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Toprosoe naumenosanne: OPAJIPO®

MexayHapoJHOe HeIATeHTOBAHHOE HJIM IPYNIIHPOBOYHOE HAHMEHOBAHME: KIIAPUTPOMHILIAH
JlexapcTBennas Qopma: mHOGHIM3AT I IPUTOTOBIICHUS KOHIICHTpATa /IS IIPATOTOBICHHUS
pacTBopa Juis HHY3HH.

Cocras:

Kaxp1ii ¢prakoH mpenapara COICpIKHT:

oelicmgylowee gewjecmeo: KnaputpoMurH - 500,0 mr;

scnomo2amenvHble 6eujecmea; NaKTOOHMOHOBas kucinora - 273,2 mr, 1 M pacrBop Harpus
ruapokcuna - 1o pH 4,8-7,0.

Onucanmne:

Ilopowiox: MA0GUIH3APOBAHHBIN IOPOIIOK 6€I0ro Wik novTH 6eoro nBeTa.

Bocemanoenennuiii pacmeop: npo3padHbiit OeCIBETHEINA PacTBOP.

PapmakoTepaneBTHYECKAs rpynna: aHTHOMOTHK, MAKPOITH/L.

Kon ATX: JOIFA09

dapmaxo/iorHIecKHe CBOHCTBA

Dapmakoounamuxa

KNapuTpOMHIHE ABISIETCS TONYCHHTETHYECKHM AHTHOMOTMKOM TPYINEl MAKpOIHIOB H
OKa3plBaeT aHTHOaKTepHanbHOE JeHcTBHe, B3amMmoxeictBys ¢ S50S  pubocomanbHOM
CyObeqMHHMIEH U N0aBiIss CUHTe3 Oeka OakTepHii, 9yBCTBHTENBHBIX K HEMY.

KnapuTpoMHIIMH [POJEMOHCTPHPOBAT BBICOKYIO AaKTHBHOCTL iM Vilro B OTHONICHHH Kak
CTaHJApTHBIX JIAOOPaTOPHBIX IITAMMOB OaKTEpHi, TaK W BBEIICICHHBIX y OOJNBHBIX B XOJ€
KJIMHAYECKOH NpakTHKH. [IposBiseT BRICOKYIO aKTHBHOCTH B OTHOHICHHH MHOTHX a3pOOHBIX U
aHa3pOOHBIX IPAMIIOIOKHTENBHBIX H IPAMOTPHIATE/ILHEIX MAKPOOPraHH3MOB. MHUHHMAIBHEIE
nogassnomye KoHueHTpauuu (MIIK) xmaputpommimaa s GonbmMHCTBA BO30YaUTEINEH

Menbie, yeM MIIK spuTpomunnHa B cpejaeM Ha 0HO logs pasBejieHuE.



KJIapATPOMEIHH i Vifro BHICOKOAKTHBEH B OTHOmEHHH Legionella pneumophila, Mycoplasma
pneumoniae. Okas3siBaeT OakTepAIMAHOE AeHCTBEE B oTHOmeHHH Helicobacter pylori, naunas
AKTHBHOCTH KJIAPATPOMHMIIMHA BRIIIE IIPH HeATpatbHoM pH, 4eM npu Kuciiom.

Kpome TOro, JaHbIe in Vifro W in vivo yKasblBalOT HA TO, YTO KJIAPATPOMHIMH JICHCTBYET HA
KIHHUYECKH 3HauMMEIe BHIbI MHKoOaktepuii. Enterobacteriaceae n Pseudomonas spp., Taxxke
KaKk ¥ Jpyrde, He (EpMEHTHDPYIOIME JIAKTO3y IpaM-OTpHLATeNbHble Oaxrepuu, He
4yBCTBHTEIbHEI K KJIAPHTPOMHULIHMHY .

AKTMBHOCTh KJIAPHTPOMHUIMHA B OTHOIIECHWH OOJBIIMHCTBA INTAMMOB NEPEYMCIICHHBIX HUXE
MHKPOOPTaHH3MOB JI0Ka3aHa KaK in Vilro, Tak U B KJIMHHYECKOH MpaKTHKe NpH 3a00JeBaHHAsX,
TIIepEYHCIICHHBIX B pasziene «[loka3anus K IPAMEHEHHION.

A>poOHBIE IrPaMIIOI0KHTENbHBIE MEKPOOPIraHU3MBbI

Staphylococcus aureus
Streptococcus pneumbniae
Streptococcus pyogenes
Listeria monocytogenes

Aspo0OHEBIE rPaMOTPALIATEILHBIE MUKPOOPTaHH3MBI

Haemophilus influenzae
Haemophilus parainfluenzae
Moraxella catarrhalis
Neisseria gonorrhoeae
Legionella pneumophila

Jlpyrue MEKPOOPraHAu3MbI

Mycoplasma pneumoniae

Chlamydia pneumoniae (TWAR)

Mukobakrepun

Mycobacterium leprae

Mycobacterium kansasii

Mycobacterium chelonae

Mycobacterium fortuitum

Mycobacterium avium complex (MAC) - KOMILIEKC, BKJIFOYAFOIHIA:

Mycobacterium avium

Mycobacterium intracellulare

[Tpomykuusi Oera-makTamasbl He OKa3biBaeT BIMAHHSA HAa AKTHBHOCTh KIAPHTPOMHIMHA.
BONBIIMHCTBO INTAMMOB CTa()MIOKOKKOB, PE3HCTEHTHBIX K METHIHUIHHY H OKCAWUIMHY,

001a/1af0T YCTOHYMBOCTHIO M K KJIAPHTPOMHLIUHY .



Helicobacter pylori

YyscTBHTENBHOCT H.pylori K KIapUTPOMHIIMHEY H3y4anach Ha M30isTax H.pylori, BeIEIEHHBIX
or 104 mammeHTOB, N0 Hayana TepamMM NpenapatoM. Y 4 TMalWeHTOB ObUTH BBHIICIEHBI
PE3UCTEHTHBIE K KIAPHTPOMHIMHY InTamMMmel Hpylori y 2 - mTaMMBl ¢ yMepeHHOMH
PE3MCTEHTHOCTBIO, Y OCTAIbHBIX 98 mamueHToB HM301ATHL H.pylori ObUA YyBCTBUTENBHBI K
KJIaPATPOMHEIAHY.

KirapaTpoMHIMH OKa3bIBacT JEHCTBHE in Vilro W B OTHOINCHHH OOJBIIMHCTBA IITAMMOB
CIEYIOIHX MHKPOOPraHM3MOB (oqHaKo Oe3omacHOCTh H 3(PEKTHBHOCTH HCIONB30BAHUS
KIapUTPOMUMIIMHA B KIMHHYECKOM  @pakTHKe He  MOATBEPKIEHA  KIMHHYECKHMHU
MCCIICIOBAaHMAMH, U IPAKTHYECKOE 3HAYECHUE OCTACTCS HESCHBIM):

A3poOHBIE TPAMITOJIOKATEILHBIE MHAKPOOPraHWu3Mbl

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

A3pobHbIe rPaMOTPHIIATEILHEIE MHKPOOPIraHUu3MBbI

Bordetella pertussis
Pasteurella multocida

AHaspoOHbIE rPaMITOIOKHATEIHLHBIE MHUKPOOPraHu3MbIl

Clostridium perfringens
Peptococcus niger
Propionibacterium acnes

AH%QOﬁHHC rpaMOTPUIIATEIbHBIE MUKPOOPTraHH3MEI

Bacteroides melaninogenicus

C XETBI

Borrelia burgdorferi

Treponema pallidum

Kamnunobakrepuu

Campilobacter jejuni

OcHOBHBEIM ~ M€TabONIMTOM  KIAPHTPOMHIMHA B  OPraHM3ME  YelOBeKa  SBIIAETCS
MHKPOOHONIOTHYECKA  aKTHBHBIH ~ Metabomut  14-rmppokcuxiapurpomuime  (14-OH
KJIapUTpOMHLEH). MuKpoGHoiorudeckas akTHBHOCTE MeTaboMTa Takas e, KaK y HCXOJHOTO
coequHEHMs, WM B 1-2 pasa cnabee B OTHOmEHHM GOJBIIMHCTBA MHMKPOOPraHH3MOB.
Wckmouenne cocrasnser H.influenzae, B oTHOImEHWH KOTOPOH 3(QeKTHBHOCTS MeTabomHTa B
aBa pa3a Bbime. VicxoqHOe COEIWHEHWE W €ro OCHOBHOW METabONUT OKa3hIBAlOT MO0
aJTUTHBHBIA, OO cuHeprudeckuil a(dext B otHomenun H.influenzae B yCIoBUSX in vitro u in
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Vivo B 3aBHCHMOCTH OT IITaMMa GaKkTepuit.

TecT HA YYBCTBUTEIBLHOCTE

KomauecTBeHHBIE METOBI, TPeOYIOMNE U3MEPEHHS AMAMETPa 30HBI NOJABICHHS POCTA, JAIOT
HauboJiee TOYHBIE OLEHKH YYBCTBHTEIBHOCTH OakTepyii K aHTUMUKPOOHBIM mpenaparaM. OnHa
U3 PEKOMEHIYeMBIX METONHWK JUIS OIpPECNCHHS 4YyBCTBUTEJIHHOCTH HCIIOJB3YET JHCKH,
MMIIpErHUpoBaHHbie 15 MKr xiapuTpomuiEHa (Jucko-muddy3uonnsii Meron Kupbu-bayspa);
IpH HHTEPOPETALMH TecTa JHAaMETpPhl 30H MOJABIECHHS POCTa KOPPEIUPYIOT CO 3HAYCHHSIMH
MIIK xnapurpomununa. 3aagenus MIIK onpenensiorcs MeToioM pa3BeieHus B OyIIbOHE HIH B
arape. [Ipy UCHONB30BaHUH ITHX METOJHUK, OTYET U3 JJAOOPATOPHH O TOM, YTO INTAMM SBIAETCS
«4yBCTBUTENIbHEIM», YKA3bIBAE€T HA TO, YTO BO30yIMTENh HH(EKIMH, BEPOATHO, OTBETHT Ha
nedenne. OTBET «PE3UCTEHTHEIN) yKa3bIBaeT HA TO, YTO BO30YAUTEIb, BO3MOKHO, HE OTBETHT Ha
nedeHne. OTBET «IIPOMEXYTOYHAs YyBCTBHUTEIBHOCTH)» NPEANONAraeT, YTo TepaneBTHYECKHi
3bdext mpemapara MoxXeT OBITH HEOJHO3HAYEH HIM MHKDPOOPTaHH3M MOMET OKa3aThCs
9yBCTBUTENLHBIM NPH MCOONB30BaHMM Ooiee BhICOKMX 103 mpemapata. ([Ipomexyrounas
4yBCTBHTEIHOCTD TAKIKE HA3hIBACTCS «YMEPEHHOM 9yBCTBHUTEILHOCTHION).

- DapmaKoKuHemuKa

Pacnpenenenne, MeTaboJIn3M 1 BEIBEICHHAE

300posvie 006posonbybl

B xiMHMYECKOM MCCIENOBaHMH C YYacTHEM 3I0pPOBBIX JOOPOBOJBIEB KIAPUTPOMHIIMH
IIPUMEHSJICA BHYTPUBEHHO OJHOKpPATHO B Jo3ax 75, 125, 250 u 500 mr B o6veme 100 Mt B Busie
uH(y3un B Tedenre 30 MuH, a Taoke B 1o3ax 500, 750 wm 1000 mr B o6seme 250 mu B TeueHue
Bonee yeM 60 muH. MakcumanbHble KOHOEHTPAHH (Cmax) KIAPATPOMHIMHA COCTABHIM OT 5,16
MKr/Man 10 9,40 Mxr/mn nocne uady3un 500 Mr 1 1000 Mr xiapuTpoMAIEHA B TedeHne 60 MuH
COOTBETCTBEHHO. Cmax 14-OH-xnapuTpoMunmHa cocrapuna 0,66 Mxr/mi nocne uadysua 500 mr
u 1,06 Mxr/mn mocne BBeaenus 1000 Mr kapaTpomunusa B TedeHne 60 MUH.

B paBHOBECHOM COCTOSHHMH TepMHHAIBHBIA Nepuoi nomysbiBeneHus (T12) KilapuTpoMHIMHA
3aBHCHUT OT JI03BI Ipenapara U cocrasiser oT 3,8 4 1m0 4,5 4 npu BBemeHuH 103 oT 500 Mr 10
1000 mr B Teuenne 60 MuE cooTBeTcTBeHHO. T1/2 14-OH-KIapuTpOMELIEHA TPOAEMOHCTPEPOBAI
J10303aBUCHMO€ yBEJIHYEHUE NIpH NpHeMe Ooliee BBICOKUX JI03 B COCTABHII 7,3 9 HOCIE BBEICHMS
500 mr u 9,3 9 mocie BBeaeHus 036l 1000 Mr B Tegenne 60 MuH.

