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COTACOBAHO

MHCTPYKLIMA
10 MEJJMITMUHCKOMY TTPUMEHEHUWIO JIEKAPCTBEHHOI'O ITPEITAPATA

Kaapurpomuuun-Tesa

Perncrpanmnonubiii Homep:

Toprosoe nHaumeHoBanue npenapara: Kiapurpomuimn-Tesa

MezxayHapoaHoe HemaTeHTOBAHHOE HAHMEHOBAHHE: KJIAPUTPOMHIIMH

JlekapcTBenHas popma: TabieTKH, TOKPHITHIE IUIEHOYHOM 000109KOM

Cocras

B 1 raGnerke comepxutcs: akmuenoe eewjecmeo Kiaputpomunud 250,0 mr/ 500,0 wr;
scnomozamenvhwvie éeujecmea: nounaod 10,0 mr/ 20,0 Mmr, nemwnono3a MUKpOKpUCTALTHYECKAs
162,0 mr/ 324,0 mr, Hatpus kpockapmerniosza 20,0 mr/ 40,0 Mr, KpeMHUSsI IHOKCH/I KOJUTOMIHBIH 3,0
mr/ 6,0 mr, maraus cteapar 5,0 mr/ 10,0 mMr; naenoynas obonouxa Onanpaii 11 6emsiit 10,0 mr/ 20,0
mr: runpomesuiosa 34,950%, nakro3sl Monormapar 27,180%, turana amokcua 25,240%,
Mmakporo-4000 9,700%, natpus uutpara quruapar 2,930%.

Onucanne

Tabnemku 250 m2. benvble, npo0roBaThie, IBOSIKOBBINYK/IbIE Ta0IETKH, OKPHITBIE TIJIEHOYHOM
0007I0YKOH.

Tabnemku 500 me. Benble, Ipoa0ITroBaThie, ABOSKOBBITYKIIbIE TAOIETKH, MOKPHITHIE MIEHOYHOM
000109KOH, C PUCKOIi HAa OZHOM CTOPOHE.

(dapmakoTepaneBTHYeCKasi IPyNIa: aHTUOUOTHK-MAKPOJIU]L

Koa ATX: JO1FA09

PapmMako./I0ruuecKoe J1eicTBHe

Dapmarkoounamurxa

KnapuTpoMuIMH SBISETCS MOTyCHHTETHYECKMM aHTHOMOTHKOM IPYIIIbI MAKPOJIH/IOB H OKAa3bIBAET
aHTHOaKTepuaabHOE JeHCTBUe, B3auMozeicTByss ¢ 50S pubocomanbHOll cyObeauHMIEH M
N0/1aBJIsist CUHTE3 Oeska OaKTepuii, YyBCTBUTEIIBHBIX K HEMY.

KllapuTpOMHMIIMH NPOJIEMOHCTPUPOBAI BBICOKYKO AKTUBHOCTBH in Vilro B OTHOIIEHHHM Kak
CTaHJapTHBIX JIJaOOPATOPHBIX INTAMMOB OaKTepWil, TaK W BBIIEJIEHHBIX y MAIMEHTOB B XOJ€
KIIMHUYECKON NMpakTUKH. [IposBiseT BBICOKYIO aKTMBHOCTH B OTHOIIEHHM MHOTHMX a’pOOHBIX M

aHa’pPOOHBIX I'PAMIIOJIOKHUTEIBHBIX M I'PAMOTPUIATEIBHBIX MHUKPOOPraHM3MOB. MUHMMAJIbHbIE




nogasysitone KoHueHtpauuu (MIIK) kmapurpomunumba a1 OOJbIIMHCTBA BO30OyAMTENEH
mensine, yem MITK spurpomurina B cpeiHeM Ha 0/1HO log, pa3BeneHue.

KitapuTpoMHIIMH i Vitro BBICOKOAKTUBEH B OTHOIIeHMU Legionella pneumophila, Mycoplasma
pneumoniae. Oxa3biBaeT OakTepULMIHOE AeHCTBUE B OTHOIEHUH Helicobacter pylori, naHnas
AaKTHBHOCTH KJIAPUTPOMHUIIMHA BBILIE IIPU HEUTpasbHOM pH, 4eM 1pu KHUCIIOM.

Kpome Toro, paHssble in vifro W in vivo yKa3blBalOT Ha TO, YTO KJIAPUTPOMMILMH IEHCTBYET Ha
KJIMHUYECKH 3HaUYMMBble BUIbI MUKOOaKTepuit. Enterobacteriaceae u Pseudomonas spp., Tak xe Kak
U Apyrue, He (epMEHTHPYIOIIUE JIaKTO3y I'paMOTpHULIATe/IbHbIe OAaKTEepUH, HE YyBCTBHTEIbHBI K
KJIQpUTPOMMUILIUHY.

AKTHUBHOCTh KJIAPUTPOMHIIMHA B OTHOIIEHHH OOJBIIMHCTBA INTAMMOB IE€PEUMCICHHBIX HHUXKE
MHKPOOPIraHMU3MOB Jl0Ka3aHa Kak in Vvilro, Tak ¥ B KJIMHUYECKOW MpPaKTUKE NpH 3a00JeBaHUSX,

NNEPEUYUCIICHHBIX B pa3ciie «IToka3zanus K IIPUMEHCHHUIO .

AdpoOHBbIE IpaMIIOIOKHUTEIbHBIE MHUKPOOPraHu3Mel: Staphylococcus aureus, Streptococcus
pneumoniae, Streptococcus pyogenes, Listeria monocytogenes.

AdpoOHBIE rpaMOTpHUIIaTeIbHbIE MUKpOOpraHusMel: Haemophilus influenzae, Haemophilus

parainfluenzae, Moraxella catarrhalis, Neisseria gonorrhoeae, Legionella pneumophila

Ipyrue mukpoopranusmsl: Mycoplasma pneumoniae, Chlamydia pneumoniae (TWAR).

MuxkobGakrepuu: Mycobacterium leprae, Mycobacterium kansasii, Mycobacterium chelonae,

Mycobacterium fortuitum, Mycobacterium avium complex (MAC) - KOMIUIEKC, BKIFOYAFOIINIL:
Mycobacterium avium, Mycobacterium intracellulare.

[Ipoaykuus Gera-akTaMasbl He OKA3bIBaeT BIMSHUS Ha aKTUBHOCTH KJIAPUTPOMHIIMHA.
BOIBIIMHCTBO MITAaMMOB CTaQHIOKOKKOB, PE3HUCTEHTHBIX K METHIM/UIMHY M OKCAIWUIMHY,
001a1al0T YCTOHYMUBOCTBIO U K KJIQPUTPOMHIIUHY.

Helicobacter pylori. YyBcTBUTENBbHOCTD H.pylori K KIapUTPOMHUIMHY HM3y4alach Ha M30JATax

H.pylori, BeiienenHbix ot 104 manueHToB, 10 Havala Tepanuu rnpemnapatom. Y 4 naiueHToB ObUIH
BBIJICJICHBI PE3UCTEHTHBIE K KIAPUTPOMHUIMHY IITaMMbl H.pylori, y 2-X - MITaMMBI ¢ YMEPEHHOM
PE3UCTEHTHOCTBIO, Yy OCTaJbHBIX 98 manmeHTOB M301ATHI H.pylori ObUIM YyBCTBHUTENBHBI K
KJIQpUTPOMHULIMHY.

KnaputpoMuuuH oka3plBaeT JeicTBUE in Vitro W B OTHOIIEHHH OOJIBIIMHCTBA IITAaMMOB
CIIEAYIOUMX MHMKPOOPraHU3MOB (OaHaKo Oe3omacHOCTh ¥ 3 (HEKTHBHOCTH HMCIOIB30BAHUS
KJIAQPUTPOMHUIIMHA B KIIMHUYECKOH IIPAKTUKE HE MOATBEPX/IeHA KIIMHUYECKUMHU MCCIICIOBAHUSIMHU, U
IIPaKTHYECKOE 3HAYCHHE OCTAECTCS HESCHBIM):

AdpoOHBbIE TpaMIIOI0KUTEIbHbIE MHKPOOPraHU3MbL: Streptococcus agalactiae, Streptococci

(epynnwr C, F, G), Viridans group streptococci.

A>poOHBIE rpaMOTpULIATEIbHBIE MUKPOOPIraHu3Mel : Bordetella pertussis, Pasteurella multocida.

AHa’poOHbIe rPaMIOI0KUTEIbHbIE MUKpoopranusmel: Clostridim perfringens, Peptococcus niger,

Propionibacterium acnes.




AHadpoOHBIE rpaMOTpPHUIIATEIbHBIE MUKPOOPIraHu3Mbl: Bacteroides melaninogenicus.

Crupoxetsr: Borrelia burgdorferi, Treponema pallidum.

Kamnunobakrepuu: Campilobacter jejuni.

OCHOBHBIM METa00TMTOM KJIAPUTPOMUIIHA B OPraHU3Me YeJIOBEKa ABIISETCS MUKPOOHOIOTHYECKH
AKTUBHBIN MeTaboIUT 14-ruIpOKCUKIIAPUTPOMHULIUH (14-OH-k1apuTPOMHULIUE).
Mukpobuooruyeckass akTHBHOCTh MeTabOIUTa Takast Jke, KaK y UCXOJHOrO BElIecTBa, Wi B 1-2
paza ciabee B OTHOWIEHHH OOJIBIIMHCTBA MHMKpoOpraHu3moB. Mckimodenue cocraBiser
H.influenzae, B oTHOIEHUU KOTOpOH 3ddexkTuBHOCTH MeTaboaMTa B ABa pasza Bbime. Mcexoanoe
BEIECTBO M €ro OCHOBHOHM MeTaboJIMT OKa3bIBAIOT MO0 aJIUTHUBHBIA, MO0 CHHEPrHYECKHUN
ekt B orHomenun H.influenzae B yclnoBHsIX in Vitro W in vivo B 3aBUCUMOCTH OT IITaMMma
Oakrepuit.

Tect Ha yyBCcTBUTEIbHOCTE. Ko/IMuecTBEHHBIE METO/IbI, Tpe6y10ume U3MEPEHUSA ThUaMETpa 30HbI

NIOJIaBJICHHUS pOCTa MUKPOOPIraHMU3MOB, 1al0T Haubosiee TOYHbIE OLIEHKH YyBCTBUTEILHOCTH
OaxkTepuii K aHTUMUKPOOHBIM ITpenaparam.

Otuet U3 1aGOpaTOPUH O TOM, YTO LITAMM SBJISETCS «IyBCTBHTEIBHBIM», YKa3bIBaeT Ha TO, YTO
BO30yauTeNlb HHPEKIUH, BEPOATHO, OTBETHUT, HA JICUCHHE.

OTBeT «pe3UCTEHTHBII» YKa3bIBa€T Ha TO, YTO BO30YIUTE b, BO3MOXKHO, HE OTBETUT Ha JICUCHHE.
OTBeT «IIpOMEXYTOYHAsE YyBCTBUTEIBHOCTH» IpEAINoaraer, 4Yro TepaneBTU4Yeckuii 3ddexr
npenapara MOKeT ObITh HEOJHO3HAYEH MJIM MUKPOOPraHM3M MOXKET 0Ka3aThCs YyBCTBUTEIBHBIM
IpU HUCNOJIb30BaHUM Oosee BBICOKMX 103 mpenaparta. («[IpomexyTo4yHas 4YyBCTBHTEIBHOCTHY
TaK)Ke Ha3bIBACTCS «YMEPEHHOU YYBCTBUTEIBHOCTBION).

DapmakoKkunemuka

Bcacvieanue

[Ipenapar GBICTPO BcachIBaeTCs B JKEJyIOYHO-KHIIEYHOM TpakTe. AGCOMOTHAS OHOTOCTYITHOCTh
coctassgeT 0koi10 50%. IIpu MHOroKpaTHOM mpuemMe 10356l Ipernapara KyMyJISIUH TPaKTHYECKH He
o0OHapy)XeHO, M XapakTep MeraboiM3Ma B OpraHu3Me 4esioBeka He M3MeHsuics. [lpweMm muim
HETIOCPE/ICTBEHHO Iepel IPUEMOM IIperapara yBeJInunuBal OM0I0CTYITHOCTD Ipernapara B CpeIHeM
Ha 25%. B nenoMm, 3T0 NoBBIIEHHE HE3HAYUTEIBHO U JIO/DKHO MMETh HEOOJIBIIYIO KIMHHYECKYIO
3HAYUMOCTh IIPH PEKOMEHIYEMBIX peXHMMax a03upoBaHus. Takum o0pa3oM, KIapHTPOMHUIMH
MOJKET IPUMEHSATHCS] HE3aBUCUMO OT IpUeMa IHIIH.

