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MUHVCTEPCTBO 3[IPABOOXPAHEHUS POCCUHMCKON ®EIEPAIIN

WHCTPYKLIMA
10 MEJULIMHCKOMY IIPUMEHEHHIO JIEKAPCTBEHHOTI'O ITPEITAPATA

KaapuTpoMunnH-AKpHXHH

PeFﬂCTPBHHOHHblﬁ HOMEDp:
Toprosoe HAHMEHOBaHHeE: KHapI/ITPOMHLIHH-AKpI/IXI/IH
Memuynapozmoe HEMATCHTOBAHHOC HJIH IPYNIMHPOBOYHOE HAUMEHOBaAHHE: KIIApDUTPOMULIMH

JlexapcTBennas ¢gopma: TabJIETKH, TOKPHITHIE IUIEHOYHOH 060104KON

CocraB
Opna tabneTka, MOKpPHITas MICHOYHOM 0O0JOUKOH, COMEPIKHT:

HeicTByromee BemecTBo: KnapurpoMunmt — 250,0 mr 1 500,0 mr.

BenomoratenpHple  BelecTBa: LENIIONO3a  MHKpokpuctamwmmdeckas PH 102, xpaxman
KYKypY3HbIi, copOuHOBas KucioTa, copOuTaHa oJieaT, KpEMHHUS JUOKCU, KOJUIOMIAHBIN, Maruus
CTeapar, TajlbK, KpocKapmesuio3a HaTpus, moBuaoH K-30, creapuHoBas KMCIIOTA.

CoctaB niIeHOYHOH 000I0YKH: THUIIPOMEJUIO3a, TUTaHa HUOKCHI, IIPOIMHNICHITIUKOJb, KPACUTEIb

XUHOJIMHOBBIN KENTHIH, apoMaTHu3aTop BaHUJIbHBIN.

Onucanue

Tabmerku 250 Mr: »enThle, HOKPHITEE IUICHOYHOM 0GOJI0YKON TabIETKH, OBanbHOM (OPMEL

I{BeT TabneTok Ha uznOMe - GEIBIA.

Tabnerkn 500 Mr: sxenTrie, MOKPHITHIE MIICHOYHON 0GO0NOYKOMN TableTKH, OBanbHOM (GOpMEI, C

PHMCKO# ¢ 0J1HOM cTOpoHEL. [[BeT TabneTok Ha u3oMe - GebIi.

®apmakoTepaneBTHYeCKasi FpPynna: aHTHOMOTHK, MaKpOJIH
Koax ATX: JOIFA09

DapmakoJIornyecKne cBOCTBA

DapmakoOuHamuKa

KnaputpoMuLus  sBAsS€TCA MOTYCMHTETHYECKMM AHTUOMOTHMKOM TIPYNNBl MAKpOIHAOB K
OKa3blBacT AaHTHUOAKTEpUANBHOE JIEHCTBHE, BsaHMoneﬁchyﬂ ¢ 50S pubGocomannHOM
cy61>énuﬂnuel‘/i M [OJaBJIsist CHHTE3 OenKa OaKTepHil, 4yBCTBUTEIBHEIX K HEMY. .

KIIapI/lTpOMI/I[II/IH IPOAEMOHCTPUPOBA BBICOKYIO AKTHUBHOCTB in Vifro B OTHOIUEHUHU Kak



CTAaHJAPTHHIX JIAOOPATOPHEIX IITaMMOB GaKTepuﬁ, TaK U BBIACNCHHBIX Yy OOJNBHBIX B XO€
KIHHUYECKOH NPaKTUKM. [IpOsBIAET BHICOKYIO aKTUBHOCTH B OTHOLIEHMM MHOTHX adpOOHBIX U
aHa’pOOHBIX I'PAMIIONIOKHMTENBHBIX ¥ IPaMOTPHLIATENBHBIX ‘MUKPOOPTraHU3MOB. MUHUMaIbHBIE
nogapisromue KoHueHtpauuu (MIIK) knaputpomunyba anst OGonslIMHCTBAa BO30ynmuTeneit
menpme, yeM MIIK sputpomununa B cpegHeM Ha oHo log: passeneHue.

KiaputpomuIus in vitro BEICOKOAKTHBEH B oTHOIueHuM Legionella pneumophila, Mycoplasma
pneumoniae. Oxa3piBaeT OaKTEPULUIHOE ACHCTBUE B OTHOIICHHU Helicobacter pylori, nannas
AKTUBHOCTbH KJIAPUTPOMHIIMHA BHILIE NPH HEHTpanbHoM pH, yeM npu KucioMm.

KpoMe Toro, JaHHEIE i Vitro W in Vivo YKa3HIBAIOT HA TO, YTO KJIapUTPOMHUIIUH NEHCTBYET Ha
KIIMHAYECKN 3HAUMMEIEe BUIEI MUKoOakTepuil Enterobacteriaceae n Pseudomonas spp., Taioke
KaK M Ha Jpyrue, He (EepMEHTHPYIOIIME JIAKTO3Y TIpaMOTpUUATeNIbHble OaKkTepuH,
HEYYBCTBUTEIBHBIE K KIIAPUTPOMHULIMHY.

AKTHBHOCTb KIapPHTPOMHLMHA B OTHOLICHMX OONBUIMHCTBA IITAMMOB MEPEYHCIICHHBIX HUKE
MHKPOOPraHM3MOB JIOKa3aHa Kak in Vitro, TaKk U B KIHHUYECKOH IMpaKTHKe INpHU 3ab0NIeBaHUsIX,
IepevyucIeHHBIX B pasfene «Ilokaszanus kK npyuMeHEeHUIO».

AspobHEIe rpaMIT0IOKHUTENLHEIE MHKPOOPTraHHU3MbI

Staphylococcus aureus
Streptococcus pneumoniae
Streptococcus pyogenes
Listeria monbcytogenés

A3D06HHC IrpaMoOTpHUUATCIIFHBIC MUKPOOPIraHU3MEL

Haemophilus influenzae

Haemophilus parainfluenzae
- Moraxella catarrhalis

Neisseria gonorrhocae

Legionella pneumophila

Jpyrue MUKpPOOpraHU3MEI

Mycoplasma pneumoniae
Chlamydia pneumoniae (TWAR)

Muxkobakrepun

Mycobacterium leprae
Mycobacterium kansasii
Mycobacterium chelonae

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

[pofykuusa OeTa-NTakTamMasbl HE OKAa3bIBAaeT BIMSHHS Ha aKTUBHOCTH KIAPHTPOMMIMHA.
BOJBMIMHCTBO [UITAMMOB CTa(pUIIOKOKKOB, PE3UCTEHTHBIX K METHUM/IMHY M OKCAlMJUIMHY,
oénanafoT YCTOMYHBOCTBIO U K KIAPUTPOMHLIMHY.

Helicobacter pylori

YyscreutensHocts H. pylori K KIApUTPOMHULMHY W3y4anack Ha wusonmsatax H. pylori,
BBIZIENEHABIX OT 104 mamueHToB, J0 Hayaja Tepanud npenapaTtoM: Y 4 NalyeHTOB OBIIM
BBI/IENIEHBI pe3n0TeHTﬁLIe K KnapnTpommmﬂy wrammsl H. pylori, y 2-x - INTaMMBl ¢ YMEPEHHOM
PE3HCTEHTHOCTEIO, Y OCTAaNbHBIX 98 mauueHTOB W30MATH H. pylori OBUIA YyBCTBUTEIBHE K
KIapUTPOMHUILIMHY. |
KnapuTpoMHIMH OKa3kBaeT AeiicTBHE in Vitro U B OTHOINGHMH GONBIUMHCTEA MITAMMOE
CJIEAYIOIUX MHUKPOOPraHU3MOB (om{axb 6e3onacHOCTE U 3G (EKTUBHOCTH MCIIOJB30BAHUS
KIapUTPOMHULIMHA B  KJIMHUYECKOH  INpakTHKe He  NOATBEpXKACHa  KIMHHYECKUMH
UCCIEAOBAHUAMY, U MIPAKTUUECKOE 3HAYEHUE OCTAETCS HESCHBIM):

Asp0oOHEIE rpaMIoI0KUTEIbLHBIE MUKPOOPIaHH3MBI

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

A3D06HBIG rpaMOTPHANATEIIEHEIE MUKPOOPTraHHU3MEI

Bordetella pertussis
Pasteurella multocida

AHaspoOHbIE TPaMIOIOKHUTENBHEIE MHKPOOPraHUu3MbI 2

Clostridium perfringens
Peptococcus niger
Propionibacterium acnes

AH33D06HBIC rpaMoTpHULATEIBHBIC MUKPOOPIaHU3MbI

chteroides melaninogenicus
CupoxeTsl

Borrelia burgdorferi
Treponema pallidum

Kamnunobakrepuun

Campilobacter jejuni
OCHOBHBIM ~ MeTaboOIMTOM  KIAPUTPOMHIMHA B  OpraHW3ME  4eJioBeKa  SIBIISETCS

MHKPOOHOJIOTUYECKA  °  AKTHBHBIN MeTaboIuT [4-runpoKCUKIAPUTPOMHULIH
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(14—OH—Knapqu0MHunH). MPIKpOGI/lOJIOI‘I/I‘{eCKaﬂ AKTHBHOCTh MeTabONMTA TaKas e, KaK y
MCXO/IHOTO COeIMHEHH s, MMM B 1-2 pa3a cnabee B OTHOIIEHHH OONBIIMHCTBA MHKPOOPTAHH3MOB.
Hckmouenue cocrapnser H. influenzae, B oTHOmeHNH KOTopoi adpdexTHBHOCTL MeTabonuTa B
ABa pasa Belule. McxonHoe coeMHEHHE W €ro OCHOBHOH MeTaboJMT OKasplBaloT Jubo
aJIUTHBHEIH, 1160 cuHepruyeckuii s3pdexr B orHowenuu H. influenzae B yCnoBUSIX in vitro U in
Vivo B 3aBUCHMOCTH OT IITaMMa OaxTepui.

Tecrt Ha ‘{VBCTBHTCjTBHOCTB

KonuyecTBeHHrple MeToabl, TpeOyrolmue U3MepeHus AMaMmeTpa 30HbI MOJABIEHUs pocTa, JaloT
HauGoJee TOUHBIE OLEHKU YyBCTBUTENHHOCTH GaKTepuil K aHTUMUKPOGHBIM mpernapatam. Oaua
u3 peKOMeHnyeMﬁlx METOJIMK JUIsl ONpEJENeHUss YyBCTBUTEIBHOCTH MCIONB3YeT MUCKH,
UMIIPETHUPOBaHHBIE 15 MKr KnaputpoMHIMHa (AucKo-auddy3nonnsiid Metox Kupbu-bayspa);
NpU HMHTEPNPETALMM TECTA AMAMETPhl 30H TOJAABJIEHHS pOCTa KOPPEIHPYIOT CO 3HAYEHUSIMM
MIIK knapurpoMununa. 3Hauenuss MIIK onpenensirorest MeTo1oM pa3BeicHus B OYJILOHE WIK B
arape.

Ilpn MCrONB30BaHMU 3THX METOAMK OTHYET W3 JIaOOPAaTOPHH O TOM, YTO IUTAMM SBJISIETCS
«UYBCTBUTEJIbHBIMY, YKAa3blBA€T Ha TO, 4TO BO30OyauTens MH(EKLUH, BEpOATHO, OTBETUT Ha
nevenue. OTBET «PE3UCTEHTHHIN» yKa3bIBaeT Ha TO, YTO BO3OYAUTENB, BO3MOXKHO, HE OTBETUT HA
neyenune. OTBET «IPOMEKYTOYHAs YyBCTBHTEIBHOCTH» NpPEIIIONAraeT, 4To TepareBTHYECKUi
sddexr mnpemapata MoxeT OBITH HEOJHO3IHAYEH WM MHKPOOPraHM3M MOXET OKa3aThCH
YyBCTBUTEJIEHBIM IIPU  HUCIIOJNB30BAHUM Goree  BEICOKUX n03 npenapara. (IIpomexxyrouHas

YYBCTBUTEJIBHOCTD TAK)XXE€ HAa3BIBACTCS «ymepeHHoifl IlyBCTBI/ITG.]'II’:-HOCTE,}O»).

DapmakoKkuHemuKa

AbGcopbuus

[lpemapar nerko m OGBICTPO BCACHIBAETCS B OKENIYJOYHO-KUIUEYHOM TpakTe. AGCONOTHAs
6uonocTynHOCTh cocTaBner okono 50 %. IIpn MHOrOKpaTHOM TipHeMe 03Bl IIpenapaTa
KYMYJISIUMA TIPAKTUYECKH HE 0OHApY)XeHO, M XapaKTep MeTaboIu3Ma B Opradu3Me YeloBeKa He
usmersiica.  [lpeM nMINM HENOCPEACTBEHHO Mepel MPUEMOM IpenapaTa yBelIddYUBall
6140}100TYHH0CTL npemnapara B cpefHeM Ha 25 %. B nenom, 5To MOBBILUEHUE HE3HAYUTEIHHO M
HOJDKHO HMETh HEOOJBUIYI0 KIMHMYECKYIO 3HAYMMOCTH IIPH PEKOMEHAYEMEIX peXHMax
nosuposanusi. Takum o6pazoM, KIAPHUTPOMUIIMH MOXKET ’l'IpI/IMCHHTLCH HE3aBHCHMO OT NpHeMa
IUIIH.

Pacnpenenenue, 6rorpancdopManus U SIHMUHALMST

In vitro

I/ICCHC,HOBaHPIH in vitro TTOKa3ajH, YTO KI2PUTPOMHUHH CBA3BIBACTCS C Oenkamu IIa3Mel KpOBH
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Ha 70 % B koauen’rpauun ot 0,45 no 4,5 mxr/min. [Ipy xoHueHTpauuu 45,0 MKI/MI CBA3bIBAHHE
cHmkaercst 10 41 %, BEpOSTHO, B pe3y/IbTaTe HACHILEHHS MECT CBA3BIBaHUS. DTO HabmroaeTcs
TOJIBKO TPH KOHIEHTPALUSIX, MHOTOKPATHO NPEBLIIAIOIINX TEPAIIEBTHYECKYTO.

