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MHUHHUCTEPCTBO 3/IPABOOXPAHEHWA POCCI/II/ICKOI/I (DEI[EPALH/HII

NMHCTPYKLIUA
1O MEJUILIMHCKOMY TTPUMEHEHUIO JIEKAPCTBEHHOI'O ITPEITAPATA

Knamun®

Perucrpauuonnsiii Homep: JIC-000679
Toprosoe HanmeHoBanue npenapata: Knauua®
Me:xayHapoaHoe HemaTeHTOBAHHOE HJIM IPYNIIHPOBOYHOE HAMMEHOBAHHE: KIAPUTPOMHLIUH

JlekapcTBeHHast gopma: TabJIeTKU, MOKPBITHIE MJIEHOYHOM 000JI0UKOH

CocraB

| TabneTka, MOKpHITas MIEHOYHON 000I0YKOM, CONEPIKUT:

Hevicmeyrowee eewgecmeo. knaputpoMuuut - 500,00 mr.

Bcnomocamenvuvie eewecmea: s1po: Kpockapmennosza Hatpus - 65,60 wmr; wemtronosa
MHUKpOKpUcTajuityeckas - 183,90 wmr; kpemuHus jguokcua - 12,00 wmr; mnoBuaOH
(K 29 - 32) - 25,50 mr; creapunoBas kucinora - 21,00 mr; maruus creapat - 12,60 mr; Tanbk —
29,40 mr;

IJIEHOYHOE IMOKPBLITHE: TMIIPOMEII03a (TUA-POKCUIIPONUIMETUIILETI0N03a) - 22,10 Mr; runponosa

- 1,70 mr; nponuneHraukons - 14,62 mr; copburana oneat - 1,70 mr; TutaHa auokcua - 5,10 mr;

copbuHoBas kuciora - 0,94 mr; BanunuH - 0,94 Mr; KpacuTelb XHHOJMHOBBIN KenThld E-104 -

0,07 mr.

Onucauue

OBaJibHBIE JABOSKOBBIITYKJIbIE Ta6JICTKl/I, [TOKPBITBIC MJIEHOYHOM 000JOYKOM CBETIIO-XKEITOrO I[BETA.

(DapmaKOTepaneBaneCKaﬂ rpymnmna: aHTI/IGHOTI/IK, MakKpoJua.

Koa ATX: JOIFA09



®dapmako/JoruyecKne CBOHCTBA

dapmakoIMHAMHKA

KiapuTpoMUIMH SBASETCS MOJTYCUHTETHUYECKMM aHTHOMOTUKOM TPYIIbl MAKPOJIH/IOB M OKa3bIBAET
aHTHOaKTepraibHOE AeUCTBUE, B3auMoaeicTBYs ¢ S0S pubocomanbHOM CyObeAMHULIEH U TIOAABIISA
cuHTe3 Oesnka 6akTepuil, YyBCTBUTEIbHBIX K HEMY.

KiapuTpoMUIIMH MPOAEMOHCTPUPOBAT BBICOKYIO AaKTUBHOCTb [ Vifro B OTHOLIEHHWH Kak
CTaHIAPTHHIX J1aDOPATOPHBIX IITAMMOB OaKkTepuil, TaK W BBIACJICHHBIX Y MAalLMEHTOB B XOJ€
KJIMHAYECKOM MpakTHKu. [IposiBiseT BBICOKYIO aKTUBHOCTh B OTHOIIEHUM MHOTHX a’3pOOHBIX H
aHApPOOHBIX TIPaAMIIOIOKHUTEIbHBIX M TIPaMOTPULIATEIbHBIX MHKPOOPraHu3mMoB. MUHHMMalbHbIE
noaasstomue KoHuentpauuu (MITK) kinapurpomuiiHa a1 601bIIMHCTBA BO30yAUTENEH MEHBIIIE,
yem MIIK sputpoMuiinHa B cpejHeM Ha ojiHO log: pa3BeeHue.

KnapuTpoMuLMH in Vvitro BBICOKOAKTHBEH B OTHOWeHUW Legionella pneumophila, Mycoplasma
pneumoniae. Oka3biBaeT OakTepULMOHOE NelcTBUE B OTHowweHUW Helicobacter pylori, nanHas
aKTMBHOCTb KJIApUTPOMHULIMHA BbIILIE NP HelTpansHOM pH, uem npu Kuciom.

Kpome Toro, maHHble in vifro W in vivo yKa3blBalOT Ha TO, YTO KJIApPUTPOMHULMH ACUCTBYET Ha
KJIMHUYECKU 3Ha4MMble BUIBI MUKOOakTepuil. Enterobacteriaceae w Pseudomonas spp., Takxke Kak
M Ha JIpyrue, He pepMEeHTUPYIOLIME TaKTO3y 'paMOTpHLIaTelbHble OaKTepUH, HE YyBCTBUTEIbHbIE K
KJIapUTPOMHULIMHY.

AKTUBHOCTb KJIapUTPOMHUIMHA B OTHOLIEHHMH OOJBLUIMHCTBA IUTAMMOB [E€PEYMCICHHBIX HHUXKE
MHMKpPOOPraHM3MOB [J0Ka3aHa Kak in vifro, Tak U B KJIMHUYECKOW MpaKTUKe MNpu 3a00JIeBaHUX,
nepeyrcieHHbIX B pasaene «[loka3zaHus K NpUMEHEHUIOY.

A3poOHBIE rPaMITIOI0KUTEIbHBIE MUKPOOPIaHU3MbI

Staphylococcus aureus
Streptococcus pneumoniae
Streptococcus pyogenes
Listeria monocytogenes

Ad3poOHBIE rPaMOTPULIATEIbHBIE MUKPOOPTaHU3MbI

Haemophilus influenzae
Haemophilus parainfluenzae
Moraxella catarrhalis
Neisseria gonorrhoeae

Legionella pneumophila



Jlpyrue MUKPOOPraHU3MBl

Mycoplasma pneumoniae
Chlamydia pneumoniae (TWAR)

Mukobakrepuu

Mycobacterium leprae

Mycobacterium kansasii

Mycobacterium chelonae

Mycobacterium fortuitum

Mycobacterium avium complex (MAC) — koMIuiekc, BKIodatomuii: Mycobacterium avium
Mycobacterium intracellulare

[Tponykuus Geta-1akTamMasbl HE OKa3bIBAET BIUSHUSA Ha aKTUBHOCTb KJIAPUTPOMHULMHA.

BOJBIIMHCTBO MTaMMOB CTapUIOKOKKOB, PE3UCTEHTHBIX K METHULMUIMHY M OKCALWJUIHUHY,

00/1a1al0T YCTOWYUBOCTBIO U K KJIAPUTPOMHULMHY.

Helicobacter pylori

UyscTBUTENbHOCTb H.pylori K KIAPUTPOMULIMHY U3ydaiack Ha u3onsatax H.pylori, BbIAEIEHHBIX OT
104 nauueHTOB, 10 Hayaaa Tepanuu npenaparom. Y 4 nayueHToB ObIIH BbIIEIE€Hbl PE3UCTEHTHBIE K
KIapUTPOMULIMHY WTamMMmbl H.pylori, y 2-X- UTaMMbl C YMEPEHHOW pE3UCTEHTHOCTBIO, Y
ocTabHBIX 98 nauueHToB U30aAThl H. pylori ObLIM YyBCTBUTEIbHBI K KIAPUTPOMULIUHY.
KnaputpoMuLMH oKa3bIBaeT ACUCTBUE in Vilro U B OTHOLIEHUU OONBIIMHCTBA ITAMMOB CJIEAYOIUX
MHMKpPOOPraHu3MoB (0HaKo 0e30macHOCTb U 3((HEKTUBHOCTb MCMOJIb30BAHHS KIAPUTPOMULMHA B
KJIMHUYECKOM TMpaKTUKe He MOJATBEpXk/JeHa KIMHMUYECKUMU HCCIEeJIOBAHUAMHU, U MPAKTHUECKOE
3HAUYEHHUE OCTACTCS HESICHBIM):

AdpoOHBIE IPaMIIOJIOKUTEIbHBIE MUKPOOPraHU3MbI

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

A3poOHBIE TPAaMOTPHULIATEIbHBIE MUKPOOPIraH1u3MbI

Bordetella pertussis
Pasteurella multocida

AHa3pOOHBIE TPaMMIOJI0KUTEIbHBIE MUKPOOPraHU3MBbI

Clostridim perfringens
Peptococcus niger

Propionibacterium acnes



AHaspo0HEIE rPaMOTPULIATEIEHEIE MUKPOOPTaHU3MBI

Bacteroides melaninogenicus
CrniupoxeTbl

Borrelia burgdorferi
Treponema pallidum

Kamnunobakrepuu

Campilobacter jejuni

OCHOBHBIM METa0O0JIUTOM KJIApUTPOMMLIMHA B OpraHU3Me YelOBeKa ABJSAETCS MUKPOOMOIOTHYECKU
AKTUBHBIN MeTaboJIuT 14-ruapoKCUKIapUTPOMULIMH (14-OH-Kk1apUTPOMULIMH).
MukpoOuoioruyeckas akTUBHOCTb MeTaboJIMTa Takas e, KaK y UCXOJHOro BellecTBa, Wiu B 1-2
pasa cinabee B OTHOIIEHHH OOJIBIIMHCTBA MUKpOOpraHu3mMoB. Mckimouenue cocrasnsietr H.influenzae,
B OTHOILEHHH KOTOPOH 3 deKTUBHOCTL MeTabouTa B ABa pa3a Belle. MicXxoiHOe BEIIECTBO U €ro
OCHOBHOM MeTabOJIMT OKa3bIBAOT JIMOO aJAUTUBHBIM, TM00 cUHEpruyeckuit 3pdeKkT B OTHOLEHUU
H.influenzae B ycnoBUSX in vitro W in vivo B 3aBUCUMOCTH OT IITaMMa OaKTEPHid.

