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oT 26.05.2023 N2 98381

(Bxoaswwi M3 N24240309)

MHHUCTEPCTBO 3JIPABOOXPAHEHHSI POCCHNCKON ®EJEPAIIAN

HAHCTPYKIINA
10 MEAUIIMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOTI'O ITPEIIAPATA

Knapbaxr®
Clarbact®

PerncrpannoHHbIi HOMeEp:

Toprosoe nanmenosanue: Kinap6axr®

MexaynapoaHoe HenaTeHTOBAHHOE HAUMEHOBAHME: KJIapUTPOMHULIMH
JlexapcTrBenHas ¢opma: TabJISTKH, TOKPHITHIE INIEHOYHOM 000JI0UKOH
Cocras:

Kaxcnas TabyeTka, HOKpHITas INICHOUYHOH 000JI04KOMH, COAEPXKHUT:
Heiticmeyiowee eewyecmeo: xnapurpoMuriud — 250 / 500 mr.

Bcnomozamenvuvie éewjecmea: 1EIUNON03a MUKpoxpucTannuyeckas (AceCel®) -

- 175,77/203,92 mr, xpaxman KyKypy3Hsii- 33,60/- Mr, KpaxmaJ nIpexenaTHHU3UpO-

BaHHbI# -35,00/70,00 mr, noBugon K-30 - 7,50/9,45 mr, Tansk - 9,60/12,60 mr, xap-
OoxcuMmeTmiIKpaxmai Hatpus - 11,20/12,60 Mr, KpeMHHUST AUOKCHA KOJUIOUIHBIH -
4,80/6,30 Mr, creapuHoBas xuciora - 9,60/12,60 mr, maraus creapat- 4,80/6,30 mr.
Coctas 060104KH:

THIIPOMeEIIo3a -5,69/7,27 mr, Tutana puoxkcun - 4,70/6,27 mr, Tanek - 2,18/3,00 Mr,
maxporon - 6000 - 1,51/2,00 mr, apomatuszaTop JuMoHHSIIH - 0,30/0,50 Mr, mopomox
MSTHI nepeunoi- 3,63/5,00 mr.

Onucanue: '

Tabnerku xarcynoBugHOR (GOPMBI, IOKPHITEIE INIEHOYHOMH 06010UK0H 0T 6€110T0 10
o4t 6enoro LBeTa, ¢ ACTUTEILHOM PUCKO# Ha OQHOM czrbpone.

Bup Tabnetkn Ha u3nome: AApo 6enoro MM noutu O€Ioro HBeTa, MOKPEITOE 000-
JIOUKOH,

dapmakoTepaneBTHYCCKas rpylina: anTuOaxTepuanbHbIe CPeACTBa CUCTEMHOTO

,HCFICTBHH; MaKpOJIHABI, JUHKO3aMHHEBL H CTPEIITOIPAMHMHBI, MAKPOJIUJIBI




COOTBETCTBYET 2KCINEPTHC
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Kon ATX: JOIFA09 (Bxogswmit M3 N24240308)

MY OTYETY

dapMaxoJornyeckue CBOHCTBA

DapmMakoouHamuKa

KitapHTpOMHUIIMH SBIISETCSA IOJYCUHTETHIECKUM aHTHOMOTUKOM rpynﬁm MaKpOJIH-
IOB M OKa3pIBAET aHTHOAKTEpHANBHOE ACHCTBHE, B3anMozeicTBys ¢ 50S puboco-
MaJIbHOM CyObeAuHNLEH U nojasiss cuHTe3 Oenka OakTepuii, YyBCTBUTEIBHBIX K
HEMYy.

KirapuTpoMuIiH IpoieMOHCTPHPOBAJI BBICOKYIO aKTUBHOCTS i7 Vifro B OTHOIICHHH,
KaK CTAHAAPTHEIX JIa00PaTOPHBIX IITaMMOB OaKTepHid, TaK M BEICJICHHBIX Y 60IIb-
HBEIX B XOJIe KJIMHHYECKOH NpakTHKH. [IposBiIsieT BEICOKYIO aKTUBHOCTh B OTHOILE-
HUY MHOTHX a3pOOHBIX M aHa3pOOHBIX I'PAMIIOJIOKHUTENBHBIX U TPaMOTPHULATENb-
HBIX MHKpPOOPIaHM3MOB. MMHHMalbHBIE NOAaBIsIOmME KoHueHTpauuu (MIIK)
KJIApUTPOMHULIMHA 11 60bIMMHCTBA BO30yAuTene# MeHbIe, ueM MIIK sputpomu-
IIMHa B CpeiHeM Ha oHo log, pasBeneHue.

KnaputpoMuums in vitro BeICOKO 3¢¢exkTUBeH B OTHOmECHuM Legionella
preumophila, Mycoplasma pneumoniae. Oxa3piBaeT GakTepUNMIAHOE JCHCTBHE B
otHowennu Helicobacter pylori, naHHasi akTHBHOCTb KJIAPUTPOMHLIMHA BBIIIE IIPU
HeuTpansHoM pH, yeM nipHu xuciaom. Kpome Toro, ganuslie in vitro U in vivo yKassl-
BAIOT Ha TO, 4TO KJIAPUTPOMHUUMH AEHCTBYET Ha KIIMHHYECKH 3HAUUMBIC BHJIBI MH-
kobaxtepuil. Enterobacteriaceae n Pseudomonas spp., TaxKe Kak U JpyTue, He dep-
MEBTHPYIOLIME JIAKTO3Y IPaMOTPULIATENBHEIE OaKTEPHH, HE YYBCTBUTENLHEI K KJla-
PUTPOMHUIIUHY.

AXTHBHOCTE KJJAPUTPOMHILMHA B OTHOIIEHHH GOJIBIIMHCTBA ITAMMOB IIEpEUHCIICH-
HBIX HHXXE MUKPOOPTaHH3MOB JOKa3aHa KaK ix vitro, Tak ¥ B KIIMHHYECKOU IIpaKTUKe

IIpA 3360JICB&HPUIX, NICPCINCIICHHBIX B pasnelic «IToka3zanus x IIPAMCHCHHUIO).

~ A3po0Hble IrPaMIoIOKUTENIEHBIE MUKDOOPraHU3MBbI:

Staphylococcus aureus
Streptococcus pneumoniae
Streptococcus pyogenes

Listeria monocytogenes
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AspoGHEIE TPaMOTPANIATENBHBIE MUKPOOPraHu3MB | B xoaauumi M3 11=4240305)

MY OTYETY

Haemophilus influenzae
Haemophilus parainfluenzae
Moraxella catarrhalis
Neisseria gonorrhoeae
Legionella pneumophila

Jpyrue MHKpPOOPIraHN3Mbl

Mycoplasma pneumoniae
Chlamydia pneumoniae (TWAR)

Muxo0axTepuu

. Mycobacterium leprae
Mpycobacterium kansasii
Mycobacterium chelonae
Mycobacterium fortuitum
Mycobacterium avium complex (MAC) - komnaexc, exnouaoujuii:
Mycobacterium avium, Mycobacterium intracellulare.
Ipoxykumns Oera-JakTaMa3 HE OKa3bIBAeT BJIMAHHMS HAa aKTHBHOCTh KJIAPUTPOMM-
I[MHa,
‘BOJIBIIMHCTBO IITAMMOB CTa()UIOKOKKOB, PE3UCTEHTHBIX K METHLMIUIMHY H OKCa-
UWIUIHHY, 00J1afaloT YCTONYHBOCTEIO M K KIIAPUTPOMHUIIHHY.

L. Helicobacter pvlori

YyscTBuTeNnbHOCT H. pylori X KIapUTPOMUIMHY U3ydanachk Ha usonsrax H.pylori,

BbIAENCHHBIX OT 104 mauueHToB, 1o Havajla TEpanuu npenapaTtoM. Y 4 MaieHToB

OBIIM BBIAENICHBI PE3HUCTEHTHBIE K KIAPUTPOMHULMHY InTammbl H.pylori, y 2-x -

IITAMME! ¢ YMEPEHHOH PE3HCTEHTHOCTHIO, Y OCTANBHBIX 98 IIaIMEHTOB M30JATHI
H.pylori 65u11 1yBCTBUTEILHBI K KIIAPUTPOMULKHY.

KnapurpoMuIiH 0ka3pIBaeT AEHCTBUE in Vitro U B OTHODICHHH COJIBIIMHCTBA IITaM-

MOB CJIEYIOIHX MHKPOOPTaHU3MOB (OfHaKo 6e30macHOCTh M 3 PeKTUBHOCTD HC-

IIOJIB30BAHUS KJIIADUTPOMHIHHA B KIMHUYECKOM TIPAKTHUKE HEC IIOATBCPXACHA KJIN-

HHYCCKUMH HCCIICAOBAHNSIMH, H IIPAKTHYCCKOC SHAUYCHHE OCTaCTCA HCﬂCHbIM)I
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. A3poGHbIe IPAMIIONOXUTEILHEIE MUKDOOPraHU3Mb B xoanwmil M3 N=4240305)

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

A3poOHEIE IPAMOTPHUIIATEIEHBIE MUKPOOPIaHU3MEBI

Bordetella pertussis
Pasteurella multocida

AHa3po0HEIE IPAMITIOIOKHTEILHEIE MUKPOOPTaHH3MBI

Clostridium perfringens
Peptococcus niger
Propionibacterium acnes

AH&BQOﬁHHe rpaMOTPHUIATENBHBIC MUKDOOPTaHU3MBI

Bacteroides melaninogenicus
CrimpoxeTsl

Borrelia burgdorferi
Treponema pallidum

Kamnnnobaktepuu

Campilobacter jejuni

OCHOBHBIM MeTabOJINTOM KIAPUTPOMUIIMHA B OPTraHHU3ME YENIOBEKA SBIIACTCS MUK~
| ) pobHONIOrHIECKH aKTHBHBIH MeTaboimT 14-ruapoxcuxinaputpoMunuH (14-OH-kia-

PUTPOMHILIUH).

MuKpOGHOIOTrHIeCKas aKTHBHOCTD METaGOINTa TAKAs XKE, KAK Y MCXO/HOTO Belle-

cTBa, WK B 1-2 pasza cnabee B OTHOIIECHHH OOJIBINIMHCTBA MHUKpOOpranu3mMoB. Hc-

xmouenne cocrapiser H.influenzae, B OTHOIEHUH KOTOPOTO 3(pHEXKTUBHOCTH Me-

tabonuTa B [Ba pasa Bbile. VicxogHOE BEMECTBO M €r0 OCHOBHON MeTaboJINT OKa-

3bIBAIOT MO0 AaJIUTHUBHEIA, JHMO0 CHHEPru4ecKHi 3¢G¢eXT B OTHOIIECHUH

H.influenzae B ycnoBusX in vitro M in vivo B 3aBUICUMOCTH OT IITaMMa OakTEpUH.

Tecm na ywyscmeumenvHOCMb

KonuyecTBeHHBIE METOHBI, TPEOYIOMHUE N3MEPEHUA OUAaMETpa 30HBI IIOABJICHHS

pocra, JaloT HauboJlee TOYHBIC OIECHKM HYyBCTBUTECIBHOCTH OaxTepuit K
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AHTHMUKDOGHBIM TIpenapataM. OJHa U3 PEKOMEHIYeNHIX METOAM K ‘it Olipenene-

HMS YYBCTBHTEILHOCTH HCIIONB3YET JUCKH, UIMIIPETHUPOBAHHEIE 15 MKI KJIapHTpO-

mumga (aucko-auddysunonnsiit Meron Kupbu-bayaspa); npu HHTEpIpeTaluy TECTa

JMaMeTpHl 30H MOJ@aBIeHUs pocTa KoppenupyioT ¢o 3naueHusaMu MIIK knaputpo-
| muimHa. 3Hauenns MIIK onpenensiorcs METOAOM pa3BeleHU B OyJIBOHE MM B

arape.

TIpu HCITONIB30BaHUM 3TUX METOJHMK OTHET U3 JabOpaTOpuy O TOM, YTO IUTAMM SB-

JSIETCS «IYBCTBUTEIBHBIMY», YKA3hIBAET HA TO, UTO BO3OYAUTEN: HH(EKIMH, BEPO-

STHO, OTBETUT Ha JICYCHHE.

OTBET «PE3UCTEHTHBIN) YKa3hIBAET Ha TO, YTO BO3OYAUTEINH, BOSMOXHO, HE OTBETUT

Ha JICYCHUC.

—~

OtBeT «IpOMEXyTOUHas 1yBCTBUTEILHOCTD) NPEIIONAraeT, YTO TepaneBTHYECKUH
addexT npenapara MoxkeT OBITH HEOJHO3HAYCH MIIM MHUKPOOPTaHU3M MOXKET OKa-
3aTbCS YYBCTBHUTEJBHBIM IIPH HCIIONB30BaHHMM 00Jiee BHICOKHX J03 IIpernapara.
| (IlpomexyTo4yHass 4yBCTBUTEIBHOCTH TAKKE HA3BIBAETCS «YMEPCHHOHM 4yBCTBH-
TEIBHOCTBION ).
DapmaKoKkuHemuKa
BcaceiBanye
KnaputpoMunuH xopomo 1 OBICTPO BCACHIBACTCS B HKEITY AOYHO-KUILIEIHOM TPAKTE,
AGcomoTHas OHOAOCTYITHOCTh cocTaBiseT okoo 50 %. IIpu MHOroKpaTHOM IIpH-
N eme J03bl Npernapara Kymyhxunn IIPaKTHYEeCKH He 00HapyKEeHO, U XapaKTep MeTa-
Ooxn3Ma B OpraHu3Me 4eyoBexa He u3MeHsuIcs. [IpueM MUy HerloCpeACTBEHHO I1e-
pen IpHeMoM IpenapaTa yBeIMIUBall OMOA0CTYNHOCTD IpenapaTa B CpeAHEM Ha 25
%. Ki1lapuTpOMHUITH MOXET IPUMEHSTHCS A0 €IbI HIIHK BO BpEMs SIbL.
Pacnpenenenne, MeTaboIU3M ¥ BHIBEICHHE
Invitro
KnapuTpoMunyH CBA3BIBACTCS ¢ OeIKaMH niIa3Msl KpoBH Ha 70 % B KOHIICHTpanuu
ot 0,45 1o 4,5 mxr/mn. Tlpu KoHUEHTpaluK 45 MKI/MJ CBA3BIBAHHUE CHIDKAETCS HO
41%, Bepoz;mo, B PE3YJILTATE HACBIMIEHUS MECT CBA3BIBAHMA. JTO HabiomaeTcs

| TOJIBKO ITpH KOHLIEHTPANYIAX, MHOTOKPATHO IIPCBRIIAIONIHNX TEPAIICBTHICCKYIO.
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In vivo (Bxogsuyusi M3 N242

Uccnenopauus In vivo Ha )KHBOTHBIX ITOKa3aJIx, YTO KIAPUTPOMULNH IIPUCYTCTBYET
BO BCEX TKaHMX, 3@ HCKIIOUYCHHEM LEHTPAILHONW HEPBHOM CHCTEMBI, B KOHLICHTPA-
IMSX, B Hecxom;xo pa3 NpeBbILIAaoIuX Ia3Mennsie. Hanbosee BEICOKHE KOHLICH-
tpauuy (B 10-20 pa3 BeIIe ITa3MEHHBIX) 00HAPYKHBAJUCH B IIEUCHH U JICTKUX.
300possie 006posonbybl

Ilpy Ha3HA4YEHHH KJIAPHTPOMUIMHA B j1o3e 250 Mr 2 pa3a B CYTKM MaKCHMAaJIbHAsI
koHneHTpauus (Cmax) Knapurpomuria 1 14-OH-xnapurpoMuiinHa B Ia3sMe J0-
cTHranach uepes 2-3 .mm u cocTtaBiswia 1 Mkr/mun 1 0,6 MKI/MII COOTBETCTBEHHO.
IMepuox nonyseiseAeHU (T/2) KIApUTPOMHUIIHA ¥ €T0 OCHOBHOI'O METabOJIUTa CO-
cTaBmi 3-4 yaca ¥ 5-6 4aCOB COOTBETCTBEHHO.