Cpennee 3HaueHHe IUIOMAAHW IOA KPHBOM «KoHIEHTpamus-Bpemsy (AUC) xiapuTpoMHIMHA
IIPOJEMOHCTPHPOBAIO HEJIMHEHHOE 0303aBHCHMOE yBenwdeHwe ¢ 22,29 g*Mmxr/mu mocie
BBezienus 10361 500 Mr o 53,26 w*mxr/mi nocne BBeneHns 1036l 1000 mr. Cpearee 3Ha49eHue
AUC 14-OH-knapuTpoMuuaHa cocTaBuiIo oT 8,16 ga*Mxr/mit no 14,76 9*MKr/Mi npH BBECHAR

TeX e 03 B Tegenne 60 MuH.



B 7-mHEBHOM KIMHMYECKOM HCCIICJOBAHMM KIAPHUTPOMHILMH BBOJHIM BHYTPHBEHHO
MHOTOKpaTHO B fo3ax 125 u 250 mr B o6seme 100 M B Teyenne 6omee 30 muH, 1 B fo3ax 500 u
750 Mr B 06neme 250 Mt B Tedenne Gonee 60 MuH gepes kaxasie 12 9. B aToM mccnenoBaHuu
3HayeHHe Cmax B PABHOBECHOM COCTOSHHH yBEIHYMBAIOCH OT 5,5 Mkr/mi B no3e 500 mr no 8,6
MKr/Mn 1ipu go3e 750 mr. B paBHOBecHOM cocTosHEH T, KIApHTPOMMIIMHA HOCIE HH(Y3UH B
teyenue Gonee 60 muH B mo3ax 500 mr m 750 mr cocraBmi 5,3 9 u 4,8 4 cooTBETCTBEHHO. Crmax
14-OH-KapuTPOMHIIAHA B PABHOBECHOM COCTOSHHH nocie BBefeHus 103 500 mr m 750 mr
yBemmymnach ¢ 1,02 mxr/mn go 1,37 Mxr/mn coorBercrBerHO. Ti2 14-OH-kinapurpoMunusa y
rpynn, kotopbiM BBogmmm 500 Mr wmm 750 mr, cocraBun 7,9 4 H 5,4 9 COOTBETCTBEHHO.
®apmakokureTrka 14-OH-K1apuTpoOMHLIMHA HE 3aBHCENA OT 035
Iayuenmol ¢ MukobaxmepuanbHbIMU UHGEKYUAMU
B Hacrosmee Bpems HeT 00OOLIEHHBIX JaHHBIX IO BHYTPUBEHHOMY (B/B) NPUMEHEHHIO
KJIAPATPOMHIIMHA TIPH MHKOOaKTepHaTbHBIX HMH(EKIMAX y B3pocibix mnanuedtoB ¢ BHUY-
uHOEKIHeHR, IMeIoTcs (apMaKOKWHETHYECKHE JaHHbIE IPUMEHEHHAA TabNIeTOK KIApUTPOMMIIMHA
npu  3THX HHpekumsax. PaBHOBecHas KOHIEHTpanus KiaputpomunuHa #  14-OH-
KJIAPATPOMHIIMHA NOCTIEe MpHeMa B3pocibiMU manueHTamMd ¢ BUY-urdexnmed oObMHBIX 103 °
KJIAPUTPOMHIIMHA ObLIa CXOIHOHM ¢ TaKOBOH y 370poBbIX mozeid. OmHAako IpH NPAMEHEHAU
KIApUTPOMHIIEHA B Ooliee BBICOKHX J103aX, KOTOphIE MOIYT IOTpeOOBarbCs Uil JI€YEHHS
MHKOOaKTepHATBHEIX HHOEKIHH, KOHLEHTpalis] aHTHOMOTHKA MOXKET 3HAUMTENLHO NPEBIIATH
OOBIYHBIE.
[lpy npuMeHeHMH Ipermapara B Ooliee BBICOKHX J103aX OTMEdanoch ymuHeHHe T2 10
CPaBHEHMIO C TAKOBBIM Y 3I0POBBIX JIOZCH, MOMyYaBIIMX KIAPATPOMHIMH B OOBIMHBIX JI03aX.
VBelMueHWe KOHIEHTpAMM B IUla3Me H Oojee JUMTENbHBI Tip TpH  HA3HAYEHHH
KIapUTPOMHIIHHA B OoOllee BBICOKMX J03aX COIIACYIOTCS C M3BECTHOM HEIMHEHHOCTHIO
¢dapMaKOKHHETHKH IIpenapara.
INoxa3anus K NpHMEHEHHIO
UndexnuonHO-BOCHATHMTENbHEIE  3a00JeBaHMus, BBI3BAHHBIE  YYBCTBHUTEIbHBIMH K
KJIAPUTPOMHIIHHY MUKPOOPTaHW3MaMH:

*  HH(pEKIUH HIWKHHUX JBIXaTeNIbHBIX IyTeH (Takue Kak OpOHXHT, HTHEBMOHUS);

*  HHOEKIHH BEpXHHUX JbIXaTe/IbHBIX ITyTeH (Takue Kak ()apuHTHT, CHHYCHT);

*  HH(EKIMHA KOXH M MATKHX TKaHel (Takue Kak (JOJUIMKYJIHT, BOCHAJICHHE MOAKOXHOH
KJIETYATKH, POXKa);

* [HMCCEMHHHMPOBAaHHBIE WM  JIOKAJIM30BAaHHBIC MHKOOAKTEpHAIBHBIE  HWHQEKIVH,

BeI3BaHHEIE Mycobacterium avium w Mycobacterium intracellulare; 0OKaTA30BaHHBIE



uH(bexy, BEI3BaHEBIE Mycobacterium chelonae, Mycobacterium fortuitum u Mycobacterium

kansasii.

[IpoTHBONOKA3AHHS

I'urepdyBCTBHTENBHOCT K KIADHTPOMHMIMHY WM JHOOOMY H3 BCIOMOTraTeIbHBIX
BEIIECTB Ipenapara, a TakxkKe K MaKpoJIHaaM.

OnHOBpEMEHHOE TNPUMEHEHHE KIapHTPOMHIMHA CO CIEAYIOIEMH IpernapaTaMu:
acTeMU30J1, WA3ATIPA, TTAMO3H]L, TepheHamH (cM. pasaen «B3auMoneHcTBHE ¢ APyTHMHU
JIEKAPCTBEHHBIMH CPE/ICTBAMHEY ).

O/[HOBpEMEHHBIA TNpPUMEHEHHE KJIAPHTPOMHIMHA C JIOMHTamMaoOM (CM. paszen
«B3auMOIEHCTBHE C APYTHMHU JICKAPCTBEHHBIMH CPEICTBAME)).

OHOBpEMEHHOE NPEMEHEHHE KIApPUTPOMHAIIMHA C aKalOMaMH CIIOPHIHbY, HAllpUMep,
SProTaMHUHOM, AUTHAPOIPIOTAMHHOM (cMm. paspen «B3aumopnelcTBHE € APYIMMH
JIEKapPCTBEHHBIMH CPE/ICTBAMEY).

OnHOBpeMEHHOE NPHMEHEHHE KIAPHTPOMHMIMHA C MHJIA30]1aMOM JUIS [1€POPAbHOTO
npuMeHeHus (cM. paszen «BzaumoelcTBIE C IPYIHMH JIEKAPCTBEHHBIMU cpe,z[cmaMH»)
O/HOBpeMEHHOE IpUMEHEeHre KiapuTpoMuIHaa ¢ uaruburopamu ['MI'-KoA-pemykTassl
(cratMHaM#), KOTOpBIE B 3HAYMTENBHOH CTENEHH METabOIM3HMpPYIOTCH H30(pEPMEHTOM
CYP3A4 (oBacTaTWH WIA CHMBACTATHH), B CBS3H C NOBBIIICHHEM PHCKa MHOIIATHH,
BKIIO4as pabpoMuoiu3 (cM. pasjien «B3aMMONEHCTBHE C APYTUMH JIEKapCTBEHHBIMU
CPECTBAMAY).

OnHOBpEMEHHOE TNpPUMEHEHHEe KIAPDHTPOMHIMHA C KOIXHMIMHOM (CM. pasien
«B3auMo/IeWCTBHE C APYTHMH JIEKApCTBEHHBIMH CPENCTBAMMEY ).

OmHOBpeMeHHOE IIPHMEHEHHE KJIAPATPOMHIIMHA C THKArPENOPOM HJTH PAHOJIA3HHOM.
Vmmnesue wuHTepBaia QT B aHamHe3e (BpPOXKAGHHOE MIIH OPHOOpETEHHOE
3aperuCTPUPOBAHHOE yUTHHEHHe HHTepBana QT) WM ey JouKoBas apHTMH, BKIIOYast
HKEITyJOYKOBYIO TAXUKApIHIO THIA «ITAPYIT).

DIEeKTPOIMTHEIE HApyIIeHHS (THIOKAIMEMHs WM I'MIIOMarHAEMHS) B CBS3H C PHCKOM
yumaenns uaTepana QT (cM. paznen «OcoObie ykazaHusa»).

Tsokenas neYeHOYHAs HENOCTATOYHOCTH, NPOTEKAIOMad OJHOBPEMEHHO € IOYEYHOM
HEJIOCTAaTOYHOCTHIO.

XosecTaTuueckas IKEINTyXa/TelaTHT B aHAMHE3€, pa3BHBIIMECS IIPH [PHMEHEHHH
KIapHTpOMHIHA (M. paszest «Ocobbie yKa3aHHs»).

Ilepuon rpyaHOro BCKapMIIMBaHHUS.

Bospact no 18 ner (3¢ dpextnBHOCTE B 6€30MACHOCTH HE YCTAHOBJICHBI).



C 0CTOPOKHOCTHIO

o [loyeynas HEZOCTATOUHOCTH CPEIHEH M TSIKEJIOH CTCIICHH.

e [ledenoyHas HEOCTATOUHOCTH CPEIHEH U TSHKENON CTENCHH.

. ‘OlIHOBpeMCHHOC IpHMEHeHHe KIAPHTPOMHLFHA ¢ OCH30[Ma3CIUHaMH, TaKUMH KaK
almpasoniaM, TpHa3oiaM, MHJIa3ojiaM Ul BHYTPHBEHHOIO MPHMEHCHHA MM UL
HAHECEHMs Ha CiM3HCTYI0 ob6omouky pra (cM. «BsamMmozeiicTBHe C JAPYrHMH
JIeKapCTBEHHBIMH CPEICTBAMAY).

e OpHOBpeMeHHOE IUpDHMCHEHHE KIADHTPOMHIHMHA C  HpemapaTamd, — KOTOPbIC
mertabommsmpyiorcs m3opepmentom CYP3A, Hanpumep, KapOamasenuH, [UIOCTa3o],
[UKIOCIOPHH,  AM3ONMPaMHZ,  METHIIPEIHU30JI0H,  OMENpasol,  HEIPAMBIC
AHTHKOATYNAHTH (HampaMmep, Bap(apuH), XWHHIHUH, pugabyTud, crineHadm,
TaKpONHMYC, BUHOIACTHH (cM. paszen «B3aumMoeHCTBHE C APYTMMH JICKApCTBCHHBIMH
CpEZICTBAMHEY).

e OHOBpEMEHHOE NPHMEHEHWE KIAPMTPOMHMIMHA C MHpenaparaMi, HHIYIHPYIOUHMH
mopepment CYP3A4, Hampumep, puamIviuH, (EHUTOHH, KapbamasenuH,
derobapbura, 38epo6oi TPOBIPABICHHBIA (CM. pasjen «B3aumMoIeiCTBHE ¢ APYTHMH
JIEKapCTBEHHBIMH CPE/ICTBAMHY).

e OIHOBpPEMEHHOE NPUMEHCHHE KJAPHTPOMHUIMHA CO CTaTMHAMH, HE 3aBHCALMMH OT
merabomasma m3odepmenta CYP3A  (manmpumep, (uiysactaTéH) (CM.  pasnen
«B3aAMOEHCTBHE C APYTHMH JIEKAPCTBEHHBIMH CPEICTBAMHAY).

o OHOBPEMEHHOE INpPUMEHEHHE IJIAPHTPOMHIEHA C OIOKAaTOpaMH —«MEJUICHHBIX)
KATbIMEBEIX KAHATOB, KOTOpHE MeTaboNM3MpyIoTCs —H30(epMEHTOM CYP3A4
(HampHMep, Bepanamul, aMJIOIUITHH, TAITHA3EM).

e OIHOBpPEMEHHOE TNpPUMEHEHHE KIAPHTPOMHIMHA C HEPOPATbHBIME AHTHKOATYIISTHTAMH
IPSMOro JEHCTBHS, TAKUMH Kak Jaburarpa, puBapokcaban, anukcabaH, 0COOEHHO y
[TAIAEHTOB C BHICOKAM PHACKOM Pa3BHTHA KPOBOTCYCHHH.

e UWmemmueckas 6onesns cepaua (MBC), Takenas cepaeyHas HENOCTaTOYHOCTD,
HApYIICHHS NPOBOXMMOCTH WM KIMHHYECKH 3HadMMas OpajuKapius, a TAKKe MpA
OIHOBPEMEHHOM NpPHMEHEHWH AaHTHAPHTMHYECKWX Tpenaparos IA kiacca (XUHUIMH,
npoxauramuy) 1 111 knacca (nodeTHm, aMHOIAPOH, COTANOI).

e bepeMEHHOCTE.

