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ot 10.11.2023 Ne 22865
MUHUCTEPCTBO 3/IPABOOXPAHHHIS POCCHAMCIROMIQEFHPAT I 1)

UHCTPYKILIMUA .
[10 MEJIJALIMHCKOMY TMTPUMEHEHUIO JIEKAPCTBEHHOI'O TIPETIAPATA
Kaapurpomunun
PerucrpanuodHbiii HOMep
JIT1-000737
ToproBoe HaHMeHOBaHHe
KnaputpomMumx
MexkayHapo/iHOe HeNATEHTOBAHHOE HJIH IPYNNHPOBOYHOE HAUMEHOBAHHE
Knapurpomunun
JlekapcTrBenHas popma
TabneTku, MOKPBITHIE MJIEHOYHOH 0001049K0I
Cocras
1 TabneTka, MOKpBITAs MJIEHOUHOU 000JI0UKOH, COIEPIKHT:
oeticmeyrowee seujecmso — knapurpomutin 250,00 mr uim 500,00 mr;
6Ccnomozamenbible 6elyecmsa: IeJUToN03a MUKpokprctaumrdeckas (Avicel PH-101) — 86,555 mr
wi 173,11 mr, nemmonosa mukpokpuctamyeckas (Avicel PH-200) — 7,50 mr umm 15,00 mr,
KpockapMmesio3a Hatpust — 11,25 mr wim 22,50 mr, noBugoH — 11,25 mr mmm 22,50 Mr, KpeMHuS
JTMOKCHJT KOJUTOMIHBINA 6e3B0 1HbIH — 2,82 Mr uimm 5,64 mr, Maruus creapar — 5,625 mr nnu 11,25
MT; naenoynasn obonouxa: Onanpaii xenrbiii 20H82975 — 7,50 mr mim 15,00 mr (runpomeruiosa
15¢P — 4,38 mr uiu 8,76 Mr, mponmiIeHrmKos — 1,26 mr wim 2,52 Mr, THTaHa guoken — 1,18 mr
wid 2,36 mr, runponosa — 0,39 mr wim 0,79 mr, BanwmmH — 0,16 mr wm 0,32 mr, copOrHOBas
kucsnora — 0,11 mr uim 0,23 mr, kpacuTes xele3a okeut xentsid — 0,02 mr umm 0,04 mr).
Onucanne

JlosupoBka 250 Mr: JBOSKOBBIMYKIble Ta0JETKH OBAIBHOH (OPMBI, MOKPBITHIE IIEHOYHOM

060JI0YKOM CBETIIO-XKEIITOrO 1[BETA, ¢ IPaBUPOBKOI «D» Ha OJIHOI CTOPOHE U IPABUPOBKOM «62»
Ha JIPYTOH.

HosupoBka 500 Mr: ABOSIKOBBIMYK/Ible TaOJIeTKH OBaIbHOH (HOPMBI, NOKPBITHIE MICHOYHOM

000JI0YKON CBETIIO-XKEIITOTO 1BETA, C FPABUPOBKON «D» Ha OJJHOI CTOPOHE M I'PABUPOBKOH «63»
Ha JIPYTOH.

@apMakoTepaneBTHYECKAs IPyNa

AnTHOaKTEpHATBHBIE CPEJICTBA CHCTEMHOrO JICHCTBUSI, MaKpOJIM/Ibl, JIMHKO3AMMIbI U
CTPENTOT paMUHBI; MAKPOJIU/IBL.

Koa ATX
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dapMaKo0ruyecKne cBoHCTBA

Dapmakoounamurka

KHapHTpOMHIIPIH SIBJISICTCSA  TIOJTYCHHTCTHYCCKUM AHTHOHOTUKOM rpynibl  MaxkpoJHJI0B H

OKa3bIBaeT aHTHOAKTepHAIbHOE  JIeHCTBHE,

B3aMMOJICHCTBY S

¢ 50S pubocomanbHOR

cyObeIMHUIIeH U ToIaBsisis cuHTe3 Oesika OakTepuil, 4y BCTBUTEIbHBIX K HEMY.

KJ'lapHTp()MHHPlH MPOJACMOHCTPUPOBAJI BBICOKYIO AKTHUBHOCTb in vilro B OTHOIIEHUH Kak

CTAHJAPTHBIX Ta0OpPaTOPHBIX MITAMMOB OaKkTepH

W, TaKk U BBIJIECIEHHBIX y OOJIBHBIX B XOJ€

KJIMHHYECKON INPAKTHKH. HpOHBJIﬂeT BBICOKYHK) AKTHBHOCTbH B OTHOIICHHH MHOTI'HX a3p06m>1x H

aHa3p06me IPaMITOJIOKHUTECIIBHBIX U I'PAMOTPUALATEIIBHBIX MHKPOOPTraHH3MOB. MuHHUMATBHBIE

noaassfome  Kourenrpamnu (MITK) knaputpomuiina Juist GONbIIMHCTBA BO30Y/MTENEH

Menbiie, yem MIIK sputpomuiiiHa B cpejiHeM Ha 0/1HO logy pa3BejieHue.,

K1apuTpOMHIMH in vilro BLICOKOAKTHBEH B OTHOIICHUH Legionella pneumophila, Mycoplasma

pneumoniae. OkasbiBaeT OakTepHIMIHOE JeiicTBUE B oTHOMEHHM Helicobacter pylori, nannas

AKTUBHOCTH KIIAPUTPOMHIIMHA BBILIE IIPHA HCﬁTpaﬂbHOM pH, YEM IIPH KHCIIOM. KpOMe TOro,

JIAHHBIE in Vilro W in vivo yKa3bIBalOT Ha TO, 4TO

KJIIApPUTPOMHUITHH [leﬁCTByeT Ha KJIMHHYCCKH

3HAYMMBbIE BU/IbI MUKOOaKTEpHii. Enterobacteriaceae n Pseudomonas spp., TaK xe, KaK U IpyTue,

He (QepMeHTHpYIOIMe JIaKTO3y [IpaMOTpHIATEbHbIe OaKkTepuH,

KJTAPHTPOMHIIMHY .

HE 4YYBCTBHUTEJIbHBI K

AKTHBHOCTb KJIapUTPOMHUIIMHA B OTHOIICHHH OOJILITMHCTBA IITAMMOB NEPEUUCIICHHBIX HHKE

MHKPOOPraHu3MOB JIOKa3aHa Kak in vitro, TaK 1 B

KJIMHUYECKOH MPAKTUKE TPH 3a00JIEBAHUAX,

NNEPEYUCIICHHBIX B pa3/iciic «ITokazanus IPUMECHCHHUIO).

AdpoOHBIE IPAMITOIOKUTETBLHBIE MUKPOOPIaHH3MbI

Staphylococcus aureus
Streptococcus pneumoniae
Streptococcus pyogenes
Listeria monocytogenes

A3poOHBIE IPaMOTPHIIATEILHBIE MUKPOOPIaHH3MBI

Haemophilus influenzae
Haemophilus parainfluenzae
Moraxella catarrhalis
Neisseria gonorrhoeae
Legionella pneumophila

Jlpyrue MUKPOOpPraHu3Mbl

Mycoplasma pneumoniae
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Chlamydia pneumoniae (TWAR)
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MuxobakTepuy

Mycobacterium leprae
Mycobacterium kansasii
Mycobacterium chelonae

Mycobacterium fortuitum

Mycobacterium avium complex MAC) — xommexc, BKirogaromuii: Mycobacterium avium u

Mycobacterium intracellulare

HpOJI}'KIII/IH OeTa-TaKTaMasbl HE OKa3blBaeT BIUSHUS Ha AaKTUBHOCTH KJIapATPpOMHUILIMHA.

BoJBIIMHCTBO IITAMMOB CTa(I)I/IJIOKOKKOB, PE3UCTCHTHBIX K MECTHHWUIAHY KW OKCalHIIIHHY,

00J1a1ar0T YCTONYHBOCTHIO U K KJIAPUTPOMHULIUHY .

Helicobacter pylori

YyscTBUTENLHOCTE H.pylori K KIapUTPOMUIMHY M3ydanack Ha usonsarax H pylori, BRIIETEHHBIX

or 104 mamumeHTOB, 10 HavYaira Tepamudu npemapatoM. Y 4 IanHeHTOB OBUIM BBINEJIECHEI

PE3UCTEHTHbIE K KJIAPUTPOMHUIMHY InTammbl H.pylori,y 2-X - ITaMMBl C YMEpPEHHOH

PE3UCTCHTHOCTBIO, Yy OCTaNBHBIX 98 mamwenToB u30JATHL H.pylori OBLIM 9yBCTBHTENBHBEI K

KJIApUTPOMUIIMHY.

KitapuTpoMUIIiH  OKa3bIBae€T JEHCTBHE in Vifro . B OTHONICHHH OONBIIMHCTBA INTAMMOB

CIEIYIONMX MHKPOOPraHU3MOB (0OmHAaKO Oe30macHOCTs U 3(P(EKTHBHOCTH HCIOIL30BAHHUSA

KJIapuTPpOMHUITHMHA B KJIIMHHYECKOH TPaKTHKE HE IIOATBEPXKACHA KIMHAICCKUMHA UCCIICNOBaHHsIMY,

A IMMPAKTHYCCKOEC 3HAYCHUC OCTACTCA HeS{CHBIM)C

A3poOHEBIE IPaMITOI0KUTEIHHBIE MUKPOOPTaHU3MBI

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

Aspoburie rpaMoTpUIATCIIEHBIC MHKPOOPTraHH3MEIL

Bordetella pertussis
Pasteurella multocida

AHa3po0HEIE IPaMIIOIOKHTEIHHBIE MHKPOOPraHH3MbI

Clostridim perfringens
Peptococcus niger
Propionibacterium acnes

AHaspobHEBIE T PAaMOTPHUIIATCIIEHBIC MUKPOOPTaHHU3MbI

Bacteroides melaninogenicus

CriupoxeTst
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Borrelia burgdorferi

Treponema pallidum

KamnuinobakTepuu

Campylobacter jejuni

OCHOBHBIM  MeTa0OJMTOM  KJIAPUTPOMHIIMHA B OpraHu3Me  4YejioBeKa  SBIACTCH
MHUKPOOHOTIOTHUECKU AKTHBHbBIN MeTadouT 14-ruipOKCUKIAPUTPOMHIIHH (14-
OH- knapurpomunuH). MukpoOuonornyeckas akTHBHOCTb MeTaboJMTa Takas Xe, Kak y
UCXOJHOTO BelecTBa, Wik B 1-2 pasa ciabee B OTHOIIEHHUH OOJIBLIIMHCTBA MHKPOOPraHU3MOB.
Uckmouenne cocrapisiet . influenzae, B OTHOIEHAH KOTOPOH >(eKTUBHOCTE MeTaboIHuTa B
JBa pa3a Beiie, Micxo/Hoe BEUEecTBO U ero OCHOBHOM MeTaboIMT OKa3bIBAIOT JIMO0 a/UIHTHBHBIM,
mmbo cunepruueckuit ekt B orHomennu H. influenzae B yCIOBHSAX in Vilro W in vivo B
3aBHCHMOCTH OT IITaMMa OakTepHii.

Tect HA YYBCTBUTEILHOCTh

KonwnuecTBeHHBIE METO/bI, TpeOylole U3MEPEHHs AMaMeTpa 30HbI MOJABICHHs POCTa, AAK0T
Hanbosiee TOUHbIE OLIEHKH 4yBCTBUTEILHOCTH OaKTepHil K aHTHMHUKPOOHBIM npenaparam. OnHa
M3 PEKOMEHYEeMBIX METOIMK /I OHPEIeJEHUs YyBCTBHTEILHOCTH HCIOIB3YeT IHUCKH,
MMIIpErHHpOBaHHbIE 15 MKr Kiaputpomuimua (aucko-muddysuonnsii meron Kupou-bayspa);
[IpY HHTEPIIPETAIMH TECTA IHAMETPHI 30H M0/[aBIICHHUs POCTa KOppenupytoT co 3HadeHusMu MITK
knaputpomuipta. 3Hadenus MIIK onpeenstores MeTo10M pa3BeieHus B OyJIbOHE HIIM B arape.

HpH HUCIIOJIB30BAHHUM DTHUX METOJAMK OTYET U3 na6opaT0ppm 0 TOM, 4YTO IITaMM SABJISETCA

"qyBCTBHTEIBHBIM", YKa3bIBaeT HAa TO, YTO BO30OYJAMTEIb HH(EKIUH, BEPOATHO, OTBETUT HA
neuerne. OTBET "pe3UCTeHTHRIN" YKa3bIBAaeT HA TO, YTO BO30YyINTEINb, BOSMOKHO, HE OTBETHT Ha
nedenne. OTBET "MPOMEKYTOUHAS TyBCTBHUTEIBLHOCTH' MPENOJaraeT, YTo TeparneBTHYCCKUH
spdext npenapara MoKET ObITH HEOAHOZHAUEH WJIM MHUKPOOPTraHU3M MOXKET OKa3aTbCs
qyBCTBHTEJIBHBIM TIPH HMCHOJIB30BaHAK Oosiee BBICOKHX 103 npenapara. (IIpomexyrtounas
4yBCTBUTE/ILHOCTE TAKIKE HA3bIBACTCS "yMEPEHHOI 4yBCTBUTENBHOCTBIO").

Dapmakokunemura

BcacbiBanue

ITpenapar O6bICTPO BCACKIBAETCS B JKETYIOYHO-KUIIIEYHOM TpakTe. AGCOIOTHAs OMOI0CTYITHOCTD
cocrasisieT 0ko0 50 %. [Ipy MHOrOKpaTHOM npueMe 7035l Ipenapara KyMyJISIH{ IPaKTHIeCKH
He 00HapyXeHO, U XapakTep MeTaboIM3Ma B OpraHu3Me yejioBeka He u3MeHsics. [Ipuem nuim
HEMOCPE/JICTBEHHO TIepe/l MPUEMOM Mperapara yBeIHYHBaJd OMOJOCTYIHOCTH IIpenapara B

cpenHeM Ha 25 %. KiapuTpoMHIIMH MOXKET TPUMEHSITLCS 710 €/1bl I BO BpeMs €Ibl.