[Tpn Ha3HaueHuM KaapurpoMuiuHa B o3¢ 500 mr 2 pasa B cyTkH Cpax KIAPUTPO-
muiuHa ¥ 14-OH-xnapuTpoMunMHEa B IIa3Me: JOCTHUTaach IOCIE Ipuema 5-of
I03KI ¥ cocTaBmila B cpeueM 2,7-2,9 mxr/mi u 0,88-0,83 MKI/MII COOTBETCTBEHHO.
T1/2 KJIAPUTPOMUIIMHA M €T0 OCHOBHOTO MeTabonuTa coctaBun 4,5-4,8 waca u 6,9-
8,7 yaca COOTBETCTBEHHO.

Crmax 14-OH-ki1apuTpOMHILIMHA HE YBEINYMBAIACH IPOIIOPIHOHANBHO 03¢ KIapUT-
POMMILIMHA, B TO BpeMsl KaK IICPHOJ IIOJYBHIBEJCHHA KaK KIAPUTPOMHUIMHA, TaK U
€ro TUAPOKCHIMPOBAHHOIO MEeTabONUTa UMEN TEHACHINIO K YBEIHMYCHHUIO C IIOBBI-
IIeHHeM 103bl. Takas HenuHeHHas papMaKkOKMHETHKA KJIApUTPOMHUIMHA B COYETa-
HHM C yMEHbIIeHHEM oO0pasoBaHMs  14-rUApOKCHINpOBAaHHBIX M N-
JIEMETIIIMPOBAHHBIX NPOAYKTOB HpPH BBICOKMX J03aX YKa3bIBAeT Ha HEIMHEIHHBIN
MeTaboIM3M KIIapUTPOMUIMHA, KOTOPBIA CTAHOBUTCS 60Jiee BHIPaXKEHHBIM IIPH BbI-
COKHX J03aX.

IToukammn BeiBOAMTCS 0X0NO 37,9% moOCie nepopanbHOro IpreMa KIapuTPOMHUIIMHA
B 03¢ 250 Mr u 46% 1ocie npueMa KiapuTpoMuLMHa B 03e 1200 Mr; KHIIeYHHKOM
BBRIBOAUTCS 0K0JI0 40,2% 1 29,1% COOTBETCTBEHHO.

DapmarokurHemuka y NayueHmos

Knaputpomunus u ero meraboiur 14-OH-x1apuTpoMUIMH OBICTPO NIPOHMKAIOT B

TKaHH H KNAKOCTH Opranu3mMa. HmeroTes OTPpaHU4YCHHBIC HAaHHBIC,

6




COOTBETCTBYET SKCNEPTHOMY OTHYETY
ot 26.05.2

CBHMIETENBCTBYIONIME O TOM, YTO KOHLEHTpanus Kiapurpomuiinia 8 fiepebpocnu-

HAJILHOM KHIKOCTH IIPH IIEPOPATHHOM NpHeMe He3HauUTeNbHa (T.€. TONbKo 1-2%
OT KOHIIEHTPAIUK B CBIBOPOTKE KPOBH IIPH HOPMAJBHOH IIPOHHLAEMOCTH I'eMaTo-
sHiedannueckoro 6apbepa). Konnenrpanus B TKaHSX OOBIYHO B HECKONBKO pas3
BBIIIE, YEM B CHIBOPOTKE KPOBH.

B TaGJII/IHe TIIpUBEACHBI IPUMCDEI TKaHeiSBD( H ChIBOPOTOYHBIX KOHHeHTpaIII’If;Il

Konuentpanun (250 mr xaxsie 12 yacos)

ChIBOPOTOYHBIE (MKI/MIT)

Bun TxkaHu TxaneBbIe (MKI/T)
MuHzaIuHEL 1,6 0,8
Jlerxue 8,8 1,7

Hapywenus ynxuuu neuernu

V [anueHToB ¢ YMEPEHHBIM U TSDKEIBIM HapyLIeHHAMH (YHKIIMOHAIBHOTO COCTOSI-
HUS IIEYSHH, HO C COXPAHEHHOM (PyHKIMEHN MoYek KOppeKUHUs ZO3bl KIApUTPOMHU-
IMHa He Tpebyercs. PaBHOBEeCHAas KOHLEHTpanus B IUIa3Me KPOBH M CHCTEMHBIH
KIMPEHC KIAPUTPOMHUIMHA HE OTIMYAIOTCS Y NalMeHTOB AaHHOH IPYyINbI ¥ 30pO-
BBIX NMAIMEHTOB. PaBHOBECHAsA Koriuem'pauuﬂ 14-OH-xnapuTpoMHULMHA y TOACH C
HapymeHUsIMU (YHKIHHU IICUYSHU HIDKE, YEM Y 37I0POBBIX.

Hapywenue dyuxyuu nouex

IIpu HapymeHu¥ QYHKUMH 0YeK YBeNHYUBAOTCH (Cimax) ¥ MEHUMAJIBHAS KOHLICH-
tpayst (Cpin) KIAPUTPOMUIIMHA B IIa3Me KPOBH, Ty, IIomans nox hapMakoKuHe-
THYECKOM KpuBo# «koHUEHTpanus-Bpems» (AUC) xiapuTpoMHULKHA U €ro MeTabo-
JuTa 14-OH-KJIapHTp0MPILIPIHa.. KoHncTanTa snMMHHANUM ¥ BBIBEICHHE IOYKAMHU
yMmeHbpmaloTcs. CTeneHs U3MEHEHUH 3THX IapaMeTPOB 3aBUCUT OT CTCIIEHH Hapy-
IeHKs QYHKIUH ITOYEK.

Iayuenmvl nooicunoz2o 8o3pacma

VY nauyeHToB II0XHIIOTO BO3pacTa KOHIEHTpAaLUs KIApUTPOMHIIMHA U ero MeTabo-
nuta 14-OH-knmapuTpoMHUIIMHA B KPOBH ObLIA BhIIIE, 3 BEIBEACHNE MEAJICHHEE, YEM

Y I'PYIIIbI MOJIOABIX JIOJEH. O)IHaKO, II0CJIC KOPPCKIHUH C YYCTOM IIOYCYHOT'O KIIH~

peHca KpeaTHHIHA, He ObU10 OTIHYMH B 00euX rpynmnax. TakuM 06pasoM, OCHOBHOE
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BIMSHHE HAa (DAPMAKOKMHETHUECKHE IfapaMeTpHI “KiapurpoMutiina’ oKkdspiBaer

(yHKIIMS ITOYEK, a HE BO3PACT.

Hayuenmul ¢ MuK06aKm6DuaJZ'beWu umbexuwmu

PaBHOBECHEIE KOHIEHTpalMy KjiapuTpoMunusa 1 14-OH-xnaputpomMunuHa y na-
nuenToB ¢ BUU-undexuueii, moiy4apnmx KIapUTPOMULIH B 0OBIMHEIX 032X (500

MT [Ba pa3a B CYTKHd), ObUIM CXOZHBIMH C TAKOBEIMH Y 37I0pOBBIX Jofei. Onuaxo

IIpY IPUMEHECHUH KJIAPUTPOMHUIMHA B GoJiee BBICOKHX J03aX, KOTOPBIE MOTYT IIO-

TpeGoBaThCs IS JICUCHUS MUKOOAKTepHaNbHBIX HH(EKINH, KOHICHTPAllUN aHTH-
OMOTHKA MOTYT 3HAYMTEIBHO NIPEBHIIATH OObIYHbIE. Y naiueHToB ¢ BUY-undex-
nMeH, IPMHAMABIIMX KiapuTpoMunuH B fo3e 1000 mr/cyt umm 2000 Mr/cyT B 1Ba
npreMa, PaBHOBECHBIC 3HAYEHHSA Cpax OOBIMHO cocTaBsM 2-4 Mir/mn u 5-10
MKI/MJI COOTBETCTBEHHO. IIpu npuMeHeRnH npenapaTa B 60Jiee BEHICOKUX 033X OT-
Mevasoch yamHeHue T, 10 CpaBHEHHIO ¢ TAKOBBIM Y 3ZI0POBBIX JIIOAEH, IOTyYaB-
IMUX KJIAPUTPOMHUUMH B OOBIMHBIX A03aX. IIOBHIIEHNE KOHIEHTPAMHU B IUIa3Me U
yUTHHEHHE TIEPHO/Ia IIOJTYBLIBEAECHHS PN IPUMEHEHHH KIIAPUTPOMHUILIMHA B Goee
BBICOKHX JI03aX CBSI3aHO C HEJIMHCHHOH (hapMaKkOKMHETHKOH KIapHTPOMHIIMHA,

Kombunuposaunoe neuenue c omenpazonom

Knaputpomunys, mo 500 mr 3 pasa B cyTky, B KOMOMHAIMU C OMEIIPa30JIOM B 03¢
40 mr/cytku ciocoberByet yBenuuenuio Ty, 1 AUCy,4 oMenpazona. Y Bcex mauy-
€HTOB, IIOJY4YaBIINX KOMOMHUPOBAHHYIO TEpANHIO, B CPABHEHUHU C IOJIyYaBIIMMHU
OJMH oMeInpas3oi, Habmoganocs nospimenne Ha 89 % AUCoo4 u Ha 34 % Ty
oMenpasona. Y KIapuTpOMUIUHA Cpax, Cimin 1 AUCO0.0 YBEJIMYHMBAIHCh, COOTBET-
CTBEHHO, Ha 10 %, 27 % u 15 % no cpaBHEHHIO ¢ AaHHBIMH, KOTJa NIPUMEHSIICS
TOJLKO KJIIApUTPOMHLMH 0€3 oMenpa3oia. B paBHOBECHOM COCTOSIHUH KOHLEHTpa-
IIMH KJIApUTPOMMLMHA B CIM3HCTOMH XeNlyJka depe3 6 9 mociie npueMa B IPYIIE,
TI0JTy4aBIIeH KOMOMHALHMIO, B 25 pa3 MPEBOCXOMIN TAaKOBHIE, II0 CPABHEHHUIO C I10-
Jy4aBIIMMH OAMH KIApUTPOMHLKH. KOHIEHTpaLuH KJIapUTPOMHUIIMHA B TKAHIX XKE-
Jyaxa 9epes 6 4 mocie npueMa 2-x mnpenapaToB B 2 pa3a IPeBbIIIaIH JaHHEIE, 10~

JYYCHHBIC B I'DYIIIIC NIALIMCHTOB, IIOJIYYaBIINX ONUH KJIAPUTPOMHIIHH.

IHoxka3zaumns K INIPUMECHCHHUIO
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MH)EKIMOHHO-BOCIIAIUTENbHEIE 3a00NIBaHNs, BHISBAHAEIC! YyBOTBUTEIBHBIMU K

KJIAPUTPOMHIIMHY MUKPOOPTaHU3MaMH, Y B3pOCIIBIX ¥ JeTed crapiie 12 ser:

- MH(EKIUH HIDKHUX ABIXAaTENBHBIX IyTel (Takue Kak GPOHXUT, IIHEBMOHMA);

- MH(EKIMA BEPXHUX AbIXaTeNbHBIX myTeit n JIOP-opranor (Takue xak ¢apuHTHT,

CHHYCHT);

- NH(EKIUH KOXKH ¥ MATKUX TKaHe# (Takue Kak QOJUIMKYIIUT, BOCIIAJICHHE ITOAKOXK-

HOH KJIETYaTKH, poxKa);

-IMCCEMHHNPOBAHHbIC MK JIOKAJIM30BaHHBIE MUKOOAKTEpHaNbHbIe HH(EKINH, BbI-

3BauHbIe Mycobacterium avium u Mycobacterium intracellulare; noxanu3oBaHHbIC

HH(EKINH, BEI3BaHHBIE Mycobacterium chelonae, Mycobacterium fortuitum u My-
cobacterium kansasii,

-npo¢HIaKTHKa PacIpocTpaHeHUA HH(EKIHH, 06yCI0BICHHON KoMIIIeKcoM Myco-

bacterium avium (MAC), BUY-uRQUIMPOBAHHLIM IAIMEHTaM C COAEPXKAHHUEM

mumdormros CD4 (T-xennepusix muMdonuTos) He Gonee 100 B 1 Mm>;

- apagukanusa H. pylori n cCHUXEHHE 4aCTOTHI PELMANBOB 3BbI JBEHAXLATHIIEPCT-

HOM KHIIIKH;

- OJIOHTOTE€HHBIE MHGEKIHH.