TecT Ha YYBCTBUTEILHOCTD

KonuuecTBeHHble MeTO/Bl, TpeOylOLIMe W3MEpeHHs AuameTpa 30Hbl [OJABIECHUS POCTa, JAKOT
HanboJsiee TOUHBIE OLIEHKU YyBCTBUTEIBHOCTH OaKTepHil K aHTUMUKPOOHBIM npenapataM. OaHa u3
PEKOMEHIYEMBIX  METOAMK Ul  ONpeleNeHHs  UYyBCTBUTEIBHOCTH  UCHONb3YeT  JUCKH,
MMIIpErHUpOBaHHBbIE |5 MKT Ki1aputpoMuimHa (aucko-auddys3uonHsiit meroa Kupou-bayspa); npu
MUHTEpIpeTauuy TecTa JUaMeTpbl 30H MOAABIEHUS POCTa KOppenupyrT co 3HadeHusmu MIIK
kinapurpomunmHa. 3HayeHus MIIK onpeaenstoTcs metoaom pasBeieHus B OyJIbOHE WIIM B arape.
[Ipy ucnonp30BaHMM H3TUX METOAMK OTYET M3 J1adopaTOpMM O TOM, YTO IUTAMM SBISETCS
«4yBCTBUTEJIbHBIMY, YKa3bIBA€T Ha TO, YTO BO30YAUTENb UH(EKIIMU, BEPOSITHO, OTBETUT HA JIEYECHHE.
OTBeT «pe3UCTEHTHBIN)» yKa3bIBaeT Ha TO, YTO BO30YIUTENTb, BO3MOKHO, HE OTBETHT Ha JIEYECHHE.
OTBeT «NpOMEXyTOUHAasi 4YyBCTBUTENBHOCTBY» IMpPEANOaraeT, YTO TepaneBTHUYECKUil 3SPdeKT
npenapara MOXeT ObITb HEOJHO3HAUEH WJIM MUKPOOPraHM3M MOXET OKa3aThCs 4yBCTBUTEIbHBIM
MpH UCMONIb30BaHUM Oosiee BbICOKMX 103 mpemnapata. ([IpomexxyTouHas 4yBCTBUTEIBHOCTh TaKXke
Ha3bIBAETCS «yMEPEHHOM YyBCTBUTEIBHOCTBION).

PapMaKOKHHETHKA

BcaceiBaHue

[Ipemapar nerko u OBICTPO BcCacklBaeTCs B IKETYJIOYHO-KMILIEYHOM TpakTe. AOCOIHOTHAs
O6uomoctynHocTh cocraBiasier okoyno 50 %. [Ipy MHOrokpaTHoOM mpueme J03bl [pernapara

KyMYyJISAIUU MPAKTHUYECKH HE 06Hap}')KCHO, U XapakTep MeTaboau3Ma B OpraHu3Me 4Y€JIO0BCKa HE
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uameHsiics. [IppeM MMM HEMOCPEACTBEHHO TMepel [PUEeMOM  I[pernapara  yBeIHYMBall
OMOJOCTYMHOCTh Mpernapata B cpeaHeM Ha 25 %. B umenom 3TO MOBBILIEHHE HE3HAYMTEIBHO U
JO/DKHO HWMETh HeOOJBIIYI0 KIMHUYECKYH) 3HAUMMOCTh [P PEKOMEHAYEMBIX peXHUMax
no3upoBaHus. Takum 00pazoM, KJIApUTPOMULMH MOXKET MPUMEHAThCS HE3aBUCHMMO OT IpHema
THILIH.

Pacnpenenenue, MeTab0IUu3M U BBIBCACHUEC

In vitro

WccnenoBanus in vitro mnokasaiu, YTO KJIapUTPOMHLIMH CBSI3bIBa€TCs ¢ OenKaMM IU1a3Mbl KPOBU Ha
70 % B koHueHntpauuu ot 0,45 mo 4,5 mxr/mu. Ilpu koHueHTpaumu 45,0 MKI/MI CBSI3bIBaHUE
cHkaercss 10 41 %, BEeposATHO, B pe3yJibTaTe HACBILIEHUS MECT CBsA3bIBaHMA. JTO Habmrogaercs
TOJILKO MPH KOHLIEHTPALMAX, MHOTOKPATHO MPEBBIIAIOLINX TEPareBTUYECKYO.

In vivo

WccnenoBanus in vivo Ha )KMBOTHBIX [0Ka3a/1, YTO KJIAPUTPOMHULIMH MPUCYTCTBYET BO BCEX TKAHSAX,
3a MCKJIIOUYEHUEM LIEHTPATbHOM HEPBHOM CHUCTEMbl, B KOHLIEHTpALMAX, B HECKOJBKO pa3
npeBblIAOLIMX M1a3MeHHble. Hanbonee Boicokue koHueHTpauuu (B 10-20 pa3 Bblle Mia3MeHHbIX)
00Hapy KUBAJIUCh B IEYEHU U JIETKUX.

300posvie

[Ipu Ha3zHaueHuM KiapuTpoMuLMHA B 03¢ 250 Mr 2 pas3a B CyTKM MaKCHMajbHas paBHOBECHas
KOHUEHTpalUUs (Crax) KIapuTpoMuuuHa ¥ 14-OH-knaputpoMuumHa B mia3Me J10CTUranach yepes 2-
3 nHa u cocraBisina 1 mMkr/mn u 0,6 Mmkr/mMa cootBercTBeHHO. [lepuoa monyseiBeneHust (Ti2)
KJIQpUTPOMHULIMHA U €0 OCHOBHOIO MeTad0JIuTa cocTaBuII 3-4 yaca ¥ 5-6 4acoB COOTBETCTBEHHO.
[Tpu HazHaueHuu knapurpomuirHa B 1o3e 500 mr 2 pa3a B cyTKU Cmax kKi1apuTpoMutmHa u 14-OH-
KJApUTPOMULMHA B IJ1a3Me€ J0CTUranach rnocjie npuema 5-oit a03bl. [locne npuema S5-oif u 7-oit
103bl, Cmax KnaputpomunvHa u 14-OH-knaputpomuliiHa B I1a3Me COCTaBuia B cpeaHeMm 2,7 —
29 mkr/mn u 0,88 - 0,83 mkr/mMn cooTBeTcTBeHHO. Tin KIAQPUTPOMMLMHA M €ro OCHOBHOIO
MeTtabonuTa coctaBui 4,5 - 4,8 yaca u 6,9-8,7 yaca COOTBETCTBEHHO.

Cmax 14-OH-knaputpoMulLiMHa HE yBEJIWYMBAIaCh MPOMOPLUOHAIBHO /103€ KIAPUTPOMULIMHA, B TO
BpeMs KaK MepHOJ IMOMyBbIBEJEHHS KaK KIApUTPOMHULMHA, TaK U €ro TUAPOKCUIMPOBAHHOTO
mMeTabonuTa MMel TEeHAEHLMIO K YBEIWYEHUIO C TOBbIIIEeHHeM J03bl. Takas HenuHelHas
(bapMaKOKMHETHKA KIAQPUTPOMHIIMHA B COYETAHMHM C yMEHbIIEHHeM oOpa3zoBaHus 14-
TMAPOKCUIMPOBAHHBIX M N-IEMETUIMPOBAHHBIX TMPOJYKTOB MPU BBICOKMX [103aX YyKa3bIBaeT Ha
HE/MHEHHBIH MeTabo/Mu3M KIapUTPOMUIIMHA, KOTOPBIA CTAHOBUTCS OOJ€e BBIPAKEHHBIM MpPU

BBICOKHX O03aXx.



[Toukamu BeIBOAMTCA 0KOJ10 37,9 % mocie nepopanbHOro nprema KJIapuTpOMHLKHA B 103€ 250 Mr
1 46,0 % nocne npuema kinapuTpomMuiMHa B o3e 1200 Mr; KMIIeYHHMKOM BBIBOAMTCS 0KOJI0 40,2 %
u 29,1 % (BkaoYas MCMBITYEMOro JHMIIb C OJHOW mpoboit kama, coxepskamein 14,1%)
COOTBETCTBEHHO.

IHayuenmor

Knaputpomuumn u ero merabonut 14-OH-knapuTpoMULMH OBICTPO MPOHMKAKOT B TKAHU U
KHJKOCTH opraHu3Ma. MMeroTcs orpaHuueHHble JaHHbIE, CBUIETENLCTBYIOIIHE O TOM, 4YTO
KOHUEHTpAlMs KIApUTPOMHULIMHA B LEpeOpPOCIMHATBHON JKUIKOCTH TPH MEpPOpaibHOM MpHEME
He3HayuTeNnbHa (T. €. TOJNBKO 1-2 % OT KOHUEHTpauuu B CHIBOPOTKE KPOBH MPH HOPMAIbHOM
MPOHMLAEMOCTH remarodHuedannueckoro 6apeepa). KoHLeHTpalus B TKAHAX 00BIYHO B HECKOJIBKO
pa3 BhILLIE, YEM B CHIBOPOTKE KPOBH.