. Invivo

HccnenoBaHust in vivo Ha JKMBOTHBHIX IIOKa3ajM, YTO KJIAPUTPOMUUMH IIPHCYTCTBYET BO BCEX
TKaHSX, 33 HCKIIIOYEHHEM LEHTPaIbHOM HEPBHOM CHCTEMEL, B KOHLIEHTPALMAX, B HECKOILKO pa3
OpeBbIaromuX IUIa3MeHHble. HauGonee Bricokue koHueHTtpauuu (B 10-20 pas Beime
I1a3MeHHBIX) 0OHaPYKUBaIUCh B IEYEHH U JIETKHUX.

310poBEIe JOOPOBOIBIEL

[Ipy HasHaweHWH KnapuTpoMuuMHa B noze 250 mr 2 pasa B CyTkM paBHOBECHAS Crmax
KiapurpomuinHa u 14-OH-xnapurpomuivHa B IUla3Me [JOCTUraigach depe3 2-3 JHA U
coctaBsa | Mkr/mn U 0,6 MKr/mi1 cOOTBETCTBEHHO. T1/2 KIapUTPOMHLIMHA U €0 OCHOBHOTIO
Mmerabonura cocraBun 3-4 waca W 5-6 4YacoB cooTBeTCTBeHHO. llpy HasHaueHUH
KnaputpomMuunHa B go3e 500 MmMr 2 pasa B CyTKM Cpax KIAQpUTPOMHUIMHA U
14-OH-knaputpoMuLIMHa B IIa3Me JOcTUranachk rnocie npuema 5 gossl. Ilocne npuema 5 u 7
10351, Crmax KkinapurpomunuHa U 14-OH-wiapurpomunusHa B Iula3Me COCTaBWJia B CpEHEM
2,7-2,9 mxr/mn u 0,88-0,83 MKr/mi cooTBeTcTBEHHO. T1/2 KIAPUTPOMULMHA U €O OCHOBHOTO
Metabonuta coctaBun . 4,5-4,8 wyaca wum  6,9-8,7 udaca COOTBETCTBEHHO.  Crmax
14-OH-xnaputrpoMHLIMHA HE YBEIMYHMBAJIACh MPOMOPIMOHATBHO 03¢ KJIAPUTPOMHULMHA, B TO
BpEMs KaK Mepuoj nonyﬁblseneﬂnsx KaK KIapUTPOMHUIMHA, TAK U €ro mapoxcuhnpOBaHHoro
MeTabouTa HUMe fex—menumo K YBEJIMYEHHUIO C IIOBBINIEHHEM MAo3el. Takasd HeamHeiinas
(papmMakoKMHETMKAa KJIAPUTPOMHMLHA B COYETaHMH C yMEHBLUEHHEM 00pa3oBaHUs
14-ruapOKCHIUPOBAaHHBIX U N-A€METHIIUPOBAHHEBIX NMPOAYKTOB MIPU BBHICOKHX /1033aX YKa3bIBaeT
Ha HeJMHEeHHBI MeTaboNN3M KIapUTPOMHULMHA, KOTOPBIH CTaHOBUTCS GoJiee BEIPaXKEHHBIM IIPH
BHICOKMX Jo3aX. Iloukamu BeIBoguTCcs oOKono 37,9 % mocne mepopanpHOro IpHeMa
KJIapuTpoMHULMHA B Jo3e 250 Mr u 46,0 % nocne nmpuema KiaapuTpoMmuimHa B jgo3e 1200 wmr;
KAUIEYHHKOM BBIBOAUTCA OoKoslo 40,2 % u 29,1 % (BKmro4as UCHBITYEMOTO JIMINGE ¢ OJHOMN
npoboit kana, cogepxanieit 14,i %) COOTBETCTBEHHO.

PapMaKOKHUHETHKA Y HaI.lPIeHTOB

Knapurpomuuun u ero merabomur 14-OH-knapuTpoMuluH GBICTPO MPOHMKAIOT B TKAHH M
XHMAKOCTH OpraHusma. VMeroTcs orpaHudeHHBIE NaHHBIE, CBHICTEJILCTBYIOIIME O TOM, YTO
KOHLIEHTPAIMs KIapUTPOMHUMHA B LepeOpOCHHHANBHON JKUAKOCTU MPY MEPOPaIbHOM NpHeEMe
He3HauuTeJbHa (T.€. TONBKO 1-2% OT KOHUEHTpAlMH B CHIBOPOTKE KPOBH IIPH HOPMAJBHOM
MPOHHLIAEMOCTH remMaTosHuedannyeckoro Oapbepa). KoHUeHTpauus B TKaHAX OOBIYHO B

HCCKOJIBKO pa3 BBILIE, YEM B CHIBOPOTKE KPOBH.
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Konuentpauuu (250 mr xaxasle 12 yacos)

Bun tkanu TxaneBble (MKI/T) CrIBOpOTOUHBIE (MKI/MII)
MuHAaIMHEL 1,6 0,8
Jlerxkune 8,8 1,7

TleyeHoYHAass HETOCTATOYHOCTE

V DNalueHTOB CO cpefHed M TOKENON CTeNeHbl0 HapymeHus (QYHKUMM I€Y4eHH, HO C
coxpaHeHHOU (YHKIMeN MoueK KOppeKUus K036l KIapUTPOMHULIHHA He TpeOyeTcs. PaBHoBecHas
KOHUEHTpaUys B IIa3Me KPOBM U CUCTEMHBIA KIMPEHC KIApUTPOMHUIMHA HE OTIMYAIOTCA Y
NalMeHTOB JaHHOM TIpynmbl W  3J0pPOBBIX IALMEHTOB. PaBHOBeCHas KOHLEHTpaLys
14-OH-knaputpoMulMiHa Y JEOJEH ¢ HapyLIeHUsIMU (YHKUMHU NEUeHH HHXKE, YeM Y 3aopOBbix.

TloyeyHag HeIOCTATOYHOCTH

[Ipu HapyweHUH QYHKUMH MOYeK YBeIUMYUBAKOTCS Crax M MUHMMAaNbHasg KOHUEHTPAUHUS (Cumin)
KIapUTPOMUUMHA B  IUla3M€  KpPOBM, [EpPUOA  IOJIyBBIBEICHUS, - @iomame  Iof
(dapMaKOKMHETUYECKOU KPHBOM «Konuempaimﬂ — ppems» (AUC) xnapuTrpoMHLIMHa U €ro
merabonura 14-OH-wrapurtpomuupaa. KoHcraHTa SIMMHHAIMA M BBIBEJCHHE IIOYKaMH
ymeHbmaoTcs. CTeneHp M3MEHEHHMH STUX IapaMeTpOB 3aBUCHT OT CTENEHM HapyLICHHS
byHKLMK nOYeK.

JIvla DOXXMIIOro Bo3pacTa

VYV mnauueHToB MOXHIOTO BO3pacTa KOHLCHTpAUMs KIAPUTPOMHLHHA M €ro MeTaGonuTa
14—0H—KnapnTpOMHuHHa B KpoBM Oblna BBIIE, a BEIBEJCHHE MEIJIEHHEE, YeM Y TPYIIIbI
MosoAplx moaed. OQHako mocne KOPpeKLMM ¢ Y4eTOM MOYEYHOrO KIMpeHca KpeaTHHHHA He
Oputo  oTnmMumii B obemx rpynmaXx. Takum  06pa3oM, OCHOBHOE BIMSHHME Ha
(apMaKoKHHeTHYECKHE TapaMeTPsl KITAPHUTPOMULMHA OKAa3EIBAET (PYHKIIMS [TOYEK,  HE BO3PACT.

IlanpieHTE! ¢ MUKOOAKTEpHAILHEIMU HHQEKLMAMHI

PaBHOBECHBIE KOHLEHTpaUuH KjIapuTpoMuiyHa U 14-OH-xnaputpoMuLpHa Yy MalHeHTOB c
BUY-undexuueil, moayyapmux KIapUTPOMHLKH B 0OBIMHEIX f03ax (500 Mr aBa pasa B CYTKH),
OBLIM CXOIHBIMH C TAKOBEIMU y 300poBbIX MoAeld. OfHaKO NpYU NPUMEHEHUU KnapnTpoMuuHHa
B Gojiee BEICOKHX J03aX, KOTOPHIE MOTYT INOTpeGOBATHCS NS JEUSHHS MHUKOOAKTEpHaTbHEIX
vH(EeKUMH, KOHIEHTPAUMK aHTHOMOTHKA MOIYT 3HAYMTENBHO INPEBBIUATH OOBUHBE. YV
nanuenToB ¢ BUY-undexuued, NpUHUMaBmMUX KIapUTPOMUUMH B o3¢ 1000 Mmr/cyT wim
2000 mr/cyT B ABa mMpuema, paBHOBECHBIE 3HAYCHUS Cmax OOBIYHO COCTaBISIM 2—4 MKI/MI U
5-10 mxr/mn cooTBeTcTBeHHO. [lpM npuMeHeHHH mpemapata B 0oiee BHICOKHX J03aX

OTM€Yajoch YAIAHCHHUC II€pUOAa IIOJYBBIBEACHHUSA IO CPAaBHCHHIO € TaKOBBIM Y 3J0POBEIX
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JIOJEH, TOJIyYaBIIHX KIAPUTPOMHUIMH B OOBIYHBIX A03aX. [IoBBIICHHE KOHIEHTPALMH B I11a3Me
¥ yIUIMHEHHE MepHOoa MONyBBIBEICHUS MPH NPUMEHEHHH KJIapUTPOMHUIMHA B Oojiee BEICOKHX
J103aX CBA3aHO C HEMMHEHHON papMaKOKHHETHKOMH Mpenapara.

KoMOuNHHpOBaHHOE JICYEHHE C OMENPa30JI0M

Knapurpomunus o 500 mr 3 pasa B cyTkd B KOMOMHALMK C OMEIpa3oyioM B fo3e 40 Mr/cyTku
criocoberByer yBenuueHno Tiz u AUCo24 OMmeripazona. Y BceX IALMEHTOB, MOTyYaBIINX
KOMOMHUPOBAHHYIO TEPanuio, B CPABHEHHH C ITONYYaBIIMMH OJIMH OMEIpPa3olN, HabIoAanoch
nospimenye Ha 89 % AUCo24 u Ha 34 % Ti2 omenpaszona. ¥V knapuTpoMHUMHA Cmax, Cmin M
AUCo.s yBennyuBanucey, COOTBETCTBEHHO, Ha 10 %, 27 % u 15 % no CPaBHEHHUIO C JAHHBIMH,
KOTZIa TpPHMEHANICS TONBKO KIAPUTPOMHLMH Oe3 omemnpasona. B paBHOBECHOM COCTOSHHH
KOHLEHTpPAlMH KIApUTPOMHUIMHA B CIU3HCTOHN >KelyAka depe3 6 4 mocie mpueéMa B TPYIIIE,
MoJTydaBIIel KOMOMHALMIO, B 25 pa3 MPEeBOCXOMMIN TAKOBHIE 110 CPABHEHHMIO C [0MyYaBUIMMHU
OIMH KIapUTpoMulMH. KOHIEHTpalMy KIapuTpPOMHUIIMHA B TKaHAX JKENyOKa uepe3 6 4 mocie
npueMa oOOMX MNpenapaToB B 2 pa3za MpeBBINANM JaHHEIE, IIONyYSHHBIE B TPYIINE IalHEeHTOB,
NOJIy4YaBIIMX OJMH KIapUTPOMULIH.

Iloxazanus K NpUMeHEeHHUIO -

Wnoexunonno-socnamurenbusie  3aboseBanus, BBI3BAHHBIE  YYBCTBHUTENBHEIMH K
KJIAPUTPOMUIIMHY MUKPOOPTaHU3MAMHK Y B3POCIEIX ¥ JieTelt crapiue 12 ner:

*  MHQEKUMH HIDKHUX OBIXaTeJbHBIX My Tel (Taxﬁe KaK GpOHXMUT, THEBMOHMS);

*  HHGQEKUMU BEpXHUX JBIXATeJBHBIX ny’reﬁ (Takue KaK (papUHTUT, CHHYCHT);

*  MHQEKUMH KOXHM M MATKHX TKaHell (Takue Kak (pOJUTMKYIIUT, BOCHAJEHUE HOMKOMKHON
KJIETYaTKH, pOXKa);

* JHCCEMHMHHMPOBAHHHIE MM  JIOKAJM30BaHHblE  MUKODakTepuanbsHble  WHQEKINH,
BBI3BaHHBIE Mycobacteri'um avium 1 Mycobacterium intracellulare; noxkamusoBaHHbIE
nHexuuy, BLI?;BaHHI:IC Mpycobacterium chelonae, Mycobacterium fortuitum n
Mycobactérium kansasii;

° npopMNaKTHKAa  pAcTpoCTpaHeHWMs  MHPEKUMH,  OOYCIOBJIEHHOH  KOMIUIEKCOM
Mycobacterium avium (MAC), BUY-UHOHUMPOBAHHEIM NMAUMEHTAM C COZEPKAHHEM
mamboruros CD4 (T-xenmepHsrx umdormTos) He Gonee 100 B 1 Myv3; _

* opagukauus H. pylori v CHWKEHHE YacTOTHl PELUIMBOB SI3BBI JBEHAJUATHIEPCTHOM

KHUIIKY;
° OJOHTOI€HHBIE HH(PEKLIUH.
IlpoTuBonokazauus
* [IloBblmleHHas YYBCTBMTENBHOCTH K KIAPUTPOMULMHY, MAKpONTMAAM M JPYTHM

KOMITIOHEHTaM IIpernapara.



»  OpHOBpEMEHHBIN NpUeM KIapUTPOMMIMHA CO CIIEAYIOIMMH IIpernapaTaMu: acTeMU30J,
U3alpUA, [UMO3ML, = TepdeHaauH (cM. pasgen «BzaumopeiicTBHe ¢ JApyrUMHU
JIEKapCTBEHHBIMH CPENCTBAMUY).

o OnHOBpeMEeHHBI MpHeM  KIapUTPOMHMOMHA ¢  JoMutanuaoM  (cM.  pasgen
«B3aumopeiicTBue ¢ ApyriMH JIEKAPCTBEHHBIMH CPEICTBAMMY).