IIpornBonoxa3anus

- TUIIEPYYBCTBUTEIBHOCTD K KJIAPUTPOMHULIMHY, MAKPOJIMAAM U JPYTHM KOMIIOHEH-

TaM Ipenapara;

- - OJIHOBPEMEHHBIH NPHEM KIAPUTPOMHUIIMHA C IM3ANPH/IOM, THMO3UIOM, ACTEMH30-
noM, TepbenaguHoM (cM. pasnen «BiauMozeiicTBre ¢ APYTrHUMH JIEKApCTBEHHBIMU
CpEINCTBaMM»);

- OJHOBPEMCHHEIH IIPHEM KJIAPUTPOMHIIMHEA C JIOMUTANUAOM (CM. paszen «B3aumo-
IeHCTBYE C APYTHMH JIEKapPCTBEHHBIMU CPEIICTBAMEY);

- XOJIECTaTHYECKas XKeNTyXa/TeaTUT B aHaMHe3e, pa3BUBIIeecS IIPU IIPUMEHCHHH
K1apuTpoMunMHa (cM. pasaen «Ocobble ykazaHum»);

- OJIHOBPEMEHHBIA NpHEM KIAPUTPOMHUIIMHA C IPrOTaMHMHOM MM AUTHAPOIProTa-
MUHOM (CM. pasnen «B3aumoeiCcTBre ¢ APYTHMHE JIEKapCTBEHHBIMH CPEICTBAMMNY );

= OIIHOBpeMeHHBIﬁ IIpHEM KIIApUTPOMHIIMHA C KOJIXHIIMHOM,
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- OJHOBPEMEHHEIHA IIpHeM KIApHTPOMMIMHA ¢ MHasoiamMoM’ Ans ‘HepépansHoro

npuMeHeHHus (CM. pasgmen «BsanMopeHcTBHE ¢ APYTMMM JNEKApCTBEHHBIMA IpeTia-
paTammy);

- OMIHOBPEMEHHBIN NMpPUEM KJIAPUTPOMHLMHA C THKArpelIopoOM HJIH PaHOJIA3HHOM
(cm. paszen «B3aumozneHcTBIE ¢ APYTHMH JIEKAPCTBEHHBIMA CPEAICTBAMUY);

- KIaPUTPOMHIIMH HE CIEAYET MPUMEHATH Y MALHEHTOB € 3JEKTPOIUTHBIMH Hapy-
IEHUAMH (THIIOTIIMKEMHEH HIM IHIIOMArHMEMHEH) B CBS3H C PUCKOM YIJIMHCHHS
untepBana QT) (cm. paszaen «Ocobble ykazaHUA»);

- yymnHenue untepsaya QT B anHamHese, (BpOoXXACHHOE WM NPHOOPETEHHOE 3ape-
THCTPUPOBaHHOE yiHeHHe nHTepBana QT) niun sxemynouyxopas apuTMIL, BKIIIO-
yas XENYIOYKOBYIO TaXHKApAMIO THIA «IHPYIT» (cM. pasmensl «Ocobble ykasa-
HUs» U «B3auMoeiicTBUe ¢ APYTHMH JIEKapCTBEHHBIMU CPEICTBAMIN);

- TSDKENAs MIEYCHOYHAsT HEAOCTATOYHOCTD, npofexaromax OJHOBPEMEHHO € IO4Yey-
HO¥M HEAOCTATOYHOCTBIO;

- X0JIecTaTHUYEeCKas XKeJNTyXa/TeNaTHT B aHaMHe3€, pa3BUBIUMECS IIPH IPUMEHEHUH
KknapuTpoMuiMHa (M. paszgen «Ocolbie yxazaHus»);

- OIHOBpPEMEHHBIH IpueM KiIapuTpomunuHa ¢ uHruburopamu I'MI-KoA-penyk-
Ta3bl (CTATUHAMH ), KOTOPHIE B 3HAUNTENHHOM CTEIIEHN MeTaboIm3upyoTes uzodep-
menToM CYP3A (JroBacTaTHH WIM CHMBAaCTaTHH), B CBSI3U C JIOBBIDIEHHEM DHCKa
Pa3BUTHS MUOIIATHH, BKJIIOYas pabdaoMuonus (cM. paszaen «B3auMopeiicTBuIE ¢ Apy-
I'MMH JIEKAPCTBEHHBIMH TIPENIapaTaMm» );

- nopnpus;

- IEPHOA I'PYIHOrO BCKaPMJIMBAHUS;

- Bo3pact zo 12 ner (3¢ exruBHOCTS M 6€3011aCHOCTE HE YCTAHOBJICHSI).

C 0CTOPOXKHOCTBIO

- I0YeUHasi HeIOCTATOYHOCTh CPEAHEN U TSXKENION CTEIICHH TSKECTH,

- IEYCHOYHAs HEJOCTATOYHOCTh CPEAHEH U TSHKEIION CTEIICHH THKECTH;

- OIHOBPEMEHHBIA IIPUEM KIAPHTPOMHLMHA ¢ OEH30AHA3CIIMHAMH, TAaKUMH Kak

dJllipasoJjiaM, TpHA30JIaM, MHUAA30JIaM A1 BHYTPHBEHHOI'O IIPHMCHCHHA HIIH 1A
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HAaHECEHHS Ha CIM3UCTYIO 000JI0UKY pTaj(cM. pasaeir«BsauModei¢Teue & apyruMu

JIEKapCTBEHHBIMH IPEIIapaTamMu»);

- OJHOBPEMEHHBIN IIPHEM C IIpemnapaTaMH, KOTOphle MeTabonu3upyloTes n3odep-
menToM CYP3A, Hanpumep, kap6aMa3senyd, MHIOCTA30J1, IUKIOCIIOPHUH, AX301IH~
paMuzi, METHINPEAHK30I0H, OMENPa30Jl, HEIPSMBIC aHTHKOATYJISAHTEI (HalpuMep,
BaphapuH), XuHUAUH, prudalbyTun, cCHIgeHa(UI, TAKPOIMMYC, BHHONACTUH (CM.
paszen «B3aumozelcTBre ¢ APYTHMH JICKAPCTBCHHBIMH IIpEIIapaTaMm»).

- OHOBPEMEHHFIH IIpHEM ¢ IIpenapaTaMy, MHAynUpyomuMy u3opepment CYP3A,
HanpuMep, pudammnuiyH, ¢eruTonH, xapbamasenuH, (enobapOuTan, 3Bepoboit
NPOABIPSABICHHBIN (cM. paszmen «B3aumomeHcTBUE C IPYTHMH JIEKAPCTBCHHBIMU
HperapaTamMmmy);

~ OJHOBPEMEHHBIN NpHeM KJIAPUTPOMHUIIHA CO CTATHHAMH, HE 3aBUCHIIIMH OT Me-
tabonusma u3zopepmenta CYP3A (manpumep, QuryBactaTH) (M. paszen «B3anmo-
JEeHCTBHUE C JPYTHMMH JIEKAPCTBEHHBIMHU NIpEIIapaTaMu»);

- OHOBPEMEHHBIN IIpHEM ¢ 6I0KaTOpaMH «MEIEHHBIX)» KalbI[MEBBIX KaHAIOB, KO-
Topsle Merabonusupyercs uzopepmenrom CYP3A (manpumep, Bepanamil, amio-
IUIIUH, AWITHA3EM);

- OZIHOBPEMEHHBIH IIpHEM C TIepopalIbHBIMHI AHTHKOATYJITHTaMH IIPSMOTo AeHCTBY,
TaKHMH Kak faburarpaH, puBapokcabaH, anukcabaH, 0COOCHHO y MALEHTOB C BBI-
COKUM PUCKOM Pa3BUTHUA KPOBOTCUCHHIA;

- IALMEHTSH! ¢ umeMudeckoit 6onesHno cepaua (MBC), Tsmxenoi cepaeyHoi Heno-
CTATOYHOCTHIO, THTIOMarHueMKel, BripaxkeHHO Opaaukapaueii (Menee 50 yi/Mun),
a TakxKe MalleHThl, OAHOBPEMEHHO NIPUHUMAIONIE AHTHAPUTMHYECKHUE IPEapaThl
IA xnacca (xuHnauH, npoxanHamun) u 111 xnacca (noderumy, aMHOAapoH, coTa-
J10JI);

- 6epEMEHHOCTb.

IlpumcHenne npu GepeMEeNHOCTH H B IEPHOA TPYAHOT0 BCKAPMJIMBAHUSA
Bepemennocmo

Be30macHOCTh MCIIOJIB30BaHHs KIAPUTPOMHLMEA BO BpeMst 6EpEMEHHOCTH HE YCTa-

HOBIJICHA.
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OCHOBBIBAsACH HA PA3IMYHEIX PE3YJIBTATEX, Oy ISHHEX B HECTe oBat

BOTHBIX, 4 TAKXe Ha ONBITE IPUMEHEHHUS Y JIIOACH, HENIb3s HCKIIOYHTh BO3MOXXHOCTE
HeGNaronpusATHOro BO3ZAEHCTBMA Ha 3MOpHoderamsHOe passuTHe. HexoTopbie
HaOMI0JaTeNLHBIE UCCIICAOBAHMYS, OLCHUBAION(NE BO3EHCTBIC KIADUTPOMUILIMHA B

I u II TpuMecTpax GepeMEHHOCTH, BHIABHIIM IOBBILICHHBIA PUCK CaMOIIPOH3BOIIb-

" Horo abopTa 10 CPaBHEHHIO C OTCYTCTBHEM aHTHOMOTHKOTEPAlMU MIM IPHMEHE-

HHEM JPYI¥X aHTHOHOTHKOB B aHAIIOTHYHEIC CPOKHM OepeMeHHOCTH. MMerompuecs
SMUAEMHOJIOTHYECKHE HCCIIEA0BAaHUS PUCKA CEPHE3HBIX BPOXKIACHHBIX IIOPOKOB pa3-
BUTHSA NIPH IPUMCHEHNH MaKpOJBIOB, BKIIOUAsA KJIAPUTPOMHUIMH, BO BpeMs Gepe-
MEHHOCTH ,neMOHprnpylof IPOTHBOPEYMBLIE PE3YIIHTATEL.

[TpumeneHue KIapuTpOMHUIIMHA IIpu 6epeMeHHOCTH (0co6eHHO B I TpuMecTpe) BO3-
MOKHO TOJILKO B CIIy4ae, KOra OTCYTCTBYET aJIbTepHATHBHAS Tepamus, a NOTCHIH-
aJbHAs T0JIb3a IS MAaTEPH NPEBBINAET OTEHIMAILHBIA PUCK AT TUIOJA.
Jlaxkmayus

BBIIO ycTaHOBJIEHO, YTO PeOEHOK, HAXOAUBIIMICA Ha IPYAHOM BCKapMIIKMBAHUM,
MOXET IOIy4UTh OKoJIO 1,7% OT MaTepHHCKOMH [03bl KIaPUTPOMHLIMHA C IIOTIPaB-
KOH Ha Maccy Teja MaTepH. be3onacHOCTh IPUMEHEHHUST KIIAPUTPOMHUIMHA IS Je-
TEH Ha IrpyAHOM BCKapMJIMBaHMHU He ycTaHOBIIeHA. IIpn HeoOXoquMocTH npreMa B
IIEPUOJ IPYAHOrO BCKapMIIMBAHHSI KOPMIICHHE I'PYAbI0 HEOOXOAUMO NIPEKPATHTh.
DepmunvHocmb

HccnenoBanus, IpoBEACHHBIE HA KPHICAX, IOKA3aIM OTCYTCTBHE BIUSHUA HA (ep-
THIBHOCTb. -

Cnoco0 npuMeHeHHs B X03b1

Js npuema BHyTpb. He3aBUCHMO OT IIpHeMa ITHIIH.

B3spocneiM 1 getaM crapme 12 set - mo 250 Mr xJ1apuTpOMHINHA 2 pasa B ACHb,

B cnyuae 6ostee Tspxenoro TeueHus nHGEKIUH 403y yBerauBaloT 10 500 mr 2 pasa
B JeHb. OOBIUHAS IIPOJOIDKUTEILHOCTS JICUEHHs COCTABIAET OT 5 o 14 nueii.
HcxmoueHne cocTaBisioT BHEOOIBPHUYHAS [THEBMOHMS ¥ CHHYCHT, KOTOpBIE Tpe-
Oy10T IeueHus ot 6 j1o 14 aueit.

Ho3zvl Ona nevenus muxobakmepuanvHoix uHexyull, Kpome mybepkynesa.
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IIpn MuKOGaKTEPHATBHBIX HHDEKIHAX PEKOMEHIOBAHA 2054 KifapnTpoMHiinaa 500

MT 2 pa3a B JI€Hb.

Jleuenne auccemunupoBaHHbIX MAC undexuuit y nauuenros co CITHU] cuenyer
IIPOJIOJIKATH [0 TeX IOP, TOKA UMEETCS KTHHAYECKAs 1 MHKpoOuonoruyeckas 3¢-
dexTuBHOCTH. KIIapuTpOMMUIMH ClleNyeT IPUMEHATh B KOMOMHAIUH C ADYTHMH aH-
THEMHKPOOHBIMH IIpeliapaTaMy, aKTHBHBIMHE B OTHOLIEGHHH NAaHHBIX BO3OYAUTENEH.
JUIHTENEHOCTD JICUCHUs OPYTHX HEeTYyOEepKYJNEe3HBIX MHUKOOAKTEpHANbHBIX MHQEK-
1Mii yCTAHABIIMBAET Bpay. |

Jna npodhunaxmuxu unghexyud, evrzsannvix MAC:

Pexomenyemas 103a KIapUTPOMHLMHA U1 B3poCibIX - S00 Mr 2 pa3a B JieHb.
IIpu 00onmozennvix unghexyusx K03a KIApUTPOMHUIIMHA cocTaBisieT 250 mr 2 pasza
B JICHb B TEUYEHHUE 5 JHEH.

s apadurxayuu H. pylori.

Y nmanuesToB ¢ A3BEHHON 00JIE3HBIO, BEI3BAHHOM ﬁmbemneﬁ H. pylori, xiaputpo-
MHLYH MOXHO IIpUMEHATH 110 500 Mr 2 pasa B eHh B KOMOMHAINY ¢ APYTHMH aH-~
TUMUKPOOHBIMH IIpenapaTaMi ¥ MHruOUTOpaMu IPOTOHHOIO HAacoca B TEUCHHE 7~
14 nHelt, B COOTBETCTBMM C HALMOHATBHBIMU M MEKTYHAPOAHBIMH PEKOMEHIALIH-
SIMHU 110 1euenuo nndexuuu H. pylori,

Iayuenmul ¢ noueuHoU HEOOCMAMOYHOCMBIO

[TanpeHTaM ¢ KJIMpEeHCOM KpeaTHHHHA Oonee 30 MI/MHH KOPPEKIHH 03Bl HE Tpe-
Oyercs. Ilanuentam ¢ KIMpeHCOM KpeaTnHuHa MeHee 30 MI/MHH Ha3HAYaloT I0JIO0-
BUHY OOBIMHOM O3B! KJIIAPHTPOMHULIMHA, T.e. 250 Mr 1 pa3s B JeHb wiH, Ipy GoJee
TSDKEJIBIX MH(ekuusax, no 250 mr 2 pasa B jeHb. JIedeHHE TaKUX IALUCHTOB IIPO-
JIOIDKAIOT He Ooiee 14 mueit.

Haz;ueumbz RNOJICUNO20 8o3pacma

VY nanueHToB MOXUIOTO BO3PACTa C IOYEYHOH HEJOCTATOUHOCTHIO TSKENOH CTe-
IEHN Heo0X0iMa KOPPEKTUPOBKA JIO35L. B 11e10M, IalMeHTH TOXKHIIOTO BO3pacTa
MOTYT 6BITH O0JICE TOABEPIKEHBI TAKUM 3 deKTaM, KaK TAXHKApANI THIIA KITHPYIT»,

APHTMHSA, 4CM MOJIOABIC NTAITUCHTHI.

Ilpumenenue y demeii maaowe 12 nem
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JIOCE.

IIoGouynHoe aeicTBHE

Knaccuduxanys 4acTOTH pa3BUTHs 10004HBIX 3¢QdexToB BeeMupHoi opraHu3a-

1uu 3apasooxpanenus (BO3): ouens yacto - >1/10; wacto — ot > 1/100 mo <1/10;

HewacTo - > 1/1000 mo <1/100; peaxo — ot > 1/10000 mo <1/1000; oyens peaxo-

<1/1000, BKIIOYas OTAEHBHBIC COOOINEHNs ; HACTOTa HEHM3BECTHA (HA OCHOBAHHH

MMEIOIHXCS JAHHBIX OI[EHUTH HEBO3MOXHO).

