BEIECTBO U €ro
OCHOBHOM MeTabO0JMT OKa3bIBaIOT JIMOO aJAUTUBHBIN, MO0 CHHEpruyeckuil 3GHeKT B OTHOIEHHUH
H.influenzae B yClOBUSX in vitro W in vivo B 3aBUCMMOCTH OT IITaMMa OaKTepHii.

Tect Ha YYBCTBUTEILHOCTD

KonuyecTBenHble MeTO/BI, TpeOyloLlMe HM3MEpeHHs AWameTpa 30HbI MOJAABIEHHS POCTa, NAKOT
HauboJiee TOUHBIE OLEHKU 4yBCTBUTEIBHOCTH OaKTepuil K aHTMMHUKPOOHBIM Tpenaparam. OHa u3
PEKOMEHyeMBIX ~ METOAMK  JUIi  ONPEAEJCHMs  UyBCTBUTEIBHOCTH  HUCIOJIB3YET  JIUCKH,
MMIIPErHUPOBaHHbIE 15 MKr K1aputpomuuuHa (aucko-auddysnonnsiii meton Kupou-bayspa); npu
MUHTEPIPETAMX TeCTa JUAMETPhl 30H MOJAaBJIEHHMS pocTa KOppelaupyrT co 3HadeHusimu MITK
knaputpoMuuuna. 3uauenus MIIK onpenensitorcs Mmetonom pa3seaeHus B OyJIbOHE WITH B arape.
Ilpy ucnonp3oBaHUM ITUX METOAMK, OTYET M3 JAbOpPaTOPHUM O TOM, YTO IITAMM SBJISETCS
«4YBCTBUTEJIbHBIMY», YKa3bIBAE€T HA TO, YTO BO30YAUTENb HH(EKIMU, BEPOSITHO, OTBETUT Ha JICYEHHE,
OTBeT «pe3UCTEeHTHBIH» yKa3bIBaeT Ha TO, YTO BO30YAMTENb, BO3MOKHO, HE OTBETUT Ha JICYEHHE.
OTBeT «IpOMeXkKyTOYHass YyBCTBHTEIBHOCTB» MpPEAINOJAraeT, 4ro TepaneBTHYeCKuid 3(pdekT
npenapara MOeT ObIThb HEOJHO3HAYeH MM MUKPOOPTaHM3M MOXET OKa3aThCsl YyBCTBUTEJbHBIM
NP MCIOJIB30BaHUM Ooliee BBICOKMX 103 mnpenapara. ([IpomexyTouyHas 4yBCTBUTEIBHOCTH TAKKe
Ha3bIBACTCS «YMEPEHHOMN UyBCTBUTEIBLHOCTBION).

DapmMakoOKMHeTHKA

BcaceiBanue

[lpemapar nerko u OBICTPO BcachIBae€TCS B IKENYJIOYHO-KUIIEUHOM TpakTe. AGCOMOTHAs
OuonoctynHocTh coctaBifer okojo 50 %. Ilpm MHOrokpatHom mpueMe [03bl Mpenapara

KyMyJISIUKW MPAKTHYECKHU HE 06Hapy>1<eHo, N XapakTep Meradoau3Ma B OpraHu3Me 4Y€JIO0BC€Ka HE
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usMmeHsics.  [IpuemM MUIIM  HENOCPEACTBEHHO Mepel TNPUEMOM Mperapara  yBeIM4YMBall
OMOIOCTYNHOCTh Mpenapara B cpeiHeM Ha 25 %. B 1enoM, 3TO MOBbIIIEHHE HE3HAYMTEILHO U
JIOJDKHO MMETh HeOOJNbIIYI0 KJIMHMYECKYI0 3HAYUMOCTh TIPH PEKOMEHAYEeMBIX peXuMax
A03upoBanus. Takum 00pa3oM, KJIAPUTPOMMLMH MOXET MPUMEHSThCS HE3aBUCUMO OT Mpuema
MHIA.

Pacnpenenenue, MeTaboJiM3M U BIBEIEHHE

Invitro

Mccnenosanus in vitro nokasaiu, 4To KJIQpUTPOMHLIUH CBS3bIBaeTCs ¢ OeKaMu I1a3Mbl KPOBH Ha
70 % B konuentpauuu ot 0,45 no 4,5 mxr/mn. Ilpu koHueHTtpauuu 45,0 MKr/MII CBSI3bIBaHHE
cumkaerca 10 41 %, BepoATHO, B pe3yJibTaTe HACHILIEHHS MECT CBS3bIBAHUS. DTO HabIoaaeTcs
TOJILKO NPHU KOHLIEHTPALMIX, MHOTOKPATHO MPEBBIIAIOLIMX TePareBTUYECKYIO.

Invivo

HMccnenoBanus in vivo Ha )KMBOTHBIX TIOKA3aJld, YTO KJIAPUTPOMHUIIMH MPUCYTCTBYET BO BCEX TKAHSX,
32 HCKJIIOYEHMEM LIEHTPAJbHOW HEPBHOM CHUCTEMbl, B KOHLIEHTpAUMsIX, B HECKOJBKO pa3
NpeBbIIAONIKX M1a3MeHHble. Hanbosee Bricokue koHueHTtpauu (B 10-20 pa3 Bblllie MIa3MeHHbIX)
00Hapy KUBAKCh B IEYEHH U JIETKUX.

300posvie

[Ipy Ha3HaueHMM KaapuTpoMMLMHA B J03e 250 Mr 2 pasza B CyTKM MaKcUMajbHas paBHOBECHAs
KoHLEeHTpalus (Cmax) KIapuTpomuiiiia u 14-OH-knaputpomMuLIMHa B M1a3mMe I0CTHranach yepes 2-
3 nusa wu cocraBasna 1 Mxr/mMa u 0,6 Mkr/mMa cootBercTBeHHO. [lepuon momyseiBeneHus (T12)
KJIApUTPOMULIMHA U €r0 OCHOBHOIO MeTabosiuTa cocTaBui 3-4 yaca v 5-6 4aCOB COOTBETCTBEHHO.
ITpu Hasnauenun knapurpomuuuHa B 103e 500 Mr 2 pasa B CyTKH Cmax KapuTpomunusa u 14-OH-
KJIapUTPOMHUIIMHA B IUIa3M€ JOCTUrajach rocie npuema 5-oi ao3bl. [locne npuema 5-oit u 7-oii
103bl, Cmax KIapuTpomuurHa u 14-OH-knapuTpoMulMHa B Ta3Me cocTaBuia B cpeiHeM 2,7 —
29 mkr/ma u 0,88 - 0,83 mxr/mMn coorBercTBeHHO. Tin KIAQPUTPOMUIMHA W €r0 OCHOBHOIO
meTtaboauTa coctaBui 4,5 - 4,8 yaca u 6,9 - 8,7 yaca COOTBETCTBEHHO.

Cmax 14-OH-knapuTpoMuLHa He yBeIMYMBANACh MPOMOPLUHOHAIBHO 103€ KJIapUTPOMHUIMHA, B TO
BpeMs KakK IEpPHOJ INOJyBBIBEJCHUS KakK KJIAPUTPOMMIIMHA, TaK U €ro TI'MIPOKCUIMPOBAHHOTO
MeTa00JIMTa UMe TEHICHLIMIO K YBETMUEHHUIO C MOBBIIIEHHEM JI03bI.

Takas HenuHelHas (apMakOKMHETHKa KJIAQPUTPOMHUIIMHA B COYETAHHH C YMEHBIICHHEM
obpaszoBanus 14-rupoKCUIMPOBaHHBIX U N-IeMETHIMPOBAHHBIX MPOIYKTOB MPH BBHICOKHUX J103aX
YKa3plBa€T Ha HEJIMHEHHBbIH MeTabolu3M KJIApUTPOMMIIMHA, KOTOpBIM CTaHOBUTCS Oolee

BBIPAXXEHHBIM ITPHU BBICOKHX J03aX.



[Toukamu BeIBOoAUTCS 0KOJIO 37,9 % mnocne nepopaibHOro npreMa KJiapuTpoMHIMHA B Jo3e 250 mr
1 46,0 % nocne npuema knaputpomuiHa B jo3e 1200 mMr; KUIIeYHUKOM BBIBOAUTCS 0K0J0 40,2 %
u 29,1 % (BkiaoYas MCHBITYEMOro JHIIb C OJHOW mnpoboi kana, conepxkamei 14,1 %)
COOTBETCTBEHHO.

Ilayuenmor

Knaputpomuumin u ero meraboaut 14-OH-knapuTpoMuMH OBICTPO NPOHUKAIOT B TKAHU M
KMIKOCTU opraHusma. MwmeroTcs orpaHuyeHHble [aHHBIE, CBUAETENLCTBYIOIIME O TOM, YTO
KOHUEHTpalKs KJIApUTPOMULIMHA B 11epeOpOCIUHATBHON JKUAKOCTH NpH TMEPOpabHOM IpHeMe
He3HauyuTenabHa (T.€. TONBKO 1-2% OT KOHLEHTpaluuH B CHIBOPOTKE KPOBH IPU HOPMabHOM
MPOHULIAEMOCTHU remMarosHLedannueckoro 6aprepa). KoHeHTpaius B TKaHAX 00BIYHO B HECKOJIBKO
pa3 BhIILIE, YEM B CHIBOPOTKE KPOBH.

B Ta6J'II/II_[e [MPUBEACHBI MPUMEPBI TKAHEBLIX U CBIBOPOTOYHBIX KOHHGHTpaHHﬁZ

Konuenrpauuu (250 mr kaxasie 12 yacos)

Bun Tkanu TkaHeBble (MKI/T) CpIBOpOTOYHBIE (MKI/MII)
MuHaTUHBI 1,6 0,8
Jlerkue 8.8 1,7

Hapywenus ynxyuu nevenu

VY nauueHToB co cpeHel U TAKENOW CTeNeHblo HapyleHHs (QyHKIMU MEeYeHH, HO C COXPaHEHHOH
(byHKUMEN MoyeK KOppeKUus J03bl KIApUTPOMULIMHA He TpeOyeTcs. PaBHOBeCHas KOHIEHTpalus B
njia3Me KpOBM M CHCTEMHBIH KIMpPEHC KIapUTPOMHMIIMHA HE OTIMYAIOTCSA Y TAlMEHTOB JaHHOM
TPYIIIbl U 3J10POBLIX MalMeHTOB. PaBHOBecHas koHUeHTpauus 14-OH-knaputpoMulinHa y mrozei ¢
HapyIIeHUAMH QYHKLMH EYSHU HUXKE, YEM Y 3[0POBBIX.

Hapywenue ¢pyuxyuu nouex

[lpu HapymieHuu ¢yHKUUM MoyeK yBeNUYMBAIOTCH Cmax U MUHUMaNbHas KOHUEHTpAIMs (Cmin)
KJIapUTPOMHUIIMHA B IJIa3Me KPOBHU, NEPUO/] MOTYBbIBEICHHSI, MJIOLIA/1b M0 (hapMaKOKUHETUUECKOM
KpuBOW “koHUeHTpauus - Bpemsa” (AUC) knaputpoMunuHa u ero Merabonura 14-OH-
Kj1apuTpoMulMHa. KoHCTaHTa 5»aMMMHALMM M BbIBEIEHME II0YKaMU yMeHblialoTcsi. CTerneHb
M3MEHEHUH 3TUX MapaMeTpOB 3aBUCHUT OT CTENeHU HapyleHHs (QyHKIMHU MOYeK.

Ilayuenmul nosxcunozo eo3pacma

VY nauMeHTOB MOKUIIOrO BO3pacTa KOHLEHTpALUs KIapUTPOMUIIMHA U ero merabonuta 14-OH-
KJIapUTPOMHULIMHA B KpPOBU Oblja BhILIE, a BBIBEJCHUE ME/JIEHHEE, YeM y TPYIIIBl MOJIOJBIX JTHO/IEH.

OpnHako mocie KOPPEKIUH C YYETOM IMOYEYHOI'0 KJIIMpEHCA Kp€aTUHUHA HE ObLIIO OT/IMYHKI B 00euX
6




rpynnax. Takum o0pa3om, OCHOBHOEe BiIMsHHE Ha (apMaKOKMHETHYECKHE TapameTphl
KJIApUTPOMHUIIMHA OKa3bIBaeT (yHKILMs TTOYEK, 8 HE BO3PACT.

