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MHHHCTEPCTBO 3/IPABOOXPAHEHHMS POCCUMCKOM ®EJIEPAIIAU

NHCTPYKIHMA
[10 MEIUIIMHCKOMY ITPUMEHEHMUIO JIEKAPCTBEHHOI'O
IIPEITAPATA KJIACUHE®

PerucrpannoHHbIii HOMep:
Toprosoe HaumeHoBaHmue: - Kiacune®

MexayHapoaHOe HeNATEHTOBAHHOe HAHMEHOBAHHE MJIM IPYNINHPOBOYHOE HAHMe-
HOBaHMe:- KJIApUTPOMULIUH

JlekapcTBenHasi popma - TablIeTKyU, IOKPHITHIE IVIEHOYHOH 000104KOM

Cocras: 1 TabneTka, NOKpHITas INIEHOYHOU 000JI0UKOM, CONEPIKUT:

oeticmsylouee seuwjecmeo - kinapurpomMuuuH 500 Mr; ecnomozamenvHvle eewecmeaq.
KpockapMmesuioza Hatpus 72,0 Mr, Kpaxmall Ipe)xeJaTHHU3MpoBaHHbi 128,0 mr, Kpem-
HUs JUOKCH KoutouaHbeii 14,0 mr, moBuaon K-30 42,0 Mr, creapuHoBas kucinora 24,6
Mr, MarHus creapar 15,2 wmr, Tanbk 29,2 Mr, LE/II0I03a MUKPOKPHCTaIMYECKas
M102D+ 175,0 mr; naenounas obonouka: onaapai sxentuiit OY-S-32924, (zunpomen-
71034, MUMAaHa OUOKCUO, NPONUNEHZIUKONb, 2unpono3a, nonrucopbam 80, nak antomuHue-
8blll HA OCHOBe Kpacumeisi XUHOJIUHOB020 JHCEIMO20, COPOUHOBAA KUCIOMA, 8AHUTUH)
31,43 m2; makpozon 13,57 me.

Onucanmne:

DnmunTU4ecKkoil GopMEl, TBOSIKOBBIITYKJIbIE TaOJIETKH, MOKPHITEHIE IJIECHOYHOM 0005104-
Koi xenroro npera. Ha monepedynom paspese sipo 6e1oro uim 1oyt 6€10ro npera.
dapmakoTepaneBTHYeCKasi rpynna: aHTUOUOTUK, MaKpPOJIHL.

Koa ATX: JOIFA09

dapMaKkoJ0OrHyecKue CBOicTBA

Dapmakoounamuka

KnapuTpoMHUIIUH SBJISETCS MOy CUHTETUYECKUM aHTUOMOTUKOM TPYIIIIEI MAaKpOIHIOB
OKa3pIBaeT aHTUOaKTepualibHOE JeficTBUE, B3auMoaeucTBys ¢ 50S pubocoManbHOM
cyObeIMHUIEH U oJaBIsiA CUHTE3 Oenka 6aKkTepuil, Iy BCTBUTEIBHBIX K HEMY .
KnapuTpoMuIua npojeMoHCTpUPOBaI BBICOKYIO aKTUBHOCTS 7 Vifro KaK CTaHJapTHBIX
1a00paTOPHBIX IITaMMOB OaKTE€pHiA, TaK M BBIIETICHHBIX Y O0JIBHBIX B X0/1€ KIMHUYECKOH

I[IPAKTUKH. HpOSIBJISIeT BBICOKYIO AKTHBHOCTb B OTHONICHUM MHOTHX af-)pOGHBIX )51
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aHa’pOOHBIX IPaM-II0JI0KUTENBHBIX ¥ IPaM-0TPULATEIbHBIX MUKPOOPTaHU3MOB. MUHH-
MalbHble nogasisomue KoHueHtpamuu (MIIK) kmaputpomunuza aas 60bIIMHCTBA
Bo30yauTeneit mensie, ueM MIIK sputpoMuryiaa B cpeinem Ha oaHo log, pa3BegeHue.
KnaputpoMunyie in vifro BBICOKOAKTHBEH B OTHOWIEHUU Legionella pneumophila,
Mycoplasma pneumoniae. Oxa3piBaeT OaKTepUIUAHOE AEHCTBUE B OTHOIICHUH
Helicobacter pylori, naHHas akTUBHOCTb KJIApUTPOMHUIIMHA BEILIE IIPU HEUTpaasHOM pH,
9eM IIpH KUCIIOM.

Kpowme Toro, nanssie in vitro u in vivo yka3plBaloT Ha TO, YTO KJIAPUTPOMULIMH JEHCTBYET
Ha KJIMHMYECKH 3HA4YMMbIe BHUJIBI MUKoOakrepuil. Enterobacteriaceae u Pseudomonas
Spp., TAKXKe, Kak U Ipyryue, He pepMEHTUPYIOIIUE TaKTO3y IpaM-0TpULaTeIbHbIe OaKTe-
pHH, HE YyBCTBUTEIIbHBI K KIAPUTPOMHIIUHY .

AXTHBHOCTb KJIADUTPOMUIIMHA B OTHOLICHUH OOJIBIIMHCTBA IITAMMOB IIE€PEYUCICHHBIX
HIDKE MUKPOOPIraHM3MOB JJ0Ka3aHa KaK i1 Vitro, Tak U B KIMHUYECKOU NPAKTUKE MIPH 3a-
OoJieBaHMsX, IEPEUHCIICHHBIX B pasziene «[loka3zaHus K IPUMEHEHHUIO.

A3poOHBIE rPaM-N0J0XKUTEIbHBIE MUKPOOPTaHU3MBI:

Staphylococcus aureus
Streptococcus pneumoniae
Streptococcus pyogenes
Listeria monocytogenes

AdpoOHBI€ rpaM-0TPHIIATEIbLHEIE MHUKPOOPraHNu3MbI

Haemophilus influenzae
Haemophilus parainfluenzae
Moraxella catarrhalis
Neisseria gonorrhoeae
Legionella pneumophila

JIpyrue MEKpOOpraHu3MEbl

Mycoplasma pneumoniae
Chlamydia pneumoniae (TWAR)

MukobakTepuu

Mycobacterium leprae
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Mycobacterium kansasii

Mycobacterium chelonae

Mycobacterium fortuitum

Mycobacterium avium complex (MAC) - KoMIUIeKC, BKIHOYaromuii: Mycobacterium
avium, Mycobacterium intracellulare

IIpomykius Gera-nakramasbl He OKa3bIBaeT BIMSHUA Ha aKTHBHOCTH KJIAPUTPOMHUIIAHA.
BOJIBIIMHCTBO ITaMMOB CTaQUIOKOKKOB, PE3UCTEHTHBIX K METHIMUIMHY ¥ OKCAIW/I-
JIMHY, 00J1a/Ial0T Y CTOMYMBOCTHIO U K KIAPUTPOMHUIIUHY .

Helicobacter pylori

HyscTBUTENBHOCTE H pylori K KITapUTPOMULIMHY M3Y4Yaliach Ha usoinstax H pylori, Beije-
JIeHHBIX 0T 104 manueHToB, 10 Havana Tepanuy npenapaToM. Y 4 madeHToB ObLIN BbI-
JI€JICHbI PE3UCTEHTHBIE K KIIAPUTPOMULIMHY INTaMMBI H. pylori, y 2-X IITaMMEI C yMepeH-
HOM PE3UCTEHTHOCTEIO, Y OCTAIBHBIX 98 manueHToB u3ouATel H. pylori OblM 4yBCTBU-
TEJIbHBI K KJIADUTPOMHUILIUHY .

KnaputpoMuivH oka3pIBaeT AEHCTBUE in Vifro U B OTHOIIEHUH 0OJBIIMHCTBA IITAMMOB
CIEIYIOIINX MUKPOOPraHU3MOB (0JHaKO 6€30I1acHOCTE U 3G PEKTUBHOCTE IIPUMEHEHHUS
KJIapUTPOMHUIIMHA B KJIMHUYECKOH ITPAKTUKE HE NOATBEP)KICHA KTMHUIECKUMH HCCIIEL0-
BaHUSMH, ¥ IPAKTHYECKOE 3HAYECHUE OCTACTCS HESICHBIM):

AspoOHBIE IPaM-I10JI0KUTEILHBIE MHUKPOOPraHU3MBEI

Streptococcus agalactiae
Streptococcus spp. (epynnul C, F, G)
Viridans group streptococci.

AdpoOHEIe rpaM-0TpHUIAaTC/IbHBIC MUKPOOPIraHU3MEI

Bordetella pertussis
Pasteurella multocida

AHa3p00HBIE IrPaM-I10JI0KUTEILHEIE MHUKPOOpPIraHHu3MBEI

Clostridium perfringens
Peptococcus niger
Propionibacterium acnes

AHaspoOHBIE I'paM-OTPUIIATCIBHBIC MUKPOOPIaHU3MEL
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Bacteroides melaninogenicus
CrupoxeTsl

Borrelia burgdorferi
Treponema pallidum

KamnuioOakrepuu

Campilobacter jejuni

OCHOBHBIM METabOIMTOM KIaPUTPOMULIMHA B OpraHU3ME YEI0BEKA ABIACTCS MUKPOOHO-
JOTHYECKM  aKTUBHBIE  MeTaboJuT 14-runpokcuxiaputpomunud  (14-OH-
KJIapUTPOMULMH). MUKpPOOHOIOrHYecKas aKTHBHOCTh MeTabo/IuTa TaKas e, KaK y ¥c-
XOJIHOTO BEIIECTBA, WK B 1-2 pasa ciabee B OTHOIIEHUH GOJIBIIMHCTBA MUKPOOPTaHH3-
MOB. Mckirouenue cocrapiser H.influenzae, B OTHOMEHMH KOTOPOH 5 PEKTUBHOCTE Me-
TabosuTa B 1Ba pasa BhIe. FICX0HOE COeIMHEHNE B €r0 OCHOBHOM METabOJUT OKa3bl-
BAIOT OO aJIMTUBHBIH, 100 cHHeprudeckuil s3¢pdexr B otHomenuu H.influenzae B
YCIIOBUSX in Vilro ¥ in vivo B 3aBUCHMOCTH OT IITaMMa GaKTepHii.

Tect Ha YYBCTBUTEIHLHOCTD

KonmiectBennbie MeToIbl, TpeGyIONINEe M3MEPEHNUs AMaMeTpa 30HE M0JaBIEHHs POCTa,
JIal0T HauboJIee TOYHBIE OLEHKU 1yBCTBUTENFHOCTH GAaKTEpUil K aHTUMUKPOOHEIM Ipe-
napataM. OJiHa U3 PEKOMEHIYEMBIX METOAMK ISl ONPE/IEIEHHS TyBCTBUTEILHOCTH HIC-
T0JIB3Y €T IUCKM, UIMIIPETHUPOBAHHEIC 15 MKI KIIapUTPOMUIIMHA (TUCKO-au (Y 3MOHHBIH
Meton Kupbu-bayspa); npu uHTepnpeTanuy TecTa JUaMeTpHl 30H TOAABIEHHS POCTa
KoppenupyioT co 3HaueHussMI MIIK knapurpomunyHa. 3Hauenus MIIK onpenensorcs
METO/IOM pasBe/icHus B OyJIbOHE WM B arape.

IIp¥ HCIIOIB30BaHMH STHX METOJUK, OTYET U3 JJAGOPATOPUM O TOM, YTO IITAMM SABJIAETCS
«1yBCTBUTEJIbHBIMY, YKa3bIBAaCT Ha TO, YTO BO3OYAUTENIb HHPEKIMH, BEPOSTHO, OTBETUT
Ha neqeHne. OTBET «PE3UCTEHTHEIH» YKa3bIBAET Ha TO, YTO BO30YAUTENb, BOSMOXKHO, HE
OTBETHT Ha jieueHne. OTBET «IIPOMEXYTOUHAs TyBCTBUTENLHOCTE) MPE/IONAraeT, YT0
TepaneBTUYECKHH S(Y(EKT npenapara MOKET OBITh HEOJHO3HAYEH MM MHKPOOPTraHH3M
MOJKET OKa3aTbCsl 1y BCTBUTE/ILHBIM IIPH UCII0JIb30BaHKH 00Jiee BRICOKHX 03 IIpenapara.

(IlpomexyTouHas YyBCTBHTEIBHOCTD TAKXKE HA3BIBAETCS «yMEPEHHOM 9y BCTBUTEJILHO-

CTBIOY).
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DapmaKoKuHemuKka

BcaceiBanue

IIpenapar Jierko u GBICTPO BCACHIBAETCS B JKEITYA0YHO-KANICYHOM TpakTe. AGCOTIOTHAsA
0MOI0CTYIHOCTE COCTaBIAET 0K0JIO 50%. IIpr MHOrOKpPaTHOM IIpHEME 03Bl IIpenapara
KyMyJIILMH TIPAaKTHYECKH HE 00HApYKEHO, U XapaKTep MeTabo/m3Ma B OpraHu3Me yelio-
BeKa He U3MEHsICA. [IprueM nuIny HermocpeACTBEHHO 1epe]] IPUEMOM IIpernapaTa yBeju-
4uBajl OMOJOCTYITHOCTG IIpenapata B cpejHeM Ha 25%. B 11e;10M, 3T0 OBEIIEHNE HE3HA-
YUTEJIBHO M JI0JDKHO MMETh HEOOJBIIYIO KIMHUYECKYIO 3HAYUMOCTh MPU PEKOMEH/Iye-
MBIX peXHMax N03upoBaHMs. TakuM 00pa3oM, KIapUTPOMUIIMH MOXKET MPUMEHATHCA
HE3aBUCUMO OT IIpHeMa MHUIIIH.