Pacnpenenenue, Metaboau3M U BLIBEICHUE
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In vitro ;

KaputpoMuIH cBs3bIBacTeA ¢ Genkamu 1iasmbl kposn Ha 70 % B konnentpanuy ot 0,45 10 4,5
MKr/min. Tpu KoHueHTparun 45 MKI/MI1 cBsi3bIBaHHE CHIDKaeTCs 110 41 %, BEpOSTHO, B pe3yJibTaTe
HACBIIIEHHS MECT CBSI3bIBAHUA. JTO HADIIOJAeTCs TOJILKO MPHU KOHUEHTPALHUAX, MHOTOKPATHO
PEBBIMIAIOIINX TEPANIEBTHYECKYO.

In vivo

Wccnenosanus in vivo Ha )KHBOTHBIX TMOKA3alH, YTO KJIAPHTPOMHIIMH NPUCYTCTBYET BO BCEX
TKaHAX, 38 UCK/TFOUCHHEM [IEHTPAIbHOM HEPBHOH CUCTEMBI, B KOHIEHTPALHSAX, B HECKOJIBKO pa3
NpeBbIAIMMX [iasMeHHble. HauGosnee Bbicokue KoHueHTpanuu (B 10-20 pa3  Beime
TUIa3MEHHBIX ) 00HAPYKUBATHCH B IEYECHH U JIETKUX.

300poswie

[Ipn Ha3HaueHUW KIapuTpoMuiHHa B Jio3e 250 Mr 2 pasa B CyTKM MakcuMallbHas paBHOBECHas
KoHIeHTpalus (Cmax) K1apuTpoMuiaa 1 14-OH-knaputpoMuIMHa B 1171a3Me I0CTUTAJIAch Yepes
2-3 naus u cocraisia 1 Mxr/mi u 0,6 Mxr/mi coorBetcTBerHo. [lepron nomyBbieenus (Tix)
KJIAPUTPOMHIINHA U €r0 OCHOBHOTO MeTaboJinTa coctaBuil 3—4 4aca 1 5—6 4acoB COOTBETCTBEHHO.
[Ipu HasHauenun Kiapurpomuimua B 03¢ 500 mr 2 pasa B cyTKH Cmax KJIAPUTPOMUIIMHA M 14-
OH-k1apuTpOMHIIMHA B [1J1a3Me JIOCTUTAIach 1oc/ie mpuemMa S-i JIo3bl B COCTAaBUIIA B CPEHEM
2,7-2.9 mxr/mn n 0,.88-0.83 mkr/min coorBercTBeHHO. T2 KIapUTPOMHMIIMHA U €M0 OCHOBHOIO
MeTtabosmTa coctaBui 4,5 -4,8 gaca u 6,9-8.,7 yaca COOTBETCTBEHHO.

Cmax 14-OH-kiapuTpoMuIlMHaA HE YBEIMUYMBAIACH MPONOPLMOHAIBHO J103€ KIAPUTPOMHIIMHA, B

TO BpeMs Kak IMepHO/T MOJTYBBIBEICHUS KAK KIAPUTPOMHULMHA, TAK U €r0 THAPOKCHIMPOBAHHOIO
MeTaboTa MMET TEHJCHIMIO K YBEJIMYEHHIO C IOBBIIEHHEM J103bl. Takas HeJMHeHHas
dapMaKkOKMHETHKA KJIAPUTPOMHIIMHA B COYETAHHWM C yMEHbIIeHHeM obOpa3oBanus 14-
THAPOKCUIIMPOBAHHBIX M N-JIeMETHIMPOBAHHBIX MPOIYKTOB IIPU BBICOKUX J103aX yKa3bIBaeT Ha
HEJIMHEeHHbI MeTaboJIM3M KJIapUTPOMHUIIMHA, KOTOPBIH CTAHOBHTCA Oo0Jiee BBIPAKEHHBIM IPH
BBICOKHX J103aX.

[Toukamu BeIBOMTCS OKOJIo 37,9 % mociie mepopajbHOro npHeMa KJIapUTPOMHIIMHA B J103€
250 mr u 46 % nocne npueMa KiapuTpoMuita B g03e 1200 Mr; KMIIEUHHUKOM BBIBOJIUTCS OKOJIO
40,2 % 1 29. 1 % cOOTBETCTBEHHO.

Tayuenmuoi

Knapurpomuna 1 ero merabomut 14-OH-knapuTpoMuIMH OBICTPO TPOHHMKAIOT B TKAHW H
KHJIKOCTH opraHusMa. VmeroTcss orpaHdueHHbIC JaHHBIC, CBUJICTEILCTBYIOIIME O TOM, YTO
KOHLIEHTPALUs KIAPUTPOMHUIIMHA B IIepeOpOCTTHHAILHONH KHJIKOCTH MPU MEPOPAILHOM NpHEME

He3HauuTellbHa (T.e. ToNbko 1-2 % OT KOHUEHTpPAIlMH B CHIBOPOTKE KPOBHU IIPH HOPMAJIBLHOM
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IIPOHMIIAEMOCTH reMatosHuedatnueckoro Oappepa). Konnter s 8 it do6ekino s

HECKOJIBKO pa3 BBIIIEC, YEM B CbIBOPOTKE KPOBH.

B TabnuIie npuBe/IeHbI TPUMEPBI TKAHEBLIX M CHIBOPOTOUHBIX KOHIICHTPAIIHH:

Konnenrparus (250 mr kax/asle 12 yacos)
Bua tkanu Tranesbie (MKI/T) CpIBOPOTOYHBIE (MKI/MIT)
MuHTTHHBI 1,6 0,8
Jlerkue 8.8 1,7

Hapyuienust (hyHKIIMH II€YEHU

V NanMeHToB ¢O CpeIHel ¥ TAKENION CTeNeHbIO HApyIeH s QYHKINH NEYE€HH, HO C COXPaHCHHOH
dyHKIHEH MoYeK KOPPEKIHS T03bl KIAPUTPOMHIIMHA He TpeOyeTcs. PaBHOBeCHas KOHICHTpAIHs 1
B M/a3Me KPOBH M CHCTEMHBIH K/IMPEHC KJIAPUTPOMHMIMHA HE OTIMYAIOTCH Y OOJIBHBIX JTaHHOH
rpyIIbI | 3I0POBBIX NalMenToB, PaBHoBecHas koHueHTpatus 14-OH- kiapuTpoMuinHa y Jiozien
C HapyIIEHUAMH (YHKIIHUH NEUSHH HHXKE, YEM Y 3/I0POBBIX.

Hapyuienue ¢yHKIHH IOYEK

IIpu Hapymenuu QyHKIMH 1M0YeK yBeIHuuBAIOTCH Cmax ¥ MUHUMATbHAS KOHUEHTPAUHUS (Crmin)

KJIAPUTPOMHMIIMHA B IUIa3M€  KPOBH,  [IE€PHOJl  [OJYBBIBCJCHMS,  IUIOWAAb  IOJ
(apmakoxkuHeTHUecKOW KpHBOH "koHueHTpauus-Bpema' (AUC) kinapuTpoMHIMHA H €ro
metabommura 14-OH-knaputpomununa. KoHcraHTa 2JMMHHAIMM W BBIBEJCHHE MOYKAMH
ymeHbmaroTes. CTeneHb M3MEHEeH!H TUX 1apaMeTPOB 3aBHCHT OT CTEIICHU HapyIeHus QyHKIHKU

IMOYEK.

[TaruenThl MOXKKUIOr0 BO3pacTa

V NanMeHToB MOKMJION0 BO3pacTa KOHLEHTpAlMs KIAPHTPOMUIMHA M ero Merabonura 14-
OH-knapuTpOMHIIHHA B KPOBH OBUIA BBIIIE, A BHIBEICHUE MEUIEHHEE, YE€M Y IPYIITThl MOJIO/BIX
moziedt. OIHAKO 110CIIe KOPPEKIIHM ¢ YYeTOM ITOYeUHOTr0 KIIHpeHca KpeaTHHHHA He ObLIO OTIMYHiA
B 00enx rpynnax. Takum oOpa3oM, OCHOBHOE BiMsiHHE HAa (apMAKOKMHETHYECKHE I1apaMeTphl
KJIQPUTPOMMI[MHA OKa3bIBaeT GhyHKIMA 0YEK, a He BO3PACT.

[TarmeHThl ¢ MUKOOAKTEpUAIBLHBIMY HH(EKIIMSAMHU

PaBHoBecHbIe KOHIEHTpaiMu Kiaputpomunnaa u  14-OH-knaputpomuinmna y OONBHBIX €
BUY-unbpexumeii, moayyaBiimx KJIapuTpOMHUIUH B 00bHBIX J03ax (500 Mmr jBa pasa B CyTKH),
OBbITH CXOHBIMH € TAKOBBIMH Y 3/I0POBBIX JT0Jei. O/IHAKO [IPU MPUMEHEHUH KJIAPHTPOMMIIMHA B
Oosiee BBICOKMX /033X, KOTOpBIE MOIYT MOTpeOOBaThCs ISl JICYEHHS MHUKOOAKTEpPHAIbHBIX
MHQEKIHI, KOHIICHTPAIMK AaHTHOMOTHKA MOTYT 3HAYMTEIILHO TPEBbIIATh OObIMHBIE. Y OOIBHBIX
¢ BUY-undexueii, npuaumanmmx kiapurpomunus B jo3e 1000 mr/cyt nma 2000 mr/cyT B 1Ba
npuemMa, paBHOBecHble 3HA4YEHUS Cmay 00bIMHO cocraBasiin 2—4 MKr/miu u 5-10 MKr/mi

COOTBETCTBCHHO. HpH [IPUMCHCHHH IIpeliapara B 0oJiee BBICOKHMX JI03aX OTMEUAIOCh YAJIMHEHHE
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IepHojia TOJIyBBIBEACHHS 1O CPAaBHEHHIO C [[AKOBBLIM y@ﬁ%ﬂs‘iﬂ" o A2 oIy Hhanmmx

KJIaPUTPOMHIIMH B 0OBIMHBIX 703aX. [loBbIieHHe KOHIEHTPAIIMH B [1JIa3Me U Y/UTHHEHUE NIEpHO/IA
TOJIyBBIBEJICHHS MPH NPUMCHEHHH KJIAPUTPOMHIMHA B 0OO/I€e BBICOKMX JI03aX CBS3aHO €
HEeJIMHEHHOM (hpapMaKOKMHETHKO npenapara.

KoMOMHHPOBaHHOE JIEYEHUE C OMEIPA30JIOM

Knapurpomuims mo 500 Mr 3 paza B CyTKH B KOMOWHALIMK € OMENPa3osioM B j103e 40 MI/cyTKu
crocoberByet yBenuuennio Tinp u AUCo24 omenpaszona. Y BceX MNAUMEHTOB, TOJIYYaBIIAX
KOMOMHHPOBaHHYIO TEPaNnio, B CPABHEHHH C IMOJYYaBIIMMH OIMH OMENpasoJ, HabI01anoch
noseimenre Ha 89 % AUC)24 1 Ha 34 % Tin omenpazona. Y ki1apuTpoMHIHHA Cmax, Cmin ¥
AUC g yBeTHUHBATHCH, COOTBETCTBEHHO, HA 10 %, 27 % u 15 % no cpaBHEHHUIO C JJAHHBIMH,
KOr/Jia TPUMEHSIICSL TONBKO KIapUTPOMMIMH 0Oe3 omenpaszona. B paBHOBECHOM COCTOSIHHH
KOHIICHTPAIlUH KIAPUTPOMHIIMHA B CIIM3UCTOH JKely/Ka depe3 6 4 mocie npuemMa B rpyrmime,
noJTy4aBiieil KoMOMHANHMIO, B 25 pa3 MpeBOCXOAMIIM TAKOBBIE 110 CPABHEHHIO C IOy 4YaBIIUMH
OJIMH KJIapuTPOMHUIMH. KOHIEHTpaluy KIAPUTPOMHUIIMHA B TKaHSAX JKEIy/Ka depe3 6 4 mocie
npuema 2-X IpenapatoB B 2 pa3a NpPEBBINAIM JaHHbIE, MOJYyY€HHbIE B I'PYIIE IalMEHTOB,
TOJIyYaBUIMX OJIHH KJIAPUTPOMHUIIMH.

Iloka3anusi K NpUMeHeHNI0

NHpexnuoHHo-BOCTIATHTEILHbIC 3a00J1eBaHMs, BbI3BaHHbBIE qyBCTBUTEJIbHBIMH K
KJIAPUTPOMUIIMHY MUKPOOPraHU3MaMH Y B3pOCIbIX U JieTelt crapie 12 jiet:

e UHQEKIIUU HWKHHUX JIbIXaTeIbHBIX MyTel (Takue Kak OpOHXHUT, THEBMOHHMS);

e uH(EKUMH BEPXHHUX JbIXATeBHBIX MyTel (Takne KaK (GapuHIUT, CHHYCHT);

e MHPEKIMH KOXKH M MATKUX TKaHeH (Takue Kak (pOJTMKYJIUT, BOCIAJICHHE TMOAKOKHOM
KJIETYaTKH, POXKa):

& [MCCEMHHHPOBAHHBIC MM JIOKATH30BaHHbIE MUKOOAKTEpHAIbHbIE HH(EKIMHU, BEI3BAHHBIE
Mycobacterium avium v Mycobacterium intracellulare; noxanu3oBaHHble WH(EKIMH,
BbI3BaHHBIE Mycobacterium chelonae, Mycobacterium fortuitum w Mycobacterium
kansasii;

e npoduiIaKkTHKa  pacmpocTpaHeHHs — MHQEKUH,  OOYCIOBJIEHHOH  KOMILIEKCOM
Mycobacterium avium (MAC), BUY-undunupoBanubiM OOJIBHBIM ¢ COAEpPKAHHUEM
mumborutos CD4 (T-xennepurix mumdonutos) ne Gonee 100 B 1 Mm*;

® opanukauus H.pylori W CHIWKEHHE YacTOThl PELHJHBOB S3BBI JIBCHA/LATHIIEPCTHOM

KHIIIKH

® (OJIOHTOT€HHLIE HH(I)CKIIHH.



IIpornBonoka3zanus

COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 10.11.2023 Nz 22865
(Bxopawwmia M3 N24244331)

[ToBblieHHAsT YYBCTBUTEIBHOCTh K KIAPUTPOMHLMHY, MakpojMjgaMm M ApYTHM
KOMITOHEHTaM Ipernapara.

OJIHOBpEMEHHBIH TTPHEM KJIapUTPOMMIIMHA CO CISIYIOIMMH Mpernaparamu: acTeMH30ll,
u3anpu, numMosma, TephenamuH (cM.  pasaen «BsaumojneiicTBHe ¢ IpYTUMH
JIEKApCTBEHHBIMH TpErapaTamMmmu» ).