HauueHmbz C MuK06aKmepua/1bezMu uud)ekuuﬂmu

PaBHOBeCHBIE KOHLIEHTpaLuKu KiapurpoMunuHa U 14-OH-knaputpomunuaa y nauuentos ¢ BUU-
vH(EKLMEH, MoTyYaBIIMX KIAPUTPOMULIMH B 0OBIYHBIX g03ax (500 Mr aBa pasza B CyTKH), ObLIM
CXOJHBIMHU C TAKOBBIMH Yy 3/10pOBHIX JitoAed. OIHAKO NMpU NMPUMEHEHUH KIApUTPOMHULIMHA B Gosee
BBICOKMX J103aX, KOTOpbI€ MOIYT IOTpeOOBaThCS AJs JICYEHUs] MUKOOAKTEpHalbHBIX WHEKIIHIA,
KOHUEHTpAalMKM aHTUOMOTHKA MOTYT 3HAYMTEJbHO MpeBhIMAaTh oOblYHbIE. Y manuentoB ¢ BHUU-
vH(eKUKMeH, MPUHUMABIINX KJIapuTpoMuLuH B go3e 1000 mr/cyt unu 2000 mMr/cyT B JBa npuema,
paBHOBECHbIE 3HAYEHUSA Crax OOBIUHO cocTaBisid 2 — 4 MKIr/Mi1 U 5 — 10 MKI/MJI COOTBETCTBEHHO.
[Ipy mnpumenenun mnpenapata B 0ojiee BBICOKMX J03aX OTMEYAlOCh Y/JIMHEHHE MepUoja
MOJIyBBIBEJICHUS 110 CPABHEHMIO C TAKOBBIM Y 3[0POBBIX JIFOAEH, MOJyYaBIIMX KJIAPUTPOMHULIMH B
00BIUHBIX J103aX. [I0BBIIEHNE KOHLEHTpPALIMY B MJ1a3Me U yUIMHEHUE TIEPHO/Ia MOy BBIBEIEHHS TIPH
MPUMEHEHUH KJIaPUTPOMHULIMHA B O0JIee BEICOKMX J103aX CBA3AHO C HEMHEHHOM (hapMaKOKUHETHKOM
npenapara.

Kombunupoeannoe nevenue ¢ omenpazonom

Knapurpomuumn, no 500 mr 3 pasa B CyTku, B KOMOMHALUKM C OMeNpa3osioM B o3¢ 40 Mr/cyTku
cnocobcrByer yBenuuenuto Ti, m AUCo.4 omenpaszona. Y BceX MalMEHTOB, [OJyYaBIIUX
KOMOMHUPOBaHHYIO Tepanuio, B CPaBHEHHWH C MOJyYaBIIMMH OJMH OMENpa3oj, HabJI0anoch
noseimenue Ha 89 % AUCo.24 u Ha 34 % T2 omenpasona. ¥ knaputpoMutimia Cmax, Cmin i AUCo.g
YBEJIUYHBAJINCh, COOTBETCTBEHHO, Ha 10 %, 27 % u 15 % mno cpaBHeHHIO C JaHHBIMH, KOrja
MPUMEHSIIICS TOJIBKO KIIAapUTPOMMLIMH Oe3 omernpa3ona. B paBHOBECHOM COCTOSIHUM KOHLIEHTPALlUK
KJIapUTPOMUIIMHA B CJIM3MCTOM JKElyJKa 4yepe3 64 mocie npuemMa B TpyInne, MoJy4aBIIeH
KoMOMHauMIo, B 25 pa3 MNpPEBOCXOJMIM TAKOBBIE MO CPABHEHWIO C MOJyYaBIIMMH OJUH
KJIapUTPOMULIMH. KOHIIEHTpaly KIapuTpOMHUIIMHA B TKAHX JKeMy/Ka yepe3 6 4 nocie npuema 2-x
MnpenaparoB B 2 pa3a NpPEBbIIANN JaHHbIE, MOJyYeHHbIE B IPYIIE MalUeHTOB, MOJyYaBUIMX OIMH

KJIADUTPOMHULIMH.

IToka3aHusi K NpUMeHEHHIO
Mupexuronno-pocnanuTenbHble 3a00/1€BaHNs, BbI3BaHHBIE YyBCTBUTEIBHBIMU K KJIAPUTPOMHLMHY
MHMKpPOOpPraHM3MaMHM y B3pOCIIBIX U JieTeit cTapiie 12 ner:

® MH(EKUMH HIKHUX JbIXaTeIbHBIX MyTel (TaKkue Kak OPOHXHT, THEBMOHMUS);

® uHGpEKLMU BEPXHUX JABIXaTeNbHBIX MyTel (TaKue Kak papuHIUT, CHHYCHT);
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MHQEKLMH KOXXM M MATKMX TKaHell (Takue Kak (OJUIMKYJIMT, BOCMAJeHHE TMOJAKOKHOM
KJIETYATKH, pOXKa);

JAMCCEMUHUPOBAHHBIE MJIM JIOKAJIW30BaHHBIE MHUKOOAKTepUaibHble WH(EKIMH, BbI3BAHHBIE
Mycobacterium avium w Mycobacterium intracellulare; nokan3oBaHHblE HH(EKIWH,
BbI3BaHHbIE Mycobacterium chelonae, Mycobacterium fortuitum v Mycobacterium kansasii;
Npo(uIaKTUKa pacrpocTpaHeHUsi MHQEKLHU, 00YCIOBIEHHOM KoMIiekcom Mycobacterium
avium (MAC), BUY-unduurpoBaHHbeM nauenTam ¢ coaepxkanueM aumpouuros CD4 (T-
XeJmnepHsIX JTuMpouToB) He Gonee 100 B 1 Mm?>.

spanukauus H.pylori v CHUKEHHE YacTOThl PELIMANBOB A3BbI ABEHAALATHIIEPCTHON KUIIKH;

OJIOHTOI'€HHBbIC I/IH(beKI_[I/II/I.

IIporuBonoka3zanus

[ToBbIIeHHAas YyBCTBUTENBHOCTD K KJIAPUTPOMHILIMHY, MaKpPOJIUIaM M APYTUM KOMIOHEHTaM
npernapara.

OaHOBpEMEHHBIN TNpPUEM KIAPUTPOMMIMHA CO CJIEAYIOIMMH [IpernaparaMu: acTeMHU30ll,
uMsanpuj, numMosuza, TepheHaauH  (cMm. pazgen  «BsaumopeiicTBue ¢ Apyrumu
JIEKAPCTBEHHBIMH CPEJICTBAMM ).

OaHOBpeMEHHBIH NpUeM KJIApUTPOMHULIMHA ¢ JIOMUTANUIoM (cM. pasjaen «BsaumonelicTeue
C IpYTUMH JIEKAPCTBEHHBIMU CPEICTBAMMUY ).

OnHOBpeMEHHBIN TpUEM  KIApUTPOMHIMHA C alKalOWJaMu CIHOPBIHBH, Harnpumep,
9ProTamMHH,  AMIMAPOIProTaMuH  (cM. pasaen  «BzaumopeiictBue ¢ apyrumu
JIEKapCTBEHHBIMU CPEJICTBAMUY).

OnHOBpeMEHHBIH MpHeM KJIapUTPOMUIMHA C MUIA30J1aMOM JUISl [IEPOPATBLHOTO TIPUMEHEHHS
(cm. paznen «B3aumoeiicTBYE ¢ JPYTUMU JIEKapPCTBEHHBIMH CPEICTBAMUY).
OnHoBpeMeHHBIN NpHeM  KIapuTpoMmuiuHa ¢  uHruouropamu ['MI-KoA-peaykrassl
(craTMHamMM), KOTOpble B 3HAYUTENBHON CTEereHH MeTaboNM3UPYIOTCs H30(pEepMEHTOM
CYP3A4 (noBactaTMH MM CHMBACTaTHH), B CBSi3M C MOBBIIEHWEM pPUCKA MHONATHH,
BKJIIOYas pabaomuonus (cM. pasmen «BsaumogeiictBue ¢ JapyruMu  JIeKapCTBEHHBIMH
CpEACTBAMU»).

OnHOBpEMEHHBIH MTPUEM KJIAPUTPOMHUIIMHA C KOJIXMIMHOM (cM. pasjen «BzaumoneiicTBue ¢
JAPYTHMH JIEKApCTBEHHBIMU CPEICTBAMUY ).

OIIHOBpeMeHHBIﬁ ITPHUEM KJIApUTPOMHUILIMHA C TUKArpejaopoM MJIK paHOJIa3MHOM.
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Vanunenne wuHrepBana QT B aHamHe3e  (BpOXKAGHHOE MM  MPUOOpPETEHHOE
3aperuCTpUpoOBaHHOE yanuHeHue uHTepBaia QT) wau kemyaoukoBask apuTMHUs, BKIIIOYas
XKEIIyIOUKOBYKO TaXUKapAHI0 TUMNa «mupys3™» (cM. pasgensl «OcoOble ykazaHUs» WU
«B3anmopeicTBre C IPyTUMU JIEKAPCTBEHHBIMU CPEICTBAMUY ).

KnaputpoMuMH He ciefyer NpUMEHATh y MAalUeHTOB C 3JEKTPOJUTHBIMU HapyIICHUAMU
(rumokanueMuei M rurnomMarHueMueii) B CBsi3u ¢ puckoM yuinHeHus uHtepaia QT (cm.
paszznen «OcoOble yKazaHHs»).

Tsokenas mnedyeHouHass HEIOCTATOYHOCTb, MPOTEKAIOMIas OJHOBPEMEHHO C [OYEYHOM
HE/I0CTAaTOYHOCTBIO.

XonecraTuyeckas JKeNTyXa/remaTMUT B aHaMHe3e, pa3BUBIIMECS TMpPU  [PUMEHEHUU
KJ1apuTpoMuLMHa (cM. pazaen «OcoOble yKazaHus»).

[Topdupus.

[lepuoa rpyiHOrO BCKapMJIMBaHUS.

Bo3spact 10 12 ner (3¢ dekTuBHOCTH 1 6€30MaCHOCTh HE YCTaHOBIIECHBI).

C 0CTOpPOXKHOCTHIO

[ToyeuHas HELOCTATOUHOCTH CPEeIHEN U TSKEIOW CTENEHH!.

[leueHOUHast HEIOCTATOUHOCTD CPEIHEN U TSIKEION CTENEHH.

OIHOBpEMEHHBIH MpUEM KIapUTPOMULIMHA ¢ OEH30Ma3eNMHAMU, TAKMMHU KaK ajlnpazoliam,
TpHa3ojaM, MHJa30JaM Uil BHYTPUBEHHOTO MPUMEHEHUs WM JUIs HaHeceHWs Ha
cnu3ucTyro  obosnouky pra  (cMm. «B3aumojeiictBue ¢ IpYyrMMHU  JIEKapCTBEHHBIMU
CpEICTBaMMY).

OnHOBpeMEHHBI NpueM ¢ mnpenapaTaMmu, KOTOpble METaboaM3UpYIOTCs H30(EepMEHTOM
CYP3A, mnanpumep, kapOamasenuH, LMJIOCTa30], LMUKJIOCHIOPUH, JU3OMUPAMUI,
METUJINIPEIHU30JIOH, OMENpa3oj, HENpsAMbIE AHTUKOAryJsHThl (Hanpumep, BapdapuH),
XUHUAMH,  pudalbyTuH,  cuiageHapusi,  TakpoJIuMyc,  BHHONACTHMH  (CM. pasjen
«B3anmopeiicTBue € IpyrUMU JIEKapCTBEHHBIMH CPEICTBAMMY).

OpHoBpeMeHHBI npUeM ¢ npenaparamu, UHAyuupyroummumu uzodepment CYP3A4,
Harnpumep, pudamnuimH, GeHuTouH, KapOamaszenuH, ¢deHobapOuTan, 3BepoOO
NpOABIPSBIEHHBI  (cM. paznen  «BsaumozeiictBue ¢ JpyrMMM  JIEKapCTBEHHBIMU

CpPeaCTBaAMMY).



e OJHOBpeMEHHBI MpHEM KIApUTPOMHILIMHA CO CTATHHAMM, HE 3aBUCAIIMMH OT MeTabomM3Ma
u3opepmenta CYP3A (nanpumep, ¢uyBactatud) (cM. paszaen «Bszaumoeiicteue ¢
JPYTMMHU JIEKapCTBEHHBIMU CPEICTBAMKY ).

e OnHOBpeMEHHbIN MpueM ¢ OJ0KaTopaMHu «MEUICHHBIX» KalbLIMEBBIX KaHAJIOB, KOTOPHIE
metabonusupytoress usopepmentom CYP3A4 (Hanmpumep, Bepamamui, amIIOJHITHH,
JUIITHA3EM).

e OJHOBpeMEHHBIH NMpUEeM KIapUTPOMULIMHA C MEPOpPabHBIMU aHTHKOAryJISHTaAMH TPSIMOTO
JEWCTBUSA, TAKUMU Kak aaburatpaH, puBapokcabaH, anukcabaH, 0COOEHHO y MalUEHTOB C
BBICOKUM PUCKOM Pa3BUTHS KPOBOTEUEHHIA.

e Jlaumentsl ¢ umemuyeckoir Oonesneto  cepaua (MBC), Tskenoir  cepaedHOM
HEJ0CTaTOYHOCTBIO,  HApYLIEHUSMHU  MPOBOAMMOCTH  WMJIM  KJIMHUYECKH  3HAYMMOM
Opanukapauei, a TakKe MalUeHThl, OJHOBPEMEHHO MPUHUMAIOIINE AHTHAPUTMUYECKHE
npenapatbl IA knacca (xunuauH, npokauHamua) u Il kmacca (moderunua, amuomapoH,
cOTajon).

e bepeMeHHOCTb.

