MMHUCTEPCTBO 3JIPABOOXPAHEHN S POCCUNCKOUN ®EJEPALIUN

NMHCTPYKLUA
10 MEJUITUHCKOMY ITPUMEHEHMNIO JIEKAPCTBEHHOI'O ITPEITAPATA

Kaapurpomuuun — BEPTEKC

Perucrpanuonnniii Homep: JII1-002709

Toprosoe nanmenoBanue: Knaputpomunnd — BEPTEKC
MeskayHapoaHOe HETATEHTOBAHHOE HAMMEHOBAaHHe . KJIIADUTPOMULINH
JlexapcTBeHHas ¢opma: TaOIETKU, TOKPBITHIE INICHOYHOI 000I0UKOM

Cocras

OpnHa Ta0eTka, MOKPhITasl IJICHOYHOW 000JI0UKO#, CONICPIKHT:

deticmsyowee geugecmeo: knaputpomuind — 500,0 mr;

6CNOMO2AMeENIbHble  Gelecmed. nakto3el  MoHormapar —  230,0 mr; LEJUIF0JI03a
MUKpokpuctaumdeckas — 160,0 mr; tumponosza (ruapoxcumnponwineionoza) — 50,0 mr;
kpockapMmeiuiosza Hatpus — 30,0 mr; kpeMHus quokcu kKoymouaHbiid — 20,0 Mr; Maraus creapat
—10,0 mr;

nienounas obonouxa: [rumpomeroza — 15,0 Mr, runpososa (THAPOKCHIIPOIUIIIEILIIOI03a) —
5,820 mr, Tanbk — 5,778 mr, TuTana nuokcua — 3,261 Mmr, xKere3a OKCHT XKEIThIA (Kelie3a OKCH)
— 0,141 wmr] uim [cyxas cMech I TUIEHOYHOTO MOKPBITHS, Cojep Kaiias runpomeniosy (50 %),
runposo3y (ruapokcunponwiesionosy) (19,4 %), tamsk (19,26 %), THTaHa OUOKCUT
(10,87 %), sxene3a okcu xentoiid (kenesa okcun) (0,47 %)] — 30,0 mr.

Onucanue
OBasbHBIE JBOSIKOBBINTYKJIbIE TAOJIETKU, MOKPHITHIE MJIEHOYHONH 0005104KO0M kenToro npera. Ha
HOTIEPEYHOM pazpese sJIpo 0e10ro Ui nouTu Oenoro 1nBera.

dapmakoTepaneBTHYECKAs IPynmna
AHTHOUOTUK-MAKPOJIHU]I.

Koa ATX
JO1FAQ09

DapMaKoJIOrHYecKue CBOMCTBA

Dapmakoounamuxa

KnaputpoMuniuH SBisIeTCS TMONYCHMHTETUYECKUM aHTUOMOTHKOM TPYIIBI MakKpOIUIOB U
OKa3bIBaeT aHTHOAKTEepUaIbHOE JCHCTBUE, B3auMojaeicTBys ¢ S0S  pubGocomanbHOU
CcyObeIMHHUIICH U TIOJaBIIsIsl CHHTE3 OelKka OakTepuil, UyBCTBUTEIBHBIX K HEMY.

KnapuTpoMuIinH MpOJIEMOHCTPUPOBAT BBICOKYIO aKTHBHOCTH IN VItr0O B OTHONICHWH Kak
CTaHJApPTHBIX JaOOPAaTOPHBIX INITAMMOB OaKTEpHii, TaK U BBIJCICHHBIX Yy TAIIMEHTOB B XOJIE
KIIMHUYIECKOW TTPAKTUKHU. [TpOsBIISET BBICOKYIO aKTHBHOCTh B OTHOIICHHH MHOTHX a’pOOHBIX U
aHA’POOHBIX, TPAMITONIOKHUTEIBHBIX U TPAMOTPHUIATELHBIX MUKPOOPTaHU3MOB. MUHUMANbHbBIE
nonasistome koHueHtpauuu (MIIK) ximaputpomunmua A OOJBIIMHCTBA BO30yAHUTENEH
menbIne, yem MIIK sputpomuiiiaa B cpeineM Ha oHO log, pa3BeneHue.

Knaputpomumus in Vitro BeicokoakTuBeH B oTHoIIeHnu Legionella pneumophila, Mycoplasma
pneumoniae.

OxkaspiBaeT OakrepunuaHoe aeiicTBue B orHomenun Helicobacter pylori, nanHass akTHBHOCTB
KJIAPUTPOMHUIIMHA BBIIIE TIPU HEUTpambHOM pH, uem mpu Kuciaom.



Kpome Toro, maHnble In VItro u in ViVO yka3bIBalOT Ha TO, YTO KJIAPUTPOMUIIMH JCHCTBYET Ha

KJIIMHUYECKH 3HAYUMbIE€ BUJIbI MUKOOAKTEPHIA.

Enterobacteriaceae u Pseudomonas spp., Takxe kak W apyrue, He (EPMEHTUPYIOIIUE JTAKTO3Y

rpaMoTpuULIaTeIbHbIe OAKTEpUH, HE YYBCTBUTEIbHBI K KIIAPUTPOMUIIUHY.

AKTHUBHOCTh KJIAQPUTPOMHIIMHA B OTHOIICHUH OOJIBIIMHCTBA IITAMMOB IE€PEUMCICHHBIX HUXKE

MHKpPOOPIaHU3MOB J0Ka3aHa Kak iN VItro, Tak ¥ B KIMHUYECKOW MPAKTUKE MPH 3a00JIeBaHHSIX,

NEPEYNCIICHHBIX B pa3zene «Iloka3aHus K IpUMEHEHUION:

— a’poOHBIe TPaMIIOJIOKUTETbHBIE MUKpOOpranusmbl: Staphylococcus aureus, Streptococcus
pneumoniae, Streptococcus pyogenes, Listeria monocytogenes;

— adpoOHBIC IpamMoTpHUlIaTeIbHbIe MuKpoopranusmbl: Haemophilus influenzae, Haemophilus
parainfluenzae, Moraxella catarrhalis, Neisseria gonorrhoeae, Legionella pneumophila;

— Jpyrue MuKpoopranusmbsl: Mycoplasma pneumoniae, Chlamydia pneumoniae (TWAR);

— wmukobaktepun: Mycobacterium leprae, Mycobacterium kansasii, Mycobacterium chelonae,
Mycobacterium  fortuitum, Mycobacterium avium complex (MAC) - kowmIuiekc,
Bkrovaronuii: Mycobacterium avium, Mycobacterium intracellulare.

[Tpoxyxkius GeTa-1aKTaMasbl HE OKa3bIBAeT BIUSHUS Ha aKTHBHOCTH KJIAPUTPOMHUIIMHA.

BonbmIMHCTBO MITaMMOB CTa()UIOKOKKOB, PE3UCTEHTHBIX K METHUIWJUIMHY U OKCAIWUIMHY,

00J1aJaf0T YCTOMYMBOCTHIO U K KIIAPUTPOMUIIMHY.

Helicobacter pylori

UYysctButenbHocth H. pylori k  kmapurpomuimny wusydanace Ha wu3omarax H. pylori,

BbIIeTICHHBIX OT 104 mamueHToB, 10 Hayajla Tepamuu mpemapaTtoM. Y 4-X MalUeHTOB ObUIH

BBIJICJICHBI PE3UCTCHTHBIC K KJIAPUTPOMHUIIMHY mTaMMbl H. pylori, y 2-x — mraMmbl ¢ yMepeHHOi

PE3MCTEHTHOCTBIO, Y OCTANbHBIX 98 marueHToB M30yAThl H. pylori ObuiM 4YyBCTBHTENBHBI K

KJIApPUTPOMHULIUHY.

KiapurpoMuiinH OKa3bIBaeT JeiicTBHEe IN VItr0O U B OTHOLICHWH OOJBIIHHCTBA INITAMMOB

CIEMYIOIIUX MHUKPOOPraHu3MoB (onHako Oe3omacHOCTh U APPEKTUBHOCTh NPUMEHEHUS

KJIAQpUTPOMMILIMHA B  KIMHMYECKOW  TPAaKTUKE HE  HOJATBEPXKJAEHbl  KIMHUYECKHUMHU

UCCIICIOBAaHHUSIMH, M TIPAKTHYECKOE 3HAUEHUE OCTACTCS HESICHBIM):

— a’poOHbIe TPaMIIOJIOKUTENbHBIE MHUKPOOPraHu3Mbl: Streptococcus agalactiae, Streptococci
(rpynmsl C, F, G), Viridans group streptococci;

— a’pobHBIe TpamMoTpUIlaTeNbHBIe MHKpoopranusmel:  Bordetella pertussis, Pasteurella
multocida;

— aHa’pOoOHbBIE TPaMIIONIOKUTENIbHBIE MUKpoopranu3Mel: Clostridium perfringens, Peptococcus
niger, Propionibacterium acnes;

— aHa’poOHbIE TpaMOTpHIIaTEIbHBIE MUKpOOpPTraHu3Mbl: Bacteroides melaninogenicus;

— crupoxetsl: Borrelia burgdorferi, Treponema pallidum;

— xammmiobaktepun: Campylobacter jejuni.

OCHOBHBIM ~ MeTa0OJUTOM  KJIApPUTPOMHIIMHA B  OpraHM3Me  4YelloBeKa  SIBIISETCS

MUKPOOHOJIOTHYECKU AKTUBHBIN MeTaboIUT 14-ruapoKCUKIapUTPOMULINH

(14-OH-knapurpomunrH). MHUKpOOHONIOTHYECKass aKTUBHOCTh METAa0OJHMTa Takas Ke, KaK y

MCXOJIHOTO BEINIeCTBa, WM B 1-2 pa3a ciabee B OTHOIICHUH OOJBITMHCTBA MHUKPOOPTAHU3MOB.

Hckmouenne cocraBisger H. influenzae, B oTHOmeHnn KOTOpoit 3PpPeKTUBHOCTh METa0OIUTA B

IBa pasa BbIme. lcxomHoe BEMIECTBO W €r0 OCHOBHOM METa0ONUT OKa3bIBAIOT JHOO

aJUTMTUBHBIN, TNO0 cuHeprudeckuii 3¢ ekt B orHomenun H. influenzae B yciosusx in vitro u in

VIVO B 3aBHCHMOCTH OT IITaMMa OaKTepHi.

Tecm na uyscmeumenbHOCMb

KonnyecTBeHHbIE METO/BI, TPEOYIOLIME W3MEPEHUsSI AUaMeTpa 30HbI MOAABICHHUS POCTa, NAIOT

Han0oJiee TOYHBIE OIICHKH YYBCTBUTEIHHOCTH OAKTEPHI K aHTUMUKPOOHBIM mpenapatam. OmHa

U3 PEKOMEHAYEMbIX METOAMK JUIS ONpEeACTCHHUS YYBCTBUTEIBHOCTH HCHOJB3YET JHUCKH,

UMIIPErHUPOBAaHHBIC 15 MKT KimapuTpoMunnHa (aucko-nuddysnonnsiii meton Kupou-bayspa);

IpYU MHTEPIPETAlMM TeCTa JAUAMETPhl 30H IOAABICHUS POCTa KOPPETUPYIOT CO 3HAYCHHUSIMU



MIIK knaputpomunuHa. 3HaueHust MIIK onpeznenstorcst Meroom pa3BeieHUs B OyIbOHE MU B
arape. [Ipu UCroNb30BaHUM 3TUX METOAMK, OTYET U3 JIAOOPATOPUH O TOM, UTO IUTAMM SIBJISIETCS
«4yBCTBUTEIIbHBIMY», YKA3bIBa€T HA TO, YTO BO3OYAUTENb, BEPOSTHO, OTBETHT Ha jiedyeHue. OTBeT
«PE3UCTEHTHBIN» yKa3bIBAET HA TO, YTO BO30YAUTENb, BO3MOXKHO, HE OTBETUT Ha JiedeHue. OTBeT
«IIPOMEXKYTOYHAsI YyBCTBUTEILHOCTBY MPEAIOJIATaeT, YTO TepaneBTuaeckuil 3¢dekr npemnapara
MOET ObITh HEOJHO3HAYeH WM MUKPOOPIaHHW3M MOJKET OKa3aTbCid UYyBCTBUTEIBHBIM IpU
npUMeHeHHrn Oosiee BBICOKHMX J103 Tpemnapara (MpOMEXYTOYHash YyBCTBUTEIBHOCTh TaKKe
Ha3bIBAETCS «yMEPEHHOM YyBCTBUTEIBHOCTBIO).

Dapmakokunemuxa

Bcacvieanue

[Ipemapar nerko u OBICTPO BCACHIBA€TCS B JKEIYJOYHO-KHILIEYHOM TpakTe. AOCOIIOTHAs
O0nomoCTYnHOCTh cocTaBisgeT okono 50 %. Ilpm MHOrokpaTHOM mpHeMe 03Bl Iperapara
KyMYJISIIUU TIPAKTUYECKU HE OOHAPYKEHO, U XapakTep MeTadoliu3Ma B OpraHu3Me YellOBeKa He
u3MmeHsuics. [lpueM mnMIMM HENOCPENCTBEHHO TMepel IMPUEeMOM TIpernapara yBEJIMYMBall
OMOJOCTYMHOCTh KJIApUTPOMHULIMHA B cpeagHeM Ha 25%. B memnoMm, 53TO TMOBBbIIIEHHE
HE3HAYUTEJIbHO U JIOJDKHO MMETh HEOOJIBIIYIO KIMHUYECKYIO 3HAYMMOCTh TIPH PEKOMEHTyEMbIX
peXUMax M03upoBaHus. TakuMm o0pa3oM, KIApUTPOMHUIIMH MOXKET MIPUMEHSATHCS HE3aBUCHUMO OT
npreMa MUIIIH.