Pacnpeoenenue, memabonuzm u eviseoenue

In vitro

Knaputpomunus cBs3biBaercs ¢ Oenkamu 1a3mbl KpoBu Ha 70% B koHuenTpauuu ot 0,45 1o 4,5
MKr/mi. [Ipn koHnenTpanuu 45 MKI/MII cBsi3bIBaHUE CHIDKaeTcst 10 41%, BepOsATHO, B pe3y/IbTare
HACBHIEHUs. MECT CBA3BIBAHMA. DTO HAOIOJAeTCs TOJILKO NPH KOHIEHTPALMAX, MHOTOKPATHO
IIPEBBIIAIOIINX TEPANeBTUYECKYIO.

In vivo




WccnenoBanus in vivo Ha JXHUBOTHBIX IMOKa3aldM, YTO KJIAPUTPOMMLMH IIPUCYTCTBYET BO BCEX
TKaHSX, 32 UCKJIIOUYEHUEM IEHTPAJIbHOM HEPBHOM CHUCTEMbI, B KOHLIEHTPALMSIX, B HECKOJIBKO pa3
npeBbIIaomuX IuiazMeHHble. HaubGonee Bbicokue konnentpamuu (B 10-20 pa3  Beime
TU1a3MEHHBIX ) 0OHAPYKUBATHUCH B TICUEHH U JIETKUX.

300posvie

[Ipn HazHauyeHUH KIapuTpoMHIMHA B Jo3e 250 Mr 2 pa3a B CyTKM MakCUMaslbHas paBHOBECHas
koHeHTpauus (Cpay) K1apuTpoMunuia u 14-OH-knaputpoMunvHa B 11a3Me JJOCTUralach 4epes
2-3 s m coctapisia 1 Mkr/mi u 0,6 Mkr/mi cootBeTcTBeHHO. [lepuon nonyBeiBenenus (1)
KJIQPUTPOMHUIIMHA U €r0 OCHOBHOIO MeTaboauTa cocTaBui 3-4 yaca U 5-6 4acoB COOTBETCTBEHHO.
[TIpu HasHayenuu kiaaputpoMunmHa B no3e 500 mr 2 pa3a B CyTKH Cpay KJIQPUTPOMHULIMHA U
14-OH-knapuTpoMuIIMHa B IJ1a3Me JOCTUTaIach Mociie npuema S5-0i 1036l ¥ COCTaBHIIa B CPETHEM
2,7-2,9 mxr/mn u 0,88-0,83 mxr/mui coorBeTcTBeHHO. T/ KIQPUTPOMMIIMHA M €r0 OCHOBHOTO
MeTaboauTa coctaBui 4,5-4,8 yaca u 6,9-8,7 yaca COOTBETCTBEHHO.

Crmax 14-OH-k1apuTpOMUIIMHA HE YBETMYMBAIACH MTPOIIOPLHUOHATIBHO 03¢ KJIAPUTPOMULIMHA, B TO
BpeMsi KaK MEepUOJ MOTYyBBIBEJCHHS KaK KJIAPUTPOMHUIIMHA, TaK U €ro I'MJIPOKCHIMPOBAHHOIO
MeTabO0IMTa UMEJT TeHICHIIHIO K YBEJIMYEHHUIO C TIOBBILICHUEM JI03bI.

Takas HenuHeiHas ¢apMaKOKMHETHKA KIAPUTPOMUIMHA B COYETAaHHMM C yMEHBIICHUEM
obpaszoBanus 14-ruApOKCHIMPOBAHHBIX U N-I1eMETUIHPOBAHHBIX MPOAYKTOB MPHU BBICOKHX J03aX
yKa3plBaeT Ha HEJIMHEHHBIH MeTabO0Ju3M KIAPUTPOMHUIIMHA, KOTOPBI CTaHOBHTCS Ooliee
BBIPKEHHBIM ITPH BBICOKHX J03aX.

[Toukamu BeIBOAMTCS 0KO0JIO 37,9% mociie mepopaibHOro npueMa KJIapuTpoMHIMHA B 103e 250 Mr
1 46% nocne npuema KJIapuTpoMuIMHa B 103e 1200 Mr; KUIIEYHHKOM BBIBOUTCS 0K010 40,2% 1
29,1% COOTBETCTBEHHO.

Hayuenmul

Knaputpomuna u ero meraGomut 14-OH-ki1apuTpoMHUIMH OBICTPO MPOHUKAIOT B TKAaHU U
KUIKOCTH opranusma. VMMeroTcs orpaHuyeHHblE JaHHBIC, CBHIETEILCTBYIOUIME O TOM, YTO
KOHILIEHTPALUs KJIApUTPOMMIIMHA B LEPEeOPOCIIUHAIBHON JKUIKOCTH IPU MEPOPATbHOM IpUEMe
He3HauuTelbHa (T.e. TOMBKO 1-2 % OT KOHIEHTpAaUUH B CHIBOPOTKE KPOBHM IPU HOPMAIbHOM
NPOHMLAEMOCTH TremaTodHIedanmnyeckoro Oapbepa). KoHueHTpauus B TKaHAX OOBIYHO B
HECKOJIBKO pa3 BbIIIE, Y€M B CHIBOPOTKE KPOBH.

B Tabnunne npuBeieHb! NpUMEPHI TKAHEBBIX U CHIBOPOTOYHBIX KOHIIEHTPALIMIA:

Konuentpannu (250 mr kazxaeie 12 yacos)
Bun tkanu TxaneBbie (MKI/T) ChIBOPOTOYHBIE (MKI/MJIT)
MuHaIUHBI 1,6 0,8
Jlerkue 8.8 1,7




Hapywenus (bymcuuu ne4yeHu

V ManuMeHTOB CO CPeHEN U TSHKEION CTENEeHbIO HapyIleHus: (GYHKIIMHU TTeYeHH, HO C COXPaHEHHOM
GbyHKIMeH MToYeK KOPPEeKIHs 103bI KJIApUTPOMHULIMHA He TpeOyeTcs. PaBHOBECHas! KOHIIEHTpALUs B
I1a3Me KpOBH M CHUCTEMHBIH KJIMPEHC KJIApUTPOMULIMHA HE OTIMYAKOTCS Y NALMEHTOB JaHHOU
IPYIIBI U 30POBBIX MauueHTOB. PaBHoBecHas koHueHnTpauus 14-OH-kiapuTpomMunmHa y Toaei ¢
HapyHIEeHUSIMU (YHKIUH [I€YEHH HUKE, YEM Y 3710POBBIX.

Hapywenue d)vmcuuu no4eK

[Ipn Hapymenun QyHKuuH noyexk yBeaMYUBAIOTCH Cpax M MHHUMaTbHAs KOHUEHTpAuus (Cpin)
KJIAapUTPOMHMLIMHA B IUIa3Me KpoBHM, mnepuoa noaysbiBeaeHus (T),), miomans mox
(bapMaKOKHHETHYECKOM KpuBO#H «KkoHUeHTpauus-pems» (AUC) KIapuTpOMHLIMHA H  €ro
mertabonura 14-OH-knaputpomunuua. KoHCTaHTa 2JMMHMHAMM U BBIBEJIEHHE IOYKAMU
yMeHbpmaorces. CTeneHb U3MEHEHUH ITUX ITapaMeTPOB 3aBUCUT OT CTETNEHU HapyIIeHHs PyHKIUH
MOYeK.

Hayuenmur nodxcuio020 o3pacma

VYV npanMeHTOB IMOXHJIOTO BO3pacTa KOHIEHTpAlUs KIAPUTPOMHIMHA M e€ro MertaboiuTa
14-OH-kapuTpoMHIIMHA B KPOBH ObLIA BBIIIE, a BHIBEJCHUE MEJICHHEE, YeM Y IPYIIIBI MOJIOIBIX
mojei. OHaKo nocse KOPPeKIHH ¢ y4eTOM IOYEYHOT 0 KJIMpeHca KpeaTHHIHA He ObUTO OTJIMYMi B
obeux rpynnax. Takum oOpa3om, OCHOBHOe BIMSHHME Ha (apMaKOKMHETUYECKHE MapameTphl
KJIQpUTPOMHUIIMHA OKa3bIBAeT (YHKIHUS [TOYEK, @ HE BO3PACT.

Hayuenmul ¢ Muko6al<mepucmbnbz,uu uH(belcquwu

PaBHOBeCHBIE KOHIIEHTpaluM KiaputpoMuiHa u 14-OH-xirapuTpoMHIIMHA Yy NAMEHTOB C
BUY-undexuneii, noayyaBumx KIapUTPOMHUINH B 0OBIMHBIX 103aX (500 Mr aBa pasa B CYTKH),
OBLIM CXOIHBIMU C TAKOBBIMH Y 370POBBIX Jrozeil. OHAKO NMPpU MPUMEHEHHH KJIapUTPOMHIIMHA B
Oosee BBICOKMX [103aX, KOTOpble MOIyT MOTpeOOBaThCs IS JEYEHHS MHKOOAKTepHaTbHBIX
MHQPEKUU#, KOHIIEHTpAlluK aHTHOMOTHKA MOTYT 3HAUMTEILHO MPEBBIATH 0ObIUHBIE. Y MAllMEHTOB
¢ BUY- undexumeit, npuauMaBImmx KiapurpoMunut B go3e 1000 mr/cyt uam 2000 mMr/cyT B jaBa
npueMa, paBHOBeCHble 3HAYeHUSI (o 00BIYHO cocTaBimsm 2-4 Mkr/mMa u 5-10 Mxr/mi
cooTBeTCTBeHHO. [Ipn npuMenenuu npenapara B 60s1ee BHICOKHX /103aX OTMEYAJIOCh Y UTHHEHHUE
Nepuoja IIOJYBBIBEJCHHUS I10 CPAaBHEHHUIO C TAKOBBIM Yy 30POBBIX JIIOJEH, MMOJYYaBIINX
KJIapUTPOMMIMH B OOBIYHBIX 103aX. [loBbIIeHHEe KOHIIEHTPAIMU B IJIa3Me U YUIMHEHHE Tepruoa
NOJTYBBIBEJICHUS TIPU NPUMEHEHMM KJIAPUTPOMHMIIMHA B 0OO0jiee BBICOKMX JI03aX CBS3aHO C
HeJIMHeHHOH japMaKkOKHMHETUKOI npernapara.

Kombunuposannoe neyenue ¢ omenpazonom

Knaputpomunms, no 500 Mr 3 pasa B CyTkH, B KOMOMHAIIMU C OMENPa3oioM B 03¢ 40 Mr/cyTku
cniocodctByer yBenmueHuto Tin, u AUC)n4 omenpaszona. Y BceX MNAIMEHTOB, IOJY4aBIIMX
KOMOMHHUPOBAHHYIO TEpAINUIO, B CPAaBHEHUH C MOJIYYaBIIMMH OJMH OMEINpa3oj, HaOIH0aaaoch

nospimieHne Ha 89% AUC . 4 m Ha 34% T, omenpaszona. YV knaputpoMuiiHa Cpax, Crin 8 AUCq.g
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YBEJIMYUBAINCH, COOTBETCTBEHHO, Ha 10%, 27% u 15% 1o cpaBHEHWIO ¢ JaHHBIMH, KOTJa
IPUMEHSICS TOJIBKO KJIApUTPOMULIMH Oe3 oMenpasosia. B paBHOBECHOM COCTOSIHMM KOHLIEHTPAIMH
KJIAapUTPOMHUIIMHA B CIIM3UCTOM 000104UKe JKeTy1Ka yepes 6 4 1ociie mpuemMa B rpyIine, morydaBiiei
KOMOMHaIMIO, B 25 pa3 NOpPeBOCXOJWIM TaKOBbIE I10 CPAaBHEHHIO C IMOJYYAaBIIUMH OIHH
KJ1apuTpoMULMH. KOHIIEHTpauy KJIapuTPOMUIIMHA B TKAHAX JKeTyaKa yepes 6 4 rociie npuema 2-x
IpenapaToB B 2 pa3a IPEBbINATH JIaHHbIE, TTOJTYYEHHBIE B IPYIIIE MAIlMEHTOB, MMOJyYaBIIUX OJHH
KJTApUTPOMHUIIMH.