«  OpHOBpPEMEHHBIH NpPUEM KIAPUTPOMUUMHA C AJNKAIOMJAMU CIIOPBIHBH, HalpHUMep,
SProTaMuH, JAUrHApodprotamMuH (cM. pazfmen «BsaumopeiicTBue ¢ JIpYyrHUMHU
JIEKapCTBEHHBIMU CPEICTBAMM»).

« OfHOBpeMEHHEIi mNpHeM KIAPHTPOMHMLMHA C MHJA30/laMOM [JI1  I1epOpanbHOro
npuMeHeHus (cM. pasjen «B3aumMoaeHcTBHE ¢ APYTHMH JIEKaPCTBEHHBIMU CPEICTBAMUY ).

*  OnHOBpeMEHHBI NpHeM KiapuTpoMulMHa ¢ uHrubutopamu I'MI-KoA-pemykrassl
(ctaTMHaMM), KOTOpHIE B 3HAUMTENBHOH CTENeHM MeTaboNIM3UPYIOTCS U30(epMeHTOM
CYP3A4 (noBacTaTMH WM CHMBAcTaTHH), B CBA3M C IOBHIEHHEM pUCKAa MHONIATHUH,
BKJItOYass pabgomuonus (cMm. paszgen «BzaumopneicTBue ¢ APYrHMH JIEKapCTBEHHBIMU
CpENCTBaAMM»).

* OpnHoBpeMeHHBIH  MNpUeM  KJIAPUTPOMHMIMHA  C KOJXHLIHOM (cm.  pasgen
«B3anmoieficTBHE ¢ APYTHUMHU JIEKAPCTBEHHBIMU CPEICTBAMUY).

*  OHOBPEMEHHEII IpHeM KITAPUTPOMHUIIHHA C THKArPENOPOM HITH PAHOIA3HHOM.

* Vpnunenue wuHtepBana QT B aHamHeze (BpOXXAEGHHOE MIM IpHOOpEeTeHHOE
3apEerUCTPUpPOBaHHOE yunnﬂeﬂne untepsaia QT) uim xenyn0uKoBas apHTMI/IH,ABKH}O‘{aH
KEyJOYKOBYIO TAXMKApIUIO HWIIM XKENMyJO4YKOBas TaXUKapJAus THIIA «ITUPYIT». (CM.
pazgensl «Ocobble ykazaHMsA» W «B3auMonelcTBHE C OPYrUMH JIEKapCTBEHHBIMU
CpeJICTBAMUY ).

* KnaputpomMuuuH He cielyeT NPUMEHATh Y NalMEHTOB C  SJIEKTPOJIUTHBIMU
HapylIeHHAMH (THIIOKaIMeMUEeH MM THIOMarHueMuel) B CBS3HM C PUCKOM YIUTHHEHUsI
untepBana QT.

» Tsxenas nedeHOYHasw HENOCTATOYHOCTH, MPOTEKAIOMAs OJHOBPEMEHHO C IIOYEYHOM
HEI0CTaTO4YHOCTBIO.,

« XornecTaTHyeckas JKENTyXa/TeMaTUT B aHAMHE3e, pasBUBIUMECS MpPH NPUMEHEHUH
KJIapUTPOMULMHA (cM. pazpen «Ocobple ykazaHUI»).

* Tlopdupms.

* Ilepuop rpyAHOro BCKapMIIUBaHHSI.

* Bospacr g0 12 net (3¢ dpekTHBHOCTE M 6€30MaCHOCTE HE YCTAHOBJIEHE!).

C ocTopoxHOCTBIO



- IToyeuHas HeJOCTATOYHOCTD cpenHel U TSDKENOH CTENEHH TKECTH. -

e IleueHOYHas HEXOCTATOYHOCTE CPEIHER U TAXKENOM cTeneHu.

e OpHOBpeMEHHBI TMpUEM KIApUTPOMUIMHA ¢ OeH30JUa3€NMHAMK, TaKAMH Kak
anmnpasojiaM, TpHa3ojaM, MHJa3oNaM U1 BHYTPUBEHHOTO IIPUMEHEHHs WIH )i
HAHECEHUs Ha CIM3UCTYI0 o06onoyky pra (cM. «B3aumoneicTBue ¢ JApyruMH
NIEKApCTBEHHBIMH CPEICTBAMI ).

» OpHOBpeMEHHBIN NpHEM C IperapaTtamu, KOTOphle MeTaboNMu3upyroTes U30(hepMEHTOM
CYP3A, wnanpumep, KapbdamasenuH, LHIOCTa30J, LMKIOCIOPHH, JU30NMPaMuI,
METHJITPEIHU30JIOH, OMEIpa3ol, H.erIpHMBIC AQHTUKOAryJISHTH (HanpuMep, BapdapHH),
XUHUOMH, pupabyTuH, cungeHagui, Takponumyc, BUHOnMacTMH (CM.  pasjen
«BzaumopencTBHE ¢ IPYTHUMU JEKAPCTBEHHBIMU CPEICTBAMI).

» OJHOBpeMEHHBIM MpHeM C Ipenaparamy, WHAyuupyrommmu usopepmentr CYP3A4,
HampuMmep, pudamnuuuH, ¢eHuronH, kapbamasernuH, ¢eHoGapOuran, 3Bepoboi
NPOABIPABICHHBIN (CM. pasmen «BzauMojedcTBHE C APYrUMM  JE€KAapCTBEHHBIMH
CPEACTBaAMMY).

e OpnHOBpeMEHHBINt IpHEM KJIAPUTPOMHULIMHA CO CTaTHMHAMH, HE 3aBUCSINUMH OT
metabomusma  uzopepmenra CYP3A  (wanpumep, duysactatun) (oM. pasmen
«B3aumopeHcTBHE ¢ APYTUMH T€KAPCTBEHHBIMH CPEICTBAMUIY ).

. OJIHOBpeMCHHBIPI npUeM ¢ O10KaTopaMu «MeAJICHHBIX) Ka/bLMEBBIX KaHANOB, KOTOpEIe
MeTa60HI/I3I/IpleTCH modepmenTom CYP3A4 (Hanpumep, BepamaMuil, aMJOTUITHH,
JUNTHA3EM).

* OJHOBpeMEHHBIH IpPHUEM KIAPUTPOMUIMHA C MEPOPANbHLIMH AHTHKOArYIAHTAMM
IpsAMOro JeHCTBUS, TaKUMM Kak Aaburarpal, puBapokcabau, anukcabaH, ocobeHHO y
NALMEHTOB C BEICOKHM PHCKOM pa3BUTHS KPOBOTEUEHHIA.

* [Taumentsr ¢ wmmemuueckoit Oomesnsto cepaua (MBC), Tsxenoit  cepaedHoi
HEOCTATOYHOCTIO, HAPYNMIEHHAMH TPOBOAMMOCTH WM KIMHUYECKH 3HAYUMO
GpajuKapuelt, a Taloke MALMEHTHI, OIHOBPEMEHHO TIPHHIMAIONINE aHTHAPHTMHYECKHE
npenapatsl [A kiacca (xununuH, npokanHamun) u I xnacca (moderunua, aMmuonapoH,
COTanoN). ‘

* bepemeHHOCTS.

IIpumeHnenue npu GepeMeHHOCTH M B IIePHO/ FPYIHOr0 BECKAPMJIMBAHHUS

bepemennocmo

BesomacHocTs  mpuMeHEHHs  KJIApDUTPOMMIMHA [pU 6GEpeMEHHOCTH He * YCTAHOBJIEHA.
OCHOBBIBaCh Ha pa3NMYHEIX Pe3yNbTaTaX, MOMYYEHHBIX B HCCIEHAOBAHMAX Ha JKMBOTHBIX, a

TalOKE Ha OUBITEC NPHMCHEHMS Y JIOACH, HENB3s1 UCKIIKOYUTE BOSMO)KHOCTB HCGH&I‘OI’IPH?ITHOFO



COOTBETCTEBYET 3K(
ot 31.08.20

: (BxogAwmid

Bo3aeiicTBUs Ha sMmOpuoderansHoe pas3suthe. HekoTopele HaOsoAaTeNbHBIE MCCIEJOBaHUS,
OLIEHMBAIOLIME Bo3JekcTBHe KiapurpoMuiuta B I u II TpumecTpax GepeMEHHOCTH, BBISBUIM
TIOBBIIIEHHBIA  PHCK  CaMONpPOM3BONBHOrO  abopra IO  CPaBHEHMIO C  OTCYTCTBHEM
AHTUOHOTUKOTEPANMA I [PUMEHEHHeM [pYTHX AaHTHOMOTMKOB B aHAJOTUYHBEIE CPOKH
GepemenHocTH. VMeromuecs 3NMUAEMHONOTMYECKME  HCCIENOBAHMA pPUCKA  CEPBE3HBIX
BPOXICHHBIX [TOPOKOB Pa3BUTUS IPH NPUMEHEHHH MaKpOJIMIOB, BKIIOYAA KIAPHUTPOMHIUH, BO
BpeMsi  GEpEMEHHOCTH  JEMOHCTPHUPYIOT — INpPOTHBOPEYMBBIE  pe3ynbraThl. Ilpumenenue
KIapuTpOMHMIMHA [py GepeMeHHOCTH (0coOeHHO B I TprMecTpe) BO3MOXHO TOJILKO B CIIy4ae,
KOIJia OTCYTCTBYET albTepHATHBHAs TEpalus, a NOTEHUMANBHAS 110J1b3a [ MaTePH MPEBbIIIACT
NOTEHUHATLHEI PUCK AN U0,

Ilepuoo 2pyonozo eckapmaueanii

Bruto ycraHoBIEHO, YTO pebeHOK, HAXOAAINMMICS Ha TPy JHOM BCKapMIIMBaHUHM, MOXET MOJyYUTh
okosio 1,7 % OT MaTepHUHCKOH 03Bl KIapUTPOMHLMHA, C IONPaBKOH Ha Maccy Tejla MaTepH.
BezomacHOCT NpUMeHeHHMs KIApUTPOMHLMHA JUIs JeTel Ha TpyAHOM BCKapMIIMBAHUHM HE
ycranoBneHa. Ilpy Heo6xoauMOCTH NMpHeMa B MEPHOA FPYJHOTO BCKApMIIMBAHHS KOPMIICHHE
IpyJbIO HEOOXOIUMO MPEKPATHTE. '
DepmunvHocmp _

HccnenoBanus, MpoBeAeHHbIE Ha KPICaX, TOKA3all OTCYTCTBUE BIUSHUS Ha (GePTUIBHOCTS.
Cnocob npuMeHeHus H 103b1

BHyTps, HE3aBUCHMO OT BPEMEHH IIpHEMa TTUIIH.

OO6bIuHas peKOMEHAOBaHHAs [03a KJIAPUTPOMHIMHA Y B3pOCHBIX M Jerei crapme 12 mer —
250 mr 2 pasa B CyTKH.

B cnyuae 6onee TsKeNbIX HHGEKIMil 103y yBeauunBaioT 1o 500 Mr 2 pasa B CyTKH.

OB6bI4HasA NPOJOIIKUTENIEHOCTE JICUEHUs! COCTaBISeT OT 5 10 14 nHeit.

Hcknrouenne cocTaBisIlOT BHeOONPHUYHAS ITHEBMOHUS U CHHYCHT, KOTOpHIE TPeOYIOT JIeYeH s
oT 6 no 14 nueit.

Jlo3s1 A4 geueHns MUKoOaKTepUanbHbIX HHEKIHii, kpome TyGepKyJesa:

Ilpu MuKxobakTepuanbHbIX MHOEKIMAX PEKOMEHAOBaHA [103a KiapuTpoMuLpHa 500 Mr 2 pasa B
cytku. Jledenne amcceMmHEpoBaHHEIX MAC MHGEKIMA y NALMEHTOB C CHHIPOMOM
npuobpetennoro ummynogeduuura (CIIMM) crenyer NpomosLKaTh A0 TEX MOp, NOKA UMEETCs
KJIMHHYecKass 1 MUKpoGHonorudeckas s¢gextupHocTs. KIapuTpOMHUIMH ClieflyeT Ha3HauaTh B
KOMOMHALMKM ¢ APYTUMH aHTUMHUKPOOHEIMH IpenapaTaMH, aKTHBHEIMHM B OTHOLUCHHH AaHHEIX
Bo3OyauTeneil. JINMTENPHOCTH JEYEHHs JAPYTHX HETyGepKyIe3HbIX MHMKOGAKTepUANIbHBIX
UH(EKIMI ycTaHaBIMBAET Bpa.

Hna npodunaktiky uHEKUi, Be3BaHHEIX MAC:



COOTBETCTBYET 3KC
ot 31.08..

(Bxogawmia M3

PexomeHnyemas 103a KapuTpoMHUIMHA A1 B3pocasX — 500 Mr 2 pasa B CyTKH.

IIpy OOHTOTEHHBIX MHPEKUMAX 0032 KIapUTPOMHMLMHA COCTaBsieT 250 Mr 2 pasa B CyTKH B
TeyeHue 5 OHeH. -

Inst spanukauuu Helicobacter pylori:

V naumeHtoB ¢ s3BeHHOHM Oosie3Hbto, BBI3BaHHOW uHbpekuueit Helicobacter pylori,
KJIAPHTPOMUIMH MOXHO HasHadath nmo 500 Mr 2 pasa B CyTKM B KOMOHMHAUMM C APYTUMH
AHTHUMHUKPOOHBIMH TIpenapaTaMi U UHTHOUTOpaMH MIPOTOHHOTO Hacoca B TeueHue 7—14 qHew, B
COOTBETCTBMM C HAUMOHANBHBIMH M MEXAYHapOAHBIMH pPEKOMEHJAUMAMH IO JIEYEHHMIO
undexuuu Helicobacter pylori.

ITanuenTs! ¢ HapymeHHeM (yHKUMH [IOYeK:

[Manuentam ¢ xnupercoM kpeatuauda (KK) menee 30 MJI/MHH Ha3HA4aloOT MMOJIOBUHY OOBIYHON
JIO3B! KJIApUTpoMHUIMHa, T.e. 250 Mr 1 pa3 B cyTKH und, mpu Ooliee TSDKENBIX MHPEKUUX, IO
250 Mr 2 pasa B CYyTKH.