B Tabnuue npuBeaeHsl IpUMEpbl TKAHEBBIX U CBIBOPOTOYHBIX KOHIIEHTPALMIA:

Konuenrpauuu (250 mr kaxasie 12 yacoB)

Bun tkaHu TkaneBbie (MKT/T) CpiBopoTOUYHBIE (MKI/MIT)
MuHaTuHBI 1,6 0,8
Jlerkue 8,8 1,7

Hapywenus ¢pynxyuu nevernu

Y NauMeHToB €O CpeHeH M TSAKENOH CTENeHb0 HapylIeHUs: (pyHKIUNH MEYEHH, HO ¢ COXPAHEHHOM
(yHKuKerd moyek KoppeKLHs J03bl KIapUTPOMULIUHA He TpeOyercs. PaBHOBECHAs KOHLIEHTpALMs B
njiasMe KpOBM W CHCTEMHBIH KJIMPEHC KJIAPUTPOMMLIMHA HE OTJIMYAIOTCSA Y TMALMEHTOB JaHHOM
TpYMIibl U 3710POBBIX MalMeHTOB. PaBHOBecHas koHUeHTpauus 14-OH-knapuTpomMuLiHa y THOAEH ¢
HapyleHUAMH QYHKLMHU NEYEHH HIKE, YEM Y 30POBBIX.

Hapyvwenue ¢pyuxuyuu nouex

[Ipu Hapymenun QyHKUMM noYyeK yBeAMYMBAIOTCH Cmax M MHUHUMaIbHas KOHLEHTpAUUs (Crin)
KJIapUTPOMUIIMHA B TJIa3Me KPOBH, NEPUO/] MOJYBBIBEAEHUS, MJIOIAb MO/ (hapMaKOKHHETHYECKOM
KpuBOW “KoHueHTpauus - Bpems® (AUC) knaputpomMunmHa u  ero Merabomura 14-OH-
KrapuTpoMuiMHa. KoHcTaHTa »1MMHUHALMK M BbIBEJCHHE MMOYKAMU yMeHblaroTcs. CTeneHb
M3MEHEHHI STHX MapaMeTPOB 3aBUCHUT OT CTETNEHHU HapylIeHHs (yHKIIUH MOUYEK.

HauueHmbz no2HCU1020 8o3pacma

VY NauueHToB MOKHMJIOrO BO3pacTa KOHLEHTPALMs KJIApUTPOMHULMHA M ero metabomura 14-OH-
KJIApUTPOMHUIIMHA B KPOBHU OblLiIa BBILIE, a BHIBEICHUE ME/JICHHEE, YeM Y IPYIIIbI MOJIOABIX JIFOIEH.

OzHako nocje KOppeKLHU ¢ y4eTOM MOYeYHOro KIMpEHca KpeaTHHUHA He ObIIO OTIMYMil B 00eux
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rpynnax. Takum o0pa3oM, OCHOBHOE BiIHMAHME Ha (apMaKOKMHETHYECKHE [apaMeTpbl
KJIApUTPOMHUIIMHA OKa3bIBaeT (yHKLHUS MOYEK, a HE BO3PACT.

Hayuenmul ¢ muxobaxmepuaibHuIMU UHDEKYUAMU

PaBHOBecHBIE KOHIEHTpaUuK KiaputpomuumHa u 14-OH-knaputpomununa y nauumentos ¢ BUY-
vH(eKLUKeH, NoMyyaBIIMX KIAPUTPOMULMH B OOBIYHBIX 033X (500 Mr jBa pasa B CyTKM), ObLIM
CXOJHBIMU C TAKOBBIMHU Y 3[0pOBbIX t0JAeH. OHAKO MPU MPUMEHEHUH KJIAPUTPOMHIIMHA B Goliee
BBICOKHX J103aX, KOTOpbIE MOIYT MOTpPeOOBAaThCA IS JEYEHUS MHUKOOAKTEepUATbHBIX HH(EKIIHA,
KOHUEHTpAlMd aHTUOMOTHKA MOTYT 3HAYMTENILHO MpEBBINATE OObIUHBIE. Y mnauueHToB ¢ BUY-
vH(EKUMEH, MPMHUMABIIMX KJIapUTPOMHLMH B 03¢ 1000 mr/cyT uam 2000 Mr/cyT B JBa npuema,
paBHOBECHBIE 3HAYEHUS Cmax 0OBIYHO cOCTaBISAIM 2 — 4 MKI/MI U 5 — 10 MKI/MJI COOTBETCTBEHHO.
[Ipu npumenenuu mnpenapara B Oosiee BBICOKMX [03aX OTMEYalOCh YUIMHEHHE MEPHOJa
MOJTyBBIBEJICHUS 10 CPABHEHHMIO C TAKOBBIM Y 3/0POBBIX JIOJEH, MOTyYaBIIUX KJIAPUTPOMHIIMH B
00bIUHBIX J103aX. [TOBBINIEHHE KOHLEHTPALIMH B IJ1a3Me U yUTMHEHHE [IEPUO/IA IOy BBIBEICHHUS TIPHU
NPUMEHEHUH KJIapUTPOMULIMHA B 00JIee BHICOKHMX /103aX CBSA3aHO C HEJIMHEWHOU (hapMaKOKMHETHKOM
npenapara.

Kombunuposannoe neuenue ¢ omenpazonom

Knapurpomuimn, no 500 mMr 3 pa3a B CyTKH, B KOMOMHALMKM C OMENpa3ojioM B 03¢ 40 Mr/cyTku
criocodctByer yBenuueHnto Tiz u AUCo24 omenpazona. YV BceX MAlMEHTOB, MOJyYaBIIMX
KOMOMHMPOBAaHHYIO TEpaluio, B CPAaBHEHHWHM C MOJYYaBIIMMHU OJWH OMEMNpas3ol, HabII0AaI0Ch
nosbimenre Ha 89 % AUCo24 1 Ha 34 % T12 omenpasona. ¥V kiaputpoMuiiHa Cmax, Cmin 1 AUCo.g
YBEIUYHUBAINCE, COOTBETCTBEHHO, Ha 10 %, 27 % u 15 % no cpaBHEHWIO C JaHHBIMH, KOTr/Ia
MPUMEHSJICA TOJIBKO KJIapUTPOMMLMH 6e3 omernpasosa. B paBHOBECHOM COCTOSIHMM KOHLIEHTpPALUK
KJIApUTPOMHUIIMHA B CIM3MCTOM JKedyaka uepe3 64 rocie mpuemMa B TpyMne, [oJydaBiiei
KoMOMHaLMI0O, B 25 pa3 MpeBOCXOJUIM TaKOBbIE [0 CPABHEHHIO C [MOJYYaBUIMMU OJHH
KIapuTpOMHULIMH. KOHLIEHTpaluu KJIapUTPOMHLIMHA B TKaHSX XKelyKa yepe3 6 4 rocliie npuema 2-x
npenaparoB B 2 pa3a NpeBbIIIAIM JAaHHbIE, MOJTyYEeHHbIE B TPYIIE MAlMeHTOB, MOJTyYaBIIUX OIUH
KJIapUTPOMHUILIMH.
IToka3zaHusi K NPUMEHEHH IO
MHdexunonHo-socnanurebHble 3a00/1eBaHNs, BbI3BaHHBIE YyBCTBUTEIBHBIMHU K KJIapPUTPOMHLIMHY
MHMKpPOOpPraHM3MaMH y B3pOCJIBIX U JieTel ctapiie 12 ner:

* uH(EKUMH HUKHUX JbIXaTeNbHBIX MyTell (Takue Kak OpOHXMT, THEBMOHHS);

e uH(pEKUMH BEPXHUX JbIXaTEIbHBIX MyTeil (Takue Kak GapuHIUT, CHHYCHT);



-

MHQEKUMY KOXM M MATKMX TKaHell (Takue Kak (OJUIMKYIMT, BOCMAJEHHE MOJKOKHOM
KJIETYaTKH, pOKa);

JAMCCEMUHUPOBAHHBIE MJIM JIOKAJIM30BAaHHBIE MUKOOAKTepUaibHble MH(EKIMH, BbI3BAHHEIE
Mycobacterium avium w Mycobacterium intracellulare; nokann3oBaHHblE HHMEKLHH,
BbI3BaHHbIE Mycobacterium chelonae, Mycobacterium fortuitum u Mycobacterium kansasii;
MpoQHUIaKTUKA PacpoCTpaHeH!s HHPEKLHH, 00yCIOBIEHHON KoMIuiekcom Mycobacterium
avium (MAC), BUY-unpunmpoBaHHbsIM nauueHTam ¢ cogaepxkanueM aumdoruuros CD4 (T-
XeJmnepHsIX JuMpouToB) He Gonee 100 B 1 mm?.

spaaukauus H.pylori v CHUKEHUE YaCTOThI PELIMANBOB SI3BbI JBEHAIIATUIIEPCTHOMN KMILKH.

IIporuBonoka3anus

[ToBbIIEHHAs YyBCTBUTENBHOCTD K KIIAPUTPOMHULIMHY, MAKPOJIUAAM M JIPYTMM KOMIIOHEHTaM
npenapara.

OaHOBpEMEHHBII NpHEM KIAPUTPOMMIMHA CO CJEAYIOUIMMH [pernapartaMu: acTeEMH30II,
uM3anpua, nuMosuia, TepdeHaauH (cMm.  pasgen  «BsaumopeiicTBue ¢ apyrumu
JIEKapCTBEHHBIMU CPEJICTBAMUY).