IIpamvenenue BO BpeMs GepeMEeHHOCTH B B IIEPHO/ ITPYAHOI0 BCKAPMIIHBAHMS
Bepemennocme

BesonacHocTh NpUMEHEHHUS KIapUTPOMHUIIAHA BO BpPEMA 6epeMeHHocm HE YCTaHOBIICHA.
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OCHOBBIBasACh Ha NaHHBIX, MONYYEHHBIX B HCCIEAOBAHHAX HA JXMBOTHBIX, @ TAKXKE HA ONBITE
IPUMEHEHHs Y JIOAEH, HElb3s HCKIOYHTH BO3MOXHOCTh HEONAronpusTHOTO BO3JCHCTBHA Ha
smOproderanbaoe paszsuTHe. Hekoropbie HabmonarenbHbIC HCCICAOBaHAA, ONECHHBAIOIIME
Bo3zeifctere knapuTpomuimea B [ u II TpuMecTpax GEpEMEHHOCTH, BBIABHJIA [OBBIIICHHBIA
PHCK CaMOIIPOM3BOJIGHOrO afopTa IO CPAaBHEHHIO C OTCYTCTBHEM AHTHOMOTHKOTCPANHH WA
npHMeHEHHeM JIPyIMX AHTHOMOTHKOB B aHANOTMYHbIE CPOKH OepeMeHHOCTH. VImerommecs
SMHIEMHOJIOTHYECKHE HCCIIENOBAHUS PUCKA CEPBE3HBIX BPOXIEHHBIX IOPOKOB Pa3BHTHA IPU
NPHMEHEHHH  MaKpOJHMIOB, BKIIOYAs  KIADHTPOMMIMH, BO  BpeMs  O€peMeHHOCTH
JIEMOHCTPHUPYIOT IPOTHBOPEYMBLIE PE3YIIbTATHL

[IpuMeHeHHe KIapHTpoMHIMHA TpH OepemenHocTH (0coOeHHO B | TpHMeECTpe) BO3MOXKHO
TOJIBKO B C/Iydae, KOrjJa OTCYTCTBYET albTepHATHBHAs Tepallms, a MOTCHIHAIbHAs [0/b3a UL
MAaTEpH MPEBBINAET NOTEHIMAILHBIA PHCK /IS IIIO/A.

Ilepuoo 2pyoro20 6CKApMIUSAHUA

BBUIO YCTAHOBJIEHO, YTO peOEHOK, HaXOIMBIIMKCS Ha TIPYAHOM BCKADMIIMBAHWH, MOXET
0JTy4dTh 0K0JIO 1,7% OT MaTepHHCKOH 03Bl KJIAPHTPOMHIMHA C NONPABKOX Ha Maccy Teia
Mmatepy. be3onacHOCTh NIPAMEHEHHs KJIAPUTPOMHIMHA Ul JIETEH HA IPYJHOM BCKapMIIMBAHUH
He ycraHoBieHa. [Ipu HeoOXOAMMOCTH NpPHMEHEHHs KIAPHTPOMHIIMHA B IEPHOJ TPYJHOTO
BCKapMJIMBaHHsI KOPMJICHHE IPY/bIO HEOOX0IMMO NPEKPATHTS.

Depmunvrocms

WccnenoBanus, MpoBeACHHbIE HA KPBICAX, MIOKA3ali OTCYTCTBHE BIUAHAS HA (EPTHIIBLHOCTE.
Cnocod npuMeHeHHS | 103b1

JUyisi BHY TPUBEHHBIX HHQY3Hi.

3anpemeHo BHY TPUMBINEYHOE H O0MOCHOE BBEICHHUE!

PexoMeHyeMas 1032 KIApATPOMALMHA JUIS B3pOCIbIX cTapme 18 ner cocrapiser 1 r B CyTKH,
pasjielieHHas Ha 2 paBHBIE [I03bl, KaXKas M3 KOTOPBIX BBOJMTCA IOCIE DPACTBOPEHHS B
COOTBETCTBYIOIIEM PacTBOPHTEIE B/B KanelbHO B TedeHue 60 MuH 1 6oree.

Hayuenmvi ¢ MuxobaxmepuanbHbiMu UHGeKYyusiMu

JlagHble O B/B NPHMEHEHHH KJIAPATPOMHIIMHA Y MAIHEHTOB ¢ OCIA0JEHHBIM HMMYHHTETOM
otcyTcTBYIOT. Y BUY-HHAIMPOBAHHBIX NAMEHTOB KJIAPUTPOMHIIMH MPUMEHSIICS BHYTPb.
[lanpedTaM ¢  JIOKAJIM30BaHHBIMH W  JMCCEMHHHPOBAHHBIMH  MHKOOAKTEpHAILHBIMH
uHbeKuUsMY, BbI3BaHHBIMH  Mycobacterium  avium,  Mycobacterium  Intracellulare,
Mycobacterium chelonae, Mycobacterium fortuitum, Mycobacterium kansasii, pekoMeHIyeMas
J103a KJIApUTPOMHIIMHA JUIsi B3POCIBIX COCTABIAET | I B CyTKH, pa3fielieHHas Ha 2 paBHbIE O3B
BHyTpuBEeHHas Tepanus y TSOKEIBIX NAIlMEHTOB MOXKET OBITh OrpaHWYeHa 2-5 MTHAMH M JOJDKHA

OBITH M3MEHEHA, 0 PEIICHUIO Bpaya, Ha IPHEM KJIapHTPOMULMHA BHYTDb.



Hapywenue gynkyuu noyex
[laupenTam ¢ HapymeHHeM (yHKIME noYeK W KimpencoM kpeatununa (KK) menee 30 mi/mun

JI03y KJIapUTPOMHMIIMHA CJIEAYET CHU3UTH BABOC OT 00BIYHO PEKOMEHY €MO# 03Bl

IMoaroToBka K IPEMEHEHUIO

PacTBOp AUis HH(Y3Hii TOTOBAT CIEAYIONAM 06pa3om:

1) Jlo6asysor 10 My CTepHIIbHOM BOJIbI [UTst HEBbeKIMHA Bo ¢rakon ¢ 500 Mr nimodwmsara.
PeKoMeHIyeTcss MCIOIB30BaTh TOJNBKO CTEPHIBHYIO BOTY Ul MHBEKIMi, TOCKOJBKY THOOOH
Jpyro#i pacTBOPHTENh MOXET BBI3BaTh o0OpasoBaHHMe ocauka. Hemb3s HCIONB30BaTH
PacCTBOPHTENH, COAEPKAIME KOHCEPBAHTHI HJIA HCOPTaHUYECKUE COJIH.

[IpuMedanne: NPHUTOTOBJICHHBIM pacTBOp INpenapara, MNONYYCHHbIH OINHCAHHBIM  BBINIE
crIoco60M, COIEPKHUT JOCTATOYHOE KOIMYECTBO KOHCEPBAHTA H HMEET KOHIEHTpauuio 50 Mr/mi
KJIapUTPOMHIIHHA.

[IpUroTOBIEHHBIH PacTBOp NpemapaTa PEKOMEHIYETCs HCIOJb30BaTh HEMEUICHHO IIOCIE ero
IPHTOTOB/ICHHS.

Ecim pacTBOp HE HCIOJB3YETCA Cpasy, PEKOMEHIYETCs COXpaHsATh ero He Oonee 24 4 npH
temmeparype oT 2°C no 8°C B acenTHYECKHX YCIOBHIX.

2) Ilepen BBenEeHHEM NpPUrOTOBIEHHBIH pacTBOp npenapata (500 mr B 10 mu Boasl s
MHBEKIAH) 10J/DKEeH ObITh 100aBieH He MeHee 4eM K 250 MJ1 OZTHOrO U3 CJIEAYIOIUX PacTBOPOB
JULs B/B BBEZICHHS: '

5 % pacTBOp A€KCTPO3BI B pacTBOpe PHHIepa jakTar;

5 % pacTBOp AEKCTPO3bI;

pactBop Punrepa nakrar;,

5 % pactBop aekctpo3sl B 0,3 % pacTBope XJIOpH/Ia HATPHS,

5 % pactBop nexctpo3sl B 0,45 % pacTBope XJIOpH/Ia HATPHS,

0,9 % pacTBOp XJIOpHJa HATPHU.

[IpHUroTOBICHHBIH PAacTBOp IpemapaTa PEKOMEHIYETCS HCIIONb30BaTh HEMEICHHO MOCIE €ro
OPUTOTOBICHHUS.

Ecnu pacTBOp He HCHONB3YeTCs Cpa3y, PEKOMEHAyeTCs COXpaHATh ero He Oonee 24 4 mpu
temneparype ot 2°C mo 8°C B acenTUYECKHX YCIIOBHUAX.

He cnexmyer cMemmBaTh pacTBOP C KaKMMH-IHMOO JIEKApCTBEHHBIMH CPEICTBAMH HIIH
pPacTBOPHUTENSAMH, €CIH He ObUIa NMEepBHYHO YCTAHOBJIEHA HX (HU3MYecKas HIM XUMHYECKas
COBMECTHMOCTH € KJJAPETPOMHUIIHHOM.

IloGounoe aelicrBHe

Knaccnpukauus sHexenarenmpbHsix peaknudi (HP) no wactrore pasBuTHS —(KOTHYECTBO
3apPErHCTPUPOBAHHBIX CIIy4YaeB/KOJMYECTBO MAIHEHTOB): O4YeHb dacto (>1/10), wacto (>1/100,
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<1/10), megacro (>1/1000, <1/100), sacrora HenspecTHa (HP u3 ombrra mocTperacTpaHOHHOro
NpAMEHEHNS; YACTOTa He MOXKET OBITh OIlEHEHa Ha OCHOBE HMEIONIAXCSl IAHHBIX).
Hupexyuonnvie u napazumapHbvie 3a601€6aHus.

Heyacmo: NeUTONMT', KAHIAIO3, TACTPOSHTEPHT?, BTOPHUHBIE MH(EKIMH® (B TOM HHCIE
BarMHAaJIbHBIE).

Yacmoma Heuzgecmua: NCeBIOMEMOPaHO3HbIH KOJIKT, POXKa.

Hapywenus co cmopoHbl UMMYHHOU CUCEMbL

Yacmo: KOXHas ChIIlb.

Hevacmo: aHadunakToOMIHAS PEAKIHs', THIEPyBCTBATEIBHOCTD, ICPMATAT Oysnesns’, 3y,
KpAITMBHKIA, MAKyJI0-TIaITy Ie3Has CHIIlb .

Yacmoma Heuszsecmua: aHa(UIAKTHYECKAs PEAKIMs, aHTHOHEBPOTHYECKHH OTEK, CEPbE3HBIE
KOXHBIE HEXeJIaTe/IbHbIE peakiuy (HApUMep, OCTPbIH IeHEPATM30BaHHBIA 3K3aHTEMATO3HBIN
myctyne3), cuaapoM CruBeHca-/KOHCOHA, TOKCHYECKHH OSNUIEPMAIbHBIA  HEKPOJIHA3,
JIEKapCTBEHHAS CHIb C 203uHOMMeH U cucTeMHol cumnTomaTrkol (DRESS-cunipom).
Hapywenus co cmopoHel 0bmena sewecme u nNUManus

Heuacmo: asopeKcHs, CHXKCHHE alIeTHTa.

Yacmoma HeuzsecmHa: TATIOTTHKEMHSL.

Hapywenus ncuxuxu

Yacmoma  HeusgecmHa:  TCHXOTHYECKWE  pAacCTPOMCTBA,  CIYTaHHOCTh  CO3HAHHA,
JIETIePCOHANM3AIHNS, JENPECCHs], Je30PHEHTAINSA, FAUIONUHAMH, MAHHUSL.

Hapywienus co cmoponbl HEpEHOU CUCmeMbl

Yacmo: rojioBHas 00J1b, 0ECCOHHHUIA, TUCTEB3HUS.

Heuacmo: 1OTeps CO3HAaHHS', JMCKMHE3Wsi', TOJOBOKDYXKEHHE, COHJIHBOCTb, TPEMOP,
0ecroKOMCTBO, ITOBLIIIIEHHAS Bo36ymmocn>3.

Yacmoma wHeussecmua: CyHOPOTH, HApyUIeHWS CHOBHJCHMH («KOIIMApHBIE» CHOBHICHHSA),
napecTe3ns, areB3us (II0Tepsi BKYCOBBIX OLIYINCHHH), IAPOCMHES, AHOCMHES.

Hapywenus co cmoponsr cepoya

Heyacmo: ocraBoBKa cepina', ubpuuismus npeacepauii’, ywmuenue warepsana QT Ha
3NeKTPOKAPIHOrPAMME, SKCTPACHCTONHS ', OLIyIIeHHe CepALeOHeHHs.

Yacmoma Heuzeecmua: XeJyI09KOBasi TAXHKAPIIHs, B TOM YHCIIE THIA ITHPYIT», QUOpHIIAIIHS
eIy I0UYKOB, KPOBOTEYEHHE.