Jleuenue Takux MayeHTOB MpOAOIDKAIOT He 6onee 14 qHe.

Ilpumenenue y pereit mnaame 12 ner:

ITpMeHeHue KIapUTPOMHULIMHA B BUAE TabeToK y AeTeit muajame 12 et He H3y4anoch.

Ilo6o4noe neicTene

Knaccudukanus moGoyHEIX peakuuil Mo 4acToTe pa3BHTHs (KONUYECTBO 3aPErHCTPUPOBAHHEIX
CIly4aeB/KOJIMYECTBO nauueHTOBj: |
ouens gacto (> 1/10), |

yacto (=1/100, <1/10),

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

4acTOTa HEM3BECTHA (no6qu51e 3¢¢exTs ¥3 ONmBITa MOCTPErHCTPALIOHHOTO NPUMEHEHUS;
4aCcTOTa He MOXET OBITh OLleHEHa Ha OCHOBE MMEIOIMXCSA JaHHEIX).

Anneprudeckye peakiuu

Yacmo: cuinb.

Heuacmo: aHadunakTouaHas peakuus', TUIEpYyBCTBUTENBHOCTD, AEPMATHT OYIIesHsIt!, 3yx,
KparvBHULA, MAKyJIO-TIAMTyJe3HAas CHITIE .
Yacmoma Heuzsecmua: aHaduNaKTHYECKas DPEaKLys, aHTHOHEBPOTHYECKHH OTEK, CEPhE3HBIE
KOXHEIE HeXeNaTelbHbIe peaklUUd (HaOpuMep, OCTPhIA IeHepanu30BaHHEIN 5K3aHTEMATO3HEIA
nycryines), cuHapoMm CrupeHca-/DKOHCOHA, TOKCHYECKMH OSHHIEPMaNbHBIM  HEKDOJIMS,
NIeKapCTBEHHAs CHINb C 903UHOGMIMEN U cucTeMHOM cuMnToMaTkoi (DRESS-cunapom).

Co CTOPOHEI HEPBHOM CUCTEMBI

Yacmo: ronoeHas 60716, GECCOHHULIA.



COOTBETCTBYET 3KCNEPTHOMY OTYETY
' N= 16845
d ATRERGY 12

2583333 )

Heuacmo: IoTeps CO3HaHI/Xﬂ1, IH/ICKI/IHGZ.I/ISII, TONIOBOKPYIXXEHUE, COHJIMBOCTB, TPEMOP,

6ecroKOHCTBO, IIOBHIIUEHHAsA BO30YIMMOCTE .

Yacmoma Heuzgecmna: CYNOPOTH, NCHXOTUYECKHE pPacCTPOMCTBA, CITyTAHHOCTH CO3HAHMUS,
JENEPCOHANM3aIMs, OeTpPeccus, AC30PUEHTAUM, TaUIIOUMHALMY, HapyLIEHUs CHOBUIEHHMH
(«KomMapHBIe caosmﬁeum»), rapecTe3usi, MaHus.

Co CTOpPOHEI KOXKHBIX TOKPOBOB

Yacmo: MHTEHCHBHOE TTOTOOTAEICHUE.,
Yacmoma HeuzgecmHa: akHe.

Co CTODOHH MOYEBBLICIUTENEHON CUCTEMBI

Yacmoma Heuszeecmua. oYedHasl HEIOCTATOYHOCTE, I/IHTepCTPILIHaHBHI?Iﬁ HC(prT.

Co cTOpOoHEI 0oOMeHa BENIECTB U MUTAHUA

Heuacmo: AHOPCKCHUs, CHUXKEHUE anleTuTa.

Co CTOpPOHEI ONIOPHO-ABHUIATEILHOrO anmapara

Heyacmo: MBIIIEYHBIH cNa3M°, KOCTHO-MBILIEYHAs] CKOBAHHOCTB!, MUaT US>

*
Yacmoma Heusgecmua: pa6,IIOMI/IOJ'II/I32 ,» MUOITATHA.

Co CTObOHbl NUIIEBAPUTENbHOM CUCTEMEI

Yacmo: Auapes, ppoTa, JUCIICIICH, TOIIHOTA, 00J16 B 00J1aCTH XHMBOTA.

Heuacmo: 330darut!, ractpossodareanshas pedmokcHas 6one3Hs?

, TACTPHT, MpPOKTAITHs’,
CTOMATHT, [JIOCCHT, B3IyTHE KMBOTA?, 3a10p, CyX0CTh BO PTY, OTPEDKKA, METEOPU3M, X0JlecTas?,
FENATHT B T.4. XONECTATHIECKHi MK TeNaTolELTIONSPHBI. |

Yacmoma neuzeecmna: OCTPBHI NMAaHKPEATUT, W3MEHEHHE LIBETa SA3BIKAa U 3y0OB, MEYSHOUHAs
HEJOCTaTOYHOCTh, XOJIECTATHYECKAs! JKENTyXa.

Co0 CTOPOHBI NBIXATENBHONW CUCTEMBI

1

Heuacmo: actma', HocoBoe KpoBoTeueHue?, TpoM60IMO0HS NerouHol apTepuy’.

Co CTOPOHEI OPraHOB YYBCTB

Yacmo: qUCres3us.
Heyacmo: BepTHro, HapyIeHHE cyXa, 3BOH B yIlax.
Yacmoma neuzsecmua: riyXoTa, areB3us (MOTEpsl BKYCOBEIX OLIYIIEHMIT), NapOCMUs, aHOCMHUS.

Co CTOpOHH! CEPAEYHO-COCYANCTON CUCTEME]

Yacmo. Basopunatauus’.

Heuacmo: ocraHoBka cepaua’, Gubpummsaius npencep,uﬁﬁ', yanuHenre uHTepBana QT Ha
3JIEKTPOKAPAUOTPaMME, IKCTPACUCTONMUA!, OILyIIeHHe cepaetHeHys.

Yacmoma neuzeecmua: xemyn04IKOBask TAXUKAPIMS, B TOM YHCIE TUIA KITMPYIT», QUOPUILIALHS
XKeJyI0YKOB, KPOBOTEUECHHE.

HaGOD&TODHBIC IIOKa3aTC/IHu




Yacmo: OTKIIOHEHHE B IIEYEHOYHOM mpobe.

1 1

Heuacmo: T10BBIIICHUE KOHUCHTpaLUUH KpeaTUHHHA , [IOBBRIIUCHHE KOHUCHTpPAalHH MOYCBHHEI,

4 4

M3MEHEHUe OTHOIUEHHS anbOyMUH — riobynun', TelKomeHus, HedTporeHus', s03unodumms’,

TpoMOOUTEMHS, TMOBBIIIEHUE aKTHBHOCTH: aTaHUHAMUHOTpaHchepaskl (AJIT),
4 15
acnapraramunoTpancdepassr  (ACT), rammarmytamuntpanchepasst (I'TT),  menounoi

#, naxratmeruaporenass (JIZI)*.

docdarazpr
Yacmoma  Heuseecmuda:  ArpaHyJoONUTO3, TPOMOOLMTONEHHS, YBENMYEHHE  3HAYCHHA
MEXlyHapOHOro HopmanusoBaHHoro orsomenus (MHO), yanuHeHue mHpPoTPOMOHHOBOrO
BpEMEHHU, U3MEHEHHE LBETa MOYH, NOBHILICHIE KOHIICHTPalUK OWIMpyOrHa B KPOBH.

O611ume paccTporcTBa

Ouendb uacmo: Gpnedutr B Mecre HHBEKLUK .

Yacmo: 6016 B MecTe I/IHT)CKI.II/II/Il, BOCIIAJIECHUC B MECTC HH’BGKHHHI.

Heuacmo: wenomoranue®, rumeprepmusa’, acTenus, 6ombp B rpymaHoilt kmeTke®, o03m06Y,

YTOMISEMOCTE".

HudekMoHHEIE 1 mapasutapHele 3a00JIeBaHNI

!, KaHgumos, racTposHTEpUT’, BTOPUYHEIE MHGbeKuuM® (B TOM uMCIE

Heuacmo: uemmonur
BaruHaJIbHEIE).
Yacmoma neuseecmua: TceBIoMeMOPaHO3HBII KOTHT, pO3Ka.

ITpenmnonaraercs, 4To 4acTOTa, THII U TSKECTh HEXENATENbHBIX peakUuil y IeTeil Takas e, Kak
¥ B3pOCIEBIX. .

I ayuenmot ¢ NOOAGNEHHBIM UMMYHUMEMOM

V nauentos co CIIMJIoM 1 ApyruMu MMMyHOAE()UUNTAMH, [OIYYalOMHX KIAPUTPOMULIMH B
Gonee BEICOKMX [03aX B TEYCHHE [UTMTEHHOTO BPEMEHH IS NEUEHHMS MHKOGAaKTEpHalbHBIX
UHQPEKIMHA, YacTO TPYAHO OT/JMYHTH HeXesarenbHble QQEeKTH Iperapata OT CUMITOMOB
BWY-undexipu nnum comyTcTByOUmEro 3a601eBaHus.

Haunbonee yacTeiMu HexxenaTenbHEIMU SBICHISAMH y TAIMEHTOB, IPUHAMABIIMX CYTOUHYIO 103y
KNapuTpoMHIlMHa, paBHyro 1000 Mr, Obumk: TOIIHOTA, pBOTa, M3BpAlleHHE BKyca, OONb B
o0nacTt¥ UBOTA, IHMAapes, CHIIb, METEOPH3M, [OJIOBHas GOJib, 3amop, HapylIeHHe CIIyXa,
noesimenne axrusaoctd ACT u AJIT B KpoBu. Tarke OTMEYaNHCh CIy4ad HeXeNaTeJIbHBIX
ABJEHUH € HU3KOH YaCTOTOH BO3HHKHOBEHHMS, TaKHUE KaK OJBINIKA, GECCOHHMIA M CYXOCTB BO
pTYy.

Y nmaumeHToB C MOAABIEHHBIM HMMYHHMTETOM IPOBOAMIN OLEHKY JabopaTOpHBIX MoKa3aTeeii,
aHaNM3UpYys MX 3HAYUTENIbHEIE OTKJIOHEHMsI OT HOPMEI (Pe3Koe MOBBILICHHE UK CHIKeHue). Ha
OCHOBaHUM JIaHHOTO KpuTepus y 2-3 % NalMEeHTOB, IOIyYaBIIMX KIAPHTPOMHUUMH B [O3€

1000 Mr exenneBHO, OBIIO 3aperHCTPUPOBAHO 3HAYUTENBHOE MOBBIMeHHe akTHBHOCTH ACT 1



AJIT B KpOBH, a TAaKKe CHIDKEHHME 4YMCIa JIEHKOLHUTOB u Tp0M6ounT63. VY Hebonpuioro 4yucna
MALMEHTOB TakKe OBUI0 3aperHCTPHUPOBAHO IOBHIIIEHHE KOHUEHTPALUM OCTATOYHOIO a30Ta
MOYEBHHE.

*B HeKOTOphIX COOOINEHHAX O pabAOMHONU3E KIAPUTPOMMLMH INPUHHUMAJICS COBMECTHO C
JPYTHMH JIeKapCTBEHHBIMHU CPEJCTBAMHU, C IPUEMOM KOTOPBIX, KaK U3BECTHO, CBA3aHO Pa3BUTHE
pabmomuonu3sa (cTaTHHbL, GUOPATH, KONXUINH UK aJUIOIIy PHHON).

! Coobmenus 0 JaHHBIX MOOOYHBIX peaKUMsAX OBUIA IONYYEHBI TOJBKO NP MPHMEHEHHH
KIapUTPOMHIIMHA B JIEKApCTBEHHOH (opMme NHOQUIM3AT I NPUrOTOBIEHMS pacTBoOpa A
VH]Y3UA. ’

2 CoofILieHns. O AaHHBIX MOGOYHBIX PEAKUMAX OBUIA IONYYeHBl TOJNBKO TP NPUMEHEHMH
KIapUTPOMMIIMHA B JIEKAPCTBEHHOM (hopMe TabiIeTKH ¢ HpOJ‘IOHI‘I/Ipé)BaHHLIM BEICBOOOXKIIEHHEM,
MOKPHITHIE MJIEHOYHON 000JI0UKO.

3 CoofImenus o JAaHHBIX MOGOYHEIX PEeaKUMAX OBUTM MONy4eHBl TOJBKO NMPH HpHMEHEHMH
KIapUTPOMHMLMHA B JIEKAPCTBEHHON (OpMe rpaHysBl A TPUTOTOBIEHMS CYCICH3UM IS
npyeMa BHYTpPb.

* Cooblenus 0 JAaHHBIX MOGOYHBEIX PEAKLMIX OBUTM [OMYYEHB! TONBKO OpPH NPUMEHEHHH

KJIapUTPOMHLIMHA B JIEKAPCTBEHHOH (opMe TablIeTKH, MOKPHITHIE INIEHOYHOH 000104KOiA.

Hepeno3upopka

Cumnmomur. TipueM GOJBIIOMN no:m' KNAPUTPOMHULIMHA MOXKET BHI3BATH CHMIITOMEI Hapymeﬂﬁﬁ
CO CTOPOHK! meny;xoqx{o-mmeqﬂbro TpaKTa. |

Y opHoro mnauuenta ¢ OHWIOMAPHBIM PAacCTpoOHCTBOM B aHaMHe3e MOCHe OpHeMa 8 T
KJIApUTPOMHLIMHA OTTMCAHBI H3MEHEHUS TICUXHUUECKOTO COCTOSHUS, napanonnani,ﬂoe IOBE/ICHUE,
TUIOKATHEMHUA U TUIIOKCEMHUSL.