CHncTeMHRO-0praHHbIH
KJjace

Hacrora

HexenaTeabHble peaknun

Hadexiuy 1 HHBA3HH

Heuacto

EIUIIONHUT’

KaHIUI03,

raCTPOSHTEPHUT,

BTOpUYHbIE MHMEKIUK (B TOM YHCIIE Ba-
THHAJILHEIE)

YacroTa
HEH3BECTHA

HCGBI[OMOMGP&HOBHHﬁ KOJIUT, pOKa

Hapymenus co CTOpOHBI
HMMYHHOH CHCTEMBI

Yacto

ChIIb

HeuacTo

aHahMIAKTOM/IHAN PEAKIHs’,
TUIEPYYBCTBUTENLHOCTD,
JepMaTHT GyInesHbii’,
3yz,

KpaNuBHHIIA,

MaKyJIONaIyIe3Has ChIIIh

YacToTa
HEHU3BECTHA

aHa(uIIaKTHYECKas peaKmus,
aHTMOHEBPOTHYECKHIT OTEK,

Cephe3HbIe KOXKHBIC HEXellaTeIbHbIC pe-
aKIuu (HampuMep, OCTPBIH TeHEpanu30-
BaHHEIH

9K3aHTEMATO3HBIH NYCTYIE3),

cuaapoM CtuBeHca-/[)koHCOHA,
TOKCUYECKHI SIIMIepMaIbHBIN HEKPOJIH3,
JIEKAPCTBEHHAA CHIIb C 303MHO(WINEH U
cucteMHor cumrroMaTukoi (DRESS-
CHHIPOM)

Hapymenns
MeTabonu3Ma U IUTAaHUS

Heuacto

AHOPEKCHS,
CHI)KEHHUE aNIeTHTa

IIcuxuueckue
HapyiIeHUs

YacTo

OeccoHHHUIA

Heuacro

OeCIIOK0HCTBO,
MOBBIIIEHHAs BO30YIMMOCTE>

YacroTta
HEH3BECTHA

IICUXOTHYECKUE PACCTPONCTBA,
CIIyTaHHOCTb.CO3HAHUA,
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JETIpECCHS,

JIc30pHEHTaIHS,

raJUIOIHHALMH,

HapyIIeHNs CHOBUACHHUH («KOIIMapHEIE»
CHOBUIEHHSA),

IIapecTe3us,

MaHHA

Hapymesns co cTOpoHsI
HEPBHOH CHCTEMBI

Yacro

rOJIOBHAs GOMB,

Heuacto

JIMCTEB3HS
TI0Teps CO3HaHHs!,
IOUCKHHE3Ms!,
TOJIOBOKPY:KEHHUE,
COHJIMBOCTE,

TPEMOP

YacroTta
HEHU3BECTHA

CYJIOpOTH,

areB3us (MOTEpA BKYCOBBIX OIIYILIECHHH),
apocMus,

aHOCMMUS

Hapymenna co cTopoHBI
Oprasa ciyxa ¥ 1abHpHHTa

Heuacto

BEPTHUIO,
HapyIIeHHE CIyXa,
3BOH B yIlIax

YacroTa
HEM3BECTHA

TIIyXoTa

Hapywenust co CTOpPOHBI
cepaua

Heuacto

OCTaHOBKa cepaua’,

(ubpwuianus mpexcepauit’,

yuinHenne untepsana QT Ha anextpo-
KapauorpaMMe,

SKCTpacHCTONHs

olyLIeHNne cepauedueHus

YacTora
HEU3BeCcTHA

EeJIYLOUKOBask TAXMKAPAUA, B TOM YHCIIE
THIIA «ITHPYITH,
(UOPHILIANNSA KENYIOUKOB

Hapynienuss co cTOpOHBHI
COCYZIOB

Yacro

BazOqUIIATALHA!

Yacrora
HEU3BECTHA

KpPOBOTCUCHHC

Hapyimenns co CTOPOHEI
JBIXaTeNBHOH  CHCTEMBI,
OpraHoB IPYAHON KIETKH
U CPEJIOCTEHUS

Heuacto

acTMal,
HOCOBOE KPOBOTEUEHHE?,
TpoMBo3mbonus 1eroaHoi aprepun’

XKenynouno-xunieynsie
HapyIIeHUs

Yacto

vapes,

.| pBoTa,

JHUCHENCHS, .
TOIIHOTA,
0016 B 001aCTH XHBOTA

Heuacro

a30¢arur’,
ractpoasoareansHas pediokcHas 6o-
Je3HE?,
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racTpur, (Bxopauwwi M3 N=4240303)

IPOKTAIrHA,
CTOMATHT,

TJIOCCHT,

B3J[yTHE JKHBOTA,
3a1op,

CYXOCTb BO PTY,
OTPBIKKA,
METEOPH3M,
XOJIECTA3,

TeNaTHuT B T.4. XONECTaTUUECKHH WIH Ire-
NaTOLEIIIIOIpHEIH*

YacroTa
HeU3BEeCcTHA

OCTpBIH NAHKPEATHT,

H3MEHEHHE IBeTa s3bIKa 1 3y00B,
IeYeHOIHAs HeJOCTaTOYHOCTD,
XoJecTaTHyecKas KenTyxa

Hapymenuss co CTOpOHSI
KOXH H IOJKOXKHBIX TKa-
Hel

Yacro

HHTCHCHBHOC IIOTOOTACIICHHC

Yacrtorta
HEu3BECTHA

aKHe

Hapyumeauss co CTOpOHBI
MBIIIEYHOH, CKEJIETHON H
COEIMHUTEIILHON TKAHH!

Heuacro

MBIIIEYHBIH crasm’,
KOCTHO-MBIIIEYHAs CKOBAHHOCTh!, Mu-
anrug’

YacroTa
HEN3BECTHA

pabromuonus?’,
MHOIIATHSA

Hapymenus co cTOpoHSI
IOYEK M MOYEBBIBOJAIINX
NyTeH

YacToTa
HEU3BeCTHA

[I0YeYHas HEJOCTaTOYHOCTD,
HMHTEPCTUIHATIBHEIN HEQpHT

OOume HapylIEeHHS U pe-

Ouenp YacTo

GIe6HUT B MecTe HHBEKIIHM]

aKIHHU B mecre | Yacro Gonb B MECTe MHBEKIUH,
BBEJICHUSA BOCIIAJICHHE B MECTE MHBEKIHAN'
Heuacro HeZoMorague?,

THIEPTEPMHES,

aCTEeHH,

Gonp B rpyaHOH KneTKe?,

03H06?,

YTOMIIIEMOCTD
JlabopaTopHusie U | Yacto OTKJIOHEHME B IICUYEHOYHOH Npobe
MHCTpYMeHTaNbHEIE JaH- | Heuacro TIOBBIIGHUE  KOHIIEHTPAMH  KPEaTH-
HEIE HuHa!,

TIOBBIIIEHHE KOHIEHTPAlH MOYEBHHE!!,
M3MEHEHHE OTHOLIEHHS
ans6ymun/rnoGynun’,

JIEHKOIIEHMS,

HeirporieHus®,

303uHOGUIH?,

TpoMBOIHTEMHSA®,
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aaHnHaMuHOTpaHcepassl (AJIT),
acniapratamuaoTpanchepasst (ACT),
rammariyTamuntpadcdepassr (ITT)4,
menouHoit pocdarassr?,
nakTaTaeruaporesassl (JIM)*

Yacrora arpaHyJIOLHUTO3,

HEU3BECTHa | TPOMOOLMTONEHNU,

YBEJIHUCHHE 3HAUECHUS MEXIYHAPOHOTO
HOpManu3oBanHoro otHomenus (MHO),
yUIMHEHHE IPOTPOMOHMHOBOIO BPEMEHH,
HN3MEHEHHUE IIBETa MOYH,

NOBEIIEHHE KOHIEHTpAIlMK OunnpyOuna
B KPOBH

Ilpumeuanue: *- B HEKOTOPBIX COOOIIEHUIX 0 pabOMUONIN3E KIIAPUTPOMHULIVH IIPH-

HUMAJICSI COBMECTHO ¢ APYTMMH JIEKaPCTBCHHBIMHM CPEACTBAMH, C IPUEMOM KOTO-
PBIX, KaK U3BECTHO, CBA3aHO pa3BUTHE pabaoMHuonn3a (CTaTHHbI, GHOpPaThI, KOJIXH-
IIMH WM aJUIOIypHHOIN); 1-co06ImeHns 0 JaHHBIX MOOOYHBIX peakuix ObUIH 0Ty-
4YeHb! TONBKO TIPH IPUMEHERHH NPenapaTa, JHOGIMIN3AT UL TIPUTOTOBIEHHS Pac-
TBOpA Uit uHGY3uit; 2- cOOOIEHNUA O NAHHBIX MOOOYHBIX peakuusaX ObUIM Momy-
YEHEI TOJIHKO IIPH IPUMEHEHHH IIpernapara, TabIeTKy ¢ IPOJIOHTMPOBAHHBIM BBICBO-
O0oXXIeHUEM, TTOKPHITHIC IIEHOYHON 000JI0YKOi; 3- cooOleHns 0 JaHHBIX N060Y-
HBIX peaKkuysax ObUIN MOJIyYEHBI TOJIBKO IIPH IPUMEHEHHH NIperapaTa, rpaHy bl AL
TIPUTOTOBJICHUS CYCIEH3HH UL IpHEeMa BHYTpPb; 4-co00IIEHHs O JaHHBIX 1000Y-
HBIX peaKIusIX OBLIM IIOIy4eHE! TOJIBKO NIPU IPMMEHEHHH NIpeTiapara, TadiaeTky, Io-
KPBITHIE IIJIEHOUHOH 000JIOUKOA.

ITayuenmol ¢ NOOABNEHHBIM UMMYHUMENOM

V nanmentos co CITU oM 1 ApyTHMY HMMYHOAEDHIATAME, TIONYYAIOMHX KIAPHT-
poMHuIMH B 6oNee BRICOKUX 03aX B TEUCHHE JUINTENHHOTO BPEMEHH IS JICUCHUS
MHUKOOAKTEpHANBHBIX MHQEKIMHA, 9acTO TPYOHO OTIMYHMTH HeXeNaTelbHble 3¢-
(exTrl npenapara ot cumMntoMoB BUU- pudeknun WM conyTcTBYyIOwero 3abome-
BaHUSL.

Hawnbosiee 4acThIMM HEXXENATEIHBIMH SBIEHUSIMH Y MALMEHTOB, IPHHAMABIIHX CY-
TOYHYIO J03y KJIapHTpOMHIMHA, paBHYyI0 1000 mr, Opum: TOMHOTA, pBOTA, U3Bpa-

IIEHHE BKyca, 606 B 0071aCTH XKUBOTa, JUapes, ChIllb, METEOPH3M, TOJIOBHAA 6OIb,
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3a110p, HApYLICHHE CIyXa, NoBbIIIeHHe dKTHBHOCTH-ACT mAJITN B! kpoBi. Taoke

OTMEYAINCh CIyYa HeXXeNaTeNIbHbIX SIBICHUH ¢ HU3KOH 4aCTOTOH BO3HMKHOBEHHH,
TAaKMe KaK OJIbIIIKa, OECCOHHMLIA M CYXOCTh CIIM3UCTOH 060JI0UKH JIOJOCTH PTA.

VY HAamUeHTOB ¢ NOJABJIEHHHIM MMMYHHTETOM IPOBOJMIM OLEHKY JabopaTOpHBIX
THI0Ka3aTelel, aHaIu3uPys UX 3HAUNTENbHEIE OTKIOHEHUA OT HOPMBI (PE3KO€ IIOBEI-
IIEHHE MM CHIkenne). Ha ocHOBaHMM JaHHOTO KpUTepHa y 2-3 % IalHeHToB, 11o-
JIyYaBIIKX KJIAPUTPOMHUIMH B fo3e 1000 mr excenHeBﬁo, OBUI0 3apEruCTPUPOBAHO
snaunTensHoe nopbimeHue akTHBHOCTH ACT u AJIT B xpoBH, a Takxe CHIDKCHHE
ypCIa JIEHKOLMTOB ¥ TPOMOOUHMTOB. Y HEOOIBLIOro YHUCIIa NAIUEHTOB TaKxke ObII0
3aPErHCTPHUPOBAHO IIOBHIIICHUE KOHIEHTPAIMM OCTATOYHOTO a30Ta MOYEBHHEI.
Iepeno3supoBka

Cumnmomsr: ipueM GOJIBIION NO3BI KIAPUTPOMHULIMHA MOXET BBI3BAaTh CHMIITOMEL
HapYLICHUH CO CTOPOHEI JKeJIyAOYHO-KUIIEYHOrO TPAKTa. |

VY oxHOro nanueHTa ¢ GUIOJIIPHBIM pPacCTPOMCTBOM B aHaMHe3e Iocie pueMa 8 r
KJIapUTPOMHIIMHA ONUCAHEI CIyJau M3MEHEHHs IICUXUIECKOTO COCTOSHUS, IIapaHo-
HJAIBHOE IIOBECHHE, TUIIOTVIMKEMHUS U THIIOKCEMHUS.

Jleyenue: TIpH TIepeJO3UPOBKE CIEAYET YAAUIUTH HeaOCcOpOHpOBaHHEIH Npenapar u3
KEJyLOYHO- KUIIEYHOT'0 TPaKTa U IIPOBECTH CHMIITOMAaTHYECKYIO Tepanuio. I'emMo-
IVanu3 ¥ IepUTOHEANbHBIH JAUAIU3 HE OKAa3bIBAIOT CYILIECTBCHHOIO BIMSHHSA Ha
KOHLECHTPALHIO KIAPUTPOMHUIIMHA B IIIa3MeE, YTO XapaKTePHO U UL ApYTHX IIpera-
PATOB I'PYIIIBI MAKPOJIMIOB.

B3auMoaeiicTBUS ¢ APYIAMH JEeKAPCTBEHHBIMHU IIPeNapaTaAMM

Ipumenenue cneoyrouiux RpenRapamoe COBMECIHO ¢ KiapumpomMuuuiom npo-

MUGOHOKA3AHO 8 C8A3U C 803MONCHOCHILIO PA3CUMUA_CEPLE3HLIX HODOUHBIX 3()-

eKmos:

Huzanpuo, numo3ud, mepghenaoun u acmemu3zon

ITpu coBMECTHOM IIpHEME KIAPUTPOMMIIHHA C ITU3AIPHIOM, TUMO3UIOM, TepdeHa-
JMHOM, aCTEMH30JIOM COOOINAIOCh O IOBBILECHHH KOHIEHTPALUM IMOCICOHUX B
IUIa3ME KPOBH, YTO MOKET NPHUBECTH K yBenuueHuo nHTepBaia QT u mossieHuio

CEpPJEUHBIX apUTMHM, BKIIOYas XKENYHOYKOBYIO TaXHKapAuo, (GpuOpumianuio
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JKEITYIOUKOB U XKeJyJI0YKOBYIO TaXUKAPHIO THIA WHpyssy (Cm!!

MY OTUETY

pash SsHeH «IIpotu-

BOIIOKA3aHHUS» ).