IIpumenenue npu 6epeMeHHOCTH H B IEPHO/] IPYAHOT0 BCKAPMJIMBAHHUS

bepemennocms

be3onacHocTe MpUMEHEHUS KIapUTPOMULIMHA BO BpeMs 0€pEMEHHOCTH He yCTaHOBJICHA.
OCHOBBIBasICh Ha pa3jIMUHBIX pe3yJbTaTax, MOJYyYSHHBIX B UCCIIEA0BAHUAX HA )KUBOTHBIX, a TAKKe
Ha OIBITE€ TPUMEHEHUS Yy JIIOAEH, HEeIb3sd HCKIIOUUTh BO3MOJKHOCTH HEOJIaronmpusTHOTO
BO3/lelcTBUA Ha dMOpuoderanbHoe pa3BuTHe. Hekoropele HaOmogaTeNbHbIE HWCCIIEI0BAHUS,
OlLIEHMBarOIMe Bo3zelcTBUe KiaapuTpomunuHa B | u Il Tpumectpax OepeMeHHOCTH, BBISBUIIM
MOBBIIIEHHBI  PUCK  CaMOMPOM3BOJILHOrO  abopra MO  CPaBHEHUID C  OTCYTCTBUEM
AHTUOMOTUKOTEpANUU WM TNPUMEHEHHEM JpYrMX aHTUOMOTUKOB B aHAJOTHYHBIE CPOKH
O6epemeHHOCTH. MMeromiuecs nuaeMHoNIornueckue UCClieIoBaHusl PUCKa CEPbE3HBIX BPOKIEHHBIX
NOPOKOB Pa3sBUTHsA TpU TPUMEHEHUM MAaKpOJIMIOB, BK/IIOYas KIApUTPOMULMH, BO BpeMs
0epeMEHHOCTH JEMOHCTPUPYIOT MPOTUBOPEYUBBIE PE3YIIbTATHI.

ITpumenenune knapurpomuimHa npu 6epeMeHHOCTH (0coOeHHO B | TpuMecTpe) BO3MOXKHO TOJBKO B
cllyyae, KOrja OTCYTCTBYET albTepHATHBHAs Tepamusi, a MOTeHLMalbHas T[0Jik3a s MaTepu

MPEBLIIACT MOTEHLMAIBbHBIN PHUCK U1 T104a.
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Ilepuoo epyonozo eéckapmaueanus

BbI10 ycTaHOB/IEHO, YTO peOEHOK, HAXOAMBILMICA HA PYJHOM BCKapMIIMBAHWHU, MOXET MOJyYHTh
okono 1,7% oOT MarepuHCKO#M 03bl KJIAPUTPOMHUIIMHA C IONPAaBKOW Ha Maccy Tella MaTepu.
be3onacHOCTh TNpUMEHEHHs KJIAPUTPOMULMHA JUls JeTeid Ha TIpyJHOM BCKapMIIMBAaHUH HE
ycraHoBieHa. [Ipy HeoOXoauMMOCTH mNpuema B MEPUOJA TPYJHOrO BCKapMIIMBaHUS KOPMJECHHE
rpy/ibl0 HEOOXOIMMO MPEKPATUTh.

DepmunvHocmo

I/ICCIICIIOBaHI/Iﬂ, MPOBEACHHBIC HA KpbICaX, MOKa3aJil OTCYTCTBUE BIIUAHUS HA q)CpTPIJ'IbHOCTB.

Cnoco6 npuMeHeHHs M 103bl

Jlns npuema BHyTpb. HezaBucHMO OT nmpuema nuuiu.

B3pocnbim 1 getam crapiue 12 net — no 1 tabnerke (250 mr) 2 pasa B ieHb.

B ciyuae 6onee TsokenbiX nHGekuuii 103y yBeanuuBaroT 10 500 mr 2 pa3a B JieHb.

OObIyHasE MPOAOJKUTEIBHOCTD JIEYEHHUsI COCTABISAET OT 5 10 14 nHeid.

HckioyeHne cocTaBisioT BHEOOIbHUYHAS THEBMOHUS M CUHHYCUT, KOTOpbIE TPeOYIOT Ie4eHus ot 6
1o 14 nuen.

Jo3v1 Ons nevenuss mukobakmepuanvhvix uHgekyuil, Kpome mybepkynesa:

[Ipu MukobGakTepuanbHbIX MHOEKUUSAX PEeKOMEHJIOBaHa Jo03a kiapuTpoMuuuHa 500 mr 2 pasza B
JIeHb.

Jleuenue nuccemunupoBaHHblx MAC uHdexkumit y nauuenro co CIIU]] cnenyer npoponxkars 10
TEX MOp, MOKa MMEeEeTCsl KIMHUYecKas U MUKpoOuonoruyeckas spdekruBHOCTh. Kiapurpomuuun
clielyeT Ha3HayaTh B KOMOMHALMU C JPYrMMU aHTUMHMKPOOHBIMHM IpenapaTaMH, aKTMBHBIMU B
OTHOLIEHUU JaHHBIX Bo3Oyauteneidl. JIIMTENbHOCTH JieueHUs JPYTMX HETyOepKyJe3HbIX
MHUKOOaKTepualbHbIX HHPEKIMI ycTaHaBIMBAET Bpay.

Jnsa npogpunakmuru ungpexyuii, vizeannvix MAC:

Pexomenayemas 103a KIapuTpoMuLMHa A5 B3pocasix — 500 Mr 2 pa3a B 1€Hb.

IIpu ooonmozennvix ungexyusx nosa kiaputpomuuinHa coctapnser 250 mr (1 Tabnerka) 2 pasa B
JIEHb B T€YEHUE 5 THEMH.

s spaouxayuu H. pylori.

Y nmanueHToB ¢ Si3BEHHON 00JIe3HBbIO, BbI3BaHHON MHpekuueit H. pylori, K1apuTPOMULIMH MOXHO
Ha3zHayatk 1o 500 mr 2 pa3a B eHb B KOMOMHALIMK C APYTMMU aHTUMUKPOOHBIMM IIpernapaTaMy U
MHTMOUTOpaMU TMPOTOHHOTO Hacoca B TeueHWe 7-14 1Hel, B COOTBETCTBMM C HALMOHAJIBHBIMU W

MEXIyHapOJHBIMU PEKOMEHIALMSIMHU 110 jiedeHuto undekumu H. pylori.
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Ilayuenmul ¢ noueuHo HeOOCMAMOYHOCMBIO

[TlanenTam ¢ KaMpeHcoM KpeaTuHHHa MeHee 30 MI/MUH Ha3HA4yalOT MOJOBUHY OOBIYHOW O3B
KJIapuTpoMulMHa, T.e. 250 mr (1 Tabnerka) 1 pa3 B aeHb WM, npu 6osee TSHKEIbIX MHPEKIUAX, 10
1 Tabnetke (250 mr) 2 pa3a B 1eHb. JleueHue TakuxX NaMeHTOB NMPOAOJIKAIOT He Oonee 14 qHEil.

Ipumenenue y oemei mnaowe 12 nem

[IpyMeHeHne KIapuTPOMULIMHA B BUJIe TaONETOK y AeTei miajme 12 jeT He u3y4anoch.

IToGouHoe aeiicTBHE

Knaccudpukanus nobGOYHBIX peaklyii 1Mo yacToTe pa3BUTUS (KOJIMYECTBO 3aperucTPUPOBAHHBIX
ClTy4aeB/KOJMUYECTBO MAlMEHTOB): oueHb Yacto (>1/10), yacto (>1/100, <1/10), neuacto (>1/1000,
<1/100), yacroTta Heu3BecTHa (M0OOYHBIE FIPPEKTH U3 OMBITA MOCTPETUCTPALMOHHOTO IPUMEHEHUS;
4acTOTa HE MOXKET ObITh OLIEHEHa HAa OCHOBE MMEIOIIMXCS JAHHBIX).

AJlslepruyeckye peakimu

Yacmo: Chilib.

Heuacmo: anadunakTouaHas peakuus', rUnepuyyBCTBUTENLHOCTb, JEPMATHT Oysule3Hblit!, 3yn,
KpanuBHMIA, MaKyJ10-NamyJe3Has Chilb" .

Yacmoma Heussecmna: aHapuIaKTUYeCKass peaklUs, AHTMOHEBPOTUYECKUU OTEK, Cephe3HbIe
KOKHBIE HE)KellaTebHble peakuud (Harmpumep, OCTpPbI TIeHepalM30BaHHBIM SK3aHTEMaTO3HbIM
nyctyne3), cuHapoM  CrtuBeHca-J[KOHCOHA,  TOKCMYECKMH  SMHMIEpMalbHBIA  HEKpOJIM3,
JIeKapCTBEHHAs ChIMb ¢ 303uHOGuIMEl 1 cucteMHol cumnromatrkoit (DRESS-cunapom).

Co CTOpPOHBI HEPBHOM CHUCTEMBI

Yacmo: ronoHas 001b, 0€CCOHHHIIA.

Heuacmo: noTeps CO3HaHMA', IMCKMHE3UA ', TOJOBOKPYKEHHE, COHIIMBOCTD, TPEMOP, 6ECIOKONCTBO,
MOBHIIIEHHAs BO30YAMMOCTD .

Yacmoma mHeuzgecmua: CyIOpPOTH, TICUXOTHUECKHE pacCTPOMCTBA, CIyTAHHOCTh CO3HAHUS,
JieniepcoHanu3anus, JAenpeccus, [Ae30pUeHTalMs, TraIlOUMHALMY, HApYyLIeHUsl CHOBUICHUMN
(«komIMapHbI€» CHOBUACHMS ), TAPECTE3Us1, MAHUS.

Co cTOpOHBI KOJKHBIX IOKPOBOB

Yacmo: UHTEHCUBHOE TTOTOOT/AEJIEHHUE.
Yacmoma neussecmna. akHe.

Co cTOpOoHBI MOYEBBIJICTUTEILHON CUCTEMBI

Yacmoma neuzsecmna: ovyeuHas HEAOCTAaTOYHOCTH, I/lHTepCTI/IHI/IaJII)HMﬁ He(pr/IT.
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Co cTOpOoHEl 00M€EHA BELIECTB U NUTAHUS

Heuacmo: AHOPEKCUs, CHUKCHHUE allllE€TUTAa.

Co CTOpOHBI OOPHO-ABUraTEILHOIO anrapara

Heuacmo: mplieuHblii CH33M3, KOCTHO-MBIIICYHAas CKOBaHHOCTI:I, MI/IaJIFI/I}IZ.

*
Yacmoma neuzsecmua: pabroMuonns®’, Muonatus.

Co CTOpPOHBI MUIIEBAPUTEILHON CUCTEMBI

Yacmo: nuapesi, ppoTa, AUCIEINCUs, TOIHOTA, 60Jb B 00J1aCTH )KUBOTA.

Heuacmo: »30darut’, racrtpossodareanbHas pedaioKcHas O0ne3Hb?, TacTpUT, INPOKTANrMs?,
CTOMATHT, IIOCCHT, B3yTHE KMBOTa!, 3amop, cyXocTh BO pTy, OTphIXKKa, METEOpus3M, Xonectas®,
renaTyT B T.4. XOJECTaTUYECKHH MM renaToLeIospHblii’,

Yacmoma Heuseecmua: OCTPBI TNaHKpPEAaTUT, U3MEHEHUE LIBeTa 53blka W 3y0OOB, MEYEHOYHAas
HEJ/I0CTaTOYHOCTb, XOJIeCTaTUYECKas KeJTyXa.

Co CTOPOHBI ABIXaTEAbHOW CUCTEMBI

Heuacmo: actma', HOCOBOE KpoBOTeueHHe?, TpOMG0IMOOIMS JIerouHol aprepun’.