Jleuenue: TpU TIEPENO3UPOBKE CNEAYeT YHAINTh HeaOGCOpPOMPOBAHHEIA Mpermapar u3
KEJTyJOYHO-KHIIEYHOrO TPaKTa (IIPOMBIBAHHE XKETyAKa, TPUEM aKTHBUPOBAHHOTO YIS M JAp.) U
IIPOBECTH CHUMIITOMATHYECKYIO TepamMio. l'eMogManu3 W TIEPUTOHEANBHBIH JUaNu3 He
OKA3BIBAIOT CYLIECTBEHHOIO BIIMAHMS HAa KOHUEHTPALHMIO KJIAPUTPOMHUUMHA B CHIBOPOTKE, YTO

XapaKTepHO U LI JPYTHX MPENApaTOB IPYIIIE! MAKPOIHLOB.

BsaumozxeﬁcTBne C APYTHMH JIeKAPCTBEHHBIMH CPENCTBAMH

prweHeHue Cﬂe()woumx npenapamos CoBMeCmHuo C KiapumpoMUyUHoOM nPOmMUSOnoOKa3aHo 8

CBA3U C BO3MONCHOCIMbIO PA3BUMUS CePbe3tblx N0OOYHBIX I dhexmos:

Husanpuo, numo3ud, mephenadun u acmemuson
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[Ipx cOBMECTHOM IPUMEHEHMH KIapUTPOMHLMHA C LM3ANPHUAOM, MHMO3HAOM, TepheHa HOM
HIIH ACTEMH30JI0M COOOIIANOCH O IOBBIIEHHH KOHUCHTPALMH MOCIeIHHX B Mja3Me KPOBH, YTO
MOXET MPUBECTH K yIyMHeHUIo uHTepBana QT M MOsABICHUIO CEpAECYHBIX apUTMHUH, BKIIOUYasL
XKEJTyIOYKOBYIO TaXUKapAUIO, GHUOPUILIALMIO HKETyL0UKOB U XKETyHAOUKOBYIO TaXUKApIHIO THIIA
«mupy31» (cM. pasaen «IIpoTHBOMOKa3aHUMD).

Ankanouost cnopviHbu

IlocTperncTpauMOHHbIE MCCIIEAOBAHUS IOKA3BIBAIOT, 4YTO MNPH COBMECTHOM HPHMEHECHHH
KIIapUTPOMHLIMHA C SPrOTAMHUHOM UM JUTHAPOSPTrOTaMHUHOM BO3MOXKHEI ciieayomue 3(pdexTs!,
CBSI3aHHBIE C OCTPHIM OTpaBJEHUEM IIpenapaTaMy IpyMIbl 3proTaMHHOB: COCYAMCTHIM cIiasm,
MIWEMHA KOHEYHOCTEM M JpYrMX TKaHeH, BKIIOYas LEHTPANbHYIO HEPBHYIO CHCTEMY.
OnHOBpeMEHHBIH NpHeM KIapUTPOMHLIMHA C aJKaJOWAaMM CIIOPBIHBH IMPOTHUBOMOKAa3aH (CM.
pasaen «IIpoTHBOMNOKa3aHUSY).

Muoaszonam ona nepopanvHozo npumeHeHus

Ilpu coBMeCTHOM NMPUMEHEHWH MUZA301aMa U KIapuTpoMuLMHa B popme Tabnerok (500 mr apa
pasa B JieHb) oTMevanock ysenuuenne AUC munasonama B 7 pa3 mocie rnepopaibHOro IpHema.
OnHOBpeMEHHBIH NpPHEM KJIApUTPOMMLMHA C MHUJA30JIaMOM AJs MEpOpanbHOTO NpUMEHEHHs
NPOTHBOIOKAa3aH (cM. pa3zen «lIpoTrBonokazaHusy). .
Huzubumopsr TMI-KoA-pedyxkmasst (cmamurui)

OnHOBpeMEHHBIH  NpHEM  KIApUTPOMHLMHA €  JIOBACTaTMHOM MM  CHMBAcCTaTHHOM
IIPOTHBOIIOKA3aH (CM. pazaen «IlpoTuBornokaszaHus») B CBA3U C TEM, UTO -na}mme CTaTUHHI B
3HAYUTENIPHOH CTENeHU MeTabONU3UPYIOTCS H3b(bepMeHT0M CYP3A4, u coBmecTHOE
NMpUMeHEHYE ¢ KTAPUTPOMHUUMHOM TIOBEIIAET MX CHIBOPOTOUHEIE KOHUEHTPALMH, UTO [IPHUBOAT
K TOBBIIIEHMIO PUCKAa Pa3BUTHUS MMOINATHH, BKMouas pabpomuonuz. Cooblnanock o ciydasx
pabnoMHoNM3a y MALKMEHTOB, NPUHMMABLIMX KJIAPUTPOMHLMH COBMECTHO C JaHHBIMM
npenapatamMi. B ciydae HeoGXOZMMOCTH NPUMEHEHHUs KIAPUTPOMHIIMHA CJIEMYET HPEKPaTHTh
NpUeM JIOBACTAaTHHA WM CUMBAacTaTHHA Ha BPeMsl TEpanuu.

KnapurpoMunun cieyer npuMeHSTh ¢ OCTOPOXHOCTBIO MPH KOMOWHUPOBAHHOM Tepamud ¢
APYTUMH CTaTHHaMd. B ciydyae HeoOXOAMMOCTM COBMECTHOrO IpHeMa pEeKOMEHAYeTCs
IPMHUMATH HAMMEHBIIYIO 103y CTATHHA. PexoMeHmyeTcs ﬁpHMeHﬂTb CTaTHHBI, HE 3aBUCSIIME OT
merabommsma uzopepmenta CYP3A (Hampumep: dQuiyBactatun). CieLyeT KOHTPOIMpPOBATEH
PazBUTHE NPU3HAKOB U CUMOTOMOB MUOTIATHH.

Jlomumanuo

OnmHOBpeMeHHEIH MpHEM KIapUTPOMHIMHA C JIOMHTAITMAOM [POTUBOINOKA3aH H3-3a PHCKA
CYLIECTBEHHOIO TIOBBIIIEHHWS] AKTHBHOCTH TpPAaHCaMMHA3 B IUIa3Me KpPOBH (CM. pasjieln

«IIpoTrBOTIOKA3aHUM»).



COOTBETCTBY

Bansinne APYIUX JJeKapCTBEHHBIX NpenapaToB HA KJIAPDHTPOMHIIHH

Jannble nabmofeHuit MOKa3ald, YTO COBMECTHOE MPHMEHEHHE Aa3WTPOMHLMHA C
TH/IPOKCUXJIOPOXMHOM Y TAlMEHTOB C PEBMATOMAHBIM apTPUTOM CBA3AHO C IMOBBIMICHHBIM
PHCKOM  CepIeYHO-COCYIMCTEIX COOBITMH M  CEpIeYHO-COCYAHUCTOM CMEPTHOCTH. Hs-3a
BO3MOXXHOTO aHAJIOTUYHOTO pHCKAa INpH IMPUMEHEHMH APYTHMX MAKpOJUIOB B COYETaHUH C
THOPOKCHUXJIOPOXHHOM HITH XJIOPOXMHOM CIIEAyeT TIIATebHO B3BECHTH COOTHOIIEHHUE TOJB3BI 1
pHcKa, TpeXAe YeM Ha3HayaTh KIApUTPOMULUMH JIIOOBIM MNalMeHTaM, NpHUHHUMAIOIKUM
TMAPOKCHXJIOPOXUH MU XNopoxuH. Ilpemapatsi, sBisoluecs MHAYKTOpaMH H30(pepMeHTa
CYP3A (anpuMep, pudamnuuy, ¢eHuTOMH, KapbamasemuH, (eHobGapOuran, 3Bepoboil
_ IPOJBIPSBIICHHBIH), MOIYT MHAYLUPOBATh META00IM3M KIApPUTPOMULIMHA. DTO MOXKET NPUBECTH
K Cy6TepaneBTHUECKON KOHIEHTPAUMH KIADHTPOMHUIMHA, YTO HPHUBOAHT K CHIDKEHHIO ero
s¢pdexrusHocTH.. Kpome TOF6, HeoOXoMuMO HabJIoJaTh 3a KOHLEHTpauuedl HHIyKTOpa
usopepMeHTa CYP3A B mnasMe KPOBH, KOTOpasl MOXET IIOBBICHTHCS H3-32 MHTMOMPOBaHMA
modpepmenta CYP3A winapurpomunimaoM. [lpu coBmMecTHOM npuMeHeHHH pupabyTHHa H
KIapUTPOMULIMHA HaOJIoanock HOBBIIEHHE IUIa3MEHHON KOHUeHTpauuu pudabytnsa wu’
CHIDKEHHME CBHIBOPOTOYHOM KOHLEHTpPALMH Knapm'pOMHunHé C TOBBIMICHHEIM PHCKOM Pa3sBUTHS
yBEUTA.

Cnepyromue npenapaTsl oONagaloT HOKa3aHHBIM MM [PEANoNaraeMbM BIIHSHUEM Ha
KOHUEHTPALMIO KIApUTPOMHUIIMHA B nnasMe KPOBH; B Clly4ae UX COBMECTHOI'O MPUMEHEHHS C
knapnTpOMnuuHOM MOXKET NOTPeOOBaTHCS KOPPEKIUSI ,ubz WM NepexXoj Ha albTepHaTHBHOE
Je4eHme.

Spasupens, nesupanun, pudamnuyun, pudadymun u puganenmun

CuieHBle MHAYKTOPHI cHMCTeMBI IuToXpoma P450, Takme kak osdaBupeHs, HeBUpamNuH,
pudammuius, pudabyTuH ¥ pUDaNeHTHH, MOTYT YCKOPATH MeTAabo/IM3M KIApHTPOMHIHMHA U
TakMM 00pa3oM IIOHMKaTh KOHLEHTPALMIO KIAPUTPOMHIMHA B IUIa3M€ M BMECTE C TEM
NOBHIIATE KOHIEHTpanuio 14-OH-kmapurpoMuuMHa — MeTaGoiTa, TAKKe SBISIOMErocs
MHKPOOHOIOrHIECKH aKTHBHEBIM. Iockonexy MUKPOGHMOJIOTHYECKast ~ AKTMBHOCTh
. KJapuTpOMUIMHA U -14-OH-KIapHTpOMUIHA OT/IMYAETCS B OTHOLIEHUH pasnUYHBIX GakTepwii,
TepaneBTHIECKHH 3B PEKT MOXKET CHIKATHCS IIPH COBMECTHOM anMeHeHHn Kna_i;;ﬁTpOMHunHa )74
HHIYKTOPOB (pepMEHTOB.

Impagupun

Konuentparus KﬁapmpOMnuHHa CHIDKAeTCs Ipu HCTIONB30BAHMK afpaBHana, HO [OBHIIAETCS
KOHIEHTpalus’ aKTUBHOTO MmerabonuTa 14-OH-knapurpomuiHa. ITockonsky

14-OH-xnapuTpoMHIIMH  0ONafaeT HYU3KONW AKTHBHOCTBIO 10 OTHOIICHMIO K HH(EKIHIM



Mycobacterium avium complex (MAC), MOXeT MEHATBLCS 061Iast AKTUBHOCTS B OTHOIUGHHH 3THX
BO30yauTenei, mosromy st neuenuss MAC criemyer paccMaTpHBaTh albTePHATHBHOE feueHye.
Dnykonazon

CosmecTHbli npueM ¢nykoHaszona B o3e 200 Mr exXeJHeBHO U KIapUTpOMHUIIMHA B fj03e 500 mMr ,
JiBa pa3a B JeHb y 2] 3mopoBoro moOpoBONbLa MPUBENT K YBEIUYSHHUIO CPEJHEro 3HAYEHUS
MMHHMMAJIbHON PAaBHOBECHOM KOHIEHTpauuu KIapuTpoMuupHa (Cmin) 1 AUC na 33 % u 18 %,
COOTBETCTBEHHO. IIpH S5TOM COBMECTHBI NpUEM 3HAYUTEIBHO HE BIMAJ Ha CPEOHION
PABHOBECHYIO KOHLEHTPAUMIO aKTHBHOIO meraGonura 14-OH-knaputpomuumsa. Koppekiws
J10351 KJIAPUTPOMUIIUHA B Cllydae COMyTCTBYIOLIETo pueMa (IyKoHa3071a He TpebyeTcsL.
Pumonaeup

CI)apMaxcomHeanecxoé UCCIIEOBaHUE TOKAa3alo, YTO COBMECTHEBIN MpPUEM PUTOHABHpA B H03€
200 Mr kaxxaple BOCEMb 4acoB M KJIApUTpOMHLMHA B 03¢ 500 mr xaxasle 12 4acoB IpUBEN K
éaMeTHOMy NO/ABJEHMIO MeTaboNM3Ma KIApUTPOMHLMHA. [Ipy COBMECTHOM IIpHEME
putoHaBUpa Crax KIAPUTPOMUIIMHA yBenuuuaach Ha 31 %, Cmin yBennumiacs Ha 182 % u AUC
yBenmuuunack Ha 77 %. BBUIO OTMEYeHO HpaKTHYECKH IOJHOE MOJaBJeHHe OOpa3oBaHMS
14-OH-knaputpomununa. *© bnaromaps IMMPOKOMY ° TePANEBTHYECKOMY Juana3zoHy
KﬂapﬁTpOMHLH/IHa YMEHBUIEHHE €T0 J03bl y NaleHTOB ¢ HOpMaJbHON MOYeyHOW (QYHKUHEH He
TpeOyeTca. Y MNalUeHTOB C II0YEYHOH HEIOCTATOYHOCTHIO LENecoO0pasHO pPacCMOTPETh
CIIeAyIOIKe BapuaHTHl Koppekumu mo3sl: mpu KK 30 — 60 mu/mun 71032 KJIApUTPOMHUIIIHA
Jo/bKHa OBITh yMeHbIeHa Ha 50 % Putonaenp He cnefyeT COBMECTHO MNpPUHMMATh C
KJIApUTPOMHULIMHOM B J103aX, MPEBHILAOMUX 1 I/neHb.