Pacnpeoenenue, memabonuszm u éviedenue

In vitro

HWccnenosanus in Vitro mokasaiy, 4To KJIAPUTPOMHUIIUH CBSI3BIBACTCS ¢ OEIKaMH I1a3Mbl KPOBH
Ha 70 % B kounentpanuu ot 0,45 no 4,5 mxr/mi. [lpu koHnenTpamuu 45,0 MKT/MIT CBS3BIBAaHUC
cHmxkaercs 10 41 %, BEposTHO, B pe3yNibTaTe HACBHIIIEHUSI MECT CBSI3bIBAHUS. DTO HaONIOAaeTCs
TOJIKO TIPH KOHIIEHTPAIUSIX, MHOTOKPATHO MPEBBIIIAOIINX TEPAIIEBTHICCKYIO.

In vivo

HccnenoBanust iN VIVO Ha KHBOTHBIX MOKA3aJld, YTO KJIAPUTPOMHIIMH MPHUCYTCTBYET BO BCEX
TKaHSIX, 32 UCKIIOYCHHEM IICHTPATbHON HEPBHOM CHCTEMBI, B KOHIICHTPAIMIX, B HECKOJIBKO pa3
MpeBbIIAMKMX Tuta3MeHHble. Haunbonee Bbicokume koHueHTpanuu (B 10-20 pa3 Beimie
TJIa3MEHHBIX ) 0OHAPYKUBAIKCH B IEYEHHU U JIETKHX.

300posvie

[Tpu Ha3HAYEHWH KIAPUTPOMHIIMHA B 103 250 MTr 2 pa3a B CyTKM MakCHUMallbHasi paBHOBECHAs
koHieHtpanust (Cpax) KiaaputpomuimHa W 14-OH-kmapuTpoMuiMHa B IUTa3Me€  KPOBH
JOCTUTANNCh 4epe3 2-3 aHs u cocTaBisuid 1 mMxr/mia u 0,6 MKr/mil cooTBeTcTBeHHO. [lepuon
nonyBbiBenieHus (T1/2) KIapUTPOMUIIMHA U €0 OCHOBHOTO MeTa0OJIMTa COCTaBIsIM 3-4 4yaca U
5-6 4acoB COOTBETCTBEHHO.

[Ipu naznauenun kinaputpomuninHa B go3e 500 mr 2 paza B cyTKH Cpax KIQPUTPOMUIIMHA U
14-OH-knaputpoMuIIiHa B TJIa3M€ KPOBH JOCTUTAIUChH TOcie mpuema 5-oif nmo3wl. Ilocne
npuema 5-oif u 7-0if n03bl, Cmax KimaputpommimHa u 14-OH-kimaputpoMuiiiHa B IDIa3me
cocraBuna B cpenHem 2,7-29 wmkr/mn u  0,83-0,88 wMKkr/ma  cooTBEeTCTBEHHO. Tip
KJIQPUTPOMHIIMHA W €ro OCHOBHOTO MerabonuTa coctaBmin 4,5-4,8 waca u 6,9-8,7 gaca
COOTBETCTBEHHO.

Cmax 14-OH-xnapuTpoMuIIiHA HE YBEIUYHBAIACH MMPOIIOPIIMOHAIBHO J103¢ KIAPUTPOMHMIIMHA, B
TO BpeMs Kak i/ KaK KIAPUTPOMHIIMHA, TaK U €0 THIPOKCHIUPOBAHHOTO METabOIHTa MMEI
TEHJICHIIMIO K YBEIMYCHHIO C TIOBBINICHHEM J03bl. Takas HenuHehHas QpapMaKOKHMHETHKA
KJIAPUTPOMUIIMHA B COYETAHUU C YMEHBIIEHHEeM 00pa3zoBaHusl 14-THIPOKCHIMPOBAHHBIX W
N-IeMeTHITUPOBAHHBIX MPOYKTOB IPH BHICOKHX J03aX YKa3bIBAaeT HA HEIMHEWHBIA METa0O0IU3M
KIIAPUTPOMHUIIMHA, KOTOPBIN CTAHOBUTCS 00JI€€ BEIPAKEHHBIM MTPH BHICOKUX J[03aX.

[Toukamu BeIBOAUTCS OKOJO 37,9 % mocne npuema BHYTPh KJIApUTPOMHIMHA B 703 250 Mr u
46,0 % mocne mpuema kKiapuTpoMmuirHa B 1o3e 1200 Mr; KUIIEYHUKOM BBIBOJUTCS OKOJO



40,2 % wu 29,1 % (BkIrOYas MCIBITYEMOTO JIMIIb C OJHOM Mpo0oi Kkana, conepxamier 14,1 %)
COOTBETCTBEHHO.

Tayuenmor

Knaputpomuuiun u ero merabonur 14-OH-kiaapuTpoMuLuH OBICTPO NPOHMKAIOT B TKAaHU U
XKHUJIKOCTH OpraHu3ma. VIMEIOTCsl OorpaHHMYEHHBIE JaHHBIC, CBUAETEIBCTBYIOIIHE O TOM, YTO
KOHIIGHTpalusl KIApUTPOMHULIMHA B 1EepeOpPOCHMHANIBHON KHUIKOCTU IIpU INpUEME BHYTPhb
He3HauuTeNnbHa (T.€. TONBbKO 1-2 % OT KOHLEHTpPAlMH B CHIBOPOTKE KPOBU MPU HOPMAIbHOU
IPOHMILIAEMOCTH TremarosHuedanuueckoro Oapbepa). KoHueHTpauus B TKaHAX OOBIYHO B
HECKOJIBKO pa3 BBHIIIE, YeM B CHIBOPOTKE KPOBH.

B Tabnuue npuBeaeHbl IpUMephl TKAHEBBIX U CBIBOPOTOUHBIX KOHIECHTPALUMI:

Konuenrpanun (250 mr xaxzasie 12 yacon)
Bun Tkanu TkaneBble (MKI/T) ChIBOPOTOYHBIE (MKI/MIT)
MuHaIuHbI 1,6 0,8
Jlerkue 8,8 1,7

Hapywenus ¢pynkyuu nevenu

Y namMeHToB €O CpeAHed W TSDKEJIOH CTENeHbI0 HapymeHus (QYHKIUH TeYeHH, HO C
COXpaHEHHOH (hyHKIMEN MMoYeK KOPPEeKLHUs 103bl KIApUTPOMUIIMHA He TpeOyercsi. PaBHOBecHas
KOHLEHTpalusi B IUIa3M€ KPOBU U CUCTEMHBIN KIMPEHC KIApUTPOMULMHA HE OTJIMYAIOTCA Yy
NAllMeHTOB JIaHHOM TIpyNmbl M 3J0pPOBBIX NAalMEeHTOB. PaBHOBecHas KOHIEHTpauus
14-OH-knapuTpOMHUIIHA Yy TAIMEHTOB C HApyHICHUAMH (QYHKIUH TEUYEHH HIKE, 4eM Yy
3J1I0POBBIX.

Hapywenus ¢ynxyuu novex

[Ipn HapymieHHH (QYHKIUH MOYEK yBENUYUBalOTCS MHUHUManbHas KOHIEHTPAHs (Cumin) ¥ Chax
KJIQpUTPOMUIIMHA B IJIa3M€ KpOBH, [12, IJIOWAAb MOJA (hapMaKOKMHETHUECKOH KpHUBOMH
«koHUeHTpanus-BpeMs» (AUC) kimapurpomuiiaa u ero merabonura 14-OH-knaputpomunuHa.
KoHcTanTta snuMuHanuM M BbIBEJEHHE IMOYKaMH yMeHbIIatoTcs. CTerneHb M3MEHEHMH ATHX
apaMeTpoB 3aBUCUT OT CTENICHH HapyLIeHHs (PyHKIIUH MTOYEK.

THayuenmor nodcunozo 6o3pacma

VY [anueHToB IMOKWIJIONO BO3pacTa KOHIEHTpALUs KIAPUTPOMHUIIMHA M ero MeTtaboiauTa
14-OH-knaputpoMuliHa B KpOBU OblUIa BBIIIE, a BBIBEJCHUE MEJICHHEE, YeM Yy TPYIIIbI
MOJIOABIX JroAeld. ONHAaKo mociae KOPPEeKIHMH C Yy4ETOM IOYEYHOro KIMPEHCA KpeaTMHHWHA, He
ObUt0  OoTIMYMM B o0eux rpymnmax. Takum  0o0pa3oMm, OCHOBHOE BJHMSHHUE Ha
(bapMaKOKUHETHYECKHE TTapaMeTphl KIApPUTPOMUIIMHA OKa3bIBaeT (PYHKIUS IMOYEK, a HE BO3PACT.
THayuenmor ¢ MukobaxmepuarbHbIMU UHGEKYUAMU

PaBHOBecHbIE KOHIIEHTpaluu KiapuTpomuuuHa U 14-OH-knmaputpoMuimHa y HalMEHTOB C
BUY-undexnueit, momyyaBuIMx KIapUTPOMULIMH B OOBIYHBIX J03aXx (500 Mr 2 pasza B CyTKH),
ObUIM CXOJHBIMHU C TAKOBBIMHU Y 3/I0POBBIX Jtojiel. OHAKO MMPU NPUMEHEHUHU KJIAPUTPOMHIIMHA
B 0OoJiee BBICOKHX J1033aX, KOTOpbIE€ MOTYT HOTPEOOBAThCS JUIsl JICUEHUS MUKOOAKTEPHAIbHBIX
UHQEKINH, KOHIIEHTPALMd AaHTUOMOTHKA MOTYT 3HAYUTEIbHO MPEBHIIATh OOBIYHBIE. Y
naneHToB ¢ BUY-uHbekue, mpuHUMaBIIAX KIApUTpOMUIMH B 1o3e 1000 Mr B AeHb U
2000 mr B neHb B 2 mpuema, paBHOBeCHbIe 3HaYeHUS Cmax OOBIUHO COCTaBISUIH 2-4 MKI/MI U
5-10 Mkr/mi coorBeTcTBeHHO. Ilpu mnpumeHeHuu mpemnapata B 0ojee BBICOKHX J103aX
OTMEUAJIOCh yANUHEHHE T MO CPaBHEHUIO C TAaKOBBIM Yy 30POBBIX JIOAEH, MOIy4YaBIIMX
KJIQPUTPOMUIIMH B OOBIUHBIX J03ax. [loBblllIeHHnEe KOHIEHTpaluil B miaazMe U yanuHeHue Tip
Opd TPUMEHEHMH KIApUTPOMMIMHA B Oojiee BBICOKHMX J103aX CBA3aHO C HEJTMHEHHOU
(bapMaKOKMHETHKON Mpernapara.

Kombunuposannoe nevenue c omenpazonom

Knaputpomunua mo 500 mr 3 pa3a B CyTKH B KOMOHWHAIIMKM C OMENPa3ojioM B 03¢ 40 Mr/cyTku
crocobctByer yBenmmueHuto Tip m AUCp.p4 omenpaszona. Y BceX MAlMEHTOB, MOTYYaBIIMX



KOMOMHHPOBAHHYIO TEPANHIO, B CPABHEHUHU C IMOITYYABIIMMU OJWH OMEIMPA30Ji, HAOII0AaI0Ch
noBeiieare Ha 89 % AUCy.o4 u Ha 34 % T omenpasona. Y ximaputpoMuiimHa Cmax, Cmin 1
AUC g yBenmuuBamuch coorBercTBeHHO Ha 10 %, 27 % u 15 % mo cpaBHEHUWIO C JTaHHBIMH,
KOIJla MPHMEHSJICA TOJBKO KIAPUTPOMHIMH 0Oe3 omernpasona. B paBHOBECHOM COCTOSHUU
KOHIIEHTPAIlU KIAPUTPOMHUIIMHA B CIIM3UCTON JKENyAKa 4epe3 6 U IMocie mpuemMa B TPYIIIe,
MOJTy4YaBIIeH KOMOMHAIIMIO, B 25 pa3 MPEBOCXOJMIN TAaKOBBIC IO CPABHEHHUIO C IMOJTYYaBIIUMU
OJIMH KJIapUTPOMUIIMH. KOHIIEHTpauu KIApUTPOMUIIMHA B TKAHSIX KEIyaKa depe3 6 9 mocie
npreMa 2-X IpernapaTtoB B 2 pa3a MPEBBINIANIH JaHHBIC, MOJIYYCHHBIC B TPYIIE MMAIMCHTOB,
MOJTYYaBIIUX TOJIKO KJIAPUTPOMHMIIHH.