Co CTOPOHBI OPraHOB YYBCTB

Yacmo: nucres3usl.
Heuacmo: BepTUroO, HapyIlLIEHUE CTyXa, 3BOH B yIlIaX.
HYacmoma neussecmua: riyxoTa, areB3us (MoTepsi BKYCOBBIX OLILYIIEHMIA), TAPOCMUsI, AHOCMHUS.

Co CTOPOHBI CEPICYHO-COCYIUCTON CUCTEMBI

Yacmo: Bazoaunatauus'.

Heuacmo: octaHoBka cepaua', ¢ubpumnsuums npencepamii', yanuHenue unrtepana QT Ha
3JIEKTPOKApAMOTPaMMe, SKCTPACHCTONIHS ', Ol IeHHe cepaALeOueHHs.

YacToTa HEM3BECTHA: JKENy/JO0YKOBas TaXWUKapJAusi, B TOM YHUCIE TUMA ITUPYIT», GUOPUIISALUS
)KeITyJOYKOB, KDOBOTEUEHHE.

JlabopaTopHEbI€e ITI0Ka3aTenu

Yacmo: OTKIIOHEHHE B I€YEHOYHOM Mpobe.

Heuacmo: mnoBblIeHHE KOHIEHTpallunu eraTl/IHPlHal, MOBBINIECHUE KOHUEHTpaLHUU MO‘leBI/IHBII,

4

9

W3MEHEHHWE OTHOWIEHUs anbOyMuH — rnoGynun', neiikonenus, HeiiTponenus®, >03uHOPUIMSA
TpoMGOLHUTEMHUS, MOBBIILIEHUE aKTUBHOCTH: allaHMHaAMUHOTpaHchepasbl (AJIT),
acnapratamuHotpancdepassl (ACT), rammarnyramuntpancdepass (I'TT)*, menounoii gocdarassr?,

nakrataeruaporenassl (JIJ)®.
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Yacmoma  Heusgecmua:  arpaHyJOLMTO3,  TPOMOOLIUTONEHMS,  YBEIMYEHUE  3HAUCHUS
MEKIyHapOJHOr0 HopMaau3oBaHHoro otHomenus (MHO), yiiHeHre npoTpoMOMHOBOTO BPEMEHH,
M3MEHEHHE 1IBeTa MOYH, MOBbIIIEHNE KOHLIEHTpalKi OuiupyOrHa B KpOBH.

OO011Me paccTpoiicTBa

Ouenv yacmo: GpnedUT B MecTe HHbEKLIUH .

Yacmo: 601k B MECTE MHBEKIIMH ', BOCTIAJIEHHE B MECTE HHBEKLIHH .

Heuacmo: wemomoranue®, rumeprepmus®, actenus, 6oi1b B rpyjaHoit  knetke', 03HOGY,
yTOMJISIEMOCTR”.

WHdekumoHHbIE U Iapa3uTapHble 3a001€BaHUS

1

Heuacmo: uenmonur , KaHIua03, FaCTpO3HTCpI/IT2, BTOPUYHBIC I/Il‘i(l)eKI_lI/II/I3

(B TOM umcne
BarMHaJbHbIE).

Yacmoma neusgecmua: NceB1OMEMOPAHO3HBIN KOJIUT, POXKa.

I[Ipennonaraercs, 4To 4acToTa, TUI U TSKECTh HEXENATENbHBIX pEakLUi y JeTeil Takas ke, Kak y
B3pOCIIBIX.

Ilayuenmur ¢ nooasneHHbIM UMMYHUMENOM

VY nauuentoB co CIIMJlom u npyrumu ummyHoaedUUMTaMH, MOTYYalOUMX KIAPUTPOMULIMH B
Oosee BBICOKMX 033X B TE€YEHHME JIMTEIBHOrO BPEMEHM JUIs JIeYeHUs MMKOOAKTepHalbHBIX
MH(]EKLMi, YyacTo TPyAHO OTIMYMTH HexenarenbHble 3¢dexTsl npemnapara ot cumnrtomoB BHU-
MHQEKIMK WU COMMYTCTBYIOLIEro 3a001eBaHMs.

Haubonee yacTeiMu HexenaTenbHbIMM SBICHUSMHU Yy MALMEHTOB, MPUHUMABIIUX CYTOYHYIO H03Y
KJ1apuTpoMuLIMHA, paBHyto 1000 mr, Obuin: TOIIHOTA, pBOTA, MU3BpalleHUE BKyca, O0ib B 0biacTu
’KMBOTA, AMapes, Chblllb, METEOPU3M, TOJOBHas 00jb, 3amop, HapylIeHWEe CllyXa, MOBBIIIEHUE
aktuBHocTH ACT u AJIT B kpoBu. Takxke OTMEUalIUCh Cllyyau HEXeJaTeIbHbIX SBJICHUNA C HU3KOMN
4acTOTOW BO3HMKHOBEHMs, TAKME KaK OJIbIlIKa, OECCOHHULA U CYXOCTb BO PTY.

VY nauueHToB C MOJABJIEHHBIM MMMYHMTETOM IMPOBOJAMIIM OLIEHKY J1abOpaTOpHBIX IMOKa3aTeseH,
aHaIU3Upysl UX 3HAYMTENIbHbIE OTKJIOHEHHWS OT HOPMBI (pe3Koe MOBbIIIEHHE WM CHUXeHue). Ha
OCHOBAHMU JAHHOTO KpUTepus y 2 — 3 % nanueHToB, NOdy4aBIIMX KIapuTpOMULMH B 1o3e 1000 mr
eKeJIHEBHO, ObLIIO 3aperucTpupoBaHo 3HauuTeabHoe noswimenue akTuBHOCTH ACT u AJIT B kpoBw,
a TaK)kKe CHU)KEHUE YUCIa JIEHKOLUTOB U TPOMOOUMTOB. Y HEeOOJBIIOr0 YMCiia MAlUEeHTOB TaKkKe
OBLIO 3apErMCTPUPOBAHO MOBBIIIEHUE KOHIIEHTPALMK OCTaTOYHOIO a30Ta MOYEBHHBI.

* B HeKOTOpBIX COOOIIEHUAX O pabaOMUOIH3E KIAPUTPOMULIMH PUHUMAJICS COBMECTHO C IPYTHMMHU
JIEKapCTBEHHBIMM CPEACTBaMHM, C MPUEMOM KOTOpBIX, KaK M3BECTHO, CBSi3aHO pa3BUTHE

pabnomuonuza (ctaTuHbl, GUOpaThl, KOJIXULUH UIH aJJIOMyPUHOI).
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" CooGuienus o 1aHHBIX MOGOYHBIX PEAKLMAX OBLIN MOTyUeHbl TOILKO MpH MPUMEHEHHH Npenapara
Knauun® nuodunusar a1 NpuroToBaeHns pacTBOpa Ui HHY3Hil.

2 CoobmieHus 0 JaHHBIX TOGOYHBIX PeaKIMAX ObLTH MOJTyYeHB! TONBKO MPH NPUMMEHEHHH Npenapata
Knauua® CP - TabneTku ¢ MPOJOHTMPOBAHHBIM  BHICBOOOXKIEHHEM, TMOKpPBITHIE —IIEHOYHOM
000J10YKO¥.

3 Coo6leHHs 0 JaHHBIX MOGOYHBIX PEaKLMAX ObIIM MOTyYeHB! TOIBKO TP MPUMEHEHNH Mpenapara
Knauun® rpany il U1 NpUroToBIeHUs CyCMIEH3MHU TS TIpHeMa BHYTpb.

* Coobienus 0 JaHHBIX TOGOYHBIX PeaKIMAX ObUTH MOJTyYeHbl TONBKO NP NPUMEHEHHH Npenapara

Knauna® tabneTku, moKpeIThie MIEHOUHOM 060I0UKOIA.

IlepenosupoBka

Cumnmomuer: nipueM OONBIION [03bl KIAPUTPOMHULMHA MOXKET BbI3BaTh CMMIITOMBI HapyLIEHUH CO
CTOPOHBI 7K€y JOYHO-KUILIEYHOTO TPAKTA.

Y oaHoro mauveHTa ¢ OUMOJNSAPHBIM PAacCTPOMCTBOM B aHamMHe3e Iocie mpuemMa 81
KJIapUTPOMUIIMHA ONMCAHbl W3MEHEHHUS MCHUXMYECKOTO COCTOSHMS, NMapaHOUAalbHOE MOBEJCHUE,
TUIIOKATMEMHUS U THITOKCEMHUSI.

Jlevenue: Npu TepeJO3UPOBKE CIIEAYET YAaluTh HeaOcOpOMpPOBaHHBIN Mpenapar U3 KeilyJA04YHO-
KMIIEYHOro TpakTa (MPOMBIBAHUE KENyJKa, NPUEM aKTMBUPOBAHHOTO Yy M Jp.) U MPOBECTH
CHMMITOMAaTHUYECKYIO Tepanuioo. ['eMoanmanu3 M NEepUTOHEANbHbIH JManu3 He OKa3blBalOT
CYIIECTBEHHOTO BIMAHUS HAa KOHLEHTPALMIO KJIAPUTPOMHULIMHA B CBIBOPOTKE, YTO XapaKTEPHO U AJIs

JPYTUX MpenaparoB rpymnibl MaKpOJIUIOB.

B3aﬂM0ﬂeﬁCTBHe C IPYIrHMMH JIEKAPCTBEHHbBIMH CPpEACTBaAMHU

Ilpumenenue czzedwou;ux npenapamoe COBMECHIHO C KI1apumpOoOMUUUHOM NPOMUBONOKA3AHO 8 CEA3U

C 803MONCHOCMLIO PA3BUMUSL CEPbE3HbIX NODOYHBIX a(deeKmoe.'

Huzanpuo, numo3uo, mepghenaoun u acmemu3zon

[Ipu coBmMecTHOM mnpueMe KIapUTPOMMLMHA C LM3AMPHIOM, MUMO3UJIOM, Tep(heHaTuHOM WM
acTeMM30JI0M COOOLIAIOCH O MOBBIILEHUN KOHIIEHTPALMKU MOCIEIHUX B IJ1a3Me KPOBH, YTO MOJXKET
NpUBECTH K yanuHeHuto wuHTepBana QT u mnosiBIEeHMIO CceplAeYHBIX apUTMUM, BKIKOYas
KEJTy I0YKOBYIO TaxMKapAuio, GUOPUIUIALMIO HKENTyJ0YKOB M IKETyJI0YKOBYIO TaxWKapIWiO THIIA

«mupya™» (cMm. pazzen «[IpoTuBonokasaHus»).
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AnKanouost cnopviHbu

IlocTperncTpauMonHple  MCCIE/IOBAHUS  MOKA3bIBAIOT, YTO [PH COBMECTHOM  IMPMMEHEHUH
KJIApUTPOMULIMHA C 3PrOTAMHUHOM WIIM JUTMAPO3PrOTAMUHOM BO3MOXHBI Clieayromue 3¢deKTs,
CBSI3aHHBIE C OCTPBIM OTPABJIEHMEM IIpernapaTamu TpyIIbl 3PrOTAMUHOB: COCYIMCTHIN Crasm,
MIIEeMHUsl KOHEYHOCTEM W JPYrMX TKaHeW, BK/IOYas LEHTPalbHYI0 HEPBHYIO CHCTEMY.
OzHOBpEMEHHBI NPUEM KJIapUTPOMULIMHA C aJKaJOUIaMU CIIOPBIHBM POTHBOIOKA3aH (CM. paszien
«IIpoTBONOKa3aHu»).

Muoasonam ona nepopansnozo npumenenus

[Ipn coBMeCTHOM MpUMEHEHHM MHIa3ojiama U KiaputpomuimHa B (opme Tabnerok (500 mMr nsa
pasa B JieHb) oTmevanochk yBeanuenne AUC muaazonama B 7 pa3 mocjie nepopajbHOTO MpHema.
OaHOBpeMEHHBI MpUEM KJIAPUTPOMMIMHA C MH/Ia30J1aMOM JUIsi [EPOPAIbHOrO MPUMEHEHHUS
NpOTUBOIIOKa3aH (cM. pazzen «IIpoTuBornokazanusy).