Hapywenus: co cmoponwst cocyoos

Yacmo: BazonunaTamms ',

Yacmoma neusgecmua: KpOBOTEUCHHUE.

Hapywenusi co cmoponsl ObIXxamenbHoul CUCMeMbl, 0p2aHO8 ZPYOHOU KIEMKU U CPedoCmenus.
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Heyacmo: actma', HOCOBOE KpoBOTedeHHe?, TPOMBOIMGONHS JIeroYHo apTepu’ .
Hapywenus co cmoponvl opzana ciyxa u 1a6upuHmuble HapyuieHus

Heuacmo: BepTHro, HapylieHHe CIIyXa, 3BOH B yIIax.

Yacmoma Heuzgecmua: TIyXoTa.

Hapywenus co cmoponbi Jceny004HO-KUue4Ho20 mpakma

Yacmo: maapes, pBOTa, TUCIENCHS, TOIMHOTA, 60/1b B 06J1aCTH JKHBOTA.

Heuacmo: »30¢arstT!, ractpossodareansnas pedmokcHas Gone3Hb’, TacTpHT, NPOKTAITHAL,
CTOMATHT, TJIOCCHT, B3IyTHE XHBOTA®, 3a110p, CYXOCTh BO PTY, OTPEDKKA, METEOPH3M.
Yacmoma Heuzéecmua: OCTPBIA MAHKPEATHT, H3MEHEHHUE [IBETA A3bIKA U 3yOO0B.
Hapywenus co cmoponbvl nevenu u Jicenyegule00suux nymeu

Heuacmo: xonecTas”, renaTur B T.4. X0JI€CTATHIECKHIA HIIH IeNaTONE/LTIONAPHBIN",

Yacmoma Heuzgecmua: TiedeHOTIHAs HEAOCTATOYHOCTb, XOJIECTaTHIECKas JKENTyXa.
Hapywenus co cmoponbl K0dCU U NOOKOICHbIX MKAHEeU

Yacmo: AHTEHCHBHOE IIOTOOT/IC/ICHHE.

Yacmoma Heuzsecmua: akue.

Hapywenus co cmoponbl ckenemno-mbluleYHOU U COeOUHUMENbHOU MKAHU

Hevacmo: MbIIIeYHsIH c11a3M®, KOCTHO-MBIIIIEYHAs CKOBAHHOCTB ', MAAJITHS.

Yacmoma Heuzgecmna: pabIOMHOIN3"*, MHOITATHSI.

Hapywenus co cmopoHbl nouex u Mo4eable00auux nymeu

Yacmoma neuzeéecmna: no4eqHas HeOCTATOYHOCTh, HHTEPCTHIHAIBLHBI HEQPHUT.

Obwjue paccmpoticmea u HapyuieHus 8 Mmecme 86e0€HUs

Ouenv yacmo: GeGUT B MECTE MHBEKIHA' .

Yacmo: 6011 B MECTE HHBEKIMH' , BOCIIATIEHHE B MECTE HHBEKITHH .

Heuacmo: wnenomoranue’, rumeprepmus’, acTeHus, Goms B rpymHoii kmetke', 03106,
YTOMJIIEMOCTS".

Bhusanue na pe3ynomamol 1a60pamopHuix U UHCMPYMEHMANbHBIX UCCIE008AHUT

Yacmo: OTKIOHEHHE NTOKA3aTeNs KIIEYSHOYHOM» POOEL.

!, moBBIIEHHE KOHIEHTpAM¥ MOYEBHHEI',

Heyacmo: noBelnesde KOHIEHTPAWM KpECaTHHHHA
W3MEHEHHE OTHONEHMs aTbOyMuHH-ToOymH', nefikonenus, Heirponenus®, s03uHO(MIHS®,
TPOMGOLATEMHS’, TIOBBINICHAE AKTHBHOCTH: aJlaHHHAMUHOTpaHCc(epassl (AJIT),
acnapraramuHoTpancepasst  (ACT), rammarmytamwirpancdepasst  (ITT)Y,  menounoit
docdaraser, nakrarnernaporenass: (JIZ)*.

Yacmoma  mneuseecmmq:  arpaHyJIOIHTO3, TPOMOOIMTONICHHUS, YBEJIHYEHHE 3HAYCHUS
MEXIyHapOAHOr0 HOopMamu3oBanHOro orHomenus (MHO), yamHeHme npOTPOMOHHOBOrO
BPEMCHH, H3MCHECHHUE [IBETA MOYH, NIOBBIICHHE KOHIECHTpaluy OumpyOrHa B KPOBH.
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Hetu

IIpeanonaraercs, 9T0 9acToTa, THI B TsokecTs HP y fieTei Takas xe, Kak y B3pOCIbIX.
Iayuenmol ¢ NOOABNEHHBIM UMMYHUMEMOM

Y nauuernTtos co CITAJlom u apyruMu MMMYHOACHIATAMH, OTYYAOMAX KIAPHTPOMHLIMH B
Gosiee BHICOKHX 103aX B TEUEHHE JUIMTEIILHOrO BPEMEHH IUIA JICYCHHA MHKOOAKTEPHAIBHBIX
uAbeKHMi, dacTo TpymHo ommaunte HP mpenmapata or cumntomoB BUY-undeximn i
CONYTCTBYIOILIEro 3a001eBaHusl.

Haubonee uyacteivu HP y mDam@eHTOB, NPHHAMABIIMX CYTOYHYIO J03y KIAPUTPOMHMIIHHA,
pasHyo 1000 Mr, GbUIA: TOIIHOTA, PBOTA, H3BPAMICHAE BKyca, 60Jb B 00/1aCTH HKUBOTA, THApes,
CHIIIb, METEOPH3M, T0JI0BHAA GOJIb, 310D, HAPYLIEHHE CilyXa, nosbineHne akTuBHOCTH ACT 1
AJIT B xpoBu. Taxke ormedamuch caydad HP ¢ Hu3KOH 9acTOTOH BOSHMKHOBECHHA, TaKHE KaK
OJIbIINKA, OECCOHHHMIA M CYXOCTh BO pTy. Y NANMEHTOB C IIOJABJIEHHBIM HMMYHHTETOM
IPOBO/MIIH OLEHKY JIab0paTOpHBIX MOKa3aTelieH, aHaIM3Upys UX 3HAYMTEbHBIC OTKIOHEHHS OT
HOPMBI (pe3Koe TOBBINEHWE WM CHIKeHHe). Ha ocHoBammm nammoro kpurepus y 2-3%
MalMEeHTOB, OIyYaBIIKuX KiapuTpoMunuH B 1o3e 1000 Mr exenseBHO, ObUI0 3apETHCTPHPOBAHO
3pauntenbHoe noseimenne akTuBHOCTH ACT m AJIT B kpoBH, a Takke CHHXKCHHE 9YHCIA
JeHKOIATOB ¥ TPOMOOLHTOB. Y HeGOIBIIOro YKciIa MAMEHTOB Takxke ObUIO 3aperHCTPUPOBAHO
NIOBBILIEHAE KOHIEHTPAMH OCTaTOYHOI0 a30Ta MOYEBHHBL.

* B HEKOTOPHIX COODMEHHSAX O paGAOMHMOIM3e KIAPHTPOMHIMH MPHMEHAICS COBMECTHO C
JPYTHMH JIEKAPCTBEHHBIMA CPE/ICTBAMH, C IPHEMOM KOTODBIX, KAK H3BECTHO, CBA3aHO Pa3BHUTHE
pabaomuonusa (cTaTHHbL GUOPATHL. KOJIXHIMH KM aJLIOYPHHOI).

' Coobmenus o gasabx HP ObUIH MONTy4YeHB! TONBKO NPH NPUMEHEHHH KIapHTPOMHUIIMHA,
THO(UIA3AT VTS IPHTOTOBJICHUS PACTBOPA JUIS HHY3HH.

2 Coobmenns o naHabiXx HP 6bUIH mosTydeHbl TOJIBKO IPH IPUMEHEHHH KIIapUTPOMHUIIMHA,
TabJIeTKH ¢ IPOJOHIAPOBAHHBIM BEICBOOOXKICHHEM, IOKPHITHIE IIIEHOYHON 000I0YKOM.

3 Coobmenns o nasabix HP ObutH moTy9eHsl TOIBKO IPH NPUMEHEHHH KJIapUTPOMHIMHA,
rpaHyJIbl /IS IPUTOTOBJICHAS CYCIICH3HH JIJIs IIPHEMA BHY TPb.

4 Coobmenns o gaaabix HP ObUTH mOTydYeHB! TOJIBKO NPH IPHMEHEHHH KIApUTPOMHEIIMHA,
TabJIETKH, NOKPHITHIE INICHOYHOH 000109KOH.

Ilepeno3upoBka

Cumnmomvi

Her coobmenuii 0 ciryYasx Nepeo3upOBKY IPH B/B BBEJICHHH KIApUTPOMHIMHA. TeM He MeHee,
OTYETHI YKa3hIBAIOT HA TO, YTO NpHeM OONBINOH 03bI KIAPUTPOMHUIIMHA BHYTPh MOXET BBLI3BaTh
CHMIITOME! HApYIIEHH#H CO CTOPOHBI JKEIyJOYHO-KUINEYHOro TpakTa. Y OJHOrO TalueHTa C

GHIIOJSAPHEIM PAcCTPOHCTBOM B aHaMHe3e IOCJe HpHeMa 8 I KIapuTPOMHIIMHA OINMCAHBI
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WU3MEHEHUS IICHXHYECKOr0 COCTOSHHS, MapaHOMNANbHOE IOBEJCHWE, THIOKAIHeMUs U
THIOKCEMHS.

Jleuenue

B ciyyae mepe03MpOBKH CIENyeT NPEKPaTHTh B/B BBEACHHE KIAPHTPOMHIMHA M Hadarh
MPOBOJUTEL COOTBETCTBYIOMIYIO CHMIITOMATHYECKY O TEPAITHIO.

[eMo/Mani3 ¥ [EPATOHEANbHBIH [JHMAJA3 HE OKas3hIBAOT CYIIECTBEHHOTO BIMSHHA Ha
KOHIIEHTPALMIO KIAPUTPOMHMIMHA B CHIBOPOTKE, YTO' XapaKTEPHO M JUId APYTHX MpernapaTroB
IPyTIIBl MAKPOJIHIOB.

B3auMojeiicTBEe ¢ JPYrHMH JIEKAPCTBEHHBIMH CpPeICTBAMH

Ilpumenenue cnedyiouyux npenapamos COEMeCmHO ¢ KiapumpoMuyuHOM nPOMUGOnOKA3aHo
6 C6A3U C 60IMONCHOCMbIO passumua cepvestibix HP:

LJuzanpuo, numo3uo, mepghenaoun u acmemuson

[Ipy COBMECTHOM NPHMEHEHHH KJIAPHTPOMHIMHA C IA3ANPHIOM, MHMO3HIOM, TepheHaIHHOM
HIIM aCTEMHM30JI0M COOOIANOCH O MOBBINEHUH KOHIEHTPAlMK IOCICIHHUX B IIa3M€ KPOBH, YTO
MOJKET IPHBECTH K yMMHEHHIO HHTepBana QT M MOSBIECHHIO CEPACYHBIX apUTMHUH, BKIIOYAL
KEIYJOYKOBYIO TaXHKapAuio, GUOPHLUAIHIO KETyAOUKOB H HKEJyJ09KOBYIO TaXMKAp/IUIO THIIA
«mEpy3T» (eM. paszen «IIpoTuBonokazaHusy).

Anxanoudwvt cnopeinbu

[TocTperucTpalliOHHBIE HCCIIEIOBAaHUs MOKa3bIBAIOT, 9TO0 IPH COBMECTHOM NPHMEHCHUH
KJIAPUTPOMHALEHA C 9PTOTAMHHOM HIIH JATHIPOIPrOTAMHHOM BO3MOXKHBI ClIeyromHe 3 (eKTrl,
CBSI3aHHBIE C OCTPHIM OTpaBJICHHEM IpenapaTaMd IpyIIbl 3prOTAMHHOB. COCYIHMCTHIM CHasM,
HIDEMHAS KOHEYHOCTEH M JpPYrHX TKaHEH, BKIIOYas MEHTPAIbHYIO HEPBHYIO CHCTEMY.
OHOBpEMEHHOE NPUMEHEHHE KJIAPHTPOMHIMHA M AIKAJIOHIOB CIOPHIHBH IIPOTHBONOKA3aHO
(cm. pasgen «IIpoTHBONIOKA3AHHSY).

Muoasonam ons nepopanvHo20 npumenenus

I[Tpy cCOBMECTHOM MEPOPATHLHOM IIPUMEHEHHH MUIa301amMa | kinaparpomunusa (500 mr 2 pasa B
cyTkH) oTMedanoch ysemmuenne AUC Mumasonama B 7 pa3 1OCj€ NEPOPAIBHOTO MPHEMA.
OIHOBpEMEHHOE NpPHMEHEHHE KJIAPUTPOMHIMHA C MHJAa30JlaMOM JUld  [EPOPaIbHOro
IPAMEHEHHs IPOTHBONOKa3aHo (cM. paszen «[IpoTuBonokasaHus»).