Ankanouosi cnopeirnbu

ITpu COBMECTHOM NPUMEHEHUH KIAPUTPOMHUIIMHA € 3PrOTaAMHHOM UIIN zm'rmlpoap-
rOTAMHHOM COO0IIAJIOCH O BO3MOXHOCTH CIEAYIoNHX 3P PeKTOB, CBA3aHHBIX C OCT-
PBIM OTpaBJICHMEM IIpenapaTaMy IPYIIbl 3prOTAMUHOB: COCYIAUCTHIH cIlasy, HIle-

MHSI KOHCUHOCTEH M APYTrux TKaHCﬁ, BKIIIOYasa LICHTPAJIbHYI0 HEPBHYIO CHCTEMY.

- OZHOBpPEMEHHOE IIPUMEHEHHE KIAPUTPOMHIIMHA M aJKAJIOHJOB CIIOPHIHBY IMPOTH~

BOHOKa3aHo (cM. pasnel «IIpoTHBOIIOKa3aHUAN).

Muoazonam ons nepopanbHo20 npUMEHEHUSA

ITpu coBMECTHOM NIPUMEHEHNH MHJa30J1aMa 1 KIapUTPOMHUIMHA B hopMe TabeTox
(500 mr nBa pasza B ieHB) oTMeuanoch yeennuyenue AUC Muaazonama B 7 pas mocie
nepopanbHOro npuema. OAHOBPEMEHHBIN NPUEM KIAPUTPOMULIMHA C MUJIA30]1aMOM
IUIsl TIEpOPAaIbHOYO NMPUMEHEHHS MIPOTHBOIOKA3aH (CM. paszeln <<H150TnBon0Ka3a~
HUS»).

Huzubumoper I MI'-KoA-pedyxma3zer (cmamuriot)

COBMECTHBIN NIPHEM KIIADUTPOMUIIMHA € JOBACTATUHOM MM CHMBACTaTHHOM IIpO-
THBOIIOKa3aH (cM. pasgen «IIpoTHBOMOKAa3aHUA») B CBA3H C TEM, YTO JaHHLIE CTa-
THHBI B 3HAYUTENILHON cTeneHn MeTabommsupyrorces n3odpepmentom CYP3A, u cos-
MECTHOE IIPUMEHEHHUE C KIAPUTPOMHUIITHOM IIOBBIIIACT MX IUIA3MEHHBIEC KOHIICHTPA-
I[MH, YTO IPUBOJUT K IIOBBIILIEHUIO PHCKA Pa3BUTHS MUOTIATUH, BKIITOUas pabaomuo-
3. Coobmanocs o cnydasx pabAoMHONN3a Y NAIUEHTOB, IPUHIMABIINX KIapUT-
POMHIIMH COBMECTHO C AaHHBIMU IpenaparamMu. B cirydae HeoOXoquMocTH nipuMe-
HEHMS KJIApUTPOMHLIMHA, CIeAyeT IPEKPaTUTh MPUEM JIOBACTATHHA UM CUMBACTa-
THHA Ha BPEMsI TeparuH.

KnaputpoMuIMH ciefyeT NpUMEHATh ¢ OCTOPOIKHOCTHIO NIPH KOMOMHHPOBaHHOH
TEpallMM C APYTUMH CTaTHHaMH. PEKOMEHIyeTCs NPUMEHSTh CTATUHBI, HE 3aBUCS-
mue ot Metabonusma n3odpepmenta CYP3A (manpumep, daysacratun). B ciygae

HCOGXOHHMOCTI/I COBMECTHOT'O IIpHUEMa, PECKOMEHAYETCA IIPUHUMATh HAUMCHBIUIYIO
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no3y craruna. CiaemyeT KOHTpONHPOBaTH pa3BuTHe HPUBHAKOB'H CHMHTOMOB MHO-

EFTY
= B

IIaTHH.

Jdomumanuo

OnHOBPEMEHHEIH IIPHEM KJIAPUTPOMHUIMHA C JIOMUTAITHIOM IIPOTHBOIIOKA3aH H3-3a
PHCKa CYIIECTBEHHOTO TIOBBILIEHHS aKTHBHOCTH TPaHCaMMHA3 B IIa3Me KpOBH (CM.
pasaen «I[IpoTuBonoKaszaHusm?).

Kombunauuu, mpeﬁvlomue nRpUMEHerue ¢ 0CIOPOIICHOCMbIO

Coemecminoe npumenenue ¢ 2UOPOKCUXTIOPOXUHOM U XTAOPOXUHOM

JanHple HaOMOJEHUH TIOKAa3alH, YTO COBMECTHOE IIPHMEHEHHE a3HTPOMHIIMHA C
THAPOKCHXJIOPOXUHOM Y NAaHUEHTOB C PEBMATOMIHEIM apTPUTOM CBS33HO C IIOBHI-
IICHHEIM DHCKOM CEpACYHO-COCYAUCTBIX COOBITMH M CEpAEYHO-COCYAHCTOH
cMmepTH. M3-3a BO3MOXKHOTO @HAJIOTHYHOI'O PHCKA ITPH IIPUMEHEHNH APYTHX MaKpo-
JUJOB B COYETAHUY C I'MAPOKCUXIIOPOXHHOM HIIH XJIODOXHMHOM CIEAYET TIIATEILHO
B3BECHTH COOTHOILICHHE I10JIB3BI ¥ PHCKa, NPEXxJe YeM HazHa4yaTe KiapuTpoMUIMH
MIOOBIM IALMEHTaM, IIPUHAMAIONMIX THAPOKCUXIIOPOXHH HIIH XJIOPOXHH.

Bnuanue opyzux nekapcmeenHbix RPenapamos Ha KapumpoMuuun
IIpenapartsl, sensommecs uHAykTopamu u3odepmenta CYP3A (Hanpumep, pu-
dammunuH, ¢penuronH, kapbamaszenus, ¢enodbapbuTan, 38epodoil IPOABIPIBICH-
HBIiT), MOTYT MHAYLIMPOBATh META00IU3M KIAPUTPOMHUIMHE, 3TO MOXKET IPUBECTH
K CyOTepaneBTUYECKON KOHLIEHTPAMH KIApUTPOMULMHA, YTO IIPUBOJUT K CHIDKE-
HuIO0 ero 3¢ dexTuHOCTH. Kpome Toro, HeoOxoauMo HabIIOAATE 3a KOHLICHTpALUEH
unaykropa nzopepmenta CYP3A4 B mia3smMe KpoBH, KOTOPBIA MOXKET ITOBBICUTHCS
u3-3a uHrHOupoBanus uzodpepmenta CYP3A xiaputpomunusoM. [Ipu cosMecTHdM
npuMeHeHun pudabyTHHA U KIIapUTPOMHUIMHA Hé6nm1{anocs IIOBBIIIEHHE TIa3MEH-
HOM KoHUEeRTpanuu pudabyTHHa 1 CHIDKEHHE IUIa3MEHHOM KOHIIEHTPAlUH KIIapHT-
POMHUIIMHA C ITOBBINICHHBIM PUCKOM Pa3BUTHS YBEHUTA.

Cienyronme npenapathl 06Ja1aI0T JOKa3aHHBIM WIH NIPEIIOJIaracMbIM BIMSHUECM
Ha KOHIEHTPALMIO KJIAPUTPOMHIIKMHA B IUIa3Me KPOBH; B CIIy4yae MX COBMECTHOTO
IPUMEHEHUS ¢ KIAPUTPOMMIMHOM MOXKET IOTPeOOBaThCA KOPPEKIHS 03 WU Iie-

PEXOoA Ha AILTCPHATHBHOC JICUCHHUC.
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Apasupens, nesupanun, pudamnuyun,|pudabymrn g pudanety

CuiibHBIe MHIYKTOPBI CHCTEMEI uToxpoMa P450, takue xak sgpaBupeH3, HEBHUpa-
uH, pudaMouum, pudabyTuH U pudaneHTHH MOTYT YCKOPATh MeTabomm3M Kia-
PUTPOMHIIMHA Y, TaKUM 00pa3oM, IOHWXXATh KOHIICHTPALMIO KIapHTPOMHIIMHA B
IUIa3Me€ ¥ OCIalsTh TepaneBTUIecKui 3¢ ¢eKT, 1 BMECTE C TEM IOBBINIATh KOHIICH~
tpanuio 14-OH-xnapuTpoMuiiHa - MeTaboJNHTa, TAKOKE ABISIOMErocst MUKpOOHOo-
JOrHYeckH akTHBHEIM. ITockonbky MMKpoOMOIOruyeckas akTHBHOCTH KJIAPUTPO-
muiusa 1 14-OH-xnapuTpoMuIiHa OTIMYAETCS B OTHOIICHUH Pa3iIHYHbIX OaKTe-
puii, TepaneBTHYECKHHA 3((HEKT MOXKET CHMXKATHCS IPH COBMECTHOM IPHMEHEHUHU
KITapUTPOMHIIMHA M HHAYKTOPOB H30(hepMeHTOB LimToxpoma P450.

Smpasupun

KoHneHTpanus KIapUTpOMHUIIMHA CHIDKAETCS IIPYU MCNONBE30BaHNU STPABUPHHA, HO
IIOBBILIACTCSE KOHLIEHTpalUs akTUBHOTO MeTabonnTta 14-OH-kiapurpoMuImHa.
ITockonpky 14-OH-kiapuTpOMHLMH 00afaeT HU3KOH aKTHBHOCTHIO IO OTHOLIE-
HHIO K MHbexuusam Mycobacterium avium complex (MAC), MoxeT MEHATHCS 00mas
AKTMBHOCTh B OTHOILEHHH STHX BO30yauTenel, mosromy mius seuenus MAC cre-
JlyeT pacCMaTpMBaTh aJI-TCPHATHBHOE JICUCHHE.

Daykonazon

Coob1maocs, 4T0 COBMECTHBIN IpHeM ¢iaykoHaszona B o3¢ 200 Mr eXEAHEBHO U
KIapuTpomMunyHa B fo3e 500 mMr aBa pasa B IeHb Y 21 3710poBOro 06poBoIIbLA IPH-
BEJI K YBEJIMYCHUIO CPEAHET0 3HAYCHUSI MUHUMAIFHOM paBHOBECHOM KOHIEHTPAUK
x1apATPOMUIUHA (Cssmin) 1 AUC Ha 33 % u 18 %, cooTBeTcTBeHHO. IIpH 3T0M COB-
MECTHBIH NPHEM 3HAYNTENHHO HE BIMAN Ha CPEAHIOI0 PABHOBECHYIO KOHIEHTPALIHIO
AKTMBHOTIO MeTaGomuTa 14-OH-xnapurpomunuza. Koppexuus xo3s1 KIapATPOMH-
I[MHA B Cly4yae COIyTCTBYIOIIETo pueMa (iaykoHas3ona He Tpedyercs.
Pumonasup

Coobuanocs, 4To NpoBeNeHHOE (hapMaKOKHHETHYECKOE HCCIENOBAHNE II0KA3AII0,
4YTO COBMECTHBIH IIPHEM PUTOHaBUpa B A03¢ 200 Mr Kaxxable BOCEMb YacOB H Kia-
puTpoMuIrHa B fo3e 500 Mr kaxasie 12 yacoB IpHBeEIl K 3aMETHOMY IIOJABJICHHIO

MeTabonM3Ma KIapUTpOMMUIMHA. IIpH COBMECTHOM IpHeMe PHTOHABHPA Ciax
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nuunnack Ha 77 %. Beuto oTMeueHo nonHoe noxasieHue obpaszopanus 14-OH-kia-
PUTPOMHUIMHA. braroaaps mMupoKoMy TEpareBTHIECKOMY AMANa30Hy KJIapUTPOMH-
I[HA YMEHBIICHUE ero JO3bl Y MAlMEeHTOB ¢ HOPMaILHOH Noueynoi GpyHkIMel He
Tpedyercs. Y IalMeHTOB ¢ IOYEeYHOH HEJIOCTATOUHOCTBIO HenecoobpasHo paccMoT-
perTs cliefyIomye BapuanTsl Koppexuuu 1o3kel: npu KK 30-60 mn/MuH 1032 KinapuT-
POMHUIMHA JoJDKHA ObITh yMeHbIeHa Ha 50 %; npu KK menee 30 mi/MuH 1032 kina-
PUTPOMHUIIMHA JOJDKHA OBITh yMeHbIIEHa Ha 75 %. PutonaBup He ciemyer cos-
MECTHO NPUMEHATE C KJIADUTPOMUIIMHOM B J103aX, IPEBBINAIOIIKX 1 I/1eHE.
Cxonusie Koppemmn' Z103 JOJDKHBI pacCMaTpPUBATHCA Y MAIIEHTOB CO CHIDKEHHOU
QyHKIMEH II0OYeK, €CIM PUTOHABHP HMCHIOJIB3YeTCH KakK (papMaKOKHMHETHYECCKHH
«YCHJIMTENbY» IIPY NPUMEHEHHH APYTHX MHruduTopon nporeassl BUU, Bximoyas
aTa3aHaBHp M CaKBMHABMP (CM. HOApa3fen «/[ByHANpPaBIEHHOE B3aUMOAEHCTBHE
JEKapCTB»).

Helicmeue kKnapumpomuyuna Ha opyzue JAEeKApCMEEeHHble npenapamal

Anmuapummuneckue cpeocmea (XuUnuOun u OuU30RUPamuod).

B03M0OXHO BO3HHKHOBEHHE JXEIYAOUYKOBOH TaXUKAPAUU THUIIA (IIHPYIT» IPU COB-
MECTHOM IIPUMEHEHHH KIADUTPOMHUIIMHA ¥ XMHUIMHA MIIM qu3onupamuzia. I1pu ox-
HOBPEMEHHOM IIPHEME KIAapHTPOMHUIMHA C STHMH IIPENIapaTaMH CIIEAYET PETYISPHO
IIPOBOJNTEL KOHTPOJIb JIEKTPOKAPAHOIPAMMEI Ha IIpe/IMET YBEINYEHUsI HHTEpBaJa
QT, a Taxoke cneyeT KOHTPOJIMPOBATH IUIa3MEHHBIE KOHIICHTPALMH 3THX IIpenapa-
TOB. ‘

Coo6manocs 0 ciaydasx pa3sBHUTHA TMIOITIMKEMHH IIPH COBMECTHOM NPUMEHCHHH
KJIapUTPOMHUIIHA U Au3onupamuza. Heo6XoauMo KOHTPOIHPOBaTh KOHIIEHTPALUIO
IJIIOKO3BI B KPOBH IIPH OJHOBPEMEHHOM IIPHMEHEHUH KIApPUTPOMHIIMHA U JU30IH-~
pamuaa

Ilepopansnvie 2unoznuxemuueckue cpedcmea/uncynun

HpH'COBMCCTHOM IPUMEHEHHH KJIapUTPOMHUILHA ¥ [ICPOPAJILHBIX THIIOTINKEMUYE-
CKHMX CPEACTB H/WIIX MHCYJIMHA MOXKET HabII0AaThCs BHIPAXKEHHAS THIIOTIIMKEMUSL.