IMoka3aHus K NPpUMEHEHUIO

NH}pekmoHHO-BOCTIaIUTENbHbIE 3a00JeBaHus, BbI3BaHHbIE YyBCTBUTEJIbHBIMU K

KJIAPUTPOMHULIMHY MUKPOOPTaHU3MaMH Y B3pOCIIbIX U JIeTel cTapiue 12 ner:

— UHQEKIUHM HUKHUX JIbIXaTeNIbHbIX MyTeH (Takue Kak OpOHXUT, THEBMOHUS);

— MH(EKIUHN BEpXHUX AbIXaTEIbHBIX MyTeH (Takue Kak (apUHTUT, CHHYCHUT);

— HMH(QEKIUM KOXXKM MU MSITKUX TKaHed (Takue Kak (OJUIMKYJIUT, BOCHAJIECHUE IOJKOMXKHOU
KJIETYaTKH, POXKa);

— JMCCEMHHHMPOBAHHBIE WM JIOKAJIN30BaHHbIE MHKOOAKTepUallbHble HMH(EKIUH, BbI3BAHHBIC
Mycobacterium avium u Mycobacterium intracellulare;

— JIOKanM30BaHHbIe HMH(peEKIMH, BbI3BaHHBIE Mycobacterium chelonae, Mycobacterium
fortuitum u Mycobacterium kansasii;

— npodUIaKTUKa pacnpocTpaHeHUs: MHPEKIH, 00yclIoBIeHHONH KoMIulekcomM Mycobacterium
avium (MAC), BUY-unduuupoBaHHbBIM MalMeHTaM c cojaepxkanueM aumbonutoB CD4
(T-xenmepubix muMponmToB) He 6onee 100 B 1 MM;

— opaaukanms H. pylori u cHIDKeHHE 4acTOThI PEIUANBOB SI3BbI JBCHAIATUIICPCTHON KHIIIKH.

IIpoTuBonoka3zanus

— TMOBBILIEHHAsA YyBCTBUTEIBHOCTh K KIAPUTPOMUIIMHY, MaKpOJIUJIaM U JIPYTUM KOMIIOHEHTaM
npemnapara;

— OJHOBPEMEHHBIN NTpPHEM KIAPUTPOMHUIIMHA CO CIEIYIOUIMMHU IpernapaTaMu: acTeMHU301,
nu3anpua, numosuna, TepdeHaauH  (cM.  pasgen  «BzammopeiicTBue ¢ IpyrUMH
JIEKapCTBEHHBIMU CPEACTBAMUY);

— OJHOBPEMEHHBI TpPUEM KIAPUTPOMHUIIMHA C QJIKAJIOUJAMU CIIOPBIHBH, HaIpHUMED,
OProTaMHUHOM, JTUTHIPOIPrOTaMHHOM (cM. pazaen «B3aumoneilcTBue ¢ OpYyrUMH
JIEKapCTBEHHBIMU CPEACTBAMUY);

— OJHOBPEMEHHBIN MPHUEM KIAPUTPOMHMIIMHA C MUJA30JaMOM ISl IEPOPATBHOTO MPUMEHEHUS
(cM. pazmen «B3aumoneicTBIE C IPYTUMHE JIEKaPCTBEHHBIMU CPEICTBAMUY);

— OJHOBpPEMEHHBIH MpueM KiapuTpomuinuHa ¢ wuHruouropamu ['MI-KoA-peaykrass
(craTMHaMM), KOTOpPHIE B 3HAYUTEIBLHON CTETEHH META0OMU3UPYIOTCS HU30(hepMEeHTOM
CYP3A4 (oBacTaTWH, CHMBACTAaTHH), B CBS3M C MOBBLIIICEHHEM PUCKA MHUOIMATHH, BKIIOYAS
pabaomuonus (cM. pasaen «B3zaumoneiicTBue ¢ IpyrumMu JIEKapCTBEHHBIMU CPEJCTBAMUY);

— OJHOBPEMEHHBIN MpPUEM KJIApUTPOMUIIMHA C KOJIXULIMHOM (cM. pa3nen «BzaumopeiictBue ¢
JIPYTUMU JIEKapCTBEHHBIMU CPEICTBAMUY);

— OJHOBPEMEHHBIN MPUEM KIAPUTPOMHUIIMHA C THKArPEIOPOM WIIH PAHOIA3UHOM;

— yanuHenue uHTepBaia QT B aHamHe3e  (BpOXKIEHHOE WJIM  NPHOOpETEHHOE
3aperucTpupoBaHHOe yJiMHEeHHWe WHTepBana QT) wim >kemygouykoBas apuTMHsI, BKIIOYAS
KENyIOUKOBYI0 TaXWUKapAWIO TUIMA «IHPY3T» (cM. pazaensl «OcoOble yKazaHUS» U
«BzaumoielicTBE C IPYTUMHU JIEKAPCTBEHHBIMU CPEACTBAMUY);

— rumokanuemMus (pucK yaauHeHus uarepsaia QT);



TsDKENNass TICYCHOYHAs HEAOCTAaTOYHOCTh, MPOTEKAIoMiasi OJHOBPEMEHHO C MOYEYHOU
HEJIOCTaTOYHOCThIO;

XOJIECTaTHUYECKasl IKENTyXa/TeMmaTuT B aHaMHE3e, pa3BHBIIMECS TPH MPUMCHCHHUU
KiaputpomuiirHa (cM. pazaen «OcoObie yKazaHusm»);

nopupws;

NEepUOJT TPYAHOTO BCKApMIIMBAHUS;

neTckuii Bo3pact 110 12 et (3¢ HeKTUBHOCTh U O€301aCHOCTh HE YCTAaHOBJICHBI);
HETIEPEHOCHUMOCTb JIAKTO3bI, JC(PHIIUT JIAKTa3bl, TJTFOKO30-TAIAKTO3HAS MAJIbaOCOPOITHSL.

C 0CTOPOKHOCTHIO

IIOYEYHAasi HEJJOCTATOYHOCTb CPEAHEN U TAXKEIION CTEeNeHHu;

IIEYCHOYHAs1 HEIOCTATOYHOCTDb CPEIHEN U TSIKEIION CTEIICHY;

OJTHOBPEMEHHBIN NPUEM KIAPUTPOMHIIMHA C OCH30JMa3eTMHAMH, TAKMMH KaK alllpa3oiiaM,
TpHa30JIaM, MU1a30JIaM JUIsi BHYTPUBEHHOTO MTPUMEHEHHS MITM I HAHECEHUS Ha CIIM3HUCTYIO
000J10uKy pTa (cM. paznen «B3aumozeiicTBue ¢ ApyrumMu JeKapCTBEHHBIMU CPEICTBAMUY);
OJTHOBPEMEHHBI TPHEM C IMpernapataMH, KOTOpbIE METa0OIM3UPYIOTCS H30(hepMEHTOM
CYP3A, mwanpumep, kapOaMa3enuH, IIWIOCTA30J, IUKJIOCIOPUH,  JTU3OMHUPAMUI,
METUJIIPEAHU30JI0OH, OMENpa3zoll, HENpsMble AaHTUKOAryJIsHTbl (Hampumep, BapdapuH),
XUHUIOUH, pudadyruH, cwigeHaduna,  TakpoauMmyc, BHUHOmacTuH  (CM.  pasmen
«B3aumozpeiicTBue ¢ ApyrumMu JeKapCTBEHHBIMH CPEICTBAMUY);

OJIHOBPEMEHHBII IpueM cC Impenapatamu, uHAynupyromumu uzopepment CYP3A4,
Hampumep, pudammunuH, QeHuTouMH, KapOamazenuwH, QeHobapOuTan,  3BepoOOH
IOpOABIPSABICHHBIM  (cM. pazzmen «B3aumopelcTBME ¢ APYTMMHM  JIEKAPCTBEHHBIMHU
CPEJICTBAMU»);

OJTHOBPEMEHHBIN NMpHEM KJIApUTPOMHIIMHA CO CTaTMHAMH, HE 3aBUCALIMMHU OT MeTabosn3ma
uzopepmenta CYP3A (nampumep, ¢iryBactatuH) (cM. paszaen «B3aumopaelcTBue ¢ Ipyrumu
JIEKApCTBEHHBIMH CPEJICTBAMUY);

OJTHOBPEMEHHBIH MpHeM C OJOKaTopaMHM «MEJUIEHHBIX» KaJbIIMEBbIX KaHAJIOB, KOTOpbIE
Metabonuzupytorcst  uzopepmentom CYP3A4  (mampumep, Bepamamuii, amJIOJMITHH,
JTUITHA3EM);

MalydeHThl ¢ umemudecko  Oonesnwsto  cepauna (MBC), Tsokenodt  cepaedyHoM
HEIOCTaTOYHOCTHIO, THUIIOMarHueMHel, HapyIIEHUSMH TPOBOAMMOCTH WM KJIMHUYECKU
3HaYMMON  Opaaukapaued, a TakXkKe IalueHTbl, OJHOBPEMEHHO MPUHHMAIOLIHE
aHTHapuTMuyeckue npemnapatel [A kmacca (xuHMauH, npokamHamuna) u Il kmacca
(TodeTnnua, aMHuOAAPOH, COTATION);

OEpEeMEHHOCTb.

IIpumeHenne npu 0epeMEHHOCTH M B IIEPHO/L TPYIHOT0 BCKAPMJIMBAHUA

be3zomnacHOCTh MpUMEHEHUSI KIIAPUTPOMHUIIHA BO BpeMsi OEpEMEHHOCTH M KOPMJICHHSI TPYAbIO HE
YCTaHOBJICHA.

[Tpumenenue npenapara npu 6epeMeHHOCTH (0CO0EeHHO B | TpUMecTpe) BO3MOMXKHO TOJIBKO B TEX
ClIy4asx, KOTrJla OTCYTCTBYET aJlbT€pHaTHBHAs Tepanus, a MpearnoiaraeMas mojp3a JUisi MaTepu
MIPEBOCXOUT MOTEHIMAIBHBIN PUCK AJIS TUIOAA.

Ecnu OepeMeHHOCTh HacTymaeT BO BpeMs NpPUMEHEHMs IIpernapara, MHalMeHTKy CJexyer
MpeIyNpeanTh O BO3MOKHBIX pUCKaX IJis IJI0/a.

KnaputpoMuliuH BBIBOJUTCA C TPYJHBIM MOJIOKOM. [Ipu HEoOXoaMMoOCTH mMpueMa B MEPUOJ
JaKTalMU TPYJHOE BCKApMIIMBaHHE HEOOXOIMMO NMPEKPATHUTD.

Cnoco0d npuMeHeHH s U 103bI
s mpuema BHYTph. HezaBucuMo ot nmpuemMa numm.



OObIuHas peKOMEHJOBaHHAs /1032 KJIAPUTPOMUIIMHA JJIsl B3POCIBIX M JeTel crapuie 12 et —
250 Mr 2 pa3a B JeHb (B 3TOM cllydyae BO3MOXKHO NMPUMEHEHHE KIApUTPOMUIIMHA B JTO3UPOBKE
250 wmr).

Knaputpomuna 500 mr 2 pasza B JeHb HCHOJB3YIOT B cliydae 0ojiee TSKEIBIX HHQEKIIHMA.
OObIuHas MPOAOHKUTEIIBHOCTD JICYEHHS COCTABIIAET OT 5 10 14 nHeil.

HckmoueHne coCTaBiIsSIIOT BHEOOJbHUYHAS THEBMOHUS U CUHYCUT, KOTOpPBIE TPEOYIOT JeueHus
ot 6 10 14 nHei.

/o3bl 0121 1eueHus MuKodaKkmepuaIbHvlX UHpeKyuil, Kpome nmyoepkyiesa

[Tpu MuKOOaKTepUAIBHBIX HHPEKIUAX PEeKOMEHI0BaHa j03a kinapurpomuiaa 500 mr 2 pasa B
JICHb.

Jleuenne auccemuaupoBanHbIx MAC undexnmii y namuentos co CIIM]] cnexyer mpomomkaTh
IO TeX TOop, IOKa HMeeTcs KIMHUYeCKass M MHKpoOHosiorudeckas 3()pQeKTHBHOCTS.
KnaputpoMuniuH cienyeT Ha3HadaTh B KOMOMHAUUMM € JIPYTMMH  aHTUMHKPOOHBIMHU
npenapaTamMu, aKTUBHBIMU B OTHOILIEHUU JIAHHBIX BO30YyIUTENEH.

JUMTeNbHOCTh ~ JIGYCHUSI  APYTUX  HETYOCpPKYJEe3HBIX  MHKOOAKTEpHUAIBHBIX  MH(EKIHH
yCTaHaBIIMBAET Bpay.

Jlna npogpunakmuxu ungexyuit, evizeannvix MAC

Pexomenayemas 103a kinaputpoMuiHa i B3pocibix — 500 Mr 2 pasa B J1eHb.

Jna spaouxayuu H. pylori

V ManyeHToB ¢ A3BEHHOM 00J1€3HBI0, BbI3BaHHOM MHbeKIueld H. pylori, KiapuTpoOMUIIMH MOXHO
Ha3HadaTh 10 500 mMr 2 pa3a B A€Hb B KOMOMHALIMYU C JPYTUMH aHTUMUKPOOHBIMH TIperapaTaMu
¥ UHTHOUTOpaMU MPOTOHHOTO Hacoca B TeueHue 7-14 nHel, B COOTBETCTBUM C HAIIMOHATIHHBIMU
U MEXYHApOHBIMUA PEKOMEHIAIMSIMU 110 JieueHuto nHdekiuu H. pylori.

Ilayuenmut c noueuyHol HEOOCMAMOYHOCHIbIO

[TarmenTam ¢ KIMpeHCOM KpeaTHHHHA MeHee 30 MJI/MHH Ha3HAyYalOT MOJIOBUHY OOBIYHOM JT03BI
KJIapUTPOMULIMHA (B JAHHOM cilydae ucnoib3yercss no3a 250 mr). JledeHne Takux HalMeHTOB
pOJOJKAIOT He Oonee 14 nHell.