Huzuoumopsr I'MI'-KoA-pedykmasvt (cmamurnol)

OHOBpEMEHHBIH MPUEM KIAPUTPOMHLIMHA C JIOBACTATHHOM WIIM CHMBACTATMHOM MPOTHUBONOKA3aH
(cm. pasznen «IIpoTrBomoKa3aHus») B CBSA3M C T€M, YTO JaHHbIE CTATHHBI B 3HAYUTEILHON CTENIEHN
metabonusupytotes usopepmenToM CYP3A4, u coBmecTHOE NMpPUMEHEHHE C KJIAPUTPOMHUIIUMHOM
MOBBIIIAET HMX CHIBOPOTOYHBIE KOHLEHTPALMU, YTO MPUBOJUT K TMOBBILEHHIO PUCKA Pa3BUTHS
MUOMaTUM, BKIrO4Yas pabaomuonu3. Coobmianock o chydasx pabIoOMHONM3a Yy MAlUEHTOB,
NPUHUMABLIMX KJIAPUTPOMULIMH COBMECTHO C JAaHHBIMM Mpernaparamu. B ciydae He0OX0AMMOCTH
NPUMEHEHUsS KJIApUTPOMHULIMHA CJIeyeT MPeKpaTUTh MPHUEM JIOBacTaTMHA WM CHMMBAcTaTHHA Ha
BpEMs TEpaIuu.

KnapurpoMulme cieayer NpuMEHATb C OCTOPOXKHOCTBIO IMpPU KOMOMHHMPOBAHHOW Tepamuu ¢
JApPYTMMHM CTaTHHaMHU. B ciyyae HEOOXOAMMOCTH COBMECTHOTO MpHeMa peKOMEHAYeTCsl IPUHUMATh
HaMMEHBIIYIO /103y CTaTUHA. PEKOMEHIyeTcsl MPUMEHSTh CTaTHHbI, HEe 3aBUCSIIUE OT MeTaboa13Ma
usodpepmenta CYP3A (nanpumep, ¢uyBactatun). CrieayeT KOHTPOJIMPOBATH Pa3BUTHE PU3HAKOB U
CUMIITOMOB MUOTIATHH.

Jlomumanuo

OaHOBpEMEHHBIHM MpUEM KIAPUTPOMMLMHA C JIOMUTANUIOM TPOTHUBOMOKA3aH W3-3a pHUCKa
CYIIECTBEHHOTO IOBBIIIEHUA AKTUBHOCTM TpaHCAMMHA3 B IUla3Me KpoBM (CM. pasjen
«ITpoTuBonokazanusy).

Bauanue opyzux nekapcmeeHHblX npenapamos Ha KiapumpomuuuH

[Ipenapatel, sBnstomuecs uHAyKTopamMu uzodpepmenta CYP3A (Hanpumep, pubamnuimH,

GbenutouH, kapbamasenuH, enobapOuTan, 3BepoOOH MPOABIPABICHHBINM), MOIYT WHIYLHUPOBATh
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MeTabosIu3M KJIapUTPOMHULMHA. DTO MOXET MPHUBECTH K CyOTepaneBTHYECKOH KOHIEHTpPALHH
KJIApUTPOMMUILIMHA, YTO MPUBOJAMT K CHWKEHMIO ero sddektuBHoctu. Kpome Toro, HeoOGXoaumo
Ha0JIIO1aTh 3a KOHLEHTpauuei naaykropa usodepmenra CYP3A B ruiasme KpoBH, KOTOpask MOXKET
TMOBBICUTBCS M3-3a MHrUOMpoBaHus uzopepmenta CYP3A knapurpomunmnom. [Ipu coBMeCTHOM
npuMeHeHUH pudabyTMHA U  KIAPUTPOMHLIMHA HAOMIOJAN0Ch  IOBBIIEHHE ILIa3MEHHOMN
KOHUEHTpalui pudabyTMHa ¥ CHIKEHHE CHIBOPOTOYHOW KOHIEHTPALMK KJIAPUTPOMULIMHA C
MOBBILIEHHBIM PUCKOM Pa3BUTHUS YBEUTA.

Cnemyromme npenapaTel 007aJalOT  JOKa3aHHBIM WM [PEANONAaraeéMbiM  BIMSHHEM Ha
KOHUEHTpALMIO KJIapUTPOMULMHA B IJIa3M€ KPOBHM; B CIydae MX COBMECTHOIO MPUMEHEHHUS ¢
KJIQPUTPOMHULIMHOM MOXKET MOTPeOOBAThCS KOPPEKLHMS 03 WM TMEepexoj Ha albTepHATHBHOE
JIeYeHue.

Ipasupens, neeupanun, pugpamnuyun, pughadymun u pudanenmun

CuiibHBIE MHIYKTOPBI CHCTEMBI LIUTOXpoMa P450, Takue kak aaBupeHs, HeBUpAIH, pU(aMITULKH,
pudabyTun ¥ pudaneHTUH MOrYT YCKOPSTh MeTaboJIM3M KIapUTPOMHIIMHA M, TaKMM 00pa3’oMm,
MOHW)KATh KOHUEHTPALMIO KJIApUTPOMULMHA B IJ1a3M€ U BMECTE C TEM IMOBBIIATH KOHLIEHTPALMIO
14-OH-knapuTpoMuLIMHa — MeTabONUTa, TaKXKe SBISIOUIErOCs MHUKPOOMOJOTHYECKH AKTHBHEIM.
[TockonbKky MUKpOOHOIOrHYeckass aKkTUBHOCTb KiaapuTpomuiHa u  14-OH-knaputpomuiuna
OTJINYAETCS B OTHOLIEHUH Pa3JIMuHBIX OaKTepuil, TepaneBTUYECKHid 3PPEKT MOKET CHIKATHCS MPH
COBMECTHOM MPUMEHEHUN KJIAPUTPOMHUIIMHA U UHIYKTOPOB ()EPMEHTOB.

Impagupun

KoHuenTpanms KaapuTpOMMLIMHA CHYJKAeTCs MPU MCIOJIB30BaHUM 3TPAaBMPHUHA, HO MOBBIMIAETCS
KOHLEHTpaluss  akTuBHoro  meraboaura  14-OH-knapurpomununa.  [lockoneky — 14-OH-
KJIADUTPOMHULIMH 00J1alaeT HU3KOW aKTMBHOCTBIO TO OTHOIIEHWIO K MHpeKiwmsM Mycobacterium
avium complex (MAC), MOXeT MeHAThCS 0OOIIasi aKTMBHOCTh B OTHOIIEHHWHM 3THX BO30YIUTENEN,
nostomy Ais nedyenuss MAC cnenyer paccMarpuBaTth allbTEPHATHUBHOE JICYCHHUE.

Daykonaszon

CoBmecTHblii npuem (iaykoHasona B 103e 200 Mr exxeJHEBHO U KJIapUTpOMHKIIMHA B 103e 500 Mr JBa
pasa B JieHb y 21 310poBOro n00pOBOJIBIIA MPUBENO K YBEIHMYEHUIO CPEIHEro 3HauYeHHs
MUHMMaJIbHOW PaBHOBECHOM KOHLEHTpauuu KiaputpoMuldHa (Cmin) 1 AUC Ha 33 % u 18 %
COOTBETCTBEHHO. [Ip1 5TOM COBMECTHBIN MpUeM 3HAYMTEIBHO HE BIUSII HA CPEIHIO PABHOBECHYIO
KOHLIEHTpAlUMK  akTuBHOro  merabonura  14-OH-knaputpomuumna.  Koppekuus — 103bI

KJIapUTPOMMIIMHA B CJIy4ae COMYTCTBYIOLIEro nMpuema (aykoHas3ona He TpeOyeTcs.
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Pumonasup

®DapMaKOKMHETHUYECKOE HCCIIEIOBAHUE M0Ka3ajlo, YTO COBMECTHBIM MpUEM PUTOHABHpa B 103€
200 Mr kaxkable BOCEMb YacOB M KiapuTpomuiiMHa B jgo3e 500 mr kaxaeie 12 yacoB mpuBen K
3aMETHOMY TOJaBJIeHUI0 MeTabosiM3Ma KiapurpoMuliHa. [Ipu coBMecTHOM IpueMe pUTOHaBHpa
Cmax KITapuTpoMuLInHa yBenuyuiaack Ha 31 %, Cmin yBenuuunace Ha 182 % u AUC yBenuuunace Ha
77 %. Bbl10 OTMEYEHO MpaKTUYECKH MOJIHOE nojaBieHue oOpasoBanus 14-OH-knapurpoMuuyHa.
brnarogapsi mupokoMy TepaneBTUYECKOMY IMana3oHy KIapUTPOMHLIMHA YMEHbILIEHHE €ro J103bl Y
MallMeHTOB C HOpPMaJbHON mMoYeuyHo (QyHKuMeld He TpeOyercs. Y TMALMEHTOB € IOYEYHOU
HEZ0CTaTOUHOCTBIO 11€1eCO00pa3HO PACCMOTPETH CIIEAYIOIME BapuaHThl Koppekuuu 103bl: ipu KK
30— 60 Ma/MUH 1032 KJIAPUTPOMMLIMHA AOJDKHA ObITh yMmeHbineHa Ha 50 %; mpu KK menee
30 MJI/MUH 1032 KJIAPUTPOMMLIMHA JIOJDKHA ObITh yMeHblleHa Ha 75 %. PurtonaBup He cienyer
COBMECTHO NMPUHUMATH C KIAPUTPOMHULIMHOM B J103aX, MPEBBIMIAOMIUX | I//1eHb.

Cxo/1HBIe KOPPEKLIMH 103 J0JKHBI pacCMaTPUBATBLCS y MALMEHTOB CO CHIXKEHHOH (yHKLMel noyex,
€CJIM PUTOHABUP MUCIOJB3YyeTCs KakK (hapMaKOKMHETUYECKUN «yCHIIUTENbY MPU MPUMEHEHUHU APYTHX
MHruOuTOpOoB  mporeassl BUWY, Bkirowyas artazaHaBUp M CakBMHaBUp  (CM. mojpasjen
«JIByHarpaBjaeHHOE B3aUMOCHCTBUE JIEKAPCTBY).

Jeiicmeue KiapumpomuuuHa Ha opyzue J1eKapCcmeeHHble npenapanivl

Anmuapummuueckue cpeocmea (XUHUOUH U OU3ONUPAMUO).

B03MOXHO BO3HMKHOBEHHME JKEIYyJ0YKOBOW TaXWKapAMU THUIA «IUPY3IT» I[PU COBMECTHOM
MPUMEHEHUH KIApPUTPOMULIMHA W XUHHMJIMHA WM Ausonupamuja. [Ipy ogHOBpeMeHHOM mpueme
KJIapUTPOMMIIMHA C OTHMMH  [IpernapataMM  ClIeIyeT peryjaspHO TpPOBOAUTb  KOHTPOJb
AJIEKTPOKAPAUOrPaMMBbl Ha MpeaMeT yuiMHeHus unrepBana QT, a Takxke cieayeT KOHTpOJIUPOBATh
CBIBOPOTOYHBIE KOHLEHTPALIMK 3TUX MPEnapaTos.

[Ipu mocTperucTpalMOHHOM MPUMEHEHUHM COOOIANOCh O Cly4asX Pa3BUTHUS TMIIOTIIMKEMHUM IpU
COBMECTHOM TpUeMe KIApUTPOMHMLMHA M Jau3onupaMuaa. Heob6Xoaumo KOHTpOIMpPOBATh
KOHIEHTPALIMIO TJIIOKO3bl B KPOBU TNPU OJIHOBPEMEHHOM IMPUMEHEHUU KIAPUTPOMMLIMHA U
JU30TMMpaMu/ia.

ITepopansHbie zunoznukemuyecKkue cpeocmea/uncy1un

[Ipy COBMECTHOM MPUMEHEHHH KJIApPUTPOMHULMHA W MEPOPAIbHBIX THMNOIIMKEMHUYECKUX CPEICTB
(Hanmpumep, TMPOU3BOJIHBIE CYJIb(OHUIMOYEBUHBI) W/MIM HMHCYJIMHA MOXET HaOMoAaThes
BbIpaXK€HHAsi runoriukemMus. OJHOBpEMEHHOE MNPUMEHEHUE KIAPUTPOMMLMHA C HEKOTOPBIMU
TUIOTJIMKEMUYECKUMH  TIpernapataMu (HarnpuMep, HaTEerJIMHUA, NHOIIMTAa30H, penarivuHui U

POCHIIIMTA30H) MOJKET MPUBECTH K MHruObupoBanuio uzodpepmenta CYP3A k1apuTpoOMHULIMHOM, B
18



pe3yJbTaTe uero MOXKET pa3BUThCA TUMOIIMKeMHs. PekomeHayeTcs TIIaTeNbHBIA KOHTPOJIb
KOHLIEHTPALIUHU TJIFOKO3BI.