Ha <¢oHe onHOBpeMEHHOro npHEMa KIADUTPOMHLMHA U HEKOTOPBIX
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THTIONIMKEMHYECKUX IIPENaparToB (HanpyMep, HaTerinHyy iHOrHTa30H, pernarim-

HHJ 1 POCHIVIMTA30H) MOXET UMETh MECTO MHrubuposanue n3odpepmenra CYP3A
KJIaPUTPOMHMI[MHOM, PE3YJIbTATOM 4Ero MOXKET CTaTh THMIOINMKeMui. PexomeHnxy-
eTCA TIATENbHBIH KOHTPOJIb KOHLIEHTPALMH TIIIOKO3EI.

Bzaumooeiicmeusn, odycnoenennste usoghepmenmomn CYP3A

CoBMeCTHBIH IIpHEM KIapUTPOMHIMHA, KOTOPKIH, KaK M3BECTHO, HHTHOMDPYET H30-
depment CYP3A, u npenaparos, EpBUYHO META00JM3UPYIONUXCA H30()EPMEHTOM
CYP3A, MOXET aCCOIMMPOBATHCSA C B3aMMHBIM IOBBILICHUEM HX KOHLICHTpALMA,
9TO MOXET YCHJINTh, WIH NPOMJIHUTEL KaK TEPAIeBTHIECKHUE, TaKk U 1MobouHbIe 3¢-
¢bexTh1. KinapuTpOMUIIMH CIIEAYET C OCTOPOKHOCTHIO IIPUMEHSITH ITAIIMEHTaM, II0Ty-
YaIOIMM IIpenapaThl, ABIiomuecs cyocrparamu nzodpepmenta CYP3A, ocobenHo
€CJIM 3TH IpenapaThl UMEIOT Y3KUH TepalleBTUYEeCKUI Juana3oH (Hanpumep, kapba-
Ma3enuH), ¥/WIX UHTEHCUBHO METabO0IM3NPYIOTCS 9TUM M30(pepMeHTOM. B ciryyae
HEOOXOAMMOCTH JIOJDKHA IIPOBOAMTHCSH KOPPEKUHS JO3bl IIpenapara, IIpUuHHMae-
MOT'O BMECTE C KJIApUTPOMHUIMHOM. Takxke, 10 BO3MOXHOCTH, JOJDKEH IIPOBOAUTECA
MOHHUTOPHHT IINTa3MEHHBIX KOHIIEHTpAIMil IpernapaToB, IEPBUYHO METab0IN3UPY-
romuxcs uzogpepmentoM CYP3A.

MeTab01H3M CIEeAyIOMUX NPEenapaToB/KIaCCOB OCYIECTBILIETCS TEM XKe n30dep-
MeHToM CYP3A, uto M MeTabonu3M KJIApUTPOMMLIMHA, HalpUMEp, allpo30JaM,
kapbamMa3enuH, LWIOCTA30], UMKIOCIOPHH, NU30NMPaMUJl, METHIIPEIHU3OIOH,
MH1a30/1aM, OMENpa3oJl, HENPSIMbIE aHTHKOATyJSIHTH (HanpuMep, BapdapuH), Xu-
HUAHH, pudabyTuH, cuinerabu, TAaKpOJIUMYC, TpHa30JaM U BUHONAacTHH. Taxxe K
aroHuctam n3odepmenta CYP3A

OTHOCSITCS CIEAYIOIIUE IIpenaparsl, NPOTHBOIIOKA3aHHBIE K COBMECTHOMY IIpHME-
HEHMIO € KJIApUTPOMUIIMHOM: aCTEMH30J1, IU3anpH, TMMO3UA, TepheHarH, JIoBa-
CTaTHH, CUMBACTaTHH Y aJIKaJIOUAB! CHOPBIHBY (cM. paszen «[IpoTHBOIIOKa3aHUA»).
K npenaparam, B3auMOAEHCTBYIOIMM IT0JJOOHBIM 00pa3oM uepes Apyrue usodep-
MEHTHI B paMKaXx CHCTeMb! 1uToxpoMa P450, otHOCATCS DEHUTOMH, TEOQHILIMH U

BaJIBIIPOCBaA KHCJIOTA.

H, ERpAMbBIE ANMUKOAZYTARNIbL
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TIpu coBMecTHOM IIpreMe BapdaphHa W KIApHTPOMHUIIA BOSMOMKHG KpoBoTECUE-

Hue, BeIpakeHHoe yrenuuenne MHO u nporpom6uHoBOTO BpeMeHH. B cirydae cos-
MECTHOTO IIPUMEHEHHs ¢ Bap(apHHOM WIH APYTHMH HEIPSIMBIMH aHTHKOAIyJIIH-
TaM# HeobxoauMo koHTponupoBate MHO u npoTpoMOuHOBOE Bpems.
IIepopansisie GHMUKOAZYIAHMBL RPAMO20 0CHCMEUA

ITepopasbHblH aHTUKOATYISIHT IPSMOTO IeHCTBUS JaburaTpaH ssisercs cyberpa-
ToM Juis1 3 dirokcHoro Genka-nepenocuuka P-rinuxonporenna (P-gp). Pusapoxca-
GaH 1 armkcaGad MeTaGoMM3MpyIoTes ¢ yuactneM m3odepmenta CYP3A4 u tawxe ‘

ABISIIOTCA cyOcTpaTtamu s P-gp. Cinexyer cobmogaTh OCTOPOXKHOCTS IIPH OIHO-

" BpEMCHHOM IIPMMCHCHHH KJIapHTPOMHIIMHA C JaHHBIMH IIpCIIapaTaMH, 0COOEHHO y

IaIIMEHTOB ¢ BHICOKMM PHUCKOM KpOBOTEeYeHHUSA (CM. pa3aensl «C 0CTOpOXKHOCTHION
# «OcoOple YKa3aHHuI»).
Omenpazon

IIpu uccnenoBanu xnapurpomunuba (mo 500 mMr xaxupie § 4acoB) y 3/0POBBIX

B3pOCIBIX 10OPOBOJIBLEB B KOMOHHAINH ¢ OMenpa3osioM (1o 40 Mr exxeIHEBHO) CO-

06Ianock, YTO paBHOBECHAIE IUIa3MEHHBIE KOHLEHTPALMU OMelnpasolia OsUIH yBe-
JnaeHbl; Chmax, AUCo241 T2 yBemuammmcs Ha 30 %, 89 % 1 34 % cooTBETCTBEHHO.
Cpennee 3HaueHue pH xenyaxa B TedyeHue 24 9acoB COCTaBUIO 5,2 mpH IpUeMe
OMeINpa3ojia B OTAEIBHOCTH 1 5,7 Npy IpUEMe OMENpa3oJia COBMECTHO C KIAPUTPO-
MHLITHOM.

Cunoenagun, madanagpun u eapoenagun

Kaxnpiii u3 9TUX MHrHONTOPOB hochoanscTepasbl METAOOININPYETCS, IO KpAHHEH
Mepe, YacTHYHO ¢ ydactueM usodepmerta CYP3A. B To ke BpeMs u3zodepMeHT
CYP3A MoxeT MHruOMpOBaTLCA B IPHCYTCTBHH KIapHTpOMHMIMHA, COBMECTHOS
IIPUMEHEHUE KIApUTPOMHUIIMHEA C CHIIACHAGMIOM, TajataduiaoM MM BapaeHa(H-
JIOM MOXXET IIPUBECTH K YBEIMUEHUIO HHTHONpYIOIIEro Bo3aeicTBIA Ha Gocdoam-
actepasy. lIpu NpUMEHEHHMH 3THX IpEenapaToB COBMECTHO C KJIAPUTPOMHIMHOM
CJIelyeT paCCMOTPETh BO3MOXHOCTh YMEHBIIICHUS IO3BI CHIIZIcHaduna, Tananahuia
U BapfcHapua.

Teopunnun, kapbamazenun
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Ilpr coBMECTHOM NPHMEHEHHMH KIAPHTHOMHUIMHA riimq;mmlﬁﬁdiﬂﬁﬁ'_k‘éﬁﬁamwe-

THOMY OTYETY

IIMHA BO3MOXKHO ITOBHIIICHHE KOHIICHTpAlLMM AAHHBIX IIPENapaToB B CHCTEMHOM
KPOBOTOKE.

Tonmepooun

ITepBuuHBI MeTabONMM3M TOJNITEPORUHA OCYIIECTBIsETCA Uepe3 u3odpepMeHT 2D6
muroxpoma P450 (CYP2D6). OpHako B 4acTH NOMyNSLMH, JUIICHHOH H30(ep-
menta CYP2D6, meraGonusm mpoucxoaut uepe3 m3opepmenT CYP3A. B stoi
TpyIIe HaceieHHs moxapienue m3ohepmenta CYP3A IPHBOINT K 3HAYHTEILHO
GoJiee BEICOKMM KOHIECHTPAIMAM TOJITEPOAMHA B IUIa3Me. B IONMyIIauun ¢ HU3KAM
ypoBHeM MeTabonusma yepes nsopepmenT CYP2D6 moxer anpe6OBaTch CHIDKE-
HHE J03bI TONTEPOAMHA B IPUCYTCTBIH HHruOuTOpoB n3opepmenta CYP3A, Takux
KaK KJIapUTPOMHIMH.

Benszoouasenunvt (nanpumep, annposonam, Muoa3onam, mpua3onam)

IIpu coBMECTHOM NIPUMEHEHHH MHJIa301aMa U TabneTox xnapurpomunuaa (500 mr
JiBa pa3za B JeHb) oTMedayioch ysenuuesne AUC mupmazonama: B 2,7 pasa mocie
BHYTPMBEHHOI'0 BBEIEHHA MH/Ia30/1aMa ¥ B 7.pa3 NocJie epopanbHoro npuemMa. Ox-
HOBPEMEHHBIH IIPUEM KIAPUTPOMHUIMHA C MUAA30J1aMOM IS IIEpOPaILHOTO IIpUMe-
HEHHMs IIPOTHBOIIOKa3aH. Eciin BMecTe ¢ KIIapUTPOMHUIMHOM NPUMEHSAETCS BHYTPHU-
BEHHas (opMa MHIa3ojama, CIeAyeT TIATeIbHO KOHTPOIMPOBATh COCTOSHUE Ia-
IIMEHTA U1 BO3MOXKHOM KOppeKIKH A03b1. Takue e Mepsl IIpeXOCTOPOIKHOCTH Clle-
AYET NPUMEHATH U K IPYTMM OeH301a3enHaM, KOTOphie METaboIM3UPYIOTCS H30-
depmentom CYP3A, ﬁmxoqax TpHa3oJjiaM M ainpa3zoiaM. s 6€H3041a3eIHHOB,
BBIBEJICHHE KOTOPHIX HE 3aBUCHT OT néo@epmema CYP3A (temasenaMm, HHUT-
pasernaM, JiopaselaM), MaJIOBEPOSITHO KIMHMYECKH 3HAUYMMOE B3aMMOJIEHCTBHE C
KJIaPUTPOMUIIMHOM. IIpH COBMECTHOM NpHMEHEHHH KJIAPUTPOMHIMHA M TPHA30-
JiaMa BO3MOXKHO BO3JCHCTBHE Ha LICHTpaIbHyI0 HEpBHYIO cucteMy (LTHC), Hanpn-
Mep, COHJINBOCTD U CIIyTAaHHOCTB CO3HAHMsA. B CBSI3H C 3THM, B ClIyuae COBMECTHOTO
IIPUMEHEHHS, PEKOMEHIYETCs CISUTh 3a cuMIiToMamu Hapywenus [THC,
Bsaumooeiicmeusn c opyzumu npenapamamu

Amunoznuxozuonst
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TIpy OMHOBPEMEHHOM IIPMMEHEHUH KIA[JUTPOMHULIUAE G APy IHMU 0 TOTOKCHIHBIMU

npenaparamMmu, 0COOEHHO aMHHOITIMKO3HIaMH, HEOOXOIUMO COBIIIOAATh OCTOPOK-
HOCTh ¥ KOHTPOJHUPOBATh HYHKUHMIO BECTUOYJIAPHOrO M CIYXOBOT'O allapaToB Kak
BO BpEMsI Tepalluy, TaK ¥ II0C/Ie €€ OKOHYaHHS.

Konxuyun

Konxunus ssnsgercs cyocrparom kak uzodpepmenta CYP3A, Tak u Oenka-nepeHoc-
ynka, P-riuxonporenaa (Pgp). M3BecTHO, 4TO KIAPUTPOMHLIMH M ApPYrHe MaKpo-
sl uHruoupyoT n3odepment CYP3A u Pgp. Ilpu coBMECTHOM IIpHeMe KIapUT-
POMHIIMHA ¥ KOJMXUIMHA uHrubuponaune Pgp n/um n3odpepmenta CYP3 A Moxer
IPUBECTH K YCHIICHUIO NEHCTBUA KOoMXuuuHa, ClaeayeT KOHTPOIUPOBATE Pa3BUTHE
KJIMHAYECKHX CHMITOMOB OTpaBlieHMs KkouxunuHoM. Coofmanoch o cCiydasx
OTpaBJICHUA KONXHLHOM IIPH €r0 OJHOBPEMEHHOM IIPUEME C KIAPUTPOMHUIIMHOM,
Hanle y NOXWIBIX NMalHeHToB, HeKoTophle U3 ONUCAHHBIX CIYyYacB MPOUCXOMWIM C
IAIHEHTAMH C IOYSIHOH He0CTATOUHOCTEI0. Kak coo6manocs, HEKOTOPBIE CIyYau
3aKaH4YHMBAJIKCH JIETAILHBIM HCX0H0M. OJHOBPEMEHHOE NPUMEHEHHE KIIapUTPOMH-
I[MHA ¥ KOJXHUIMHA IPOTUBONOKAa3aHo (cM. pasgen «IIpoTHBONOKa3aHUY).
Huzoxcun

IIpeanonaraercs, 4To AUTOKCHH ABIsETCS cybcTpaToM Pgp. M3BecTHO, UTO KIIapuT-
poMuuMH HHrHOHpyer Pgp. Ilpu coBMecTHOM IpueMe KIapUTPOMHIMHA U JUTOK-
cvHa MHrubupoBanue Pgp XIapUTPOMHUIIMHOM MOXXET IPUBECTH K YCHIICHHIO HCH-
cTBUA AMrokcuHa. COBMECTHBIM MIPUEM JAUTOKCHHA M KJIAPUTPOMHIIMHA TaKkKe MO-
JET IPUBECTH K ITOBBINICHHUIO ITA3MEHHON KOHIEHTPAIMK JUroKcuHa., Y HEKOTO-
PBIX MaLIUEHTOB OTMEYANHCh 3HAYUTEIBHBIE KIIMHUYECKHAE CHMITOMBI OTPaBIICHHSA
JUTOKCHHOM, BKJIIOYas IOTEHIMAIBHO JIETANbHEIE apuTMHH. [IpH COBMECTHOM NIpH-
eMe KJIapUTPOMHUIIMHA U JUTOKCHHA CIEAYET TIATeIbHO KOHTPOJIUPOBATh KOHICH-
TPaLHIO JUTOKCHHA B IUIA3ME KPOBH.