Ilpumenenue y oemeit maaowe 12 nem

[TpyuMeHeHre KIapUTPOMHULIMHA Y AeTel Miaiie 12 neT He u3y4anoch.

ITo0ouHoOeE aeiicTBHE

Knaccudukanus dYacToTsl pa3BUTHS MOOOYHBIX 3(PPEKTOB COTNIacHO PEKOMEHAALUIM
Bcemupnoii opranmuzaiuu 3npaBooxpanenus (BO3):

oyeHs yacto > 1/10;

JacTo ot > 1/100 mo < 1/10;
HEYaCTO ot > 1/1000 mo < 1/100;
penKo ot > 1/10000 mo < 1/1000;

oueHb penko < 1/10000, BkItoUast OTAENbHBIE COOOIIECHUS;

yacToTa HeusBecTHa (1MoOo4HbIe 3(P(PEKTH U3 OMbITAa MOCTMAPKETUHIOBOIO NMPUMEHEHHS) — IO
MMEIOLIUMCS ITaHHBIM YCTAHOBUTB YaCTOTY BO3HUKHOBEHUS HE MPEACTABIISAETCS BO3MOKHBIM.
Annepauueckue peaxkyuu:

4acTO — CBHIIb;

HEYaCTO — aHA(UMIAKTOMIHAS PEAKIMs, THIIEPIyBCTBHTEILHOCTD, AEPMATHT OYIIC3HBII, 3y,
KpanuBHUIA, MAKYJI0-TIAITyJI€3HAs ChIIb;

4yacToTa HEW3BECTHA — aHauIaKkTU4ecKas peakius, aHMMOHEBPOTHYECKHI OTEK, CHHAPOM
CruBeHca-/[)KOHCOHA, TOKCHYECKHI SIUAEPMalbHBIA HEKPOIM3, JIEKAPCTBEHHAs CBIIb C
so3uHOpUIMEe u cucTeMHOM cumnroMatnkod (DRESS-cunapom), cephe3Hble KOXXHBIC
He)KeNaTelbHbIe peakiuy (HampuMep, OCTPhIi TeHepaaIi30BaHHbIA 9K3aHTEMATO3HbIH MyCTYyIIe3).
Co cmopoHnvl Hep8HOU cucmembl'

YacTo — roJI0BHAs 00JIb, OECCOHHHUIIA,



HEYACTO — TOTepsl CO3HAHHS , JMCKHHE3US , TONOBOKPYXKCHHE, COHIHBOCTb, TPEMOD,
6ECIIOKOMCTBO, IIOBBIICHHAS BO3OYIHNMOCTD,

4acToTa HEU3BECTHA — CYAOPOIH, IICUXOTUYECKHE pacCTPOMCTBA, CIYTaHHOCTb CO3HAHUS,
JenepCcoHaNn3alus, JeNpeccus, Ae30pUEHTAlMs, TaJUTIOUWHAIMY, HApYyIIEHUS CHOBUIACHUN
(«xomIMapHbIe» CHOBUJEHUS ), TAPECTE3MS, MAHHUS.

Co cmopoHbl KOHCHBIX NOKPOBOS:

4aCcTO — UHTEHCUBHOE IIOTOOT/IEIICHUE;

4acTOTa HEU3BECTHA — aKHE.

Co cmopoHbl MouegvloenumenbHOU CUCHEMDbL:

4acTOTa HEM3BECTHA — IOYEUHAs HEJOCTaTOYHOCTh, HHTEPCTUIIHANIbHBIN He(PpUT.

Co cmopoHbvl obmena sewecms u RUMAHUSL

HEYaCTO — aHOPEKCHSl, CHI)KEHUE alIeTuTa.

Co cmopoHbl onopHo-08uzamenvpHo20 annapama:.

HEYaCTO — MBILICYHBIH CIIa3M°, KOCTHO-MBILICYHAs] CKOBAHHOCTb, MUAITHSL’,

9aCTOTa HEM3BECTHA — PAOIOMHIOIIN3’ , MHOTATHS.

Co cmopoHbl nuwesapumenbHoU CUCTEeMbL.

4acTo — AWapesi, pBOTa, IUCIICTICHS, TOITHOTA, 00JIb B 00JIaCTH KUBOTA;

HeyacTo — 930arut’, racrpossodareanbHas pedIIOKCHas OGONE3HBS, TACTPHUT, MPOKTAITHS’,
CTOMATHT, TJIOCCHT, B3yTHE JKHBOTA', 3a1I0p, CyXOCTb BO PTY, OTPBIKKA, METEOPH3M, XOIecTas”,
renaTuT, B TOM YHCIIE XOJIECTaTUYECKHUI U IenaToleILTIONSPHBIN,;

4yacTOTa HEWU3BECTHA — OCTPbII MAHKPEaTUT, WU3MEHEHUE I[BeTa sA3blka U 3yOOB, MEUEHOYHAas
HEJOCTAaTOYHOCTh, XOJIECTATHUECKAsl JKENTyXa.

Co cmopoHbl OvbixamenvbHoU cucmemb

HEYaCTO — aCTMa’, HOCOBOE KPOBOTCUCHHE, TPOMBOIMOOIHS JICTOYHOM apTepun

Co cmopoHbl op2anog uyecms:

4acTO — IMCTEB3US;

HEYacTo — BEPTUTO, HApYLIEHHE CIyXa, 3BOH B yIIaX;

YacTOTa HEU3BECTHA — IJIyX0Ta, areB3us (IMOTepsi BKYCOBBIX OIIYIIEHHI ), TapOCMUs, aHOCMHUSL.
Co cmopoHbl cepOeuHo-cocyoucmou CUCmembl.

4aCTO — BA30MHAIATALNSA

HEYaCTO — OCTAHOBKa cepnual, bubpmAms npez(cep)mﬁl, yumuHerne wHTepBana QT Ha
AIIEKTPOKAPIUOTPAMME, SKCTPACUCTONHNS , OLIYILIEHHE cepieOneHHMs.

4acTOTa HEU3BECTHA — JKEIYJAO0UYKOBask TAXUKAPAMS, B TOM YHUCIIE THUIA «ITUPYIT», GUOPUILIALNS
KEITyJ0YKOB, KPOBOTEUEHHUE.

Jlabopamopnvie nokazamenu:

4acTO — OTKJIOHEHHE B MIEYEHOUHOM MPooe;

HEYacTO — IMOBBILICHAE KOHIECHTPALMH KPEATHHUHA', MIOBBIIICHHE KOHICHTPALMH MOYCBHHBL,
M3MEHEHHE OTHOLICHHS anbOYMHH-TIOOYIHH', JTeHKONCHHs, HEHTPOICHHS , 03HHOMDUIHS ,
Tp0M60HI/ITeMI/I5[3, MTOBBIILICHHE AKTHUBHOCTH: aJlaHMHaMUHOTpaHCc(epasbl (AJIT),
acniapraramuHoTpancdepazsl  (ACT), rammarimyramuiarpancdepassl (ITT)*, menousoit
docdarazbl (Hld))4, JAKTaTICTUAPOTeHA3I (HJIF)4;

YacToTa HEW3BECTHAa —  arpaHyJolMTO3, TPOMOOIMTONCHUS, YBETUYCHHE 3HAUCHUS
MEXIyHApOJAHOTO HOpMaim3oBaHHOTO oTHomeHus (MHO), ymmmHeHne mnpoTpoMOMHOBOTO
BpPEMEHH, U3MEHEHHUE 1[BETa MOYH, MMOBBIIIEHUE KOHIICHTPAIH OWIHPyOrHA B KPOBH.

Obwue paccmpoticmaa.

OYEHb YaCTO — (ICOUT B MECTE HHBEKIUN

9acTo — GOJIb B MECTE HHBEKIIMA, BOCIIAICHHE B MECTE HHBCKIIHN .

HEYacTO — HEJOMOTaHHe', THIepTepMUs., acTeHms, OOIb B TPYIHOH KieTke', 03HOO,
YTOMISIEMOCTD .



Hngpexyuonnvie u napasumapmwie 3a601€6aHUA.
HEYaCTO — LE/UMONMT., KAHIHUIO03, TaCTPOSHTEPUT?, BTOPHUHBbIC MHMEKIMH® (B TOM UHCIIE
BarMHaJIbHBIE);
4acTOTa HEU3BECTHA — TICEBOMEMOPAHO3HBIN KOJIUT, POXKa.
[Ipenmonaraercs, 4To 4acTOTa, TUIl U TSIKECTh HEXKEIATEIbHBIX PEAKLUHN y JE€TEeH Takas Ke, KakK
Y B3pOCIIBIX.
Tlayuenmoi ¢ nooasneHHbIM UMMYHUMEMOM.
VY nmanuentoB co CITNom u apyrumu uMMyHOASHUIIMUTAMH, MTOTYYAIOIMIUX KIAPUTPOMHUIIMH B
0ojiee BBICOKMX J/103aX B TEUEHHUE JUIMTEIBLHOTO BPEMEHM I JIEYEHUS MHMKOOAKTEpHaJIbHBIX
uH(pEKIMd, YacTo TPYAHO OTIMYMUTH HexesarenbHble 3(G(eKThl mIpernapara OT CHMITOMOB
BUY-undexnum nim comyTCTBYIOMET0 3a00I€BaHMs.
Haubonee yacTbIMu HeXeNaTEIbHBIMU SBICHUSIMH Y AIIUEHTOB, IPUHUMABIIUX CYTOYHYIO 103y
KIapuTpoMuiinHa, paBHyro 1000 mr, ObulM: TOIIHOTA, PBOTA, HM3BpAIllEHUE BKyca, OOIbh B
o0nacTu >KHMBOTA, JOUapes, CbIllb, METEOPU3M, TOJIOBHAs OO0Jib, 3amop, HapylIeHHE CIyXa,
nosbimieHre akTUBHOCTU ACT u AJIT B kpoBu. Takke oTMeuyanuch ciaydau HEKeEIaTeIbHBIX
SBIICHUN C HU3KOW YacTOTON BO3HMKHOBEHHMS, TAKHE KaK OJIbIIIKA, OECCOHHHIIA U CYXOCTh BO
pTYy.
VY manueHToB C MOJAaBICHHBIM UMMYHUTETOM MPOBOAMIIN OLIEHKY JIaOOpaTOPHBIX MOKa3aTelneH,
AHAIU3UPYS UX 3HAYUTENIbHbIE OTKJIOHEHHS! OT HOPMBI (PE3KOe MOBBILLIEHUE WM CHIDKeHue). Ha
OCHOBaHUHU JaHHOTO KpuTepus y 2-3 % MalMEeHTOB, IMOJYYaBIIUX KIAPUTPOMHIIMH B J103€
1000 mMr exxeHEBHO, OBLIO 3apPETUCTPUPOBAHO 3HAUMTEIbHOE MOBBIMIeHHE akTUBHOCTH ACT m
AJIT B KpoBH, a TakKe CHIDKEHUE YHCIa JICHKOIMTOB U TPOMOOIUTOB. Y HEOONBIIOrO YHcia
NAlUEHTOB TaKKe ObUIO 3aperuCTPUPOBAHO IOBBIIIEHUWE KOHLEHTPALMU OCTATOYHOI'O a30Ta
MOYEBHUHBI.
* B HEKOTOpPBIX COOOIICHUSAX O PadJOMHOJM3E KIAPUTPOMHUILIMH MPUHUMAJICA COBMECTHO C
JIPYTUMU JIEKAPCTBEHHBIMH CPEICTBaMU, C IPUEMOM KOTOPBIX, KAK U3BECTHO, CBSI3AHO Pa3BUTHUE
pabromuonu3sa (cratuHbl, (UOPATHI, KOJXULKH WIN aJUIOMYPUHON).
! Coobuiennss 0 JaHHBIX MOGOYHBIX PEAKIMAX OBUTH IONYYCHBI TOIBKO IPH TPUMEHEHHH
KJIQpUTPOMHUIIMHA B JIEKAPCTBEHHOM (opMe auoduausar Juis NMPUTOTOBIEHUS pacTBOpa IS
UHY3UH.
2 CooGIIeHrs O JAHHBIX ITOOOYHBIX PEAKIHSX OBUIH IOXYYSHBI TONBKO IPH TPHMEHEHHH
KJIAPUTPOMHUIIMHA B JIEKAPCTBEHHOH (hopMe TabIeTKU MPOJIOHTUPOBAHHOTO IEHCTBUS, TOKPHITHIE
MJICHOYHON 000JIOUKOH.
3 Coo6IIeHHsT O JAaHHBIX MOGOYHBIX peaknusx OBLIM MOJIy4e€Hbl TOJNBKO TMPU MPUMEHEHHH
KJIAQpUTPOMHUIIMHA B JIEKApCTBEHHOH (opMe MOPOUIOK JJsi MPUTOTOBJICHUS CYCIIEH3UH IS
pueMa BHYTPb.

CooOuieHust 0 JaHHBIX MOOOYHBIX PEaKUUAX OBbUIM IOJYYEHbl TOJBKO NpPU NPUMEHEHUU
KJIAPUTPOMHUIIMHA B JIEKAPCTBEHHOU (popMe TabIeTKH, MOKPHIThIE TUICHOYHON 000IOUKOH.