B3aumooeiicmeus, obycnoenennsie usogpepmenmom CYP3A

CoOBMECTHBIN MpUeM KIapUTPOMHIIMHA, KOTOPHIH, KaK U3BeCTHO, MHruoupyer nzopepment CYP3A,
Y MpernaparoB, nepBuuHO Metabonusupyromuxcs uzopepmentom CYP3A, MoxKeT accolMupoBaThCs
C B3aMMHBIM TIOBBIIIEHHEM KX KOHLIEHTpPALMH, YTO MOMKET YCWIUTh MM TMPOMIUTH Kak
TeparneBTHYeckue, Tak u 1oboyHsle 3¢ddexT. KnapuTpoMuuuH cieayer ¢ OCTOPOKHOCTBIO
NPUMEHSATh MalMeHTaM, TMOJMYYalolUUM [penapaTsl, sBisgiomMecs cybcTpatamu u3odepmeHTa
CYP3A, ocobeHHO eciii 3TH Ipenaparbl UMEIOT Y3KMH TepaneBTUYECKUi Auana3oH (Harmpumep,
KapbamasernuH), W/WIM WMHTEHCHMBHO MeTabONIM3UpyrOTCs 3TUM  ¢depmeHToM. B ciyuae
HEOOXOMMOCTH JIOJKHA TPOBOJMTHCS KOPPEKLMS [03bl Mpenapara, MPUHMMAeMOro BMeECTE ¢
KJIapUTPOMULIMHOM. Taxke, Mo BO3MOXKHOCTH, JOJDKEH MPOBOAUTHCS MOHUTOPHHI CHIBOPOTOYHBIX
KOHLEHTpALMii MpenapaToB, NepBuuHO MeTabonusupyromuxcs nzopepmentom CYP3A.
MeTtabonu3m clleaylommX MpenapaToB/KiaccoB ocyiecTBisercs Tem xe usopepmentom CYP3A,
4To W MeTaboJIM3M KJIApUTPOMMIIMHA, HANpUMep, alnpo3ojiaMm, kapOamaszenuH, LUIOCTa3oll,
LMKJIOCTIOPUH, JAM30NHMpPaMMJ, METUINPEAHU30IOH, MHUIA30jaM, OMENpas3oll, IepopabHbIE
AHTUKOAryJISHTHI (Hanpumep, BapdapuH, puBapokcabaH, anukcabaH), aTUIUYHbIE
AQHTUIICUXOTUYECKHE CpelcTBa (HampuMep, KBETHANMH), XWHUAMUH, pudadyTuH, cunaeHadun,
TakpoJluMyc, TpuaszoinaM v BuHOJNacTuH. Takxke k aronucram uzodepmenta CYP3A otHocaTcs
Clie/IyIoIlMe Mpernaparkl, MPOTUBONOKA3aHHbIE K COBMECTHOMY NMPUMEHEHHIO ¢ KJIAPUTPOMULIMHOM:
acTeMH30J1, LM3aNpuj, MUMO3U], TepdheHanH, JOBaCTaTUH, CUMBACTAaTUH U aJKaJIOU/bl CIIOPBIHBU
(cm. paspen «IIporuBornokazanus»). K mpemnaparam, B3auMOAEHCTBYIOLIMM MOA0OHBIM 00pazom
yepe3 Jpyrue H30pepMEeHThl B pamkax cucTeMbl nuToxpoma P450, oTHocsTcs (EeHUTOUH,
TeO(UITUH U BabIIpOeBasi KMUCIOTA.

Henpamble aHmMuKkoazyiaHmol

[Tpu coBmecTHOM rnpueme BapdapuHa U KIApUTPOMULIMHA BO3MOXKHO KPOBOTEUYEHHE, BBIPAKEHHOE
yBenuuenne MHO u mnpoTrpomOuHOBOro BpemeHH. B ciyyae COBMECTHOrO MpPUMEHEHUS C
BaphaprHOM WM JIPYTUMHU HETPSIMBIMU aHTUKOAryJIsiHTaMu Heo0Xo1uMo kKoHTposupoBate MHO u
MPOTPOMOUHOBOE BpPEMS.

Ilepopanvhsie aHMUKOGZYIAHMbI NPAMO20 OeHUCMEUA

[lepopanbHblii aHTUKOArYJSIHT TMPSMOro JeWCTBUS jAaburaTpaH sBisieTcss cyOcTpaTom Ui
sddokcHoro Genka-nepeHocunka P-rnukonporenna (P-gp). PuBapokcaban u anukcaban

Metabonuzupyrores ¢ yuactuem usodepmenta CYP3A4 u takxke sBistores cyoecrpatamu 1 P-gp.
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Cnenyer coOmoaaTh OCTOPOXKHOCTb TPH OJHOBPEMEHHOM NPUMEHEHUH KIAPUTPOMUIIMHA C
JIAHHBIMH Tpernaparamu, 0COOEHHO Yy MalMEHTOB C BBICOKMM PUCKOM KPOBOTEYEHHS (CM. pa3Jielibl
«C ocTopokHOCTBIO» U «Oco0bIe yKa3aHUsA»).

Omenpaszon

Knapurpomuiws (o 500 Mr kaxapie 8 4yacoB) ucciieoBaics y 3J0POBBIX B3pOCIBIX JOOPOBOJIBLEB
B KoMOuHaiuu ¢ owmenpaszonoM (mo 40 wmr exenHeBHo). Ilpu coBMecTHOM NpUMEHEHUH
KJIQPUTPOMUIIMHA M OMEIpasojia PaBHOBECHBIE IJIa3MEHHbIE KOHLIEHTPALMK OMerpasoja OblIu
yBenuueHbl (Cmax, AUCo24 1 T yBenmmumnuch Ha 30 %, 89 % u 34 % coorBercTBeHHO). Cpeanee
3Hauenue pH xenyaka B TeueHue 24 yacoB COCTAaBUIO 5,2 Mpu NpUeMe OMeNnpasoa B OTAEIBHOCTH
1 5,7 npu npreme omenpaszoja COBMECTHO C KJIAPUTPOMULIMHOM.

Cunoenaghun, maoanagun u eapoenaghun

Kaxaplii u3 3TuX HHrHOUTOpPOB ocdoauscrepasbl MeTaboIU3UpyeTCs, 10 KpaiHei Mepe, 4aCTUYHO
¢ yuactuem uzodepmenra CYP3A. B 1o xe Bpems usopepment CYP3A mMoxxeT MHruObupoBaThCs B
MPUCYTCTBUU KIapUTpoMullMHa. COBMECTHOE NpUMEHEHHE KIApUTPOMHULMHA C CUJJIeHaduIoM,
Tajanaduiaom uaM BapaeHaGUIOM MOXKET MPUBECTU K yBEIUUYEHUIO UHIMOMPYIOLIEro BO3AEHCTBUS
Ha ¢ocdoaudcrepazy. Ilpu mnpuMeHeHMM S5TUX TMpenapaToB COBMECTHO C KIApUTPOMHUIMHOM
ClIelyeT pacCMOTPETh BO3MOKHOCTh YMEHbILIEHHs 1036l cuiaeHaduna, Taganaduia v BapaeHadua.
Teopunnun, kapoamasenun

[Ipyu coBMECTHOM MPUMEHEHUM KIAPUTPOMULIMHA M TeopHU/UTMHA MM KapOama3ernuHa BO3MOXKHO
MOBbINIEHHE KOHLIEHTPAIMU JaHHBIX MPENapaToB B CHCTEMHOM KPOBOTOKE.

Tonmepooun

[lepBuyHbIii MeTaboMM3M TONTEpOAMHA OcyluecTBiseTcs yepe3d 2D6 uzodpopmy uutoxpoma P450
(CYP2D6). OpHako B 4YacTH TOMNyJslMH, JumeHHoW wu3odepmenta CYP2D6, merabonusm
npoucxoaut yepe3 uzopepment CYP3A. B sroii rpynne HaceneHus mojaBieHue usodepmeHTra
CYP3A npuBOAUT K 3HAUUTENIbHO 00Jiee BHICOKUM KOHLIEHTpALUSIM TOJTEPOJAMHA B ChIBOPOTKE. B
NOMYJISALUU C HU3KUM ypoBHEM MeTabonusma uepe3 uzopepment CYP2D6 moxer notpedoBaThes
CHMJKEHHME J03bl TOJTEpPOJMHA B MPUCYTCTBUUM MHrUOUTOpOoB H3opepmeHta CYP3A, Takux kak
KJIapUTPOMHULIMH.

benzoouazenunst (Hanpumep, annpazonam, Muoa3onam, mpuazonam)

[Ipu coBMecTHOM NMpHMeHEHUH MH1a301ama U TabneTok knaputpomuuuHa (500 Mr Ba pasa B I€Hb)
ormevasioch yBennyeHne AUC wmupazonama: B 2,7 paza mnocie BHYTPUBEHHOIO BBEJIEHUS
muaa3onama. Eciim BMecTe ¢ KJIIapUTPOMHMLIMHOM MPUMEHSIETCsl BHYTpUBEHHAs opMa Mu1a3oJ1ama,

CJIEAYET TIIATCJIbHO KOHTPOJIMPOBATH COCTOAHHUE IMallU€HTaA I BO3MOXKHOM KOPPEKIIMHU N03BbI.
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BBejieH1e J1€KapCTBEHHOIrO Mpernapara uepe3 CIU3UCTYI0 00O0JIOYKY MOJOCTU pTa, KOTOpOE JaeT
BO3MOXKHOCTb OOOWTH MPECUCTEMHYIO 3JMMHHALMIO JIEKAPCTBEHHOIO Ipernapara, CKOpee BCEro,
MpuUBeJeT K B3aUMOJCHCTBUIO aHAJIOTMYHOMY TOMY, KOTOpoe HabitoAaeTcs MpU BHYTPUBEHHOM
BBE/ICHUM MU1a30j1ama, a He MU NepopaibHOM MpUEME.

Takue ke Mepbl NPeAOCTOPOKHOCTU CIIEAYeT NPUMEHSATh U K JApyruM OeH30ua3ernuHaM, KOTOpbIe
metabonmsupyrores  uzopepmentom CYP3A, Bximouas Tpuasonam W anmpasonam. Jlid
OEeH30/1Ma3eNMHOB, BBIBEEHHE KOTOPHIX He 3aBUCUT oT uzopepmenta CYP3A (temazenam,
HUTpaszenam, Jopasernam), MajJOBEpOSTHO  KJIMHUYECKM 3HAYMMO€  B3aUMOJEHCTBHE  C
KJIapUTPOMHULIMHOM.

[Ipy coBMECTHOM NpPUMEHEHUWH KJIAPUTPOMHUIMHA W TpHUa3ojama BO3MOXHO BO3JEHCTBME Ha
LUeHTpalbHyl0 HepBHYyw cucteMy (ILIHC), Hampumep, COHJIMBOCTb M CIyTAHHOCTh CO3HaHusA. B
CBSI3U C 3TUM, B Cly4ae COBMECTHOrO MPUMEHEHHUS, PEKOMEHIYeTCs CIEeIUTh 3a CUMITOMAMHU
nHapymenus [{HC.

Bzaumooeiicmeus ¢ Opy2umu npenapamamu

Koaxuyun

Konxuumn sasercs cybcrparom kak uzodpepmenta CYP3A, tak u Oenka-nepeHocuuka P-
raukonporenHa (Pgp). M3BecTHO, 4YTO KIAPUTPOMULMH U ApPYyrU€ MAKpPOJIM/bI SBISKOTCS
uaruoburopamun uzopepmenta CYP3A u Pgp. Ilpu coBmecTHOM npueMe KJIAPUTPOMHIMHA U
KoJIXulMHa MHrubupoBanue Pgp w/wunu umzodepmenta CYP3A MoxeT NMpuUBECTH K YCHIIEHHIO
JEUCTBUSA KOJXMLMHA. 3aperucTpUpoBaHbl MOCTPErMCTPALMOHHBIE COOOIIEHMS O Clydasx
OTpaBJIEHUs KOJIXMLIMHOM TIpU €ro OJHOBPEMEHHOM IMpUEeME C KJIAPUTPOMHULIMHOM, dYalle Yy
MOXWIBIX TMauuMeHToB. HekoTopsle W3 OMMCaHHBIX CIy4yaeB MPOUCXOAMWIM C MalUUEeHTaMH,
CTpaJalOlIMMHU  [OYEYHOH  HefocTarouHocThto. Kak — coobmanoch, HEKOTOpbIE — ClIydau
3aKaHUMBAJIKCH JIETATbHBIM UCXO/0M.

O/IHOBpEMEHHOE NPUMEHEHME KIAPUTPOMHMIMHA M KOJIXMLMHA IPOTHBOIOKA3aHO (CM. pasjel
«[IpoTuBonokazaHusm»).