CxopHble KOPPEeKLMH 03 JOJDKHBl PACCMATPUBATECS Y TAMEHTOB CO CHHKEHHON (DyHKIMEH
IIOYEK, €CIM PUTOHABHP HCIONb3yeTcs KaK (apMaKOKUHETHUECKHH «YCHIIUTENb» IIPH
TIPUMEHEHUH NpYruX MHruburopos mpoteasel BIY, Bxmroyas atasaHaBup ¥ cakBHHAaBUp (CM.
nogpasaen «JlByHanpaBieHHOe B3aUMOJIEHCTBUE JIEKAPCTBY).

eiicmeue KIapuinpomMuyuHa Ha opyzue J1eKapcmeeHHble npenapameot

Aunmuapummuueckue cpedcmea (XUHUOUH U OUZORUPAMUO)

Bo3MOXXHO BOSHMKHOBEHHE >KETYJOYKOBOM TAaXMKAapAWH THIA «IHPY3T» NPHU COBMECTHOM
IpUMEHEHUH KJIAPUTPOMHIIMHA ¥ XHHHIMHA WU nmohupaMmia. IIpu 0HOBPEMEHHOM NIpHEME
KIApUTPOMMIMHA C 3THMHM [IperapaTaMH CIeLyeT peryJjspHO npoﬁonmb KOHTpOJIb
SNIEKTPOKAPAMOrpaMMBl  Ha TIIpeAMET yBenuuyeHus wuHTtepBana QT, a Takke clenyer
KOHTpPOJIMPOBATh CHIBOPOTOYHBIE KOHLEHTPALUK 3THX [IPEenaparos.

1Ipu nmocTperucTpalioHHOM IPMMEHEHHH COOGIIANOCH O CITyYasX Pa3sBUTHs THIIOTTHKEMUH HpH

COBMECTHOM NpueMe KIapUTPpOMULUMHA MU JU30IIHpaMuUIa. H806XOI[I/IMO KOHTPOJIUPOBATH
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| Bxooauwmi

KOHILIEHTPALMIO TJIOKO3BI B KPOBH IIPH ‘OILHOBpeMeHHOM IPUMEHEHMH KJIApUTPOMHUIIMHA U
JU30MUpaMHU/a. J

Ilepopanvhsie zunoznuKkemudecKkue cpeocmea / UHCYUH

I1pu cOBMECTHOM TIPUMEHEHHH KIaPUTPOMHIIMHA ¥ MEPOPATBHEIX THIIOTTUKEMIYECKHX CPECTB
(narpuMep, TPOM3BOJIHEIE CYNbGOHWIMOYEBHHEI) W/WIM HMHCYJIMHA MOJXKET HabMOAATHCA
BBIpaXKeHHas runornukemus. OJHOBPeMEHHOE NPHUMEHEHHe KIAPUTPOMUIMHA C HEKOTOPHIMH
THITOTIMKEMHYECKMMHU TIpenapaTaMyd (HampuMep, HATETNIMHHU[, ITHOTJHNTA30H, pernariidHui U
POCHUIJIMTA30H) MOXKET NpUBECTU K MHruOHpoBanuio uzopepmenta CYP3A KnapUTpOMHULIHOM,
B pe3yJIbTAaTe Yero MOXKET p;ISBHTLCH TUIIOT/IMKEMHs. PeKOMEHIyeTcs TINATeNbHBIH KOHTPOIb
KOHLICHTPALIMH TJIHOKO3BL.

B3aumooeiicmeus, obycnoenennsvie uzopepmenmom CYP3A

CoBMeCTHBIH PUEM KJIapUTPOMULIMHA, KOTOPHIH, KaK U3BeCTHO, HHruoupyet pepment CYP3A,
U [penapaToB, NepBuYHO Merabonmmsupyromuxcs u3odpepmenrom  CYP3A, moxer
acCOLIMUPOBATHECS C B3aUMHBIM TIOBBIIIEHHEM MX KOHUEHTpPALHMil, YTO MOXET YCHIHNTh WIA
OpOJJINTh KaK TepameBTHUeckue, Tak W mobounsle 3ddextr. Knapurpomunuu crexyer ¢
ocfopom—xocnm NpPUMEHATH MalMEeHTaM, MOTy4aloliM Npenaparsl, sBIsIomuecs cyocTpaTaMu
modepmenta CYP3A, ocobeHHO ecnm 3TH mpenapaThl HMEIOT Y3KHH TepareBTHYECKHUit
AWanasoH (HampuMep, KapGamasemuH), W/WIM MHTEHCUBHO METabOTM3UPYIOTCS ATHM
bepmertoM. B ciiyuae HeOGXOAMMOCTH JOJDKHA MPOBOXMTHCS KOppeKLKsl 03Bl Ipenapara,
NIPUHUMAEMOTrO BMECTE C KJIapuTpoMHUIMHOM. Takke, 1o BO3MOXHOCTH, zxonxcéﬂ IPOBOAUTHCS
MOHUTOPUHT CBIBOpO.TOqHBIX KOHLEHTpalMi IpenapaToB, NEPBHYHO MeTabONM3UPYIOIHXCS
nsodepmenrom CYP3A.

MeraGonusm CleyrOmKX NpenapaToB/KIaccoB OCYHIECTBIAETCS TeM ke M30(epMeHTOM
CYP3A, 4yro m Meraonu3M KIapUTPOMHILIMHA, “HAallpUMEp, aiamnpasojaM, KapOamasemH,
LUIOCTa30]l, LHKJIOCIOPUH, JU30IMPaMHUI, METHINPETHU30NOH, MHAA30aM, OMenpaéon,
NepopabHEe aHTUKOArYISHTHL (HanpuMep, BapdapuH, puBapokcabaH, anukcabaH), aTHIIHIHEIE
AHTHIICHXOTHYECKHE CPEeACTBA (HANPUMEp, KBETHAIMH), XHHHMWH, pudabyTun, cunaeHadu,
TaKpOJUMYC, TpHa30jaM M BHHONacTuH. Tawke k aronucraM uzodepmenta CYP3A orHocaTcs
CHEAIOIUe  TPerapaThl, HPOTHBONIOKA3AaHHEE K COBMECTHOMY  IPHMEHEHHIO C
KIapPUTPOMHLIMHOM: aCTEMHU30J, LM3ANPHU/L, TMMO3M, Tep(eHATNH, JTOBACTATHH, CHMBACTATHH 1
ankanouael  chnopelded  (cMm.  pasgen  «lIpormBomokazaHusy). K mpemaparam,
B3aUMOAEHCTBYIOMIMM TOJ0GHBIM o6paé.OM 4yepe3 Apyrue H30(pepMeHTHl B paMKaX CHCTEMEI
uroxpoma P450, otHocATcs GeHUTOUH, TeOGUIUIHH U BalbIpOeBast KMCIIOTA.

H enpamoble AHMUKOALYTIAHMBL
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Ilpu coBmecTHOM Tmpueme BapdapyHa M KIAPUTPOMMIMHA BO3MOXKHO KpOBOTEYEHHE,
BeIpakeHHoe yBenmueHne MHO u nporpomOunoBoro BpemeHH. B cmydae coBMecTHOro
NpUMEHeHUsA ¢ BappapuHOM HIM JPYTMMU HENpAMBIMH aHTHKOAryJAHTAMH HEeOOXOAMMO
KoHTpopoBaTh MHO ¥ npoTpoM6uHOBOE BpeMs..

Ilepopanvhole anmuKoazyniaHmol RPAMO20 Oeiicmeus

TlepopalbHEIH aHTHKOAryIsAHT INPAMOTO HeHCTBUs Jaburatpan sBysercss cyOcTparom s
s¢p¢mokcHoro Oenka-nepeHocuuka P-rauxonporeuna (P-gp). PuBapoxcaban m amnmxcabax
MeTabonuzupyrores ¢ ydactiueM uzodpepmenta CYP3A4 u Taoke sBnsroTcs cyOcTparaMu AJs
P-gp. Creayer cobmoxats OCTOPOXHOCTE TIPM OJHOBPEMEHHOM IIPUMEHEHHMH KIApUTPOMUILIMHA
C NaHHBIMM TIpENapaTaMd, OCOOEHHO y MAMEHTOB C BHICOKMM DPHMCKOM KpOBOTEYEHHS (CM.
paznensl «C oCTOpOXKHOCTEION U «Oco0BIe YKa3aHUs»). |

Omenpazon

Knaputpomuima (mo 500 mr xaxasle 8 wacoB) HccnemoBancsi Yy 3HOPOBBIX B3pPOCHBIX
JoOpoBONBLEB B KOMOMHamuu ¢ omenpazonoM (nmo 40 mr exemHeBHO). [Ip# COBMECTHOM
NPUMEHEHUH KJIAPDUTPOMHMIMHA M OMeENpa3ojia pPaBHOBECHBIE IUIa3MEHHBIC KOHLIEHTPalU
omenpasonia 651 yBenuuensl (Cmax, AUCo24, Ti yRemaummucs Ha 30 %, 89 %, u 34 %
cootBercTBeHH0). CpenHee 3Hauenue pH xkenyaka B TedeHue 24 YacoB COCTABHIO 5,2 Tpu
MpueMe OMeNpa3oNa B OTHENBHOCTH M 57 IpH IpHeme OMEIpa3zojia COBMECTHO C
KJApUTPOMHUIIMHOM.

Cu.rz.deuadm.u, ma()anagﬁun u eapoenagun

Kaxnpii 13 31MX MHrubuTopoB ¢docdomuscrepassl MeTabonuzupyeTcs, MO KpaifHelt Mepe,
yacTHYHO ¢ y4actHeM u3odepmenta CYP3A. B 1o xe Bpems msopepment CYP3A moxer
UHTMOMPOBATECA B NMPHCYTCTBUM KJIAPUTPOMHULIHA. COBMECTHOE IIPUMEHEHHE KIIAPUTPOMUIIMHA
¢ cuigeHaduaoM, TamanaduIOM WIM BapAeHaQHIOM MOXET IPUBECTH K YBEJIHYEHHIO
MHTHOHPYIOIEro BO3AEHCTBA Ha tocdopuscrepasy. Ilpy npuMeHeHMM 3THX HpENapaToB
COBMECTHO C KJapUTPOMHULIMHOM CIEAYeT pacCMOTPETh BO3MOKHOCTH YMEHBINEHHS O3Bl
cunaenaduna, Tananaduna u BapreHadua.

Teogunnun, Kapﬁajnas'enu(t.

TIpu COBMECTHOM HPHMEHEHUH KNAPUTPOMHIMHEA U TeODUITITHHA M KapOGaMaselliHa BO3MOXKHO
TOBBIUEHNE KOHLIEHTPAlUH JaHHBIX NPENapaToB B CHCTEMHOM KPOBOTOKE.

Tonmepooun

[TepeuuHEIi MeTa60IM3M TONTEPOAMHA OCYLIECTRIsACTCS Yepe3 2D6 nzodopmy nuroxpoma P450
(CYP2D6). Onmnaxko B 9acTd HOMyJusiuM, JNUIIeHHOH uzodepmenta CYP2D6, meraGomusm
npoucxonut yepes usopepment CYP3A. B 370t rpymme HaceleHus MOJaBIECHHAE uzodepMeHTa

CYP3A npvBoauT K 3HaYUTENEHO GoNee BEICOKMM KOHLEHTPALUAM TONTEPOIUHA B CHIBOPOTKE.
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B noriynxunu C HH3KMM YpOBHEM MeTaboiu3ma depes ﬁao(bepmeHT CYP2D6 woxer
NoTpeOOBaThCS CHIDKEHHE JO03bl TONTEPOJHMHA B TNPUCYTCTBUM WHTHUOUTOPOB u3odepMeHTa
CYP3A, Takux KaK KIapUTPOMHULMH.

Ebenszoouasenunot (Hanpumep: annpasonam, Muoazonam, mpuazonam)

Ilpx coBMeCTHOM NpPHMEHEHMH MHMAa3onama M TabaeTok knapurpomuuusa (500 mr gea pasa B
JIeHE) 0TMevanock yeenudyenue AUC Muja3onama: B 2,7 pasa Ioclie BHYTPHBEHHOTO BBEICHUS
Mugasonama. Eciu BMecTe ¢ KIAapUTPOMHMLIMHOM TIpMMEHSIETCS BHYTPUBEHHas (opMma
MHJas3onama, cieyeT TIIATeIbHO KOHTPOJHMPOBATH COCTOSIHUE MAlMeHTa IS BO3MOXHOM
KOPPeKUHMH /10351 BBenieHne NeKapCTBEHHOTO MPErapaTa Yepes CIHU3UCTYIO onnquy TOJIOCTH
pTa, KOTOpoe HaeT BO3MOXHOCTh ODOWTH NpPECHCTEMHYIO SIMMHHALMIO JIEKAPCTBEHHOTO
npernapara, CKOpee BCEro, MPUBERET K B3aUMOJCHCTBUIO aHAJIOTHYHOMY TOMY, KOTOPOE
HabJII0aeTCs [IPY BHYTPUBEHHOM BBEAEHMM MH/430]1aMa, & He TIPH [IEPOPATLHOM TIPHEME.
Takue ke Mephl NPeNOCTOPOKHOCTH CleNyeT NPUMEHSTh M K JApYruM OeH301ua3elrHaM,
KoTOpEIle MeTabonmsupyroTes usodpepmentom CYP3A, Briovas Tprasosam u anmpasonam. J{is
OeH30/1Ma3eIMHOB, BBIBEJEHUE KOTOPHIX He 3aBucHT OT usodepmenrta CYP3A (temasemam,
HWUTpasenaM, Jiopas3eniaM), MajJOBEpOATHO KIMHUYECKH 3HAYUMOE B3aUMOJCHCTBHE ¢
KJIapUTPOMHULIHOM.

IIpr COBMECTHOM NPHAMEHEHHH KIADUTPOMHUIMHA M TPHA30aMa BO3MOXKHO BO3JEHCTBHME Ha
ueHtpaneHyo HepeHyto cucremy (IIHC), Hampumep, COHIMBOCTE M CIIyTaHHOCTH CO3HaHMA. B
CBSI3U C 3THM, B CJIyJae COBMECTHOTO npnMeHeHm, pe.KOMeHZIyCTCSI CIEZIATD 32 CHMITOMAME
Hapymenus IJTHC.