Hrneubumoper I MI-KoA-pedyxma3zelr (cmamuribi)

OnHOBpeMEHHOE NpPHMEHEHHE KIAPHTPOMHIMHA C JIOBACTAaTHHOM WM CHMBACTaTHHOM
IIPOTHBONOKa3aHo (cM. paszen «lIpoTrBonoka3aHusa») B CBS3H C TEM, YTO yKa3aHHBIE CTATHHEI B
3HAYUTENBHOH cTeneHH Merabomasupyiorcs wusodpepmentom CYP3A4, u  coBMecTHOE
NPUMEHEHHE ¢ KIAPUTPOMHUIIMHOM MOBBIMIAET X CHIBOPOTOYHBIE KOHIIEHTPAUUH, YTO TIPHBOIHT
K TIOBBINIEHWIO PUCKa Pa3BHTHA MHUONATHH, BKMo4as pabdmomuormm3. Coolmanocs O cirydasx

13



pabioMHOIM3a y TAlMEHTOB, NPHHMMABIIMX KIIAPHTPOMHIIHH COBMECTHO C YKa3aHHBIMH
npenaparamy. B ciydae He0OXOIMMOCTH MPUMEHCHUS KIAPHTPOMHMIMEA, CIIELyET NPEKPATHTD
IIpYeM JIOBACTaTHHA MJIM CHMBACTATHHA HA BPEMS TEPAIIHH.

KapuTpOMHIIME ClEAyeT NPAMEHATh C OCTOPOXKHOCTBIO MPH KOMOMHMPOBAHHOW TEPAIMH C
ApYTMMH CTaTHHaMu. B ciiydae HEOOXOIMMOCTH COBMECTHOTO NPHMEHEHHS PEKOMEHJYETCH
IPUHAMATH HAWMEHBIIYIO JI03y CTaTHHA. PEKOMEHIyeTCs: MPUMEHATh CTATHHBI, HE 3aBUCAIIUE
ot merabomusma m3opepmenta CYP3A (mampumep, dmysactarus). CiexyeT KOHTPOJIMPOBATH
pa3BUTHE IPU3HAKOB ¥ CHMIITOMOB MHOTIATHH.

Jlomumanuo

OHOBpeMEHHOE IPHMEHEHHE KIIAPHTPOMHUIIMHA ¢ IOMHTAIMIOM IPOTHBOIIOKA3aHO H3-32 PUCKa
CYIIECTBEHHOTO IOBBILEHAS AKTHBHOCTH (IEYCHOYHBIX» TPaHCAMHHA3 B IUIa3ME KPOBH (CM.
paszen «IIpoTHBONIOKa3aBHAY),

Bauanue opyzux nexapcmeennblx npenapamos Ha Kiapumpomuyun

Ipenapamei, sensiowuecs unoykmopamu usopepmenma CYP3A (nanpumep, pupamnuyun,
(penumoun, xapbamasenun, gernobapbuman, 36epobo NPOOLIPABIEHHDII), MOTYT HHITYIHPOBATH
MeTaboIu3M KIAPATPOMHUIIAHA. JTO MOXET NPHBECTH K CyOTEpaneBTHYECKON KOHIEHTpAIMu
KJIAPUTPOMHMIIAHA, YTO MPHUBOJHT K CHIDKCHHIO ero 3 dexruBaocTd. Kpome TOro, Heobxomammo
HabmojaTh 3a KOHNEHTpauueid mHIykTopa m3odepmenta CYP3A B miasMe KpoBH, KOTOpas
MOXET  TOBBICHTBCS  M3-3a  WMHruOWpoBaHms  mHAykTopa  m3odepmenta  CYP3A
KJIApHTPOMALOMHOM. [IpH COBMECTHOM mNpHMEHeHMM pHpabyTHHa ¥ KIAPATPOMHIIMHA
HaOMOaNoCh MOBLIIIEHHE IUIA3MEHHOW KOHIEHTpanuu pupabyTHHA H  CHIDKEHHE
CHIBOPOTOYHOM KOHIIEHTPAIHH KIAPATPOMHIIMHA C IIOBBINIEHHBIM PUCKOM Pa3BHTHS YBEHTA.
Cnenyiomme npenapartsl O06NajarOT [OKa3saHHBIM WM [PEAIOJaraeMbiM BIHSHMEM HA
KOHIEHTPAIMIO KIAPHTPOMHUIIMHA B IUIA3M€ KPOBH; B CIIy4ae HX COBMECTHOTO MPUMEHEHHS C
KJIQPUTPOMHUIIMHOM MOXeET HOTpeGOBaThCA KOPPEKIHMs 103 MM NEPEX0J HA aIbTePHATHBHOE
JICYCHHE.

Spasupens, nesupanun, pugamnuyun, pugabymun u pugpanenmun

CunbHBIE HHAYKTOpHl CHCTeMbl H3o(epmenta uuroxpoMa P450, Ttakme kak >daBHpeH3,
HeBHMpanuH, pudammuiuH, pudabyTHH H pHQANEHTHH MOTYT YCKOpATh MeTabou3M
KJIApHTPOMHMIIMHA M, TAKAM 00pa3oM, MOHMKaTh KOHIEHTPAlMIO KJIAPUTPOMMIIMHA B IUIa3Me U
BMECTE C TEM IOBHIIATH KOHIEHTpanuio 14-OH-kiapuTpoMHIHA - MeTaboJMTa, TaKKe
SBJISIONIErOCcss MUKPOOHOIOrHYeCKH aKTHBHBIM. [TockoabKy MHKpOOHMOIOrMYecKas aKTHBHOCTH
kiapuTpomuiiEa B 14-OH-KknapuTpoMunMHa OTJIMYAETCS B OTHOLIEHHH Pas3IM4HBIX OakTepHi,
TepaneBTAYECKHH 3PHEKT MOXKET CHHKATHCS IPH COBMECTHOM IIPAUMEHEHHM KJIADUTPOMHUIIAHA U
HHIYKTOPOB (PEpMEHTOB.
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Ompasupun

KoHiieHTpanus KJIapUTPOMHIIMHA CHWKAETCA NPH IPHMEHEHHWM 3TPaBHPHUHA, HO IOBBIIAETCS
KOHIIEHTpanus axktuBHOro MeraGommta 14-OH-knapurpomummna. [lockonsky — 14-OH-
KJIapETPOMHUIEH 00J1a/laeT HA3KOM aKTHBHOCTHIO 10 OTHOMEHHUIO K HHpexmusam Mycobacterium
avium complex (MAC), MOXxeT MeHATBCA 00Ias aKTHBHOCTh B OTHOIIEHMH 3THX BO30y/HTETIEH,
nostomy juts ederns MAC cnenyer paccMaTpuBaTh albTEPHATHBHOE JICUECHHE.

@Dnykouason '

CosmecTtHbii npuem ¢uykoHasona B o3¢ 200 Mr exxeIHEBHO ¥ KIapHTpoMuuXHA B 103¢ 500 Mr
2 pa3a B cyTk#u y 21 310poBOro HOOpOBOJIbLA IPHBENO K YBEIHYEHHIO CPEIAHEr0 3HAYECHHS
MUHMMATFHOM PaBHOBECHOM KOHIEHTpanuu KiapuTpoMuiiHa (Cmin) # AUC Ha 33% u 18%
COOTBETCTBEHHO. IIpH 3TOM COBMECTHBIH IpHEM 3HAYMTENBHO HE BIHLI HA CPEIHIOKO
PaBHOBECHYIO KOHIIEHTpALHMIO akTHBHOro merabomura 14-OH-xnmapurpomununa. Koppekmus
J103BI KJIAPHTPOMHIIMHA B CIIydYae COITy TCTBYIOMIETO NpHeMa QIrykoHa3oia He TpedyeTcs.
Pumonasup

@apMaKOKHHETHYECKOE UCCIENOBAHUE MOKA3al0, 9TO COBMECTHBIH IpHUEM PHTOHABHpA B J03€
200 mr kaxasle 8 4 B KiapuTpoMunuHa B fo3e 500 Mr kaxapie 12 9 mpuBel K 3aMETHOMY
HOJAaBICHAID Merabonmm3ma KiapaTpomuuuHa. [Ipum coBmecTHOM mnpueme pHTOHABHAPA Cax
KIapuTpoMHuIuHA yemuamiack Ha 31 %, Cuin yBemmunnace Ha 182 % u AUC yBenuunnace Ha
77%. bBeUIO OTMEYEHO INpaKTHYECKH NOJHOEe nojapieHue obpazoBanus 14-OH-
KJIapUTPOMUIMHA. brarojaps mHMpoKOMy TepaneBTHYECKOMY [AHana3’oHy KIapUTPOMHUIIMHA
YMEHBIIEHHE €ro J03bl y NAlMEHTOB C HOpPMalbHOH (yHKIMEH mouek He Tpebyercsa. Y
NALMEHTOB C MOYEYHOH HEIOCTaTOYHOCTHIO 11e1eco00pa3Ho pacCMOTPETh CIIEAYIOLIHE BAPHAHTHI
koppekumu 1036l mpd KK 30-60 Mi/mMuH 1032 KIApUTPOMHIMHA JOJDKHA OBITH YMEHBIIEHA HA
50 %; opu KK menee 30 mi/mMuH 103a KIapHTPOMHUIIMHA NOJDKHA OBITH yMeHbIIeHa Ha 75 %.
PuToHaBHp HE ClIEAyeT IPUMEHATh COBMECTHO C KIAPUTPOMHIMHOM B JI03aX, NPEBBINAIOIUX |
I B CYTKH.

CxoJHEIE KOPPEKIMH 103 JO/DKHBI PacCMaTpHBAThCA y MAIWEHTOB CO CHUIKCHHOH (yHKIMeH
MOYEeK, €CJIH PHTOHABHD HCIONB3yeTCs Kak (ApMAKOKHHETHYECKHH «(YCHIUTENb» TIpPH
NPAMEHEHHH NPYTHX MHTHOMTOpOB mpoteassi BUY, Bmouas ara3aHaBUp ¥ CaKBHHABUD (CM.
noapaszjen «/|ByHanpaBieHHOE B3aUMO/IEHCTBHE JIEKAPCTBEHHBIX MPENapaToBy).

Heiicmeue knapumpomuyuna na opyzue 1eKapcmeeHnbvie npenapamsl

Anmuapummuveckue cpedcmea (XUHUOUH U OUSONUPAMUO)

B03MOXHO BO3HMKHOBEHHME JXEIyJOYKOBOM TAaXHKap[WH THIA «IOHPYIT» HPH COBMECTHOM
NPAMEHEHHH KIADUTPOMHMIMHA M XHHHIWHA WIA Au3onupamuza. [lpw omHOBpeMEHHOM
NPAMEHEHHH KJIAPHTPOMHUIMHA C YKa3aHHBIMH IIpPENapaTaMH CleQyeT PEeryJisipHO IPOBOIHTH
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KOHTPOJIb 3JIEKTPOKapAHOrpaMMbl Ha IpeaMer yumMHeHus uHTepBana QT, a Taxke cieayer
KOHTPOJIMPOBATh CHIBOPOTOYHBIE KOHICHTPAIMH THX NPENapaTos.

Ilpr mocTperncTpanMoOHEHOM IPAUMEHEHHH COOOIIANOCH O CIyYasX Pa3BUTHS IHIIONIHKEMHY [IPH
COBMECTHOM IpHEME KIAPHTPOMMIMHA M Iu3omHpamuia. HeobXxonumo KOHTPOIMpOBATH
KOHIIEHTPALMIO IJIIOKO3bI B KPOBH NPH OJHOBPEMEHHOM IIPUMEHEHHH KIAPHTPOMHIIHHA H
JIU30MHApPaMHA/Ia.

Ilepopanvhvie zunoznuxemuyeckue cpeoCmea/ uHCyIun

[Ipa cOBMECTHOM NPHMEHEHHH KJIADHTPOMHIMHA U NIEPOPAIBHBIX MHIIONTMKEMHYECKHX CPEICTB
(Hanpumep, MPOM3BOJHBIE CYIH(GOHUIMOYCBHHEI) W/HIHM HHCYJIHMHA MOXKET HaOMOAThCs
BBIp)KEHHAs THNOrMKeMus. OIHOBPEMEHHOE NPHMEHEHHE KIAPHTPOMMIHHA C HEKOTOPHIMH
THIIOIIHKEMAYECKAME TIpenapaTaMy (HapHMep, HATCrIHHH, NHOIJIMTAa30H, pENarivHHI |
POCHITINTA30H) MOXKET IPUBECTH K HHTHOMpoBanmo u3odpepmenta CYP3A kiapuTpOMUIIHHOM,
B pe3yibTaTe 9Yero MOXET Pa3BHThCS IMIIOITTHKeMHs. PekOMeHIyeTcs TmaTelnbHbIA KOHTPOIL
KOHLEHTPAI[HH TIIOKO3EL.