Pacnpenenenue, MeTabou3M U BBIBCJICHHUE

In vitro

HWccnenosanus in vitro nokasauy, 9T0 KJIAPUTPOMHIIUH CBS3BIBAETCS ¢ OEIKaMH I1a3MBl
kpoBu Ha 70% B KoHLeHTpanmu oT 0,45 10 4,5 mxr/mur. [Ipu koHneHTpamu 45,0 MKr/mi
CBsI3bIBAHME CHYDKAeTCA J10 41%, BEPOSTHO B pe3y/IbTaTe HACHIIECHUS MECT CBSI3BIBAHHUS.
OT10 HabI0/1aeTCs TOJIBKO IIPU KOHI[EHTPALUAX, MHOTOKPATHO TPEBHIIIAIONIUX TEPAIeB-
THYECKYO.

In vivo

Wccnenosanus in vivo Ha )XMBOTHBIX ITOKA3aJId, YTO KJIAPHUTPOMHUIIMH IIPUCYTCTBYET BO
BCEX TKaHJX, 32 UCKJIIOYEHHEM LIEHTPAJIbHON HEPBHOM CHCTEMEL, B KOHIIEHTpAIUAX, B HE-
CKOJIBKO pa3 MpEeBhIMIAONIKX 11a3MeHHble. Hanbosee Beicokue koHuenTpanuu (B 10-20
pas BBIIIE IIA3MEHHBIX) 00HAPYKUBAJTKCH B IICYCHH U JIETKUX.

300posvie

IIpn HasHaYeHuK KIapUTPOMHUIIMHA B 03¢ 250 Mr 2 pasa B CyTKM MaKCHMaIbHas paBHO-
BecHast KoHIEHTpanus (Crax) KapuTpoMunusa i 14-OH-KI1apuTpoMuIMHa B [UTa3Me J10-
cTHranack yepes 2—3 s u cocrabisia 1 Mxr/mi u 0,6 MKr/Mi1 cooTBeTcTBeHHO. [Tepron
nonyBeiBefieHus (T1,) KIapuUTpOMHULIHA M €ro OCHOBHOTO MeTabojuTa cocTaBuI 3—4
4aca U 5—6 9acoB COOTBETCTBEHHO. [Ipy Ha3HaUYeHHUHU KJIAapUTPOMHUIMHEA B 103€ 500 Mr 2
pasa B CyTKM Cpax KIapuTpoMunuHa u 14-OH-x1apuTpoMunuga B Ia3mMe JOCTUTaIach

nociue npuema 5-oit 103sl. Ilocne npuema 5-0it u 7-0it 10361, Ciax KIAPUTPOMHIMHA U
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14-OH-knapuTpoMuIMHa B IIa3Me cocTaBuia B cpeaueM 2,7-2,9 mxr/mi u 0,88-083
MKI/MJI COOTBETCTBEHHO. T/, KIApUTPOMHIIMIHA U €0 OCHOBHOI'O METab0JIuTa COCTABHII
4,5—4,8 yaca 1 6,9-8,7 yaca COOTBETCTBEHHO.

Crnax 14-OH-K11apuTPOMHIIMHA HE YBEIMYMBAIACH IIPONOPLUOHAIEHO 03¢ KJIAPUTPOMH-
IIMHA, B TO BpeMs1 KaK IIEPHO/I [10/Iy BBIBEICHNS KaK KIapUTPOMHIMHA, TaK U €r0 IMAPOK-
CHJIMPOBAHHOI'0 METab0IUTa UMEI TEHICHIUIO K YBEIMYECHHIO C IIOBHIIICHHEM JI03EI.
Takas HenvueliHas GpapMakOKHMHETHKA KJIAPUTPOMHUIIMHA B COYETAHUHU C YMEHBIIEHHEM
o0OpasoBanus 14-rUApPOKCHINPOBAHHBIX U N-1eMETUIMPOBAHHEIX IPOIYKTOB IIPU BEICO-
KHX J103aX yKa3bIBa€T Ha HEJIMHEHHBINA METa00IM3M KIapUTPOMHULIMHA, KOTOPBIN CTaHO-
BUTCs 00Jiee BBIPaXKEHHBIM IIPH BBICOKHX J03aX.

IToukamu BeIBOAMTCS 0K0JIO 37,9% mocie nepopajibHOro mpueMa KJIapUTPOMHIMHA B
no3e 250 mr u 46,0% nocie npuema KIapuTpoMUIiHa B 1o3e 1200 Mr; uepe3 KMIIeYHUK
BEIBOAMTCS 0K0JI0 40,2% 1 29,1% (BKiIIOYask HCIIBITY EMOTO JIMIIE C OJHOM Mpoboii Kana,
cogepxkareit 14,1%) cooTBETCTBEHHO.

Ilayuenmui

Knapurpomunyn u 14-OH-MeTa60omuT GBICTPO MPOHUMKAIOT B TKAHU M JKUIKOCTH Opra-
HU3Ma. VIMEIOTCsl OrpaHUYEHHBIE JaHHBIE, CBU/IETEICTBYIOIHME O TOM, YTO KOHIIEHTpa-
U KIIAPUTPOMHUIIMHA B [1EPeOPOCIMHATIBHOM KUAKOCTU IIPU IEPOPATEHOM IIPUEME He-
3HaYMTENbHA (T.€. TOIBKO 1-2% OT KOHIIEHTPAIUH B CHIBOPOTKE KPOBH P HOPMATBHOM
IIPOHHUIIAEMOCTH reMaTosHIedannueckoro 6aprepa). KoHIeHTpanus B TKaHAX 00BIYHO B
HECKOJIEKO Pa3 BBIILE, YEM B CBIBOPOTKE KPOBH.

B TaGJ'II/ILIe IIpUBCICHBI IPUMEPBI TKAHEBBIX U CBIBOPOTOYHBIX KOHIICH’I’pElIIHﬁZ

Konyenmpayuu (250 mz kasxcovie 12 uacos)

Bua tkanu TkaneBbie (MKI/T) CrIBOpOTOYHBIE (MKI/MJI)
MuHpaauHeI 1,6 0,8

Jlerkue 8,8 1,7

Hapywenusa ¢ynxyuu nevernu

Y NalueHToB CO CPeHEN U TSKENIOMN CTENeHbI0 HapyeHus GyHKIUK IeY4eHH, HO ¢ CO-
XpaHeHHOH! QyHKIMeH mouek, KOppeKIKs 1035kl KIapUTPOMUIMHA He Tpebyercs. PaBHo-
BECHAs KOHLCHTPaLKs B IJIa3M€ KPOBU M CHCTEMHBIH KIMPEHC KIAPUTPOMHUIMHA HE OT-

NMYAIOTCA Yy OOJBHBIX NaHHOW TIPYNIBI M 3[0POBHIX IAlMEHTOB. PaBHOBecHas
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KoHIeHTpalws 14-OH-K1apuTpoMULIMHA Y MOJel ¢ HapylmIeHUAMH (GYHKIMH MEYSHH
HHJKE, YEM Y 3/I0POBEIX.

Hapywenue d)vHKuuu noydex

IIpy HapymeHnn QyHKIMM N0YeK yBeTUIUBACTCH Crax 1 MUHMMAJIBHAS KOHIEHTPALIUS
(Crmin) KIAGPUTPOMUIIMEA B ITa3M€ KPOBH, NIEPHOJ IOJIyBBIBEAEHHUS, ILUIOMAIb O hap-
MaKOKMHETUYECKOH KpUBOH «KOHLEHTpanus-BpeMs» (AUC) KmapuTpOMUIIMHA ¥ €70 Me-
Tabomuta 14-OH-knaputpomunmaa. KoHcTaHTa 3IMMHHALMK M BBEIBEJEHHE IOYKAMH
yMeHbIIaloTCs. CTeneHb U3MEHEHHUH) 3TUX IIapaMETPOB 3aBHCHUT OT CTEIICHH HapyIIEHHs
(GYHKIMY ITOYEK.

Ilayuenmot noxcunozo so3pacma

Y NalyeHTOB I0XKUIIOr0 BO3pacTa KOHIICHTpalusd KIapUTPOMUIIMHA U ero MeTaboyuTa
14-OH-xnapuTpoMuLIMHa B KpOBHU OBLIa BBHIIIE, @ BEIBEACHUE ME/JICHHEE, Ye€M Y TPYIIIEI
MOJIOJBIX Jiroziei. OHaKo, Mocie KOPPEKIMU C YYETOM IOYEYHOT0 KIMpeHca KpeaTH-
HUHA He OpUI0 oT/IMYMif B 06enx rpynmnax. Takum o6pa3om, OCHOBHOE BIMsSHHE HA (ap-
MaKOKHHETHYECKHE NTapaMeTphl KIapUTPOMUIIMHA OKa3bIBACT (QyHKIUS MOYEK, a HE BO3-
pacr.

Ilayuenmesi ¢ Muxo6akmepuaftbubwu uHéeKuu}lMu

PaBHOBECHBIE KOHIIEHTpALUK KIapuTpoMunuHa U 14-OH-kIaputpoMunuHa y 60JIBHEIX
¢ BUY-undexnuei, noqy4aBumx KIapuTPOMULMH B 00BMHEIX J03ax (500 Mr 1Ba pasa
B CYTKH), OBIIM CXOHBIMH C TaKOBBIMH Yy 3J0pPOBBIX Jojeil. OHAKO IpU MPHUMEHEHHH
KJIAQpUTPOMHIMHA B 60JIe€ BBICOKMX J103aX, KOTOPBIE MOTYT IOTPeGOBATHCA IS JICUEHUS
MHUKOOAKTepHAIbHBIX MHDEKIMH, KOHIIEHTPAllMi aHTUOMOTHKA MOTY T 3HAYUTEIBHO IIpe-
BBIIATH O0BbIYHBIE. Y GonbHEIX ¢ BUY-uHGbeKIMel, IpHHUMABIIMX KJIApUTPOMUIIUH B
no3e 1000 mr/cyT mam 2000 Mr/cyT B ABa ipueMa, paBHOBECHEIE 3HAYEHHUSA Cnax OOBIYHO
COCTaBIISLIM 2—4 MKI/MJI U 5 - 10 MKI/MII, COOTBETCTBEHHO. [Ipy pUMeHeHMH Npenapara
B OoJiee BBICOKHMX /103X OTMEYAJIOCh yUIMHEHHE [IepUO/ia IOy BEIBEICHHUS 110 CPaBHE-
HUIO C TaKOBBIM Yy 3JI0OPOBEIX JIXOJEH, IOIyYaBIINX KIAPUTPOMUIIMH B OOBIYHEIX J03aX.
IIoBBIIICHME KOHIIEHTPALMY B IJIa3Me U yIMHEHHE IepUO/Ia T10.Ty BEIBEICHUS TIPH NIPH-

MCHCHUHU KJIApUTPOMHIIMHA B 60J1€€ BEICOKHX J103aX CBSI3aHO C HEJIMHEHHOM q)apMaKOKI/I-

HETHKOH IIpernapara.
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KOM6uHUp06(1HHO€ JIeHeHue ¢ omenpas3oiom

Knaputpomuuus, mo 500 mr 3 pasa B cyTku, B KOMOMHALMM C OMENPa30jIoM B 103¢ 40
MI/CyTKH crioco6¢TByeT yBemueHuio T, u AUC .4 oMenpasona. Y Bcex MarueHToB, mo-
JTy4aBIIMX KOMOMHMPOBAHHYIO TEPAIMIO, B CPABHEHUH C MOJTYYaBUIMMHA OJUH OMEIpa-
3011, Habmoanock nopeimenye Ha 89% AUC.,4 1 Ha 34% T/, omMenpasona. Y Kiaput-
poMHIUHA Crnax, Cinin B AUC .3 yBETMUMBAIHNCH, COOTBETCTBEHHO, Ha 10%, 27% u 15%
110 CPaBHEHHUIO C JaHHBIMH, KOT/Ia IPMMEHSIICS TOIBKO KJIapUTPOMHUIMH 6e3 oMernpasoJia.
B paBHOBECHOM COCTOSHMHM KOHIIEHTPALMH KJIAPUTPOMHUIIMHA B CIIM3MCTOM JKEITy/IKa de-
pe3 6 4 mnocie npuema B rpynne, MolydaBIuell KOMOMHALMIO, B 25 pa3s IpeBOCXO MK
TaKOBBIC 10 CPABHEHHUIO C IIOJyYaBIIMMHU OJMH KJIAapUTpOMHUIMH. KOHIEHTpalyu Kiia-
PUTPOMHLIMHA B TKAHSX XKEITy/IKa yepes 6 4 1oce npuema 2-x Ipenaparos B 2 pasa mpe-
BBILIAJIM JIaHHBIC, [I0JTy4YEHHBIE B TPYIIIE NALEHTOB, MOy YaBIINX OJUH KJIAPUTPOMH-
LMH.