Iloxa3zanus K npUMeHEeHHIO

NupexumnoHHO-BOCTIATUTEIbHBIE 3ab0JeBaHUs, BbI3BaHHBIE qyBCTBUTEIbHBIMH K
KJIQpUTPOMULIMHY MHKPOOPraHU3MaMHU:

e MHQpEKIMH HIKHHUX JbIXaTeIbHBIX MyTeH (Takue KaK: OpOHXHT, THEBMOHMS);

e uHG(EKIMM BEpXHUX JbIXaTeIbHBIX IyTei (Takue Kak: (papuHTUT, CHHYCHT);

e MHQPEKIUMHM KOXKM M MATKMX TKaHei (Takue Kak: (OJUIMKYJIMT, BOCIIAJIEHHE II0JKOKHOM
KJIETYATKH, POXKa);

® JMCCEMMHHMPOBAHHBIE WM JIOKAJIM30BaHHBbIE MUKOOAKTepHaTbHbIe MH(EKIMH, BHI3BAHHBIE
Mycobacterium avium u Mycobacterium intracellulare;

e JIOKalM30BaHHble MHGEKUMHU, BbI3BaHHBIE Mycobacterium chelonae, Mycobacterium
Sfortuitum w Mycobacterium kansasii;

* npoduIaKTHKa pacpocTpaHeHHs nHGeKunH, 00ycI0BIeHHONW KoMILIEKcoM Mycobacterium
avium (MAC), BUY-unuuMpoBaHHBIM NalMEHTaM ¢ cojepkanueMm jmmbornutos CD4
(T-xenmepHpIxX uMponmToB) He Goree 100 B 1 Mm’;

e Spanukauus H.pylori u CHUKXEHHE YaCTOThI PELUANBOB A3BbI IBEHA/IATUIIEPCTHOM KUILKH;

e OoJ0HTOreHHble MHpexkuuu (Ui tabnetok Kiapurpomunms-TeBa, MOKPHITHIX MJIEHOYHOM
00o0104koit, 250 mr).

IlpoTuBonokazanus

o [loBpimieHHas UyBCTBUTEIBHOCTD K KIAPUTPOMUIIMHY, IPYTUM KOMIIOHEHTAM IIperapara u K
JAPYTUM MaKpOJIUIaM;

® OJIHOBPEMEHHBIA IIPHEM KJIAPUTPOMMLIMHA CO CIEAYIOIIMMHU IIperapaTaMu: acTeMH30JI,
uM3anpua, NMMo3ui, TepdeHaamH (cM.  pasgen  «BsammozeiictBue ¢ ApyruMu
JIEKapCTBEHHBIMH IIperapaTaMu»);

® OJHOBPEMEHHBI IIpHMEM KJIaPUTPOMHLMHA C aIKIOMIAMHU CIIOPBIHBH, HAIpUMeD,
3ProTaMHH, IUTHAPOIProTaMuH (CM. pasaen «B3aumoieiicTBrE ¢ IPYrMMHU JIeKapCTBEHHBIMU
rperaparammn»);

® OJIHOBPEMEHHBIN MPUEM KJIAPUTPOMHUIIMHA C MH/Ia301aMOM UL NIEPOPAILHOTO IIPUMEHEHHUS
(cM. paszen «B3aumoneiicTBHe C IPYTUMHE JIEKapPCTBEHHBIMH TIpENapaTaMm»);

® OJIHOBPEMEHHBI TpHEM KjlapuTpomuumHa ¢ uHrubutopamu ['MI-KoA-pemykrasbl

(cTaTMHAaMM), KOTOpble B 3HAYMTEIBHOM CTENEeHH MeTaboTM3UPYIOTCS H30(EPMEHTOM
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CYP3A4 (noBacTaTuH, CUMBACTaTHH), B CBSI3M C MOBBIIICHHEM PUCKA MHUOIATHH, BKJIIOYAS
pabromuonu3 (cM. pazzen «B3aumoeicTBre ¢ IpyruMu JJeKapcTBEHHBIMHU TIperiapaTaMu»);
O/IHOBPEMEHHBIN IPUEM KJIAPUTPOMHUIIMHA C KOJIXUIIMHOM;

O/IHOBPEMEHHBII NTPHEM KJIaPUTPOMHIIMHA C TUKArPEJIOPOM WJTH PAHOJIA3HHOM;

yumHenue uHTepBata QT B anHamHe3se  (BpOXKIGHHOE WJIM  IPHOOPETEHHOE
3aperucTpUpoBaHHOEe y/uIMHeHHe uHTepBana QT) uiam jkexyZodykoBas apuTMUS, BKIIOYAs
XKETy/JIOUKOBYIO TaXMKapJuI0 THIA «mupysIT» (cM. pasgensl «OcoOble yKaszaHHs» H
«B3anmozeiicTBHE ¢ APYTUMH JIEKapCTBEHHBIMH IIpENapaTaMu»);

runoxkajmemMus (puck yaumHenus uatepsaia QT);

TsDKEIass IEeYEHOYHas HEeAO0CTaTOYHOCTh, MPOTEKAloIas OIHOBPEMEHHO C II0YE€YHOM
HEJI0CTaTOYHOCTBIO;

XOJleCcTaTUyecKas JKeITyXa/TelaTUT B aHaMHe3e, pa3BUBINUECS [PH [PHUMEHEHHH
KJIapuTpoMuLIMHA (cM. pa3aen «Ocobble yKka3aHus»);

nopdupus;

IEPUOJI TPYAHOIO BCKapMJIMBAHHS

BOo3pacT 10 12 siet (3¢ GeKTuBHOCTL 1 6€30MaCHOCTh HE YCTAHOBJICHBI);

HENIEPECHOCHUMOCTD JIAKTO3BbI, IIe(t)I/II.IHT JIaKTas3sbl, I'NTFOKO30-raJIaKTO3Hast MaHba6COp6HPIH.

C 0cTOpPOXKHOCTBIO

[Touyeynast HeIOCTATOYHOCTD CPeIHEH U TSIKEION CTEIEHH;

[I€YEHOYHAs! HEJOCTAaTOYHOCTb CPEIHEH U TSHKEJION CTENEeHM;

OZTHOBPEMEHHBIN MPHUEM KJIapUTPOMHIIMHA ¢ OEH30Ma3eNMHaMK, TAKUMH KaK aJpasoJiam,
TpHa30JiaM, MH/1a30J1aM Ul BHYTPMBEHHOTO IPUMEHEHHUS WM ISl HAHECEHHUS Ha CIIU3UCTYIO
000110uKy pra (cM. «B3aumozeiicTBue ¢ APYTUMH JIEKapPCTBEHHBIMH [IPENapaTaMu»);
OZTHOBPEMEHHBIA TIPHEM C IIpernapaTamMM, KOTOpble MeTabOoIM3UPYIOTCS H30(hEepPMEHTOM
CYP3A, mwanpumep, kapOama3senuH, UWJIOCTA30J, MKJIOCIOPHH, JM30MMPaMHMII,
METUIINIPETHU30JI0OH, OMEIpPa30Jl, HENpsMble AHTUKOAryJSIHThl (Harmpumep, BapdapuH),
XUHUIMH, puGabyruH, cuigeHadua,  Takpoaumyc, BHHOJACTHH  (CM.  pasjeln
«B3anmoielicTBHE ¢ APYTUMH JIEKapPCTBEHHBIMH IIperiapaTaMm»);

OTHOBPEMEHHBIM TMpPHEM ¢ TIpenapartamu, uHAyuupyromumu usopepmerr CYP3A4,
Harnpumep, pubamnuumH, ¢GeHuToMH, KapbamaszenuH, (¢eHobapbuTan,  3Bepoboii
NPOJBIPSABICHHBIA  (cM. pasgen «B3aumoneiicTBue ¢  IPYTMMH  JIEKAPCTBEHHBIMU
npenaparamm»);

OTHOBPEMEHHBII IIPUEM KJIAPUTPOMHIIMHA CO CTATUHAMHM, HE 3aBUCAIIMMH OT MeTaboIM3Ma
uzopepmenta CYP3A (manpumep, ¢payBactatnn) (oM. pasaen «B3aumoeiicTie ¢ ApyruMu

JIEKapCTBEHHBIMU IIpErapaTamMmu»);




e OJHOBPEMEHHBIH MpHeM ¢ OJ0KaTOpaMM «MEUIEHHBIX» KaJIbIHUEBBIX KaHAJIOB, KOTOpPbIE
metabommsupytores  u3opepmentom CYP3A4 (manpumep, Bepanamuil, aMmJIOJUIIMH,
JIMJITHA3EM ),

e MamWeHThl ¢ umemuuyeckoi Oonesnpto cepaua  (MBC), Tsxkenon  cepaedHoM
HEJIOCTAaTOYHOCTBIO, TMIIOMarHueMHued, HapylIEeHUSIMM TPOBOAMMOCTH M KIMHHYECKH
3HAYMMOM  OpaauMkapaven, a TakKe IalMeHThbl, OJHOBPEMEHHO IPUHHUMAIOIIHUE
aHTHapuTMHYeckue mpenaparbl [A kimacca (xuHuauH, npokamHamua) u Il kiacca
(modeTmima, aMHOIapPOH, COTAION);

o OepeMEeHHOCTb.

IIpamenenne npu 6epeMEeHHOCTH M B IIEPHOI I'PYAHOI0 BCKApPMJIMBAHHUS

bepemennocme

be3onacHocTh NpUMEHEHHUS KIapUTPOMULIMHA ITpH OepeMeHHOCTH He u3yveHa. [Ipumenenune npu
O6epemenHoctn (ocobeHHo B | TpuMecTpe) BO3MOXHO TOJIBKO B Cllydyae OTCYTCTBHSA
QIbTEPHATUBHON TEpamuH, a MOTEHIHaJbHAs M0JIb3a /IS MAaTEePH IPEBHINACT MOTEHIMUATbHBIN
PUCK UIs TUI0/A.

IIepuoo epyonoco eéckxapmnusanus

bezonacHOCTh NpUMEHEHHS KJIAPUTPOMUILIMHA B MEPHUOJ I'PYJHOTO BCKAaPMIIMBAHUS HE MU3Y4YEHA.
IIpenapar nponukaer B rpyaHoe MoJioko. [Ipy HeoOXO0AMMOCTH NpUMEHEHMs Ipernapara
Knaputpomunms-TeBa B mepro/1 JaKTallMu CleAyeT MPEKPaTUTh IPYIHOE BCKapM/IMBaHHE.
Cnocob npuMeHeHHs U 103bI

BuyTtps. HezaBucumo ot npuema nuu.

OO6bryHas peKOMEH/I0BaHHasl 103a KJIApUTPOMHIIMHA Y B3POCIBIX ¥ AeTeit crapiie 12 et - 250 mr 2
pasa B CYTKH (B 3TOM clly4ae BO3MOXKHO MpuMeHeHue npenapata Kinapurpomunus-Tea Tabnetky,
IOKPBITBIE IJIEHOYHON 0007104K0i#, 250 Mr).

B cnyuae 6onee Tspxensix nHpeKuii 103y yBenuuuBaroT 10 S00 Mr 2 pasa B CYTKH.

OObIuHast MPOJOKUTETBHOCTD JICUEHHSI COCTABISET OT 5 /10 14 1Heit.

Hckmouenne cocTaBstoT BHEOOIbHIYHAS THEBMOHUS U CUHYCHUT, KOTOpPbIE TPeOYyIOT JIe4eHus oT 6
1o 14 nueii.

Ho3b1 0115 neveHus MukobakmepuanibHulX uHexyul, kpome mybepkynesa:

ITpu MukobGakTepranbHBIX HHPEKIMIX peKoMeHI0BaHa J1o3a Kiaputpomununa 500 mr 2 pasa B
CYTKH.

Jleuenne muccemunnpoBaHHbIX MAC nHdekumii y nauuento co CITU]] creayet npoaosmkaTh 10
TEX IOp, MIOKA UMeeTCs KIMHUYecKas U MUKpoOuonorndeckas 3gdextuBHOCTh. KiiaputpoMunuH
CllelyeT Ha3HayaTh B KOMOMHAIMM C JIPYTMMH aHTHMHUKPOOHBIMHU IpenapaTaMH, aKTHBHBIMH B
OTHOLIEHMM JAHHBIX BO30Oyauteneil. JITUTENTBHOCTH JIEYEHHS JAPYIMX HETyOepKyJe3HbBIX
MUKOOAKTEepUaTbHBIX HHPEKINI yCTaHABIMBAET Bpay.

Jna npogpunaxmuru ungpexyuu, evizeannvix MAC:




PexoMeHnayemasi J103a KJIapUTPOMHUILIMHA JUIs B3pocibiX - S00 mMr 2 pa3a B CyTKH.

IIpu ooonmoeennvix uHgekyusx n03a KiIapuTpoMuLMHa coctaBiseT 250 Mr 2 pa3a B CYyTKH B
TeueHue 5 aHedt (Juis Tabnerox KinapurpomuumH-TeBa, MOKpPBHITHIX IUIEHOYHOU o6onoukoi, 250
MT).

s apaouxayuu H. pylori:

VY manueHToB ¢ A3BEHHON 00JIe3HBIO, BbI3BAaHHOM MHGekmen H pylori, KIapUTPOMUIIMH MOXKHO
Ha3Ha4ath 110 500 mr 2 pa3a B CyTKH B KOMOMHALIMY € IPYTUMH aHTUMHKPOOHBIMH IIperniapaTaMy 1
MHTHOUTOpaMH MPOTOHHOTO Hacoca B TeyeHue 7-14 aHel, B COOTBETCTBUM C HALIMOHAIBHBIMU H
MEXIYHApOIHBIMU PEKOMEHIALUAMH 110 JieueHuto uHdexuuu H. pylori.