Ilepeno3suposka

Cumnmombnl

[Tprem 60BII0H JO3BI KIAPUTPOMUIIMTHA MOKET BBI3BIBATH CUMIITOMBI HAPYIIEHUH CO CTOPOHBI
KETYJOUYHO-KUIIIEYHOTO TPaKTa. Y OJHOTO MaIeHTa ¢ OUIOISIPHBIM PACCTPOWCTBOM B aHAMHE3E
nocie mnpuemMa 8T KIAPUTPOMUIIMHA ONHCaHbl HU3MEHEHUsI IICUXMYECKOTO0 COCTOSIHUS,
napaHOWIAJIbHOE TTOBEACHHE, TUTTOKATUEMHUS U THTIOKCEMUS.

Jleuenue

[Ipu  mepemo3wpoBKE  cleayeT  yAaIdTh  HEaObCOPCOpOMPOBAHHBIM  Mpemapar W3
KEITYA0YHO-KUIIIEYHOTO TpaKkTa (IPOMBIBAaHUE >KEITY/Ka, TPHEM aKTUBUPOBAHHOTO YIS U 1p.) U
MPOBECTH CHUMIITOMAaTUYECKYIO0 Tepanuio. [‘emMonmanu3 W TMEepUTOHEATHHBIM JHAIA3 HE
OKa3bIBAIOT CYIIECTBEHHOTO BIMSHMS HAa KOHLIEHTPAILMIO KJIAPUTPOMUIIMHA B I1JIa3Me KPOBH, YTO
XapakTepHO U ISl IPYTUX MPEnapaToB IPYIIEI MAaKpPOJIUIOB.



B3aumopeiicTBHe ¢ APYTHUMHU JIeKAPCTBEHHBIMH CpPeICTBAMH

Ilpumenenue cnedyrowux npenapamog COBMECMHO C KAAPUMPOMUYUHOM NPOMUBONOKA3AHO 8
C6A3U C BO3MONCHOCIBIO PA3GUMUSL CEPLESHBIX NOOOUHBIX I PeKmOos:

Luzanpuo, numosuo, mepghenaoun, acmemuson

[Ipr cCOBMECTHOM IpHeMe KJIAPUTPOMHUIMHA C LU3AMPHUIOM, MTHUMO3UAOM, Tep(heHaAUHOM WU
aCTEMHU30JIOM COOOILAIOCh O IOBBIIEHUHM KOHLEHTPALUU MOCIEIHUX B IUIa3Me€ KPOBH, YTO
MOYKET TPUBECTH K yNIMHEHHIO MHTepBana QT ¥ MOSBICHHUIO CEpICUHBIX apUTMHUH, BKIIOYas
KEIyJOUKOBYIO TaXUKapIui0, (GUOPMILIALMIO KETYJOUYKOB, JKEITYA0UYKOBYIO TaXMKapAHIO THIA
«rpyaT» (cM. pazzen «IIpotuBonokazanus»).

Ankanoudvi cnopviHvu

[TocTMapKeTHHTOBBIE HMCCIIEOBAHUS IIOKA3bIBAIOT, YTO TIPH COBMECTHOM MPUMEHEHHUU
KJIApPUTPOMMLIMHA C 3PrOTAMUHOM WM JUTUAPOIPrOTAMUHOM BO3MOXKHBI ciiefyroniye 3¢ (HeKTsl,
CBSI3aHHBIE C OCTPBIM OTpABJICHHEM MpenapaTaMH TPYIIbl YPrOTAMHHOB: COCYIUCTBIM CIa3M,
UIIEMHUSI KOHEYHOCTEH W JpYrux TKaHel, BKJIOYas LEHTPAJIbHYI0 HEPBHYI CHUCTEMY.
OnHOBpEeMEHHOE MPHUMEHEHHE KIAPUTPOMHUIIMHA M AIKAJIOWIOB CHOPBIHBH IMPOTHBOIIOKA3aHO
(cM. pazgen «IIpoTuBOIIOKa3aHUM).

Muoa3zonam ona nepopanvHo2o npumeHeHus

[Tpu coBMeCTHOM NPUMEHEHUH MHUa30J1aMa U KiIapuTpoMuliuHa B popme tadaerok (500 mr nsa
pasza B zieHb) oTMeuanoch yBennuenne AUC mMuaasonama B 7 pa3 mociie nepopajibHOTo MpreMa.
OnHOBpEMEHHBIN MPHEM KIAPUTPOMUIIMHA C MHUAA30J1aMOM Ui MEPOPaIbHOIO MPUMEHEHUS
MpoTHUBOIOKa3aH (cM. pazaen «lIpoTuBorokazanus»).

Hueubumopwr I'MI-KoA-pedykma3zvl (cmamumbl)

OnHOBpEMEHHBI  TpUeM  KJIAPUTPOMUIMHA C  JIOBACTATHHOM WJIM  CHMBACTaTUHOM
npoTUBONOKa3aH (cM. paszzen «lIpoTuBomokazaHus») B CBSI3U C TEM, YTO JIaHHbIE CTaTUHBI B
3HAYUTEIbHON cTemeHu Metabonmusupytorest uszopepmentom CYP3A4, wu  coBmecTHOE
IPUMEHEHHE ¢ KJIAPUTPOMHUIIMHOM MOBBIIIAET UX CHIBOPOTOYHbBIE KOHIIEHTPAIIUH, YTO MPUBOJUT
K TOBBIIIEHNIO PUCKA Pa3BUTHS MMOIATHH, BKIOYas padaomuonu3. Coobuianocs o ciydasx
pabaomMuonM3a Yy NAalMEeHTOB, MPUHUMABIIMX KJIAPUTPOMHUIMH COBMECTHO C JAaHHBIMHU
npenapatamM. B ciydae HEOOXOTUMOCTH NMPUMEHEHHS KIAPUTPOMHUIIMHA CIIEAYET NMPEKPaTUTh
IpUeM JIOBaCTaTMHA WM CUMBACTaTHHA HAa BPeMs TEpalH.

KnaputpoMunine cieayer MpUMEHSTh ¢ OCTOPOKHOCTBIO TPM KOMOMHHUPOBAHHON TEparuu C
JpyrUMH cTaTUHaMHu. B ciaydae HeoOXOAMMOCTH COBMECTHOIO IIpHEMa pPEKOMEHAYeTCs
NPUHUMATh HAUMEHBINYIO J03y CTaTWHA. PeKOMEHIyeTcss IpUMEHSTh CTaTHHBI, HE 3aBUCSIINE
ot merabomu3ma uszodepmenta CYP3A (nanpumep, daysacratun). Cinenyer KOHTPOIMPOBATH
pa3BUTHE MTPU3HAKOB U CHMITOMOB MUOTIATHH.

Bnuanue opyzux nekapcmeennplx npenapamos Ha Kiapumpomuyun

[Mpenapatsel, sBistommecss uHAykTopamu u3odepmenta CYP3A (manpumep, pudammuus,
¢denuronH, kapbamasenuH, GenodapOUTa, 38epoO0ii MPOABIPSIBIECHHBIN), MOT'YT HHAYLIUPOBAThH
METa0O0IM3M KIAPUTPOMHUIIMHA. DTO MOXKET NMPHBECTH K CyOTepanmeBTHYECKOW KOHIICHTPAIUU
KJIApUTPOMMUILIMHA, YTO NMPHUBOJUT K CHIKEHHIO ero 3¢gdexruBHoctu. Kpome Toro, Heodxoaumo
HaOII0/IaTh 3a KOHIleHTpanued wHaykTopa m3odepmenta CYP3A B 1urazme KpoBH, KoTOpas
MOJKET TOBBICUThCS M3-3a HMHrHOMpoBaHus uzopepmenta CYP3A xmapurpomunmaom. Ilpu
COBMECTHOM TMpUMEHEHHH pudadyTHHa ¥ KIAPUTPOMUIIMHA HAOIIOAATIOCH TIOBBIIIICHUE
IUIa3MEHHOW KOHIIEHTpauuu pudabyThHa W CHUKEHHE CHIBOPOTOYHOM KOHILIEHTpAIMH
KJIAPUTPOMHIIMHA C TIOBBIIICHHBIM PUCKOM Pa3BUTHS YBEUTA.

Crnenyromue mpenaparbl 00JalalOT JIOKa3aHHBIM WM TPEAINOJaraéMbIM  BIIMSHUEM Ha
KOHIICHTPAIIMIO KJIAPUTPOMUIIMHA B IJIa3Me KPOBH; B CIydae MX COBMECTHOTO NPHMEHEHHS C
KJIApPUTPOMHULIMHOM MOXKET MOTPeOOBAThCSA KOPPEKIHS 703 MM Nepexoj Ha ajJbTepHATUBHOE
JIeYeHue.
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Dgpasupens, Hesupanum, puchamnuyun, puchadymun u puganenmun

CwibHBIE HMHAYKTOPHI cHUCTeMbl muToxpoma P450, Takue kak d3¢aBUpeH3, HEBHUpAIIUH,
pudamnuius, pudadyTuH U pudaneHTHH MOTYT YCKOPSATh METaO0IM3M, KIAPUTPOMHUIIMHA H,
TakKUM O00pa3oM, MOHIKATh KOHIUEHTPALHWI0 KIAPUTPOMHUIIMHA B IUIa3ME U BMECTE€ C TeM
NOBBIIATh KOHUEHTpanuio 14-OH-knaputpomuiimHa — MeTaboIuTa, TaKXKe SBIISIOLIETOCS
MUKPOOHOJIOTHYECKU aKTUBHBIM. [Tockonbky MUKpPOOHOJIOTHYecKast AKTUBHOCTh
kiapuTpomMuniiia U 14-OH-knapuTpoMULIMHA OTJIMYAETCS B OTHOIICHUHU PA3IMYHBIX OaKTEpHiA,
TepaneBTuYecKuil 3 (HEeKT MOXKET CHUKATHCS TP COBMECTHOM NMPUMEHEHUH KIAPUTPOMUIIMHA U
UHIYKTOPOB (DEPMEHTOB.

Ompasupun
KoHuenTpanus KmapuTpoMuliiHa CHHKAETCS TIPU UCIIOJIb30BAHUHU 3TPAaBUPUHA, HO MOBBILIACTCS
KOHIEHTpaus aAKTUBHOTO MeTabonurta 14-OH-knaputpoMHIIMHA. [Tockonbky

14-OH-knaputpoMuniniH 00J1aa€T HU3KOW AaKTUBHOCTHIO IO OTHONICHUIO K WH(EKIHUIM
Mycobacterium avium complex (MAC), MOXeT MEHAThCS 00IIass aKTUBHOCTh B OTHOILICHUH
TUX BO30ymuTeneit, mosromy s jgedenuss MAC crneayer paccMaTpuBaTh allbTE€PHATHBHOE
JIeYeHue.

Dnykonason

CoBMecTHBIN pueM ¢irykoHazona B g03e 200 Mr exxeJTHEBHO U KJIapuTpoMuiiuHa B 1o3e 500 mr
JIBa pa3a B JIeHb Y 21 310poBOro 100pOBOJIbIIA TPUBEN K YBEIHUYCHHUIO CpeaHEro 3HaueHus Cmin U
AUC xnaputpomunvHa Ha 33 % u 18 % coorBercTBeHHO. [Ipym 3TOM COBMECTHBINH MpueM
3HAUUTEIPHO HE BJMSUI Ha CPEIHIOI PAaBHOBECHYIO KOHIICHTPAIIMIO AaKTUBHOTO METa0OoJIuTa
14-OH-knaputpomuniuaa. Koppekuus 1036l KIQPUTPOMHUILIMHA B CIIy4ae COITYTCTBYIOILIETO
npueMa (IaykoHazona He TpeOyercs.

Pumomnasup

DapMaKOKMHETHYECKOE MCCIIEIOBAHHUE MOKA3aJI0, YTO COBMECTHBIN NMPHUEM PUTOHABHpA B J103€
200 Mr xaxkaple BOCEMb 4acoB U KiapuTpoMmuiMHa B 103e 500 Mr xaxapie 12 4acoB mpuBen K
3aMETHOMY TMOJIaBJICHHIO MeTaboiu3mMa KiapuTpomuiuHa. [Ipm coBMecTHOM mpueme
putoHaBupa Cpax KIapuTpomuiHa yBenuunnack Ha 31 %, Cpin yBenuunnaces Ha 182 % u AUC
yBenuumwiach Ha 77 %. BbpUIO OTMEUEHO NPAKTUYECKHU TIOJHOE TMOAAaBJICHHE O0pa3oBaHUS
14-OH-knaputpoMuIIMHA. bnaronaps HIMPOKOMY TE€paneBTUUECKOMY JIMaIa3oHy
KJIAPUTPOMHUIIMHA YMEHBIIIEHHE €ro JI03bl Y MAIMEHTOB C HOPMAaJIbHON MOYeYHON (PyHKIMEH He
TpeOyercs. Y TalMeHTOB C TMOYEYHOM HEJO0CTaTOUYHOCTHIO IIeIeCO00pa3HO PacCMOTPETh
CleyroIre BapuaHThl Koppekiun 1036l mpu KK 30-60 mi/MuH n03a KIapuTpOMHUITMHA JTOJDKHA
Ob1Th ymMeHblieHa Ha 50 %; mpu KK menee 30 mu/MuH 1032 KIapUTPOMHUIIMHA JOJKHA OBITH
yMeHbllleHa Ha 75 %. PuToHaBUp HE cieayeT COBMECTHO NMPUHUMATh C KIAPUTPOMHUIIMHOM B
J103aX, IPEBHIIAIMNX | T/1eHb.