Muzokcun

[Ipennonaraercsi, 4to JOWMrOKCHH siBisercs cybcrtpatrom Pgp. M3BecTHO, 4TO KJIapUTPOMUILIMH
uHrubupyer Pgp. Ilpu coBmecTHOM npueme KJIapUTpPOMMLMHA M JUTOKCMHA MHrubuposanue Pgp
KJTApUTPOMULIMHOM MOXKET TMPUBECTH K YCHJICHUIO NeWcTBUS AurokcuHa. [loctperucrpanmonnsie
MCCIIeIOBaHUS TOKAa3ali, YTO COBMECTHBIM NMpUEM JUTOKCHHA U KJIAPUTPOMMILIMHA TAKKE MOXKET
MPUBECTU K MOBBIIIEHHIO CHIBOPOTOYHOM KOHLEHTPALMU [IUIOKCHHA. Y HEKOTOPBIX TMalMEHTOB

OTME€YAJIMCh KIIMHUYECKHUE CHUMIITOMBI OTpaBJIEHHA OWUIOKCHMHOM, BKJIKOYasd MOTCHLMAJIBHO
21



neranbHble apuTMHU. [Ipu cOBMECTHOM Mpueme KJIapUTPOMULIMHA U IMTOKCHHA CIIEAYET TILATEeIbHO
KOHTPOJMPOBATh KOHLEHTPALIMIO AUTOKCHHA B CBIBOPOTKE.

3uoosyoun

OzHOBpeMEHHBIN MpreM TabJIeTOK KJIapUTPOMMIIMHA M 3UI0BYAMHA NepopasibHO B3pocasivu BUY-
MHQUIUMPOBAHHBIMM MAallMEHTAMHU MOJXKET MPHUBECTH K CHUIKEHHIO PAaBHOBECHOW KOHLIEHTpALUH
3U/I0BY IUHA.

[TockonpKy KIapUTPOMMILIMH BJIMSET Ha BCAaChlBaHWE 3UIOBYJMHA MNpPU MEPOPaATbHOM IpHEME,
B3aUMO/JICHCTBUSI MOJKHO B 3HAYMTENbHOW cCTeneHW u30exaTb, NMPUHUMAs KIAPUTPOMULMH U
3UJI0BY/IMH C UHTEPBAJIOM B 4 yaca.

[Tono6unoro B3aumopeiictBus He Habmoganu y BUY-unduumpoBaHHBIX AeTei, MpUHUMABIIKUX
JETCKYI0 CYCIIEH3UIO KJIApUTPOMMLMHA C 3UJOBYJMHOM MM JAMAE30KCUMHO3MHOM. Ilockonbky
KJIAapUTPOMULIMH MOXET MpEensATCTBOBATh BCACHIBAHMIO 3UOBYJMHA MPU HUX OJHOBPEMEHHOM
npueMe BHYTPb Yy B3POCIBIX MALMEHTOB, MOAOOHOE B3aMMOJAEHCTBHE BpSA U BO3MOJKHO IpH
MCII0JIb30BAHUU KJIAPUTPOMHUIIMHA BHYTPUBEHHO.

DeHumoun u 6anbnpoeean Kucioma

Wmerorcss  naHHBle O  B3auMojeicTBUsAX uHruoburopoB wuzodepmenta CYP3A  (Bkmouas
KJIapUTPOMULIMH) C MpenaparamH, KOTOpble He MeTaboIM3MPYIOTCs € TOMOINBK u3odepMeHTa
CYP3A (¢peHuTOMHOM M BaJbMpOEBOW KUCIOTOM). s MaHHBIX MpernapaToB, MPH COBMECTHOM
NPUMEHEHUH C  KIAPUTPOMULIMHOM, PEKOMEHJYeTCs  OIpelelieHMe HUX  ChIBOPOTOYHBIX
KOHLIEHTPALMi, TaK KaK UMEIOTCs COOOIIEeHHUs 00 UX MOBBIILIEHUH.

Jleynanpasnennoe g3aumooeticmeue 1exapcme

Amazanasup

KnaputpoMuu u arazaHaBUp SIBISIFOTCS Kak cyOcTpaTaMu, Tak U MHruOMTOpamu u3zodepmeHTra
CYP3A. CyuiectByeT CBHIETENBCTBO JBYHANpaBICHHOIO B3aUMOJEHCTBUS 3TUX IMpenaparos.
CoBmecTHOe npumeHeHue Kiaaputpomuirta (500 mr aBa pasa B JeHb) U aTa3zaHaBupa (400 mr oguH
pa3 B JIeHb) MOXKET NPUBECTH K JBYKPAaTHOMY YBEJIMYEHUIO BO3JCHCTBUS KIAPUTPOMHUIIMHA U
ymeHblieHuto Bosaeiicteus 14-OH-knaputpomunmna Ha 70 %, ¢ yBenuuenuem AUC arazaHaBupa
Ha 28 %. bnaroaaps mMpoKoMy TepaneBTUYECKOMY JMana3oHy KJIapUTPOMHIMHA YMEHBIIEHUE ero
JI03bl y TALMEHTOB C HOpMaibHOW (yHKIME rnouyek He TpeOyercs. Y MalMEHTOB ¢ yMEpEeHHOU
noyeyHoit HezpocraroyHocthto (KK 30— 60 mi/MuH) J03a KIQpUTPOMHMIIMHA JIOJDKHA OBITH
ymenbiieHa Ha 50 %. ¥V naumentoB ¢ KK menee 30 Mia/MUH 103y KJIAPUTPOMHULIMHA CIIEIYET

CHU3UTL Ha 75 %, UCIIOJIB3YS i1 3TOr0  COOTBETCTBYHOIYHO  JICKAPCTBEHHYHO (bOpMy
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K1apurpomunuHa. Knaputpomuuus B fo3ax, npesbimatomux 1000 Mr B cyTKH, HENb3sl IPUMEHSATh
COBMECTHO C HHTMOUTOpaMu MpoTeas.

bnokamopsl «meoneHHbIxX» Kalbyuesblx KaHA108

[Ipn 0HOBpEMEHHOM IMPUMEHEHUU KIApPUTPOMHULIMHA M OJOKATOPOB «MEJIEHHBIX» KaJbLIUEBBIX
KaHaloB, KoTopele Merabonusupyroress uszopepmentom CYP3A4 (manpumep, Bepamammi,
aMJIOJUIIMH, AMJITHA3eM), cieayeT coOJI0/aTh OCTOPOXKHOCTb, MOCKOJBKY CYILECTBYET PHCK
BO3HMKHOBEHUs apTepUalibHON rUnoTeH3uu. [1na3MeHHble KOHLIEHTpALMK KIapUTPOMULIMHA, TAaKXkKe
KaK 1 0JI0KaTOpPOB «MEAJEHHBIX)» KaJbLIUEBBIX KaHAIOB, MOTYT MOBBIIATLCS MPH OAHOBPEMEHHOM
MPUMEHEHUHU. ApTepuanbHas TIMIOTEH3Us, OpaJuapuTMHs M JIaKTOALMA03 BO3MOXKHBI TPH
OJTHOBPEMEHHOM MpUeMe KJIapUTPOMULIMHA U BeparnaMuia.

Hmpakonazon

KrnapuTpoMuiMH ¥ uTpakoHas3on ABJsOTCS cybcTparamu U uHrubutopamu mnzodepmerra CYP3A,
4yTO ONpejeNseT JByHArpaBleHHOE B3auMMOJEHCTBHE MpenapaToB. KiIapuTpOMHUIIMH MOXET
MOBBICUTh KOHLIEHTPALMIO UTPAKOHA30J1a B MJ1a3Me, B TO BpeMsi KaK UTPAKOHA30Jl MOYKET MOBBICUTh
MJIa3MEHHYI0 KOHLIEHTpPALMIO KJIapUTpOMUIMHA. [lalMeHTOB, OJHOBPEMEHHO MNPUHUMAKOIIMUX
WTPAKOHA30J W KJIAPUTPOMMLIMH, ClIeAyeT TIaTeabHO 00Cieq0BaTh HA Halu4yhMe CHMITOMOB
YCUJIEHUS UM YBEIIMYEHUS TUTEIbHOCTH papMakoioruyeckux 3p(eKToB STUX Mpenaparos.
Cakeunagup

KnaputpoMuuH U cakBUHaBUp SBSIOTCS cyOcTparamu v uHruOutopamu uzodpepmenta CYP3A,
4TO OMNpEJeNseT ABYHANpaBleHHOE B3auMojelcTBHe mnpenaparoB. OQHOBpeMEHHOE MpPUMEHEHHUE
knaputpomuumHa (500 mr aBa pasza B [€Hb) U CaKBHHaBUpa (B MSTKHUX JKEIAaTUHOBBIX KarcyJax,
1200 Mr Tpu pa3a B JeHb) y 12 310poBbIX 100poBOJbLEB BbI3biBali0 yBenudeHHe AUC U Crax
cakBuHaBupa Ha 177 % u 187 % COOTBETCTBEHHO, B CpPaBHEHMM C TMPUEMOM CaKBUHABUpA B
oraenbHocTH. 3HaueHuss AUC U Crpax KIapUTpOMULIMHA ObLTH NpUubau3uTensHo Ha 40 % Beliie, yem
Npyu MOHOTEpAnMU KIapUTPOMULMHOM. [Ipy COBMECTHOM MpPUMEHEHHM ITUX JBYX MpernapaTroB B
TEUeHHe OrpPaHMYEHHOrO BpPEMEHM B [103aX/COCTaBaX, YKa3aHHBIX BBILIE, KOPPEKLHMs I03bl He
Tpebyercs. Pe3ynpTarel McclieloBaHMs JIeKApCTBEHHBIX B3aUMOJEHCTBUI C HMCHOJIB30BAHUEM
CaKBMHABMpa B MATKMX JKEJaTMHOBBIX Karcyjlax MOTYT He COOTBETCTBOBaTh 3ddekTam,
HaO/II0JaéMbIM IPU MTPUMEHEHUU CAKBHMHABUpPA B TBEPIbIX KETATUHOBBIX Karicyjiax. Pe3ynbrarsl
MCCJIEJOBAHUA JIEKAPCTBEHHBIX B3aUMOJCWCTBUI NpU MOHOTEpANuu CAKBUHABUPOM MOTYT He
COOTBETCTBOBaTh 3¢ (ekTaM, HaONOAaeMbIM TPU Tepanud CaKBUHAPHUHOM/pUTOHaBUpOM. [lpu
NpUeMe CaKBUHABMPA COBMECTHO C PHUTOHABUPOM CJIEAYET YyUUTHIBATH MOTEHLMATbHOE BIHsSHHE

pPUTOHABUpPA Ha KJIAPUTPOMMIIMH.
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Oco0Oble ykazaHust

JInATENbHBINA NTpUeM aHTUOMOTUKOB MOXKET MPUBOAUTH K 00pa30BaHMIO KOJIOHHUH C YBETMYEHHBIM
KOJIMYECTBOM HEUYBCTBUTENIbHBIX Oaktepuit u rpuboB. [Ipu cynepundekunn HeoOX0AUMO
Ha3HAYMTh COOTBETCTBYIOIILYIO TEPAIHIO.

Hasnayenue KiapuTpoMuiMHa OepeMEHHBIM JKEHIIMHAM OJDKHO MPOBOAMTHCS MPH TIIATEIbHOM
OLIEHKE COOTHOIIEHHs PUCKA U T10JIb3bl, 0COOEHHO B TEYEHHUE MEPBBIX TPEX MECSIIEB OEPEMEHHOCTH.
[Ipy npuMeHeHMM KIApUTPOMHULMHA COOOIIANOCH O MEYEHOYHOUW AUCHYHKIMU (MOBBIMIEHHE
aKTUBHOCTH T1€YEHOYHBIX (DEPMEHTOB B KPOBH, TeNaTOLE/UIFONIAPHBIA /MM XOJeCTaTHYeCKH
renaTuT ¢ KeNTyXoW uiau 6e3). IledeHouHas aucyHKIMS MOXKET OBITH TSKENOW, HO OOBIYHO
aBisercs obpatumoil. MmeroTes cityyan neyeHOYHOH HEIOCTaTOYHOCTH C JIETATbHBIM HMCXOJOM,
rIaBHBIM 00pa3oM, CBSI3aHHBIE C HAlMYMEM CEepPbhE3HBIX COMYTCTBYIOLIMX 3a00JI€BaHUil W/WIIK
O/ITHOBPEMEHHBIM NPUMEHEHHEM JPYTHX JIEKApCTBEHHBIX CpPeACTB. [Ipu MOSIBICHUW MPU3HAKOB W
CHMMIITOMOB T€NaTUTa, TAKUX KaK aHOPEKCHUs, JKEeNTyXa, MOTEeMHEHHE MOYHM, 3yJ, 0O0Je3HEHHOCTh
’KMBOTA IPHU Najblalu1, HEOOX0AUMO HEMEIEHHO MPEKPATUTh TEPANUIO KIAPUTPOMHLITHOM.