OnHOBpEMEHHBbI  MpUeM  KIApPUTPOMMIIMHA €  JIOMUTAmMaAoM (M.  pasjen
«B3aumoieiicTBrE ¢ IPyrUMH JIEKAPCTBEHHBIMHU TIpernapaTtamMmm»),

O/IHOBpPEMEHHBIH TIpUeM KJIAPUTPOMHUIIMHA C aIKAJIOWJIAMH CIIOPBIHBH, HaIpuMep
3proTaMuH, JUTHAPO3IprotamMuH (cM. pazjuen «B3aumojaedcTBue ¢ JpyrHMH
JIEKAPCTBEHHBIMH TIperiapaTamMmmu» ).

O/IHOBpEMEHHBIH MpHEM KIAPUTPOMHIIMHA C MMJA30]1aMOM Ul [IE€POPAIbHOrO
npuMeHenust  (cMm.  pasgen  «BsaumojelictBue ¢ JIpyrMMH  JIEKapCTBEHHBIMH
npenapaTammy ).

OpHoBpeMeHHBIH TpHeM KiapuTpoMmunuHa ¢ uHruoutopamu ['MI-KoA-pemyxrassl
(cTaTHHAMH), KOTOpbIE B 3HAYUTEIBHON CTENEHH METa0OIM3UPYIOTCS H30(pEepMEHTOM
CYP3A4 (moBacTaTHH, CHMBACTaTHH), B CBSI3H C MTOBBIIIICHHEM PUCKA MUOTIATHH, BKITIOYAs
pabpomuonns  (cM. pasgen «B3ammopeiictBMe ¢ JIPYTHMH  JI€KAPCTBEHHBIMHU
npenapaTaMmu»).

OJ1HOBpEMEHHBIH NTPHEM KJIApUTPOMHIIMHA C KOJIXUIIUHOM (cM. pa3zaen «B3aumoaeiicTBue
C IPyTUMH JIEKapPCTBEHHBIMU TIperapaTamMu»).

O1HOBpEMEHHBIH MPpUEM KJIaPUTPOMHIIMHA C THKArPEIOPOM HIIH PaHOJIA3HHOM.
Viunmuuenne wuHtepBaia QT B anamHese (BpOXKJIEHHOE WM  MpHOOpEeTEeHHOE
3aperucTPUPOBAHHOE Yy /UIMHeHHe unTepsana QT) umn jxeny109KoBasi apUTMUs, BKITFOYast
XKEJTyI0UKOBYIO TaXUKap/UI0 THUIA «NUPYIT» (cM. pasnensl «Ocobble ykazaHUs» H
«B3anmoielicTBHE ¢ IpyTUMH JIEKaPCTBEHHBIMHU TIperiapaTamMmuy).

KnapuTpoMuImH He ciielyeT NpUMEeHSTh ¥ MAlHeHTOB C JIEKTPOIUTHHIMU HAPY IICHUSIMH
(runoxanMeMHen Wi TUIIOMarHUeMHeil) B CBSA3H ¢ pUCKOM y utnHeHus uHTepBaia QT (oM.
pazzen «Ocobble yKazaHus »).

Tsokenas nedeHo4Hass HeEJOCTATOYHOCTB, MPOTEKAOIIAS OJHOBPEMEHHO € MOYECYHOMH
HEI0CTATO4YHOCTBIO.

XonecTatuueckas SKeNTyXa/TemaTiT B aHaMHe3e, pa3BUBIIMECS TPU TPUMECHEHHH
KJaapuTpoMuIuHa (cm. pazzaen « Ocobble ykazanusy),

[Topdupus.
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ot 10.11.2023 Nz 22865
(Bxogawpi M3 N24244337

[Ieproa rpy AHOrO BCKapMJIABaHUSL.

COOTBETCTBYET 2KCNEPTHOMY OTYETY

Bospacr 10 12 net (3¢¢pexTHBHOCTS U 6€301aCHOCTh HE YCTAHOBJICHEI).

C 0cTOpPOKHOCTBIO

[odeuHast HEIOCTATOYHOCTD CPEAHEH M TSKEIOH CTEIEHH.

[leyeroyHas HEAOCTATOYHOCTD CPEIHEH U TSDKEJION CTEIICHH.

OnHOBpeMEHHBI  IpHeM  KIapUTPOMHMIMHA C  O€H30[Ma3selNMHAMH,  TaKHMH
Kak ajmpasoiiaM, TpHa3ojaM, MUa30JlaM A BHYTPMBEHHOIO IPMMEHEHHS WA IS
HaHEeCEHWS Ha CIM3HCTYI0O 000J04Ky pra (cM. «B3aumoneicTsue ¢ JPyTHMH
JIEKapCTBEHHBIMH IIperiapaTamMmy),

OnHOBpPEMEHHEIH MPUEM C NpeapaTaMu, KOTOpble MeTaboIM3HpyIOTCs U30(EPMEHTOM
CYP3A, wnanpumep, xapbamazenuH, IHWIOCTAa30J], UHKIOCIOPHH, JH3OMHPaMHU,
METHIIIPEHA30JION, OMENpa3oi, HENpsAMbIe aHTHKOATYJISHTH (HanpuMmep, Baphapus),
XUHUOMH, pudabyTuH, cuigeHadmiI, TakpoiIaMmyc, BHHONAcTHH (cM. pasflel
«B3anmopeiicTBHE ¢ IPyTMMH JIEKapCTBEHHBIMH IIpeNapaTaMu»).

OnHOBpeMEHHBI IpHeM ¢ MNpelapatamu, wHAymupyommmu wusodepmerr CYP3A4,
Hanpumep, pudamnunuy, GeHUTouH, kapbamMa3enuH, benobapbuTan, 3Bep0oOoit
IOpOJBIPABICHHBI (cM. pasznen «B3aumoznedcTBHE ¢ JIpYrMMH  JIEKApPCTBEHHBIMH
penaparamu).

OnHOBpeMEHHEBIH @pHEM KJIAPUTPOMUIIMHA CO CTaTMHAMHM, HE 3aBHCHIMMH OT
Merabommsma u3odpepmerta CYP3A  (manpumep, hiayBactatuH) (cM.  paszen
«B3aumonelicTBrE ¢ APYTHMH JIEKAPCTBEHHBIMH IIperiapaTaMuy).

OnHoBpeMeHHEIH pueM ¢ 610KaTopaMy «MEIICHHBIX)» KaJbIMEBBIX KaHAIOB, KOTOPHIE
Merabomusupyiores u3opepmentom CYP3A4 (manpumep, BepamaMuil, amyIOIHIIHH,
TUITAA3EM).

OnHOBpeMEHHBIH IpuHeM KIAPUTPOMHUIIMHA C MEPOPATHHBIMA aHTUKOATYJISHTAMM
OpsAMOTO JEHCTBHA, TAaKUMM Kak Jaburarpad, puBapokcabaH, amukcabaH, OCOOEHHO y
IALUEHTOB C BEICOKMM PHCKOM Pa3BHTHA KPOBOTEUECHHIA.

[lamentsl ¢ wmmemuyeckod Oonesnpro cepana (MBC), Tsoxemot  cepaedHoM
HEOCTaTOYHOCTHIO, THIIOMarHueMueif, HapyIeHHIMH TTPOBOAMMOCTH WX KIMHUYIECKH
3HauyMMOHN Opamukapamed, a TaKKe NalheHTHl, OJHOBPEMEHHO IPHHUMAIOIIHE
aHTHapUTMHYECKHe Tpenapatsl JA ximacca (xuHuIuH, npokamHamun) u III kmacca

(modernnma, aMHoOapOH, COTAIION).

bepemeHHOCTS.

IIpumenenne npu 6epeMeHHOCTH M B IIEPUO/] FPY/THOT0 BCKAPMJIMBAHMSI
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COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 10.11.2023 Nz 22865
bepemennocmeo (Bxogawpi M3 N24244337

Be3omacHOCTh MPMMEHEHHsS KIapUTPOMHIMHA BO BpeMs OEPEMEHHOCTH HE YCTaHOBIICHA.
OCHOBBIBAsICH Ha Pa3IMYHBIX pe3yJIbTaTax, 0Ty YECHHBIX B HCCIEIOBAaHUSX HA )XUBOTHBIX, 8 TAKKE
Ha ONLITE NpPUMEHEHHs Y JIOLEH, HENb3s MHCKIIOUMTh BO3MOXKHOCTH HEOGNArompHsTHOIO
BO3ZciicTBUS Ha sMOpuoderansHoe paspurThe. HexoTopble HaOmOIaTeNbHBIE HMCCICHOBAHMUS,
OLICHHUBAMOIME Bo3jekcTBre Kiapurpomuimaa B I u II TpumecTpax GepeMEHHOCTH, BBISBHIIA
IOBBIIIEHHBIA PHCK  CaMONPOM3BOJILHOTO abopTa IO CPAaBHEHMIO C  OTCYTCTBHEM
AHTHOMOTHKOTEpAld WIM NPHMEHEHWEM JIpYTHX AaHTHOMOTHKOB B aHAJOTHMYHBIE CPOKH
OGepemeHHOCTH. VMerompmpecss SNHUAEMHONOTHYECKHE HCCIEMOBAHMS pPHCKAa CEPBE3HBIX
BPOJK/ICHHBIX NIOPOKOB Pa3BUTHS IPU IPUMEHEHAN MaKpOJHIOB, BKIIOYAS KIAPUTPOMHIKH, BO
BpeMsi 0EpEMEHHOCTH IEMOHCTPUPYIOT IPOTHBOPEYUBEIE PE3YIBTATHL

[IpuMeHeHne KITapHTPOMHLIEHA IPH GepeMerHOCTH (0c06eRHO B I TpUMECTpeE) BO3MOXKHO TOJIBKO
B ClIydJae, KOrjja OTCYTCTBYET albTepHATHBHAs Tepalus, a MOTEHIMAIbHA] I0Ib3a U1 MaTepr
MIpeBbINIAET MOTEHIIHAIBHBIN PHCK IS MJI0AA.

Ilepuoo epyonozo eckapmnuganus

BbU10 ycTaHOBNEHO, 9YTO peOCHOK, HAXOAUBIIHICS HAa IPYAHOM BCKapMIIMBAHHH, MOXKET ITOJIyYUTh
okouo 1,7% oT MaTepHHCKOMH 03bI KIIApUTPOMHUIIMHA, C IIOIPAaBKOH Ha Maccy Tejla MaTepH.
bezonacHOCTh NpUMEHEHHS KIAPUTPOMHIMHA [ JETEH Ha IPYyJAHOM BCKapMIMBAaHWH HE
ycraHopieHa. [Ipn HeoOXoqUMOCTH IpHeMa B IEPUO]| TPYJHOTO BCKapMIIMBAHHSA KOPMIICHHE
rpyJbI0 HEOOXOAUMO IIPEKPATHTD.

Depmunvrocmon

HWccnenoBanus, MpoBeIeHHbIE Ha KPBICAX, OKA3ai OTCYTCTBHE BIMSHUS Ha (GEPTHIBHOCTS.
Cnoco6 npuMeHeHus ¥ 103b1

Jns mpuema BHYTph. HezaBrucuMo oT mpueMa mumniy.

B3pocnem 1 getsam crapie 12 set - mo 1 tabnerke (250 mr) 2 pasa B I€Hb.

B cirygae Gonee TspxenbIx HHbeKIM 103y yBenuuuBaioT Ao 500 Mr 2 pa3sa B J€Hb.

OO6BraHas MPOIOJDKATENLHOCTD JICYEHUS COCTABISAET OT S5 10 14 nHEH.

HckimodeHne coCTaBNAIOT BHEOOIEHHYHAS ITHEBMOHHS M CHHYCHT, KOTOpbIE TPEOYIOT JIEYEHHUS OT
6 no 14 nueit.

Jlo3vl Ons nevenuss muxobakxmepuanvHoix ungexyuli, Kpome mybepkynesa:

[Ipu MuxobGakTepHaNbHBIX HHPEKIHIX peKOMEeHJ0BaHa J103a kiapuTpomuiuda 500 Mr 2 pasa B
JIEHb.

Jleuenue nuccemunnpoBanurix MAC nndexuuii y nannentos co CIIN/]I cenyeT nponomxars 10
TeX TOp, IOKa HMeeTCs KIMHUYecKas M  MHKpobOmonormdyeckas 3¢QeKTHBHOCTB.

KnaputpoMunus ciienyet HazHauaTh B KOMOMHAIIMH C APYTHMH aHTUMUKPOOHBIMH IIpeliapaTamMH,
10




COOTBETCTBYET 2KCNEPTHOMY OTYETY
or 10.11.2023 N= 22865

AKTUBHBIMH B OTHONICHMH JIaHHBIX BO3OYIHMTEICH. JEEaREREe T2 Hebéfnst > 1 apyrux

HeTyOepKyIe3HbIX MUKOOAKTEPHATBHBIX HHPEKIMIH yCTaHABIMBACT Bpay.

Jlst npogpunaxmuru unghpexyuil, eor3eanmvtx MAC:

PexoMeHTyemast Jio3a KJIapuTpOMHUIMHA JUls B3pocibix — 500 Mr 2 pasa B JIEHb.

Ipu 00onmozennwlx ungexyusx no3a kiapurpomuiuna cocrasiser 250 mr (1 tabnerka) 2 pasza B
JIeHb B T€YEHHE 5 JIHEH.

Jns spaouxayuu H. pylori.

V nanMeHToB ¢ A3BEHHOW 00JIe3HBIO. BBI3BaHHOM HH(eKimen H. pylori, KIapUTPOMHUIIKH MOXHO
Hazuavath 1o 500 mr 2 pasa B JeHb B KOMOMHALIMK C JIPYTUMH aHTUMHUKPOOHBIMH [IpeTiapaTtaMu 1
WHTUOUTOpaMHU MPOTOHHOT'O HAacoca B TeyeHue 7—14 j1Hei, B COOTBETCTBHM ¢ HAIHOHAIBHBIMHA H
MEXTy HApOIHBIMH PEKOMEH/TAIUSAMH 110 Jiedennto uudexuu H. pylori.