Ilayuenmol ¢ noyeyHoU HEOOCMAMOYHOCMbIO

[TanmenTam ¢ xkaupencom kpeatuHuHa (KK) menee 30 mu/MUH HazHA4aloT MOJOBUHY OOBIYHON
JI03bI KJIApUTPOMHIIMHA, T.€. 250 Mr 1 pa3 B cyTku wiH, npu 6osee TsoKeIbIX HHpekmusx 250 mr 2
pa3a B CyTKH. JIedyeHUe TaKMX NAIMEHTOB MPOJOJIKAIOT He Oosee 14 nHE.

IloGouHoe aeiicTBHE

Knaccudukanus noOOYHBIX peakiyii Mo 4acToTe pa3BUTHUs (KOJIMYECTBO 3aperuCTPUPOBAHHBIX
CJIy4aeB/KOJIMYECTBO MMALUEHTOB): 04eHb YacTo (>1/10), wacro (>1/100, <1/10), nevacto (=1/1000,
<1/100), yactora Heu3BecTHA (M0OOYHBIE 3((HEKTHI U3 OINbITA TOCTMAPKETHHIOBOTO IPUMEHEHUS;
4acTOTa HE MOXKET OBITh OLIEHEHAa Ha OCHOBE UMEIOIIUXCS JaHHBIX ).

Annepeuveckue peakyuu: 9acto - CHIb; HEYacTo - aHADWIAKTOMIHAS  peaKuus
IHIIEPYyBCTBUTE/IBHOCTD, IEPMATHT Oy/UIE3HBIH', 3y, KPAalMBHHLA, MAKYJIONANy/Ie3Has ChIIb ;
4acTOTa HEM3BECTHA - aHa(HuIaKTUYecKas peaxiusi, AHTMOHEBPOTHYECKUH OTEK, CHHIPOM
CruBenca-/[DKOHCOHA, TOKCHYECKMH OSNUAEPMAIbHBIA HEKPOJU3, JIEKapCTBEHHAss ChIIb C
s03uHOG e U cucTeMHOi cumnromarukoi (DRESS-cunpom).

Co cmoponbt yenmpanvrou HepeHOU cucmembl. 4acTo - rojoBHas 005k, OeCCOHHHUIIA; HEYACTO -
MoTeps CO3HAHMS', JUCKHHE3Ms', TONOBOKPYXKEHHE, COHJIMBOCTH, TPEMOp, OECIOKOMCTBO,

IMOBBIIICHHAA BO36}’III/IMOC’I‘I>3

; 4acTOTa HEU3BECTHA - CYJOPOIH, NCHXOTUYECKHE pacCTpPOHCTBa,
CIIyTaHHOCTh CO3HAHUS, JENEpPCOHAIM3ALMUSA, JCTPECCHs, HAe30pPUEHTAlMs], TaUTFOLMHAINY,
HapyLIEHUs CHOBU/ICHHH («KOIIMAapHbBIE» CHOBUIACHHUS ), 1APECTE3UsA, MAHUS.

Co cmopoHbl KOJICHBIX NOKPOBOB. YACTO - HHTEHCHBHOE MOTOOT/EIEHHE; YacTOTa HEU3BECTHA -
aKHe.

Co cmoponbl MoYegblOeUMeNbHOU CUCMeMbl. 9aCTOTa HEU3BECTHA - ITOYeYHAas HeJ0CTaTOYHOCTh,
MHTEPCTUIHAIbHBIN HEPPUT.

Co cmoponb 0bmena 6eujecme: HEYaCTO - AHOPEKCHUS, CHH)KCHUE aIIEeTUTA.

Co  cmoponsi  ONOPHO-06UAMENbHO20 — GRAAPAMA:  HEYacTO -  MBINIEYHBIH  CHasMm’,
KOCTHO-MBIIICUHAs CKOBAHHOCTB' , MHQ/ITHS; YaCTOTA HEM3BECTHA - pabIOMHOJIH3" , MHOIIATHL.

Co CMOpOHbL nuweeapumeﬂbuoﬁ cucmemol. 4aCTo - Auapes, pBoTta, AUCIICIICUs, TOIIHOTA, 0011 B

I
061acTH JKMBOTA; HEYacTo - 330(arut’, racTposszodareapHas pedirOKcHas GOJI€3Hb , TACTPHT,
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npoxranrpmz, CTOMATHT, TJIOCCHT, B3/lyTHE KHBOTA', 3aI0p, CYXOCTb BO PTY, OTPHIKKA, METEOPH3M,
XoJecTas’, renaTMT B T.4. XOJIECTATHYECKHMl HIIH renarouenmompﬂuﬁ“; 4acToTa HEU3BECTHA -
OCTpBbIi TMaHKpeaTHT, W3MEHEHHWe IBeTa s3blka M 3yOOB, I€YEHOYHAs HEI0CTaTOYHOCTD,
XOJIecTaTU4ecKas XKenTyxa.

Co cmopomubi  ObixamenvHOU —CUCMeMbl. HEYaCTO - acTMa', HOCOBOE KpPOBOTEUEHHE’,
TpoMO0IMOOIHS JIErOYHO apTepI/ml.

Co cmoponbl opeano6 4yyecme: 4acTo - JUCTEB3Ms, HApPYUIEHHWE BKYCa; HEYaCTO - BEPTHIO,
HapylIeHHe CiIyXa, 3BOH B YIIAX; 4acTOTa HEW3BECTHA - IJIyXO0Ta, areB3us (MOTeps BKYCOBBIX
OLIYILIEHHH ), MTapOCMHUsl, AHOCMHUS.

Co cmoponbl cepoeuno-cocyoucmoii cucmemp: 9acTo - Ba30AMIATAINS ; HEYACTO - OCTAHOBKA
cepmua’, puOpwusMs npexcepunit’, yumHenne untepBama QT Ha 3JIEKTPOKApAHOrpaMMe,
YKCTPACHCTONIHSA , ONIyIIEHHE Cep/leOMeHns; JacToTa HeM3BECTHA - JKeJTy/I04KOBas TAXMKap/IHs, B
TOM YHCJIE THIA TTUPYIT», QUOPHILIAIIMS KETyT0UYKOB, KPOBOTEUEHHE.

Jlabopamopnele nokazamenu: 4acTo - OTKJIOHEHHE B IEYEHOYHOH mpobe; HeYacTo - MOBBIIICHHE

1
KOHICHTpAIlluu eramm/mal, [NOBBIIIEHUE KOHUOEHTpAUMH MOYCBHHBI , UBMCHCHUEC OTHOIICHUA

" " 4 3
! neiikonenus, HEUTpOTICHUS , 30314}10(1)1{1114514, TpoMOoIUTEMHS,

albOyMuH - T1I00yJIUH
NOBBILIEHHE AKTUBHOCTH: ajtaHuHaMmuHOTpaHchepassr (AJIT), acmapraramuHoTpaHcdepasbl
(ACT), rammariyramunrparcoepassl (ITTIT), menounoii dpocdarasst’, JIaKTaT/1eTHIPOreHa3bl
(JIIII“)“; 4acTOTa HEM3BECTHA - arpaHyJIOLMTO3, TPOMOOLMTONEHHS, YBEJIHMYEHUE 3HAYCHHS
MEXIYHApOJAHOro HopManu3oBanHoro otHowmenus (MHO), yanunenune npoTpoMOUHOBOTrO
BPEMEHH, U3MEHEHHE 1[BETAa MOYH, MOBBIIICHUE KOHIIEHTPAUUK OMIMpyOuHa B KPOBH.

Obwue paccmpoiicmea: odeHb 4acTo - (IeOHT B MecTe MHBEKIHMH'; 4acTo - 0OJb B MecTe
WHBEKIIMH' , BOCTIAJICHHE B MECTe MHBEKIHMH ; HEYacTo - HeJOMOraHue", IHIIEPTEPMHS’, aCTEHH,
6OMb B IPy/IHOI KJIETKE , 03HOG ", yTOMJISIEMOCTS .

Hnepexyuonnvie u napasumapmvie 3a601€6anus; HEYACTO - LEUTIOTHT , KaHHI03, FACTPOIHTEPHT,
BTOpHYHBIE MHDEKIMH® (B TOM 9HCIIe BATHHAIBHBIE); YaCTOTA HEM3BECTHA - rIceBIoOMeMOpaHO3HbII
KOJIAT, POXKa.

Ilauuenmst c n00aBAEHHBIM UMMYHUMENOM

V nauuentoB co CIIM oM u apyrumu uMMyHOAe(DHIIMTAMHM, MMOJYYAIOIMX KIAPUTPOMHUIIMH B
Oosee BBICOKMX J03aX B TEYEHHE JUIMTEIBHOTO BPEMEHM IS JICYEHUS MHUKOOAKTepHaIbHBIX
MH(pEKIM, 4YacTo TPYAHO OTIMYUTH HEeXenareibHble >(P(eKTsl mpemnapata OT CHMIITOMOB
BUY-undexumun nim comyTcTBYIOMEro 3a601eBaHus.

Haubonee yacThiMu HeXeTaTeIbHBIMH SBJICHUSAMH y MAllMEHTOB, IPUHHUMABIINX CYTOYHYIO J03Y
KJapuTpoMulMHa, paBHyto 1000 mr, Obutn: TOIIHOTA, PBOTA, U3BpaAllleHHE BKyca, 0016 B 001acTH
)KMBOTa, AWapes, Chlllb, METEOPU3M, TOJOBHas 0OJb, 3arop, HApyIIEHWE CiIyXa, MOBBHIIIEHUE
aktuBHOCTH ACT u AJIT B kpoBu. Tarxxke oTMEYaIHCh CITy4an HEXKEIAaTeIbHBIX ABJICHUN ¢ HU3KOM

YaCTOTOW BOZHUKHOBEHMS, TAKUE KaK OJIBbIIIKA, OeccoHHMIIA U CYXOCTB BO PTY.
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VY DanueHTOB C MM0JIaBJI€HHBIM UMMYHUTETOM IPOBOJMIIM OLUEHKY Ja00OpaTOPHBIX MOKa3aTeleH,
aHAM3UPYS UX 3HAYMTEIbHBIE OTKJIOHEHHUS OT HOPMBI (pe3Koe MOBBIIEHUEe MM cHKeHue). Ha
OCHOBAHHUH JIAaHHOTO KpUTEpHs y 2 - 3% MalueHTOB, M0JIy4aBIIMX KIapuTpoMuluH B 103e 1000 mr
e)XKeIHEeBHO, ObUIO 3aperucTpUpoBaHO 3HauyMTeabHOE mnoBbiieHne akTuBHOCTH ACT m AJIT B
KPOBH, a TaK)Ke CHI)KEHHE YHUCIa JIEHKOIMTOB U TPOMOOIUTOB. Y HEOOIBIIOr0 YKc/Ia NallueHTOB
TaKOke OBLIO 3aperuCTPUPOBAHO MOBBINICHUE KOHIIEHTPAIMM OCTATOYHOTO a30Ta MOYEBUHBI.

*B HEKOTOPBIX COOOIIEHUSAX O pabaOMHOJIN3E KIAPUTPOMHIIMH IPUHUMAJICS COBMECTHO C IPYTUMU
JIEKapCTBEHHBIMH CPEICTBaMH, C IPUEMOM KOTOPBIX, KaK W3BECTHO, CBS3aHO pa3BHTHUE
pabaoMuom3a (cTaTuHbl, GUOPAThI, KOJXHUIIMH WIH JUTOITYPUHOI).

'CooGmennss 0 JaHHBIX MOGOYHBIX PEAKIMAX OBUIM MOJIY4EHBI TONBKO IPH IPAMEHEHHH
KJIapUTPOMULIMHA B JIEKApCTBEHHOW ¢opme nuopmiamM3ar s MPUTOTOBJICHUs pacTBOpa st
uH}Yy3mii.

?CoobImenns 0 NAHHBIX MOGOYHBIX PEAKIHMSX ObUIA TOJIYYEHBI TONBKO IPH MPHMEHEHHH
KJIApUTPOMHUIIMHA B JIEKAPCTBEHHOU (opMe TabIeTKH MPOJOHTHPOBAHHOIO JIEHCTBHS, MOKPBITHIE
TJIEHOYHOM 000I0YKOH.

3Co00IIeHNs O NAHHBIX TOOOYHBIX PEAKIMAX ObLIA IMONYYeHbl TONBKO MPH IPHMEHEHHH
KJIapUTPOMHUIIMHA B JIEKAPCTBEHHOH (popMe MOPOLIOK ISt IIPUTOTOBICHUS CYCIIEH3UH JUTS TpUeMa
BHYTPb.

“CoobImennsi 0 JAHHBIX MOGOYHBIX PEAKUHSX OBUIM [MOJNYYeHBI TOJNBKO [PH [PUMEHEHHH
KJTApUTPOMHUIIMHA B JIEKApPCTBEHHOH (opme TabIeTKH, MOKPHIThIE IIEHOYHOU 000JI0UKOIA.
Ilepexo3upoBka

Cumnmompr: ipueM OOJIBIION 103bI KJIAPUTPOMUIIMHA MOXET BBI3BATh CUMIITOMBI HapyIIEHUH CO
CTOPOHBI JKEJTYA0YHO-KUIIEYHOT O TPAKTa.