OaHOBpeMEHHBIH NMpHeM KIapUTPOMHILIMHA C JIOMHUTANUAOM (CM. paziaen «B3aumoneiicTBue
C IpyTUMHU JIEKAPCTBEHHBIMU CPEACTBAMUY).

ONHOBpPEMEHHBIA MpPUEM KJIApUTPOMHIMHA C alKalOWJaMH CIHOPBIHBU, HalpuMep,
SproTaMMH,  JWTMApOdproramMuH  (cM. pasgen  «BzaumopeiicTBue ¢ JApyruMu
JIEKapCTBEHHBIMU CPEJICTBAMKY ).

OaHOBpeMEHHBIH NpHeM KIapUTPOMULMHA C MUIA30JIaMOM ISl IEPOPATEHOTO MPUMEHEHHS
(cm. paszen «B3aumozeiicTBIe ¢ ApyrMMH JIEKapCTBEHHBIMHU CPEACTBAMMUY ).
OnHoBpeMeHHBIH mpueM  KiaputpomuiuHa ¢ uHruoutopamu [ 'MI-KoA-peaykrassl
(cTraTuHamMM), KOTOpbIE B 3HAUMTEIbHON CTENEeHH MeTaboIM3UPYIOTCS H30(EPMEHTOM
CYP3A4 (noBacTaTMH WM CHMBACTaTHH), B CBSI3M C [OBBIIIEHHEM PHCKA MHOINATHH,
BK/ItOYast pabmomuonus (cM. pasgen «BsaumopeiicTBue ¢ Apyrumu JieKapCTBEHHBIMH
CpeCTBaMm»).

OnHoBpeMEHHBIH MpHeM KIapUTPOMHUIIMHA C KOJIXUIMHOM (CM. paszen «BzaumopeiicTue ¢
JAPYTMMH JIEKapCTBEHHBIMU CPEACTBAMMY ).

OaHOBpeMEHHBIH MPHEM KIApUTPOMHUIIMHA C THKArPEIOPOM HIIH PAHOIa3MHOM.

Vanvnenue wuHtepBara QT B aHamHe3e  (BpPOXKIEHHOE WM  TPUOOPETEHHOE

3aperuCTpUpPOBaHHOE yaiMHeHUue uHTepBata QT) wiu kenyIoukoBas apUTMHS, BKIIOYas

8



KEITYIOUKOBYIO TaXUKapIui0 TUMa «mupysT» (cM. pasgensl «OcoOble yKazaHus» U
«B3aumoeicTBIE C IPYTUMHU JIEKAPCTBEHHBIMH CPEICTBAMMUY).

KnapuTpoMuLMH He crelyeT MPUMEHATh y MALUeHTOB C JJIEKTPOJUTHBIMU HAPYIIEHUSIMHU
(TMMoKanMeMuel uIy runoMarHieMueii) B CBA3M ¢ pUCKOM yaiinHeHus uatepsana QT (cMm.
paszzaen «OcoOble yKazaHUs»).

Tsxenas mneueHoyHas HENOCTATOYHOCTh, MPOTEKAIOMAA OJHOBPEMEHHO C [OYEUHOMN
HE/I0CTATOYHOCThIO.

XosecTaTuueckas JKeNTyXa/TemaTUT B aHaMHe3e, pPa3BHMBIUMECH [PU NPUMEHEHHH
KJIapuTpOMHUIIMHA (CM. pa3aen «Ocolble ykazaHUus» ).

[Topdupus.

[lepron rpy1HOro BCKapMJIMBaHUS.

Bospact 10 12 net (3¢ dekTHBHOCTE 1 6€30MacHOCTh HE YCTAHOBIIEHBI).

C 0CTOpPOXKHOCTBIO

[ToueuHas HEIOCTATOYHOCTD CPEeIHE M TSHKEJIOM CTETNEHH.

[TeyeHOYHas HEOCTATOUYHOCTH CPEIHEH U TAXKEIIOM CTENEHH.

OaHOBpeMeHHBIH MpHEM KJIApUTPOMHULIMHA ¢ OEH30/1Ma3eNMHaMu, TaKUMK KakK ajrpasoliam,
TpHaszojiaM, MHJa30jaM Ui BHYTPUBEHHOTO TNPUMEHEHHUS WM IS HaHEeCeHWs Ha
CIM3KUCTYIO 000/M04Ky pra (cM. «B3aumopeiicTBue ¢ APYrMMH  JIEKAPCTBEHHBIMHU
CpEICTBaAMM).

OnHOBpeMEHHBIH TNpHeM ¢ MpenapaTaMu, KOTOpble MeTaboIM3UPYIOTCS H30(epMEHTOM
CYP3A, mnanmpumep, KapOamasenuH, UWJIOCTa30], UMKJIOCIOPUH, AW30MUPAMUI,
METHWJINPEIHU30JI0H, OMENpPa30Jl, HENpsAMbIE AHTUKOAryJsHTHl (HampuMmep, BapdapuH),
XUHUIWH,  pudalbyTuH,  cungeHadui,  Takpoaumyc,  BUHOmacTMH  (cM. pasaen
«B3aumopneiicTBue ¢ ApyrumMu eKapCTBEHHBIMH CPEICTBAMKY ).

OnHoBpeMeHHBIH MpueM ¢ npenapatamu, WHAyuupyrommmu uszopepment CYP3A4,
Hanpumep, pubamnuuuH, (GEHUTOMH, KapbamaszenuH, QenobapouTan, 3Bepoboii
NPOBIPABIECHHBIH  (cM. pazaen  «B3aumoneiicTBMe ¢ ApYrHMMH  JIEKAPCTBEHHBIMH
CpeACTBaMmn»).

OnHOBpeMEHHBIH MpHUEM KJIAPUTPOMHULIMHA CO CTATHHAMH, HE 3aBUCALIMMH OT METab0IM3Ma
usopepmenta CYP3A (nanpumep, duysacratun) (cm. pasgen «BsaumopeiicTBue ¢

JAPYTUMHU JIEKapCTBEHHBIMU CPEICTBAMMI).

9



* OpHOBpeMeHHBIH MpuUeM ¢ GIOKATOpPaMU «MEUICHHBIX» KaJbLUEBBIX KaHAIOB, KOTOpPHIE
merabonusupytotess  uzopepmentom CYP3A4  (nanpumep, Bepamamui, amJIOJUIIHH,
JIUJITHA3EM).

¢ OJHOBpEMEHHBIH MpHeM KIAapUTPOMULIKMHA C MEPOPATBHBIMU aHTUKOArY/ISHTAMU MPSMOTO
JICWCTBHA, TAKUMHM Kak JaburatpaH, puBapokcabaH, anukcabaH, OCOOEHHO y MalMEHTOB C
BBICOKMM PUCKOM pa3BUTHUS KPOBOTEYEHHIHA.

e [lauuentel ¢ umemuuyeckoir Gonmesnbto cepaua (MBC), Tskenoit  cepaeuHoit
HEJIOCTaTOYHOCTBIO,  HAPYLICHUSMM  MPOBOJAUMOCTH MU  KIMHMYECKH  3HAYUMOM
OpaJauKapiuei, a TakKe MAlMEeHTHI, OJHOBPEMEHHO MPUHUMAIOLIME AHTHAPUTMHYECKHE
npenaparel A knacca (xuHuauH, npokaunHamun) u Il knacca (noderunua, ammonapow,
coTanon).

e bepemeHHOCTS.

IIpumenenne npu 6epeMEHHOCTH U B NIEPHOJ IPYAHOI0 BCKAPMJIHBAHUS

bepemennocmo

bezonacHOCTe MNpHMEHEHHs KIApUTPOMHULIMHA BO BpeMsi OEpPeMEHHOCTH He YCTaHOBIIEHA.
OCHOBBIBaACH Ha Pa3IMYHBIX Pe3y/bTaTaX, MOJYYEHHBIX B MCCIIEI0BAHUAX HA KMBOTHBIX, a TAKIKE
Ha OMbITe TMPUMEHEHUS y JIFOAEH, Helb3sd MCKIKYUTh BO3MOXHOCTH HEOJaronpUsTHOrO
BO3/eicTBUA Ha SMOpuoderanbHoe pasBuTHe. HekoTopble Habi0aTeNbHBIE HMCCIIEJ0BAHUS,
OLIEHMBAKOIIME BO3JeicTBMe KiapuTpomuuuHa B | u Il TpumecTpax OepeMEHHOCTH, BBHISBUIIN
MOBBILIEHHBIM  PUCK  CAMOMNPOM3BOJILHOrO  abopTa MO  CPaBHEHHIO C  OTCYTCTBHEM
AHTUOMOTHKOTEPANIMM WM  MPUMEHEHHEM [JpYyruX aHTUOWOTHKOB B aHAJOTMYHBIE CPOKH
OepemeHHOCTH. MMeromuecs 3MuaeMHUONOrHYECKHE UCCIIE0BAHUS PUCKA CEPBE3HBIX BPOXKIEHHBIX
MOPOKOB pa3BUTHs MPU TNPUMEHEHWH MAaKpOJIMAOB, BKIIOYas KIAPUTPOMHMLIMH, BO BpeMs
OepeMEeHHOCTH IEMOHCTPUPYIOT MPOTHBOPEYMBLIE PE3YIILTATHL.