Bsaumooeticmsus, obycnoenennvie usogpepmermom CYP34

CoBMecTHOE NPHMEHEHAE KIAPATPOMHIIUHA, KOTODbIH, KAK H3BECTHO, HHTHOHMPYeT H30(epMEHT
CYP3A, u npenaparos, mepBH4HO MeTabonmsmpyrommxcs usopepmentrom CYP3A, moxer
aCCONMUPOBATECS C B3aMMHBIM IIOBBLINIEHHEM HX KOHIEHTPAIMH, Y4TO MOYKET YCHJIMTH MM
IPOUTMTh KaK TepameBTHYeCKHe, Tak M mobounsle 3¢dextel. Knapurpomuumus ciexyer c
OCTOPOKHOCTHIO MIPHMEHATH TAIMEHTaM, II0JTyJarOlIHM IIpenapaThl, SBISIOmuecs cybcTpaTamMu
uzopepmenta CYP3A, ocoOeHHO ecnu 5TH Ipemaparhl MMEIOT Y3KWH TepaneBTHYECKHi
Auanas’oH (HanpuMep, Kap0OamMasenWH), W/WIM WHTCHCHBHO MeTabOJM3HPYIOTCS STHM
depmenTom. B crmyuae HeoOXOMMMOCTH NOJDKHA MPOBOAMTHCS KOPPEKIMA JNO3BI Tpemapara,
IPHHAMAEMOTO BMECTE ¢ KJIAPHTPOMHIMHOM. Takxke, 0 BO3MOXHOCTH, JO/DKEH IPOBOIMTHCH
MOHHTOPHHI CBIBOPOTOYHBIX KOHIIEHTpalMH NpenapaToB, NEPBHYHO META0OIM3HPYIOMMXCS
m3odepmerTom CYP3A.

Merabomusm creayrommx IpenapaToB/KIacCOB OCYIIECTBISETCS TeM K€ H30()EepMEHTOM
CYP3A, wro um Merabomm3M KIApHTPOMHIHMHA, HAOPUMEp, AINpasoiaM, KapbamasemwuH,
IAJIOCTA30]I, LHUKIOCHOPHH, JU30MMPAMMl, METHJIIPEJHU30JIOH, MHJA30]iaM, OMEeNpasoll,
IepOpaILHBIC AaHTHKOATYJISHTHI (HAallpuMep, BaphapHH, pauBapokcabaH, anukcabaH), aTHIHIHbIE
aHTHIICHXOTHYECKHE CPEICTBa (HaIpHMep, KBETHAHWH), XHHUAMH, pudabyTwH, cHIIeHAdM,
TaKpoJIAMYC, TpHasosiaM H BuHOMacTHH. Taioke k aronucram mzodpepmenta CYP3A otHOCcsTCS
CIEAyIOIME  MIpenaparbi, MPOTHBONOKA3aHHBIE K  COBMECTHOMY I[PHMEHEHHIO C
KJIApDHTPOMMITHHOM: aCTEMH30J1, M3anpHJl, IAMO3HU/I, Tep(eHalrH, I0BaCTATHH, CHMBACTATHH H
aJKalioubl  CIOPBIHBH (cMm. paszen «IIporuBonokazanus»). K npenaparam,

16



B3aHMOJICHCTBYIOIAM OAOOHBEIM 06pa3oM depe3 Apyrue H30(epMEHTHl B paMKax CHCTEMBI

m3odepmenta quroxpoma P450, otHOCsHTCS eHATONH, TEOYHIUTMH 1 BATBIIPOEBas KACIOTA.

Henpamvie anmuxoazynsanmut

[lpu coBMECTHOM NpHMEHEHWH BapdapHHa W KIADHTPOMHIMHA BO3MOXHO KPOBOTEYECHHE,

BelpaxeHHoe yBenmuuenne MHO m mporpoMOuHOBOro BpeMeHH. B cioydae COBMECTHOIO

nNpuMeHeHHs ¢ BaphapuHOM WIH JPYTMMH HENpSMBIMH AHTHKOAryJIsHTaMHd HE00X0IuMO

koHTpompoBats MUO u npoTpoMObuHOBOE BpeMs.

Ilepopanshvie aHmukoazyissHmvl NPAMO20 OCUCMEUS

[lepopanbHBIf AHTUKOAryJSIHT NPSMOro NEHCTBHS naburarpaH spBisercs cybcTpatom ajs

s¢dmokcrOro Genka-nepeHocunka P-rimkonporemna (P-gp). PuBapokcaban u ammkcaban

MeTabomsupyroTes ¢ yaactueM nsodepmenta CYP3A4 u taioke sBistores cyOcrparamu s P-

gp. Cnenyer cobimoaaTh OCTOPOXKHOCTD IIPH OZHOBPEMEHHOM IPHMEHEHHH KJIAPHTPOMHIIMHA C

yKa3aHHbIMH IIperapaTraMy, OCOOCHHO y NAlHEHTOB C BBICOKHM PHCKOM KpPOBOTE€HEHHs (CM.

pazaens! «C ocTtopoxHOCTEION H «Oco0ble yKa3aHH»).

Omenpa3zon

Knapurpomurnus (mo 500 mMr kaxsie 8 4) uccieoBaics y 340POBBIX B3POCIIBIX J0OPOBOJIBIER B

komOuHaiu ¢ omenpasosiom (mo 40 wmr exeaneBHo). Ilpm coBMecTHOM NpUMEHEHHH

KIapATPOMHMIIHHA H OMEIIpa30/ia paBHOBECHBIEC IUIA3MEHHBIE KOHIICHTPAMU OMeINpasoia ObUIH

yBenndeHbl (Cmax, AUCo24 1 T2 yBemaummace Ha 30%, 89% u 34% coorBercTBeHHO). Cpennee

3HaueHue pH xenyaka B Tedenne 24 9 cOCTaBAIIO 5,2 IIpH IPUEME OMENPa30jia B OTACIBHOCTH ¢

5,7 mpu npreMe oMenpas3oia COBMECTHO C KIIaPUTPOMHUIIMHOM.

Cunoenaghun, maoanagpun u eapoexaghun

Kasxplif U3 yKa3aHHBIX HHIHOUTOPOB (ochoanacrepassl MeTabom3upyercs, 1o Kpaiuel Mepe,

qacTHIHO ¢ ydactueM m3odepmenta CYP3A. B Tto xe Bpems usodepment CYP3A moxer

HHIHOMPOBATHCH B IPUCYTCTBHU KIapuTpoMHLUHA. COBMECTHOE NPAMEHEHHE KIIADHTPOMHUIIMHA

¢ cuwigeHapmioM, TajaraQuiioM HIH BapAeHA(QHIOM MOXET IIPHBECTH K YBEIWYCHHIO

HHrHOHpyomero Bo3geiicTBHs Ha (ochommscrepasy. Ilpu npuMeHeHHHM 3THX IpenaparoB

COBMECTHO C KIAPUTPOMHUIIMHOM CIEIYET PacCMOTPETh BO3MOXKHOCTH YMEHBIUCHUS 03Bl

cangeHaduia, Tananaduia u BapaeHapuia.

Teogpunnun, xapbamasenun

ITpu cOBMECTHOM IPUMEHEHHMHU KJIAPUTPOMUIMEA B TeoQH/UMHA WM KapOama3eniuHa BO3MO)KHO

HOBBIIEHHE KOHIIEHTPAMK YKa3aHHBIX IIPENapaToB B CACTEMHOM KPOBOTOKE.

Tonmepooun

[lepsuuHEli MeTabomM3M TONTEpOAMHA OCYyIIECTBIseTcs ¢ ydactuem 2D6 wu3odopmenta

muroxpoma P450 (CYP2D6). Onmaxo B 4acTH NOITyJIsIHH, JumeHHOH u3odpepmenta CYP2D6,
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meTabomuaM nporcxomut depe3 uzodepment CYP3A. B 31oil rpynne HaceneHHs 10JaBICHHE
mopepmenta CYP3A NpHBOIHUT K 3HAYMTETHHO 00Jiee BHICOKHM KOHIIEHTPAIHsIM TOJNTEPOHHA
B CHIBOPOTKE. B HOMynsuum ¢ HW3KEM ypoBHeM MeTabomusma depes msopepment CYP2D6
MOXET TNOTpe6OBaThCA CHHXKEHHE [O03BI TONTEPOJMHA B TIPHCYTCTBMM WHIHOHTOPOB
m3odepmerta CYP3A, Takux KaK KJIapHTPOMHUIHAH.

Benzoouaszenunvl (Hanpumep, QInpazonam, MUOA30LaM, MPUA30LaM)

IIpy COBMECTHOM MpPHMEHEHMM MHja3oiama (B/B) M KiapuTpomunusa (mepopambao 500 mr 2
pasa B CyTku) oTMeuanoch yBemmuenne AUC mmjasonama: B 2,7 pasa. Ecim BMecte c
KJIAPATPOMUIIAHOM T[pPUMEHSETCS BHYTpHBEHHas (opMa Mujaszojiama, CIEAyeT TIIATENbHO
KOHTPOIMPOBATh COCTOSHME NAIHeHTa U BO3MOXHOM KOppEKIHH J03bl. BBenenne
JIEKApCTBEHHOTO [IperapaTta 4Yepe3 CIHM3HCTYI0 000/I0YKy TOJNOCTH pTa, KOTOpOe JaeT
BO3MOXKHOCTH ODOMTH MOPECHCTEMHYIO OIMMHHAIHIO, CKOpee BCEro, IpPHBEAET K
B3aUMOJIEHCTBHIO aHATOTHYHOMY TOMY, KOTOpOe HabNIOJaeTcsi IPH BHYTPHBEHHOM BBEJICHHH
MHIa30j1aMa, a He IIPH NEPOPaIBHOM IIPHEME.

Taxue ke Mepbl IPEJOCTOPOXHOCTH CHIEAYET NPUMEHATh M K JApyruM OeH3o[uaselnHaM,
KoTophie MeTabomu3upytotcs u3odpepmentoM CYP3A, Bimodas TpuasojaM H amipasofam. Jlis
GeH30/IMa3eNMHOB, BHIBEJCHHE KOTOPHIX He 3aBHCHT OT m3odepmenta CYP3A (temasemam,
HHTpa3enaM, JiopasernaM), MaJOBEPOSTHO KIHHHYECKH 3HAYMMOE B3aUMOJCHCTBHE C
KJIaPATPOMMITHHOM.

[Ipu cOBMECTHOM HpPHMEHEHWH KIAPUTPOMHMIMHA M TpHa30jamMa BO3MOXHO BO3JICHCTBHE Ha
HeHTpaibHyi0 HepBHYIO cucreMy (L[HC), Hampumep, COHIMBOCTD H CIyTaHHOCTH CO3HaHWs. B
CBA3H C 3THM, B CIIyuyae COBMECTHOIO IMPHMEHEHHSA, PEKOMEHIYETCH CIIEIUTh 38 CHMIITOMAaMH
nHapymenrus [THC.

B3aumooeiicmeue c Opyzumu 1eKapCmeeHHbIMU RPEnApamamu

Konxuyun

Konmxumue sBisercs cybcrparom kak u3opepmenta CYP3A, tak u P-gp. Mssecrno, uro
KJIQPUTPOMHIMH U APYTHE MaKpOJIHABI SBIsIOTCS HHruonTopamu nzopepmenra CYP3A u P-gp.
[lpy COBMECTHOM OpHeMe KIAPHTPOMHIMHA H KOIXHIMHA MHruOupoBanue P-gp w/umm
n3odepmerta CYP3A MoXeT MPUBECTH K YCHICHHIO NEHCTBHS KOJXHIMHA. 3aPETHCTPHPOBAHBI
MOCTPETHCTPAlAOHHBIE COOOIIEHHS O CIOydasX OTpaBlICHAA KOIXHMIMHOM HpH  €ro
OJIHOBPEMEHHOM TNpHeMe C KIAPUTPOMHIIMHOM, 9alle Y TOXKHIBIX MAHEHTOB C NOYEHHOH
HEJOCTaTOYHOCTHI0. Kak coob1manoch, HEKOTOPEIE ClTydau 3aKaHUYMBAIUCEH JIETAIbHBIM HCXOIOM.
OIHOBpeMeHHOE IPUMEHEHHE KJIAPHTPOMMIMHA M KOJIXHIIHHA IPOTHBONOKAa3aHO (CM. pas3zen
«IIpoTHBONOKA3aHHUSY).

Jluzoxcun
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[IpeamonaraeTcs, 9To JUTOKCHH sABifeTcs cyberparom P-gp. M3sectHo, 9TO KIAPHTPOMMIHH
uaruoupyer P-gp. IIpr COBMECTHOM mpHeMe KJIAPHTPOMHMIMHA M JUTOKCHHA WHIMOMpOBAaHHE
P-gp KIapUTPOMHIMHOM MOXKET [OpPHBECTH K  YCHIICHHIO  [EHCTBHS  JMIOKCHHA.
ITocTperucTpaiOHHbIE HCCIEIOBAHHS TI0KA3all, YTO COBMECTHOE IPHMEHEHHE JUIOKCHHA M
KIAPUTPOMHIIAHA TAKXKE MOXET IIPUBECTH K IIOBBINEHHMIO CHIBOPOTOYHOM KOHIEHTPALHU
IWrOKCHHA. Y HEKOTOPBIX IAIMEHTOB OTMEYATMCh KIMHHYECKHE CHMITOMBEI OTPABIICHHSA
JUIOKCHHOM, BKJIOYasd TOTEHIOHAIBHO JieTanbHble apuTMud. [Ipm coBMecTHOM mpHeMe
KIAPHTPOMHIINHA ¥ JUIOKCHHA CJEAyeT TINATEJbHO KOHTPOIHMPOBATH KOHIECHTPALMIO
JTMTOKCUHA B CBIBOPOTKE.