3udoeyoun

OnHOBPEMEHHEIH IIPHEM TaGNETOK KIAPHTPOMMIMHA ¥ 3MAOBYAMHA B3POCIEIMU
BUY-HEGUIMPOBAHHBIME HAIHEHTAMH MOYXET IPHBECTH K CHIDKEHHIO DaBHOBEC-

HOM KOHUEHTpPAnuM 3HAOByAMHA. IIOCKONBKY KIApPHTPOMHIMH BIHSAET Ha
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BCAchIBAHME 3UAOBYAHHA IIPU IEPOPATIBHOM IIpHEME) B3aNMOICHCTBIT MOXHO B

3HAYUTENHLHON CTeneH! U30eKaTh, IPUHUMAs KIAPUTPOMHUIMH U 3MJOBYAUH C MH-
TepBanoM B 4 yaca. Ilogo6Horo B3aumogeiicteus He Habmoganu y BUY-undunu-
POBaHHBIX JETECH, NPUHUMABIINX JETCKYIO CYCIICH3HIO KIIAPUTPOMHMIMHA, C 3UI0-
BYJMHOM WJIM AUAEC30KCHUHO3MHOM. I10CKOIBKY KIAPUTPOMMIMH MOMKET IIPEIsT-
CTBOBAaTh BCACHIBAHMIO 3UJIOBYAHMHA IIPH MX OJHOBPEMCHHOM IIPMEME BHYIPH ¥
B3POCIIBIX IALIUEHTOB, NOXOOHOE B3aUMOAEHCTBUE BPS IM BO3MOXXHO IIPH HCIIONb-
30BaHNH KJIAPUTPOMULIMHA BHYTPHUBEHHO.

DeHumoun u 6a/1bRPOEEAs KUCTIOMA

WmeroTcs naHHbIe 0 B3auMOAeHCTBIAX MHTHONTOpOB u3obepmenTa CYP3A (BKiIO-
Yast KIApUTPOMHIIMH) C IperapaTaMy, KOTOpPhIe He METabOIHM3UPYIOTCA C IOMOIIBIO
m3odpepmenta CYP3A (¢peHnTOHMHOM M BajbIpoeBOH KUCIOTOM). JJis JaHHBIX IIpe-
I1apaToB, IIPM COBMECTHOM IIPMMEHCHMM C KJIAPUTPOMMIIMHOM, PEKOMEHIYETCs
OIIpeJleNICHNe MX IIa3MEHHBIX KOHIEHTpauHii, Tak KaKk HIMEIOTCS cooOImenus 00 ux
IIOBBINICHHH.

Jsynanpaenennoe e3aumooeticmeue 1ekapcme

Amazanaeup

KnapuTpoMunys 1 aTa3aHaByp SBISIIOTCS Kak cyOcTpaTaMu, TaKk ¥ HHTHOUTOpaMH
m3oepmenta CYP3A. CyiiecTByer CBHAETENLCTBO HByH;:ll'IpaBJICHHOI‘O B3aUMO- .
neiictBus 31X npenaparos. CoBMECTHOE NpUMeEHeHue Knapurpomunusa (500 mMr
JiBa pasa B [IcHb) U aTa3aHaBupa (400 Mr omuH pa3 B JICHb) MOXET IIPUBECTH K ABY-
KpaTHOMY YBEJIMYEHHUIO BO3ACHCTBHUS KIAPUTPOMHUIMHA W YMEHBUICHUIO BO3JACH-
ctBua 14-OH-knaputpomunusa Ha 70 %, ¢ yeenuuennem AUC aTasaHasupa Ha 28
%. bnarogaps MUPOKOMY TEpaleBTHUIECKOMY JHaNla30Hy KJIAPUTPOMUIMHA YMEHb-
HICHHST €r0 JI03b] y NaIfMEHTOB ¢ HOPMAaJBLHON MoYedyHoH dyHKuMel He Tpebyercs.
VY nanuesToB ¢ yMepeHHOH noyeuHoH HeoctaTouHocThIo (KK 30-60 Mi/MuH) no3a
KJIapUTPOMHIIMHA JOJDKHA ObITh ymMeHblneHa Ha 50 %. Y nanuenros ¢ KK menee 30
MJI/MHUH 1032 KﬁapnTpOMHunHa JobKHa OBITh yMeHbHIeHa Ha 75 %. Kiaputpomu-
IIMH B 103aX, npessimatonmmx 1000 Mr B cyTku, HENb3si IPUMEHATE COBMECTHO C

HMHTHOMTOpaMU IpoTeas.
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I1pu 0JHOBPEMEHHOM IIPUMEHEHHH KIAPUTPOMHILIMHA H 0JI0KATOPOB «MEITIEHHEIX)
KaJIbIMEBLIX KaHAJOB, KOTOphlie Merabonusupyercs usopepmentom CYP3A4
(HanpuMep, Bepanamml, aMJIOJUIIMH, TWITHA3EM), CIEAyeT COOII0IaTh OCTOPOXK-
HOCTH, ITOCKOJIBKY CYIIECTBYET PHCK BO3HHMKHOBEHHS apTEpHAIBLHON THIIOTEH3HH.
ITna3MeHHbIe KOHIIEHTPALMH KJIapUTPOMHILMHA, TAKKE KaK U OJI0KaTOPOB «MEUICH-
HBIX)» KaJBLIHEBBIX KaHAJIOB, MOTYT IOBBIIATECS NP OJHOBPEMEHHOM IIPHMEHE-
HUM, ApTepHalbHas THIOTEH3Ms, OpajuapuTMHs U JIAKTOALU03 BO3MOXHEI IIPH
OJTHOBPEMEHHOM IIpUEME KIIAPUTPOMHMIIMHA M BEpanaMuiIa.

Hmpakonazon

KiapuTpoMHIMH 1 UTPAKOHA30JI ABIIIOTCS cyOcTpaTaMu M MHrHOuTOpamMu n3odep-
menta CYP3A, uro onpezenser AByHAIIPaBJICHHOE B3aHMOJECHCTBUE IIPENapaToB.
KnapuTpOMHIIMH MOXKET IIOBBICHTH KOHLIEHTPAlMIO HTPAKOHAa30Ja B IIa3Me, B TO
BpeMsl KaK UTPAKOHA30JI MOKET MOBBICUTEH INIA3MEHHYIO Konueﬁ'rpaumo KJIapHTpoO-
MunyHa. [lanyeHToB, OAHOBPEMEHHO NIPHHUMAIONIMX NTPAKOHA30J1 ¥ KJIAPUTPOMHU-
II{H, CIEAYET TIATEIEHO 00CIeI0BaTh HA HaJIMUHUE CUMIITOMOB YCHUJICHHUS WIIH yBe-
JMYEHUs! JUTUTEIBHOCTH (papMaKoJIorudeckux 3ppexToB 3TUX NpenaparTos.
Caxeunaeup

KnapuTpoMHIMH M CAKBUHABHUD SABJIAIOTCA CyOCTpaTaMu ¥ MHrHOUTOpaMu usodep-
menTa CYP3A, uTo onpenenseT AByHANpaBICHHOE B3aUMOACHCTBHUE NPerapaToB.
Coofmanocse, 4To onHOBpeMeHHoe npuMeHenue Kapurpomunyga (500 mr isa paza
B JICHb) M CaKBHHABHpa (B MArKMX JKENATHHOBBIX Kancynax, 1200 mr Tpu pasa B
JIcHb) y 12 3,110po;351x no6posoibueB Be3bBaNio ysennueHne AUC u Cyax caxBuHa-
Bupa Ha 177 % u 187 % COOTBETCTBEHHO B CPABHEHHH C IIPHEMOM caiKBnHaBnpa B
otaensHOCTH. 3HaueHUsI AUC U Chax KIIApUTPOMHUIIMHA OBINH NPHOIU3UTEIBHO HA
40 % BeIIIE, YEM IIPY MOHOTEpANHHU KIApUTPOMHUIMHOM. [Ipy COBMECTHOM IpuMe-
HEHUHU BTHUX ABYX IIPEIIapaTOB B TEYECHHE OTPAaHUYECHHOTIO Bpei\aeﬂn B J103ax/cOCTa-
Bax, YKa3aHHBIX BBINIE, KOPPEKIM A03bl He TpeOyeTcs. Pe3ynbTaTel HCCHENOBAHHUA
JIEKapCTBEHHBIX B3aUMOJACHCTBHH C HCIIOIb30BAHUEM CAaKBUHABHPA B MATKUX JKeJla-

TUHOBBIX KallCyJlax MOryT HC COOTBCTCTBOBAThb B(l)(beKTaM, HaGJIIO,IIaeMLIM IIpH
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TIPMMEHEHHH CAKBUHABHPA B TBEPBIX KEJIATHHOBLICKAACYax. PEsyRBbTaThI HCCIIC-

JIOBaHMS JIEKAPCTBEHHBIX B3aUMOACHCTBHH IIPH MOHOTEPAIIMH CAKBHHABHPOM MO-
I'yT HE COOTBETCTBOBaTh dddekraM, HabMOAAEMBIM IIPU TEPalMHd CaKBHHAPH-
HOM/puToHaBUpoM. IIpu npueme cakBHHaBHpa COBMECTHO C PUTOHABHPOM CIIEAYET
YUUTHIBATh MOTCHIMAIBHOE BIUSHHAE PUTOHABUPA HA KNApUTPOMHLIMH.
Oco0ble ykazanus
JITATENbHBIN IpUeM aHTHOMOTHKOB MOXXET NMPHUBOJUTH K 00pa30BaHUIO KOJIOHHUHM €
YBEIMYECHHBIM KOJIMYECTBOM HEYYBCTBHTEIbHEIX Oaktepuit m rpubos. Ilpu cy-
nepuHpexy HeoOX0AUMO HA3HAYUTH COOTBETCTBYIOMIYIO TEPAIIHIO.
HasnaueHune xnapuTpoMHUIMHA OepeMEHHBIM XKEHILMHAM JOJKHO IIPOBOAUTECS IIPH
TIIATEIBHON OLICHKE COOTHOIIEHUS PUCKA U IOJb3bI, 0COOEHHO B TEYEHHE NEPBBIX
TpeX MECALEB OEpEeMEHHOCTH.
! TI'enamomoxkcuunocmo

IIpu nprMeHeHNH KIapUTPOMHUIIMEA COOBIAIOCH 0 NeYeHOYHOH auchyHKIuu (T10-

BBILICHUE aKTUBHOCTH IEYEHOYHKIX» (EPMEHTOB B KPOBH, IeNaTOLEILIIOIIPHBIA
| U/VIIM XOJIECTaTHYECKUH TeTaTUT C JKENTYXOH MU 663).. Ileuenounas auchyHKIUs

MOJXET OBITh TSXKENOH, HO 0OBIYHO ABNIAETCS 0OpaTHMOi. VIMeloTes ciydau riede-

HOYHOM HEOCTAaTOYHOCTH C JIETAJIBHBIM HCXOAOM, IJIaBHEIM 06pa3oM CBA3aHHBIE C
HAJIYMEM CEPLE3HBIX COMYTCTBYIONHMX 3a60/IeBalMii H/HITH OJHOBPEMEHHBIM IIPH-
MCHEHHEM APYTHX JEKapCTBEHHBIX CpeACTB. [IpH MOSBICHUY IPU3HAKOB M CHMIITO-
- MOB T€NaTHTa, TAKKX KaK aHOPEKCHH, JKEJITYXa, IOTEMHEHHE MOYH, 3y, 60JIE3HEH-
HOCTPb JKHBOTa IIPYU NajJblIalluy, HeoOXOIUMO -HEMEUIEHHO NPEKPATHTh TEPAIHUIo
xiIapuTpoMuuHEoM. IIpn Hanugum XpoHMYeckMX 3abosieBaHUM neyeHH HeoOxo-
JIIMO IIPOBOAMTE PEryJIApHBI KOHTPOJIb ()EPMEHTORB B IIa3ME KPOBH.
Yonunenue unmepeana QT
[IpumeneHne KIapuTPOMHUIMHA CBA3BIBAIOT ¢ yAnuHeHueM uuTepBana QT, B pen-
KUX CIy4asX OTMEYaJIOCh TAK)KE BOSHUKHOBEHHE apUTMUU. VIMEIOTCS CIOHTAaHHBIE
COOOILEHHMS O CITy4YasX BO3HUKHOBEHHS TaXUKApPAUH THUIIA KIIUPYST» y NAI[UECHTOB,

IPUHAMABIIMX KJIAPUTPOMULHMH. JIMEIOTCA COOOIUEHHA O JETAJbHBIX HCXOHaX.

KJI&pHTpOMHIIHH cIeayer ¢ OCTOPOXHOCTBIO IIPUMCHATH Y INALUCHTOB C
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nmeMuyeckoit 6onesnsio cepana (UBC)) Tsoxemnoi Ce

THIIOMArHUEMHEH, BeIpaxeHHOH Opamuxapaueii (MeHee 50 yn/MuH), a Takxke IpH
OHOBPEMEHHOM IIPUMEHEHHNH C aHTHAPUTMUYECKUMH IIpenapaTamu JA xiacca (xu-
Hmzm}, npoxannamuy) u III xmacca (modernima, aMuoaapoH, coranon). Ilpu nax-
HBIX COCTOSHHMSIX U IIPY OJHOBPEMEHHOM IIpHEME KJIApUTPOMULIMHA C STHMU IIPEIa-
paramy CleLyeT PeryJspHO NPOBOAUTEH KOHTPOIb 3ICKTPOKAapAMOTPaMMbl Ha NIPE-
mer yBenundenns uarepsana QT. B memoM, manygeHTs! MOXKUIOTO BO3pacTa MOTYT
OBITH OoJiee TOABEpXEHBI TakuM 3¢ ¢ekram, kak ymmHeHue untepsana QT mox
IefiCTBUEM KIapUTPOMHUILIKHA.

I[1pu neYeHUH MaKpONUaMH, BKIIIO4as KIAPUTPOMUIIUH, HaGI04anocs yUIMHEHHE
cepaedHoil penossspusanun U uatepsana QT, BhI3bIBas PUCK pa3BUTHs CEPACIHON
apUTMHUU M KEJIYJOYKOBOH TaxXMKapAMH THIa «nupya™» (cM. pasmen «llobounoe
aericTBue»). Tak kak CISAYIOMUE CUTyallui MOTYT IPUBECTH K YBEIMYECHHIO PHUCKa
Pa3BUTHUS JKEIYAOUKOBBIX apUTMHUH (B TOM YHCJIE KEIYJOUKOBON TaXUKapAYHM TUIIA
IHPYSTY), TO KIAPHTPOMHIHH He Z0JDKEH IIPUMEHSTECS Y CICAYIOIMX KATEropuii
HAIHEHTOB:

* Yy IalHEHTOB C THUIIOKanueMueit (cM. pazjen «IIpoTHBOIOKa3aHUY);

* y HAIIUEHTOB ¢ rUnoMarsuemuei (cM. pasgen «IIpoTHBONIOKA3aHM»);

* OZJHOBPEMEHHOE Ha3HAYCHHE KIIAPUTPOMUIIMHA C aCTEMHU30JIOM, LIU3ANIPUIOM, ITH-~
MO3MJOM ¥ Tep(})EeHaJMHOM IPOTUBOIIOKA3aHO (CM. pasnel «IIpOoTHBOIIOKa3aHUA»);
* Yy NALMEHTOB C BPOXKIACHHBIM M IPHOOPETEHHBIM 3aPErUCTPUPOBAHHBIM Y AJIH-
HeHueM HMHTepBana QT MM HanuuMeM XKenyAOuKOBOH apUTMHHM B aHaMHe3e (CM.
paszen «IIpoTHBOMIOKA3aHUDY).