Y oaHoro mnamMeHta ¢ OWIIOJNSAPHBIM pPacCTpPOMCTBOM B aHaMHe3e Iocie mpuema 8 T
KJIAPUTPOMHUIIMHA ONMCAHBl U3MEHEHHS TICUXHYECKOr0 COCTOSHUS, MapaHOUIAIbHOE MOBEICHHE,
TUTIOKQTTUEMHS] U TUTIOKCEMHUS.

Jlevenue: TIpM TEpEIOZUPOBKE  CleAyeT YAaIUTh HeabcopOMpOBaHHBIA mpernapar U3
JKEJTyI0YHO-KHIIEYHOTO TpakTa (IIPOMBIBAHUE JKEIy/IKa, IPUeM aKTHUBUPOBAHHOTO YIJIS M Ip.) U
NPOBECTH CUMIITOMATHYECKYIO Tepanuio. [ 'eMoanain3 u nepuToHea IbHbIN THAIN3 HE OKa3bIBAIOT
CYLIECTBEHHOI'O BIIMSHUS Ha KOHIEHTPALMIO KJIAPUTPOMHIIMHA B CHIBOPOTKE, YTO XapaKTEPHO M
JUIsL APYTHX MPenaparoB rPyIIbl MAKPOJIUIOB.

B3aumoeiicTBre ¢ APYrHMH JIeKapCTBEHHBIMH NpenapaTaMu

H[ZHMCHGHHC CJACAYIONUX MPENnapaToB COBMECTHO C KJIAPUTPOMUIIMHOM ITPOTHBOIIOKA3aHO B CBA3U

C BO3MOKHOCTBIO Pa3BUTHS CEPbE3HBIX MOO0YHBIX 3G dHEKTOB:

Huzanpuo, numo3uod, mephenadun u acmemu3son
IIpu coBmecTHOM mIpueMe KIAPUTPOMHUIIMHA C LU3ANPUIOM, MUMO3HMIOM, TepeHaTMHOM WM

aCTeMH30JI0M CO00IIAIOCh O MOBBIIIEHUH KOHIEHTPAIXUHU IOCJICAHUX B IJIa3ME€ KPOBH, YTO MOXKET
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NPUBECTH K YyAnuHeHUI0 uHTepBaia QT ¥ mosBIeHMIO CepaeYHBIX apUTMHM, BKIIOYAs
KEIYI0YKOBYIO TaXMKapauio, GUOPHIUISAIHMIO XKEeTyI0UKOB U JKeTYJA0YKOBYIO TaXMKApIHIO THIIA
«nupyaT» (cM. paszzaen «[IpoTuBonokasanus»).

Ankanoudst cnopsirbu

[IoCTMapKeTHHIOBBIE MCCIIEIOBaHHMs IOKA3bIBAIOT, YTO [PH COBMECTHOM I[IPUMEHEHHH
KJTapUTPOMMIIMHA C OPrOTAMHHOM HMJIM JUTHIPOIPrOTAMMHOM BO3MOXHBI Clieyrommue 3G dhexTsl,
CBSI3aHHBIE C OCTPBIM OTpPaBJICEHHEM IIpernapaTtaMH TPYIIbI dPrOTAMUHOB: COCYAMCTBHIA CIasm,
WIIEMHs KOHEYHOCTEH M JPYI'MX TKaHed, BKJIIOYAas LEHTPAJIbHYI0 HEPBHYIO CHCTEMY.
OnHoBpeMeHHBIN NpHEM KIAPUTPOMMIMHA C AIKAIOWJAMH CIOPHIHBM IPOTHBONOKa3aH (CM.
paszen "[IpotuBonokazanus").

Muoazonam onsa nepopanvnozo npumenenus

[Ipu coBMECTHOM NPUMEHEHMH MH1a3071aMa U KJIaPUTPOMHUIIMHA B hopme Tabiietok (500 mr 2 pasa
B CYTKH) OTMEYaIoCh oT™Meyatock yBenunueHne AUC Muzmazonama B 7 pas moclie nepopaibHOro
npuema. OJHOBPEMEHHBIH NpHEM KJIAPUTPOMHIMHA C MHAA30JIaMOM JUIS  T1€POPAIbHOIO
NPUMEHEHMs IIPOTUBOIIOKA3aH (cM. paszen «[IpoTuBonokazanusy).

Hruzubumoper I'MI'-KoA-pedykmaswot (cmamumbi)

OnHOBpEeMEHHBIH PUEM KJIapHTPOMUIIMHA C IOBACTATHHOM MJIM CHMBACTATHHOM IIPOTHBOIIOKA3aH
(cM. paszien «IIpoTuBOMOKa3aHusI») B CBS3M C TEM, YTO JAHHbIE CTATHHBI B 3HAYUTEIHHOI CTENIEHH
metadomusupyrorcs uzodpepmentom CYP3A4, i coBMecTHOE NPUMEHEHHE C KJIAPUTPOMHIIMHOM
MOBBIIIAET MX CBIBOPOTOYHBIE KOHUEHTPALMH, YTO NPHBOAUT K IOBBICHUIO PUCKA PA3BUTHS
MHUONaTUH, BKIOYas padaomuonus. Coobmanock o ciyyasx pabaoMHOIM3a Yy MAlMEHTOB,
NPUHUMABIINX KJIQPUTPOMHUIIMH COBMECTHO C JaHHBIMH Ipenaparamu. B ciyyae Heo6X0auMOCTH
IPUMEHEHHS KJIAPDUTPOMHUIIMHA CJIE/yeT NMPEKPATUTh MPUEM JIOBACTaTHHA MJIM CHMMBAcTaTMHA Ha
BpeMsl TeparuH.

KiapuTpoMuuuH ciieiyeT MpUMEHSTH C OCTOPOXKHOCTBIO NMPH KOMOMHHMPOBAHHOH Teparmuu ¢
JApYyrMMHU CTaTuHaMM. PexoMeHayercss NpUMEHSTh CTaTUHBI, HE 3aBHCAIIME OT MeTaboaM3Ma
uszopepmenta CYP3A (nanpumep, piyBactatun). B cirydae He06X01MMOCTH COBMECTHOTO IpHEMa
PEKOMEHIYeTCS NPUHUMATh HAMMEHBIIYIO 103y cTaThHa. ClexyeT KOHTpPOJIMPOBATH Pa3BHUTHE
IIPU3HAKOB U CUMIITOMOB MHOIIATHH.

Biusnue Jpyrux jgekapcTBEHHBIX MIPENApaToB Ha KIAPUTPOMHIIMH

IIpenapatsl, sBisiommecs wunaykropamu usopepmenta CYP3A (manpumep, pudammmmu,
enuTonn, kapbamasenun, penoGapbura, 3BepoGoii NPOABIPABIECHHBIH), MOIYT MHIYIHPOBATH
METabO0/IM3M KJIAPUTPOMUIIMHA. DTO MOXKET HPHBECTH K CyOTepamneBTHYEeCKOH KOHIEHTpPAIUH
KJIapUTPOMUILIMHA, YTO NMPUBOJUT K CHYKEHHIO ero 3¢ dextuBHOCTH. Kpome TOro, HeoOXoaumo
Ha0I0/aTh 3a KOHLIEHTpaluel HHayKkTopa n3odepmenta CYP3A B m1a3me KpoBH, KOTOPast MOXKET
TNOBBICHTBCS M3-3a MHIHOMpoBanus u3odepmenta CYP3A kiapurpomunuaoMm. [Ipu coBMeCTHOM

IIPUMEHCHUH pud)a6mi1a U KJIapUTpOMHUIIMHA HaOJII01a7I0Ch  TTOBBIINIEHHE  IIJIa3MEHHOMN
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KOHLeHTpauuu pudabyTuHa ¥ CHUIKEHUE CHIBOPOTOYHOM KOHIEHTPALMM KJIAPUTPOMHUIIMHA C
MIOBBIIIEHHBIM PUCKOM Pa3BUTHS YBEUTA.

Crnenyromme npenapartbl 0071a7al0T J0Ka3aHHBIM WM NpeANojiaraéMbIM BIMSHUEM Ha
KOHLIEHTPAlMIO KJIAPUTPOMHIIMHA B IUIa3M€ KPOBH; B ClIy4ae UX COBMECTHOIO NPUMEHEHHS C
KJIapPUTPOMUIIMHOM MOKET NMOTpeOOBaThCS KOPPEKIMs 103 WIM Tepexo] Ha aJlbTepHATHBHOE
JICYCHHUE.

Ipasupens, nesupanun, pugpamnuyun, pugpadymun u pudpanenmun

CuinbHBIE HMHIYKTOpPBI CHCTeMbl nuToxpoma P450, Takue Kak: d3¢aBupeH3, HEBHpAIUH,
pudamnuius, pudabyTHH U pudaneHTHH, - MOTYT YCKOPATh MeTab0IM3M KIAPUTPOMHUIIMHA H,
TaKMM 00pa3oM, T[OHMXKaTb KOHIEHTPAIMIO KJIAPUTPOMHUIMHA B Ila3Me€ U 0CIa0IATh
TepaneBTUYeCKuit 3 PeKT, 1 BMecTe ¢ TeM MOBBIIIATH KOHIEHTpauuoo 14-OH-ki1aputpomunusa -
MeTabo/IuTa,  TaKKe  SABIAIOMIETOCS  MHKPOOMOJIOrMYECKH  aKTHBHBIM.  ITOCKOJIBKY
MHKPOOHOIOTHYECKass aKTHBHOCTh KJIapuTpoMuIHa U 14-OH-Ki1apuTpoMHUIIMHA OTIMYaeTcs B
OTHOIIEHHH Pa3jIMYHBIX OaKTepHii, TepaneBTHYECKUH 3P PeKT MOKET CHIIKATHCS [IPH COBMECTHOM
NPUMEHEHUHU KJIAPUTPOMULIMHA U UHAYKTOPOB (hepMEHTOB.

Impasupun

KoHueHTpanus K1apuTpOMUIIMHA CHHXKAETCS TIPU MCIIOJIL30BAHMM STPaBUPUHA, HO MOBBIIIAETCS
KOHLIEHTpalus aKTUBHOT'O meTabouTa 14-OH-knapuTpoMuIMHA. [Tockonbky
14-OH-knaputpoMunue  061aJaeT HHU3KOW AKTHBHOCTBIO 10 OTHOWIEHHIO K HHPEKIUIM
Mycobacterium avium complex (MAC), MOXeT MEHATHCS 001Iast aKTUBHOCTh B OTHOIIEHHM TUX
BO30yuTesei, mosromy s edenuss MAC criieyer paccMaTpuBaTh albTePHATUBHOE JI€UEHHE.
Daykonaszon

CosmecTHblii mpueM ¢irykoHasona B 103e 200 MI eKeJHEBHO M KJIApUTPOMMIMHA B 103e 500 Mr
ZBa pa3a B CyTKM y 21 310poBOro 100poBoJblIa MPUBETO K YBEIHYEHHIO CPEJHEr0 3HAYEHHS
MUHMMaJIbHON paBHOBECHOW KOHLEHTpauuu KiaputpomuiimHa (Cpin) 1 AUC na 33% u 18%
COOTBETCTBEHHO. [Ipu 3TOM COBMECTHBIH IpUeM 3HAYUTEIBHO HE BJIMSI HA CPEIHION
PaBHOBECHYIO KOHIIEHTPAIHIO akTUBHOI0 MeTtabomnTa 14-OH-knapurpomunnna. Koppekims 10361
KJTapUTPOMHUIIMHA B CJIy4ae CONYTCTBYIOIIEro npuema (aykoHasosa He TpeOyeTcs.