3uoosyoun

OnHOBpEMEHHBIH NpHeM TalJIETOK KIApUTPOMHLWHA U 3HAOBY/MHA IEPOPAINBHO B3POCIBIMU
BUY-uHOHIEPOBAHHEIMA TAIMEHTAMH MOXKET IIPUBECTH K CHIDKCHHMIO PaBHOBECHOH
KOHIICHTPAI[HHA 3UJOBYIMHA.

IToCKONIBKY KJIAPUTPOMHITHH BIHMAET Ha BCAChIBAHWE 3MJOBYJMHA IIPH NEPOPAILHOM IIPHEME,
B3aMMOJICACTBHS MOXXHO B 3HAYWTENILHOH CTemeHH W30exarh, NPHHAMAs KIAPUTPOMHMIMH H
3U/IOBYJMH C HHTEPBAIOM B 4 4.

[Tomo6GHOro B3ammonekcTBus He Habmonam y BUY-uaGUIMPOBAHHBIX JeTeH, TPUHHMABIINX
JETCKYIO CYCIEH3HIO KIApPHTPOMUIMHA C 3HIOBYIHHOM HIIM JUIE30KCHHMHO3HHOM. [lockonbky
KJIQPUTPOMHIIAH MOXET IPENsATCTBOBaTh BCACHIBAHMIO 3MOBYJMHA IPH HMX OJHOBPEMEHHOM
IpreMe BHYTPhH Y B3pOCIBIX HAMEHTOB, NOJ0OHOE B3aMMOJCHCTBHE BPS/ JIH BO3MOXKHO IIPH
NPUMEHEHHH KJIAPUTPOMHIIHHA BHY TDHBEHHO.

Denumour u 8anbNpoesas KUCLoma

WMeroTcs JaHHBIE O B3aMMOJEHCTBHAX HHruOMTOpoB m3odepmenta CYP3A (Bxmovas
KJIapUTPOMHIIMH) C MpenapaTaMHd, KOTOpble He MeTaboIM3HpYyIOTCs ¢ MOMOINBIO H3odepMenTa
CYP3A (heHATOMHOM M BaJbIIPOEBOH KUCIOTOH). [UIg JaHHBIX IpenapaToB, IPH COBMECTHOM
OpAMEHEHHH C KIAPUTPOMHIMHOM, pPEKOMEHIYETCs OINpelelNeHHe HX CHIBOPOTOYHBIX
KOHIIEHTPALHH, TaK KaK IMEIOTCSA COOOIEHHs 00 MX MOBHINICHUH.

Jeynanpasnennoe 63aumooeiicmeue 1eKapcmeeHHbIx RPenapamos

Amaszanasup

KnapuTpoMunuH ¥ aTazaHaBHp SABISIOTCH Kak cyOcTparamu, Tak H HHTHOMTOpamMH u30(depMeHTa
CYP3A. CyniecTByeT CBH/ICTEILCTBO JBYHAIPABIICHHOTO B3aMMOJICHCTBHS 3THX NPENapaToB.
CoBmecTHOE mpEMeHeHHe KiaputpomunrHa (500 Mr 2 pasa B cyTkm) u arazanaBupa (400 mr 1
pa3 B CyTKH) MOXET IPUBECTH K JBYKPAaTHOMY YBEIWYCHHIO BO3ACHCTBHS KIAPUTPOMHIIMHA H
ymeHbineHu0 BosmedcTBHs  14-OH-kimaputpomummaa Ha 70%, ¢ yBemmuenmem AUC
aTa3aHaBupa Ha 28 %. bnarogaps mmpokoMy TepaneBTHYECKOMY IUANa30oHy KIapUTPOMHIMHA
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YMEHBINEHHE €ro N03bl y MAUHCHTOB C HOpMaJIbHOM IMOdYeuHOH QyHKIHeH He tpebyercs. Y
NAIMEHTOB C YMEPEHHOH IOYeYHOH HEAOCTATOHHOCTHIO (KK 30-60 mur/mmH) n032
KJIAPHTPOMHIMHA JIOJDKHA OBITH YMEHBIICHA HA 50 %. ¥V mammenToB ¢ KK menee 30 mi/muH
03y KJIApPETPOMHIIMHA CIeTyeT CHASWTE Ha 75 %, ucnonb3ys JUid 3TON0 COOTBETCTBYIOIIYIO
JIEKapCTBEHHYIO (POPMY KIapUTPOMHIIAHA. KnapaTpoMUIME B 103aX, NPEBBIIAIOMMAX 1000 mr B
CYTKH, HEJb3s HPUMEHATH COBMECTHO € HHIEOMTOpAMH [IPOTEa3.

Broxamopel «MeOleHHbIX) KalbyuesblX KAHAN06

[Ipy OJHOBPEMEHHOM IIPAMECHCHMM KIAPHTPOMHIMHA  C GIoKaToOpaMd  «MEIUICHHBIX)
KaNbIMEBEIX KAHAIOB, KOTOpPHIE METabOIM3HPYIOTCH mopepmentom CYP3A4 (mampumep,
BEpamaMHN, aMJIOMIAH, MWITHA3EM), CIEayeT co6momaTh OCTOPOJKHOCTb, MOCKOIBKY
CyIIECTBYeT PHCK BO3HHKHOBEHHS ApTCPHAIbHON THIOTCH3HH. [l1a3MeHHBIE Komiempaupm
KJIAPUTPOMMIIMHA, TAlOKe Kak W OIIOKATOPOB «MEVICHHBIX) KAIbIHCBBIX KaHaJoB», MOLYT
TOBBIMATECS TIPH OHOBPEMEHHOM NPHUMEHEHUH. ApTepHAIbHAS THIOTCH3HA, OpaguapuT™Mus U
JTAKTOALIAI03 BO3MOXKHEI IPH OTHOBPEMEHHOM IIPEMEHEHHH KIAPUTPOMUIMHA H BEpallaMulia.
Hmpaxonason

K/IapuTpOMUIMH M HTPAaKOHA30] ABJISAIOTCS cyOcTpaTaMd W HHTHOMTOpaMH H30(hEpMEHTa
CYP3A, 4T0o OmpeAciseT BYHANpaBICHHOC B3aumMojeiicTBHe npenapaToB. KiapuTpOMHIMH
MOYET TIOBBICHTH KOHIIEHTpAI|IO HTPAKOHA3071a B IUIa3Me, B TO BPEMsi Kak HTPAKOHA30I MOMKCT
OBBICHTh IIA3MEHHYIO KOHIEHTPALMIO KJIAPUTPOMHIMHA. [JaluenToB, OXHOBPEMEHHO
NPAMEHSIOMEX HTPAKOHA30] ¥ KIAPHTPOMHIMH, CIEAyeT TIIATEIbHO 006cie1oBaTh Ha HAJIMYHME
CHMIITOMOB YCHJICHHS MM YBEJIMYCHMS JUIHTCTLHOCTH dapmakonormaeckax 3QQexToB THX
[IpenapaToB.

Caxeunasup

KnapuTpOMHIMH H CaKBHHABHD SBIAIOTCA cybctpaTaMd M HHTHOMTOpaMH n3odepMenTa
CYP3A, 4To ONpeaeiseT [BYHANPABICHHOE B3AHMOJCHCTBHE MPENapaTos. OIHOBPEMEHHOE
npEMeHeHre KiapaTpomMunEHa (500 Mr 2 pasa B CyTKH) M CaKBHHABHUpa (MATKHE JKEIATHHOBBIC
xancynss, 1200 mr 3 pasa B cyTku) y 12 3M0pOBBIX JOOPOBOJIBIIER BHI3LIBAIIO YBEIMIEHHE AUC
¥ Cmax CAKBHHABHpa HA 177 % u 187 % COOTBETCTBEHHO B CPAaBHEHHH C IPHEMOM CaKBHHABHPA
s orpemprocty. 3Hadenus AUC u Cmax KIaPHTPOMHALMHA OBLTH npubmsuTensao Ha 40 Y%
BBIIIE, 9eM IIPH MOHOTEPAIMH KIapuTPOMHMIEHOM. IIpH COBMECTHOM NPHUMCHEHHH STHX ABYX
NpenapaToB B T€YeHHe OrPAHHUEHHOTO BPEMEHH B JI03aX, yKA3aHHBIX BBIIIC, KOPPEKIUS 11035I HE
TpeGyercs. PesysbTaThl MCCIENOBAHHA JEKAPCTBEHHBIX B3aUMOJIEMCTBHI € HMCIOJIb30BAHHEM
CAKBUHABHpAa B MAIKHX JKEJATHHOBBIX KalCylax MOIYT HE COOTBETCTBOBATH addexram,
HaGI0JaeMBIM TIpH [IPUMEHEHHH CAKBHHABHMPA B TBEP/IBIX JKEJIATHHOBBIX KAICyJlaX. PesynbTarsl
MCCNEJOBAHMS JIEKAPCTBEHHBIX B3aMMOJCHCTBAN NPH MOHOTEpAUW CAKBHHABAPOM MOTYT HE
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COOTBETCTBOBATH d(h(deKTaM, HabMoIaeMbIM P TEPAINH CaKBHHAPHHOM/pPHTOHABMPOM. Ilpu
IpHEMe CAKBAHABHMPA COBMECTHO C PHTOHABHPOM CIIEAYET yIUTHIBATh MOTCHIHAIBHOE BIUSIHAC
PHUTOHABHpA Ha KIAPHTPOMMUIIKH.,

Ocobblie ykazanus

HasHaueHue KJIAPATPOMMIMHA OEpeMEHHBIM OJKEHUIMHAM [OJDKHO [POBOAMTBCS  IIPH
TINATETHHOM OLIEHKE COOTHOINEHHSI PHCKA U TOJIB3bl, 0COOEHHO B TEYCHHE IEPBBIX TPEX MECAIIEB
6epeMEHHOCTH.

JITMTEeNBHEIA IpHeM aHTHOMOTHKOB MOXET IPHBOJMTh K 00pasoBaHMIO KOJOHHH C
YBENMYEHHBIM KOJIHMYECTBOM HEYyBCTBHTENbHBIX OakrTepuit W rpubos. [Ipu cynepundexumu
HEeoOX0MMO Ha3HAYHTh COOTBETCTBYIONIYIO TEPAIHIO.

KnapuTpoMHIIMH SKCKpeTHpYeTCs INIaBHBIM 00pa3soM mnedeHplo. Benenctsue storo cieayer
co0II0aTh OCTOPOXKHOCTH NPH Ha3HAYEHHH KIApPUTPOMHIMHA MAalHEHTaM C HapylIeHHEeM
GyHKIWH TIEYEHH.

[Ipy NpPHMEHEHHH KIAPATPOMHLMHA COOOIMANOCh O HApyIICHHH (YHKIMH NEYCHOYHOM
(TOBBIIIEHAE AKTMBHOCTA II€YEHOYHBIX ()EPMEHTOB B KPOBH, IeNaTOLELIIONSAPHBIA H/UIIH
XOJIECTATHYECKHY TeNaTuT ¢ XKeITyxoi mwi Ge3). [leueHOUHass HEIOCTATOYHOCTh MOKET OBITH
TSOKEIOM, HO 00BIHO sBIgeTcS 06paTuMoil. MiMeloTes ciTydad Me4eHOUYHOH HENOCTATOYHOCTH C
NeTAIbHEIM HMCXOJOM, CBS3aHHBIC, KaK INPAaBWIO, ¢ HAIMYUEM CEPHE3HBIX CONMYTCTBYIOMIUX
3aboNeBaHuil W/WIH OJHOBPEMEHHBIM NPHMEHEHHEM JpPYTHX JIGKapCTBEHHBIX cpeicTs. Ilpm
NOSIBJICHAM MPH3HAKOB M CHMIITOMOB IENIaTHTa, TAKMX KaK aHOPEKCHs, JKENTyXa, MOTEMHEHHE
MO4YH, 3yH, OONE3HEHHOCTh XXWBOTA IPH NalblalMyd, HEOOXOJMMO HEMEICHHO MpPeKpaTHTh
TEpANKIO KIAPATPOMALOUHOM. [IpH HaMW4UK XPOHHYECKHX 3a00/eBaHHH IE€YECHH HEOOXOMMMO
IPOBOJMTH PETYJISPHBIA KOHTPOJIb EPMEHTOB CHIBOPOTKH KPOBH.