IToxa3aHusl K NPUMEHEHHIO:

NHbeKknoHH0-BOCTIAUTENbHbIE 3a00/IeBaHNsl, BBEI3BAHHbIE YyBCTBUTEIBHBIMU K KJla-
PUTPOMMIIMHY MUKPOOPTaHU3MaMU y B3pOCIIBIX U JeTelt ctapme 12 jer:

* MHQEKIMM HIKHUX JbIXaTeIbHBIX Ty Tei (Takue Kak OpPOHXHT, ITHEBMOHKSA);

* MH(EKIMA BEPXHUX JBIXATENBHBIX ITyTeH (Takue KaK GapuHIUT, CHHYCHT);

* HHOEKIUM KOXKM ¥ MATKHX TKaHe# (Takhe Kak (OJUIMKYJIUT, BOCIAIEHHE TI0AKOKHOM
KJIETYaTKH, pOKa);

* INCCEMHUHHMPOBAHHKIE WM JIOKAIM30BaHHbIE MUKOOAKTepHaIbHbIC HH(EKIMH, BEI3BaH-
HBle Mycobacterium avium u Mycobacterium intracellulare; noxanu3oBaHHbIE HHDEK-
MY, BBI3BaHHBIE Mycobacterium chelonae, Mycobacterium fortuitum u Mycobacterium
kansasii;

* mpoQuIaKTHKa pPacnpoCTpaHeHHWs HMHQEeKuH, O0O0YyCIOBICHHON KOMILIEKCOM
Mycobacterium avium (MAC), BUY-unpuuupoBaHHEIM GOJIBHEIM C COAEPKAHUEM JTHM-
¢oruToB CD4 (T-xemmepHsix umdornuTos) He Gosee 100 B 1 Mm;

* OpaauKalusa prlOI’ | 1 CHHXKCHHE YaCTOTHI PELONINUBOB A3BBI HBGH&HH&THHCPCTHOﬁ

KHIIIKH.
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IIpoTuBONOKa3aHust

* [IoBBIIICHHAs Yy BCTBUTEIBHOCTD K KJIAPUTPOMHIIUHY, MAKPOJIUIAM U APYTHM KOMIIO-
HEHTaM IIpernapara;

* OiHOBpEMEHHBIH PUEM KIapUTPOMHULIMHA CO CIIe/IyFOLIMMHY IIPENapaTaMu: acTeMHU30II,
IU3anpuy, maMo3sus, tepdeHaaun (cM. pasjen «B3ammopeiicTBHe ¢ ApyrMMu JieKap-
CTBEHHBIMH CPE/ICTBAMMY).

OzHOBpEMEHHEIH NpHeM KJIapUTPOMHULIMHA C JOMHTAMUAOM (CM. pasaen «B3aumopeii-
CTBHE C JIPyTMMH JIEKAPCTBEHHBIMU CPEJICTBAMUY).

* OIHOBPEMEHHBIH NPUEM KJIAPUTPOMHULIMHA C AIKATOUaMH CIIOPHIHBH, HAIIPUMED, 3p-
rOTaMUH, JUTHAPOIProTaMuH (CM. paszaen «B3auMmopeiicTBHE ¢ JPYTHMH JI€KapCTBEH-
HBIMHU CPEJCTBAMUY).

* OIHOBpPEMEHHBIH IPUEM KJIapUTPOMHUIIMHA C MUAa30JIaMOM /IS IIEPOPAJIBHOTO IIpUMe-
HeHus (CM. paszien «B3aumoeiicTBrE ¢ ApyTUMH JIEKApCTBEHHBIME CPEICTBAMI).

* OnHOBpeMEHHBIH npueM Ki1apuTpoMuiuHa ¢ uHruoburopamu ['MI-KoA-pexykrassl
(CTaTMHamu), KOTOPHIE B 3HAYMTEIHHON CTENICHH METaboIM3UPYIOTCS W30()epPMEHTOM
CYP3A4 (noBacTaTuH, CHMBACTaTHH), B CBSI3H C MOBIICHHEM PHCKa MUOIIATHH, BKIIIO-
yas pabaomuonus (cM. pasaen «BzaumoneicTBye ¢ JPYyrUMH JIEKAPCTBEHHBIMU CPEJ-
CTBaMM»).

* OIHOBpPEMEHHBIH NPUEM KIApUTPOMHIMHA C KOJXHIMHOM (CM. paszien «Bsaumopeii-
CTBHE C IpyT'MMH JIEKApPCTBEHHBIMH CPEJICTBAMM» ).

* OIHOBPEMEHHBIH NIPHEM KIapUTPOMHUIIMHA C TUKATPEIOPOM WM PAHOIA3HHOM.

* Yumuenue uatepsana QT B anaMHe3e BpOXKIECHHOE WU IPHOGPETEHHOE 3aPErUCTPH-
poBaHHOe yutnHeHne uHTepBaia QT) uimm xery10uKkoBas apuTMHUS, BKITFOYAst JKeITy 104~
KOBYIO TaxWKap/JHI0 THIA «UpydT» (cM. pasnen «Ocobble ykasanus» u «B3aumopeii-
CTBH€ C JIPyTMMH JIEKapCTBEHHBIMH CPEJICTBAMMUY ).

* Knaputpomuuus He clielyeT NpUMEHATH Y NMAlUEHTOB C 3JIEKTPOUTHEIMU Hapy IIEHH-
SIMA (TUIIOKATMEMMEH MM TUIIOMAarHAEMIeH) B CBS3M C PHCKOM Y/UIMHEHMs WHTEpBaja
QT.

* Tsbkenasi ne4eHoYHas HeJOCTaTOYHOCTb, IPOTEKAIONIAs OHOBPEMEHHO C TOYEYHOM He-

AO0CTATOYHOCTEIO.
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* [Toyeynas HeAOCTATOYHOCTH (KIMPEHC KpeaTHHUHA MeHee 30 MII/MUH).

* XonecTaTinieckas JelTyXa/TeNaTuT, B aHaMHe3€, Pa3BUBIIUECS IPU IPUMEHEHNH Kla-
putpomMunuHa (cM. pazaen «Ocobsle yKa3aHus»).

* [Topdupus.

* [Iepuon rpyHOro BCKapMJIMBaHHSI.

* Bospact 110 12 net (3¢ bekTUBHOCTE U 6€3011aCHOCT HE YCTaHOBJIEHEI ).

C ocTopoxkHOCTBIO

* [Toyeynas HEJOCTATOYHOCTE CPEAHEN U TSKEIION CTEIEHH.

* [IeyeHo4Has HEJOCTATOYHOCTH CPEIHEM U TAKEIIOM CTENEHH.

* OJHOBpEMEHHBIH NPHEM KIapUTPOMHIMHA ¢ GEH30Ua3eIMHAMHE, TAKAMH KaK aJrpa-
30J1aM, TPHUa30JiaM, MH/Ja30j1aM Il BHY TPUBEHHOTO IIPUMEHEHUS WM JIJI1 HAHECCHMS Ha
CIM3UCTYIO 000JI04Ky pTa (cM. paszaen «B3aumoaeiicTBIE C JPYTUMH JIEKApCTBEHHBIMU
CPEICTBAMMUY ).

* OIHOBPEMEHHBIH IIPUEM C TIpenapaTaMy, KOTOpbIe METa00IM3UPYIOTCS H30(hEPMEHTOM
CYP3A, nanpumep, kap6amasenuH, LMJIOCTa30J, LUKJIOCIOPUH, AU30NUAPAMHUI, Me-
THJIIPETHU30JI0H, OMETIPa30Jl, HENPAMBIE aHTUKOAryJISIHTH (HarnpuMmep, BaphapuH), Xu-
HuvH, pudalbyTuH, cunaeHadu, Takpoaumyc, BUHOIacTiH (cM. pasaen «B3aumozeii-
CTBH€ C JIpyTMMH JIEKapCTBEHHBIMH CPEJICTBAMUY ).

* OZHOBPEMEHHBI! NPUEM C IperapaTamMy, HHIUUUpyomumMu usodepment CYP3A4,
Harpumep, puamnunyuy, GeHuTonH, kKapbamasenut, peHobapouTa, 38epo6oif IIpoI-
PABJICHHBINA (CM. paszien «B3aumoeicTBHE ¢ APYTHMHU JIEKapCTBEHHEIMH CPENCTBAMIY).
* OZIHOBPEMEHHBIH IIPHEM KJIAPUTPOMUIIMHA CO CTATHHAMH, HE 3aBUCAIIAMY OT MeTabo-
nmsma usodepmenta CYP3A (Hanpumep, ¢uryBacratun) (cM. pasznen «BsanmopeiicTBue
C IPYTUMH JIEKapCTBEHHBIMH CPEJICTBAMUY).

* OnHOBpEeMEHHBIH NpUeM ¢ 6lI0KaTopaMu «MeJJIEHHBIX» KaIbLHUEBBIX KaHAOB, KOTO-
psie MetaGonusupyrores uzopepmerntom CYP3A4 (Hanpumep, BepanaMu, aMJIOAUIINH,
JIUAIITAA3EM).

* OIHOBPEMEHHBIH MPUEM KIAPUTPOMHUIIMHA C EPOPATLHEIMUA AHTUKOATY ITHTAMHY NIpSsi-
MOTO0 JeHCTBUS, TAKAMH KaK Jaburatpas, puBapokcaban, anukcabad, 0cOOEHHO y Tany-

137775

CHTOB C BBICOKMM PHCKOM pPa3BHUTHS KpOBOTe‘ieHI/If;I.

10



JICP-009023/09-140921

* [Narmentsl ¢ nmemudeckoii 6onesnrio cepaua (UBC), Tsmkenoit cepaeunoit HemocTa-
TOYHOCTBIO, HAPYIICHUAMH NIPOBOJAMMOCTH MJIM KIMHUYECKH 3HAYMMOM Opaaukapauei,
a TaKKe NalMeHTh, OJHOBPEMEHHO NPHHUMAIONINE aHTHAPUTMUYECKHE TIpenaparhl 1A
K1acca (XuHuauH, npokanHamun) u 111 k1acca (qodeTrua, aMuoaapoH, cotTanon).

* bepeMeHHOCTS.

IIpamenenne npu GepeMEeHHOCTH M B MEPHO/ IPYAHOI0 BCKAPMJIHBAHHS
bepemennocmu

be3onacHOCTh NpHMeHEeHNUs KIapUTPOMHULMHA [P GEPEMEHHOCTH HE YCTaHOBIICHA.
OCHOBEIBasICH Ha PAa3IUYHBIX Pe3yJIbTAaTaX, IIOJYYEHHBIX B HCCIEJOBAHUAX HA JKUBOT-
HBIX, @ TAK)XX€ Ha OIBITE IPUMEHEHH Y JIIOJIEH, HEeJIb3s HCKIIFOUYUTh BO3MOXKHOCTE HebIa-
TONIPUATHOTO BO3/EHCTBUS Ha sMOpuodeTansHoe pa3BuTHe. HekoToprie HabmoaaTe k-
HBIE HCCIIC/JOBaHNs, OLICHUBAIONINE BO3JeHCTBIE KiIapuTpomuiuHa B | u I TpumecTtpax
OepeMEHHOCTH, BBISABMIIM MOBBIIECHHBIH PUCK CAMOIPOM3BOJIBHOrO abopTa Mo cpaBHe-
HUIO C OTCYTCTBHEM INPUMEHEHHs KJIapUTPOMHILIMHA WM NPHUMEHEHHUEM JPYTUX aHTH-
OMOTHKOB B aHAJIOTHYHbIE CPOKH OepeMEHHOCTH. MIMEIoImecs 3111 JeMUOIOTTYECKUE HC-
CJICIOBAHUS PUCKA CEPHE3HBIX BPOXKACHHBIX IIOPOKOB Pa3BUTHUS TP IPHUMEHEHHH MaK-
POJIMJIOB, BKIIIOYAs KJIAPUTPOMHIMH, BO BpeMs OEPEMEHHOCTH JEMOHCTPUPYIOT IPOTHU-
BOPEYHUBEIE PE3YJILTATHI.

IIpumeHenre kiapuTpoMunuHa npu GepeMeHHOCTH (0coGeHHO B I TpuMecTpe) BO3-
MOJKHO TOJIBKO B Cly4Yae, KOrja OTCYyTCTBYET aJlbTepHATHBHAs Teparus, a IOTeHIHalb-
Hasl [10J1b3a ISl MaTepH, IIPEBILIAET IOTEHIMATBHBIN PUCK JUIS II0/IA.

IIepuoo epyonozo eckapmnueanus

Bb110 ycTaHoBIIEHO, 4TO peGeHOK, HaXOQUBIINACS Ha IPYIHOM BCKAPMIMBAHUHU, MOXKET
TOJIy4HUTh 0K0JIO 1,7% OT MaTepuHCKO#H 10351 KJIADUTPOMHUIIMHA C TIONPABKOM Ha Maccy
Tela MaTepu. be3omacHOCTh NMPUMEHEHMs KIAPUTPOMUIMHA IS J€Tell Ha TPyJHOM
BCKapM/IMBaHUH HE ycTaHOB/IeHA. [Ipn HEOOGX0oaMMOCTH mpuema B MEpUOJ IPYAHOrO
BCKapMIIMBAaHUsI KOPMJICHHE TPYABIO HEOOXOIUMO IIPEKPATHTh.

Cnocob npuMeHeHHs ¥ 103bI

HJ'UI IIppu€Ma BHYTPb. HesaBucumo ot IIpueMa ITUIIIH.

137775
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B3pocisim u getsm crapie 12 net - no 1 tabierke 500 Mr 2 pasa B I€Hb Y TKETOM
TE€YEHUH UHPEKIHH.

OO6bIYHas IPOAOKUTENBHOCTD JICYEHHS COCTABIIAET OT 5 110 14 1Heil.

VickmodeHne coCTap/sitoT BHEOOIbHIYHASA THEBMOHUS M CHHYCHUT, KOTOpBIE TPEOYIOT
neyeHus ot 6 1o 14 gHei.

[o3v1 015 nevenus mukobakmepuanvhuix uHgexyut, kpome mybepkynesa:

[Ipr MuKoGaKkTepHantbHEIX HHOEKIMIX PEKOMEHI0BaHa [103a KIapuTpoMuImHa 500 mr 2
pasa B JICHb.