Hayuenmol ¢ ROYEUHOU HEAOCMAMOUHOCMbIO

BOJNBHBIM ¢ KIMPEHCOM KpeaTHHHHA MeHee 30 MJI/MHH Ha3HA4arOT IOJIOBHHY OOBIYHOM 03B
KJIapuTpoMHIIKHa, T.€. 250 mr (1 Tabnerka) 1 pa3 B JieHb WK, Py Gosee TSHKEIbIX HHOEKIHIX,
no 1 tabnerke (250 Mr) 2 pasa B jieHb. Jledenne Takux OOJIBHBIX TIPOJIODKAIOT He Oosee 14 HEH.
IIpumenenue y oeme miaouie 12 nem

[IpuMeneHue KIapuTpOMUIIMHA B BU/ie TabneTok y aereit Maaame 12 et He H3y4anoch.
IToGounoe neiicTBue

Knaccuduxauus vactorsl pa3Butusi 1nobounsix ddpdexkroB BcecemupHod  opraHuM3alun
3apaBooxpanenus (BO3): ouens yacro —> 1/10; wacto — ot > 1/100 o < 1/10; newacro —> 1/1000
10 < 1/100; peako — ot > 1/10000 xo < 1/1000; ouens peaxo — < 1/10000, Bkito4as OTAe/IbHBIE
coO0IIEeHUs]; YaCTOTa HEM3BECTHA (HA OCHOBAHMM MMEIOIINXCS JaHHBIX OLEHHTH HEBO3MOXHO).
[Tepeuens HexenaTeNbLHBIX PEAKLUH C TPYTIIHPOBKON 10 CHCTEMHO-OPraHHbIM KJIACCaM U 9acToTe
npejcrasieH B Tabnune 1.

Tabmuua 1. CBeeHus 0 4acTOTE HEXKENATEIbHBIX PeaKiHii, 3aperucTPUPOBAHHBIX B KJIMHHYECKHX

HCCIICIOBAHHUAX KIIAPUTPOMHUIIUHA

CucTeMHO-0praHHbIH

Yacrora Hexenare/ibHbIe peaKIUH
KJ1ace
Wndexunn u naBaznm Heuacto HemmouT',
KaH/1M/103,
2
raCTPOSHTEPUT ,

o
3

BTOpUYHBbIC MH(pEKIMH (B TOM YHCIE

BaruHaJbHbIE)

YacTora Heu3BecTHA | TCeBJOMeMOPAHO3HBIH KOJUT,

poxa
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CHcTeMHO-0praHHbIH

iExogAwmd Wz NE324853T)

Yacrora HexeraTensHsre peaKkni
KJjace
Hapyuienust co ctopons! | Yacro ChIIb
UMMYHHO# CHCTEMBI Heuacto aHaMIAKTOMIHAS peaKims ',

IHIIEPUYYBCTBUTEIIBHOCTD,

nepMarut GyiesHblii’,

3y,
KparuBHHUIIA,

MakKyJtonairyJjic3Has CI)II'II:3

YacroTa HEU3BECTHA

aHaqmnaKTuqecxaﬂ peakuus,
aHFI/IOHCBpOTH‘{CCKHﬁ OTCK,

CCPLEC3HBIC KOXXHBIC HEXKEIATCIIbHBIC

peaKiuu (nampuMep, OCTPBIH
reHeparn30BaHHbIH 9K3aHTEMATO3HBIN
MycTyJies),

cunjipom CtuBeHca-JxoHcona,
TOKCUYECKUH 31U/ IepMaJIbHBIH HEKPOJIU3,
JIEKapCTBEHHAsL CHINb € Y03MHO(MINEH K

cucremnoii  cumnromatukoi  (DRESS-

CHHJIPOM)
Hapymenus Hevacto aHOpeKcHs,
MeTaboIu3Ma | [MUTaHus CHUKCHUE arneTuTa
[lcuxuueckue Yacro OeccoHHMIIA
HapylIeHUs Heuacto 0ecIoKoiicTBO,

TOBBITIEHHAs BO30YIMMOCT’

YactoTa Hen3BecTHA

NICUXOTHYECKHE PACCTPOHCTBA,
CIYTAHHOCTb CO3HAHUS,
JiernepcoHanu3anus,

Jieripeccus,

JIe30pHEHTALIUSL,

rauUTIOIUHALIU Y,

HApyLIEHUS! CHOBMJICHHH («KOIIMapHbIEY
CHOBHUJICHMS ),

[MapecTe3nd,

MaHuA
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ot 10.11.2023 N= 22865

CHcTeMHO-0praHHbIH
Kjace

(ExoaRmmn M3 N3 28433T)

Yacrtora

L as
OCKRCITAaTCIIGHBIC PCAKINH

Hapyuienust co cTopoHbl

HEPBHOH CHCTEMBI

Yacro

roJIoBHas 00Jib,

JAHCI'CB3HA

Heuacto

noTeps: CO3HAHUS I 3

JIMCKUHE3Ms
TrOJIOBOKpYIKEHHE,
COHJIMBOCTb.,

Tpemop

Yacrora HEM3BeCTHA

CYJIOpOTH,
ares3us (MoTepsi BKYCOBBIX OLLYIEHHH),
apocMus,

AHOCMHU S

Hapymenust co cTopoHsl
opraHa ciryxa "

nabupuHTa

Heuacto

BEPTHIO,
HapyIlEeHHe ciyXa,

3BOH B yHIax

YacTora HeH3BECTHA

rIyXota

Hapymenust co cropoHsl

cep/ana

Heuacto

OCTaHOBKa cep/a’,
ubpumnsms npeacepamii’,

YUIMHEHHE UHTEpBaia QT

HIEKTPOKapAHOTrpaMMeE,
JKCTpacHcToNHs ',

OlLIyIIEHHE cepaeOneHms

Ha

YacToTa HeM3BeCcTHA

THIIA CITHPYITY,

GuOpUILIALMS ey TOUKOB

JKEITYI0UKOBasi TaXuKapJaus, B TOM YHCIIC

Hapymenus co cropounst | Yacto Ba30/(MIATAIHS
COCY/10B YacroTa Hen3BecTHa | KPOBOTEUEHHE
Hapymenus co cropons! | Heuacto actma',
JbIXaTeJIbHOH CHUCTEMBI, HOCOBOE KPOBOTEUeHHE?,
OpPraHoOB I'PY/IHOH KJIETKH TPOMGOIMOOIHS JIerounoil aprepun’
M CPEJIOCTEHHS
Kenynouno-kumeunsie | Yacro japest,
HapyIICHUS pBOTa,
JUCIICTICHAA,

13
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CucreMHO-OpranHbIi

YacrtoTa Hexenatensusre peaknui

TOIIHOTA,

KJjacc

00JIb B 00T1aCTH XXHBOTA

HewacTo asodarut!,

racTpoasodareanbHas pedroxcHas
6Oe3HE2,

racTpHT,

IIPOKTAITUS?,

CTOMATHT,

TJIOCCHT,

B3/IyTHE )XHBOTA,

r 3anop,

CYXOCTb BO PTY,

OTPBDKKA,

METECOPH3M,

XoJecTas,

renaraT B T.4. XOJIECTATHYECKHH MM

renaToleITIONApHbIiL*

YacToTa HEM3BECTHA OCTpLIﬁ IaHKpCaTuT,
HU3MECHCHHC IIBCTA A3BIKa U 3}’60B,‘

IeYeHOYHasa HEAOCTAaTOYHOCTD,

XO0JICCTAaTHYCCKas XEJITyXa

(! Hapymenus co croponsi | Yacto MHTEHCHBHOE IIOTOOT/EC/ICHAE

KOXH " MONKOXHBIX | YacToTa HEU3BECTHA | aKHE

TKaHel

HapymeHn;I CO CTOPOHBI Heuacto MBIIICYHBI CH33M3,

MBIIEYHOH, CKEJIETHOH U KOCTHO~-MbIIICYHAA CKOB&HHOCTBI,

COCIUHUTEILHON TKaHH MIrIaJII'I/Iﬂ2

YacToTa HEM3BECTHA | pabaoMHONM3>*,

MHOIIaTHsA

Hapymenns co cropons! | YacToTa HeM3BeCTHA | HOYEYHASI HEAOCTATOYHOCTD,
oYyex " HHTEPCTUIWATIBHBINA He(PUT

MOUYECBBIBOIAIIHUX IIYTCI‘/'I

Ovyens 9acTo ¢e6uT B MecTe HEBEKIHHU'

14
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CucremHO0-opranHbIi

[BxogAwmi W3 NE324453

Iace YacroTa HexenaTensHble Peakii

O6mue Hapymenus H | Yacto 6ONb B MECTE MHBEKITHH .,
peaxnum B MecTe BOCIIAJICHHE B MECTE MHBEKITHH !
BBEJICHHUS Heuacro HegoMoranue’,

THIIEPTEPMHUS,

acTeHus,

60116 B IpyaHOH Ki1eTke®,

03HO0,

YTOMJISIEMOCTD
JlaboparopHsle 1 Yacto OTKJIOHEHHE B TIEYEHOYHOM Ipobe
HHCTPYMEHTAIbHBIE Hegacro TIOBBINIEHHE KOHIEHTPAIHH KPEaTHHUHA',
JaHHBIE TOBBIICHNE KOHIIEHTPAIH} MOYEBUHEL,

U3MEHEeHHe OTHOILICHUS
ans0yMUH/TIOOYHH',

JICHKOIICHU S,

HelfTponeHus®,

s03uHOGMIHS?,

TpoMbOIUTEMHS,

HOBBIIICHAE aKTHBHOCTH
aJlaHHHAMUHOTpaHChepasbl (AJIT),
acmapraraMuHOTpaHc(hepasbl (ACT),
raMMmariy TaMaiITpanchepasbl (ITT)*,
IENT0YHOM docarassr’,

nakrataeruaporesasst (JI)*

YacToTa HEN3BECTHA

arpaHyJIOIATO3,
Tp0M6ounToneHﬁ;1,

YBEJIMUEHHUE 3HAYCHHUS MEXKITYHAPOIHOIO
HOopManu3oBagHoro otHomenus (MHO),
yIUTHHEHHE IPOTPOMOHHOBOTO BPEMEHH,
HU3MEHEHHE 1{BeTa MOYH,

HOBBIICHUE KOHIIEHTpanuy OumpybuHa B

KpOBH

15
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Ipumevanue: * — B HEKOTOPHIX coodmeHnsx ¢ pabmoMuoARIE KAapirpom i *prrivancs

COBMECTHO C JIPYTHMH JICKAQPCTBEHHBIMH CPEJICTBAMH, C NPHUEMOM KOTOPBIX, KaK H3BECTHO,
CBA3aHO pa3BHTHE pabroMuonusa (ctatvubl, (UOpAThl, KOIXMLMH WM awiomypuson); 1 —
cooOmeHusT O JIAHHBIX MOOOYHBIX peakiusX OblIM IOJIYyY€HBbl TOJBKO TIpU MPUMEHEHHH
KJIAPUTPOMHMIIMHA B JIeKapcTBeHHOH (opme mmoduiamsar Juisi NPUTOTOBICHUS pacTBoOpa Ul
undy3uii; 2 — cooOmeHnsT O JaHHBIX MOOOYHBIX pPeaKUMsAX ObUIM MOJYYeHBl TOJILKO IpH
IPUMEHEHHH KJIAPUTPOMHIIMHA B JICKapCTBEHHOH (opme TabJeTKH C MPOJIOHTHPOBAHHBIM
BBICBOOOJKICHHEM, MOKPHIThIE MICHOUHON 060JI04KOi; 3 — cOOOIEHNs O JaHHBIX MOOOYHBIX
peakusax ObLIH MOMyYEHbI TOJILKO PH IPUMEHEHHH KIAPUTPOMHIIMHA B JIEKapCTBEHHOM Gopme
rpaHyJjibl JUls NPHTOTOBJIEHHS CYCIIEH3WH JUIS IpUemMa BHYTpb; 4 — cooOWIeHHs O J[aHHBIX
MOOOYHBIX peakuusix ObUIM TOJyYeHbl TOJIBKO IPH [PHUMEHEHHH KJIAPDUTPOMMIIMHA B
JleKapcTBEHHOH (hopMe TableTKH, OKPBITHIE IICHOYHOH 00009KOM.
eTH

[Ipeamonaraercs, 4TO 4acToTa, THI H TSDKECTh HEKeJaTeIbHbIX PEaKIUi y JIeTeH TaKas e, KaK y
B3pOCIIBIX.

ITarMeHThl ¢ NOAABJICHHBIM HMMYHUTETOM

V manueHToB ¢ CHHApoMoM mnpuodperenHoro ummynonepuunura (CIIWJ) u  apyrumu
HMMYHOAe(DHIIMTAMH, TOJYYAIOMIUX KIapUTPOMHIMH B Oojiee BBICOKHX /I03aX B TEYCHHE
JUIMTEJILHOTO BPEMEHHM JUIS JICYCHHsT MUKODAKTepHaIbHbIX HH(EKIMHA, 9acTO TPYIHO OTIHYHUTH
Hexenarenbble pdexTsl npernapara ot cumntoMoB BUY-unpexuun WM COMyTCTBYHOMIErO

3a00JIEBaHUS.

Haunbonee 4acThIMU HeXeTaTeIbHBIMU SBJICHHSIMH Y MAlMEHTOB, IPUHUMABIIHX CYTOYHYO 103y
KJIApUTPOMUIIMHE, paBHy10 1000 Mr, ObLIH: TOIIHOTA, PBOTA, H3BpAIEHHE BKYyca, 00Jb B 001aCTH
)KUBOTA, JIUapes, Chbillb, METEOPH3M, T'OJIOBHAs OOMb, 3arop, HapyIIEHHE CIIyXa, MOBBIICHUE
aktuBHOCTH ACT u AJIT B xpoBu. Taxke oTMedanuce cirydan He)KeIaTe/IbHbIX SBJICHUH C HU3KOH
4acTOTOW BO3ZHUKHOBEHMS, TAKHE KaK O/IbIIIKa, OECCOHHHUIIA U CYXOCTh BO PTY.