[lpy JjiedeHHH DpPAKTHYECKH BCEMH aHTHOAKTEpHAILHBIMH CPEICTBAMH, B TOM YHCIIe
KJIADHTPOMHIIAHOM, OIHCAHBI CITy4aH ICEeBJOMEMOPaHO3HOTO KOJIHUTA, TAKECTH KOTOPOTO MOXKET
BApbUPOBATECA OT JIETKOH 10 yrpoxawoomed >xusHd. [Ipy JeYeHWH DpPAKTUYECKH BCEMH
aHTHOAKTepHAIBGHBIME TIPENapaTaMH, B TOM YHCIE KJIAPHTPOMMIMHOM, ONMCAHbI CITydan
Clostridium difficile-accOlMUPOBaHHOM IHapeH, THKECTh KOTOPOH MOXET BapbHPOBATHCS OT
JIErKOM JUaped J0 YTPOXKAKINEro JKHU3HH KONMUTa. AHTHOAKTepHAlIbHBIE IIpenaparbl MOIYT
H3MEHATh HOPMAIBHYI0 MHEKPOGQJIOpY KHINEYHHKA, 9TO MOXeT npuBecTd K pocty Clostridium
difficile.

IceBnomemOGpano3ubiii KouT, BeiBaHHEM Clostridium difficile, He0OX0AUMO IOAO3PEBATH Y
BCEX MAIMEHTOB, y KOTOPHIX IOCIEC NPUMEHEHWs AHTHOAKTEPHAIbHBIX CPEJICTB pa3sBHIIACh
muapes. llocme mnpoBedeHwss Kypca AaHTHOHMOTHKOTEpAlMH HEOOXOAMMO  TIIATEIbHOE
MeIMIMHCKOe  HabmoneHuwe 3a  pmanueHTOM.  ONMCHIBANHMCH — CIydad  PasBHTHS
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T1CeBOMEMOPAHO3HOTO KONMTA CIYCTH 2 MECAa MOCIe IPHEMA aHTHOMOTHKOB.

Ipu NedeRHE MaKpOJNHIAMH, BKIIOYAs KIAPHTPOMHIIMH, HAOMIOANOCH Y/UIHHEHHE CePACYHON
penonspusaumn ¥ wHTepBaita QT, Be3BIBAY DHUCK DAa3BHTHSA CEPACYHOH apHIMHH M
JKeTyIOUKOBOH TaxuKapiud Tuna «mupysT» (cM. paspen «Ilobounoe aedctue»). Tak Kak
CIEIYIOIME CHTYalldd MOTYT NPHBOJMTH K YBEIHYCHMIO DHCKA DPasBATHS IKEIyJ0YKOBBIX
apuTMEM (B TOM 9HCIE JKeTy[JOYKOBOM TaXUKapJWH THIA IMPY3T»), TO KIAPHTPOMHIMH HE
JIOJDKEH IPAMEHSATHCS Y CIEAYIOIHUX KaTerOpHi NallHeHTOB:

® y mAMeHTOB ¢ runokanuemueit (cm. pasaen «IIpoTuBonokasanus»);

e Y NAIMEHTOB C rUnoMarHueMuei (cM. pasgen «IIpoTuBonokasanus»);

® y NAOWEHTOB C BPOXJICHHBIM HJIA NPHOOPETEHHBIM 3apETHCTPHPOBAHHBIM Y/UTHHEHHEM
uaTepBaia QT WIH HaIHYMEM JKETYJOYKOBOW APHTMHMH B aHaMHe3e (CM. pasgen
«IIpoTrBONIOKA3aAHHSA ).

OmHOBpEMEHHOE NPHMEHEHHE KJIAPHTPOMHMIIMHA C aCTEMM30JI0M, HU3ANPHIOM, MTUMO3HIOM U
tepheHaIHHOM IPOTHBOIIOKa3aHo (cM. paszen «IIpoTuBonokasanusy).

KnapuTpOMHIMH JOJDKEH IMPHUMEHATBCA C OCTOPOXKHOCTBIO V  CHIEAYIOIMX KaTeropuii
TALUEHTOB:

e vy mnammerToB ¢ WBC, Tsxenod cepaedHOW HENOCTATOYHOCTBIO, HApYHICHHAMU
MPOBOJMMOCTH WM KIIMHUYECKH 3HAUMMO# Opaukapauei;

e y [AUWEHTOB, OJHOBPEMEHHO MNPHHMMAIOIIMX JIpYIHE nercapcmeuﬁme npenaparsl,
CBsi3aHHBIe ¢ yummHeHueM HHTepBana QT (cm. paspmen «BsammonelcTBue ¢ ApyrHMH
JIeKapCTBEHHBIMH CPEICTBAMHEY).

B Xoze 3MH1eMHOIOTHYECKUX HCCIICIOBAaHHAN 110 H3yYEHHIO PHCKA HEOIArompHsATHBIX CEPACYHO-
COCYIHCTHIX HMCXOJIOB IPH [PUMEHEHHH MAaKpOJIHAOB OBUIA TOJNYYEeHBI HEOJIHO3HAYHBIE
pesynsTaThl. B HEKOTOphIX  HAOMIOJATENBHBIX  MCCIENOBAaHMAX OBUI  YCTAHOBJIEH
KpPAaTKOBPEMEHHbIA DUCK DPa3BUTHS apUTMHMH, WH(ApKTa MHOKapAa ¥ CMEpPTH OT CEeplAeydHO-
COCYMCTRIX 3a00JIEBaHMH, CBA3aHHBIH ¢ IPAMEHEHHEM MaKpPOJIH/I0B, BKIFOYas KIapATPOMHUIIHH.
ITpu HazHa4YeHWH KIAPHTPOMHMIMHA CIEQyeT COOTHOCHTH IpEQIosiaraeMylo MoJjib3y OT IpHeMa
Ipenapara ¢ JaHHBIMH PHCKAaMH.

B0O3MOXHO pa3BHTHE IEPEKPECTHOH PpE3HCTEHTHOCTH K KJIAPUTPOMHUIMHY H JIPyTHM
AHTHOMOTHKAM IPYIIITEI MAKPOIUJIOB, a TAKXKE JIAHKOMHAIUHY ¥ KIAHIAMHAIAHY .

Y4uThIBasg pacTyIIyl0 PE3HCTEHTHOCTh Streplococcus pneumoniae X MaKpoOJIuJaM, BaXKHO
IPOBOJHTH TECTHPOBAaHHE YyBCTBHTEIHLHOCTH HPH Ha3HAYCHHH KIAPUTPOMHIIMHA MAIIHEHTaM C
BHEOOIBPHUYHONH NHEBMOHMEH. [IpH rocnuTanbHOW NHEBMOHHM KIAPHTPOMHIMH ClIEXyeT
[IPAMEHATE B KOMOHHAIMY ¢ COOTBETCTBYIOMIAMHE aHTHOHOTHKAMH.

I/IH(I)CKIIHH KOXKH W MIATKMX TKaHEH JIeTKOH u cpezmei‘i THKCCTH 4Yalll€ BCEro BbI3BaHbI
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Staphylococcus aureus u Streptococcus pyogenes. IIpn stom 06a Bo3GymmTens MoryT ObITh
ycToiumBEI K MakpoyHaaMm. [1o3ToMy BaXXHO IIPOBOJIHTH TECT HA 9YBCTBHTEIILHOCTD.
Maxposi/ibl MOXKHO IPUMEHSTH IpH HHeKkumax, Bo3BanHBIX Corynebacterium minulissimum,
3a60JIeBaHKSAX: YIPH ByJIbrapHbIe M POXA, a TAKXKE B TEX CHTYyalHsX, KOTJa Helb3s IPUMEHATh
NEHUIUUTAH.

B ciiygyae mosiBICHMS OCTPBIX peaKiiii THIEepYyBCTBUTEILHOCTH, TAKAX KaK aHa(UIaKTHUeCcKast
peaKIms, TSHKEJbIe KOXKHBIE JTEKapCTBEHHbIE PEaKIMH (HAaIpUMEp, OCTPBIA NeHepaJu30BaHHbIH
SK3aHTEMATO3HEIH IycTye3), cuHapoM CtuBeHca-/[KOHCOHA, TOKCHYECKHH SIHIepMasbHbIH
HEKpOJIM3 M JIEKAPCTBEHHAS ChIIb C 303MHOGHIMENH u cucreMHOM cumnromarukoi (DRESS-
CHHAPOM) HEOOXOOMMO cpasy e MpeKpaTuTh MpHeM KIAPHTPOMHIMHA W HavaTh
COOTBETCTBYIOIIYIO TEPAIHIO.

B cimydae COBMECTHOro TIpUMEHEHHMs C BapQapHHOM WIM JPYTHMH HETNPSIMBIMH
AHTHKOAryJIsHTaMH HeobxoauMo koHTpoiMpoBath MHO m nporpoMGuHOBOE BpeMst (CM. paszen
«B3anMoeicTBHE ¢ JPYIEMH JIEKapPCTBEHHBIMH CPEACTBAMHE).

Cnenyer cobmonarh OCTOPOXXHOCTH HpPH OJHOBPEMEHHOM IPHMEHCHHH KIAPHTPOMHMIIAHA C
nepopajibHbBIMA aHTUKOAryJISHTaMH OPAMOIo JEHCTBHS, TAKMMH Kak jaburatpaH, puapokcabaH
1 anukcabaH, 0COOEHHO Y NAHEHTOB C BHICOKHM PHCKOM Pa3BHTHS KPOBOTEYEHHS (CM. pasfielsl
«C oCTOPOKHOCTBION ¥ «B3auMoneHCTBHE C APYTHMH JIEKaPCTBEHHBIMH CPEICTBAMMY).
Baasinue Ha c0cOOHOCTH YNIPABJIATH TPAHCIIOPTHHIMH CPEICTBAMH, MEXAHH3MAMH
JlaHHBIE OTHOCHTENIBHO BIMSHUS KJIAPHTPOMHAIIMHA HA CHOCOOHOCTH YIIPABJIATH TPAHCIOPTHBIMH
CPECTBAMH H MEXAHW3MAMHM OTCYTCTBYIOT.

Cnenyer cobmomarh OCTOPOXKHOCTH NpH YIOPABICHHH TPAHCHOPTHBIMEH CpEICTBAMH W
MEXaHW3MaMH, Y4YMTBIBas MOTCHIHAIbHYI0O BO3MOXXHOCTH TIOJIOBOKPYXXEHHS, BEPTHUIO,
CIlyTAHHOCTH CO3HAHHMS H [E30PHCHTALMH, KOTOPHIE MOTYT BO3HHKHYTH IIPH NPUMEHEHHH
JaHHOrO Ipenapara.

®opma BeIyCKa

JImomymzar 11 NPUTOTOBNIEHHS KOHIIEHTpATa IS IPATOTOBJIEHAS pacTBOpa Ui WHy3uit 500
MT.

Ilpenapar, comepxammii 500 Mr nedcTByIOIEro BeIMECTBAa, MOMEINAOT BO (IIAKOH H3
GecnpeTHOro crekna I THDAa BMECTHMOCTBIO 25 M, YKYNOPEHHBIH OpoMOyTHIIKay4yKoBOM
npobkoi # KOMOMHMPOBAHHBIM AMIOMHHHUEBLIM KosmaukoM Tumna Flip-off.

1 praxoH NOMEIAIOT B IOJIMMEPHBIH TTOIOH.

ITo 1 pnaxony ¢ mEO(GHUIH3ATOM BMECTE C HHCTPYKIIMEH 10 IPAMEHEHHIO B KAPTOHHOM Mavke.
Cpoxk rognocta

3 roga.
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He npuMeHSTH [0 HCTEYEHHH CPOKA FOTHOCTH.

YcioBus xpaHenus

B 3amMIIEeHHOM OT CBETa MeCTe NpH Temiieparype He Bbime 25 °C.

XpaHHTh B HEAOCTYIIHOM JUls ieTel Mecte!

YcioBas OTIYCKA

OrTmycKaroT 1o penenty.

Biajeen peracTpalHoOHHOIO yA0CTOBEPEHHU !

«Yopaa Meguuun Maag Can. Be Tamx. A.llL», Typuus.

15 Temmy3 Max., JDxamu Womy Jixan. Ne 50 Toremwm, baroksuap/Cram6yi
IIpon3BoaHTe/H (BCe CTA/AMH, BKIIOYAN BHITYCKAIOMMI KOHTPOJIb Ka1eCTBa):
«Medap Winau Canaiinn A.IlL», Typuas

Pamasasormy Max. Drcap [Dxan. Ne 20 Kyprxéi-ITanmmk, CramOyn.

Oprasnsangs, IPEHAMAIOMAN NPETEH3HA N0TPeduTe el HA TEPPUTOPHH Poccuiickoi
®enepanuu:

000 «BOPJIJI MEJTULIMH», 141402, MockoBckas 061acTh, I. XuMKH, yiI. Cnaprakosekast 1.
5, kopiL. 7, oduc 8. Ten/dpaxc: 8-800-700-45-68; maiin: info@worldmedicine.ru. '

JloBepeHHbIH MPE/ICTABHTENb WORLD MEDICINE 'ILACASAN. :
15 Temmuz Mah. Camiyolu £24-
«Yopng Memaman Wnaa Can. se Tamk. AIILy T ypmasavsuy T\ No: 76T€. Kononesnas
Giines!i V.. 814 § 8 0524
Mersis No/08140/ 8065240001
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