CxomHbIe KOPPEKIUU 103 JOJKHBI pacCMaTpPUBATHCS Y TAIMEHTOB CO CHIKEHHOM (PyHKIMEH
MOYeK, ©eCIM PUTOHABHP HCIONIB3YeTCsS Kak (apMaKOKMHETHUECKUH «YCWIHTENb» TpU
MPUMEHEHUN JPYTHMX WHrHOUTOpOB Tporea3sl BUY, Bkitouas arazaHaBUp M CaKBUHABUD (CM.
nojpasien «JIByHanpaBIeHHOE B3aMMOICHCTBHUE MTPETIAPATOBY).

/Jleiicmeue Knapumpomuyuna na opy2ue 1eKapcmeennvle npenapamol

Aumuapummuueckue cpeocmea (XUHUOUH U OU30ONUPAMUO)

B03MOXXHO BO3HUKHOBEHHE JKEITYJOYKOBOW TaxWUKAPAUU THUIA «ITHPYIT» TPU COBMECTHOM
MPUMEHEHUU KJIAPUTPOMULIMHA U XWHUJMHA WK Au3onupamuaa. [Ipu oqHoBpeMeHHOM mpueme
KJIAPUTPOMHIIMHA C OTHUMH TpernapaTaMd CIeAyeT peryasipHO MPOBOAUTH KOHTPOJb
DIIEKTPOKApAMOTpAaMMBl  Ha TpeaMeT yauuHeHus wuHTepBana QT, a Takke cruemyer
KOHTPOJINPOBATH CHIBOPOTOUYHBIE KOHIIEHTPAIIUHU ITHX MPENapaToB.

[Tpy MOCTMApKETHHTOBOM MPUMEHEHHH COOOIIANIOCh O CIIy4asX Pa3BUTHS TUIOTIIMEMHUU TMPHU
COBMECTHOM TIpHEME KIAPUTPOMHUIIMHA W Ju3onupamuga. HeoOxXxoaumMo KOHTPOJIMPOBATH
KOHIIGHTPALIMIO TJIOKO3bl B KPOBU NPH OJHOBPEMEHHOM IPUMEHEHUH KJIAPUTPOMUIIMHA U
JTU30MHpaMua.
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IlepopanvHule eunoznukemuyeckue cpeocmea/uHcyIuH

[Tpu coBMECTHOM MPUMEHEHUU KIAPUTPOMUIIMHA U MIEPOPATHHBIX TUIIOTIMKEMUYECKUX CPECTB
(HanpuMep, TPOU3BOJHBIC CYJIb(OHMUIMOYCBUHBI) W/WIIM HMHCYJIMHA MOXET HaOI0AaThCs
BbIpaXeHHasi TunoriukeMus. OJHOBpeMEHHOE MPUMEHEHHE KIAPUTPOMHIIMHA C HEKOTOPHIMHU
TUIOTIIMKEMUYECKUMH TIpenapaTaMy (HampuMep, HATETJIMHU[, MHOTJIUTA30H, PENariuHul U
POCHTIINTA30H) MOXKET MPUBECTH K MHTHOMpoBaHuto n3opepmenta CYP3A kinaputpoMuimaom,
B pe3yJIbTaTe Yero MOKET Pa3BUTHCS THIOTIUKEMHs. PekoMeHIyeTcsl THiaTenbHbI KOHTPOIb
KOHIEHTPAIUU TIHOKO3bI.

Bzaumooeiicmeus, obycnosnennvie uzogpepmenmom CYP3A

CoBMecCTHBI MpHEM KIAPUTPOMUIIMHA, KOTOPBIA, KaK H3BECTHO, MHTUOMpYeT u30(epMeHT
CYP3A, u mpemnaparoB, nepBu4yHO MeTabonusupytomuxcs uzopepmentom CYP3A, moxer
aCCOLIMMPOBATbCA CO B3aMMHBIM TOBBIIIEHHMEM HX KOHIEHTpPalUd, YTO MOKET YCHUJIUTbh WIIU
MPOJUIUTh KaK TepamneBTUYECKHe, Tak W 1oOouHbie 3(hdexTrl. Knapurpomuiina cienyer ¢
OCTOPOKHOCTBIO TPUMEHATH MallMeHTaM, MOJYYarolIuM MpernapaTsl, sIBISIOIUecs cyocTpaTaMu
uzopepmenra CYP3A, 0COOCHHO eciam OSTH Mpemaparbl MMEIOT Y3KHH TeparneBTUYeCKUi
nuana3oH (Hampumep, KapOaMasemnuH), W/WIM HWHTEHCUBHO METa0OMU3UPYIOTCA OTUM
depmentom. B cinydae HeEoOXOAMMOCTH JOJDKHA IMPOBOAWUTHCS KOPPEKLHMs O3Bl Ipernapara,
MPUHUMAEMOT0 BMECTE C KJIAPUTPOMHUIIMHOM. Takke, 0 BO3MOXKHOCTH, JTOJKEH MPOBOAUTHCS
MOHUTOPHHT CBHIBOPOTOYHBIX KOHIIEHTpAIM MpPEnapaToB, MEPBUYHO METAOOTM3HPYIOIINXCS
nzodepmentom CYP3A.

MeTabonu3m CIenymuX MPernapaToB/KIacCcOB OCYIIECTBISIETCS TeM e H30(epMeHTOM
CYP3A, uyro m wMeTaboau3M KJIApUTPOMHUIIMHA, HAIpPHUMEp, ajampas3ojiaM, KapOaMas3emuH,
IJIOCTA30J, [HKIOCIIOPUH, AM30MUPAMUI, METWINPEIHU30JIOH, MHJA30jlaM, OMEIpPa3o,
HENpPsSIMbIE aHTUKOATYJISIHTHI (HanpuMmep, BaphapuH), aTUIHNYHbIE AHTUTICUXOTUYECKHE CPEICTBA
(HampuMep, KBETAaNWH), XWHUAWH, pudaOyTuH, cuigeHaduia, TaKpoIMMyC, TpHa3ojaM |
BuHONMactuH. Taxke k aronucram uszodpepmerta CYP3A oTHOcATCS ClieAylolMe Mpenaparsl,
IPOTHBOIIOKA3aHHbIE K COBMECTHOMY MPHMEHEHHIO C KIAQPUTPOMHUIIMHOM: aCTEMH3OJI,
U3anpua, TUMO3UJ, TepdeHaauH, JIOBACTaTHH, CUMBACTATHMH U aJIKaJOUABI CIIOPBIHBU (CM.
pasnen «[IporuBomokazanusi»). K mpenaparam, B3auMOJEUCTBYIOIIMM TMOAOOHBIM 00pa3oM
yepe3 Jpyrue HM30(epMEeHThl B paMKax cucTeMbl muTroxpoma P450, oTHOcsATCS (EeHHTOMH,
TEO(QWIJINH U BaJIbIIPOEBasi KUCIIOTA.

Henpsawvie aumuxoazynaumet

[lpu coBmecTHOM mTipueme BapdapuHa H KIAPUTPOMHUIIMHA BO3MOXKHO KpPOBOTEUEHHE,
BelpakeHHOe yBenumuenne MHO wu mnporpomOuHOBOro BpeMeHH. B ciydae coBMecTHOro
NpUMEHeHHs ¢ BaphapruHOM WM JPYTUMH HENPSIMBIMH aHTHUKOAryJISHTaMH HEOOXO0IMMO
koHTpoarpoBate MHO u nporpoMOGHHOBOE BpeMsi.

Omenpa3zon

Knaputpomunima (mo 500 Mr xaxjasle 8 4YacoB) HCCIENOBAJCS Y 3I0POBBIX B3POCIbIX
TOOpOBOJIBIIEB B KOMOHWHAIMU ¢ omemnpaszoioMm (mo 40 mr exemnneBHO). [lpu coBmecTHOM
OPUMEHEHUH KIAPUTPOMHUIIMHA M OMEINpa3ojia PABHOBECHBIE IUIa3MEHHBIE KOHLIEHTpAIUU
omernpasona ObuTH yBeNMHUeHBI (Chax, AUCo24 1 Ty yBemuummucs Ha 30 %, 89 % m 34 %
cooTBeTcTBEHHO). Cpennee 3HaueHue pH xenynka B TeueHue 24 4 cocTasisiio 5,2 mpu IpueMe
OMeIpa3oJia B OTACIBFHOCTH | 5,7 TIPH MPHEeMe OMENpa3oyia COBMECTHO C KIIAPUTPOMHIIMHOM.
Cunoenaghun, maoanaghun u eapoenaghun

Kaxnaplii 13 3Tux MHTHOUTOpPOB QocdoaudcTepadbl MeTadoIu3UpyeTcs, MO KpailHeill mepe
yacTuuHo, ¢ ydyactueMm uzodepmenta CYP3A. B 1o xe Bpems nzopepment CYP3A moxer
WHTUOMPOBATHCS B IPUCYTCTBUH KJIapUTPOMUIIIHA. COBMECTHOE MTPUMEHEHHE KIIAPUTPOMHIIMHA
¢ cuianeHapuioM, TananaduiIoM HIM BapAeHAQUIOM MOXXET IPUBECTH K YBEIUYEHUIO
WHTHOMpYIOMEro Bo3aeHcTBUs Ha Qocdoaudcrepasy. [Ipm nmpuMeHeHMHM >THX TpernapaToB
COBMECTHO C KJIApUTPOMULIMHOM CIIEAYeT PACCMOTPETh BO3MOKHOCTH YMEHBIICHUS 03Bl
cunaeHaduia, Taganaduia U BapacHaduia.
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Teogunnun, kapbamazenun

[Tpu coBMECTHOM MPUMEHEHUH KJIAPUTPOMUIIMHA U TeO(pUIUTMHA WK KapOama3enuHa BO3MOKHO
MOBBIIIIEHUE KOHIICHTPALIMHU TaHHBIX [TPETapaToB B CHCTEMHOM KPOBOTOKE.

Tonmepooun

[TepBUYHBI METa0OIU3M TOJIITEPOUHA OCYIIECTBIsIeTCs yepe3 2D6 uzopopmy nmuroxpoma P450
(CYP2D6). Onmnako B 4Yactu momyssmnuu, juineHHod uzodepmenta CYP2D6, merabonuszm
npoucxomut yepe3 u3opepmeHT CYP3A. B 310ii rpymnme Hacenenus nojaasieHue u3ohepMenTa
CYP3A npuBoAUT K 3HAUUTEIHHO O0JIee BBICOKUM KOHIIEHTPALMSIM TOJITEPOANHA B CHIBOPOTKE.
B momynsaunumu ¢ HU3KUM  ypoBHeM Merabonusma uepe3 wuszopepment CYP2D6 moxer
noTpeOOBaThCA CHUKEHHE JI03bl TOJNTEPOJIMHA B MPHUCYTCTBUU HHTHOUTOPOB H30(epMeHTa
CYP3A, Takux Kak KJIapUTPOMULIMH.

benzoouazenunvl (Hanpumep, ainpazonam, Muoa3onam, mpuasoiam)

[Tpu coBMecTHOM MpPUMEHEHWU MHUa3ojiaMa U Tabyerok kiapurpomummuaa (500 Mr qBa pasa B
neHb) oTMeuanock yBenndenne AUC mugazonama: B 2,7 pasa mociie BHyTPUBEHHOTO BBEJICHUS
mMymazonama. Ecim  BMecTe € KIAPUTPOMUIIMHOM NPUMEHSETCS BHYTpPHBEHHas (opma
MUja30jlaMa, CJeIyeT TIIATeIbHO KOHTPOJIUPOBATH COCTOSHUE MAlMEeHTa ISl BO3MOXKHOUN
KOPPEKIMH J03bl. BBeIeHne IekapCcTBEHHOTO Mpernaparta uepe3 CIM3UCTYI0 000JI0UYKY MOJIOCTH
pTa, KOTOpPOE JaeT BO3MOXHOCTh OOOWTHM MPECHCTEMHYIO SJIUMHUHAIMIO JIEKaPCTBEHHOTO
npernapara, CKOpee BCero, NpPUBEAET K B3aUMOACHUCTBUIO aHAIOTUYHOMY TOMY, KOTOPOE
HaOMOIaeTCsl MPU BHYTPUBEHHOM BBEACHUM MUA30]laMa, a HE IPU IEPOpPAIbHOM TMpHEME.
Takue xe Mepbl IPEIOCTOPONKHOCTU CIIEAyeT NPUMEHATh UM K APYruM O€H30[ua3eruHaM,
KoTopbie MeTabonu3upyroTcs uzopepmentom CYP3A, Britouas Tpuaszonam u anmpasonam. s
OCH30Ma3eTMHOB, BBIBEJICHUE KOTOPhIX He 3aBUCHUT OT m3odepmenta CYP3A (remazemam,
HUTpa3emnaM, Jiopa3ernaM), MajOBEPOSITHO KIMHUYECKHM 3HAUYMMOE B3aUMOJCHCTBHE C
KJIAPUTPOMHILIMHOM.