V NanMeHToB C MOJABICHHBIM HMMYHHTETOM MPOBOJIMIIN OLIEHKY J1aDOpaTOPHBIX IMOKA3aTENeH,
AHAM3UPYSI UX 3HAYUTEILHbIC OTKJIOHEHHUS OT HOPMbI (pe3Koe MOBBINIEHHE WM cHIKeHHe). Ha
OCHOBAaHMH [aHHOTO KpUTepusi y 2—3 % MalMeHTOB, IMOJTy4YaBIInX KiapuTpoMuImH B jJo3e 1000
MT' €KEJIHEBHO, OBLIO 3aperucTpiupoBaHo 3HauntenbHoe nosbinenne aktuHocTH ACT u AJIT B
KPOBH, a TaK)Ke CHHKECHHUE YNCIIa JEHKOLUTOB H TPOMOOIIMTOB. Y HEDOJIBIIOrO YMCIIa NAlMEHTOB
TaKke ObLIO 3aperMCTPHPOBAHO MOBBINIEHHE KOHIIEHTPAIIMM OCTATOYHOTO a30Ta MOYECBHHBI.
IlepexozupoBka

Cumnmomur: ipueM OOJIBINOH 103bI KIAPATPOMHUIIMHA MOXKET BbI3BAaTh CHMIITOMBI HApYHIEHHH CO

CTOPOHBI JKEITYAOYHO-KHIIIEYHOT'O TpaKTa.
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VYV oaHOro man@eHta ¢ OMIOJSIPHBIM PacCTPOMUCTBOM BB ananiesd Molrd apaéwa 8 r

KJIAPUTPOMHIIHHA OTHCAHBI H3MEHEHHS ICHXHYECKOTr0 COCTOSHHSA, MapaHOH/IaIbHOE MOBEICHHE,
THIIOKAJIHEMUS U THIIOKCEMHUSL.

Jleuenue: nipu Nepeo3UPOBKE CIIEyeT yIAIUTh HeabcopOHMPOBaHHBIH MpenapaT U3 XKeiry/1049HOo-
KHMIIEYHOTO TpakTa (MpOMbIBAHUE KEJTy/Ka, IIPHEM aKTUBHPOBAHHOIO YIJis W JIp.) U MPOBECTH
CHMIITOMATHYECKYIO Tepanuio. ['eMojuanu3 W NepUTOHEAIbHbIH JHaln3 HE OKa3bIBalOT
CYIIECTBEHHOTO BJIMSHUS HA KOHIEHTPALHMIO KIAPUTPOMUIIMHA B CHIBOPOTKE, YTO XapaKTEepPHO U
JUISL IPYTHX TIpenapaToB IPyIITbl MaKPOJIHJIOB.

BianmoaeiicTBHe ¢ APYTHMH JIEKAPCTBEHHBIMH CPEACTBAMH

HQIMIEHGHUQ CedVIoWUx npenapamos_cogMecmuoO ¢ KiapumpoMuyuHoMm npomusonOKa3ano 6

CB313U C B03MONCHOCHIBIO PA3BUMUS CEPLE3HBIX NOOOUHbLY ad)d)exmoe.'

H{uszanpuo, numosuo, mephenadun u acmemu3son

[Ipy cOBMECTHOM MpHEMe KJIAPUTPOMHIIMHA C IM3AMPHJIOM, MUMO3HIOM, TeppeHauHOM HIIH
acTEMH30JI0M COOOIIAIOCH O MOBBIMEHUH KOHIEHTPALMY [TOCIECAHHX B I1JIa3M€ KPOBH, YTO MOXKET
NpHBECTH K yIuHeHHIo uHTepBasa QT M MOABIEHHIO CEPJACYHBIX aAPUTMHM, BKIHOYasi
HKETYI0YKOBYIO TAXMKAP/IUIO, (PUOPHILIAIMIO KETyL0YKOB U KEIyI0YKOBYIO TaXHKAp/IHIO THIIA
«nupyaT» (eM. pasaen «lIpoTuBonokaszanus»).

Muoazonam ona nepopanvnozo npumeneHus

[Tpy coBMECTHOM TMPUMEHEHHN MH/Ia30/1aMa U KJIapuTpoMuLiHa B popme Tabserok (500 mr iBa
pasa B JieHb) oT™Medanoch yBennuenne AUC muazonama B 7 pa3 nocjie nepopajbHoro npHema.
OnHoOBpeMeHHbIH MpHeM KJIAPUTPOMUIIMHA € MM/JA30JIaMOM JUIsl NEPOPaIbHOrO IPHMEHEHHS
POTUBOIOKA3aH (cM. pasjel «IIporuBonokazanus»).

Ankanouost cnopsinbu

[TocTMapkeTHHIOBBIE  MCCIIEIOBAHUSL  [OKAa3bIBAIOT, YTO [PH COBMECTHOM IIPHMEHEHHH
KJIQPUTPOMHIIMHA C 3PTOTAMUHOM WM TATHAPOIPIrOTAMHHOM BO3MOIKHBI Cliejtytomue 3G dexTsl,
CBSI3aHHBIE C OCTPBLIM OTPABJICHHEM MpenapataMy TpYyIIbl )ProTaMHHOB: COCYMCTBIH Crasm,
MIIEeMHsS KOHEYHOCTeH M JIpYTMX TKaHeH, BKIIOYAs IEHTPAIbHYIO HEPBHYK CHCTEMY.
OnHOBpEMEHHBIN MpPHEM KJIAPUTPOMMIIMHA C AIKATOWJIaMH CIOPBIHBM NPOTHBOMOKa3aH (CM.
pazzaen «lIporuBonokaszanus»).

Huzuoumoper I'MI'-KoA-pedykmasst (cmamumbsi)

OaHOBpEMEHHBIH  NMpUeM  KIAPUTPOMHUIIMHA € JIOBACTATHHOM  MJM  CHMBACTaTHHOM
MPOTHBOINOKa3aH (cM. pasjen «IIpoTuBonokaszaHus») B CBS3H € TEM, YTO JaHHbIC CTATHHBI B
3HAUMTENLHON  crenenn  Merabonmsupyiores uzodepmentom CYP3A4, u  coBmecTHOE
NPHMCHCHHEC C KIIAPUTPOMHIIMHOM ITOBBIMIAECT HX CHIBOPOTOYHBLIE KOHICHTPAIIUU, YTO MPUBOJINAT

K TOBBIIICHHKY pHCKa pa3BUTHSA MHUOIATHH, BKIIOYas pa6IIOMHOHH3. Coobmianocs 0 ciy4dasax

17



e s

COOTBETCTBYET 2KCNEPTHOMY OTYETY
or 10.11.2023 N= 22865

pabmoMuoNM3a y  MAIMEHTOB, IPUHHUMAB xKnapnméﬁﬁﬁﬁﬂ%ﬁﬁé]@rﬂléﬂ‘&43%1&11{511\414

npenaparamu. B ciydae He0OXOAMMOCTH MPUMEHEHUS KIAPUTPOMHMIIHHA CIIEIYeT MPEKPaTHTh
[pUeM JIOBaCcTaTHHA WJIM CHMBACTATHHA HA BPEMS Teparuu.
KiapuTpoMHInH clie/lyeT HPUMEHSTh ¢ OCTOPOXKHOCTBIO MPH KOMOMHHPOBAHHOM TEpanmuu ¢

JAPYIrdMH CTdTUHaAMH. PCKOMCHﬂyeTCﬂ IIPUMECHATH CTAaTHHBI, HC 3aBUCALIAC OT MeTtabonm3ma

usopepmenta CYP3A (manpumep, payBacrarun). B ciayuae HeoOXOJMMOCTH COBMECTHOTO
[pUeMa PeKOMEHIYeTCsl NPUHMMATh HaWMEHbIIYI0 103y ctathHa. CrejlyeT KOHTPOJIHpOBATH
pa3BUTHE NPU3HAKOB U CHMIITOMOB MHOIIATHH.

Jlomumanuo

OIHOBpPEMEHHBIH TpPUEM KIAPUTPOMHUIIMHA € JIOMHUTAIUIOM [POTHBOIIOKA3aH H3-3a pPUCKA
CYIIECTBEHHOTO TIOBBINICHHS AKTHBHOCTH TpaHCaMMHA3 B IUIa3Me KPOBHM (CM. pasJiel
«ITpoTBOTIOKA3aHHS»).

Kombunayuu, mpebyiouiue npumereHus ¢ 0CmopoICHOCHbIO

Cosemecmnoe nRpumMeHeHue ¢ zu@poxcuxﬂopoxuuo.u U XJIODOXUHOM

HaHHbIe HAOMIOJIEHUH  1oKa3ajid, 4YTO COBMECTHOE NPUMEHCHHE  a3uTpPOMHIIMHA C
THJAPOKCUXJIOPOXHHOM Yy IMMALMEHTOB € PEBMATOMHBLIM apTPUTOM CBsA3aHO C MOBBINICHHBIM
PHCKOM  CEPACHYHO-COCY IUCTBIX COOBITHH ¥ cep,uelmo-cocy,uucmﬁ CMEPTHOCTH. N3-3a
BO3MOXXHOI'O aHAJIOMMYHOIO0 pHCKa IIpH TIPUMEHCHHH JIPYIrHX MakKpOJIHuJ10B B COYETAHHH C
T'HJIPOKCHUXJTIOPOXUHOM HJIM XJIOPOXHHOM CJICAYET TIIATEIbHO B3BECUTh COOTHOIICHUE 10JIb3bI U
puCKa, TMpexae 4YEeM HasHa4daTb KIApUTPOMUIIHH moOBIM  NAllHEeHTaM, IIPHHAMAaOIIUM

F'HJIPOKCHUXJIOPOXHUH HJIH XJIOPOXHH.

Bauanue opyzux 1eKapcnigeHbX npenapamos Ha Kiapumpomuuur

[Ipenapatsl, sBistommecs wuugaykropamu u3opepmenta CYP3A (nanpumep, pHpaMmuuuH,
dbenuronn, kapbamasenuH, penodapouran, 38epoboii NMPOABIPSBICHHBIN), MOIYT MHIYIHPOBATH
MeTaboJIu3M KIApUTPOMULMHA. JTO MOXKET HPUBECTH K CyOTepaneBTUYECKOH KOHIEHTpalHH
KJIAPUTPOMHIIMHA, YTO [PHUBOIHUT K CHIDKEHHIO ero 3¢ dextuBHOCTH. Kpome TOro, Heo6X01umMo
HaObmoaaTh 3a KOHUeHTpauuend unaykropa uzopepmenta CYP3A B 1uasme KpoBH, KOTOpas
MOJKET IMOBBICHTBCS H3-3a MHrHOMpoBanusi w3opepmenta CYP3A xnapurpomunmuom. [lpu
COBMECTHOM NpUMEHEHWH pHudadyTHHa ¥ KIAPUTPOMHUIIMHA HAOMIOJAIOCH IMOBBILIEHHE
MJIa3MEHHONW  KOHLEHTpanuu pupadyTMHa M CHUKEHHE CHIBOPOTOYHON KOHIEHTPALMH
KJIAPUTPOMMIIMHA C OBBIIICHHBIM PUCKOM pa3BuTHs yBeuTa. Cle/yroniue npenaparsl 00asatoT
JIOKa3aHHBIM WJIM IIPEII0IaraéMbiM BIMSIHHEM HAa KOHIEHTPALMIO KJIAPUTPOMMIIMHA B IIj1a3Me
KPOBH; B CJIy4ae UX COBMECTHOT'O NMPHMEHEHHS € KJIAPUTPOMHIIMHOM MOXET M0TpeboBaThCs
KOPPEKIHUS /103 MJIM [IEPEX0/1 Ha AbTEPHATUBHOE JICUCHHE.

Ipasupens, Hesupanun, pudpamnuyun, pudadymun u puganenmun
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

pudamnunus, pudabyTiH ¥ prdaneHTHH MOTYT YCKOPATH MeTaboJIu3M KIapUTPOMHLHA H,
TakUM 06pasoM, IIOHHXKATh KOHUEHTPAMIO KIAPUTPOMHMIMHA B IUIA3ME€ M OCIa0JATH
TepaneBTHIECKHi 3 eKT, 1 BMecTe ¢ TeM MOBBIATh KoHIenTpanuio 14-OH- kiapuTpoMHAIHa
- MeraboiuTa, TaKKE SBIIOMETOCS MHKPOOHONOTHYECKM aKTHBHBIM. IIOCKOJBKY
MHKPOOHOJIOTHYECKas aKTHBHOCTH KiapuTpoMuuHa H 14-OH-kinapuTpoMuIlnHa OTINYACTCS B
OTHOINIEHHMH Ppa3JIMYHbIX OaKTepui, TepaneBTHUeCKHii 3(PEKT MOXKET CHIKATHCS pU
COBMECTHOM IIPUMEHEHUH KIAPUTPOMHULIHA U HHIYKTOPOB ()EPMEHTOB.

Impaeupun

KoHneHTpanus KJIapaTPOMUIIHA CHIDKAETCS IPU HCIIONB30BAaHUH 3TPaBUPHHA, HO IOBBIIAETCS
KOHIlEHTpanus axtuBHOro Merabomura 14-OH-kmaputpomunura. Ilockomexy —14-OH-
KJIApATPOMHUIIMH 00NajaeT HU3KOH akKTHBHOCTBIO 110 OTHOIIEHHIO K HHpekuuaM Mycobacterium
avium complex (MAC), MOXeT MEHATECA 00TIast aKTUBHOCTH B OTHOIICHHH 3THX BO30yIUTENIEH,
nostomy ayis edenus MAC crenyer paccMaTpiBaTh AbTEPHATHBHOE JIEYEHHE.

Daykonaszon

CosMecTHBIN npueM (aykoHa3zona B go3e 200 Mr eXeIHEBHO U KiapuTpoMuIuHa B 103¢ 500 Mr
JiBa pa3a B IeHb y 21 310poBOro JOOPOBONBIA NPHUBEIO K YBEIHYECHHIO CPEJHEIO 3HAYCHHA
MHHHMAJIGHOM PaBHOBECHOM KoHUEHTpauuy KiapurpoMuidHa (Cmin) 1 AUC Ha 33 % 1 18 %
COOTBETCTBEHHO. IIpu 3TOM COBMECTHBI IpHEM 3HAYUTENBHO HE BIMAI Ha CPENHIOI0
PaBHOBECHYIO KOHIIEHTPAaIMIO aKTHBHOro Metabonura 14-OH-xmapurpomunuza. Koppekims
JI03b1 KJIADHTPOMHUITHHA B CITy4ae COMyTCTBYIOIIETO preMa (urykoHa30Ia He TpeOyeTcs.
Pumonagup

dapMaKOKHHETHIECKOE UCCIECIOBaHME II0Ka3aJio, YTO COBMECTHBI NPHEM PUTOHABMpA B J[03€
200 Mr xaxzaple BOCEMb 9acoB W KIapuTpoMunuHa B go3e 500 mMr xaxaele 12 4acoB IpHBEI K
3aMETHOMY IO/IaBJIeHMIO MeTabonu3Ma KiiapuTpoMuIiuHa. [1pu coBMeCTHOM IpHEME pUTOHABHPA
Cmax KJIapHTPOMUIIMHA YBeTmumiach Ha 31 %, Cmin yBemuaunach Ha 182 % u AUC yBenmaunnach
Ha 77 %. DBpUI0O OTMEYEHO mpaKTHYeCKH IMOJHOE TIojaBieHue obOpasoBanus 14-OH-
KJIapUTPOMHIMHA. braromaps mIMpOKOMY TepaneBTHYECKOMY MAHana3oHy KIapUTPOMHIIMHA
YMEHBIIEHUE €ro I03Bl Y MallHeHTOB ¢ HOpPMaTbHOH modedHod ¢ysxmued He Tpebyercd. Y
MAlMEHTOB C ITOYEYHOH HEAOCTATOYHOCTHIO LIEIECO0OPa3HO PaCCMOTPETH CIIEXYIOIIME BAPHAHTEHI
xoppexipu 1036l pu KK 30-60 Mu/MuH 1032 KIapATPOMHUIKHA HOJDKHA OBITH YMECHBIICHA Ha
50 %; mpu KK menee 30 mu/MuH 103a KIapUTpPOMHIIMHA JODKHA OBITH YMEHBICHA Ha
75 %. PaTOHaBHp HE ClEOyeT COBMECTHO NPHHUMATh C KIAPUTPOMHIIMHOM B 033X,
MpeBBINAIOMUX 1 I/ICHb.