Jleuenue quccemunnpoBannbeix MAC unbekuuit y nammenrtos co CITH]I cnexyer mpo-
AOJDKATh 10 TEX IOp, IOKa UMEETCs KIMHMYECKas U MUKpoOuonorundeckas 3hGheKTus-
HOCTb. KyapuTpOMHUIMH clieTyeT HasHayaTh B KOMOMHALMHK C JPYTMMH aHTHMHKPOO-
HBIMU IIperapaTaMy, aKTHBHBEIMU B OTHOLIEHUH JaHHBIX BO30yauTesneil. [[IuTe bHOCT
JICYCHHUS JPYTHX HETyOepKyJIe3HBIX MHUKOOAKTepUalbHBIX WHGOEKIMIl yCTaHaBIMBAET
Bpad.

Hns npogunakmuku ungexyuti, evizeannvix MAC:

Pexomenyemas 103a KIapuTpOMHUILMHA U1 B3pocibixX — 500 Mr 2 pasa B JI€Hb.

Hna spaouxayuu H.pylori.

Y NauueHToB ¢ sI3BeHHON 60JIE3HbI0, BEI3BAHHON HHbEKIHMeH H.pylori, KTapuTpOMHUIIH
MOXXHO Ha3Ha4aTk 110 500 Mr 2 pasa B IeHb B KOMOMHAIMY C Iy TUMH aHTUMUKPOOHEIMH
npenapartaMi ¥ MHrHOMTOpaMU MPOTOHHOTO Hacoca B TeueHue 7-14 aHel, B coOTBeT-
CTBHH C HAMOHAJIBHBIMU U MEXTYHapOJIHEIMA PEKOMEHJALMAMHY I10 JICUCHHUIO HHOEK-
uuu H.pylori.

Ilpumenenue y oemeii mnaowe 12 nem

IIpumenenye kiapuTpoMuIIEHa B BHE TabIETOK y aeTelt Miaame 12 et He H3y4anocs.
IToGo4uHoe neiicTBHe

Knaccudukanus no604HbIX peakuuii o 9acTote pasBUTHA (KOITHIECTBO 3aperucTpupo-
BaHHBIX CJTy4aeB/KOJIMYECTBO MAI[EHTOB):
04eHb yacto (> 1/10),

gacTo (>1/100, <1/10),

HeyacTto (>1/1000, <1/100),

137775
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4acToTa Heu3BecTHa (M0604HEIE 2 HEKTHI U3 OIBITA IOCTPETUCTPALMOHHOTO IIPHMEHE-
HUS;, 9aCTOTa HE MOXKET OBITh OLIEHEHA HA OCHOBE MMEIOIINXCS JaHHEBIX ).

AJLIEprudecKue PCAKIINU.

Yacmo. ChIIb;

Heuacmo: runep4yBCTBUTENBEHOCTS, 3y, KpalIMBHUIIA.

HYacmoma neuzsecmua: anauIaKTHYECKasK PeaKI¥sl, aHTHOHEBPOTHYECKUHN OTEK, CEPh-
€3HBIC KOXKHBIE HEXENIATe/IbHBIC PEaKLUH (HalpUMep, OCTPHIN reHepaJTM30BaHHBIN JK-
3aHTEMATO3HBIH IycTye3), cuapoM CTuBeHca-/[)KOHCOHA, TOKCHYECKHUIA SHIepMalIb-

HBIM HEKPOJIN3, JIEKApCTBEHHAs CHIIlb C 303UHODHMINEN ¥ CHUCTEMHOU CHMIITOMATHKOMN
(DRESS cungpom).

Co cTOpOHBI HEPBHOM CHCTEMBI:

Yacmo: ronoBHas 606, 6€CCOHHUIIA;

Heuacmo: ro710BOKpYX€HHE, COHIIUBOCTD, TPEMOP, OECIIOKOMCTBO.

Yacmoma neuzsecmna: cy10pOTH, IICUXOTUYECKUE PACCTPOMCTBA, CIIyTAHHOCTH CO3HA-
HUsA, JCTICPCOHAIU3ALNS, JETIPECCH s, I€30PUEHTAIINs, TaJUTIOLMHALMH, HApy IICHHUs CHO-
BUJICHUH («KOIIMapHBIE» CHOBUIEHHS), TAPECTE3Us, MAHHS.

Co CTOPOHBI KOXHBIX IOKPOBOB:

Hacmo.: UIHTEHCUBHOE IIOTOOT/IEICHHE;
Yacmoma Heuzeecmua: axkue.

Co CTOpPOHBI MOYEBBUIEIUTEILHON CUCTEMEL:

HYacmoma neuséecmna: No4edHas HEJOCTATOYHOCTD, MHTEPCTUIMABHEIN HEQPUT.

Co cTOpoHEI 0OMEHA BEUIECTB YU IUTAHUS:

Heuacmo: AHOPEKCHA, CHUXKCHUC aIllICTUTA.

Co CTOpOHEI OINIOPHO-ABUTI'aTCILHOI'O armnapara.

Yacmoma Heuzeecmua: MAOTIATUSL.

Co CTOpOHEI IMUIIEBAPUTEILHOMU CUCTEMBI:

Yacmo: nuapes, pBOTa, TUCIIENICHS, TOIIHOTA, 60U B 06JIACTH KUBOTA.
Heuyacmo: racTpuT, CTOMATUT, IIOCCHT, B3IyTHE XXUBOTA, 3all0p, CyXOCTh BO PTy, OT-

PBIXKKa, METCOPHU3M, X0JIECTa3, I'elIaTUT, B T.4Y. X0JECTATUYECKUN MU renaTone/IIrJIIp-

HBIA. ‘1 5 7 7 75
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Hacmoma neuzsecmua: OCTpBIf;I ITAaHKpCaTUT, U3AMCHCHUC 1IBETA A3bIKa U 3}’60B, IICYCHOY-
Has HEAOCTATOYHOCTh, X0OJIECTaTUYECKas KEJITyXa.

Co CTOpOHEI OpraHoB YYBCTB.

Hacmo: nucreB3us.

Heuacmo: BepTHro, HapyIIeHUe CIIyXa, 3B0H B yIIax.

HYacmoma neussecmua: TTyX0Ta, areB3us (OTEPS BKYCOBBIX OIIYIIEHHIA), napocmus,
AHOCMHUSI.

Co cTOpoHBI CEePACYHO-COCYAUCTON CUCTEMBI:

Heuacmo. yymnenve uareppana QT Ha a1eKTpoKapAxOrpaMMe, OIMyIIeHue cepaneon-
CHHUSI.

Yacmoma neuzéecmua: xKeilyJ0YKOBask TAXUKAP/Ws, B TOM YHCIIE TUIIA ITUPYIT», Hub-
PHILISALINS JKEJTy J0YKOB, KDOBOTEUEHHE.

JlaGopaTopHbIe ITOKA3aTeIHN:

Yacmo: OTKIOHEHUE B IEYEHOYHOH mpobe.

Heuacmo: neikonenys, HEHTPONICHUS, 203MHO(DUIIHS, OBHIIEHUE aKTUBHOCTH: aJlaHHU-
HamuHoTpanchepassl (AJIT), acmapraramuHoTpanchepassl (ACT), rammariyTamu-
nrpancdepassl (ITT), menounoit pocdarasel, nakraraeruaporenass (JII).

Yacmoma wneuseecmua: arpaHyJIOLMTO3, TPOMOOLMTOIEHHUS, YBEIAYEHHE 3HAYECHHUS
MEXKyHapOJIHOro HopManu3oBaHHoOro otHomenus (MHO), yanuHenue npotpoMOuHO-
BOTO BPEMEHH, M3MEHEHHME IIB€Ta MOYH, IOBBIIICHUE KOHIIEHTpAMu OuiupyOuHa B
KpOBH.

OO6mue paccTpoyicTBa:

HYacmoma neuseecmna: HeOMOTaHUE, aCTEHUs, OOJIb B IPYAHOM KIETKE, 03HOO, yTOM-
JII€EMOCTB.

NHbeKIMOHHBIE ¥ Iapa3UTapHEIE 3a00IeBAHNS:

Yacmoma neuséecmmua: 11ceBIOMeMOPaHO3HbIN KOJIUT, POXKA.
IIpeamonaraercs, 9To 4acToTa, THII U TSDKECTh HEXeJIaTebHBIX PEaKIyil y JeTel Takas
XKe, KaK y B3pOCIIBIX.

Ilayuenmur ¢ nooaeneHHbIM UMMYHUMEMOM.

137775
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¥ nanuentos co CITM/lom 1 JpyrumMu HMMYHOAEDULMTAMH, [OTYYAIOIMX KIAPATPO-
MHILH B 60JIe€ BHICOKHX /103aX B TEYECHHUE TUTENBHOTO BPEMEHH IS JICICHUS MUKOOAK-
TepHaJIbHEIX HHGEKIMH, 9aCTO TPYTHO OTIMYHUTE HEXelaTelbHble 5QdEKTH mpenapaTa
oT cumnToMoB BUY-undexuun uim comyTcTByomero 3a601eBaHusl.

HanbGoree yacTeiMu HexenaTebHEIMH SBICHUSAMH Y [ALMEHTOB, IPUHUMABIINX CyTOY-
HYI0 J103y KJIapUTPOMHIMHA, paBHyi0 1000 mr, Opuia: TOIIHOTA, pBOTa, U3BPAILEHHE
BKyca, 00J1b B 06,1aCTH )KHBOTA, IUAPEs, CHIITb, METEOPH3M, FOJI0BHAs 60JIb, 3a110p, HApYy-
IeHune ciryxa, nospimeHne akTuBHOCTH ACT u AJIT B kpoBu. Taxoke oTMeyanuce ciryyan
HEXXE/AaTe/IbHBIX ABJICHUM ¢ HU3KOM YaCTOTON BO3HUKHOBEHMS, TAKHE KaK OJIBIIIKA, Oec-
COHHMIIA ¥ CyXOCTh BO PTY.

Y nanueHToB ¢ noJaBIeHHBIM HMMYHHUTETOM IIPOBOMIIM OLEHKY J1a60paTOpHBIX MOKa-
3aTeeH, aHATM3UPY sl UX 3HAYUTEIBHBIE OTKJIOHEHUS OT HOPMEI (PE3KOE ITOBHILIECHHE UITH
cHKeHue). Ha oCHOBaHMM JJaHHOTO KpUTepus y 2—3 % NalUeHTOB, 0My4aBIIMuX Kia-
putpomunuH B 103¢ 1000 Mr exeHEBHO, OBLIO 3aperUCTPHUPOBAHO 3HAYMTEILHOE ITOBHI-
menne akTuBHOCTH ACT u AJIT B KpoBH, a TaKkKe CHIDKEHHUE YHCIa JISHKOLUTOB ¥ TPOM-
6oLuTOB. Y HEGOIBIIOro YKC/Ia MALMEHTOB TAaKXkKe GBLIO 3aperHCTPUPOBAHO MOBBIIICHHE
KOHIICHTPAIMM 0CTaTOYHOI'0 a30Ta MOYEBHHEI.

IlepenoszupoBka

Cumnmompl: ipueM GOMBIION 10361 KIIAPUTPOMHULIMHA MOXKET BBI3BATH CUMIITOMEI Hapy-
IIEHUH CO CTOPOHBI JKEITyJ0YHO-KHIIEIHOTO TPaKTa. Y OJHOIrO MauyMeHTa ¢ GUIosp-
HBIM PAaCCTPOMCTBOM B aHaMHE3€ IOC/Ie IIpHeMa § I' KJIapUTPOMHUIIMHA ONUCAHEI H3Me-
HEHU TICUXUYCCKOTO COCTOSIHYSA, IapaHOUAAIbHOE TOBE/ICHHIE, TMITOMIMKEMUS U THIIO-
KCEMUSL.

Jledenue: Npu nepeio3upoBKe ClleyeT yAaIuTh HeabcopOMpOBaHHBIN TpEapaT U3 xKe-
JTy I0YHO-KHUIIEYHOTO TPaKTa (IPOMBIBAHUE JKENTy IKa, IIPHeM aKTUBMPOBAHHOTO yIJa U
JIp.) ¥ [IPOBECTH CUMIITOMATHYECKYO Teparuio. [ eMo/Maim3 U epuTOHeabHBIN 1Hau3
HE OKa3pIBAIOT CYLIECTBEHHOI'O BJIMAHHMSA HA KOHIEHTPALHMIO KIAPUTPOMHUIIMHA B CHIBO-
POTKE, YTO XapaKTEePHO U JUIA JAPYTUX NPENapaToB IPYIIIbl MAKPOJIU/IOB.
B3anmopeiicTBue ¢ IpyrHMH JleKapCTBEHHBIMH CPeJCTBAMH

137775
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IIpumenenue czzedwoumx npenapanos COBMeCmHO C KiapumpOoMUyuHom npomueonoKka-

3AHO 8 C8AA3U C 603MONCHOCMBIO DA3ZBUMUSL CEPbE3HbIX NOOOYHBIX 3d)d)e1<m06:

Husanpuo, numo3uo, mepghenaoun u acmemuson.

IIpu COBMECTHOM IpHEME KIaPUTPOMHIIMHA C IU3ANIPHIOM, IUMO3KUIAOM, TepHEHATUHOM
WM aCTeMH30JI0M COO0INANOCh O MOBBILCHUU KOHIEHTPAUMHM MOCISIHHX B ILIA3Me
KPOBH, YTO MOXXET NMPUBECTH K Y UIMHEHUIO MHTepBaia QT ¥ MOSBIECHUIO CepAEYHBIX
apUTMHUH, BKJIFOYast XKEITyJ09KOBYIO TaXUKapAuI0, GUOPHIUIAIIMIO JKeTy 109KOB U JKelIy-
JO0YKOBYIO TaXMKap/IMIO TUIA «IIUPYIT» (cM. pasaen «IIpoTuBomoKazaHus»).
Ankanoudw cnopsinbu

ITocTperucTpanoHHbIe HCCIEN0BAHNS IIOKA3bIBAIOT, YTO IPH COBMECTHOM IPUMEHEHUH
KJIaQpUTPOMHUIIMHA C 3prOTAMMHOM WM JUTMIPOIPrOTAMUHOM BO3MOXKHEI CIIEIYIOLIHE
3¢ deKTrI, CBA3aHHBIE C OCTPHIM OTPABJICHHUEM IIperapaTaMy rPYIIIbl 9prOTAMUHOB: CO-
CYAMCTBIM CI1a3M, MIIIEMHUSA KOHEYHOCTEH U IPYTUX TKaHEH, BKII0Yas IIEHTPaIbHYIO HEpB-
Hy10 cucteMy. OZHOBPEMEHHBIN IIPUEM KIAPUTPOMHILUHA C AJKAJOUAAMH CIIOPBIHBU
IPOTUBOIOKa3aH (cM. pasaen «IIpoTuBornokazanusy ).