[Ipy coBMECTHOM NpPHUMEHEHUHU KJIAPUTPOMHUIIMHA U TpUa3ojamMa BO3MOXKHO BO3ICHCTBHE Ha
neHTpanbHyto HepBHyIO cuctemy (IIHC), nanpumep, COHIMBOCTh U CIyTaHHOCTh CO3HaHUs. B
CBSI3U C 3THUM, B Clly4yae COBMECTHOI'O NPUMEHEHUs, PEKOMEHJIyeTCsl CIeIUTh 32 CUMIITOMaMH
Hapymenus [HHC.

B3zaumooeiicmeue c opyzumu npenapamamu

Konxuyun

Konxunun sBasercs cyocrparom kak uszodpepmenta CYP3A, tak u Oenka-nepeHoOCUnKa
P-rmuxonporenna (Pgp). M3BecTHO, YTO KIAPUTPOMUIMH U JPYTrH€ MaKPOJIHIBI SBISIOTCS
unruoutopamu uzopepmenra CYP3A u Pgp. Ilpu coBmecTHOM mpueMe KIapUTPOMHUIIMHA U
KOJIXWIMHA, nHruOmpoBanue Pgp w/mmu m3opepmenta CYP3A MoXeT NpUBECTH K YCHIICHHUIO
JNEHCTBUS KOJXUIMHA. 3aperucCTPUPOBAHBl IMOCTMAPKETUHTOBBIE COOOIIEHUS O CIIydasx
OTpaBIICHUS] KOJXWIIMHOM TPU €ro OJHOBPEMEHHOM IpHEME C KIAPUTPOMHIIMHOM, Yalle Y
HNOXWIBIX MAaIlMeHTOB. HeKoTopble M3 ONMCAHHBIX CIIy4yaeB MPOUCXOMWIM C TalUEHTaMHU C
MOYEYHOM HeNOCTaTOYHOCThI0. Kak cooOmanoch, HEKOTOpble CiIydal 3aKaHUHMBAJIUCh
JeTanbHbIM  UcXxoqoM. OJHOBpEMEHHOE NPHMEHEHHE KIApPUTPOMHUIIMHA H  KOJXUIIMHA
MPOTHUBOIIOKa3aHo (cM. pasnen «[IpoTuBomOKazaHuU»).

Jueokcun

[Ipenmonaraercsi, 9T0 AUTOKCHH SBIsieTcsl cyoctpatom Pgp. M3BecTHO, 9TO KIIAPUTPOMUIIMH
unruoupyer Pgp. [Ipu coBMEcTHOM mpueme KIApUTPOMHIIMHA U JUTOKCHHA HWHTUOMpPOBaHUE
Pgp kmapuTpoMHIIMHOM  MOXET TPHBECTH K  YCWICHHIO  JEWCTBUS  JTUTOKCHHA.
[TocTMapkeTHHTOBBIE HCCIEOBaHUS MOKa3aJld, YTO COBMECTHBIH TNpUEM JIUTOKCHHA U
KJIAPUTPOMHIIMHA TaKXXe MOXKET IPHBECTH K TIIOBBIIICHUIO CHIBOPOTOYHON KOHIIEHTPAIHH
JUTOKCHHA. Y HEKOTOPhIX MAaIlMeHTOB OTMEYAIUCh KIMHUYECKHE CHMIITOMBI OTpaBJICHUS
JUTOKCHMHOM, BKJIFOYasi MOTEHIMAIbHO JieTajbHbIE apuUTMHH. [Ipu COBMECTHOM mpHeMe
KIAPUTPOMHUIIMHA W JUTOKCHHA CIEAYyeT TIIATeIbHO KOHTPOJHUPOBATH KOHIICHTPAIHIO
JTUTOKCHHA B CBIBOPOTKE.
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3udosyoun

OpnHoBpeMeHHBIH IpUeM TaOJNEeTOK KIAPUTPOMHIIMHA U 3UIOBYAMHA MEPOPAIBHO B3POCIBIMU
BUY-uHpUIMPOBAaHHBIMU  MALIMEHTAMHU MOXET NPUBECTH K CHIDKEHHIO PaBHOBECHOU
KOHIEHTpAluu 3UA0ByAHHA. [[0CKONBbKY KIapUTPOMMIIMH BJMSET Ha BCAChIBAaHUE 3HUIOBYIMHA
IpU TEPOPAIbHOM IIpUEME, B3aUMOAECUCTBHUSI MOXHO B 3HAUMUTEIbHOM CTEIEHM M30€kKaTh,
NPUHUMAS KJIAPUTPOMULIMH U 3UJOBYIMH ¢ UHTEepBaiIoM B 4 4. [lomoO6HOro B3auMoaencTBus He
Habmomamn y BUY-uHQUUUpOBAaHHBIX  JeTel, NPUHUMABIIUX JETCKYI0 CYCIEH3HUIO
KJIQPUTPOMHUIIMHA C 3UJAOBYAMHOM WM JAUJIE30KCUUHO3UHOM. IlOCKONBKY KIapuUTPOMULIUH
MOJKET MPENATCTBOBATh BCACHIBAHUIO 3UIOBYAMHA IIPU UX OJHOBPEMEHHOM IIpUEME BHYTPH Y
B3pPOCJIBIX MAalMEHTOB, MMOJA00HOE B3aMMOJCICTBHE BpAJ JH BO3MOXHO IMPHU HCHOIH30BAHUU
KJIAPUTPOMULIMHA BHYTPUBEHHO.

Denumout u 8aIbNPOEsAs KUCI0mMa

Wmerorcss nmaHHBIE O B3auMojeicTBUM uWHTHOUTOpOoB u3odepmenta CYP3A (Brirodas
KJIQPUTPOMHUIIMH) C TpernaparaMu, KOTOpbIe HE METa0OIU3UPYIOTCS C MOMOIIBI0 U30(pepMeHTa
CYP3A (¢dpeHuTonHOM U BalbIpPOEBOW KUCIOTOMN). [[s1 NaHHBIX MpenaparoB, IPU COBMECTHOM
OPUMEHEHUH C KIAPUTPOMUIIMHOM, PEKOMEHIIYeTCS OINpeAeNieHue UX CBhIBOPOTOUHBIX
KOHIICHTPALUH, T.K. IMEIOTCS COOOIEHHS 00 MX MOBBIIICHUH.

/Jleynanpaenennoe é3aumooeiicmeue npenapanos

Amasanasup

Knaputrpomuiiva u atazaHaBup SBJSIOTCS Kak cyOCTpaTaMH, TaK U HUHTHOUTOpamMu u3opepMeHTa
CYP3A. CymecTByeT CBHAETENHCTBO ABYHAIPABICHHOTO B3aUMOICHCTBUSI TUX IIPENapaToB.
CoBMecTHOe mpuMeHeHHe KiaaputpoMuiuHa (500 Mr nBa pas3a B J1eHb) U arazanaBupa (400 mr
OJIMH pa3 B JIEHb) MOXKET IIPUBECTH K ABYKPATHOMY YBEJIIMYEHHUIO BO3JICHCTBUS KIAPUTPOMHULIMHA
U yMmeHblneHuto Bo3zaeiicTBus 14-OH-kmaputpomunmna Ha 70 %, ¢ yBemuuenuem AUC
aTazaHaBupa Ha 28 %. bnaronapsi IMPOKOMY TepaneBTUYECKOMY JAMAINA30HY KIApUTPOMULIMHA
YMEHBIIEHWE €ro J03bl y NAalMeHTOB C HOpPMajdbHOM (yHKIMEH mo4yek He TpedyeTcs.
VY manpeHToB ¢ yMepeHHoW moueuHoi HemoctarouHocThio (KK 30-60 mu/muH) mo3a
KJIApUTPOMHUIIMHA JOKHA ObITh yMeHblleHa Ha 50 %. ¥V mammentoB ¢ KK menee 30 mu/mMun
7103y KJIIAPUTPOMUIIMHA CIEAYyeT CHU3UTh Ha 75 %, HUCIONb3ys JUIsl 3TOr0 COOTBETCTBYIOIIYIO
JIeKapCcTBeHHYIO0 QopMmy KiaputpomuiinHa. Knaputpomunua B no3ax, npesbimaronmx 1000 mr
B CYTKH, HEJIb3s IPUMEHSITh COBMECTHO C HHTUOUTOpaMH MPOTEA3.

broxamopul «meoneHubix» Kaniblyuesvix KAHANO8

[Tpu 0fHOBpEMEHHOM MPUMEHEHUH KJIApPUTPOMUIIMHA U OJIOKATOPOB «MEJJIEHHBIX) KalIbIIUEBBIX
KaHaJIoOB, KOTOpble MeTabonusupyercs uzopepmentom CYP3A4 (nmampumep, Bepamamu,
aMJIOAMINH, JWITHA3E€M), CIEAYyeT COOIIOAATh OCTOPOXKHOCTb, MOCKOJBKY CYHIECTBYET PHUCK
BO3HUKHOBEHHUSI apTEpHATIbHONM TUMOTEH3UH. [lna3MeHHble KOHLEHTpauuu KIapUTPOMHUIIMHA,
TaKkKe Kak M OJIOKaTOPOB «MEIJICHHBIX» KaJIbLIMEBBIX KAHAJIOB, MOTYT IOBBIIATHCA TMpPU
OJTHOBPEMEHHOM TPUMEHEHUH. ApTepHajbHas TUIOTEH3Us, OpaJuapuTMHs M JIAKTOAIUI03
BO3MO>KHBI IIPY OJTHOBPEMEHHOM NpUeMe KIapuTPOMUIIMHA U Bepanamuia.

Hmpakonazon

KnaputpoMuniuH M WTpakoHa30Jl SBJSIOTCS cyOcTpaTaMM M WHTHOMTOpaMu H30(epMeHTa
CYP3A, 4ro ompezaenser AByHAIIpaBICHHOE B3aUMOAEHCTBHE IpenaparoB. KnapuTpoMunuH
MOJKET MOBBICUTh KOHIIEHTPAIMIO UTPAKOHA30J1a B IJIa3Me, B TO BPeMsI KaK UTPAKOHA30J1 MOKET
MOBBICUTh IIJJa3MEHHYIO KOHLEHTPALUI0 KJIapuTpoMulMHa. [lanMeHToB, OIHOBPEMEHHO
MPUHUMAIOIINX UTPAKOHA30J U KIAPUTPOMUIIMH, CJIETYET TIIATEIbHO 00CIe0BaTh Ha HAIUYUe
CHUMIITOMOB YCHJICHHUSI WIM YBEIMYEHHs TUTETBHOCTH (hapMaKoJIOTHYecKUX 3((EeKTOB ITUX
IIpernapaToB.

Caxkeunasup

KnaputpoMuniuH ¥ cakBUHaBHUp SBISIOTCS CyOCTpaTaMHM W MHTHOMTOpaMH H30(epMeHTa
CYP3A, uto ompenensieT IByHalpaBlIE€HHOE B3auMojelcTBUE MpenapaToB. OIHOBPEMEHHOE
npuMeHeHue kimaputpomunuHa (500 Mr nmBa pasa B J€Hb) W CakBUHaBHpa (B MSTKHX
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KEeNATMHOBBIX Karcynax, 1200 Mr Tpu pa3a B JieHb) Y 12 310pOBBIX J100OpPOBOJIBLIEB BHI3BIBAIIO
yBenuueHne AUC u Cyax cakBuHaBupa Ha 177 % u 187 % COOTBETCTBEHHO B CPABHEHUU C
npuemMoM cakBuHaBupa B oThaenbHOCTH. 3HaueHUss AUC u Cpax KIQpUTPOMHUIIMHA OBUIH
npubau3uTenbHo Ha 40 % BhIlIe, YeM NPU MOHOTEpanuu KiapurpoMuuuHoMm. [Ipu coBmecTHOM
NPUMEHEHUN 3TUX JABYX MpPEmapaToB B TEUCHHE OTPAHMYECHHOTO BPEMEHH B J[03aX/COCTaBax,
YKa3aHHBIX BbIIIE, KOPPEKIHs 103bl He TpeOyeTcs. Pe3ynbTaThl nccieoBaHUs JIeKapCTBEHHBIX
B3aUMOJICCTBUM C UCIIOIB30BAHMEM CAKBUHABUPA B MSATKHUX JKEJIATUHOBBIX KalCyJaX MOTYT HE
cooTBeTCTBOBaTh 3¢ dexTam, HaOIOIaeMbIM MPH NPUMEHEHHH CAaKBHHABUPAa B TBEPIBIX
JKEIaTUHOBBIX Karcynax. Pe3ynbrarhl HCClieOBaHUS JIEKAPCTBEHHBIX B3aUMOJECHCTBUM IpHU
MOHOTEpPANUA CAKBHHABHUPOM MOTYT HE COOTBETCTBOBaTh 3¢ dekTam, HaOII0JaeMbIM IPU
Tepanuu CaKBUHABUPOM/PUTOHABHPOM. [Ipu mpreMe cakBHHABHUpa COBMECTHO C PHUTOHABHUPOM
CJIeIyeT YUYUTHIBATh MOTEHIIMAILHOE BIMSHUE PUTOHABUPA HA KIAPUTPOMUIUH.

OcoO0ble yka3anus

JITUTENbHBIA TIPUEM aHTUOMOTHKOB MOXET TMPHBOAUTH K OOpa30BaHHIO KOJOHHWHA C
YBEJIMYCHHBIM KOJMYECTBOM HEUYBCTBHUTENBHBIX OakTepuid W rpuboB. [Ipu cynepundexuun
HEOOXOIMMO Ha3HAYUTh COOTBETCTBYIOIIYIO TEPAIIHIO.