KrnapuTpoMHIIMH JODKECH NPUMEHSTHCS ¢ OCTOPOXKHOCTBIO Y CIEHYIOMUX KaTero-
pHUH [IALUEHTOB;

* y IIALIMEHTOB ¢ HiemMuueckoi 6one3nsio cepaua (MBC), Tsoxenoi cepaeunon ue-
JIOCTAaTOYHOCTHIO, HAPYIICHMSIMH IPOBOAMMOCTH YUIM KJIIMHMYECKH 3HAYNMO# 6pa-

JUKapaueH;
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* y Nal[UEHTOB, OHOBPEMEHHO IPHHAMAIOMMUX ApyTrHeveKkapcTBeRsic IpenapaTsl,

(e
<

cBa3aHHble ¢ yumHenneM nurepsaia QT (cM. paszen «B3aumonaecTBre ¢ APYTUMH
JIEKApCTBEHHBIMU CPEINCTBAMUY).

B xojie 3NMUIEMHONOrHYECKHX HCCICHOBAHUM 110 H3YYEHUIO pUCKa HeOIaronpusr-
HBIX CEPACYHO-COCYIAUCTHIX MCXOJOB IPH INPUMEHEHHHM MAKpPOIUAOB ObIIM IIOIY-
YEHBI HEOJHO3HAYHBIE PE3YJILTATEI.

B HekoTOpBIX HAGIOXATENBHBIX UCCIEHAOBAHUAX ObUI YCTAaHOBIIEH KPaTKOBPEMEH-
HBIH PUCK Pa3BUTHS apUTMHH, HH(pApKTa MHOKap[a ¥ CMEPTH OT CEPAEYHO-COCY IH-
CThIX 3a00JeBaHMi, CBA3aHHBIN ¢ IPUMEHEHUEM MaKpOJIHIOB, BKIOYas KJIapHuTpO-
MunuH. [Ipy Ha3HAYCHUHM KIAPUTPOMHUIIMHA CIIEAYET COOTHOCHUTD IIPEAIIOIAraeMyIo
II0JIB3Yy OT IIpHEMa NpernapaTa ¢ JAHHLIMU PUCKAMH.

Ilepex HazHaueHHEM KJIapUTPOMHULIMHA BCEM IALMEHTaM, IPUHUMAIONIUM THIPOK-
CUXJIOPOXHH ¥ XJIOPOXUH, HEOOXOJMMO TIIATENHHO B3BECUTH COOTHOLICHHUE IIOJIL3EL
M PUCKA M3-33 [IOTEHIMAJIBHO IIOBHIIEHHOTO PHCKa CEpHEYHO-COCYAUCTHIX COOKI-
THI U CepIeYyHO-COCYIUCTON cMepTHOCTH (cM. paszen «B3auMoneHcTBue C Apy-
I'MMH JIEKApPCTBEHHBIMHU CPEZICTBAMM).

ITneemonusn

YuHuThIBask pacTyLIYIO PE3SUCTEHTHOCTD Streptococcus pneumoniae K MaKpOIHIaM,
OYEHb BAXXHO IPOBOJHUTH TECTHPOBAHUE YYBCTBUTEIBHOCTH NPH HA3HAYCHHH KIla-
PUTPOMHLIMHA IIallM€HTaM ¢ BHEOOJBHHYHOM mHeBMonued. Ilpu rocrmuranbHOR
IIHEBMOHMHM KIAPUTPOMHIMH CJIEIyeT Ha3HayaTh B KOMOMHAIIMM C COOTBETCTBYIO-
MMM aHTHOMOTHKAMH., ‘

Hugpexyuu xootcu u mMazkux mraneu

MHdexuy KoM U MATKUX TKaHEH JIErko# ¥ cpeiHell CTeleHH TSKEeCTH Yalle BCEro
BBI3BaHEI Staphylococcus aureus u Streptococcus pyogenes. Ilpu 31oM 06a Bo30y-
JUTENs MOTYT OBITH YCTOHYMBEI K MakponugaM. II03TOMY BaXKHO IIPOBOAMUTH TECT
Ha YYBCTBUTEILHOCTh. MaKpOIMAB! MOXHO IIPUMEHATEH NPU MH(EKIMIX, BHI3BAH-
He1x Corynebacterium minutissimum (3purpasma), 3a00NeBaHusIX acne vulgaris u
pOXa, a TAKXXE B T€X CUTYal[UsIX, KOTAA HEJb3s IPUMEHATD IIEHHLUIIINH.

Huapes, evizgannan Clostridium difficile
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[1py JicueHUM IPAKTHYECKY BCEMH aHTHORKTEpHAILHBIMIFEPENSrRAMHA S BF0M unce

KJAPUTPOMMIIMHOM, OIMCaHbl ciydau auapew, Boi3BaHHOM Clostridium difficile
(CDAD), Ts)ecTh KOTOPOH MOXET BapbUpOBAThCS OT JIETKOH JIO yrpoKaromen
KM3HU. AnTHOAKTEpUAJIbHBIE IPEnapaThl MOIYT M3MEHUTh HOPMAaIbHYI0 MHUKPO-
¢gaopy kumeyHnka, 4to MoxeT npusectu k pocry C. difficile.

C. difficile npogyuupyer TOKCHHBI A U B, KOTOpBIE CIOCOOCTBYIOT Pa3BUTHIO
CDAD. I'uneprokcuH, KOTOpbIi npoayuupytor mrammsl C. difficile, npuBoauT K
pOCTY I0Ka3aTesei 3a00JIeBAEMOCTH U CMEPTHOCTH. MOXKET BO3HMKHYTh HEODXO-
JUMOCTD 11poBeieHus KoJKToMUU. CDAD Heob6xoaumo 110/103peBaTh y BCEX Nalu-
CHTOB, UCIILITBIBAIOIIMX IOSBJICHUE JHAPEH T0CIIC IPUMEHEHHUS aHTHOAKTEpHallb-
HBIX cpejacTs. [Tocae npoBeeHust Kypca aHTHOMOTHKOTEpANMyU HE0OX0AUMO TIla-
TEJILHOE MCAMIIMHCKOE HA0JII0/ICHHE 3a MALIUEHTOM, IIOCKOJIBKY ONMCHIBAIUCH CITy-
yam pa3sutusi CDAD uepes 2 mecsia nocie npuemMa aHTHOMOTHKOB.

B ciyyae nojo3penus uin noarsepxaeHus Hamuuusi CDAD rtepanuio kiaapurpo-
MHIIMHOM IIpekpamaT. HeoOxoauMo npoBe/ieHHE Tepalnuu, HallpaBJIEHHOW Ha
BOCIIOJIHCHHME TTOTEPH KHMJIKOCTH M 3JIEKTPOJIUTHOrO OanaHca; nutaHue, odorameH-
Hoe OesKoM; JiedeHHe aHTMOMOTHKAMM, K KOTOPHIM YyBCTBUTEIbHBI mTamMMbl C.
difficile n oGcneioBanue y Xupypra, UCX0/As U3 KIMHUYECKUX noka3anuil. [IpoTu-
BOIIOKA3aHO NIPUMEHEHHE NIPEIapaToB, TOPMO3SIIIUX MTEPUCTANILTHKY KUILICUYHHKA.
[Iceedomembparo3snvlii Koaum

[Ipu siedeHnn NpaKTHYECKN BCEMH aHTUOAKTEPHAJIbHBIMH CPEICTBAMH, B TOM YHCJIE

KJIAQPUTPOMUIIMHOM, OITMCAHBI CIy4YaH ICEBAOMEMOPAHO3HOTO KOJIUTA, TAXKECTh KO-
TOPOI0 MOYKET BapbUPOBATHCS OT JIETKOM 10 yrposarwoueh xusnu. [lpu neuennn
NPAaKTHYECKM BCEMH aHTHOAKTEPHAIbHBIMU TIPENapaTaMy, B TOM YHCIIE KJIAPUTPO-
mMuLuHOM, onucansl ciaydyau Clostridium difficile- accouuupoBanHO# anapeu, Ts-
JKECTh KOTOPON MOXET BAPbUPOBATHCS OT JIETKOM JIMApPEU JI0 YIPOXKAKOIIEH HKU3HU
KOJIMTa. AHTHOAKTEpUAJIbHBIC MIPENapaThl MOIYT M3MEHUTh HOPMAJIbHYIO MHKPO-
dopy KMIICYHHUKA, YTO MOXKET npuBecTH K pocty C. difficile.

IlceBpomemOpano3ubiii Kouut, BeI3BauHbli Clostridium difficile, Heobxoaumo mno-

A03pEBaTh Yy BCCX IAITUCHTOB, Y KOTOPBIX ITOCJIC IPUMCHCHUSA aHTHGaKTCpHaJILHbIX
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CpEeACTB pasBHBanach amapes. Ilocnme WpoBeaeHWSE Kyped aHTHOHETHKOTEpaniy

EFTY
= B

HEOOXO0AMMO TLIATENILHOE MEOULMHCKOE HabniopeHue 3a manueHToM. ONUChIBa-
HCE CIly4aH pa3sBUTHS IICEBIOMEMOPaHO3HOT0 KOJIMTA CITYCTs 2 MeCANa I0CJIE Py~
eMa aHTHOMOTHKOB.

Peaxyuu 2unepuyscmeumenvnocmu

B cinyyae BOSHMKHOBEHHS OCTPBIX PEaKLUil I'MIEPYYBCTBHTENBHOCTH, TAKHX KaK
aHaduakTHUecKas peaxuus, cuHapoM CruBeHca-/[>KOHCOHA, TOKCHYECKUH SIIH-
IepMaIbHBIH HEKPOJH3, JIEKAPCTBEHHAS CHIIb C 503UHOQIIMEH U CHCTEMHOM CUMII-
Tomatikoit (DRESS-CHHAPOM), HEOGXOIMMO cpasy e TIPEKPaTHTE ﬁpneM KJIapUT-
POMHUIIHA M Ha4aTh COOTBEICTBYIONIYIO TEPAIIHIO.

B cny4ae coBMECTHOTO IIPUMEHEHHS ¢ Bap(apHHOM HIIM JPYTHMH HENPSAMEIMHU aH-
THKOAryJITHTaMn HeobxoauMo koHTpouupoBaTh MHO u npoTpoMOHHOBOE BpeMs
(cM. paszaen «B3auMonelicTBUe ¢ APYTUMH JIEKAPCTBEHHBIMU IIpEIIapaTaMm»).
Cnenyer cobnmogaTs OCTOPOXXHOCTh NIPH OAHOBPEMEHHOM IIPYMEHEHMH KIIADUTPO-
MHLMHA C NEPOPAILHBIMU AHTHKOATYJISHTAMH IPSMOTO AEHCTBUS, TaKUMH Kak
naburatpan, puBapokcabaH M ammkca0aH, OCOOEHHO y IAMEHTOB C BBICOKHM
PHCKOM pasBUTHs KpOBOTeueHHs (cM. paspenst «C 0cTOpOKHOCTEION 1 «B3aumo-
ACHUCTBHE C APYTMMH JICKApPCTBEHHBEIMU CPEACTBAMMY).

Tarke HeoOX0IMMO NPUHIMATH BO BHUMAHUE BO3MOXKHOCTh Pa3BUTHSA IEPEKPECT-
HOH PE3UCTEHTHOCTH K KJIADUTPOMMLIMHY U JPYTHM aHTHOHOTHKAM I'PYIIILI MaKpo-
JMJOB, a TAKXKE JIMHKOMHIMHY H KIMHAAMUUKHY,

Biusinue Ha CNOCOOHOCTH YUPABJIATHL TPAHCHOPTHBLIMH CPEACTBAMH M Mexa-
HA3MaMH

JlaHHBIE OTHOCUTENBHO BIMSHHS KIAPUTPOMUIIMHA Ha CIIOCOOHOCTE K YIIPABJICHUIO
aBTOMOOMIIEM M MEXaHU3MaMH OTCYTCTBYIOT. Ciemyer coOIIONaTh OCTOPOKHOCTD
IIpY YNIPaBJIEHUH TPAHCIIOPTHRIMU CPEACTBAMH M MEXaHU3MaMH, YYHUTHIBAd [TOTEH-
IMaNbHYIO BO3MOXKHOCTD IIOSIBJICHHS TOJIOBOKPYXXEHUS, BEPTHUIO, CIIyTAHHOCTH CO-
3HAHHS ¥ Je30PUEHTALH TIPH IPUMEHEHUH JAHHOTO Ipenapara.

dopma BeIIyCKA

TabneTku, DOKPHITHIE INIEHOYHOM 000/10uK0#, 250 Mr 1 500 Mr.
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I1o 4 wim 10 TaGnerok B Gnucreps! u3 GPubru amoriraaese HEBX:240305)

1 6ummcrep no 10 rabnerox wimm 1, 7 wum 10 6nuctepoB no 4 tabieTkn BMeCTE C
MHCTPYKILMEH 110 IPUMEHEHHUIO TTOMEIIAIOT B KAPTOHHYIO MaYKy.

Cpoxk roaunocru

2 ropa.

He npumMensTe nocie uCTe4eHus Cpoka roJAHOCTH.

YcioBusa xpanenus

ITpu Temneparype He Boie 25 °C.

XpaHuTh B HEOCTYITHOM ISl JICTEH MECTe.

YceaoBus ornycka

OTriiycKaloT 110 peuenry.

HaumenoBanue u ajpec aepxareis (Bjajebla) perucTpalHOHHOr0 yA10CTO-
BEepeHHs

WUnka Jlaboparopus Jlumuren, Unaus

48, Kandivli Industrial Estate, Kandivli (West), Mumbai 400 067, India
IIpoussoaurens

<<jiorotun (Gupmbl (Ha aHTJIUIACKOM SI3bIKE)>>

Wnka Jlaboparopus Jlumuren, Unaus

P.O. Sejavta, Dist. Ratlam, Pin. 457001, (M.P.), India

/o Cemxara, Paion Patiam 457001, Manxes [Ipagem, Unaus
Opranusanusi, (PHHAMAIOLIAS MPETEH3NU NOTPpeduTEIeH:
ITpencrasurenscTBo komnanuu Mnka Jlaboparopus Jlumuren (Mumus)
117342, r. Mockga, yi. Byrneposa, a. 17, opuc 37

Ten: (495) 407-08-84/85

Email: phv@ipca.ru oi? .

=11
/M.B. Xomenkep

Memnepkep otaena peructpauuu JIC

komnanuu «Mnka Jlaboparopus Jlumurem»
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