CXOI[HI:IC KOPpPCKOUHA 03 AOJDKHBI pacCMaTpUBaThCAa y IAafH€HTOB CO CHIDKEHHOI (I)YHKHHCﬁ
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0YeK, €C/IM PUTOHABMP HCIOJB3YETCs  Kak bapmaxoxuretiRRil M 2 chattny  npu

NPUMEHEHNH JIpyruX HHrubutopos nporteazsi BUY, Bkimouas ata3aHaBuUp U CAaKBUHABHD (CM.
nojpasien «/|ByHanpapieHHOe B3aHMO/ICHCTBHE JIEKAPCTB.

Jeiicmeue KnapumpoMuyuHa Ha Opy2ue 1eKapcmeeHHble npenapantbl

Anmuapummuueckue cpedcmea (XuHUOUH U OU3ONUPAMUO).

B03MOKHO BO3HMKHOBEHHE IKETYJOYKOBOH TaxXHKap/MH THIA «IHMPYST» I[PH COBMECTHOM
MPUMEHEHUH KJIAPUTPOMHIIMHA U XMHHMHA WK Au3onupamuaa. [Ipy oHOBpeEMEHHOM Ipueme
KJIAPUTPOMHIIMHA € OSTUMM [pernapatamm  CcleJyeT peryjspHO IPOBOJAMTL KOHTPOJb
3MEKTPOKAPIMOTPaMMBl  Ha  nipeaMeT yjumHenuss wuHTepBana QT, a Taike cieayer
KOHTPOIIMPOBATH CHIBOPOTOYHbBIC KOHIIEHTPAIIMH YTUX IIpErapaToB.

[Tpu mocTMapKkeTHHrOBOM NPHMEHEHHH COOOIIAIOCh O Clay4asX pa3sBHTHsS I'MIIONIMKEMHUH TpPH
COBMECTHOM TNpHEME KJIAPUTPOMHUIIMHA W Ju3onupamuiga. HeoOXoaumMo KOHTPOJMPOBATH
KOHIIGHTPALIMIO TJIIOKO3bl B KPOBU TPH OJHOBPEMEHHOM IIPUMEHEHHH KJIAPHTPOMHUIIMHA H
JTU30TIHPAMHU/Ia.

Ilepopanenbie zunoziukemudecKkue cpeocmea/uncy/iuH

[Ipu coBMECTHOM NPUMEHEHUH KIAPUTPOMHUIIMHA U [IEPOPATBHBIX THIOTIIHKEMUYECKIX CPE/ICTB
(HanpuMmep, TMPOU3BOJHBLIC CYJILGOHMIMOUEBHHBI) HW/MIM WHCYJIMHA MOXET HadIoaaThes
BbIp@OXKECHHAA THNOIHKeMus. OJHOBPEMEHHOE MPUMEHEHHE KIAPUTPOMHUIIMHA ¢ HEKOTOPBIMH
TUIIOTJIMKEMHYECKMMHU TpenapatamMy (HarpuMep, HATErVIMHUJ, THOTJIMTA30H, PENariiHHI U
POCHTTIMTA30H) MOXKET NpUBecTH K HHrudupopanuto uzodpepmenta CYP3A ki1apuTpOMHLIHHOM, B
pe3yjabTaTe 4Yero MOJXKET pa3BUTHCS THIIOTIMKeMUs. PekoMeHiyeTcst TIlaTesIbHbIH KOHTPOJIb
KOHIIEHTPAILUH TTTFOKO3bI.

Bzaumooeiicmeus, obycroenennsie uzogpepmenmom CYP3A

COBMECTHBIH NIpUEM KJIAPUTPOMHUIIMHA, KOTOPbIH, KaK H3BECTHO, MHTHOMpYyeT H30(epMeHT
CYP3A, u npenaparoB, nepsuuno Metabonusupyrommuxcs uzopepmentom CYP3A, moxer
accOLMUPOBATLCA € B3aUMHBIM TOBBINIEHHEM HMX KOHILEHTpAlMid, 4TO MOXKET YCHIHTh HIIH
NPOJUIMTh KakK TepaneBTHUecKHe, Tak W 1nodouHbie 3¢ ekt KimaputpoMuiius ciegyer ¢
OCTOPOJKHOCTBIO IPUMEHATH MALUEHTAM, MOJIyYalolMM IIpenaparsl, sBIsIomecs cydcTpaTaMu
uzodepmenta CYP3A, ocobeHHO eciu 5TH npenaparsbl UMEIOT Y3KHi TepaneBTHUeCKU i JHana3oH
(nanpumep, kKapOamasenyH), /UM HHTEHCUBHO MeTaboIM3UpYIOTCs HTUM depMeHToM. B ciydae
HeOOX0IMMOCTH JIOJDKHA MIPOBOUTBLCSA KOPPEKIHs J03bI MperapaTa, MPHHUMAEMOr0 BMECTE C
KJIapUTPOMHIIMHOM.  Takke, 10 BO3MOXKHOCTH, JIOJDKEH TIPOBOJIMTHCA ~ MOHHTOPUHT
CBhIBOPOTOYHBLIX KOHLIEHTpALMil IpenapaTroB, MEPBUYHO METabOIN3NPYIOIMXCS H30(EepPMEHTOM
CYP3A.

MeTaboau3m ciieyIomunx rnpenaparos/KiaccoB ocyuiecTsisieTcs TeM xe uszopepmerntom CYP3A,
20
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yT0 ¥ MeTaboNM3M KJIAPUTPOMUIMHA, HApPHMEP. annpo3o i A RapAlth3dinte Hiiddérason,

IHKJIOCIOPUH, JM30MHPAaMUJl, METHINPEJAHH300H, MHIa30j1aM, OMEIpa3osl, HenpsAMbIe
AHTHKOATYJISHTHI (Harpumep, BapdapuH), aTHIHIHbIE AHTHIICHXOTHYECKUE CPEJICTBA (HalpruMep,
KBETHAITHH ), XHHU/MH, pudabyThH, cuiyieHad i, TakpoauMyc, Tpuasonam u Bunbiactus. Takke

x aronuctam uzodepmenta CYP3A oTHOcATCs cieyiomme npenaparhbl, TPOTHBONIOKA3aHHBIC K

COBMECTHOMY TIPUMEHEHHIO C KJIAPUTPOMHUILIMHOM: aCTeMH30J1, IIN3ANPHIL, THMO3HI, TEPPEHATHH,
JIOBACTATHH, CMMBACTATHH M alKaloMabl crnopbiHbd (cM. pasaen «IIpormBonokazanus»). K
npenaparaM, B3auMOJICHCTBYOIIMM 110I00HBIM 00pa3oM uepes JApyrue H30(pepMeHThl B paMKax
cucremsl ruToxpoma P450, otHocsTes GpeHuTOMH, TeOHIUIHH U BaJIbIIPOEBaAs KHCIIOTA.
HenpsiMbie aHTHKOATYISSHTBI

[Ipu coBmecTHOM mnpueMe BapdapuHa W KIAPUTPOMHMIIMHA BO3MOXHO KpPOBOTEUEHHME,
BeIpakeHHOe yBennyenne MHO wu mporpomOuHOBOro BpemeHH. B ciydae COBMECTHOrO
MpUMEHEHHs! ¢ Bap)apMHOM MIM JIDYTHMH HENPAMBIMH AHTHKOAryJISHTaMH HE00X01uMO
kouTponupoBatb MHO u nporpomMOrHOBOE BpeMms.

Ilepopanvubie anMUKOAZYIAHMbI HPAMOZO OCUCMBUA

[lepopaibHblii aHTHKOArYJISIHT MPSMOro JielcTBUs JaburatpaH sBisercs cyOcTpaToM JUs
s¢dmokcHoro Genka-nepenocunka P-rimkonporenna (Pgp). Pusapokcaban u  anmkcaban
metabosm3upyiores ¢ ydactueM uzopepmenta CYP3A4 u taicke sBistorcs cyOcrpataMu Juis
Pgp. Cnenyet cobmoaaTs OCTOPOIKHOCTb [TPH OJTHOBPEMEHHOM ITPHUMEHEHUH KJIIapUTPOMHIIMHA C

JIAHHBIMH IIpeTriapaTaMu, 0coOeHHO Y HAlUEHTOB C BBICOKHUM PHCKOM KPOBOTCUYCHH S (CM. pa3acibl

«C ocTopoxHOCTBION B «Oco0ble yKazaHHs»).

Omenpason

Knaputpomunmu (nmo 500 Mmr kaxaele 8 dYacoB) HCCIEIOBAICS Y 3/J0POBBIX B3POCIBIX
no0poBosbIeB B KOMOWHaI#M ¢ omenpasonoM (no 40 mr exenseBHo). Ilpy coBmecTHOM
MPUMEHEHHH KJIADUTPOMHIIMHA M OMEIpa30Jia PABHOBECHBIC I[1a3MEHHBIE KOHIEHTpPAIMH
omernpasoia Obutn yBenudeHbl (Cmax, AUCo24 1 Ti2 yBemmunances Ha 30 %, 89 % n 34 %
cootBeTcTBeHHO). CpeHee 3nauenue pH ey ika B TedeHue 24 4acoB COCTABUIIO 5,2 IIPH IIpHEME
oMenpazoJia B OT/ICNILHOCTH M 5,7 pu NpHeMe OMeINpasosia COBMECTHO € KIIAPUTPOMHUIIMHOM.
Cunoenaghun, madanagun u eapoenagpun

Kaxapiii u3 3tux HHrHOMTOpoB QochoaudcTepazsl MeTaboIu3upyercs, 1o KpaiHed Mepe,
gacTHyHO ¢ yuactueM uzodepmenta CYP3A. B t1o ke Bpemss uzodpepment CYP3A moxer
MHIUOMPOBATHCS B MPUCYTCTBUHU KIapuTpomuiinHa, COBMECTHOE PUMEHEHHE KIIADHTPOMHUIIMHA
¢ cuijgeHaguioM, TajanapuaoM WM BapAeHAQHIOM MOXKET HPUBECTH K YBEIMYEHHIO
HHrHOUpyomero Bosueiicteus Ha docdoamscrepasy. [Ipu npuMeHeHMM STHX IpenapaToB

COBMECTHO C KJIAPUTPOMHIIMHOM CJICAYET pacCMOTPETh BO3MOKHOCTH YMEHBIICHHSA J103bI
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cunenaduia, taganaduia u BapieHadua. (Bxopawwi M3 N=4244331)

Teopunnun, kapbamazenun

IIpu COBMECTHOM NPUMEHEHHH KIAPHTPOMHUIIMHA H TeOpUIUTMHA Wik KapOamaseruHa BO3MOKHO
MOBBIIIEHHE KOHIIEHTPAIMH JaHHBIX [IPENapaToB B CHCTEMHOM KPOBOTOKE.

Toamepooun

[TepBrunbIii MeTabOIH3M TONTEPOAMHA OCYeCTBIsIeTes depes 2D6 uzopopmy mutoxpoma P450
(CYP2D6). Onmmako B wacTv momynsuuu, JmmeHHoil nsopepmenta CYP2D6, merabonusm
npoucxoaut yepes uzopepment CYP3A. B 91oit rpynne HaceneHus MoJaBleHne n30(hepMenTa
CYP3A npvBOIHUT K 3HAYUTENILHO 00JI€e BHICOKMM KOHIEHTPALUSIM TOJITEPOJANHA B CBIBOPOTKE.
B rmomyasumud ¢ HH3KMM ypoBHeM MeraGoimsma depes uzopepment CYP2D6  moxer
noTpeboBaThCA CHHKEHHE [103bI TOJTEPOJMHA B MPUCYTCTBHM HHIHOMTOPOB H30(pepMeHTa
CYP3A, Takux KaK KJIapUTPOMHULIKH.

Benzoouaszenunsl (Hanpumep, annpazonam, MUOA301aM, MPpUA3o/1am)

[Ipx COBMECTHOM NMpPUMEHEHHM MH/a30amMa U TadieTok Kiapurpomununa (500 mr asa pasza B
nens) orMedanoch yBenudenne AUC mujazonama: B 2,7 pas3a nocjie BHYTPHBEHHOTO BBEJICHUA
MHIa3ogama. EcCIM  BMeCTe ¢ KJIAPHTPOMMIIMHOM IIPUMEHSeTCss BHYTpHBEHHas (opma
MUIa30j1aMa, CJIeAyeT TINATEILHO KOHTPOJMPOBATh COCTOSIHHE MAlMeHTa JUIs BO3MOKHOM
KOPPEKIMHK J103bl. BBe/IeHHE JIeKapCTBEHHOTO Tpenapara uepe3 CIM3UCTyI0 000JI0YUKY MOJIOCTH
pra, KOTOpOE€ JaeT BO3MOXKHOCTH OOOHTH IPECHCTEMHYIO JIMMMHAIUMIO JIEKapPCTBEHHOTO
npenapara, CKOpee BCero, MpHBEJIET K B3aUMOJCHCTBHMIO, aHAJIOTMYHOMY TOMY, KOTOpOE
Ha0Io1aeTCs Y BHYTPUBEHHOM BBEJICHHHM MH/Ia30j1aMa, a He [IPH IepopaibHoM npueme. Takue
K€ Mepbl MPEJOCTOPOKHOCTH CIIEIYeT MPUMEHSTh U K APYTMM OeH30Ma3elnHam, KOTOpbIe
merabomusupytores u3odepmentom CYP3A, Brmouyas Tpuaszonam u - annpososnam. Jlis
OeH30/1Ma3enMHOB,  BBEJEHHME  KOTOpeIXx He  3aBucut oT  m3opepmenta CYP3A
(TeMasenam, HUTpa3enam, JIopas3ernam), MaloBEepOSITHO KIMHHYECKH 3HaUMMO€E B3aUMO/ICHCTBHE C
KJIapUTPOMHUIIHHOM. [TpH COBMECTHOM MpPUMEHEHHH KJIAPUTPOMHUIIMHA ¥ TpUa3oJiaMa BO3MOMKHO
BO3/ICHiCTBHE HA IIEHTpalIbHY O HepBHYIO cucteMy (IIHC), nanpumep, COHIMBOCTD U CITyTAHHOCTh
co3HaHus. B CBs3M ¢ 3TUM, B cllyuyae COBMECTHOTO IIPUMEHEHHS, PEKOMEH/YETCS CICIUTH 3a
cumnroMamu Hapymenus [{THC.