Hasnayenue KIapuTpOMUIIMHA OEpPEMEHHBIM OJKCHIIMHAM JIOJDKHO IPOBOJMTHCS  IIPH
TIIATEIBHOM OLIEHKE COOTHOILICHHSI PUCKA U TI0JIB3bI, 0COOCHHO B TEUCHHE TIEPBBIX TPEX MECAICB
OCpPEeMEHHOCTH.

[lpy nprMeHEHUHU KIAPUTPOMHIIMHA COOOIIATIOCh O MEYCHOYHOW MAUCHYHKIMH (MOBBIIICHUE
AKTHMBHOCTH TNEUYCHOYHBIX (DEPMEHTOB B KPOBH, T'€NATOLEIUTIONSPHBIA H/WIA XOJIECTATUYCCKUH
TEeMaTHT C KeNTyXxoi wiu 0e3). [leueHouHas quchyHKIUS MOXKET OBbITh TSHKEIOH, HO OOBIYHO
sBJsieTCsl oOpaTuMoid. MiMeroTcs ciryyan me4eHOYHOH HeJOCTaTOYHOCTH C JICTAIbHBIM UCXOJIOM,
TJIaBHBIM 00pa30M, CBS3aHHBIC C HAJIMYUEM CEPhE3HBIX COIMYTCTBYIOIIUX 3a00JICBAaHHN W/HIIH
OJTHOBPEMEHHBIM IPUMEHEHHEM JIPYTUX JICKApCTBEHHBIX CpeACTB. [IpH MosBICHNN IPU3HAKOB U
CHMIITOMOB T'elIaTHTa, TAKMX KaK aHOPEKCHS, KEIATyXa, TOTeMHEHUE MOYH, 3y, 00JE3HEHHOCTh
KMBOTA TIPH TaJblAIlMK, HEOOXOJMMO HEMEIJICHHO NMPEKPATUTh TEPANUI0 KIAPUTPOMHUIIMHOM.
[lpn HanMuMKM XPOHUYECKHX 3a0O0JICBAHWIN TEYEHH HEOOXOIUMO TIPOBOJUTH PETYISPHBIH
KOHTPOJIb aKTUBHOCTH (DEPMEHTOB CHIBOPOTKHU KPOBH.

[lpu neyeHWM TNPAKTUYECKH BCEMH aAHTHOAKTEPUAILHBIMH CpPEJCTBAMH, B TOM YHCIIE
KJIaPUTPOMHLIMHOM, OTIMCAHBI CITy4aH MCEBIOMEMOPaHO3HOTO KOJIUTA, TSHIKECTh KOTOPOTO MOKET
BAPBUPOBATHCS OT JIETKOM 10 YrpoXarlied u3Hu. lIpum JedeHun npakTHUYEeCKH BCEMH
aHTHOAKTEpUALHBIMH TpenaparaMi, B TOM 4YHCJIE KIAPUTPOMHIMHOM, OIMCAHbI CIIydau
Clostridium difficile-accounupoBanHoii auapeu, TSHKECTh KOTOPOW MOMKET BapbHPOBATHCS OT
JETKOW JHaped 10 YTPOXKAIOUIETO >XM3HHM KOJHWTA. AHTHOAKTepHaJbHBIC IMpernapaTsl MOTYT
U3MCHUTh HOPMAJIBbHYIO MUKPOQUIOpY KHIIEYHHKA, 4yTo MoxeT mpuBecTn K pocty C. difficile.
[TceBnomemOpaHo3HbIi KOIHT, BbI3BanHbI Clostridium difficile, HeoOxoaumo momo3peBath y
BCEX MAI[MEHTOB, Y KOTOPBIX IOCJIE MPUMEHEHUS aHTHOAKTePHATbHBIX CPEACTB pa3BHIIACH
muapes. Ilocme mpoBemeHHs Kypca aHTHOMOTHKOTEpANMM HEOOXOAMMO  TIIATEIbHOE
MEIUIIMHCKOEe  HaOmoJeHue  3a  manueHToM.  ONHCBIBAIMCh  CIydal  Pa3BUTHS
IICEBJJIOMEMOPAHO3HOTO KOJIMTA CITYCTs 2 MecCsIIia Iociie preMa aHTHOMOTHKOB.

[pu neveHrr MakpoJIUAaMH, BKIFOYAs KIAPUTPOMHIIMH, HAOIIOAAI0Ch YJTMHEHUE CEepICUHON
penonspusaimu ¥ uHTepBaia QT, BBI3BIBas PHUCK Pa3BUTHS CEPACYHON apUTMHH |
KEITYJOUKOBOM TaxWKapAuu TuUNa «mupy ™ (cMm. pasaen «lloGounoe neiictBue»). Tak Kak
CIIEYIONIME CHUTYallMd MOTYT TPHBECTH K YBEIWYCHUIO PHCKA Pa3BUTHUS IKEITYITOYKOBBIX
apuUTMUA (B TOM YHCJIE KETYJIOYKOBON TaXMKAPIUH THUIMA «ITHPYIT»), TO KIAPUTPOMHUIIMH HE
JIOJDKEH IPUMEHSTBCS Y CIEIYIONINX KaTeropuil MaueHToB:

— Yy MalMeHTOB ¢ TUroKanueMuei (cM. paszaen «[IpoTuBonokazanus»);

— OJHOBPEMEHHOE Ha3HA4YEHHE KIAPUTPOMHIMHA C aCTEMH30JIOM, IIM3AIPHUIOM, TUMO3UIOM U
TepdheHaTMHOM TPOTUBOITOKa3aHO (cM. pa3aen «IIpoTuBomoka3zanus»);
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— Y TAaIMeHTOB C BPOXICHHBIM WU TPHOOPETEHHBIM 3apETUCTPUPOBAHHBIM YUTMHEHHUEM
uHtepBaa QT wiaM HalWyMeMm HKeMyJOYKOBOM apUTMHM B aHamMHe3e (CM. paszen
«IIpoTHUBOIIOKa3aHUS).

KiapuTpoMHIIMH JTOJDKEH MPUMEHATBCS C  OCTOPOKHOCTBIO Yy  CIEAYIOIIUX KaTeropui
MalMEeHTOB:

— Yy TMamueHToB ¢ wumeMmudeckoir OomesHepto  cepana  (MBC), Tskenod  cepaedHOM
HEJ0CTAaTOYHOCTHIO, HAPYIICHUSAMHU TPOBOAMMOCTH WM KIIMHUYECKH 3HAUMMOM OpaauKapiueii;
— Y HNAIMEHTOB C AJIEKTPOJUTHBIMU HAPYIICHUSIMU, TAKUMH KaK TUTIOMarHUEMUsL;

— Yy NalHUEHTOB, OAHOBPEMEHHO NMPUHUMAIOIIMX JPYTHUE JICKAPCTBEHHBIC MPENapaThl, CBI3aHHbIC
¢ ywmHenneM uHTepBana QT (cm. pasmen «B3aumonelcTBHE C IPYTHMH JIEKAPCTBCHHBIMU
CpEICTBaMU»).

Bo3MOXXHO pa3BUTHE TEPEKPECTHOM PE3UCTEHTHOCTH K KIAPUTPOMUIIMHY U JIPYTrUM
AHTUOMOTHKAM TPYIIIbI MAKPOJIMJIOB, a TAKXKE JIMHKOMUIIMHY U KJIMHAAMULIUHY.

VYuauThIBas PacTyIIylH0 PE3UCTEHTHOCTh Streptococcus pneumoniae K MakpouaaMm, BayKHO
MIPOBOJIUTh TECTUPOBAHUE UYBCTBUTEJIHLHOCTU MPU HA3HAYCHUM KIAPUTPOMHULIMHA MAallUEHTaM C
BHEOONHLHUYHON mMHEBMOHMEH. [IpM TOCHUTAILHOW IMHEBMOHUHW KIAPUTPOMUIIUH CIIEAYET
MPUMEHSTh B KOMOUHAIIMK C COOTBETCTBYIOIIMMU aHTHOMOTHUKAMHU.

Nudexnun Koy U MIATKHX TKaHEH JITKOW W CPEHEH CTETNEeHH TSKECTH Yallle BCErO BHI3BAHBI
Staphylococcus aureus u Streptococcus pyogenes. Ilpu 3tom oba BO30yauTeNss MOTYT OBITH
YCTOMUYMBBI K MakpoiuaaM. [1o3ToMmy BaxKHO MPOBOAUTH TECT HA YYBCTBUTEILHOCTD.
Makposuasl MOKHO IPUMEHSTHh Ipu MH(QEKIUAX, BeI3BaHHBIX Corynebacterium minutisimum,
3a00JI€BaHUSX YIPU BYJbrapHble U pOKa, a TAKKE B T€X CUTYyaIUsAX, KOT/Ia HEJb3sl MIPUMEHSTh
MEHULWJIJIUH.

B cnydae mosiBneHus: OCTPBIX peakivii TUIIEPUYBCTBUTEIBLHOCTH, TAKUX KaK aHa(UIaKTHYEeCKas
peaxiusi, TSHKENble KOXKHBIEC JIGKAPCTBEHHBIC peaKIMK (HampuMep, OCTPbIA reHepaaTn30BaHHBIN
9K3aHTEMATO3HBIN TMycTyne3), cuHapoM CruBeHca-/[PKOHCOHA, TOKCHYECKHUU SIHICPMATbHBIN
HEKpPONU3 M JIGKAPCTBEHHAs CHIIb C J03MHOQWIMEH ¥ CHCTEeMHOH CHUMOTOMATUKOMN
(DRESS-cuHapoM) HEOOXOIMMO cpa3y JKe HPEKpaTHTh MPHEM KIAPUTPOMHIMHA M Ha4aTh
COOTBETCTBYIOUIYIO TEPAIHUIO.

B ciywae coBmecTHOTO TpuUMEHEHHs C BappapuHOM WA JIPYTUMH  HENPSIMBIMU
AHTUKOAryJIssHTaMu HeoOxoaumo koHTponupoBate MHO u mpoTpoMOuHOBOE Bpems (CM. pazfen
«B3aumojericTBrE ¢ IPYTrUMU JIEKAPCTBEHHBIMU CPEACTBAMUY).

Bunsinne Ha cIOCOOHOCTH YNIPABJISITH TPAHCIIOPTHBIMHU CPEeACTBAMM, MEXaHM3MaMHU
JlaHHbIE OTHOCUTENbHO BIUSHHUS KJIAPUTPOMUIIMHA HAa CIIOCOOHOCTh K  YIPaBJICHUIO
TPAHCIOPTHBIMHU CPEACTBAMHU U MEXaHU3MAMM OTCYTCTBYIOT.

Crnenyer coOmogaTb OCTOPOXKHOCTb TPU  YNPaBIEHUH TPAHCIOPTHBIMH CPEJICTBAMU U
MEXaHU3MaMH, YYWTHIBAasg TMOTEHIHAIBHYHO BO3MOXHOCTb T'OJIOBOKPYKEHHs, BEPTHIO,
CIIyTAHHOCTH CO3HAHUS W J€30pPUEHTAllMH, KOTOPbIE MOTYT BO3HUKHYTh IIPU IPUMEHEHUU
JIAHHOTO IIpemnapara.

dopMa BbINTYCKa

Ta0neTkn, MOKPBITHIE THICHOYHOH 000109K0#, 500 MmT.

5,7, 10 min 14 TabneTok B KOHTYPHOH SYEHKOBOW YHaKOBKE U3 MJICHKH NOJIMBHHUIXIOPUIHON
1 GOJIbIH ATFOMUHUEBOM.

5,7, 10 niu 14 TabneTok B OaHKE U3 MOJUATUIECHA BEICOKOH INIOTHOCTH.

| wnu 2 KOHTypHbIE SUEHKOBBIE YHNAKOBKM MO 5 uiau 7 TaOneTrok, 1 KOHTypHasl suyeilkoBas
ynakoBka 1o 10 unu 14 tabnetok, wiu ofHa GaHKa BMECTe C MHCTPYKIUEH MO MPUMEHEHHIO B
IayKe U3 KapToHa.
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YciaoBust XxpaHeHUs
B 3amuiiieHHOM 0T cBeTa MecTe pH TeMiieparype He Bbiie 25 °C.
XpaHUTb B HEIOCTYITHOM JIsI IETEH MecCTe.

Cpok rognocTu
3 rona.
He npuMeHSTh 10 HCTEYCHUH CPOKA TOJTHOCTH.

YcaoBus ornycka
OTmycKaroT 1o peenty.

FOpuaunyeckoe U110, HA KMS KOTOPOT'0 BbIIAHO PErHCTPALIMOHHOE Y10CTOBepeHne
AO «BEPTEKC», Poccus
KOpuanueckuii agpec: 197350, r. Cankr-IletepOypr, Jopora B Kamenky, 1. 62, nmut. A.

IIpousBoauTe b

AO «BEPTEKC», Poccus

Anpec mpousBojcTsa: . Cankr-IlerepOypr, opora B Kamenky, 1. 62, muT. A.
Opranu3zanys, IpUHUMAKOLIAs MPeTeH3Un NoTpeduTenei:

AO «BEPTEKC», Poccus

199106, r. Cankr-IlerepOypr, BacunseBckuii ocTpoB, 24-nmuHus, 1. 27, mat. A.
Ten./daxc: (812) 322-76-38
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