Pumonasup

dapMaKOKMHETHYECKOE HCCIIeI0OBaHUE TT0KA3alI0, YTO COBMECTHBIN IIPHeM pUTOHaBHpa B 103e 200
MI' KaX/Ible BOCEMb 4YacoOB M KjapuTpoMuimHa B 03¢ 500 Mr xaxaele 12 yacoB mpuBesn K
3aMETHOMY I10/IaBJIEHHIO MeTabo0IM3Ma KiIapuTpoMuiHa. [Ipi coBMecTHOM npremMe puTOHaBMpa
Chnax KJIapUTPOMHIIMHA yBeanunIach Ha 31%, Crin yBesmumiach Ha 182% u AUC yBenuyuiach Ha
77%. bbu10 0TMEYeHO MoJHOE mojaBieHHe obpasoBanus 14-OH-kinaputpomunusa. Biarogaps
IIUPOKOMY TEpareBTUYECKOMY JIMaNa30Hy KJIapUTPOMHUIIMHA YMEHBIIEHHE €r0 JI03bl Y MAllMEHTOB
C HOpMaJIbHOM nmovye4yHoi QyHkimei e Tpedyercs. Y MalMeHTOB ¢ MOYEYHON HEJT0CTATOUHOCTHIO

11eJ1eC000pa3HO pacCMOTPETH CJIEAYIOIINE BApHAHThI KoppeKimu 1036l: ipu KK 30-60 mn/MuH n03a
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KJIapUTPOMULIMHA J0/DKHA ObITh yMeHbiieHa Ha 50%; nmpm KK wmenee 30 mu/muH j103a
KJIApUTPOMMILIMHA JO/DKHA ObITh yMeHblleHa Ha 75%. PuToHaBup He cleayeT COBMECTHO
INPUHUMATH C KJIADUTPOMULIMHOM B J103aX, IPEBBIIAOIIMX | I/CyTKH.
CxozHple KOPPEKLIMHU 103 JOKHBI pacCMaTpHBATHCH y IMALMEHTOB CO CHIDKEHHOM (YHKIHEH
MI0YEK, €CJIM PUTOHABUP UCIIOJIb3YeTCs KaK GapMaKOKUHETUYECKUHM «yCHITUTEIb) IPH IIPHMEHEHUH
Apyrux MHruburtopoB mpoteassl BUY, Biimoyas arazaHaBUp ¥ CaKBHHABHP (CM. MOJpa3sziel
«JIByHanpaBIeHHOE B3aUMOCHCTBUE JIEKAPCTBY).

€ACTBUE KIAPUTPOMUIIMHA HA JAPYTHUE JEKAPCTBEHHbIE MpernapaThl
Anmuapummuyeckue cpedcmea (XUHUOUH U OUZONUPAMUO).
B03M0OXHO BO3HMKHOBEHME JKEIYJOYKOBOH TaXHKAapIWHM THIIA «IIHPYIT» IMPH COBMECTHOM
NPUMEHCHHUH KJIAapPUTPOMHMIIMHA ¥ XMHMIMHA WK au3onupamuzaa. [Ipu ogHOBpeMeHHOM mpueme
KJIapUTPOMUIIMHA C 3THMHM IIpernaparamH CleIyeT peryJisipHoO NpoBOIuTh KOHTpoiab JDKI' Ha
npeamer yauuMHeHuss uHTepBasa QT, a Takxke clieflyeT KOHTPOJHPOBATH CHIBOPOTOYHEIE
KOHLIEHTPAIMH 3THX IPErnapaToB.
[Ipy MOCTMapKeTHHrOBOM NMPUMEHEHHM COOOIIANOCh O CIIydYasX Pa3sBUTHUS TMIIOTIMKEMHM IIpHU
COBMECTHOM IIpMeM€ KIApUTPOMMUMHA M Au3onupamuzaa. HeoOXoauMo KOHTPOIMpPOBATH
KOHIIEHTPALIMIO TJIFOKO3bl B KPOBM IIPM OJHOBPEMEHHOM IPHMEHEHHH KJIAPUTPOMHUIIMHA M
JTM30TIUPAMHUIA.
Ilepopansusie 2unoznukemuueckue cpeocmea/uHcyiun
[Ipx COBMECTHOM NMPUMEHEHUH KJIAPUTPOMHULHMHA U I1€POPATBHBIX THIIOTIMKEMUYECKHX CPEICTB
(HanpuMep, NPOM3BOIHBIE CYIb(GOHMIMOYEBUHBI) M/WIM MHCYJIMHA MOXET HaOIIOAaThCs
BBIpOXKEHHAs: IMIOrauKeMus. OJHOBpEMEHHOE NPHMEHEHHE KIAPUTPOMHUIIMHA C HEKOTOPHIMH
TUIIOTIMKEMUYECKMMHU  TIpernapaTtaMy (HalpuMep, HATerVIMHUZ, MHOITMTAa30H, pENaridHuA U
POCHITINTA30H) MOXKET NPUBECTH K MHruOupoBaHuio n3opepmenta CYP3A KiIapuTpOMUIIMHOM, B
pe3y/ibTaTe 4Yero MOMKET pa3BUTbCS THIOITIMKeMHUsl. PekoMeHIyeTcs TuIaTesbHBI KOHTPOIb
KOHIIEHTPALIUH TJTFOKO3BI.
Bsaumooeiucmeusn, o6ycnosnennsie usogpepmenmom CYP3A
CoBmMecTHBI npuUEM KIApUTPOMHUIIMHA, KOTODPBINA, KaK HM3BECTHO, MHTMOMpYET H30(epMeHT
CYP3A, u npenapatoB, mnepBH4YHO MeTabosmsupyrommxcs uzopepmentom CYP3A, Mmoxer
aCCOLMUPOBATLCA C B3aUMHBIM IOBBIIIEHHEM MX KOHIEHTpPAIMMA, YTO MOXET YCHIHMTh HJIU
NPOJIMTh KaK TepaneBTHYeCKHe, Tak M 1mobounble sddexts. KiapurpoMmuimu ciueayer ¢
OCTOPOXKHOCTBIO TMPHUMEHSAThH MAlMEHTaM, MOJIyYalolUIMM Ipenaparsl, SBISIOIIKEcs cydOcTparaMu
uzopepmenta CYP3A, 0coGeHHO eciu 3TH mpenaparsl UMEIOT y3KHii TeparneBTHYECKHH IMana3oH
(Harmpumep, KapOama3enuH), W/WIM HHTEHCUBHO MeTaboIM3UpYIOTCs ITUM (pepmeHToM. B caydae
HEOOXOIMMOCTH JIOJDKHA IPOBOIMTBHCSH KOPPEKIHs A03bl Ipenapara, MPMHMMAaeMOro BMECTE C
KJIApUTPOMHULIMHOM. Takxke, 110 BO3MOKHOCTH, I0JKEH TPOBOUTHCS MOHUTOPHHT CIBOPOTOYHBIX

KOHUEHTPALMii ITpenapaToB, NEPBUYHO MeTabom3upyommxcs nzopepmentom CYP3A.
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MeTabo13M CiIeyIOIHMX MPernapaToB/KIaccoB ocylecTBasercs TeM xe uzopepmentom CYP3A,
9r0 W MeTaboJM3M KIapUTPOMHIIMHA, HAIpUMeEp, ajmpa3oiaM, KapOamaszenuH, IHUJI0CTa3oll,
UKJIOCIIOPHH,  JM30MHMpaMHJ, METWINPEIHU3O0JIOH, MHJa30/1aM, OMENpa3oJl, HenpsMble
AQHTHUKOAryJITHTHI (HarmpuMep, BapdapuH), aTUNUYHbIE aHTUIICUXOTHYECKHE CPECTBA (HAalpuMep,
KBETHAIIMH ), XHHUIMH, pudalbyTnH, cuiiaeHadui, TakpoauMyc, TpuaszosiaM, BUHOIACTHH U APYTHE.
Taxke « aronmucram wu3odpepmernta CYP3A  oTHOcATCS — cleaylouye  Mpenaparsl,
IPOTHBOIOKA3aHHbIE K COBMECTHOMY ITPUMEHEHHIO ¢ KJIAPUTPOMULIMHOM: aCTEMH30J1, LU3aIpU,
MUMO3uJ, TepdeHaJuH, JOBACTATMH, CHMBACTaTMH M aJIKAJIOHIbI CIHOPBIHBH (CM. pasjeln
«ITpotuBonoka3zanus»). K npenaparam, B3auMoaeHCTBYIOIMM MOA0OHBIM 00pa3oM uepe3 Ipyrue
M30epMEHTBl B paMKaxX cHCTeMbl nutoxpoma P450, otHOocsaTcs (eHUTOMH, TEOQHUMH H
BaJILIIPOEBAst KMCIOTA.

Henpameie anmukoazynanmeoi

IIpu coBmecTHOM npueme BapdapuHa U KJIapUTPOMUIIMHA BO3MOKHO KPOBOTEUYEHHE, BEIPAXKEHHOE
yBenruuenne MHO u nporpomOuHOBOro BpemeHH. B ciyyae COBMECTHOrO NpHMEHEHHs C
BaphapuHOM WJIM JIPYTMMHU HENPSAMbIMH aHTUKOAryJIsHTaMH HE0OX0auMo KOHTposmpoBate MHO
1 IPOTPOMOUHOBOE BpeMS.

Omenpaszon

Knapurpomunms (1o 500 mMr kaxisle 8§ 4acoB) HccIe10BaICs Y 3A0POBBIX B3POCIIBIX 100pOBOJILIIEB
B KoMOuHanum ¢ omempazosioM (mo 40 wmr exeaneBHo). IIpu CcoBMECTHOM NpHMEHEHUH
KJIapUTPOMHUIIMHA M OMENpa30jia paBHOBECHBIE IIA3MEHHbIE KOHLEHTpAIMM OMernpa3osia ObUIH
yBemu4eHbI (Chax , AUC24 1 Ty yBesmunmucs Ha 30%, 89% u 34% cootBercTBenH0). Cpeanee
3HadeHue pH xenyzka B TedeHune 24 yacoB cocTaBuiio 5,2 NpH IpUeMe OMerpas3oJia B OTAETbHOCTH
1 5,7 npu npuemMe oMenpasosia COBMECTHO € KJIAPUTPOMUIIMHOM.

Cundenagun, maoanagun u éapoenagpun

Kaxnaet u3 stux uHrubutopoB ¢ochoamscrepassl Meraboau3upyercs, 10 KpaiHe#l Mepe,
yacTH4YHO ¢ ydactueM uszodpepmenta CYP3A. B 1o xe Bpems m3opepment CYP3A moxer
MHIHOMPOBATBCS B IPUCYTCTBUHU KiIapuTpoMulimHa. COBMECTHOE IPUMEHEHHE KJIapUTPOMHIIMHA C
cuingeHapuiaoMm, TajataduIOM WM BapAeHaQHIOM MOXET IIPUBECTH K  YBEIMYEHHIO
MHIHOupytomero Bo3aedcTBus Ha ¢ochoauscrepasy. [Ipu npuMeHeHMHM 3THX IpenaparoB
COBMECTHO € KJIAQpPUTPOMHMIIMHOM CJIEAYET pacCMOTPETh BO3MOXKHOCTH YMEHBIIEHHS JIO3bI
cunneHaduia, raganaduiaa u BapaeHadua.

Teogpunnun, kapbamazenun

[Ipx coBMECTHOM NMpPUMEHEHHH KJIAPUTPOMHIIMHA M TeODUIUIMHA WM KapOaMasenuHa BO3MOXKHO
NOBBIIIEHHE KOHIICHTPALMU JAHHBIX IPENapaToB B CHCTEMHOM KPOBOTOKE.

Tonmepooun

IlepBuunbiii MeTaboaM3M TONTEPOAMHA OCcyIecTBisieTcs: Yyepe3 2D6 usopopmy nuroxpoma P450

(CYP2D6). Opnako B wactu mnomyisuuu, aumeHHo wu3zodpepmenta CYP2D6, merabosmsm
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npoucxoaut uyepe3 u3opepmeHT CYP3A. B s1oit rpynne HaceneHus nojasjieHue u3opepmeHTa

CYP3A npuBoauT K 3HaUUTEILHO O0JIee BBICOKAM KOHLEHTPALMAM TOJITEPOIMHA B CBIBOPOTKE. B
NOIYJISAIMY ¢ HU3KUM ypoBHEM MeTabosin3ma yepe3 uzopepment CYP2D6 moxer norpeGoBaTbes
CHIDKEHME J103bl TOJITEPOAMHA B MPUCYTCTBUM MHIHOUTOpOB mM3odepmenta CYP3A, Takux kak
KJTApUTPOMHUIIMH.

benszoouasenunst (nanpumep, annpazonam, Muoazonam, mpuasonam)

IIpy coBMecTHOM NpUMEHEHMH MHIa3ojiaMa U TabseTok Kiaputpomunuua (500 mr aBa pasa B
cyTkH) otmevasnock yBenudenne AUC muaasonama: B 2,7 pa3a mocjie BHYTPHBEHHOTO BBEICHHS
MHJ1a30j1aMa ¥ B 7 pa3 1mocje nepopaabHoro npuema. O HOBpeMEHHBII IPUEM KJIapUTPOMHUIIMHA C
MHIa30JIaMOM Ul NI€POPaJbHOTO NPUMEHEHHMs IPOTHBOMOKa3zaH. Ecium Bmecte ¢
KJIApUTPOMMIIMHOM TIPUMEHSETCS BHYTpUBEHHas (opma Muaasojama, CleayeT TIaTejIbHO
KOHTPOJIMPOBATh COCTOSIHME IIallM€HTa I8 BO3MOXKHOM KOpPpeKUMHM J103bl. BBeneHue
JIEKapCTBEHHOT0 IIpernapara 4yepe3 CIM3UCTYI0 000J104KY MOJIOCTH pTa, KOTOPOE JaeT BO3MOKHOCTh
00OHTH MPECUCTEMHYIO TUMHHALIMIO, CKOPEe BCETo, IPUBEET K B3aUMOIEHCTBUIO aHATOTHYHOMY
TOMY, KOTOpO€e HaO/II01aeTCs MPU BHYTPHBEHHOM BBEICHMM MHJIa30j1ama, a He MPU [ePOpaIbHOM
npueme.