Muoasonam ona nepopanvHozo npumeneHus

ITpu coBMeCTHOM NPUMEHEHNH MUJa30/1aMa B KJIIapUTpOMHULIKHA B hopme Tabietok (500
MT J[Ba pa3a B JIeHb) oTMedanoch yBeaudeHne AUC MunasonaMa B 7 pa3 mocie mepo-
panpHOro npueMa. OJJHOBpEMEHHBIN NIPUEM KIAPUTPOMUIIMHA C MU1a30]1aMOM IS Tie-
pOpalbHOro MPUMEHEHHUS IIPOTHBOIIOKA3aH (cM. paszzen «I[IpoTuBonoka3anus»).
Huzuoumopor I'MI'-KoA-pedykma3svl (cmamuHbi)

OnHOBpEMEHHBIH NpYeM KIapUTPOMUIMHA C JJOBACTATHHOM WM CUMBAaCTaTMHOM IpO-
THBOIIOKa3aH (cM. paszien «[IpoTHBOIOKa3aHus»), B CBA3HU C TEM, YTO JaHHEIE CTATHHEI B
3HAYUTEJILHOM cTeneHu Metabommsupyrores usodpepmentom CYP3A4, u coBMmecTHOE
INPUMECHEHUE C KIAPUTPOMHUIMHOM IIOBBIIIAET UX CBIBOPOTOYHBIE KOHI[EHTPAILUH, YTO
IIPUBOJIUT K MOBEIIICHHIO PUCKA PAa3BUTHs MUOIIATHH, BKIoYas pabaomuonu3. Coolia-
JIOCh O CiTy4yasX pabaoMHOIM3a Y MAlMEeHTOB, MPHUHUMABIINX KJIAPUTPOMUIMH COB-
MECTHO C JaHHBIMH IpenapaTaMu. B ciydae He06X0JUMOCTH IPUMEHEHUS KJIapUTPOMHU-
[IMHA CIICAYET MPEKPATUTEH NPUEM JIOBACTATHHA WM CUMBACTaTUHA HAa BPEMS TEpPAIIHH.

KJIapI/ITPOMI/IHI/IH CICAYCT INPUMECHATH C OCTOPOXXHOCTBIO IIpH KOM6HHPIp0BaHHOi;I
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TEpaNMy ¢ JpyTUMU CTaTHHAMH. B cilyyae HE06X0AMMOCTH COBMECTHOTO IIpUEMa PEKo-
MEHIYETCs NIPUHUMATh HAaMMEHBUIYIO 03y CTaTHHA. PekoMeHIyeTcs MpUMEHSATh Cra-
THUHBI, HE 3aBUCSIINE 0T MeTabom3Ma u3odepmenta CYP3A (nanpumep, diryBacTaTvs).
CrnelyeT KOHTPOJIMPOBATH Pa3BUTHE [IPU3HAKOB M CUMITOMOB MHUOIIATHH.

Jlomumanuo

OnHOBpEMEHHBIM NpYEM KIAPUTPOMUIMHA C JIOMHTAIUIOM IIPOTHBOIIOKA3aH M3-3a
pHCKa CyIIECTBEHHOTO MOBEIIICHNSA aKTUBHOCTH TPaHCaMKHa3 B IJIa3Me KPOBHU (CM. pas-
nein «IIpotuBonokasanusm»).

Bhuanue opyzux n1ekapcmeennblx Npenapamos Ha Kiapumpomuuun

IIpenapartsl, spigromuecs nagykropamu uzodepmenta CYP3A (wampumep, pudamnm-
uuH, GeHuTouH, Kapbamasenus, ¢penobapOuTai, 3Bepo0Ol MPOJBIPABIECHHEIN), MOTYT
MH/Iy IUpOBaTh METa00IM3M KJIApUTPOMUIIMHA. JTO MOXET IPUBECTU K CyOTeparneBTH-
YE€CKOM KOHIICHTPAlMK KIapUTPOMULIMHA, YTO IPUBOJUT K CHIKEHHIO €ro () (eKTHBHO-
ctu. Kpome Toro, Heo6xo1uM0 HabMIOAATh 32 KOHIEHTpaIKel HHIYKTOpa u30hepMeHTa
CYP3A B miazme KpoBH, KOTOpasi MOXKET IOBBICUTHCS U3-3a MHTUOMPOBaHUA U30¢ep-
menta CYP3A xinapurpomuniHoM. [Ipy coBMECTHOM npUMeHEeHHH pudalbyTHHa U Kia-
pUTPOMHMIIMHA HAOII0JAI0Ch IMOBHIIEHHE IUIA3MEHHON KOHIEHTpauuu pudalbyTuHa U
CHI)KEHHE CBIBOPOTOYHOW KOHIEHTpALUH KIAPUTPOMHIMHA C IOBBIIICHHBIM PUCKOM
pa3BUTHUS YBEUTA.

Crexyromue npenapatsl 00/1aal0T JOKa3aHHBIM M IPEAIIOaraeMbIM BIMSHAEM Ha
KOHIICHTPAIMIO KIIaPUTPOMUIIMHA B IIa3Me KPOBH; B CIIy4ae UX COBMECTHOTO IPUMEHE-
HUS C KJIapPUTPOMHUIIMHOM MOXKET IOTPEOOBATHCS KOPPEKIHS 103 WM IEPEX0] Ha ajb-
TEPHATUBHOE JICUECHHE.

Jpasupens, nesupanun, pugpamnuyun, pugdpabymun u puganenmun

CuiibHEIE MHIYKTOPBI CHCTEMBI IUTOXpoMa P450, Takue kak adaBupeHs, HEBUPAIIKMH, PU-
pamnunun, pudabyTus 1 pudaneHTHH MOTYT YCKOPSTh METab0IM3M KIapUTPOMUIIUHA
Y, TaKUM 00pa3oM, IOHIDKATh KOHLEHTPALMIO KIAPUTPOMUIMHA B ILUIa3ME U BMECTE C
TEM MOBBIIATH KOHIEHTpaluuo 14-OH-knaputpomuninsa - MetabonuTa, TaKkXKe SBJISIO-
IErocsi MUKPOOMOJIOTHYECKH aKTUBHEIM. [10CKOIEKY MUKpOOHOIOTHYECKass aKTUBHOCTE

K1apuTpoMuiHa ¥ 14-OH-ki1apuTpoMuIMHa OTIMYAETCs B OTHOUICHHH Pas3JIMYHBIX
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Gaxrepuil, TepaneBTHIECKHIT S)PEKT MOKET CHUKATHCS IPU COBMECTHOM TIPHMEHEHHH
KJIapUTPOMHUIIMHA ¥ UHIYKTOPOB ()EPMEHTOB.

Impaeupun

KoHuenTpanus KIapuTpoOMUIIMHEA CHIDKAETCS TIPH UCIIONB30BAHUK 3TPAaBUPHHA, HO IO-
BBIIIACTCS KOHIIEHTPANUA aKTUBHOro Metaboimta 14-OH-knaputpomurmsa. [Tockomeky
14-OH-xnapuTpoMuIuH 0671a1a€T HU3KOH aKTUBHOCTHIO 10 OTHONIEHUIO K MH(EKIUIM
Mycobacterium avium complex (MAC), MOXeT MEHATHCS 001I1ast aKTUBHOCTh B OTHOLIIE-
HUM 3THX BO30yquTeneii, moatoMy 1 tedenus MAC criefiyet paccMaTpuBarh albTep-
HATUBHOE JICYCHHUE.

dnyKkonason

CoBmecTHbIH pueM ¢urykoHa3os1a B Jo3e 200 Mr exeTHEBHO M KJIAPUTPOMHIIMHA B J103€
500 mr 1Ba pasa B fieHb y 21 310poBOro J0O6pOBOIIBIA IPUBE K YBEIUYESHHIO CPEIHETO
3HAYCHHA MHHUMAJIbHON paBHOBECHOW KOHIEHTpanuu KiapuTpoMuiuHa (Cmin) 1 AUC
Ha 33 % u 18 %, cooTBeTCTBEHHO. [IpH TOM COBMECTHEI IIPHEM 3HAYMTEIHLHO HE BITHAI
Ha CpCIHIOI PpaBHOBECHYIO KOHIIEHTpaLMIO akTUBHOro Merabomura 14-OH-
KJIapuTpoMuiuHa. Koppekuus 10361 KIapUTPOMHUIIMHA B CITy4ae COIYTCTBYIOLIETO MPH-
eMa ¢uryKoHa3ou1a He TpefyeTcs.

Pumonasup

(PapMakOKMHETHYECKOE MCCIEA0BaHUE TT0KA3aJI0, YTO COBMECTHBII NPUEM PUTOHABUpA
B 03¢ 200 Mr xaxasle 8 4acoB U KIapuUTpoMHuIEHa B go3e 500 mMr kaxasie 12 4acos
IPUBEI K 3aMETHOMY II0JaBJICHUIO MeTaboiu3Ma KiapuTpoMunuHa. [Ipu coBMecTHOM
npueMe puToHaBUpa Cax KIIapUTPOMUIIMHA yBenuamiach Ha 31 %, Coi, YBEIHUUIACh Ha
182 % u AUC yBennuunnace Ha 77 %. BpU10 0TMEYeHO MOTHOE MO/IaBJIeHHue 00pa30OBaHMs
14-OH-knaputpomuimHa. brnarogaps mMMpoKoMy TepameBTHYECKOMY JMalla3oHy Kila-
PUTPOMUIIHA YMCHBIICHHE €T0 JO3bl Y NNALMEHTOB ¢ HOPMAJILHOM OYEYHOU (yHKIHEH
He TpebyeTcs. Y ManueHToB ¢ MOYeYHOH HeJOCTaTOYHOCTHIO 1eIeco06pasHo paccMoT-
PETE creayromue BapuaHTel Koppekuuu 10361 n1pu KK 30-60 miu/mMuH 103a kinaputpo-
MHIIMHA JO0JKHA ObITh yMeHbIneHa Ha 50 %; npu KK menee 30 Mii/MuH 103a KJI1apuTpo-
MHILMHA T0/DKHA OBITh yMeHbIIEHa Ha 75 %. PUTOHABUp HE ClIE€AyeT COBMECTHO IPUHHU-

Marth C KJIapUTPOMHUIIMHOM B J03aX, IPEBBIMIAIONIMX 1 I/1€Hb.
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CX0zHBIC KOPPEKIMH 103 I0/DKHBI PACCMATPUBATBCS Y MAIMEHTOB CO CHIKEHHOM ByHK-
IIUCH IOYCK, €CIIU PUTOHABUP HMCIOJb3YETCS KaK (papMaKOKMHETHIECKUM «yCHIHTENE)
IpY IPUMEHEHUH IPYTUX MHrHOMTOpOB npoTeassl BUY, Biro4as artasaHaBup U CakBH-
HaBup (CM. mojpaszien «/IByHanpaBiIeHHOE B3aHMO/IEHCTBHE JIEKAPCTBY).

Helicmeue Knapumpomuyuna Ha Opyzue 1eKapcmeeHHble Hpenapamol
Anmuapummuyeckue cpeocmea (XUHUOUH U OU3ONUPAMUD).

B03MO0KHO BO3HMKHOBEHHE XKEITyI0YKOBOM TaxXUKap[HMH TUIA KIIUPYIT» IPU COBMECT-
HOM IIPUMEHEHUH KJIApUTPOMHLIMHA M XMHU/IMHA WK Ju3onupamuja. [Ipu oqHOBpeMeH-
HOM IIpHEeMe KJIapUTPOMHMIMHA C 3TUMHM IIpEnapaTaMy CIEAYET PEryIspHO IPOBOJHUTH
KOHTPOJIb 3JIEKTPOKApAMOrpaMMBl Ha IpeaMeT ymuHenns uatepsaia QT, a Takxke cie-
Jy€T KOHTPOJIMPOBATh CHIBOPOTOYHBIE KOHLEHTPAIIMK 3TUX IIPEaparoB.

ITpu mocTperucTpalmOHHOM IPUMEHEHUH COOOINAIOCH O CITy4YasX Pa3BUTHS TUIIOTIIAKE-
MMM [IPY COBMECTHOM IIpHEME KJIApUTPOMHULMHA U Au3onupamuza. Heo6xoaumo KoH-
TPOJIMPOBATH KOHLIEHTPALMIO TTIIOKO3bI B KPOBH IIPU OJHOBPEMEHHOM IIPUMEHEHHH KJla-
PUTPOMHUIIMHA U JU30IHpaMHU/a.