ITpy Hanmuuuy XpoHUUYECKUX 3a00JIeBaHUI NeYeHW HEOOXOJUMO MPOBOAUTH PEryJISAPHBIA KOHTPOIIb
(epMEHTOB CHIBOPOTKU KPOBH.

Ilpy neyeHuH mnpakTUYeCKM BCEMHU aHTUOAKTEpPUAIBHBIMM CpPEJICTBaMHM, B TOM YHCIE
KJIaPUTPOMULIMHOM, ONMCaHbl CIydyau ICeBJOMEMOPAHO3HOTO KOJIUTA, TSKECTh KOTOPOTO MOXKET
BapbMpOBAThECSA OT JIETKOW [0 yrpokawoomei ku3Hu. [Ipm JedeHuM mnpakTUYecKH BCeMH
aHTHOAKTepUAIbHBIMU [IperapaTtaMd, B TOM YHCJI€ KJIQPUTPOMULMHOM, OIMCAHBI Clydyau
Clostridium difficile-accouuupoBaHHON TMapeu, TSIKECTh KOTOPOM MOXKET BAPbUPOBATHCS OT JIETKOM
JMaped J10 Yrpo’KaloLero >KU3HU KoiuTa. AHTHOAaKTepualibHbIe Mpernapatsl MOTYT H3MEHHTh
HOpMaJIbHYI0 ~ MHUKpoQuIOpy — KMIIEYHHMKa, 4YTO MoxkeT mpuBectd Kk pocry C.difficile.
[IceBnomeMOpano3Hblii KOaUT, BeI3BaHHbIH Clostridium difficile, He0OX0OAUMO MO03pEBaTh Y BCEX
NalUeHTOB, Y KOTOPBIX MOC/Ie MPUMEHEHHs aHTHOAKTepHalbHBIX CPEICTB pa3Buiiack auapes. [locine
NPOBE/IEHHs Kypca aHTUOMOTUKOTEpAnuu HEOOXOAMMO TIATENbHOE MEIMIMHCKOE HaOIoIeH e 3a
nauueHToM. ONUCHIBAIKUCH Cllyyal Pa3BUTHS MCEBIOMEMOPAHO3HOIO KOJUTA CIYCTs 2 Mecsua
rnocJje npuemMa aHTUOUOTHKOB.

[Ipy nedyeHum Makposmaamu, BKIIOYas KIapUTPOMHLMH, HaOMIOJaNoCh yUIMHEHHE CepAeYHOM
penonapusauny ¥ uHTepana QT, BbI3bIBas pUCK Pa3BUTUS CEpACUHON apUTMHU U HKETyA0YKOBOM
TaXUKapJMu Tuna «mupyst» (cM. paszzen «[loboynoe aeiictBue»). Tak Kak CleayrOIIHe CUTyaLUH

MOT'YT MPHUBECTH K YBCIHWYCHHUIO pPHCKA pPa3sBUTUA KEIYIJOYKOBBIX apI/ITMl/Iﬁ (B TOM YHUCJIC
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JKEJTy IOYKOBOM TaXMKapAMH TUIA ITUPYIT»), TO
- KITAQpUTPOMHULIMH HE JIOJDKEH MPUMEHATHCS y CIAEeAYIOIUX KaTeropyid MalueHTOB:
* Yy NalMEeHTOB ¢ runokanueMuent (cM. pazaen «lIpoTuBonokazanusy);
* Yy NAlMEHTOB ¢ runomMaruueMueii (cMm. paszaen «IIpotuBomnokazanus»);
*  OJIHOBPEMEHHOE Ha3HaYE€HME KJIAPUTPOMHULIMHA C ACTEMU30JIOM, LIM3ANPHU/IOM, TUMO3HUIOM M
Tep(eHaauHOM MpoTHBONoOkKazaHo (cM. pasaen «IIpoTuBonokazanus»);
* Yy NAllMeHTOB C BPOXKIAEHHBIM MM NPUOOPETEHHBIM 3aPErMCTPUPOBAHHBIM Y JIMHEHHEM
untepBaia QT wiaM  HanuuymeM JKeTy/lOYKOBOWM apUTMHM B aHamHe3e (CM. pasjen
«IIporuBonokazanus»).
- KJIAQpUTPOMHULIMH JIOJIKEH MIPUMEHATHCS ¢ OCTOPOXKHOCTBIO y CIIEAYIOMIMX KaTeropuii MalueHToR:
* Yy [anMeHToB ¢ wumemuyeckoil Oonesnbto cepaua (MBC), Ttskenoit cepaeuHoit
HEJI0OCTAaTOYHOCTBIO, HAPYIIEHUSAMH ITPOBOJIMMOCTH MM KJIMHUYECKU 3HAUUMOM OpauKkapauei;
* Yy TauWeHTOB, OJHOBPEMEHHO [PUHMMAIOIIMX Jpyrue JIeKapCTBEHHbIE Ipenaparsl,
CBsi3aHHbIe C yanuHeHueM wuHTepBana QT (cm. pasmen «BsaumopeiictBue ¢ apyrumu
JIEKapCTBEHHBIMU CPEJCTBAMUY ).
B xoJe nu1eMHONIOrMYECKNX MCCIIEIOBAHUN 10 M3yYEHHIO PUCKA HEONAromnpusATHBIX CepaedHO-
COCYMCTBIX MCXOJI0B MPU NPUMEHEHUH MAKpPOJIUI0B ObUIU MOJy4YEeHbl HEOTHO3HAUHBIE PE3yJIbTATHI.
B HekoTOphIX HabmoOJaTeNbHBIX MCCIEAOBAHUAX OBLT YCTAHOBIIEH KPAaTKOBPEMEHHBIN pPHCK
pasBUTUS apUTMHUHU, MH(MApKTa MHOKapa ¥ CMEpPTH OT CepAEeYHO-COCYIMCTHIX 3ab0JIeBaHUIA,
CBSI3aHHBIA C NPUMEHEHMEM MAaKpOJMJIOB, BKJIIOYas KIAPUTPOMHMLMH. [lpy HazHayeHuM
KJIApUTPOMHUIIMHA CIIEAYET COOTHOCUTD MpPEAIoJIaraeMyo nojb3y OT MpueMa npernapara ¢ JaHHbIMU
pUCKamu.
B03M0KHO pa3BuTHE NEpeKpecTHOH Pe3UCTEHTHOCTH K KIAPUTPOMHIIMHY M JIPYyTrMM aHTHOMOTHUKAM
TPYIIIBI MAKPOJIMIOB, 8 TAKIKE TMHKOMULIMHY U KJIMHIAMULIMHY.
YuuTeiBas pacTyIlyl0 pe3HCTEHTHOCTb Streptococcus pneumoniae K MaKpOJIUAAM, BaXKHO
MPOBOJMTE TECTUPOBAHWE YYBCTBUTEIBHOCTH IpPH HA3HAYEHUU KIAPUTPOMHUIMHA MAIMEHTaM C
BHEOONbHUYHOK mnHeBMOHMEH. [lpu rocnuTanbHOM MHEBMOHMM — KIAPUTPOMHUIMH — CIELYeT
NPUMEHATh B KOMOMHALMK C COOTBETCTBYIOLIMMHU aHTHOMOTHKAMHM.
Mudekuun KoM W MATKMX TKAaHEW JIErKOW M CpelHed TSHKECTH 4Yalle BCEro BbI3BaHbI
Staphylococcus aureus wn Streptococcus pyogenes. Ilpu 5ToM 00a BO30YAWTENs MOTYT OBITH

YCTOﬁqHBLI K MakpoJinaam. HO3TOMy Ba>XHO IMPOBOAUTH TECT HA YYBCTBUTEJIBHOCTb.
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Maxkponuapl MOXHO NpUMeEHATh Npu MHGEKUWsX, BbI3BaHHBIX Corynebacterium minutissimum,
3a00JIeBaHUSsIX yIPU ByJbrapHble M pOKa, a Tak Xe B TeX CHTyalusX, KOIJa Helb3s MPUMEHSTH
TEHULIMJIJIH.

B ciyyae mosiBieHMs OCTPHIX peaKuUWil TMIIep4yBCTBUTENBHOCTH, TaKMX Kak aHauIaKTHUecKas
peakuus, TsKeNble KOXKHBIE JIEKAPCTBEHHBIE PEAKLMH (HArNpuMmep, OCTPBIA TeHepaln30BaHHBIN
OK3aHTEMaTO3HbIH Mmycryne3), cunapoMm CruBeHca-J/[KOHCOHA, TOKCHYECKMH 3IMaepMalbHbI
HEKpOJIM3 W JICKAapCTBEHHAs ChIllb C 303UHOGUIMel U cucremHoit cumnromarukoi (DRESS-
CHHAPOM) HEOOXOAMMO cpa3y Jke TpeKpaTHTh [pPUEM  KJIAPUTPOMHMLMHA M  HA4aTh
COOTBETCTBYIOILYIO TEPATHIO.

B ciiyuae coBMeCcTHOro npumMeHeHus ¢ BaphapuHOM WITH JAPYTMMH HETPAMBIMHM aHTUKOATYISHTAMHU
Heo0xoauMo KoHTpoaupoBate MHO u npotpomGuHOBoe Bpems (cMm. pasnen «BsaumopeiicTBue ¢
JAPYTMMHU JIEKAPCTBEHHBIMHU CPEICTBAMUY).

Cnenyer cobmoaaTh OCTOPOKHOCTb MPH OJHOBPEMEHHOM MPUMEHEHHMH KJIAPUTPOMMIIMHA C
NepopaNbHBIMM aHTUKOAryJITHTaMH MPSAMOro JEHCTBUS, TAKMMU Kak JaburatpaH, puBapokcabaH u
anvkcabaH, 0COOEHHO y MalMEeHTOB C BHICOKMM PUCKOM pa3BHTHsi KPOBOTEYEHHMs (CM. pasfielibl

«C ocTopokHOCTBIO» U «B3aumoelicTBe ¢ IpyruMHU JIEKapCTBEHHBIMHU CPEACTBAMUY).

Biusinue Ha cnocoGHOCTH YNPaBJASITH TPAHCIIOPTHLIMH CPEACTBAMH H MEXaHHU3MAMH

JlaHHbIE OTHOCUTENBHO BIMAHUS KIAPUTPOMHULIMHA HA CIIOCOOHOCTD K YIPABIEHHIO aBTOMOOHIIEM U
MeXaHM3MaMH OTCYTCTBYIOT.

Cnenyer cobGmonaTb OCTOPOXKHOCTH TPU  YNpPaBIEHHH TPAHCIOPTHBIMM  CPEICTBAMM U
MeXaHM3MaMH, YYUThIBAs NMOTEHHAIBHYIO BO3MOXKHOCTh FOJIOBOKPYIKEHHS, BEPTHUIO, CITyTAHHOCTH

CO3HaHHUA U I€30pUCHTALIMU, KOTOPBIE MOTYT BO3HUKHYTh IIPU IIPUMEHECHHUM JaHHOTO Mpenapara.

®opma BbINycKa
Tabnetku, nokpbIThIE MIEHOYHON 00605104KO#, 250 Mr.
ITo 10, 14 nnm 20 Tabnetok 3anauBatot B 6mmctep u3 [IBX/TIBJIX/AL ¢onbru.

B xaproHHy1o nauky nomemarot 1 6ucTep BMeCTe C HHCTPYKIME 110 IPUMEHEHHUIO.

YeaoBus xpaHeHust
XpaHuTh B 3aILMILIEHHOM OT CBETa MECTE MpPU TemrepaTtype He Bbiiie 25 °C.

XPpaHUTb B HEJIOCTYIIHOM JUIs JeTei mecTe!
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Cpok rognoctun
3 ropa.

He NPUMEHSTH MO UCTEYCHUH CPOKa 'OTHOCTH.

YeaoBus ornycka

OtnyckatoT no peuenry.

Baajesen perucTpauHOHHOrO YA0CTOBEPEHHSI
2660T1T JI360oparopuz 'M6X, 'epmanus
@poitnpamee 9A, 30173 T'annosep, ['epmanus
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266Bu C.p.JI., Uranus
Crpana Pemxuonane. 148, ITontuna km. 52, CHK-Kamnosepae au Anpunua (Anpunua), 04011

Anpunua (Jlatuna), Utanus
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