Taxkue e Mepbl IPeIOCTOPOKHOCTH CIICYeT TPUMEHSATh M K IPYTHM O€H30/1Ma3eMHaM, KOTOPhIE
merabommsupytores  u3odepmentom CYP3A, Bkmodas Tpuasonam U ammpasonaMm. [l
O€H30/1Ma3eNMHOB, BbIBEJCHHE KOTOPHIX He 3aBUCHUT OT u3opepmenta CYP3A (temasenawm,
HUTpasenaM, JopasenaMm), MaJOBEPOSTHO KIMHUYECKH 3HAaYMMOE B3aUMOJEHCTBHE ¢
KJIAPUTPOMUIITHOM.

IIpy cOBMECTHOM NpUMEHEHMM KIAPUTPOMHUIIMHA M TpHa3ojamMa BO3MOXKHO BO3JEHCTBHE Ha
HeHTpalbHyI0 HepBHYIO cucteMy (LIHC), manpumep, COHIMBOCTH M CIYTaHHOCTH CO3HaHHUS. B
CBSI3M C JTHM, B CJIly4a€ COBMECTHOIO NPUMEHEHHs, PEKOMEHIYETCS CJIEIUTh 338 CHMIITOMAaMHU
Hapymenus [[HC.

B3aumoseicTBus ¢ ApyruMu nperaparamMu

Koaxuyun

Komxummu spnsercs cyGcrpatom kak wm3opepmenta CYP3A, Tak u Geska-nepeHOCUMKa
P-rnukonporenna (Pgp). M3BecTHO, 4TO KIApUTPOMMIMH M JPYTHE€ MAaKpOIHbI SBIAIOTCS
unruoutopamu uzopepmenta CYP3A u Pgp. Ilpu coBMecTHOM mpueme KIapUTPOMMIMHA M
KOJIXuMHa uHruouposanue Pgp m/mmm msopepmenta CYP3A MoKeT NPUBECTH K YCHIICHHIO
AefcTBUs KoxunuHa. CienyeT KOHTPOJIMPOBAaTh PA3BUTHE KIMHUYECKUX CUMIITOMOB OTPaBJIEHUs
KOJIXHIIMHOM. 3aperucTpupoBaHbl IOCTMApKETHHIOBbIE COOOINEHUs O CJIy4asX OTpaBJICHUS
KOJIXHIIMHOM TIPM €ro OJHOBPEMEHHOM INpHEeMe C KJIAPUTPOMHIIMHOM, 4Yalle y MOXKHIIBIX
nanueHToB. HekoTophle M3 ONMMCaHHBIX CIy4YaeB IPOMCXOJWIN C MAlHEHTAMH, CTPadaroIlHMH
MOYEYHON HEI0CTATOYHOCTHIO. Kak coolmanock, HEKOTOphIE CiIydYand 3aKaHYMBAIMChH JIETATLHBIM

HCXOJIOM.
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OIHOBpeMEHHOE MPUMEHEHHE KJIAPUTPOMUIIMHA M KOJIXMIMHA ITPOTHBOINOKA3aHO (CM. pasjieln
«IIpoTuBOnOKa3aHUAY).

Jluzoxkcun

[Ipennonaraercs, 4To AMTOKCHH siBisieTcss cydcrpatom Pgp. M3BecTHO, YTO KIapUTPOMMIMH
unrudupyet Pgp. [Ipu coBMeCTHOM mpHeMe KIapuTPOMHIMHA U TUTOKCHMHA HHrHOMpoBanue Pgp
KJIAPUTPOMUIIMHOM MOXKET NPHBECTH K YCUICHHIO JAeUCTBHS AUrokcuHa. COBMECTHBIA IpUEM
JMTOKCHHA M KJIAPUTPOMMIIMHA TaKKe MOXET INPUBECTH K TIOBBIIIEHUIO CHIBOPOTOYHOM
KOHIIEHTPALMK JUTOKCHHA. Y HEKOTOPHIX IAlMEHTOB OTMEUYAINCh KIMHUYECKHE CHMIITOMBI
OTpaBJIEHHS JUTOKCHHOM, BKJIIOYAst OTEHIIMATBHO JIeTaIbHble apuTMHH. [Ipy coBMeCTHOM npueme
KJIApUTPOMHUIIMHA U IMTOKCHHA CJIelyeT TIIaTeIbHO KOHTPOJIMPOBATh KOHUEHTPALMIO IUTOKCHHA B
CBIBOPOTKE.

3uooeyoun

OHOBpeMEeHHBII npueM TalJIeTOK KJIapUTPOMHIIMHA U 3U10BY/IHHA IEpopaibHO B3pocabivu BUY-
MHQUIUPOBAaHHBIMU TMAIMEHTAMH MOJXKET MPUBECTH K CHUIKEHHIO PAaBHOBECHOW KOHILEHTpAIMU
3UJIOBY/IMHA.

[TockonbKy KJIAapUTPOMUIMH BIIMSET HA BCAchlBaHME 3MJOBYAMHA IPU IEPOPATBLHOM IIpUEME,
B3aUMOJICHCTBUS MOXXHO B 3HAYMTEIbHOM cTeneHu u30exkarh, NMPUHUMAs KIAPUTPOMHMLMH HU
3UJIOBYJIMH C HHTEPBAJIOM B 4 yaca.

[TogoGuoro B3ammojeiictBus He Habmonamn y BUY-unpuuupoBaHHbIX neTel, NMPUHAMABLIMX
JIETCKYIO CYCHEH3MIO KIApUTPOMHUILMHA C 3UIAOBYAMHOM WM JUAE30KCHUUHO3MHOM. [lockonbky
KJApUTPOMULIMH MOJXKET TPENsITCTBOBATh BCACHIBAHMIO 3MJOBY/AMHA IIPH UX OJHOBPEMEHHOM
IpUeMe BHYTPb Yy B3POCIBIX MALMEHTOB, MOJ00HOE B3aMMOIECHCTBUE Bpsi/l M BO3MOXHO IpH
MCII0JIb30BaHMH KJIAPUTPOMHUIIMHA BHYTPUBEHHO.

DeHumouH u 6anbnpoesan Kucioma

Wmerorcss naHHble O B3auMozeicTBUsSX HMHruOutopoB wusodepmenta CYP3A (Bkmouwas
KJIApUTPOMUIIMH) € IpenapaTaMy, KOTOpble HE MeTabOoJIM3UPYIOTCS C MOMOILIBI0 M30(pepMeHTa
CYP3A (peHuTOMHOM M BalIbIIpoeBO# KucI0TOM). /s JaHHBIX MpenapaToB, NMPH COBMECTHOM
NPUMEHEHUH C KJIApPUTPOMHIIMHOM, PEKOMEHIYETCSl OIpeaeIeHHEe MX ChIBOPOTOYHBIX
KOHIIEHTpALM#, TaK KaK UMEIOTCS COOOIEHHs 00 UX MOBBILICHUH.

JByHanpaBjaeHHOE B3aUMOJIEHCTBUE JIEKAPCTB

Amaszanaeup

KitapuTpoMuIIMH M aTa3zaHaBHp SABJISIOTCSA Kak cyOcTpaTaMu, Tak U MHTHOMTOpamMH H30pepMeHTa
CYP3A. CymecTByeT CBHIECTEILCTBO IBYHANPABICHHOTO B3aUMOJEHCTBUS ITHX IpENaparosB.
CoBmecTHOe nmpuMeHeHue kiaputpomuimHa (500 mMr aBa pasza B cyTku) U arazaHaBupa (400 mr
OJIMH pa3 B CyTKH) MOXKET IPUBECTHU K ABYKPATHOMY YBEJIMYECHHUIO BO3ICHCTBUS KJIADUTPOMUIIMHA U
ymeHbLIeHuIo Bo3aeicTBus 14-OH-kinapurpomununa Ha 70%, ¢ yenunyennem AUC arazanaBupa

Ha 28%. bnarosapst LIMpoKOMy TepaneBTHYECKOMY AHana3oHy KJIapuTPOMHUIIMHA YMEHBIICHUE €ro
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JI03bl y MalMEHTOB ¢ HOPMAJIbHOU (pyHKIMEH modek He TpeOyeTcs. Y MalUeHTOB ¢ YMEPEHHOM
noveynoit HeaocrarouHocthio (KK 30 - 60 mu/mMuH) q03a KIapUTPOMHUIMHA JOJDKHA OBITH
ymenbiieHa Ha 50%. YV namwentoB ¢ KK menee 30 MiI/MHH 103y KIApUTPOMHIIMHA CIEIyeT
CHM3UTh Ha 75%, WHCHOIB3ys [UIA 3TOTO COOTBETCTBYIOUIYIO JIEKapCTBEHHYIO (opmy
KIapuTpoMuinHa. KinapurpoMunus B 103ax, npesiuaroumx 1000 Mr B cyTKH, HeIb3si IPUMEHSTh
COBMECTHO C MHIMOMTOpaMHU IpoTeas.

Brokamopst «medneHHbIX» Ka1bUeeblxX KAHAI06

[Ipr 0THOBpEeMEHHOM NPHUMEHEHHH KJIAPHUTPOMHIIMHA U OJIOKATOPOB «ME/UICHHBIX» KalbIIMEBBIX
KaHaJIOB, KOTOopble MeTabonusupytorcess u3odpepmenrom CYP3A4 (manpumep, Bepanmammui,
aMJIOIMIINH, IMJITHA3eM), CIeAyeT COOII0AaTh OCTOPOXKHOCTH, MOCKOJIBbKY CYIIECTBYET PHCK
BO3HUKHOBEHHUSl apTepUaIbHOM runoteH3uu. llna3MeHHble KOHIIEHTpALUMU KJIAPUTPOMUIIMHA,
TaKkKe Kak M OJIOKaTOpOB «MEJUICHHBIX» KaJbIIMEBBIX KAaHAJIOB, MOTYT IIOBBINATECS IIPH
OJTHOBPEMEHHOM TMPUMEHEHHMH. ApTepHabHas TUIOTEH3UsA, OpagMapuTMUS W JIAKTOAIMI03
BO3MOXHBI IIPH OJJTHOBPEMEHHOM ITpHEME KJIAPUTPOMHUIIMHA U BepanamHuia.

Hmpakonaszon

KnapurpoMuimH U uTpakoHa3oJ1 ABISAIOTCSA cyOcTpaTamMu 1 nHruouTopamu uzodepmenta CYP3A,
YTO OmpeJessdeT JBYHAlpPaBJICHHOE B3aUMOJCHCTBUE TMpernaparoB. KiIapuTpoOMHIMH MOXET
NOBBICHTH KOHIIEHTPALMIO UTPAKOHA30J1a B I171a3Me, B TO BpeMsi KaK HTPAKOHA30J1 MOYKET MTOBBICUTh
IUIa3MEHHYI0 KOHIIEHTPALMIO KJIapUTpOMHMLHMHA. [lanMeHTOB, OJHOBPEMEHHO IPHHUMAIOIIUX
UTPAKOHA30J1 ¥ KIApUTPOMHIIMH, CJIeIyeT TIIaTeIbHO o0ciae0oBaTh Ha HAJIWYME CHMITOMOB
YCHJIEHHUS WM YBEJIMYEHHUS JUTMTEIbHOCTH (hapMakoaoruyeckux 3G GeKToB ITUX MpenapaTos.
Cakeunagup

KnapuTpoMuLIMH M cakBHHABUD ABJISAIOTCS cyOcTpaTamu u uHruoutopamu uzodepmenta CYP3A,
4TO OIpPEIEIISeT JBYHAIPABICHHOE B3auMoOJeicTBUe npenaparoB. OTHOBpPEMEHHOE MPUMEHEHUE
kiaaputpomuimHa (500 Mr aBa pasa B CyTKM) U CaKBUHABHpPA (B MATKHX JKEJAaTHHOBBIX KarlCyJiax,
1200 mr tpu pasa B cyTku) y 12 310poBbIX 100poBoJbiieB Bbi3bBaio yBeandeHrne AUC u Chax
cakBuHaBupa Ha 177% u 187% cCOOTBETCTBEHHO, B CpPaBHEHMHM C NPUEMOM CaKBHHABHpa B
otaenbHoCcTH. 3HaueHust AUC u Cpyy KI1apuTpOMuIIMHA ObUTH TpHOIM3UTEBHO HAa 40% BhIIIE, YeM
IIPH MOHOTEPAITMH KJIAPUTPOMUIMHOM. [IpH cOBMECTHOM NMPUMEHEHHH ITHX JIBYX INpernapaToB B
TE€YEHHE OrPaHMYCHHOIO BPEMEHHM B J103aX/COCTaBaX, YKa3aHHBIX BBIIIE, KOPPEKIHS I03bl HE
TpeOyercs. Pe3ynpTaThl MCCleOBaHMS JIEKAPCTBEHHBIX B3aMMOJEHCTBUN € HCIIOJIB30BAHUEM
CakBMHaBMpa B MSATKMX JKEJAaTMHOBBIX KallCyJax MOTYT HE COOTBETCTBOBaTh 3(¢eKTam,
Ha0JII0/1aeMbIM IIPH NPHMEHEHUH CAaKBUHABHPA B TBEPIbIX XKEJIATHHOBBIX Karcysax. Pe3yabrarsl
MCCJIEIOBAHMs JIEKAPCTBEHHBIX B3aUMOICHCTBHH NPH MOHOTEpAIlUM CAKBUHABHPOM MOTYT He
COOTBETCTBOBaTh d(dexTam, HabII0TaeMbIM IIPU Tepanuyu CaKBHHABHPOM/pUTOHaBHpOM. [lpu
[IPUEME CAaKBUHABHPA COBMECTHO C PUTOHABUPOM CJIe/IyeT YYUTBHIBATH IMOTCHIIMAIBHOE BIIMSHUE

pPUTOHaBHpa Ha KJIAPUTPOMHMIIMH.
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Oco0b1e ykazanusi

JlnitenpHbINA TpUeM aHTUOMOTHKOB MOXKET NPUBOIUTH K 00pa30BaHHIO KOJIOHHI C YBEINUYCHHBIM
KOJIMYECTBOM HEYyBCTBUTEIBHBIX Oakrepuit m rpuboB. [Ipu cynepuHdpexkuun HE0OXOAUMO
Ha3Ha4UTh COOTBETCTBYIOLIYIO TEPAIHIO.