ITepopanvnsle zunoznukemuueckue cpeocmea /UHCyIuH

IIpy coBMECTHOM NIPUMEHEHNUH KJIAPUTPOMHUIIMHA M NEPOPAIBHBIX THIIOTTHKEMUYECKUX
CpPeACTB (HampuMep, NPOMU3BOAHBIE CYJIHGOHUIMOYEBHUHEI) W/WIM WHCYJIMHA MOXET
HaOO1aThCs BRIPAXKEHHAS TUNorInKeMus. O THOBpEMEHHOE IIPUMEHEHHE KIIapUTPOMH-
[MHa C HEKOTOPBIMHM T'MIIOTIMKEMHYECKUMH IIpernapartaMu (HampuMmep, HaTerTHHUI,
NHUOTJIUTA30H, PENariuHu] ¥ POCHIVIATA30H) MOXET MPUBECTH K WHTHOMPOBAHHIO
nzopepmenta CYP3A knapUTpOMHIHOM, B pe3yJIbTAaTe Yero MOKET PasBUTHCS TMIIO-
rIIMKeMus. PeKOMEH Ty eTcs TIaTe/IbHbIA KOHTPOJIb KOHIEHTPAIIUH TITFOKO3HL.
Bsaumooeiicmeun, obycnosnennsie usopepmenmom CYP3A

COBMECTHEBIH NpUEM KJIapUTPOMHUIIMHA, KOTOPHIM, Kak M3BECTHO, HHTHOUpYeET u30dep-
meHT CYP3A, u npeniapaToB, nepBu4HO MeTabonusupyomuxcs usohepmentom CYP3A,
MOJXET aCCOLMUPOBATHCS C B3AUMHBIM IIOBBIIIEHUEM MX KOHIIEHTpPAIMiA, YTO MOXKET yCH-
JIATH WK MPOJJIATE KaK TEpaneBTUIECKHUE, TaK U Mo6o4HbIe 3¢ ekt Kaputpomuiimn
CJIElyeT C OCTOPOXKHOCTBIO IIPUMEHSATH ITALMEHTaM, TI0JIy4alOIUM TpenapaThl, IBIISIO-

muecst cybcrparamu uzodpepmenta CYP3A, ocoGeHHO eciu 5TH Npenapatsl HMEOT

137775
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Y3KHil TepaneBTHIECKUH Juana3oH (Hanpumep, kapOamasenus), 1/uiM UHTEHCUBHO Me-
Tabomu3upyercs 3TuM QepmeHTOM. B Ciiyyae HEoGXOAMMOCTH JOKHA TIPOBOIUTHCS
KOppEKLHsA O3Bl IpernapaTa, IPMHAMAaEMOI0 BMECTE C KJIAPUTPOMHUIIMHOM. Takke, o
BO3MOXKHOCTH, A0JDKCH IPOBOJUTHCA MOHHUTOPHMHI CHIBOPOTOYHBIX KOHIICHTPAIHiA IIpe-
1apaToB, EPBUYHO MeTabousupyoommxces uzopepmentom CYP3A.

MeraGonu3m cieyromux npenapaToB/KIaccoB OCY IECTBISIETCA TEM XKe H30hePMEHTOM
CYP3A, 4o u MeTabo/u3M KIapUTPOMULIMHA, HAIPUMEP, allpa3oiiaM, KapbaMasenuH,
LMJI0CTa30J1, HUKIOCIIOPUH, JU30IMPaMK, METHINPEIHU30/I0H, MUA30J1aM, OMeIpa-
3011, IIEpOpalIbHBIE AHTUKOATY JIAHTHI (HanpuMep, BapdapuH, puBapokcabaH, anmukcadan),
aTUNUYHbIC aHTUTICHXOTHYECKHE CPE/ICTBA (HalIpUMep, KBETHAIUH), XUHUAUH, prdacy-
THH, CHIIEHaKII, TAKPOJIMMYC, TpUa30sIaM U BUHOIAacTHH. Takke K aroHucTaM u3odep-
menTa CYP3A oTHOCATCS cie/lyIonye npenaparsl, IpOTHBOIOKAa3aHHEIE K COBMECTHOMY
IIPUMEHCHHUIO C KIAPUTPOMUIIMHOM: aCTEMH30JI, IU3aNpH], TUMO3H], TeppeHaauH, JIo-
BaCTaTHH, CAMBACTaTHUH M aJIKAJOU/IbI CIOPBIHEY (cM. paszzen «IIpoTuBomnokazanus»). K
npenaparam, B3auMOJIEHCTBYIOIUM 110J00HBIM 00pa3oM uepe3 Jpyrie u3ohepMeHTH B
paMKax cucTeMbl nuroxpoma P450, oTHocsATCS GEHUTOUH, TEOQUIIIMH U BaBIIPOEBas
KHUCJIOTA.

Henpamvie anmukoazynanmeol

IIpu coBMecTHOM Ipreme BapdapHrHa ¥ KIIapUTPOMHULIMHA BO3MOXKHO KPOBOTEYEHHE, BBI-
paxenHoe ysenudenne MHO u nmporpomGuHOBOro BpeMeHH. B cilyyae COBMECTHOTO
NPUMEHEHNS ¢ Bap()apHHOM WU IPYTHMH HENPSIMBIMU aHTHKOAry ITHTaMH HeoOX0uMO
koHTpoMpoBaTh MHO 1 npotpoM6GuHOBOE Bpems.

ITepopansnvie anmuxoazynanmel npamozo deiicmeus

IlepopanpHblii aHTUKOATYJIAHT NPSAMOrO JeWUCTBHs Ja0WratpaH sBIsETCS Cy6GcTpaTtoM
i sddmoxcHoro Genka-nepeHocunka P-rimkonporenna (P-gp). Pupapokcaban u
anukcabaH MeTaboau3upyroTes ¢ yaactueM uzodepmenta CYP3A4 u Taxke ABIAIOTCS
cy6erparamu 1yt P-gp. Crietyer co6imoaTh 0CTOPOKHOCTE IIPH OJHOBPEMEHHOM MU~
MCHECHUH KIApUTPOMHUIIMHA C JAHHBIMHU IIpernapaTaMu, 0COOEHHO Y MalHeHTOB C BEICO-

KUM PHCKOM KpoBOTE€YEHM (CM. pazaeisl «C 0CTOPOKHOCTEION M «OCOObIE yKa3aHUA» ).

Omenpason 1317 775%
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Knaputpomuims (mo 500 Mr kaxsie 8 4acoB) HCCIIEA0BAIICS y 3/0POBBIX B3POCIBIX 106-
poBOIBLEB B KOMOMHAIMK ¢ omenpa3onoM (1o 40 mr exeaHeBHO). IIpu coBMecTHOM
NPUMEHEHUH KJIApUTPOMUIIMHA U OMEIpPa30jia PaBHOBECHBIE IJIA3MEHHBIE KOHIIEHTpa-
uu omenpasosa 0put yBeaudeHs! (Cmax, AUC)24 1 Ty yBemmammucs Ha 30 %, 89 % u
34 % cootBetcTBeHHO). Cpeanee 3HaueHue pH ey IKa B TedeHHe 24 4acoB COCTABHIIO
5,2 TIpK IpUEME OMETIPa3osia B OTJAENBHOCTH U 5,7 NpH IIpHeMe OMENpa3oiia COBMECTHO
C KJIADUTPOMHLIUHOM.

Cunoenagun, maoanagun u eapoenaghun

Kaxapii u3 5TuX MHrUOMTOPOB (ochoamdcrepasbl MeTaboIU3UpyeTCs, MO KpaiHei
Mepe, 4acTHYHO ¢ yyactreM uzopepmenta CYP3A. B To xe Bpems uzopepment CYP3A
MOXET WHIMOMpPOBATBCA B NPHCYTCTBHH KJIapUTpoMULKHA. COBMECTHOE MPUMEHEHUE
KJIAPUTPOMHIIMHA C CHIIIeHadHIOM, TaanaduiioM WK BapIeHaQHIOM MOXKET IPHBECTH
K YBEIMYECHHUIO MHIMOMPYIOIIEro Bo3eicTBus Ha pocdoaudcrepasy. [Ipu npumeneHunu
3THUX IperapaToB COBMECTHO ¢ KJIAPUTPOMULIMHOM CIIEAYET PaCCMOTPETh BO3MOXKHOCTh
YMEHBLICHHS 10361 CHIieHaduIIa, Tajanaduia u BapaeHadma.

Teogpunnun, kapbamazenun

IIpu COBMECTHOM NPUMEHEHHM KJIAPUTPOMHULMHA U TeOHIUIMHA WK KapOamasenuHa
BO3MOXHO IOBBIIICHHE KOHIEHTPALUH JaHHBIX [IPENAapaToB B CHCTEMHOM KPOBOTOKE.
Tonmepooun

IlepBuyHBIf MeTab0/IM3M TONTEPOAMHA OCYINECTBIAETCS depe3 2D6 uzohopMy 1uTo-
xpoma P450 (CYP2D6). Onnako B 4YacTH MOIYJSAUMH, JHIICHHON u30(epMeHTa
CYP2D6, metaGonusm npoucxoaut yepes uzodepment CYP3A. B ol rpymme Hacere-
HUsA 1oJaBjieHue uzopepmenta CYP3A mpuBOIUT K 3HAYNTENEHO Goslee BBICOKMM KOH-
LCHTPAIMAM TOJITEPOJMHA B CBIBOPOTKE. B IOy Is1iMK ¢ HU3KKUM ypOBHEM MeTab01M3Ma
yepes usopepment CYP2D6 MoxkeT moTpeGoBaThCS CHUXKEHHE 03Bl TONTEPOJMHA B
NPUCYTCTBUU UHTUOMTOPOB H30epmenTa CYP3A, TakuX KaK KIapUTPOMHUIIUH.
benzoouasenunvt (nanpumep, annposonam, mudazonam, mpuasonam)

IIpu coBMECTHOM NpUMEHEHHH MHJa30jama ¥ TabIeToK KiapuTpoMuimHa (500 mr 2
pasa B JieHb) oTMevanock yBenndenne AUC muiasonama: B 2,7 pasa 110cjie BHy TPUBEH-

HOro BB€JEHUs Muaasoigama. Ecim BMmecTre ¢ KJIapUTPOMHULIMHOM TIPUMEHACTCA
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BHY TPHBEHHAs popMa MH/1a30,1aMa, CIIETyeT TIIATEeIbHO KOHTPOIMPOBATH COCTOSHHUE T1a-
IMEHTA /111 BO3MOXHON KOPPEKIMH 10351. BBEI€HNE JIEKapCTBEHHOTO Iperapara yepes
CIIM3UCTYIO 000JI0YKY II0JIOCTH PTa, KOTOPOE JaeT BO3MOXXHOCTH 0GOMTH IIPeCHCTEMHYIO
SJIMMUHALIMIO JICKApCTBEHHOI'O IIpenapara, CKOpee BCEro, MPUBEAET K B3aUMOIEHCTBHIO
aHAJIOTMYHOMY TOMY, KOTOpO€ HabJII0JaeTCsl U BHY TPMBEHHOM BBEJIEHHM MH/1a30/1aMa,
a HE IIpY NepOpaTbHOM NIpUEME.

Taxue jxe MephI IPEJOCTOPOKHOCTH CIIEAyET IPUMEHSTh U K JApYTUM O€H30J1a3eIuHaM,
KOTOphIe MeTabomm3upyroTes n3opepmenTom CYP3A, BKiIroYas TprasoiaM U ajmpaso-
naM. Jlyisi GeH30/1Ma3enMHOB, BEIBEICHUE KOTOPBIX He 3aBUCHT OT u3opepmenta CYP3A
(Temaszenam, HUTpa3ernaM, JopasenaM), MaIOBEPOSATHO KIMHAYECKH 3HAYMMOE B3aHMO-
JEHCTBUE C KITAPUTPOMHULIUHOM.

I[Ipy cOBMECTHOM NIPUMEHEHNHM KJIapUTPOMHUILIMHA U TpHa30JiaMa BO3MOXHO BO3/IeiicTBIE
Ha [EHTpajIbHYI0 HepBHYIO cucteMy (IIHC), Hanpumep, COHIMBOCTE U CITy TAHHOCTH CO-
3HaHMA. B CBSA3M C 3THM, B Clly4ae COBMECTHOTO IIPUMEHEHHS, PEKOMEH/IY€TCS CIIEIUTh
3a cumnroMaMu Hapymenus [THC.,

B3aumooeticmeun c Opyzumu cpeocmeamu

Koaxuyun

Konxunun sBisercs cy6cTpaToMm kak n3odepmenta CYP3A, Tak u Gelka-nepeHocunKa
P-rmvkonporenza (Pgp). M3BecTHO, YTO KIapUTPOMUIIUMH U JPYTHE MAKpPOJIHU/BI SBJIA-
10TCst uHrubuTopamu uzopepmenta CYP3A u Pgp. IIpu coBMeCTHOM IprieMe KIapuTpo-
MHUILMHA W KOJXUIMHA MHrubupoBanue Pgp w/nmmm uzodepmenta CYP3A moxer npuse-
CTU K YCWICHHIO NCUCTBUA KOJXUIMHA. CleqyeT KOHTPOIMPOBAaTh pa3BUTUE KIMHUYE-
CKHMX CUMIITOMOB OTPABJICHUS KOJIXUIIMHOM. 3apErUCTPUPOBAHBI IIOCTPErUCTPAIMOHHEIE
COO0MIEHHsI O CITy4asX OTPABJICHUSA KOIXUIIMHOM IIPH €ro OJHOBPEMEHHOM NIPHMEHEHHH
C KJIApUTPOMULITHOM, Yallle Y IOXKUIIBIX AalMEeHTOB. HekoTOpEIe U3 ONMCaHHBIX CITy4YacB
IPOUCXOJU/IH C MAllMEHTaMH, CTPAAAIOIIMMU [TOYE€YHON HEOCTaTOYHOCTEIO. Kak coo6-
IIAJI0Ch, HEKOTOPEIE CITy4au 3aKaHYMBAIUCEH JIETATHHEIM HCXOJIOM.