Bzaumooeiicmeue ¢ Opyzumu npenapamamu

Konxuyun

Konxuuun sensercsa cyberpatom kak msodepmenta CYP3A, Tak u 6eixa-mepeHOCUMKa,
P-rimkonporenna (Pgp). M3BecTHO, YTO KIAPUTPOMHUUMH M JIDYTHE MAKPOIUAE! SBISIOTCS
uHruduTopamu usodepmenta CYP3A u Pgp. Ilpn cOBMECTHOM TpHeMe KIApUTPOMHMIMHA U
KONXMUKHA WHrHOMpoBanue Pgp wumm msodepmenta CYP3A MOMET MPUBECTH K YCHICHHIO
ACHCTBHUA KOJXMUMHA. 3aperdCTPUPOBAHBl IMOCTPETHCTPALMOHHBIE COOOLIEHHA O CIydasx
OTPaBNICHHUs KOJNXULUHOM IIPH €ro OJHOBPEMEHHOM IIpPHEME C ‘RJIapHTpOMPIuI/IHOM, yame y
NOXUNBIX MAIEHTOB C MOYeYHON HEeA0CTaTOYHOCTHIO. Kak coobmianock, HEKOTOpHIe cilyyau
3aKaH4YMBAJIMCh JICTAIBHBEIM UCXOAOM. OJHOBpPEMEHHOE IpPHMEHEHHe KIAPUTPOMHMIMHA MU
KOJIXMLIMHA IPOTHBOIOKa3aHOo (CM. paszien «IIpoTuBonokasanus»).

Huzoxcun

Ipennonaraercss, 4To JUrOKCHMH sIBIAeTCs cyGerpatom Pgp. MI3BecTHO, UTO KIApUTPOMMIMH

uHruoUpyet Pgp. [pu coBmMecTHOM NpHeMe KIapHTPOMULMHA U AUTOKCMHA MHTHGHpoBanue Pgp
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KJIIapUTPOMHLIMHOM MOXKET IPHBECTH K ycnneﬂmo AeHCTBMA TUrokcuHa. [loctperucrpalmoHHbIe
HCCIIEI0BANMA NIOKA3aJH, YTO COBMECTHEIH NIPHEM JHUIOKCHHA U KIAPHTPOMHIIMHA TakKe MOXKET
MPUBECTH K NOBBILIEHHIO CBIBOPOTOYHON KOHLEHTPALMK AUIOKCHHA. Y HEKOTOPHIX IAllUEHTOB
OTMEYANMCh KIWHUYECKHUE CHUMITOMBI OTpPaBICHUS JAMIOKCHHOM, BKIHOYAd IOTCHIMAIBHO
neTanbHele apuUTMUH. [Ipy COBMECTHOM mpueMe KIApUTPOMHMLMHA M JUTFOKCHHA CIEAYeT
TUIATENBHO KOHTPOIUPOBATH KOHIICHTPALIMIO JUTOKCHHA B CHIBOPOTKE.

3uooeyoun

OnHoBpeMeHHEBIH NpueM TabAETOK KIAPMTPOMUIMHA W 3HIOBYAMHA IIEPOPATBHO B3POCIBIMU
BUY-HOUUMPOBAHHEIMA NALMEHTAMH MOXET TNpPHUBECTH K CHIDKCHHIO —pPaBHOBECHOM
KOHIIEHTPALMH 3UI0BY AMHA.

ITockoneKy KIapUTPOMMIMH BIIMSAET HA BCACHIBAHUE 3WIOBYAMHA NP MEPOPAIBHOM IIPHEME,
B3aUMOJICHCTBUs. MOXKHO B 3HAYUTENBHOM CTENMEeHM U30exaTh, MPUHUMAS KJIAPUTPOMUIMH W
3MJIOBYJIMH C MHTEpBaoM 4 Jaca.

ITopoGHoro B3ammopeiicTBua He Habmogamu y BUY-unQUUMpOBaHHBIX AeTell, MPUHUMABLINX
AETCKYIO CYCTIEH3HIO KIAPUTPOMHULUMHA € 3UAOBYJIUHOM HIIM JUIE30KCHUHO3MHOM. ITockonbKy
K/IAPUTPOMHMUMH MOXKET MpPENATCTBOBATH BCACHIBAHMIO 3HLOBYIUHA nppi X OJHOBPEMEHHOM
NpUeMe BHYTPb y B3pOCIBIX NALMEHTOB, MOJOOHOE B3aMMOJEHCTBHE BPSI JIH BOSMOXHO MpH
HCTIONB30BAHUM KJIAPUTPOMHUIIMHA BHYTPHBEHHO.

‘Denumoun u eanvnpoesas KUCioma

Hmerotcs  naHHBIE © ésaHMoneﬁCTBnﬂx MHTHOUTOPOB U30(pepMeHTa CYP3A (BxJIOUast
KJIapUTPOMHIIMH) € TpenapaTaMy, KOTOpEIe He MeTaboIU3UPYIOTCA ¢ MOMOIIBI0 H30(epMeHTa
CYP3A (¢eHnTOMHOM M BaJBIPOEBOH KHCIOTOH). [l JAHHBIX TPENAapaToB, IPH COBMECTHOM
NPUMEHEHUM ¢ KIAPUTPOMHULMHOM, PEKOMEHIYEeTCs OIpeJeNeHde HUX  CHIBOPOTOYHKEIX
KOHUCHTpAlMH, TaK KaK MIMEIOTCS COOOIIEHNS 00 UX TOBBILICHHH.

gnganpaSJzennoe g3aumoodeticmeue JIEKAPCMBEHHBLX npenapamos

Amaszanaeup

KnapuTpoMuLmH 1 aTazaHaBup SBJIAIOTCA Kak CyOCTpaTaMu, TaK i MHTUGMTOpaMHu u3odepMeHTa
CYP3A. CymecTByeT CBUAETENBCTBO JBYHAMPABIEHHOTO B3aUMOJEHCTBHS STHX IpENapaTos:
CoBMeCTHOE TIpUMEHEHHEe KIapuTpoMuumHa (500 Mr apa pasa B [eHb) M aTazaHaBupa (400 mr
OJIMH pa3 B JCHb) MOXET NPUBECTH K IBYKPATHOMY YBEITHYCHUIO BO3NENHCTBYS KIAPUTPOMULMHA
U yMEHbIIEHHIO Bo3AekcTBUs 14-OH-xnapurpomuinuua sa 70 %,. C YBE/IMYEHUEM AUC
aTazaHaBHpa Ha 28 %. Bnaropaps mmpoxomy TepaneBTHYECKOMY JHANA30Hy KIapUTPOMHIMHA
YMEHBUICHNE €ro H03bl Y NalHEHTOB C HOPMaNbHOH (yHKuueidl mouyex He TpeGyerca. VY
MalMeHTOB € YMEPeHHOH moyeuHod HemocratouHocTeto (KK  30-60 mn/muH) nmosa

KIIApUTPOMHULHMHA N0JbKHA OBITh yMeHbIneHa Ha 50 %. Y nanuentoB ¢ KK menee 30 mu/Mun
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JI03y K/IapUTpPOMHLIMHA cne,ziyeT CHU3UTL Ha 75 %, HCIONB3Yys Ul 3TOTO coorBeTcTBy}omylo
JeKapcTBEHHYIO hopMy KinapuTpoMunyHa. KnapuTpoMuluH B 103aX, npepsimatomux 1000 mr B
CYTKH, HEb3s IPUMEHATE COBMECTHO ¢ MHIMOMTOPaMH MpoTeas.
Brnoxamopsl «me0neHHbIX» KabYUEBbIX KANAN06

Ipu 0MHOBPEMEHHOM NPUMEHEHUH KIAPUTPOMHUIIMHA U OJIOKATOPOB «MEIJIEHHBIX» KaJbLHEBBIX
KaHaloB, KOTopLIe" MeTaboMI3UpyIoTC  M30(epMeHTOM CYP3A4 (HampuMep, Bepanammuil,
aMJIOAMIINH, TUITHA3eM), CIEAYET COOIONATh OCTOPOXKHOCTH, IMOCKONBKY CYMIECTBYET PHCK
BO3HUKHOBEHHs apTepHalbHOM THUMOTEH3UHM. [InasMeHHble KOHIEHTPAaLUH KIapUTPOMHLIMHA,
TaKKe KaK M OJOKATOPOB «MEIJIEHHBIX» KaNbIMEBEIX KAHAIOB, MOIYT MOBBINATECA HpPH
OTHOBPEMEHHOM IIPUMEHEHHMH. ApTepuajbHas TUIOTEH3Ms, OpaJuapuTUMHSA M JIAKTOAlM03
BO3MO>KHEI [IPY OJJHOBPEMEHHOM NpHeMe KIapUTPOMHLIMHA U BeparnaMuia.

HUmpaxonazon

KnaputpoMuiyH ¥ MTpakoHa3onl SIBJLIIOTCA cyOcTpaTaMd W HHruburopamu usodepmeHTta
CYP3A, 4to ompenenseT ABYHarpaBlIieHHOE B3aUMOJEHCTBHE INpenapatoB. KiaapurpoMHLUH
MOXXET IIOBBICHTh KOHLEHTPALMIO UTPAKOHA30Ja B TIa3Me, B TO BpeMsl KaK UTPAKOHA30Jl MOXET
MOBBICUTH  MIA3MEHHYIO KOHLIEHTpALUIO KnapnTpOMnuHHa. IlanenToB, OOHOBpPEMEHHO
NPUHUMAIOLIMX UTPAKOHA30J M KJIApUTPOMMLMH, CllelyeT TIIaTeIbHO 00CIe[OBAaTh Ha HaJIMYHe
CHMIITOMOB YCHICHUS WIM YBEIMYEHHs JJIMTENLHOCTH (DapMaKoNOrHueckux >hpeKToBR 3THX
Npenaparos.
Cakeuﬂaeup
KnapuTpoMuuMH # CakBHHaBHp SBIIOTCA CyOCTpaTaMM W HMHTHOMTOpamMd H30(QepMeHTa
CYP3A, 4to ompeaenseT AByHaNpaBIeHHOE B3aUMojelcTBue npemaparoB. OJHOBPEMEHHOE |
npuMeHeHue KrnapurpomuiHa (500 Mr gBa pasa B JeHb) M cakBUHaBHpa (B MSITKHX
XKENATUHOBEIX Karcynax, 1200 mr Tpu pasa B ieHb) y 12 310pOBBIX JOOPOBOJBLEB BEI3BIBAJIO
ypenuyenre AUC n Cmax cakBuHaBupa Ha 177 % u 187 % COOTBETCTBEHHO B CPABHEHHH C
npueMoM cakpuHaBupa B OTAeNbHOCTH. 3HadeHMsI AUC U Cpax KIApUTPOMUUMHA OBLIH
npubau3HTensHO Ha 40 % BEILIE, YeM mpu MOHorepaan KJIapUTpOMULIMHOM. Tlpu coBMecTHOM
NPUMEHEHUH 3THUX ABYX IPENapaToB B TEYEHHE OrPaHMYEHHOrO BPEMEHH B Jl03aX/cOoCTaBax,
YKa3aHHBIX BEIIIE, KOPPEKLH O3Bl He Tpebyercst. Pe3ynsTaTsl HCCIETOBAHHMS JTEKAPCTBEHHEIX
B3aUMO/ICHCTBHHA C UCIIONB30BAHUEM CAaKBUHABHMPA B MATKUX XKEIaTHMHOBBIX KalCylaX MOTYT HE
COOTBETCTBORATE 3(dexTaM, HAOMOJaEMBEIM NpU MPHUMEHEHUH CAKBHHABMPA B TBEPIBIX
XKENIATUHOBBIX Kancynax. Pe3yneTaTsl HMCCIEAOBAHHA JICKAPCTBEHHBIX B3aUMOMEHCTBHUA IIpH
MOHOTEpAIMy CaKBHHABMPOM MOLYT He COOTBETCTBOBAaTh S(pdekraMm, HabmrogaeMbM IpU
Teparnuy cakBUHapUHOM/puToHaBHpoM. [lpu mpreMe caKBUHABMpPA COBMECTHO C PHUTOHABMPOM

CJIEAYET YUYUTBIBATh NMOTCHIMAJIEHOE BIIUSIHHUE PHUTOHABHpPA Ha KIapUTPOMHULIAH.
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Oco0ble ykasanus ‘

JITMTeNBHEIH TpUeM AHTHOMOTHKOB MOMET TPHUBOAUTE K OOpPa3OBAHHMIO KOJOHHH ©
VBEIMYSHHBIM KOJMYECTBOM HEUyBCTBUTEIBHBIX Oakrepuit u rpubos. Ilpu cynepundexunun
HeoOX0IUMO Ha3HaYMUTh COOTBETCTRYIOLIYIO TEPAIIUIO.

HasHaueHne KJIapUTPOMMIMHA _6epememmiv1 XEHIMHAM  JOJDKHO TIPOBOJAUTHCS  IIPH
TINATENBHOM OLIEHKE COOTHOINEHHS PUCKA M TTOJIB3BI, OCOOSHHO B TEUESHHE MEPBEIX TPEX MECSLIEB
OepeMEeHHOCTH.

TIpu NpUMEHeHUH KIAPUTPOMHIMHA COOOIAIOCH O MEYeHOYHOM AMCYHKUMM (TOBBIUEHHE
aKTUBHOCTH TI€YEHOYHBIX (PEPMEHTOB B KPOBH, TeNaTOLE/UIIONAPHBIA W/HIM XONEeCTATUIECKUH
renaTuT ¢ Xentyxoit win 6e3). [leyeHouHas AUCHYHKLMA MOXET OBITh TSDKENOH, HO OOBIYHO
apisercs obpaTumoii. MiMerores ciryyan re4eHOYHo Héaoc_:TaTOqucm C JIETANBHBIM MCXOHOM,
IJTaBHBEIM 00pa3oM CBsi3aHHBIE C HAJIMYHEM CEPBE3HBIX COIMYTCTBYIOLIMX 3a0oNeBaHUIl W/Wmu
OIHOBPEMEHHEIM IIPUMEHEHHEM JPYTUX JIEKAPCTBEHHBIX cpeAcTB. [Ipy MOABIEHAM NPU3HAKOB U
CHMIITOMOB TeTIaTUTa, TAKUX KaK aHOPEKCHs, JKeNTyXa, IOTeMHEHHEe MOYH, 3yH, OONE3HEHHOCTD
KBOTA IIPH NaJibIALHH, HeOGXO/IMO HEMETEHHO TPEKPATHTH TEPATIMIO KIAPHTPOMHLHOM.
Ilpn Hanu4uu XpoHMUYECKHX 3abojieBaHMI IeYeHM HEeOoOXOAMMO IPOBOIAMTH PEryJIspHBINA
KOHTpOJb (hepMEHTOB CHIBOPOTKH KPOBH.