[IpumeneHne KnapuTpoMuIMHa Npyu GepeMeHHOCTH (0CO0OeHHO B | TprMecTpe) BO3MOXKHO TOIBKO B
cllyyae, KOraa OTCYTCTBYET albT€PHATMBHAs Tepanus, a MOTEHLMaNbHas M0Jb3a I Marepu
MPEBBILIAET MOTEHLUAIBHBIA PUCK AJIS TUI0/1A.

Ilepuoo epyonoeo eckapmnusarnus

bbu10 ycranoBieHO, 4yTO peGeHOK, HAXOAMBIIHUICS HAa IPYJHOM BCKApMIIUBAHUH, MOXKET MOIYYHUTh
okoji0 1,7% OT MaTepUHCKOH [03bl KJIAPUTPOMHLIMHA, C IOMPaBKOM HA Maccy Tellda Marepu.

besonacHocTh [IPUMEHEHUS KJIIApUTPOMULHUHA JJIA JeTe Ha I'PyYyAHOM BCKapMJIMBaHUH HE
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ycraHoBieHa. [Ipu HeoOXoauMOCTH mnpuema B MEPHOA TIPYJHOrO BCKAPMIIMBAHHS KOPMJEHHE
rpy b0 HEOOXOMMO MPEKPATUTh.
Depmunvrocms

I/ICC.IICIIOBaHI/Iﬂ, IIPOBEICHHBIE HA KpbICAX, IMOKa3aJad OTCYTCTBHUE BIUAHUS Ha (bCpTHHBHOCTL.

Cnoco0 npuMeHeHUs U 103bI

Jlns npuema BHyTpb. He3aBrucumo ot nprema nuiu.

OO6bIuHas peKOMEH/I0BaHHas 103a KIAPUTPOMHLIMHA y B3POCIBIX M JeTel ctapme 12 et — 250 mr 2
pasa B JIeHb (B 3TOM Ciydyae BO3MOXHO NpuMeHeHue npenapara Knaunn® TabieTku, moKphIThie
TUIEHOYHOM 000104KOi, 250 Mr).

Knaputpomuuun 500 Mr 2 pasa B ieHb HCTIONIB3YIOT B Ciiyyae 0oJiee TSHKENbIX MH(EKIHMiA.

OOGbIyHas POJOIKUTENBHOCTD JICYEHUS COCTABIISET OT 5 10 14 1Heii.

Hckmouenre cocTapsoT BHEOOIbHUYHAS THEBMOHUS M CUHYCHT, KOTOpbIE TPEOYIOT JIeYeHHs OT 6
Jo0 14 nHeid.

Ho3zvr Ons nevenus mukobakmepuanvhvlx ungexyuil, Kpome mybepxynesa:

[Ipn mukoGakTepranbHbIX MHOEKIMAX PEKOMEHIOBaHaA J103a KiapurpoMuiHa 500 Mr 2 pasa B
JI€Hb.

Jleuenue nuccemunupoBanHbix MAC unbekumii y nauuentos co CITU]] cnemyer npoaoskars 0
TeX MOp, MOKa MMEETCS KIMHMYECKas U MUKpoOuonornyeckas 3¢¢ekTuBHOCTb. KiapurpoMuiux
clielyeT Ha3Ha4yaTh B KOMOMHALMM C APYTMMU AHTUMHUKPOOHBIMHU Mperaparamu, akTHBHBIMU B
OTHOIICHUM JaHHBIX BO30yaureneid. JIMUTENBHOCTH JIEUEHHS JPYTHX HETYOEpKyJE3HBIX
MHKOOaKTepHabHbIX MHPEKLINI yCTaHaBIMBAET Bpay.

Hns npoghunakmuxu ungpexyuil, evizeannvix MAC:

Pekomenyemas 103a KJIapuTpoMULIMHA 17151 B3pOCbIX — 500 Mr 2 pasa B J€Hb.

Jns sapaouxayuu H. pylori.

Y nauueHToB ¢ A3BeHHOH Go0Je3HBIO, BBI3BaHHOW MH(eKimen H. pylori, KIAPUTPOMHULMH MOXKHO
HaszHayarh 1o 500 mr 2 pasa B JeHb B KOMOMHALMK C IPYTHMU aHTUMHUKPOOHBIMH MpernapartaMu 1
MHIHOMTOpaMHM MPOTOHHOTO Hacoca B TeyeHue 7-14 1Heil, B COOTBETCTBMU C HALMOHAIBHBIMU U
MEK/1yHapOIHBIMH PEKOMEHALMAMM 110 JieueHHto uHdekuuu H. pylori.

Ilayuenmul ¢ noyeunoti Hedocmamoynocmsio

[launenram ¢ KiIuMpeHCOM KpeaTHMHMHA MeHee 30 MJI/MUH HA3HAYAIOT MOJOBMHY OOBIYHOM 03B
KJIQpUTPOMUIIMHA (B JAHHOM Cllyyae Hcrosb3yeTcs no3a 250 mr). JleyeHue TakuxX MalMEHTOB

NpoAOJKAIOT He Oosee 14 nHei.
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Ilpumenenue y oemei mnaowe 12 nem

[IpumeHeHue KIapuTPOMHULIMHA B BUE TaOJIETOK y AeTeit Miaame 12 JeT He u3yyasnoch.

IToGo4Hoe aeiicTBHE

Knaccudukauns moGouHeIX peakiumii 1Mo 4yactoTe pasBUTHs (KOJIMYECTBO 3aperMCTPHPOBAHHBIX
CJly4aeB/KOJIMYECTBO MALMEHTOB): 04eHb yacto (>1/10), yacto (>1/100, <1/10), neyacto (>1/1000,
<1/100), yactora nenspecTHa (Mo604HEIE 3D(EKTHI U3 OMBITA IOCTPErMUCTPALMOHHOTO NPUMEHEHHUS;
4acToTa HE MOJKET OBITh OLIEHEHA HA OCHOBE UMEIOIIUXCS TaHHBIX).

AJlJIepruyeckue peakuuu

Yacmo: ChIIb.

Heuacmo: anadunakTouaHas peakuus', runepyyBCTBHTENBHOCTD, fepmatut OysuiesHsiit!, 3yn,
KparuBHHUIIA, MAKYJIO-NIaMy/1e€3Has ChIMb .
HYacmoma neuseecmna: aHapuIaKTHYECKas peaKLHs, aHTHOHEBPOTUYECKHN OTEK, Cepbe3HbIE
KOXHBbIE HEXelaTebHble peakUuuu (Hampumep, OCTPbI TeHepaaM30BaHHBIM HK3aHTEMATO3HBIN
myctynes), cuHApoM  CruBeHCa-J[KOHCOHA,  TOKCHYECKHH  SIUIAEPMANbHBIN  HEKpOIM3,

JIeKapCTBEHHAsl ChIllb C 503MHOGUINEN U ccTeMHO# cumnTomatkoil (DRESS-cunapom).

Co cTOpoHBI HEPBHOU CUCTEMEI

Yacmo: ro10BHas 60.1b, 6ECCOHHMIIA.

Heuacmo: notepsi cO3HaHus', IUCKMHE3Us |, TOJOBOKPYKEHHE, COHIIMBOCTh, TPEMOP, GECIIOKOHACTBRO,
MOBBILIEHHAS BO30YAMMOCTH".

Yacmoma neuséecmna: Cy[IOPOTH, TCHXOTHYECKHE pACCTPONHCTBA, CIIYTAHHOCTh CO3HAHMS,
JIeNepCOHaTM3aLMs, AENPECCHs, J€30PUEHTAlMs, TalIOUMHALMH, HApYIICHHs CHOBHACHUH
(«KOUIMapHbIE» CHOBU/IEHMS ), TIAPECTe3Hs, MaHMUS.

Co cTOpOHBI KOKHBIX IMOKPOBOB

Hacmo: UHTEHCUBHOE I[MOTOOTACITICHUE.
Yacmoma neussecmua: akHe.

Co CTOPOHBI MOYEBBIJIEIUTEILHONH CUCTEMEI

Yacmoma neuzeecmua: noyeyHas HEOOCTAaTOYHOCTD, HHTCpCTI/ILU/IaI[LHHﬁ HC(l)pI/IT.

Co cTOpOHEI OOMEHA BELIECTB U MUTAHUS

Heuacmo: AHOPEKCHUA, CHUIKCHUEC aIlleTUTA.

Co CTOpPOHBI OMTOPHO-ABUrATENLHOIO arrapara

Heuacmo: MbILIEYHBIH CNIa3M°, KOCTHO-MBIILIEYHAs CKOBAHHOCTB ', MUaITusZ.

*
Yacmoma neuzeecmua: pa6ZIOMI/IOJII/I32 , MHUOIIaTHA.
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Co CTOpPOHBI MUIIEBAPUTENLHON CUCTEMBI

Yacmo: nuapes, pBoTa, AUCTEIICHs, TOUIHOTA, 00JIb B 00JIACTH KHBOTA.

Heuacmo: 330darut!, ractpossodareansHas peduioKcHas O0Ne3Hb?, racTpUT, TMpPOKTANIUs’,
CTOMATHT, TJIOCCUT, B3IyTHE UBOTA®, 3arop, CyXOCTh BO PTY, OTPHIKKA, METEOPU3M, XoiecTas’,
renaTyT B T. 4. XOJIECTATHYECKUH UK renaToLe/TIONSpHbIH ",

Yacmoma neuszéecmmna: OCTPbI NaHKpEaTHT, W3MEHEHHE I[IBETA s3bIKa M 3y0OB, IeYeHOYHas
HEJI0CTaTOYHOCTh, XOJIeCTaTUUECKas KenTyXxa.