OaHOBpeMEHHOE NPMMEHEHUE KIApPUTPOMHUIIMHA U KOJIXUIMHA TIPOTHBOIIOKA3aHO. (CM.

paszen «IIpoTuBonokazanus»).

Huzokcun 137 775
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IIpeanonaraercs, 9T0 JUrokcuH spisgeTcs cy6crpatom Pgp. U3BecTHO, 94TO KIIapUTPOMH-
uuH uHrudupyer Pgp. Ilpu coBMECTHOM npreMe KJIapUTPOMHIMHA M UTOKCHHA HHTH-
OupoBanue Pgp KIapUTPOMHIIMHOM MOXET IPUBECTH K YCHJIEHHIO JEHCTBHIO JUIOK-
cuHa. [locTperucTpanuoHHbIe HCCIE0BAHUS TOKA3aJIHd, YTO COBMECTHEIM IPUEM JUTOK-
CHHA U KJIApUTPOMHIMHA TAKXKE MOJXKET IIPUBECTU K IOBHIIIEHHIO CHIBOPOTOYHOM KOH-
LICHTPAIMU TUTOKCHHA. Y HEKOTOPBIX NMAIMEHTOB OTMEYAIUCH KIMHHYECKUE CUMITTOMBL
OTPaBJICHUA JUTOKCHHOM, BKJIKOYas MOTEHIUATBHO JIeTalbHbIe apuT™MuK. [Ipu coBmecT-
HOM IIpHeMe KJIApUTPOMHUIIMHA U JUIOKCHHA CIIETyeT TIIATEbHO KOHTPOJIUPOBATh KOH-
LIEHTPALMIO TUTOKCHHA B CHIBOPOTKE.

3uooeyoun

OaHOBpeMEHHEIH epopabHBIH IPHEM TabJIEeTOK KIapUTPOMHIIMHA ¥ 3UI0BY IMHA [1EPO-
paneHO B3pocasiMu BUY-uHOHUIMPOBaHHBIME NALIMEHTAMU MOXKET MIPUBECTH K CHIDKE-
HHIO PaBHOBECHOH KOHLIEHTpALMU 3U10BY JUHA.

ITocKoIBKY KIapUTPOMMIMH BIMAET Ha BCACHIBAHHME 3MIOBYIMHA IPH EPOPATHLHOM
NpUeMe, B3aUMOJEHCTBHS MOXKHO B 3HAUUTEIILHOU CTENEHH M30€XaTh, MPUHUMAs Kiia-
PUTPOMMUIIMH ¥ 3UJOBYJVH C UHTEPBAJIOM B 4 yaca.

[Tono6uoro B3aumozelicTeusa He Habmoxamu y BUY-uHOUUUPOBAHHEIX JeTel, IPUHH-
MaBIINX JETCKYIO CyCIIEH3MIO KJIAPUTPOMHULIMHA C 3UJOBYAMHOM WU JTUJE30KCHMHO3 M-
HOM. [IOCKOJIBKY KJIApMTPOMHUIIMH MOJKET IPENATCTBOBATh BCACHIBAHUIO 3WIOBY/IMHA
IIPY UX OJTHOBPEMEHHOM IIPHEME BHYTPb Y B3POCIIBIX MAIIUEHTOB, M0J00HOE B3aUMO 1€k~
CTBUE BPsi/I JIU BO3MOXKHO IIPH IIPUMEHEHHUH KIIApUTPOMHULIMHA BHY TPHBEHHO.
DeHUMOUH U 6a1bNPOEEAA KUCIOMA

WmeroTcs aHHBIe 0 B3aUMOAEHCTBUSIX MHrHOMTOpoB M3ohepmenta CYP3A (Bkmouas
KJIApUTPOMHUIIMH) C TIpenapaTaMy, KOTOPEIE He MeTaboIM3UPYIOTCS C TOMOIIBIO U30(hep-
meHTa CYP3A ((beHHTOMHOM ¥ BalbIIpoeBO# KUCIOTOM). sl JTaHHBIX [PENapaToB, Py
COBMECTHOM IIPUMEHEHUH C KJIADUTPOMHULIMHOM, PEKOMEH/IY €TCS OIPE/IEIEHHE UX CHIBO-
POTOYHBIX KOHIIEHTPALMH, TaK KaK UMEIOTCS COOOIIEHMsI 00 UX MTOBEIIICHUH.

eynanpaenennoe 63aumoodeiicmeue 1eKapcme

Ama3zanagup 137 775
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Knaputpomunys u atazanaBup sBISIOTCS Kak Cy6CTpaTaMu, TaK M HHTHOHTOPaME H30-
depmenta CYP3A. CymecTByeT CBHIETENHCTBO JBYHANPABICHHOTO B3aHMO/EHCTBHS
3TUX npernapatoB. COBMECTHOE MpUMeEHEHHE KiapuTpoMununa (500 Mr 18a pasa B JIeHB)
u arasanasupa (400 Mr ouH pa3 B I€Hb) MOXET [PUBECTH K JIBYKPATHOMY YBEIHICHHIO
BO3/ICHCTBUS KJIAPUTPOMULIMHA U YMEHBIICHHIO Bo3/ieiicTBus 14-OH-KnaputpoMunyHa
Ha 70 %, ¢ yenuyennem AUC aTazanaBupa Ha 28 %. biaroaaps mmupoKoMy TepareBTH-
HECKOMY /IMana3oHy KJIapUTPOMULMHA YMEHBILICHHUS €T0 035l Y NAlKEHTOB C HOPMaJlb-
HO#i QyHKIMeEH 10YeK He TpeOyeTcs. Y NalUeHTOB ¢ yMepeHHO# 0YeqHOl HeI0CTaToY-
HocThI0 (KK 30-60 M1/MHH) 1032 KIapHTPOMHULIMHA J0JDKHA OBITh YMEHbIIeHa Ha 50 %.
Y naunentos ¢ KK menee 30 Mi1/MuH 103y KIapUTPOMHULMHA ClIEAYET CHU3UTD Ha 75%,
MCIIONB3Ys JJI1 3TOr0 COOTBETCTBYIOLIYIO JIEKAPCTBEHHYIO (HOPMY KIapUTPOMHUIIMHA.
Knaputpomuimn B 103ax, npepsimaromux 1000 Mr B CyTKH, HETb3s NPUMEHATH COB-
MECTHO ¢ MHTMOUTOpaMHU MpoTeas.

bnokamopuel «mednennvix» Kanbyueevix KAHAN06

IIpy OJHOBPEMEHHOM NPUMEHEHMM KIAPUTPOMHIMHA U GIIOKATOPOB «MeEJICHHBIX»
KaJIblIMEBBIX KaHAJIOB, KOTOpbIe MeTabom3upyroTes uzopepmenToM CYP3A4 (Hamnpu-
MEp, BepalaMui, aMJIOJMIUH, JUITHA3EM), CIeQyeT COoONII0JaTh OCTOPOXKHOCTH, II0-
CKOJIBKY CYIIECTBYET PUCK BO3HHKHOBEHMs apTEpUAIILHOM TMIIOTEH3MH. [11a3sMeHHEIE
KOHLEHTPALMK KJIAPUTPOMUIIMHA, TAKXKE, KaK ¥ 6JI0KaTOPOB «MeIEHHBIX» KaJIbLIAEBBIX
KaHaJI0B, MOTYT IIOBBIIIATECS MIPH OJTHOBPEMEHHOM IIPUMEHEHUH. ApTepUabHas TUIIO-
TeH3Wsl, OpajiMapuTMUs M JIaKTOAIMI03 BO3MOXKHEI IIPH OJHOBPEMEHHOM IpHEMeE Kia-
PUTPOMHUIIMIHA ¥ BEpallaMuJIa.

Hmpakonaszon

KirapuTpoMuliMH U UTPaKoHA30 ABIAIOTCA CyGeTpaTaMu W MHTMGUTOpaMu H3odep-
menTa CYP3A, 4to onpezenser AByHanpaBlIeHHOE B3aMMOJEHCTBHE Npenapatos. Kia-
PUTPOMUILIMH MOKET IIOBBICHTH KOHIIEHTPAI[MIO HTPAKOHA30J1a B I/Ia3Me, B TO BpEMs Kak
MTPaKOHA30]1 MOXKET IOBBICHTH IIA3MEHHYIO KOHLIEHTPALHIO KIapuTpoMuIuHa. [Tary-
CHTOB, OJJHOBPEMECHHO NPHHUMAIONIMX MTPAKOHA30] M KJIAPUTPOMUIIMH, CIEAYET TIIa-
TEIBHO 00C/IeJ0BaTh Ha HAJIMYHE CHMIITOMOB YCHJICHHS MM YBEINYEHHS [UIATENBHOCTH

t(hapmakosiormueckux 5GpeKToB ITUX MpenapaTos. 137 715

24



JICP-009023/09-140921

Caxeunaegup

KitapuTpoMuuH v cakBUHABUP ABJIAIOTCS CyOCTpaTaMu M HHTHOUTOpaMy M30(epMeEHTa
CYP3A, 4ro omnpezenser JByHanpaBleHHOEe B3aMMOJeiCTBYE MpenapatoB. OJHOBpe-
MEHHO€ NpuMeHeHue KiaputpomuipHa (500 Mr 2 pasa B IeHb) U CakBUHABUPA (B MATKUX
JKEJIaTUHOBBIX Karcyiax, 1200 mr 3 pa3a B aeHb) y 12 340pOBEIX 100OpOBOJIBIEB BHI3BI-
Bano yBenudeHne AUC u Cpya, cakBunaBupa Ha 177 % u 187 % COOTBETCTBEHHO, B CpaB-
HEHUM C IIpueMoM cakBuHaBupa B oTAeNbHOCTH. 3HayeHuss AUC u Cpay KIapUTpOMH-
uuHa O Npu6m3uTeTsHO Ha 40 % BBIIIE, YeM IIPH MOHOTEPAITMH KJIADUTPOMUIIMHOM.
IIpy COBMECTHOM NPUMEHEHHH STHX JBYX IIPENapaToB B TEYEHHE OTPAHMIEHHOTO BpE-
MEHH B [103aX/COCTaBax, yKa3aHHbIX BBIIIE, KOPPEKIHUs 1036l He Tpebyercs. PesynsraTsl
YCCJI€I0BaHMs JIEKAPCTBEHHEIX B3aUMOICHCTBHI € MCIIOIb30BaHUEM CAKBUHABHPA B MAT-
KX JK€JIATHHOBBIX KaIICyJlaX MOI'YT HE COOTBETCTBOBATH A peKTaM, HabI0JaeMBIM ITPU
IIPUMEHCHUH CAaKBUHABMPA B TBEPABIX JKEIATUHOBLIX KaIcyJ/iax. Pe3ynsTarTsl uccieaosa-
HU JIEKApCTBEHHBIX B3aMMO/JCHCTBUM IIPU MOHOTEPAIIMU CaKBUHABHPA MOTYT HE COOT-
BETCTBOBATh 3G deKkTam, HAOMOTaeMBIM IIPU TEpPalMH CaKBUHAPUHOM/PHUTOHABUPOM.
IIpu npreMe cakBHHABUpPa COBMECTHO C PUTOHABUPOM CJIEyeT YUUTHIBATH MMOTCHIMAb-
HO€ BJIMSHNE PUTOHABHPA HA KJIAPUTPOMHMIIUH.

Oco0ble ykazanus

JImATeNbHEINA ITpUeM aHTUOHOTHKOB MOJXKET IIPHBOIUTH K 00pa30BaHHUIO KOJIOHUIA C yBe-
JINYEHHBIM KOJIMYECTBOM HEYYBCTBUTE/BHBIX OakTepuit u rpuboB. [Ipu cynepunpexnum
HE0OX0IMMO Ha3HAYUTh COOTBETCTBYIOIIYIO TEPAIHIO.

HasHayeHne KIapuTpOMUIMHA OEPEMEHHBIM JKEHIIMHAM JO/DKHO IPOBOAMTHECS IPH
TIATeIbHOM OLICHKE COOTHOIIEHUS PHCKA M I0JIb3bl, 0COOEHHO B T€UEHHUE MEPBEIX TPEX
MecALeB 6epeMEHHOCTH.

[Ipy IpUMEHEHNH KJIApUTPOMHUIIMHA COOOIIANOCH O MIEYEHOYHOM qUchYHKIHH (OBBIIIE-
HHE aKTHUBHOCTH I€YEHOYHBEIX (EPMEHTOB B KPOBH, I€IaTOLEIUIFOJIAPHEIN /UK XO0JIe-
CTATUYECKHUH TeMATUT C KEATYX0H nin 6e3). [TeueHouHas qucdyHKIUS MOXET OBITH Ts-
KeJoi, HO 00BIYHO ABJIIETCS 0O6paTUMOii. VIMEIOTCsI City4an eYeHOYHOM HET0CTATOYHO-
CTHU C JICTAJBHBIM MCXO0JIOM, I'JIaBHBIM 00pa3oM CBSI3aHHBIE C HAJIMYHEM CEPHE3HBIX CO-

IMyTCTBYIOMX  3a00/eBaHMi W/MIM  OJHOBPEMEHHBIM IIPUMEHEHHEM  JPYTHX

137775,
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JIEKapCTBEHHBIX CPE/JCTB. [IpH nosgBICHUY IPU3HAKOB U CHMIITOMOB I'€IIaTUTa, TAKUX KaK
AHOPEKCHUS, KEeNTyXa, MOTEMHEHHE MOYH, 3y/1, 00JE3HEHHOCTD )XUBOTA IIPH MaJbIAIUH,
HEe00X0JMMO HEMEIICHHO IIPEKPATUT TEPAIIHIO KJIaPUTPOMULIMHOM.