Bzaumooeticmeus ¢ Opyeumu npenapamamil

Koaxuyun

Konmxumun ssisiercs cyberparom kak uzodepmenta CYP3A, tak u Oenka-nepeHocuynka P-
riukonporenaa (Pgp). W3BectHo, 4TO KIAPUTPOMMIIMH MU JIPYTHE MAaKpOJM/IbI  SABJISIOTCS
unrudburopamu uzopepmenta CYP3A u Pgp. [Ipu coBmecTHOM npHeMe KIapUTPOMHIUHA H

KoJxupHa uHruouposanre Pgp w/wm uzodpepmenta CYP3A MoxeT NpuBECTH K yCHICHHIO
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neiictBus  kosxunmaa.  Cleayer  KOHTPOJIU[OBATH pmﬁgﬁ%“#ﬁﬁ%&ﬂg‘i%ﬁlmmoa

OTpaBJIEHUS KOIXHIMHOM. 3aperdCTPHPOBAHbI TOCTMAPKETHHIOBBIE COOOIICHHS O CIydasX
OTpaBJICHHs KOJXMIIMHOM [IPH €ro OJHOBPEMEHHOM IPHEME C KJIAPUTPOMHIMHOM, Yamie y
MOXHJIBIX TIAIIUEHTOB.

HekoTopble M3 ONMCAHHBIX CJIYYaeB MPOMCXO/HIH C ITAlHEHTAMH, CTPAJAIOIIMMK TOYEYHOM
HEJI0CTATOYHOCTHIO. Kak coo01anock, HeKoTopble cilydan 3aKaHYHBAJIUCh JIETATbHBIM HCXO/I0M.
OJHOBpEMEHHOE TPUMEHEHHE KIAPHTPOMHUIIMHA M KOJIXHIMHA MPOTHBONOKA3aHO (CM. pasjiel
“IIpoTuBonokazauus’).

Juzokcun

Ilpeamonaraercsi, 4TO JUTOKCHH siBiseTcss cybctparom Pgp. M3BecTHO, 9TO KIapuUTPOMHUIMH
unrudupyer Pgp. [Ipu coBMECTHOM NpHeEMe KIApUTPOMHIIMHA H AUTOKCHHA HHrubupoBanue Pgp
KJIQPUTPOMHIIHHOM MOKET MPHBECTH K YCHJICHHIO JIeHCTBHs JHroKkcuHa. COBMECTHBIH MpHEM
JMIOKCHHA ¥ KJIAPUTPOMMIIMHA TaKKe MOXKET IIPHBECTH K IOBBINIEHHIO ChIBOPOTOYHOH
KOHIIEHTpAIUH TUTOKCHHA. Y HEKOTOPBIX MAlMEHTOB OTMEYAIHCh KIMHHYECKHUE CHMIITOMBI
OTpaBJIeHHs JMIOKCHMHOM, BKJIIOYas MOTEHIHAIBLHO JieTalbHble apuTMuH. llpu coBmecTHOM
npHeMe KJIAPUTPOMHUIIMHA M JHMIOKCHHA CIIE/yeT THIATEJbHO KOHTPOJIMPOBATH KOHIIEHTPAIHIO
JTATOKCHHA B CBIBOPOTKE.

3uooeyoun

OjtHOBpeMeHHbIH npueM TablIeTOK KIAPUTPOMHUIIMHA M 3MJOBYJ/IMHA IIEPOPAIbHO B3POCIIBIMA
BUY-uHOUIMPOBAHHBIMKE  TTAIMEHTAMH MOKET TPUBECTH K CHIKEHHIO DPaBHOBECHOM
KOHIIEHTPALNU 3U/I0BY IHHA.

[TocKOIbKY KJIQPUTPOMULIMH BIIMSET HA BCACHIBAHWE 3MJIOBY/MHA IIPH IIEPOPAILHOM IPHEME,
B3aMMOJICHCTBHS MOXHO B 3HAYUTE]IbHOH cTerneHu wu30exkarb, NMpUHUMAs KIAPUTPOMHUIIMH U
3UJIOBY/IMH C MHTEPBAJIOM B 4 uaca.

[Tomo6Horo B3aumojeiicTBus He Habmoxanu y BUY-unpuuupoBaHHbIX JeTeH, NPHHUMABIIMX
JETCKYIO ~ CYCHEH3MIO  KJIApUTPOMMIIMHA €  3M/OBYJMHOM  HJIH  JIMJIEC30KCHHMHO3HHOM.
[TockoabKy KIApUTPOMUIIMH MOXKET —IpPENsTCTBOBATL  BCACBIBAHMIO  3WJIOBY/MHA T[PH  HX
OJTHOBPEMEHHOM TPHUEME BHYTPb Y B3pOCIBIX MALMEHTOB, MOA00OHOE B3aMMOJIEHCTBHE BPSI JIH
BO3MOXHO IIPU UCIIOJIL30BAHUM KJIAPUTPOMUIIMHA BHY TPUBEHHO.

DeHumouH U 6a1bNPOEEaAn KUci0ma

Wmetorcss  naHHble 0 B3aUMOJCHCTBHUSX uarubutopoB  mizodepmenta  CYP3A
(BKJIIOYAst KITAPUTPOMHUIIMH) C TIperapatamu, KOTOpble He MeTaboJM3UpyIOTCS ¢ HOMOIIBIO
n3opepmenta CYP3A (peHUTOMHOM M BaIbIIPOEBO KUCIIOTOMN). [l laHHBIX NpEnaparos, Npu
COBMECTHOM  IIPUMEHEHWH ¢  KJIAPUTPOMULIMHOM, PEKOMEHIYETCs  OMNpeeJeHHE  MX

CBIBOPOTOYHBIX KOHIIEHTPAIHiA, TAK KaK UMEIOTCS COOOIIeHUs 00 UX MOBBILICHUH.
23



COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 10.11.2023 Nz 22865
(Bxopawmi M3 N24244331)

Heynanpasnennoe g3aumooenicmeue 1ekapcmes

Amaszanaeup

KitapuTpOMHIIHH 1 aTa3aHaBUp SIBISIOTCS Kak cyOcTparamMu, Tak 1 HHTHOUTOpaMu H3odepMenTa
CYP3A. CymiectByeT CBHAETEIBCTBO JIBYHANPABICHHON0 B3aUMOJIEHCTBUS ITHX IPENaparoB.
CoBmecTHOE TpuMeHeHHe Kiaputpomuiua (500 mr aBa pasa B JieHb) U atazanasupa (400 mr
OJIMH Pa3 B JIEHb) MOXKET IPUBECTH K JIBYKPATHOMY YBEIHUCHHIO BO3JACHCTBHS KJIIAPUTPOMUIIHHA
U yM™meHblneHHIO BosjeicTBus 14-OH-knaputpomunmua wa 70 %, ¢ ysenumuyenuem AUC
atazanasupa Ha 28 %. bnarogaps mMpokoMy TepaneBTHUECKOMY JHala3oHy KJIapHTPOMHIIMHA
YMEHBILIEHHE €0 J103bl y MAIIMEHTOB ¢ HOpMaIbHOU (yHKIMEH noyek He Tpedyercs. Y MalneHToB
¢ yMepeHHOH noueqyHoi HeoctatouHoCThIO (KK 30-60 Mi/mMuH) 1032 K1apuTpOMHIIMHA J10JKHA
ObITh ymenbiena Ha 50 %. Y nanuento ¢ KK menee 30 MiI/MUH 103y KJIApUTPOMHIIMHA CIIELYET
CHM3UTh Ha 75 %, HCHOJb3ys JUli JTOr0 COOTBETCTBYIOIIYIO JIEKapCTBEHHYIO (opmy
kinaputpomuiinHa. KnaputpomMuis B j103ax, npepbimaiommx 1000 Mr B CyTKHM, HElb3s
MPUMEHSTh COBMECTHO C HHIHOMTOpaMH IpoTeas.

brokamopsl «Me0NeHHbIX) KAbYULEHIX KAHAI08

[Ipn oaHOBpeMEHHOM NMPHMEHEHHH KJIAPUTPOMHIIMHA M OJIOKATOPOB «MEJICHHBIX)» KaJIbIIHEBBIX
KaHAJIOB, KOTOpbIE MeTab0IM3UPYIOTCS H30(hepMeHTOM CYP3A4
(HanpuMmep, Bepanamull, aMJIOAMIINH, JUITHA3EM),  cleayeT  coOmoaaTb  OCTOPOKHOCTb,
MOCKOJIBKY ~CYIECTBYET PHCK BO3HHKHOBEHHS apTepUabHON rumnoten3ud. [lrma3menHbie
KOHIIEHTPALMK KJIApPUTPOMHUIIMHA, TaK e, Kak M OJIOKaTOpPOB «MEJIEHHBIX» KalbIIMEBBIX
KaHaJIOB, MOT'YT IMOBBIMIATLCA MPU OJHOBPEMEHHOM NPUMEHEHHH. ApTepuaiibHasi TMIIOTEH3HS,
OpaauapuT™Mus M JaKTOAIM/103 BO3MOXKHBI IPH OJIHOBPEMEHHOM IpHEME KJIAPUTPOMHIIMHA H
BeparamuIia.

Hmpaxonazon

KnaputpoMuimy 1 UTpakoHa30m SBISIOTCS  cyOcTparaMu W MHrHOMTOpamu  u3odepmeHTa
CYP3A, uto omnpezenser AByHanpaBieHHOE B3aUMOJCHCTBHE MpenapatoB. KiapuTpoMHIMH
MOXET IOBBICHTH  KOHLEHTPALMIO HMTpaKkoHas3ola B IUlasMe, B TO BpeMs  Kak
UTPAKOHA30JI MOJKET MOBBICUTh TUIA3MEHHYIO KOHIICHTpAMIO KiapuTpoMuiuua. [lauuenTos,
O/THOBPEMEHHO  NPUHUMAOIIMX HTPAKOHA30J ¥ KIAPDUTPOMHLIMH,  CHEJYyEeT  TIIATEJIbHO
obcreloBaTh  HAa  HAIMYME CHUMITOMOB  YCWIICHMS WM  YBEJIMYEHHS  JUIMTEIBHOCTH
dapmakonornyeckux 3 dekToB HTUX MpenapaTos.

Caxeunasup

Knaputpomuims 1 cakBHHaBUP ABISIOTCS cyOcTpaTamu u uHruouTopamu usopepmenta CYP3A,
YTO OMNpeJIesIseT By HalpaBjieHHOe B3auMoJleiicTBue npenaparoB. OIHOBpeMEeHHOE IPHMEHEHHE

knaputpomunivHa (500 mr 1Ba paza B JIeHb) H CaKBHHABHPA (B MATKHX JKEJTATHHOBBIX Karcylax,
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1200 Mr Tpu paza B JeHb) y 12 310poBbIX z06pOBonbueﬁ%ﬂﬁﬁﬂb‘*®%&ﬁﬂMMUC H

Cmax cakBiHaBupa Ha 177 % u 187 % cooTBEeTCTBEHHO, B CPAaBHEHHH C IIPHEMOM CaKBHHaBHpa B
otaensaocty. 3navenuss AUC u Cma K1apuTpoMHIHHA ObUTH npubIM3nTebHo Ha 40 % Bbime,
YyeM TMPH MOHOTEPANlMK KIAPUTPOMUIMHOM. [IpH COBMECTHOM NPUMEHEHHMH OSTHX [BYX
[IpenapaToB B TeUCHUE OIPAHMYCHHOIO BPEMEHH B 103aX/COCTaBaX, yKa3aHHBIX BhIIIE, KOPPEKIUS
n036l  He Tpebyercs. Pe3ynbrarThl MCCIICOBAHHS JIEKAPCTBEHHBIX B3aMMOJEHCTBHH ¢
MCIIOJIb30BAHNEM CAKBHHABHPA B MATKHMX JKEJTaTHHOBBIX KarcCyjax MOryT HE COOTBETCTBOBAThH
spdexram, HaGIIOJTaEMbIM TIPH TPUMEHEHHH CAKBHHABHPA B TBEP/IbIX XKEJIATHMHOBBIX KarcyJiax.
Pe3ynbTarhl HCCIeJOBaHUS JIEKAPCTBEHHBIX B3aUMO/ICHCTBHI NP MOHOTEpANUH CAKBUHABUPOM
MOTYT HE COOTBETCTBOBAThH apdexTam, Ha0J110/1aeMbIM npu Tepanuu
CakBHHApUHOM/pUTOHABUPOM. [lpu mpueme cakBuHaBHpa COBMECTHO C PUTOHABHPOM CIIEIyeT
YUUTBHIBATh MOTEHIIMAIBHOE BIUSHHE PUTOHABMPA HA KJIAPUTPOMHIIMH.

Ocobbie ykazanus

JlmvTesbHbIH pHeM aHTHOMOTUKOB MOXKET MPUBOIUTH K 00pa30BaHUIO KOJIOHHH € YBEIHYEHHBIM
KOJIMYECTBOM HEYyBCTBHTENbHBIX Oaxtepuit u rpuboB. llpu cynepundeximun HeoOXoamMO
HA3HAYUTh COOTBETCTRYIOILYIO TEPAIHUIO.