Co CTOpPOHBI ABIXATENbHON CUCTEMBI

Heuacmo: actma', HocoBoe KpoBoTeueHue?, TpoMG0IMBOIHs 1erouHoit apTepu’ .

Co cTOpOoHBI OpraHoB YYBCTB

Yacmo: nucreB3usi.
Heuacmo: BepTHro, HapyleHue cliyxa, 3BOH B yIlax.
Yacmoma neuszéecmua: TyXoTa, are3ust (MoTepsi BKYCOBBIX OILLYIEHHI), TAPOCMHUS, AHOCMHUSL.

CoO CTOpPOHBI CEPIEUHO-COCYAMCTON CUCTEMBI

Yacmo: BazonunaTanus'.

Heuacmo: octaHoBka cepaua', ¢ubpumisums npeacepauit!, yanunenume wunteppama QT Ha
37IEKTPOKApAKOrPaMMe, SKCTPACHCTONHUS | Ol IeHHe cepaLeOreH .

YacTora HeM3BeCTHa: )KelyJO4YKOBas TaxXMKapAus, B TOM YHCIE THIA «IHMPYdT», GUOpHIIALKS
’KeIyJ0YKOB, KPOBOTEYEHHE.

JlabopaTopHble IoKa3arenu

Hacmo: OTKIIOHEHHE B IEUEHOUHOM Mpooe.

Heuacmo: TOBbIIIEHHE KOHLEHTPALMK KpEATMHWHA', MOBBINIEHWE KOHIEHTPALMH MOYEBHHBI',
M3MEHEHHEe OTHOLICHHMs aib0yMuH — r100yiuH', Jeiikonenus, HelTponenus’, so03uHOGUIHA?,
TpoMGOLMTEMHUS, MOBBILLIEHUE AKTUBHOCTH: aJlaHMHaMUHOTpaHcdepasbl (AJIT),
acnapraramuHoTpancdepassl (ACT), rammarnyramuntpancdepassl (I'TT), menounoii pocdarassr’,
nakraraeruaporenass (JII).

Yacmoma  neussecmna:  arpaHyJOLMUTO3,  TPOMOOLMTONEHHUS,  yBEIWYEHHE  3HAYEHHUS
MeXyHapOJHOro Hopmaiu3oBaHHOro otHomenus (MHO), yiinHeHue npoTpoMOUHOBOrO BpeMEHH,
M3MEHEHHUE LIBETA MOYH, [TOBBILIEHUE KOHLEHTPALMH OUIUpyOUHA B KPOBH.

OO011Me paccTpoiicTBa

Ouenv uacmo. GIEOUT B MECTE MHBEKIINU .

Yacmo: 60716 B MECTE PIH’I:CKLII/II/II, BOCITAJICHHUE B MECTE I/IH’bCKHI/IMI.
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Heuacmo: wuemomoranue®, rumeprepmuss’, acTeHus, 6onb B rpyaHoil Kkimerke', 03HOGY,
yTOMJIAEMOCTR" .

NHubeKUMOHHBIE U NTapa3uTapHble 3a001eBaHUS

Heuacmo: uenmonut', KaHmuMI03, TacTPOSHTEPUT’, BTOPHYHblE HHPEKIMK®

(B TOoM ywmcne
BarMHalbHbIE).

Yacmoma neuzeecmna: nceBaoMeMOpaHO3HbIM KOJHUT, pOXKa.

[Ipennosaraercs, 4To 4acToOTa, THI U TSXKECTh HEXENATeNbHbIX Peakluil y JAeTeil Takas e, KaK y
B3pOCIIbIX.

Ilayuenmur ¢ nooagieHHbIM UMMYHUMEMOM

VY nauuentoB co CITMJlom u apyrumu MMMyHOAepUUMTAMHU, MOIYYAIOIINX KJIAPUTPOMULIMH B
0ojiee BBICOKMX /032X B TEYEHHE MIJIUTEIBHOTO BPEMEHH i JIeYeHHs MHKOOAKTepHalbHBIX
MHOEKLMI, 4acTo TPYJHO OTJIMYUTH HexesaTebHbie 3QdeKThl npenapara oT cumnroMoB BUY-
MHGEKLUH UM COMYTCTBYIOIIEro 3a00/I€BaHUSL.

HauGonee yacTeiMi HexenaTeNbHBIMH SIBJICHUAMU y MAlUEHTOB, NPUHHUMABIIMX CYTOYHYIO 103y
KiapuTpomuLiMHa, paBHyro 1000 mr, OblaM: TOLIHOTA, pBOTA, M3BpAlllEHUE BKyca, 00Jb B 00J1aCTH
KUBOTA, JHapes, Chbillb, METEOPU3M, TrOJOBHAas O00ib, 3amop, HapylleHHE CIyXa, MOBBIMICHUE
aktuBHOCTH ACT u AJIT B kpoBu. Takke oT™Meuyanuch Ciiyd4an HexesaTebHBIX SBJIEHUN ¢ HU3KOM
4acTOTOW BOZHUKHOBEHMS, TAKHE KaK OJbIIIKA, OECCOHHULA U CYXOCTh BO PTY.

VY NauueHTOB ¢ MOJABIEHHBIM HMMYHHTETOM MPOBOAMIM OLEHKY J1ab0OpaTOpHBIX MOKa3aTeei,
aHAJIM3UPYs MX 3HAYMTE/IbHBIE OTKJIOHEHUS OT HOPMBI (pe3KOe MOBBIIIEHUWE WM CHIbKeHue). Ha
OCHOBAHMH JIAHHOTO KpUTEPHs y 2 — 3 % MalMeHTOB, MOJyYaBUIMX KIAPUTPOMHLIKMH B J03e 1000 mMr
€KEIHEBHO, OBIJIO 3apErMCTPUPOBAHO 3HAUMTeNbHOE MoBbImieHUe akTuBHOCTH ACT u AJIT B KpoBH,
a TaKk)Ke CHUKEHME YMC/Ia JIEHKOLMTOB U TPOMOOLMTOB. Y HEOOJBIIOr0 YMCIa MALMEHTOB TAKKE
OBIJIO 3apPEruCTPUPOBAHO MOBBIIIEHUE KOHLEHTPALIUK OCTATOYHOrO a30Ta MOYEBUHBEI.

* B HEKOTOPBIX COOOILIEHHUAX O pabJOMHOIN3E KIAPUTPOMULIMH IPUHAMAJICS COBMECTHO C JAPYTUMU
NIEKapCTBEHHBIMM ~ CPEJCTBAMM, C TIPUEMOM KOTOPBIX, KaK W3BECTHO, CBS3aHO pa3BHTHE
pabaomuonun3sa (craTuHbl, GUOPaThl, KOJXULIUH WUITH AJLIOMYPUHOI).

' CooGienns o JaHHBIX 06OYHBIX PEaKIMAX GBLTH MOMyYeHbl TOMBKO MPH PUMEHSHIH npenapara
Knaunn® nuodunusar a1s npurotosneHus pactBopa ans HHAOY3Hil.

? CooGLeHNs O JaHHBIX TTOGOUHBIX PEAKIMAX GBLTH MOMyYeHbI TOMBKO MPH MPUMEHEHHH Tpernapara
Knauua® CP TabneTku ¢ MpPOJOHTMPOBAHHBIM  BHICBOOOJKIEHHEM, [MOKPBITHE IIEHOYHOMN

000JI0YKOIA.

3 CooGeHns 0 1aHHBIX OGOYHBIX PEAKIMAX OBLTH MOTYYEHBI TOJIBKO MPH PUMEHEHHH npenapara
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Knauua® rpanyisl 1/ OPUroTOBIEHUS CYCTIEH3MH ISl IPUEMA BHYTPb.
* CoobieHus 0 JaHHBIX TTOOOYHBIX PeaKIMsAX ObUIH MOJTyYeHBI TOIBKO MPU NIPUMEHEHHH Mpernapara

Knauua® TabneTku, MoKphIThIe MIEHOYHOH 06010UKOM.

ITepeno3upoBka

Cumnmomer: npueM O0JBLION 103bl KIAPUTPOMHULIMHA MOXKET BBI3BaTh CUMIITOMBI HApYILEHUH CO
CTOPOHBI )K€y A04YHO-KUIIIEYHOT O TPaKTa.

Y oaHoro mnaugueHTa ¢ OMWMONAPHBIM pPAaCCTPOMCTBOM B aHaMHe3e Iocie mpuema 8r
KJIapPUTPOMULIMHA OINUCAHBl M3MEHEHHUS MCUXMYECKOrO COCTOSHMS, MapaHOMAAIbHOE MOBEAEHHE,
TUMOKATMEMHUS U TUITOKCEMHUSI.

Jlevwenue: npu Nepeo3UPOBKE ClEAyeT yAaauTh HeaOcOpOMpOBaHHBINM Mpenapar U3 KelyI04YHO-
KUILEYHOro TpakTa (MpOMbIBAaHME >KEIyJAKa, NPUEM aKTUBUPOBAHHOIO YIS U Jp.) U MPOBECTH
CUMIITOMAaTUYECKYIO Tepanuio. [emMoauanu3 W NepUTOHEATbHbI [Malu3 HE OKa3blBAIOT
CYILECTBEHHOTO BIMAHUSA HA KOHLEHTPALMIO KJIAPUTPOMULIMHA B CHIBOPOTKE, UTO XapaKTEPHO U A

JpYTUX NpenapaToB rpyInbl MAKPOJIUIOB.