IIpy HanuyuK XpoHUIECKHX 3a60/1€BaHUil TeYEHN HEOOXOAMMO IIPOBOIUTE PETYISAPHBIH
KOHTPOJIb (EPMEHTOB CEIBOPOTKU KPOBH.

[Ipu neyeHnH IPaKTUIECKH BCEMH aHTHOAKTEPUATLHBIME CPEICTBAMM, B TOM YHCIIE KJIa-
PUTPOMHUIIMHOM, OIMCAHBI CIIy4ay IICEBJOMEMOPaHO3HOIO KOJUTA, TSHKECTh KOTOPOTO
MOJKET BapbUPOBATELCA OT JIETKOM 10 yrpoxKaromen xu3Hu. [Ipy JiedeHun npakTHIecKu
BCEMHU aHTHOAKTEpHaIbHBEIMH IIpEIapaTaMy, B TOM YUC/IE KJIaPUTPOMHUIMHOM, ONMCAHEI
ciyqau Clostridium difficile- acconuupoBaHHOM IHapen, TSHKECTh KOTOPOH MOXKET Baphb-
MPOBATECS OT JICTKOM JMaper J0 yrpOXKaroIIero XKU3HU KOoIUTa. AHTHOAKTEepUAIbHEIE
IpenapaTbl MOTYT H3MEHUTh HOPMAJIbHYI0 MUKPO(IOpY KHUIIEYHHUKA, YTO MOXKET IPHBE-
ctu Kk pocry Clostridium difficile. IlceBqoMeMOpaHO3HBIA KOJIUT, BHI3BAHHEIM
Clostridium difficile, Heo6XoquMO MOJO3peBaTh y BCEX MALMEHTOB, Y KOTOPHIX IOCIIE
NpUMEHEHHsI aHTHOAKTepHaJIbHBIX CPECTB pa3BUIach quapest. [locie npoBeaeHus Kypca
aHTHOMOTUKOTEPAITMY HEOOXOUMO TIIATEIFHOE MEIUIUHCKOE HAOIIOICHHUE 3a ITal[eH-
TOM. ONKUCEIBAIMCH CITy4au pa3BUTHA I1CEBJOMEMOPAHO3HOIO KOJIUTA CITyCTS 2 MecsIa
1ocJie npreMa aHTUOUOTHKOB.

[Ipu jileyeHNH MaKpoJIMJaMH, BKIIOYas KJIAPUTPOMHUIIMH, HAaGIIF0aI0Ch Y IMHEHUE Cep-
JACYHOM pernossipu3any 1 nHTepBasia QT, BBI3bIBas pUCK Pa3BUTHS CEPCYHOMN apUTMUH
¥ JKEITy JOYKOBOM TaXMKapAMH TUIA «IUPYIT» (cM. pazaen «I[lo6ounoe neiictBuey). Tak
KakK CJICAYIOIINE CUTYAIlMH MOTY T IPUBECTH K YBETMYECHHUIO PUCKA Pa3BUTHS JKEITY JOYKO-
BBIX apUTMUM (B TOM YHCIIE JKEIYA0YKOBON TaXUKAPIUH TUIIA KITUPY3T»), TO

- KJIApUTPOMMIIMH HE JI0JDKEH IIPUMEHATHCS Y CIeIYIOMUX KaTeropyii MareHToB:

* y MAIMEHTOB ¢ TUnokanemMuei (cM. pasaen «IIpoTHBOIOKa3aHUA» ),

* y MAlMEHTOB ¢ TUrnoMaruueMueit (cM. pasuen «[IpoTuBomokaszanus»);

* OJHOBPEMECHHOE Ha3HAYE€HHE KJIADUTPOMHIIMHA C aCTEMHU30JI0M, [IU3AMPUIOM, TUMO3H-

10M ¥ TepheHaJUHOM NIPOTUBOIIOKAa3aHo (CM. pasaen «[[poTUBONOKa3aHus»);

137775
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* Y MAIIUEHTOB C BPOXKICHHEIM MJIM IPUOOPETEHHBIM 3apeTrUCTPHPOBAHHEIM Y [IMHEHHEM
uHTepBaia QT wiM HanuyKMeM ey JOUKOBOH apuTMum B aHaMHe3e (cM. pasaen «IIpo-
TUBOIIOKA3aHUS ).

- KJIApUTPOMULHUH J0/DKEH IPUMEHATHECS C OCTOPOXKHOCTBIO Y CIEAYIOIUX KaTeropHii
[IAI[MEHTOB:

* y MaIMEeHTOB ¢ uiemMuyeckoi 6onesnsto cepaua (MBC), Tsokenoi cepaedHoit HepocTa-
TOYHOCTBIO, HAPYIICHUSAMH [IPOBOJMMOCTH MJIM KJIMHUYECKH 3HaUUMOM GpasuKapauei;
* Y MaIMEHTOB, OJHOBPEMEHHO IIPHHUMAIOIIHX APYTHE JIEKapCTBEHHEBIE IPENapaThl, CBs-
3aHHBIC ¢ yanuHeHneM unTepBana QT (cMm. pasnen «BzaumoneiictBue ¢ Apyrumu Jiekap-
CTBEHHBIMU CPEJCTBAMMY).

B Xxoze anmaemMuonoruyeckux MCCIeJOBaHM 110 M3YYCHHIO PUCKA HEGIaronpUATHBIX
CEepZIeYHO-COCY AUCTHIX UCXO/I0B IIPX IIPUMEHEHUH MaKpOJIHU/J0B OBUIM IOTyYeHBI HEO/-
HO3HAYHBIE pe3yJIbTaThl. B HEKOTOPHIX HAOMIOAATEIBHEIX HCCIC0BAHMUSX OBbLT YCTaHOB-
JIEH KpaTKOBPEMEHHBIH PHCK Pa3BUTHs apUTMUH, MH(APKTa MHOKap/a U CMEPTH OT cep-
ACYHO-COCYIUCTHIX 3a00JI€BaHMM, CBA3AHHBIN C NMPUMEHEHHEM MaKpOJIMIOB, BKIIOYas
KJIapUTPOMUILHH. [Ipy HasHaYeHUM KIapUTPOMMUIMHA CIIEAYET COOTHOCHTS MpPEIoJiara-
€MYIO I0JIb3Y OT IPHEMa IpenapaTa ¢ JAHHBIMA PUCKaMH.

B03MOXHO pa3sBUTHE NIEPEKPECTHON PE3UCTEHTHOCTH K KIAPUTPOMHULIMHY U JPYTHM aH-
THOMOTHKAM TPy MBI MAKPOJIMIOB, a TAKXKE IMHKOMHUIMHY ¥ KIMHIAMULIMHY.
Y4YUTHIBas pacTyIlyl0 PE3UCTEHTHOCTH Streptococcus pneumoniae K MaKpOJIHIaM,
Ba)XHO IIPOBOJUTE TECTUPOBAHUE TyBCTBUTEILHOCTH IIPH HA3HAYECHUHU KIIapUTPOMHUIIMHA
NalueHTaM ¢ BHeOONbHUIHON nHeBMOHUEH. [Ipy rocnuTansHON MIHEBMOHUHU KJIAPUTPO-
MHLUH CJIeAYET NIPUMEHATh B KOMOMHAIIMYU C COOTBETCTBYIOIIUMU aHTUOMOTUKAMH.
WudeKuun Koy ¥ MATKAX TKaHeH JErKod U cpefHel THKECTH Yalle BCEro BBI3BAHEL
Staphylococcus aureus w Streptococcus pyogenes. Ilpu 31oM 06a Bo36yIUTENST MOTYT
OBITH yCTOWYMBEI K MakpoiuaaM. I103ToMy BaKHO MPOBOJUTH TECT HA YYBCTBHUTEIb-
HOCTb.

Makponuasl MOXHO TNpPUMEHATh NpU HMH(EKIMsAX, BEI3BaHHBIX Corynebacterium
minutissimum, 3a00JI€BaHUSX yTPU By IbTapHBIE U POXKA, & TAKKE B TEX CUTY alMAX, KOT/1a

HEJIB34 IIPUMCHATH NICHULIUIJINH. 1 5 7 7 75
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B cirydae nosiBi€HMs OCTPBIX peakluii r'nepuyBCTBUTEIBHOCTH, TAKUX KaK aHauIaK-
THYECKas peaKlys, TSOKEIbIE KOXKHBIE JIEKAPCTBEHHBIE peakluy (HalpuMep, OCTpEIi re-
HEPaJIM30BaHHbIA 5K3aHTEMATO3HBIN IycTyle3), cuHApoM CTuBeHca-/[)KOHCOHA, TOKCH-
YECKMIi SIU/IEPMaJIbHBIA HEKPOJIU3 U JIEKAPCTBEHHAS CHINIb C 903MHO(UINEN U CHCTEM-
Ho# cumnromatukoit (DRESS-cunapomM) Heo6X01uMO cpa3sy ke PeKpaTUTh MPUEM Kila-
PUTPOMHIIMHA ¥ HAYaTh COOTBETCTBYIOIIYIO TEPAIHIO.

B ciryyae cOBMECTHOro NpUMEHEHHUs C BappapruHOM WM JPYTHUMH HENPAMBIMU aHTHKO-
aryJissHTaM Heo6xo1uMo KoHTpo mpoBaTts MHO u npotpoMGuHOBOE BpeMs (CM. paszen
«B3auMoiefiCTBHE C APYTUMHU JIEKAPCTBEHHBIMH CPEJCTBAMMY ).

Cnenyer co6moaaTh 0CTOPOXXHOCTh NP OJHOBPEMEHHOM MPUMEHEHHH KJIApUTPOMH-
LIMHA C [IEPOPAILHBIMA @HTUKOArySIHTAMHU IIPSIMOTO I€HCTBHA, TAKUMH KakK Jaburatpa,
puBapokcaban u anukcabaH, 0cOGEHHO y MAIMEHTOB ¢ BEICOKAM PUCKOM Pa3BUTHUS Kpo-
BoTe4eHMs (CcM. pasziensl «C 0CTOPOXKHOCTBhIO» M «B3aumoeiicTBue ¢ JPyTUMH JieKap-
CTBEHHBIMHU CPE/ICTBAMMU).

Bansinne Ha cniocoOHOCTL yNpaBJ/siTh TPAHCIIOPTOM, MEXaHH3MaMHu

JlaHHBIE OTHOCHMTENIBHO BIMSHUS KIAPUTPOMHIMHA Ha CIIOCOOHOCTEH YIIPaBJIATH aBTO-
TPaHCIIOPTOM U MEXaHU3MaMHU OTCYTCTBYIOT.

Crnenyet cobimo1aTh OCTOPOKHOCTE IIPH YIIPABJICHUH TPAHCIIOPTHEIMU CPEICTBAMH U 3a-
HATUAX PYTUMH [OTEHIMAIBEHO ONTACHBIMU BUIAMH JIEATEIbHOCTH, TPEOYIOIIUMHU ITOBEI-
IIEHHOW KOHIIEHTpAllM¥ BHUMaHMs U OBICTPOTHI IICUXOMOTOPHEIX peaKIUi, yUUTHIBAs
INOTCHIUATBHYIO BO3MOXHOCTE T'OJIOBOKPYXKEHHUS, BEPTUTO, CITyTAHHOCTH CO3HAHMS U
J€30pUEHTALMH, KOTOPEIE MOTYT BO3HUKHYTh IIpY IIPUMEHEHUH JJaHHOTO IIpernapara.
@®opMa BbINycKa

Tabnerku, MOKpEITEIE IIIEHOYHO# 0605109K0# 500 Mr.

ITo 7 Tabnerox B 6iuctep u3 [IBX/amomunnesoit Gpossru. 2 6aucrepa (o 7 TabieTok)

BMECTE C MHCTPYKIMEN 110 IIPUMEHEHHIO B KAPTOHHYIO I1aYKYy.

Yci10BUsI XpaHeHHUs:
B 3amuineHHoM oT cBeTa MecTe IpH Temriepatype He Bbiiie 25 °C. XpaHuTh B HEOCTYII-

HOM JJ11 JE€TEN MECTE. 1 3 7 7 7 5
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Cpok roagnocTu:

3 roaa. He npuMeHATH 110 HCTEYEHUH CPOKA I'OJHOCTH.

YcaoBus oTmycka.

OTmyckaroT 1o pementy.

IIpousBoauTennb

AO «Ho6en Anmaruackas @apmarieBTuyeckas Gabpukay.

Pecry6uka Ka3zaxcran, r. Anmarsl, yi. IlleBuenko, 162E.

Telt. +7 (727) 399 50 50.

Bnaoeney pezucmpauuonnozo yoocmoeepenus/opzanuzayus, npuHuMarowian npe-
meH3uu nompebumens:

HoGen Wnau Canaiin Be Tumkaper A.IIL., Typuus

Ksapran Capaii, yi1. Jloxropa Annana Broittoxnenusa, 14 34768 p-u IOmpanwe, r. Ctam-
Oyn, Typuus.

Tes/dakc:+90 (216) 633 60 00/ +90 (216) 633 60 01

IIpencrasurenscrso B P@® / Opranusanusi, NpHHEMAOIIasi IPeTEH3HH MOTpe6uTe-
JIen:

IIpencraBurenscTBo B Mockse: 119421, r. Mocksa, yi. HoBaropos, 1. 7A, xop. 2, bus-
Hec-1eHTp «HaBuraropy

tein/daxc: +7(495) 982-36-84/85

I'naBa npencraBuTenscTBa Opcoii 5.O.

M3 PO
SKCTIEPTHBIN OTYET
JENCTBUTEJIEH JUIS JAHHOI
BEPCHUM JIOKYMEHTA
0000000003
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