[Ipy nmpuMEHEHMHM KIApPUTPOMHUIIMHA COOOIIAIOCh O IMEYEHOYHOH IUC(YHKIMHU (MOBBIIICHUE
aKTUBHOCTU IEYCHOYHBIX (EPMEHTOB B KPOBH, IeNaTOLEIUIFOISAPHBIA H/MIM XOJIECTATHYECKU
renaTtuT ¢ KeATyXoi wim 6e3). [leyeHouHas AUCHYHKIMS MOKET OBITH TSXKENOH, HO OOBIYHO
ABjIsgeTcs oOparumoit. MIMeroTest ciyyau ned4eHOYHOH HeIOCTAaTOYHOCTH C JIETATBHBIM HCXOJI0M,
IJIaBHBIM 00pa3oM, CBs3aHHbIE C HAJIMYHEM CEPbE3HBIX COMYTCTBYIOUIMX 3a00JI€BaHHN W/HIIH
OTHOBPEMEHHBIM IIPUMEHEHHEM JIPYTUX JIEKapCTBEHHBIX CpeAcTB. [IpH MOSBJIEHUH NMPU3HAKOB U
CUMIITOMOB IeNaTuTa, TAKUX Kak aHOpPEKCHUs, KelTyXa, MIOTeMHEHHE MOYH, 3y, 00JIe3HEHHOCTh
)KMBOTA IIPH NaJIbIIAIMY, HEOOXO0IMMO HEMEUIEHHO IPEKPaTHTh TEPAITUIO KJIAPUTPOMHUIIHHOM.
[Ipy HaMYMK XPOHMYECKUX 3a00IeBaHUi TeYeHH HEOOXO0IMMO TPOBOIUTH PErYJIAPHBIA KOHTPOIb
(bepMEHTOB CHIBOPOTKU KPOBH.

[Ipyu sedyeHMM mPaKTUYECKH BCeMH aHTHOAKTEPHAIbHBIMH CpEACTBAMM, B TOM YHCIIE
KJTapUTPOMUIIMHOM, OIMCAHBI CIIyYau MCeBIOMEMOPAHO3HOTO KOJIMTA, TSHKECTh KOTOPOTO MOXKET
BapbUpPOBATLCS OT JIETKOIO JI0 YIPOXKAIOWIETO JKU3HU. AHTHOAKTepHaIbHBIE IpernapaTbl MOTYT
M3MEHUTh HOPMAJIbHYI0O MHKPO(IOpY KHIIEYHHKA, 4TO MOXeT mpuBecTH K pocty Clostridium
difficile. TlceBnomemOpaHo3HbIii KoiuT, BbI3BaHHBIA Clostridium  difficile, Heo6Xxomumo
MOA03peBaTh y BCEX MAlMEHTOB, MCIBITHIBAIOIIMX IIOSBJICHHE JMApEH I0CjIe MPHUMEHEHUS
aHTHOaKTepUanbHBIX cpeAcTB. Ilocne mpoBeneHMs Kypca aHTHOMOTUKOTEpANIMM HEOOXOIMMO
TIIATE/IbHOE MEIMIIMHCKOEe HabmoaeHue 3a mnanueHToM. ONHCBIBAINCH Clyd4ad pa3BUTHUS
TICEBIOMEMOPAHO3HOI0 KOJIUTA CIIYCTs 2 MeCsIa 10cJje pueMa aHTHOMOTHKOB.

[Ipy jeyeHnM MaKpoIMAaMH, BKJIIOYAs KIAPUTPOMHIMH, HAOMIONAIOCH YIUIMHEHHE CEepAeyYHOi
penossipuzaimu U uaTepsana QT, BbI3bIBas pUCK pa3BUTHS CEPACYHON apUTMHHU M XKEITYI0YKOBOM
TaXUKaAp/IMU THUIIA KITUPYIT.

Knapumpomuyun ne oonsicen npumensimocs y credylouux Kame2oputi nayueHmos.

® y MAllMEHTOB C rUnokaimuemMueit (cM. paszaen «IIporuBonokasanus»);

® OJHOBPEMEHHOE Ha3HAYEHHMHM KJIAPUTPOMMIIMHA C aCTEMH30JI0M, LIM3ANPHIOM, THMO3H/IOM H
TepheHamHOM NPOTUBOMOKa3aHOo (cM. paszesn «[IpoTuBonoKa3aHus»);

# y NAIMEHTOB C BPOXKIEHHBIM WM TPHOOPETEHHBIM 3apErHCTPHUPOBAHHBIM YITHMHEHHEM
unTepBaia QT wiIM HaaMyMeM JKeTyJOYKOBOM AapuTMHM B aHaMHe3e (CM. pasjel
«[IpoTuBOMIOKA3aHUS »).

Knapumpomuyun cnedyem ¢ 0cmoposcHoCmbio npumeHsmy y CAeOViowux Kame20puil nayuenmos.
® Yy IDAlMEHTOB ¢ wuiemMuyeckod Oonesnpto cepaua (MBC), Tsokenoit  cepaeunoii
HEJIOCTaTOYHOCTBIO;  HAPYIICHUSAMM HPOBOJMMOCTH WM  KIMHMYECKH 3HAYMMOM

Opanukapaueit;
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® Y NAIMEHTOB C IEKTPOJUTHBIMHM HAPYIIECHUSAMH, TAKUMH KaK THIIOMarHUEMHUS;
® y T[IAllMEHTOB, OJHOBPEMEHHO MPUHUMAIOUIMX JIPYIHe JIE€KapCTBEHHbIE IIperaparsl,
cBs3aHHble ¢ yanuHeHueMm uHTepBaia QT (cm. pasgensl «C  OCTOPOKHOCTBIO» U
«B3anmozeiicTBHE C IPYTHMH JIEKAPCTBEHHBIMHU IIpErapaTaMm»).

B03MOXHO pa3BUTHE MEPEKPECTHOM PE3UCTEHTHOCTH K KJIAPUTPOMULIMHY U IPYTUM aHTHOMOTHKAM
TPYIIBI MAKPOJIH/IOB, @ TAKKE TUHKOMHUIIMHY ¥ KJIMHIAMULIUHY.
VuuTeiBas pacTyUIyl0 Ppe3UCTEHTHOCTb Strepfococcus pneumoniae K MaKpoOIHIaM, BaKHO
IPOBOJIUTHL TECTUPOBAHUE YYBCTBHUTEIHLHOCTH NMPU HA3HAYEHUHM KIAPUTPOMHUIIMHA NAlUEHTaM C
BHEOOJIbHUYHOM mnHeBMOHMEH. [Ipy rocnuTasbHOW NTHEBMOHHH KJIAPUTPOMHMIIMH —CIEAyeT
IPUMEHSATH B KOMOMHAIIMK C COOTBETCTBYIOIIMMH aHTUOMOTHKAMH.
Mudexumn koXM W MATKHX TKaHEH JIerkod W CpejHeid TSHKECTH 4Yalle BCEro BbI3BaHbI
Staphylococcus aureus n Streptococcus pyogenes. Ilpu sTrom o0a B030yauTesns MOTyT OBITH
yCTOM4MBBI K Makpoaugam. [103ToMy Ba)kKHO IPOBOMTH TECT HA YYBCTBUTEIBHOCTb.
Makponuasl MOXKHO NPUMEHSATh NpU MHPeKuusx, Bel3BaHHbIX Corynebacterium minutissimum,
3ab0eBaHusAX acne vulgaris U poxa, a TakkKe B TeX CHTyallMsX, KOTJAa Helb3s MPUMEHSTbH
MEeHULWLTHH.
B cinydae mosiBieHus OCTphIX peakiuii rUnepyyBCTBUTEIBHOCTH, TAKUX KakK aHapuIaKTHYeCKas
peakuusi, cuHApoM CruBeHca-/KOHCOHA, TOKCHYECKMH OJMUACPMAIbHBIA  HEKPOIU3 H
JeKapCTBEHHAs ChbIlb C 303uHOGMWIMEd M cucteMHoi cumnrToMarukoit (DRESS-cunapom)
HEOOX0MMO cpa3y JK€ IpEeKpaTUTh INpPUEM KIAPUTPOMULMHA M HAyaThb COOTBETCTBYIOLIYIO
TepanuIo.
B citydae coBMecTHOro nnpuMeHeHus ¢ BaphapruHOM MU PYTHMMHU HENPSMBIMH aHTUKOATYJITHTAMH
HeoOxoaumo kKoHTpoaupoBatk MHO u nporpomOunoBoe Bpems (cMm. pasaen «B3aumoneitcTBue ¢
JAPYTUMH JIEKapCTBEHHBIMU IpenapaTaMu»).
BiusiHue Ha ¢c1ocoOHOCTH YNPABJIATH TPAHCIOPTHBIMHU CPeICTBAMH H MEXaHH3MAMH
JlaHHBIE OTHOCUTEIBHO BIUSHUS KJIAPUTPOMUIIMHA HA CLIOCOOHOCTD K YIIPABJICHHIO aBTOMOOHIIEM
U MexaHusmMamu OTcyTcTBYIOT. [Ipm nmpumenenuu npenapata Kinapurpomuumu-TeBa criemyer
co0mo1aTh OCTOPOJKHOCTh TPU YIPABJIEHUU TPAHCHOPTHBIMH CPEIACTBAMHU M MEXaHH3MaMH, B
CBA3M C BO3MOKHOCTBIO pa3BUTHUsl IMOOOYHBIX peEaKIWil CO CTOPOHbI HEPBHOH CHCTEMBI
(roJI0BOKpY KEHHUE), CIIOCOOHBIX BIMATH HA KOHIEHTPAIIMIO BHUMAHUS B CKOPOCTh ICUXOMOTOPHBIX
peaKLui.
®opma BbINyCKa
Tabnetku, nokpeITHIE MIIEHOYHOM 006010uK0# 250 Mr, 500 Mmr.
Tabnemku 250 mz. 14 umn 10 tabnerok B 6iuctep u3 [IBX/amomunneBoii ¢ponsru. 1 6mucrep

BMECTE C HHCprKLIPlef/'I 10 MPUMEHCHHUIO B KAPTOHHYIO ITAYKYy.
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Tabnemxu 500 m2. 7 v 10 Tabnerok B 6muctep u3 [IBX/amomunanesoit ¢posbru. 2 6mucrepa (o
7 tabnetok) wim 1 Omuctep (mo 10 TabieTok) BMecTe ¢ MHCTPYKIMEH IO NPUMEHEHUIO B
KapTOHHYIO ITauKy.

YciioBus XpaHeHUs

XpaHuTh npu Temneparype He Boime 25°C.

XpaHUTh B HEJOCTYITHOM IS ieTeit mecte!

Cpoxk roagnocT

3 rona.

He nmpuMeHSTh 10 HCTEYSHUH CPOKa T'OTHOCTH.

YcaoBus oTmycka

OTmyckaroT 1o penenry.

IIponsBoauTenn: [InmuBa XpBatcka 1.0.0.,

[Tpuna3 6apyna @ununosuya 25, 10 000 3arped, Pecybnuka XopBatus

Opranusanms, NPUHEMAOIIAS NIPETEH3HH NMOTpeduTeIei:
00O «TeBay, 115054, Mocksa, yi1. Bayosas, 35,
tei.: +7 (495) 644 22 34, daxc: +7 (495) 644 22 35/36
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