B3aumopeiicTBue ¢ APYTrHMH JIEKAPDCTBEHHBIMHU CPEACTBaAMHA

Ilpumernenue cnedyruiux npenapamos _coOBMeCmHO C KiapumpomuuuUHOM npomusonoKasaHo 6

C8A3U C 803MOHCHOCHIbIO PA3GUMUA_CEPbe3HbIX NODOUHbIX Ihhexkmos:

Huzanpuo, numo3uo, mepgheHaoun u acmemu3on

[Ipu coBmecTHOM mNpueMe KJIApUTPOMHMLMHA C LM3AMpHIOM, MUMO3MIOM, Tep(eHaJIuHOM HIH
acTeMM30JI0M COO00IIANOCh O MOBBIMIEHUH KOHLEHTPALMK MOCIEIHUX B IJ1a3Me€ KPOBH, YTO MOXKET
MPUBECTH K yAJuMHEHHIO uHTepBaia QT W MOSABAGHHIO CEpACYHBIX apUTMHUH, BKIKOYAs
KETyJ0YKOBYIO TaxWKapAuto, (GpUOPUIIALMIO KETyIOYKOB M IKEIyJOYKOBYH) TaXxWKapIWIO THUIIA
«nupyaT» (cm. pa3aen «IIpoTuBonokazanus»).

Ankanouowst cnopsvinbu

[TocTpeructpauuoHHble  HCCAEIOBAaHHUS [MOKa3bIBAKOT, YTO [PU COBMECTHOM [PUMEHEHUU
KJIApUTPOMULIMHA C 3PrOTAMUHOM MJIM JAUTMAPOIPrOTAMHHOM BO3MOXHBI cleayromue 3QQeKTsl,
CBS3aHHBIE C OCTPHIM OTpaBICHHEM I[IpernapaTaMu TpYIIbl 3PrOTAMUHOB: COCYIUCTBIN Cras3M,
MIIEMUS KOHEYHOCTEH M JApYyruX TKaHed, BK/IOYas LEHTPaJbHYI0 HEpPBHYIO CHUCTEMY.
OzHOBpEMEHHBIH MPUEM KIapUTPOMHIIMHA C allKalO0UAaMu CIIOPbIHBY MIPOTUBOMOKA3aH (CM. pa3zen
«ITpoTuBonokazanus»).

Muoazonam ona nepopanbHO20 NPUMEHEHUA
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IIpy coBMecTHOM NMpHUMEHEHMH MHAA30IaMa M KiapuTpoMuiHa B ¢dopme Tabierok (500 mr asa
pasa B JeHb) oTMeuanoch ypenuueHue AUC mupaazonama B 7 pa3 mocie nepopajibHOro npHema.
OJHOBpEMEHHBIN MpHUeM KJIAPUTPOMHUIMHA C MHAA30JaMOM /IS [E€POPaIbHOrO MPUMEHEHHUS
NpOTUBOIIOKa3aH (cM. pazaen «[IpoTuBonokazanusy).

Huzuoumopor I'MI'-KoA-pedykma3sel (cmamunbt)

OHOBpEMEHHBIH MPHEM KIapUTPOMMLMHA C JIOBACTATUHOM MJIM CHMBACTATHHOM IMPOTHBOIOKA3aH
(cm. pasgen «IIpoTuBONOKa3aHusi») B CBSA3U C TEM, UTO JaHHBIE CTATHHBI B 3HAYMTENILHOM CTENEHH
metabonusupyroress uzopepmentom CYP3A4, u coBMecTHOE MPUMEHEHHE C KIAPUTPOMMIMHOM
MOBBIIIAET MX CHIBOPOTOYHBIE KOHLEHTPALMH, YTO MPHUBOJUT K MOBBIMIEHHIO PHCKA Pa3BUTHS
MHOMaTHH, BKMo4yas pabaomuonus. Coolmanoce o ciyyasx pabJOMHONIKM3a Yy TMalUEeHTOB,
NPUHUMABLIMX KJIAPUTPOMULMH COBMECTHO C JaHHBIMU Mpernaparamu. B ciydae HeoOX0AMMOCTH
MPUMEHEHUs KJIapUTPOMULIMHA ClI€yeT MPEKpaTUTh MpUEM JIOBAaCTaTHHA WM CHMMBAacTaTHHA Ha
BpeMsl TEeparuHu.

KnapuTpoMuums crnelyeT NpUMEHATb € OCTOPOXHOCTBIO IMPU KOMOWHHUPOBAHHOW Tepanuu ¢
JAPYTMMH CTaTHHaMH. B ciyyae HE0O6XOIMMOCTH COBMECTHOTO MpHeMa PeKOMEHIyeTCsl MPUHUMATh
HaMMEHBILYIO 7103y CTaTUHA. PEKOMEHIyeTcsl MPUMEHSTh CTAaTUHBI, HE 3aBUCSIINE OT MeTaboIu3mMa
uzopepmenta CYP3A (nanpumep, diayBacratun). CrelyeT KOHTPOJIUPOBATh pa3BUTHE MPU3HAKOB U
CUMIITOMOB MUOTATHUH.

JTomumanuo

OaHOBpeMEHHBIN MpHeM KJIApPUTPOMHMLMHA C JIOMMTAlMAOM [POTHUBONOKA3aH M3-3a pPHUCKa
CYIIECTBEHHOTO IMOBBIIIEHWA AKTUBHOCTM TpaHCaMHMHAa3 B IUla3Me KpoBH (cM. paszen
«[TpoTuBOMOKazaHUN»).

Bausnue opyzux JIEKAPCMEBEHHbIX Npenapamoe Ha KiapumpomuuuH

[Ipenapatel, sBasromuecs wuHIyKTOopamu wuzopepmenta CYP3A (Hanpumep, pudammuimH,
(benuToun, kapbamasenuH, peHoOapOuTan, 3BepoOON MPOABIPSBICHHBIN), MOIYT WHIYLUPOBATH
MeTab0/IM3M KIapUTPOMHMLIMHA. DTO MOXKET MPHUBECTH K CyOTepaneBTHYECKOW KOHLIEHTpALHH
KJIapUTPOMHULIMHA, YTO MPUBOAUT K CHUXKEHHUIO ero 3¢d¢extuBHocTH. Kpome Toro, HeoOXoaumo
Ha0JIr0/1aTh 3a KOHLEHTpaluei uHaykropa uzopepmerta CYP3A B miasme KpoBH, KOTOpas MOXKET
MOBBICUTBLCS M3-3a MHrMOMpoBaHus u3opepmenta CYP3A kmaputpomuumuom. [Ipu coBmecTHOM
NpUMEHEHUH pupabyTuHa W  KJIAPUTPOMHUIMHA HAOMIOAAJIOCh  IOBLINIEHHE  IJIa3MEHHOM
KOHILIEHTpauuud pupabyTHHa M CHMXKEHHE CBIBOPOTOYHOM KOHLIEHTPALUK KJIAPUTPOMHIIMHA C

[MTOBBIIIEHHBIM PUCKOM pa3BUTHA YBCHUTA.
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Crnenyromue mnpenapaTsl 0071aJalOT J0Ka3aHHBIM WM TpPEANoJaraeMbiM — BIMSHHEM Ha
KOHLIEHTPALMIO KJIAPUTPOMULIMHA B IJIa3M€ KPOBH; B ClIyuya€ MX COBMECTHOrO MPUMEHEHHUS C
KJIapUTPOMULIMHOM MOKET MOTpeOOBaThCS KOPPEKLHUs 103 MM [Mepexo] Ha albTepPHATUBHOE
JIe4eHue.

Ipasupens, nesupanun, pudpamnuyun, pugpadbymun u pugpanenmun

CunbHBIE MHAYKTOPBI CUCTEMBI LIUTOXpoMa P450, Takue kak a¢aBupeHs, HeBUpAINuH, pudaMIuLuH,
pudabyTuH ¥ pudaneHTHH MOTYT YCKOpSTh MeTaboJM3M KIApUTPOMHUIIMHA H, TAaKUM 0OpasoM,
MOHWKATh KOHUEHTPALMIO KJIAPUTPOMHUIMHA B IUIa3M€ M BMECTE C TEM IOBBIIATH KOHLIEHTPALMIO
14-OH-knapuTpoMuLHa — MeTaboNIUTa, TaKXkKe SBISIOIIErocs MHUKPOOHOJOrHYECKH AKTHBHBIM.
[Tockonbky MHKpoOHOIOrHYeckas aKTUBHOCTh KiapuTpoMuuuHa U 14-OH-knaputpomuninHa
OTJIMYAETCS B OTHOLIEHUH Pa3IM4HbIX OaKTepHii, TepaneBTHYeCKUil 3P PEKT MOKET CHUKATHCS MPU
COBMECTHOM IIPUMEHEHUHU KIAPUTPOMULIMHA U UHAYKTOPOB (DEPMEHTOB.

Impasupun

KoHueHTpauys KIapuTpOMHMLIMHA CHWKAE€TCS MPU MCIOJB30BaHMM STPAaBUPHHA, HO MOBBIIIACTCS
KOHUEHTpaluus  akTuBHoro  meraboaura  14-OH-knapurpomuumna. [lockonsky — 14-OH-
KJIADUTPOMULIMH 00J1a1aeT HU3KOW aKTMBHOCTBIO MO OTHOLICHHIO K WHbeKumsM Mycobacterium
avium complex (MAC), MOXeT MeHATbCS 00LIas aKTHBHOCTh B OTHOIIEHHM STHX BO30YIUTEINEH,
nosromy s neueHus MAC cnenyer paccMarpuBaTth albTepHATUBHOE JICYSHHUE.