Ilpn neyeHHMM TmIPaKTUYECKM BCEMHM aHTUOAKTEpHANbHBIMU CpEICTBAMH, B TOM YHCIIE
KJIApUTPOMHLITHOM, OTIUCAHBI CIIyYau 'nceBAOMéMGpaHosﬂoro KOJIUTA, TSDKECTh KOTOPOT'O MOXKET -
BapbUPOBATECd OT JIETKOH HO yrpokaromeil >xkusHH. [lpu neyeHMM OpaKTUYeCKd BCEMH
aHTHOAKTepHANBHBIMU IIpENapaTaMi, B TOM WYHCIE KIApPUTPOMULMHOM, OIMCAHBI . CIIydaH
Clostridioides difficile-accouyupoBaHHON JUapeH, TSHKECTh KOTOPOM MOXKET BapbUPOBATHCS OT
JIETKOM JMaped A0 YIPOJXKAOIIErO >XM3HM KOIMTAa. AHTHOAaKTepHalbHEIE IperapaTsl MOTYT
U3MEHUTH HOPMAIBHYIO MI/IKpoq)iIopy KMINEIHNKA, YTO MOXeT mpusectu k pocty C. difficile.
IlceBpomemOpano3HsIit Konut, BeI3BaHHE Clostridioides difficile, neoO0xomumo nonoépeBaTL y
BCEX [ALMCHTOB, Y KOTOPHIX MOC/IE HPUMEHEHUs AHTHOAKTEPUANBHBIX CPENCTB Pa3BHIIACH
muapess. . Tlocne mnpoBemeHMs Kypca aHTHOMOTHKOTEpamuH HEOOGXOMMMO —TIATENBHOE
MEMUMHCKOE  HaGmOfeHHe  3a TALUEHTOM. ONMUCHIBANMCH ~ CIYYaH  pasBHTHS
TCeBIOMEMOPaHO3HOTO KOJIMTA CITYCTs 2 MeCsIa Iocle NpHeMa aHTHOHMOTHKOB.

Ilpu neueHun MakpoNMAaMu, BKIIOYAsS KIAPUTPOMUIMH, HaOMIOANOCE YIIMHEHHE CEpACYHOl
penonspuzanuu U uHTepBaga QT, BHI3GIBAs pPHCK pa3sBUTHA CEPAEYHON APUTMHM U
JKENMyNOYKOBOM TaXuKapiuy THIA «upysT» (cM. paspen «llobounoe nefictue»). Tak Kak

CJICAYIOIIME CHUTyalluh MOIYT NPHUBOAUTH K YBCIHYCHUIO pHCKa Pa3BUTHA KCIIYTJOYKOBEIX

- apUTMUI (BKJIOYAs JKEMyJOYKOBYIO TAXMKAPIUIO THIA «IHMPYIT»), TO KIAPUTPOMHLMH He



JIOJDKEH MPUMEHATHCS Y CIESAYIOMMX KaTeropuii TALHCHTOB:

® y alUEHTOB ¢ runoxamemMueit (cM. pasaen «[IpoTHBOMOKa3aHUM»);

¢ Y aIUEHTOB ¢ rUIoMaraueMueii (cM. pasuen «Hpommnox_éswwx»);

® OJHOBPEMEHHOE HA3HAYCHHE KnapHprmuuHHa C  acTeMM30JIOM, LHU3ANpPUHOM,
IHMMO3HMJ0M U TepdeHaAMHOM IIPOTUBOIIOKa3aHO (cM. pa3zen «I[IpoTHBomOKa3aHUs);

® Yy NALMEHTOB C BPOXXICHHBIM MM NPHOOPETEHHBIM 3apEeTHCTPUPOBAHHEIM YIHHEHHEM
naTeppana QT wunm HamuuMeM >XeTy[JOYKOBOM apuTMMKM B aHaMHese (CM. pasgen
«[IpoTuBonokazanus»);

- KJIApUTPOMHMUMH [IOJDKEH TNIPUMEHATBCS € OCTOPOXKHOCTBIO Y cnenyxomnk KaTeropui
NaLMEHTOB:

° y mNalMeHToB ¢ Huemudeckol Oonesnsto cepaua (MBC), Tsxkemoit cepaeunoit
HEIOCTATOYHOCTLIO, HApyLIEHHSMHU @POBOJMMOCTH WM KIMHHYECKH 3HAYMMOMH
Opanukapauei;

° Yy NalUeHTOB, OJHOBPEMEHHO IPUHUMAIOINUX JpYTHe nexapéTBeHHBIe npenapaTsl,
CBA3aHHBEIE ¢ yanuHenueM uHTepBana QT (cMm. pazmen «BsaumomneicTBHe ¢ ApyruMM
NIeKapCTBEHHBIMHU CPEICTBAMMN).

ITepen HasHayeHHEM KIApUTPOMHLUMHA BCEM IALUSHTaM, NPHHUMAIOUIMM THIPOKCHXIOPOXHH
WA XJIOPOXMH, TINATENBHO, B3BECHTE COOTHOLIEHHE MOJB3BI M PHCKA M3-3a noreﬂuﬁanbﬂo
TIOBBIMICHHOTO PHUCKA CEpAEYHO-COCYAMCTEIX COORITHH M cep,ueqﬂo—cocyjmcron CMEPTHOCTH
(CM paznen «B3auMozeiicTere ¢ APYTHMH JIEKAPCTBEHHBIMH CPEICTBAMMUY ).

B Xoie SUMIEMHOIOrMYECKHX HCCIEAOBAHUH 0. U3Y4EHHIO pHCKa HeOIaronpUsATHHIX
CepACYHO-COCYIUCTEHIX ~ MCXOMOB TpH  INPUMEHEHHM. MAakKpOIMAOB OBUIM  HOJYYeHEl
HEOJITHO3HAYHEIE Pe3yNIbTaThl. B HEKOTOPBIX HAOMIOJATENEHBIX UCCIIEAOBAHUAX OB YCTAHOBIIEH
KpaTKOBPEMEHHBIH pPHUCK pasBUTHUA apUTMUM, HH(apKTa MHOKapaa H CMEpTH  OT
CepACYHO-COCYIUCTEIX 3a00/eBaHUM, CBA3aHHBIX C MPUMEHEHHEM MAaKpOJMIOB, BKIIOYas
KiaputpoMuliH. Ilpy HasHaYeHMM KNAapUTPOMHULIMHA CIEAYeT COOTHOCUTH MPEIIONaracMyro
TI0JIB3Y OT MpHeMa npe.napaTa C JaHHBIMM PUCKAMH.

Bo3MOXHO pasBuTHE TMEPEKPECTHOH PE3MCTEHTHOCTH K KIAPUTPOMUIMHY M APYTHM
aHTHOHOTHKAM IPYTIE MAKPOJIMAOB, & TAKXKE JIMHKOMULMHY U KIMHIAMUIHHY.

YVuuThIBas pacTyIIylo DPe3HCTEHTHOCTh Streptococcus. pneumoniae X MaKponuaaM, BaXHO
MPOBOJUTH TECTHPOBAHUE YYBCTBUTENLHOCTH IPH HA3HAYEHWH KIAPHTPOMHUMHA MALHEHTaM C
BHEOONbHUYHON nHeBMOHMEH. IIpM TOCHHMTANBHOM NHEBMOHMM KIAPUTPOMHUUMH CIELYET
TPUMEHATH B KOMOMHALUK C COOTBETCTBYIOIMMH aHTHOHMOTHKAMH.

Hudexuuy xoxu 1 MATKHX TKaHel JIerKod ¥ cpeqHeil CTENEeHH TSDKECTH Yalle BCEro BHI3BAHEI

Staphylococcus aureus u Streptococcus pyogenes. Ilpu sTom 06a Bo36yaHTEIS MOTYT OBITH
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YCTOHYMBEL K MaKpOJIMAaM. 1H03T0My BOXHO IIPOBOAMTE TECT HAa YYBCTBHUTEJIHHOCTE.
Makponuasl MOXHO NPUMEHATH MPH HHGEKUuusx, Be3BaHHRX Corynebacterium minutissimum,
3aboneBaHUAX yrpU BYJIbrapHBIe U POXa, a TAKKE B TEX CHUTYaLHsX, KOTAA HEJNb3s IPUMEHSTH
NEHULIMIIMH.

B cnyuae nosiBneHUs OCTPHIX peakLMil TMIepYyBCTBUTENBHOCTH, TAKUX KaK aHaQJhnaKanecxan
peaKuys, TsDKenble KOXHBIE JIEKAPCTBEHHBIE peakuu: (HallpuMep, OCTPEIN reHepaiu30BaHHEIH
SK3aHTEMATO3HBIH IMycTynes), cuHapoM CruBeHca-J[KOHCOHA, TOKCHYECKUM 3nnnepmanbﬂmﬁ
HEKpOJIM3 M JIEKapCTBEHHas ChbIIb € S03MHOQMIHEH M CUCTEMHOM CHMIITOMATHKOM
(DRESS-cunapom) HeoO6XOmMMO cpasy k€ MPEeKpaTHTh HpHeM KIApUTPOMMIMHA M HAuaTh
COOTBETCTBYIOIIYIO TEPANHUIO. B ciiyyae COBMECTHOTO NPUMEHEHHS C BAPHAPUHOM I IPYTHMH
HETIPSIMBIMHM aHTHKOAryJIIHTaMK HeobxoauMo koHTposuposats MHO u npoTpoMOHHOBOE BpeMmst
(cM. paszien «B3anmMoAeHCTBHE C APy MMM JIEKAPCTBEHHBIMH CPEICTBAMK).

Cnenyer cobmoaaTh OCTOPOXKHOCTH NpU OJHOBPEMEHHOM MPHMEHEHUM KIAPUTPOMHIMHA C
nepopaibHEIMA aHTUKOAryJITHTAMH NPSMOT0 [AeHCTBHA, TAKUMHU Kak JaburaTpaH, puBapokcabaH
1 anukcabaH, 0COOEHHO y MALMEHTOB C BHICOKMM PUCKOM Pa3BUTHUs KPOBOTEUEHUS (CM. pas3iesl

«C OCTOPOXXHOCTBIO» U ((BBaHMOHeﬁCTBHC C IpYIr'AMHU JIEKAPCTBCHHBIMU CpCIICTBaMI/I))).

Bansinme Ha cnocoGHOCTH YHPaBJSTH TPAHCHOPTHHLIMH CPEACTBAMH H MeXaHM3MaMH
JlaHHBIE OTHOCHMTENBHO BIIMAHMS KIAPUTPOMMIMHA HAa CHOCOOHOCTE K  YIpPaBJICHHIO
aBT0M06unéM M MEXaHHU3MaMHM OTCYTCTBYIOT. o -

Cnenyer -COGH}OJIaTL OCTOPOXHOCTh IIPH YIPABJIICHUH TPAHCIOPTHEIMH CPEACTBAMU H
MEXaHU3MaMHM, YYUTHIBAasS IOTEHLHANBHYIO BO3MOXHOCTb TONIOBOKPYXXCHHS, BEpPTHUIO,
CITyTAHHOCTH CO3HAHMA W J€30PHEHTAlMH, KOTOPBIE MOTYT BOZHHUKHYTH IpPH MPHMEHEHHH

JaHHOTO IIpenapara.

®opma BeIyCKA

TabneTku, NOKPHITHIE IIEHOYHOU 060J104KOM, 250 Mr:

ITo 4 Tabnerku B [IBX/Al 6nucrep.

5 6/MCTEPOB B KAPTOHHYIO MayKy ¢ MHCTPYKUHEHN 10 IIPUMEHEHHIO.
ITo 10 Tabnerox B [IBX/Al Giuctep.

1 GarcTep B KAPTOHHYIO MAYKy ¢ MHCTPYKIMeEH M0 MPUMEHEHHIO.
TabneTku, MOKPHITHE WICHOYHOM 060104KOM, 500 Mr:

Ilo 10 Ta6bnerok B AI/Al 6mucrep.

1 GucTep B KAPTOHHYIO MAYKY C MHCTPYKIKMEH 110 IPUMEHEHHIO.

o 14 Tabnerok B Al/Al 6nucrep.



COOTBETCTBYET 3KCNEPTHO
ot 31.08.2023 N 16845 26
(Bxopawwmit M3 N24243559)

MY OTYETY

1 6mvcTep B KapTOHHYIO ITAUKY ¢ HHCTPYKIUEH IT0-HpHMEeHEHHo:

YcaoBusi XxpaneHust
B opurunansHoit ynmakoBke (61uCcTEp B Mauke) NpH TeMreparype He uiie 25 °C.

XpaHuTh B HEIOCTYITHOM JJIS IETEH MecTe.

Cpox rognoctu
3 rona.

He IPHUMEHATH 110 HCTE€YCHHUH CpOKa F'OJHOCTH.

Venosus oTmycka

OTmycKkaroT 1o pelenty.

IIpon3BoguTean
Mukpo Jlabc Jlumurern,

92, IlpombiuieHHsH kommeke Cunkort, Xocyp - 635 126 (T.H.), Mamus

JepkaTenb perucTPalMOHHOI0 yAocToBepeHusi/ OpraHuzanus, IPUHAMAIOIIAS XIPEeTEH3 MU
qmpeﬁm‘eneﬁ |

Axnuonepsoe  obmecTBO  «XuMuKo-(papMaueBTHUeckui  kombuHar  «AKPYIXHH»
(AO «AKPUXHH»), Poccust

142450, MockoBckast Q6HaCTB, r.o. boroponckwmit, r. Crapas Kynasna, yin. Kupoga, 1. 29

Tenedon/daxc: +7 (495) 702-95-03

o€ 06

[IpencraButens KOMIaHHHI E.C. IlauTeneena