[Ipy mpuUMeHEeHHM KIAPHTPOMHUIIMHA COOOMATOCH O TEeYeHOUHOH IMC)YHKIHM (IMOBBIIEHHE
AKTHBHOCTH MEYEHOYHBIX ()EePMEHTOB B KPOBH, I'€laTOLECIUTIONSPHBIA H/MIH X0JIeCTaTHYECKHH
remaTuT ¢ KeaTyxoi wim 6e3). leyenounas JucyHKIHS MOXKET OBITh TSDKETOH, HO OOBIYHO
aiseTcss oOpaTuMoit. MMeroTcest cirydyan ne4eHOYHOH HEJOCTATOYHOCTH C JIETAIbHBIM HCXOJIOM,
JIABHBIM 00pa3oM, CBSI3aHHBIC ¢ HAJIHYHEM CEPhEe3HBIX COMYTCTBYIOMMX 3a00JeBaHHN H/WIH
O/THOBPEMEHHBIM IIPHMEHEHHEM JIPYTHX JIeKapCTBEHHBIX cpeAcTB. IIpu nosBieHun npu3HakoB U
CHMIITOMOB renaTuTa, TaKuX Kak aHOPEKCHSI, JKEITyXa, IOTEMHEHUE MOYH, 3y /1, O0JIE3HEHHOCTh
JKMBOTA IPHU NaIbIALMHA, HEOOX0UMO HEME/UICHHO ITPEKPATUTh TEPANTHIO KIAPUTPOMUIIMHOM.
[lpy Hamuuuu XpoHHUYECKHX 3a00NeBaHMN [€YECHH HEOOXOJNMO TMPOBOUTH pPEryJIsSpHbIA
KOHTPOJIb ()ePMEHTOB CHIBOPOTKH KPOBH.

Ilpn neveHuM NPAKTHYECKH BCEMH aAHTHOAKTEPHAIBHBIMH CpEJICTBAMH, B TOM YHCIE
KJIADUTPOMMIIMHOM, OITHCAHBI CITy4aH MCEeBOMeMOPAHO3HOTO KOIMUTA, TSKECTh KOTOPOTO MOXKET
BapbUpPOBATLCSH OT JIETKOH 10 yrpoxaromed jxu3Hu. lIpum nedeHuM NpaKTUYECKH BCEMH
aHTHOAKTEPUATBLHBIMU CPEJICTBAMH, B TOM YHCIE KIAPUTPOMHIIMHOM, OITMCAHBI CIydYau
Clostridium difficile - accouMMpoBaHHO# JHAPEH, THKECTh KOTOPOH MOXKET BapbHUpPOBATHCS OT
JIETKOH [uapen /0 YrpoXkKaiollero »*H3HH KoJIuTa. AHTHOAKTepHalbHBbIE IIpernapaTbl MOIYT
MU3MEHUTh  HOPMaIbHYKD  MHUKpo(JIOpY  KHIIEYHMKA, UYTO  MOXKET  [pPUBECTH K
pocty C.difficile. IlceBnomembpanosublii kKonut, BbisBanubii Clostridium difficile, Heobxoaumo

nmoao3peBaTb y BCEX IMMAIMECHTOB, HCHBITHIBAIOIMIUX ITIOABJIICHHE JUApCH I[I0CJIC ITPUMEHCHUA
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[Toce npoBenmeHMs Kypca aHTn6n0TuK0Tepannn HEOOXOAUMO THIATENEHOE MEIUIIMHCKOE
HabmozeHne 3a nmanuedToM. ONMCHBAINCH CIIy4al Pa3BHTHS IICEBIOMEMOPAaHO3HOTO KOJIUTA
CIIyCTs 2 MecsIia ocje IpueMa aHTHOMOTHKOB.
IIpy neYeHnr MaKpoOIHMIaMH, BKIIOYas KIapUTPOMHULHUH, HAOMOAaNOCh yIIMHEHHE CEpACIHOU
penonsapusanuy 1 uaTepsaia QT, BEI3bIBas PHCK Pa3BUTHS CEPICIHOM apUTMHUHM U JKEIYOUKOBOM
TAaXHKapIUH THIIA «IEPYIT» (cM. paszen «[1o604Hoe neicTBrEY).
Tak Kak CIIeIyIOIHe CATYaIl MOTYT IIPHBECTH K YBETHYEHHIO PHCKA PasBUTHS XKeEITy JOTKOBBIX
apUTMHUIA (B TOM 9HCIIE JKEITYJOUKOBOH TaXUKapAUH THUIIA KIHPYIT»), TO:
- KJIAPUTPOMHUIIMH HE JIOJDKEH MPHUMEHATHCA Y CIEXYIONMX KaTeropyuil MalueHTOB:
e Y HAIMEHTOB ¢ rumokanuemueit (cM. pasnen «IIpoTuBonokazanus»); |
. e Y aIMEHTOB C runoMarademueif (cM. pasaen «[IpoTuBonoxasaHus»);
~ e OJHOBPEMEHHOE Ha3HauCHUE KIIApUTPOMHIIMHA C ACTEMU30JI0M, IIM3ANPHIOM, TMMO3UIOM
U TepdesaHOM IpoTHBoIoKazano (cM. pasnen «IIpoTuBonoka3anus»);

e Yy NMalEeHTOB C BPOXJEHHBIM MM IPHOOPETEHHBIM 3apETUCTPHUPOBAHHBIM YIIMHEHHEM
uatepBara QT wim HamwyweM XelyJOYKOBOM apUTMHM B aHaMHe3e (CM. pasgel
«IIpoTuBONMOKA3aHUSAN).

- KJIAPUTPOMUIIMH JTOJDKEH NPUMEHATHCS ¢ OCTOPOXKHOCTD Y CIEAYIOIIUX KaTerOpuH IallueHTOB:

e y manueHTOB ¢ wumeMuueckod Oonesnpto cepana (MBC), Ttsoxenoi cepraednon
HENAOCTATOYHOCTHIO, HAPYIICHHSAMH IPOBOAMMOCTH MJIM KIMHHUYECKH 3HAYUMOM
Opaguxapaueii;

e Yy IAIMEHTOB, OJHOBPEMEHHO IPHMHUMAIOIMX JApYrHe JEeKapCTBEHHBIE IIpeIaparsbl,

- CBi3aHHBIE ¢ yJuinHeHHeM uHTepBana QT (cMm. pasgen «B3ammopedcTBHE ¢ IPYTHMH

"'/ NEKapCTBEHHBIMH IIpenapaTaMuy).
B Xoze snmaeMHOIOrMYECKUX UCCIE0BaHIH 0 U3YUEHHIO pHCKa HEGIarONPHATHBIX CEPAEYHO-
COCYAMCTBIX HCXOJOB IpH MPUMEHEHHH MAaKpOJUAOB OBUIM IIONY4YEHHl HEOJHO3HAYHbIE
pe3yiapTaTthl. B HEKOTOpPhIX  HAOMIOAATENBHBIX  MCCIEOBaHWSAX  OBUI  yCTaHOBIEH
1 KpaTKOBPEMEHHBIM PHCK pa3BUTHA apUTMHH, HH(ApPKTa MHOKapAa U CMEpPTH OT CEpACYHO-
‘ COCYIMCTHIX 3a00JI€BaHHM, CBI3aHHEIA C MPUMEHEHHEM MaKpOJIHU/JIOB, BKIIOYAs KIapUTPOMHLIKH.
ITpn ma3HavyeHMM KIApHUTPOMHUIIMHA CIEAYyeT COOTHOCHTH IPEeANOsaraeMylo Ioab3y OT IpHEMa
Ipenapara ¢ JaHHBIMHA PUCKaMH.
Ilepen nasHagennem KitapuTpoMHIHHA BCeM IalMeHTaM, IPHHHMAIOIMM I'HAPOKCHXIOPOXHH
HIIM XJIOPOXMH, TINATENEHO B3BECHTE COOTHOIICHUE IIOJB3BI U PHUCKA H3-32 MIOTEHIUAJLHOIO

IOBBIIICHHOTO PHCKA CEPACYHO-COCY IUCTBIX COOBITHIA H CepIeYHO-COCY AUCTOH CMEPTHOCTH (CM.

pasnen «B3auMonelicTBre ¢ IpyrHMH TeKapCTBEHHBIMY MperapaTamMuy).
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Bo3MOKHO pa3BuTHe TepekpecTHOl pesucientroctn 1 GAABHIHO ity * 44 Tapyram

aHTHOMOTHKAM IPYIIIbI MAKPOJIHIOB, @ TAKXKE JIMHKOMHIIMHY M KIIMH/IAMHIIHHY .

VyuThiBas PacTyUIyl) PE3UCTEHTHOCTH Streplococcus pneumoniae K - MaKpoJuiaM, BaKHO
POBOJIUTH TECTUPOBAHHE YyBCTBUTEILHOCTH MPH HA3HAYEHHH KJIAPUTPOMHIIMHA MALMEHTaM C
BHEOOJILHUYHONW nHeBMOHMEH. [IpH  TrocmUTaNbHOH MHEBMOHHMHM KJIAPUTPOMHIIMH Cle/TyeT
IPUMEHSTH B KOMOWHALIMH ¢ COOTBETCTBYIOMIMMHU aHTHOMOTHKAMH.

Undekipu KOKH M MICKHX TKaHeil JIerkoff M cpejgHedl TsHKeCTH dallle BCEro BbI3BaHbI
Staphylococcus aureus w Streptococcus pyogenes. Ilpu sTom 006a Bo30yauTens MOryT ObITh
YCTOWYMBBI K Makposuaam. [109ToMy BaKHO IPOBOJMTH TECT HA 9y BCTBUTE/ILHOCTD.
Makpoau/ibl MOKHO TPUMEHATH 1pu HH(eKuusX, Bei3BaHHbIX Cofynebacterium minutissimum,
3aboneBaHusIX acne vulgaris W poXa, a TakXKe B TeX CHUTyalMsX, KOIJa Helb3s NPUMCHSTH
NECHUIWUTHH.

B ciyuae nosiBiaeHUs OCTPBIX PeakiMil THIepYyBCTBHTEILHOCTH, TAKUX KaK aHapuIaKTHIecKas
peaxiys, TsKeJble KOJKHbIe JeKapCTBEHHbIE peakiuy (HampHMep, OCTPbIH reHepanu30BaHHBIH
IK3aHTEMATO3HbBIM MycTyJie3), cuHapom CruBeHca-/[KOHCOHA, TOKCHYECKHH SIHIepMaIbHbIN
HEKPOJIM3 M JIEKAPCTBEHHAs Chlllb C H03WHOpMIMEH U cucTeMHOi cumnTomarukoi (DRESS-
CHHIAPOM) HEOOXOJMMO cpa3dy JKe€ TMpeKpaTUTb [PUEM KIAPUTPOMHIIMHA W  Ha4vaTh
COOTBETCTBYIOILYIO TEPAITHIO.

[lepenn Ha3HaYeHHEM KIAPHTPOMMIIMHA BCEM MAllMEHTaM, NMPUHUMAIOIINM IHIPOKCHXTIOPOXHH
W XJIOPOXMH, TIIATEIBLHO B3BEChTE COOTHOIIEHHME MOJb3bI M PUCKA M3-32 MOTEHIUATBHOIO
TOBBIIICHHOTO PHCKA CEPICYHO-COCY TUCTHIX COOBITHI M CEPACYHO-COCYIUCTOH CMEPTHOCTH (CM.
paszaen « BzaumoencTBHE ¢ APYTUMHU JIEKApPCTBEHHBIMH CPEACTBAMUY).

B ciryuae cOBMECTHOro NpuMeHeHus ¢ BaphapuHOM WK JIPyTUMH HENPAMBIMH aHTHKOAryJISHTaM
1 HeoOxo1uMo KoHTpoarpoBaTh MHO u nporpoMOuHOBOE BpeMst (cM. pasjen «B3aumoencTaue
C IPYTUMHU JICKApPCTBEHHBIMHU TperapaTamMmu» ).

Bansinne Ha cnocoOHOCTH YNPAaB/ISATH TPAHCIOPTHBIMH CPeICTBAMH, MEXaHH3MAMH
JlaHHbIE OTHOCHTEILHO BIUSHUS KIIAPUTPOMHUIIMHA Ha CIIOCOOHOCTD K YIIPABJIEHUIO aBTOMOOMIIEM
1 MEXaHU3MaMHU OTCYTCTBYIOT.

Cneayer co0mojiaTh OCTOPOXKHOCTH MPH  YIPABIEHUH TPAHCIOPTHBIMH CPEACTBAMH U
MEXaHU3MaMH, YUHTHIBasS TOTEHIMATbHYI0 BO3MOXHOCTbH  TI'OJIOBOKPYIKEHMs, BEPTHIO,
CIlyTAHHOCTH CO3HAHMS M JIE30PHEHTALIMH, KOTOpPBIE MOTYT BO3HHKHYTH [P NPUMEHCHUH
JTAHHOTO Ipenapara.

®opma BbINYCKA

TabneTku, noKpeITHIE IEHOYHOH 000104K0#, 250 Mr, 500 Mmr.

7 rabnerok B 6mucrepe u3 aByxcioinon [IBX/TIB/IX nuieHkH ¥ allOMHHHEBO# (OIBIH.
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2 GMcTepa BMECTE ¢ MHCTPYKIMEH 110 TIPHMEHEHHIO B xapronRoRFAeRE M3 N-4244331)

YcaoBusi XxpaHeHust
[1pu Tremneparype He Bbime 25 °C.

XpaHHTb B HEIOCTYITHOM JUJIA JIeTeH MecTe.

Cpok roanoctn

3 rona.

He npumeHsTh nocie ucTeueHust CpoKa roAHOCTH.

Veiosus ornycka

OTnyckaroT Mo penenty.

IlponsBoanTenns

Aypobunjo ®@apma Jlumures

[Moxpasaenenne 11, yuactku Ne 313 u 314, bauynannm, bagynanau Manngan, okpyr Memya-
Maskapkrupu, mrar Tenanrana, Muus.

Oprann3anusi, (PHHAMAOIAS NPEeTeH3HH NoTpeduTe e

AHO "HanuoHanbHbIi Hay4HBIH HeHTp papmMakoHazopa”

105005, Poccus, r. Mocksa, yi1. baymanckas, 1. 6, ¢p. 2, atax 9, opuc 923.
Ten.: 8-800-777-86-04

AJpec aneKTpoHHO# mouTsl: adversereaction@drugsafety.ru

Beayumuii cienmanyuct rno perucTpanim Enumaxosa E.A.

28