Daykonazon

CosmecTHbIl pueM ¢urykoHaszosna B 103e 200 Mr exeJTHEBHO M KJIapUTpOMHUILMHA B 03¢ 500 Mr 1Ba
pasa B JeHb y 21 310poBOro a00poBOJIbLIA TMPHUBEIO K YBEIUYEHHIO CpPEIHEro 3HaYeHHs
MHHUMAJIbHOW paBHOBECHON KOHLEHTpauuu kiaputpoMulMHa (Cmin) 1 AUC Ha 33 % u 18 %
COOTBETCTBEHHO. [Ipy 3TOM COBMECTHBII NMpUEM 3HAYMTEIBHO HE BIIUS HA CPEIHIOI PAaBHOBECHYIO
KOHLIEHTpAlMO  akTUBHOro  merabonura  14-OH-knaputpomununa.  Koppekuuss 1035l
KJIapUTPOMMILIMHA B CllyYae COMyTCTBYIOLIEro npuema GaykoHas3osa He TpeOyeTcs.

Pumonasup

DapMaKOKMHETUYECKOE HCCIEJ0BaHUE TMOKa3ano, YTO COBMECTHBIM MPUEM pPUTOHABHpa B J03€
200 Mr Kakaple BOCEMb 4acoB M KJIapuTpoMuuuHa B o3¢ 500 mMr kakasie 12 4acoB mpuBen K
3aMETHOMY TO/IaBJIEHUIO MeTaboIu3Ma KiIapuTpoMuluHa. [Ipu coBMeCTHOM mpueme pUTOHABHpa
Cmax KJTapuTpOMULIMHA yBenuumiach Ha 31 %, Cmin yBenuuuiack Ha 182 % u AUC yBenuuunace Ha
77 %. Bpl10 OTMEYEHO MPaKTUYECKH MOJIHOE MojaBineHue obpazopaHus 14-OH-knapurpomuiinta.
brnarogaps mupokoMy TepaneBTHYECKOMY AMAana3oHy KIapUTPOMUIMHA YMEHBIIECHHE €ro J03bl Yy

MalMeHTOB C HOPMaJbHOM MouyeyHoW ¢yHKUMel He TpeOyercs. Y MALKMEHTOB C [MOYEYHOM
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HEJI0CTaTOYHOCTBIO LIE/IECO00Pa3HO pacCMOTpPETh CleIyIONUe BapUaHThl KOppeKLuu 103bl: mpu KK
30— 60 mi/mMuH 1032 KJIAPUTPOMMLMHA [OJKHA ObITh yMmeHbmeHna Ha 50 %; mpu KK mewnee
30 MA/MHH 1032 KJIQPUTPOMMIIMHA JOJKHA OBITH yMeHblieHa Ha 75 %. PuToHaBup He cremayer
COBMECTHO NMPUHUMATH C KJIADUTPOMHULIMHOM B J103aX, MPEBHIMAMIMX | I/1eHb.

CxoZHbIe KOPPEKLIMH 103 JI0/DKHBI PACCMATPHBATBCS Y MALMEHTOB CO CHUKEHHOM (yHKIMe moyek,
€CJIM PUTOHABUP MCIOJB3YETCs KaK (papMakOKMHETUYECKUH «yCHINTENbY MPH NPUMEHEHUH IPYTHUX
UHrHOMTOpOB  mpoteassl BWY, Bkirouas arasaHaBup W CakBMHaBMp (CM. MOJpaszien

«JIByHarnpaB/ieHHOE B3aUMO/ICHCTBUE JIEKAPCTBY).

Meiicmeue KAQpumpoMUyUHa Ha opyzue 1eKapCcmeeHHble npenapambol

Anmuapummuyeckue cpedcmea (XUHUOUH U OUBORUPAMUO)

B03MOXHO BO3HMKHOBEHHE JKETyHOYKOBOW TaXMKapAWM THUMA «IHMPYIT» MNPU COBMECTHOM
MPUMEHEHUH KJIAPUTPOMHULIMHA W XWHMAMHA WM JAu3onupamuja. [Ipy oIHOBpeMeHHOM MpUeMe
KIapUTPOMHULIMHA C O3TUMM  [penapartaMd  CJI€AyeT  peryjspHO  [MPOBOAUTH  KOHTPOJIb
3JIEKTPOKAapMOrpaMMbl Ha mpeameT yanuHeHus uarepsana QT, a Takxke cieayer KOHTPOJIUPOBATH
CBIBOPOTOYHBIE KOHLEHTPALIUU 3TUX MpenapaTos.

[Ipy mocTperucTpalOHHOM MPUMEHEHHH COOOIIATOCh O CIydyasX PasBUTHS TUIOTIMKEMHH TPH
COBMECTHOM [pHUEME KIapUTPOMHMUMHA M Jau3onupamuaa. HeoOXoauMo KOHTPOIMpPOBATH
KOHUEHTPALMIO TJIFOKO3bl B KPOBU IPU OJHOBPEMEHHOM [PUMEHEHHM KIAPUTPOMHILIMHA MW
AU30MHUpamMua.

Ilepopansusie 2unoznukemuueckue cpeocmea/uHcyiun

[Ipy COBMECTHOM NpPUMEHEHHM KIAPUTPOMHIMHA U MEPOPATbHBIX THIOIJUKEMHYECKHX CPEJICTB
(HampuMep, TMPOM3BOJHBIE CYJIb()OHUIMOYEBHHBI) W/WIM WHCYJMHA MOXKET HaOM0JaThes
BbIpaXKCHHAsi runorivukeMus. OJHOBPEMEHHOE MPUMEHEHUE KIAPUTPOMHILMHA C HEKOTOPBIMH
TUNOrTMKEMUYECKMMHU  MIpenaparaMy  (HarmpuMmep, HaTerjaMHU, [HOTJIMTA30H, penariuHuI |
POCHIIIMTa30H) MOXKET MPUBECTH K MHrHOUpoBaHuio uzopepmenta CYP3A KIapuTpOMUIIMHOM, B
pe3yabTaTe Yero MOXKET pa3BUThCA THUIOMIMKEMHA. PekoMeHayercst TiaTenbHbli KOHTPOJb
KOHLIEHTPALUHU TTFOKO3bI.

Bsaumooeiicmeus, o6ycnognennvie uzopepmenmom CYP3A

CoBMeCTHBIH TpUeM KIapUTPOMHULIMHA, KOTOPBIM, KaK H3BECTHO, MHIHOUpPYeT u3odepment CYP3A,
¥ [penaparoB, NepBUYHO MeTaboau3upyromuxcs uzopepmentoM CYP3A, MOXKeT accolnupoBaThCs
C B3aHUMHBIM TMOBBIIIEHHEM MX KOHLEHTPALMH, YTO MOXET YCHIMTh WJIM TMPOMIHTH Kak

TepareBTUYECKHE, TaK W 1000uHble 3(dexTel. KrapuTpoMuIMH clefyeT ¢ OCTOPOKHOCTBIO
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MPUMEHATE TMalMEHTaM, TOJyYalollUM TpenapaThl, ABISIOIMecs cybcrtpatamu u3odepMeHTa
CYP3A, ocobenHo ecnu 3TH mpenaparbl UMEIOT y3KHil TepaneBTHYECKM IuanasoH (nanmpumep,
kapbamasenuH), W/WIM HMHTEHCHBHO —MeTabOIM3UPYIOTCA 5TMM  (epMeHTOM. B ciyuae
HEOOXOJMMOCTH JI0JKHA MPOBOJMTBCS KOPPEKLHsS A03bl Mperapara, MPUHMMAEMOr0 BMECTE C
KJIapUTPOMULUKHOM. TaksKe, M0 BO3MOXKHOCTH, JO/KEH MPOBOAMTHECS MOHMTOPHHI ChIBOPOTOYHBIX
KOHLIEHTPALMii NpenaparoB, nepBUYHO MeTabonusupyomuxcs uzodepmentom CYP3A.
Merabonusm creayromux npenapaToB/KIaccoB ocyiuecTsisercs TeM ke usopepmentom CYP3A,
4T0 W MeTabo/IM3M KIapUTPOMMIMHA, HANpUMeEp, ajrpo3oiaM, KapOaMasenuH, LHI0CTa3ol,
LMKJIOCTIOPUH,  W30MUPaMH[, METUIINPEIHU30JI0H, MHJa30/1aM, OMEINpa3oj, MepopalbHbIe
AHTUKOATYJISIHThI (Hanpumep, BapdapuH,  puBapokcabaH,  anukcabaH),  aTUIIUYHbIE
AHTUIICUXOTHYECKHE CpEe/ICTBA (HAaNpuMep, KBETHANWH), XUHUAMH, pudabyTuH, cuiageHadmu,
TaKpoJIUMyc, Tpuazojiam W BUHOmacTvH. Takxke k aroHuctam usopepmenta CYP3A orHocsTcs
CIIEyIOLIHMe Mpenaparhl, MPOTUBONOKA3aHHbIE K COBMECTHOMY MPUMEHEHHIO C KJIAPUTPOMHULIMHOM:
acTeMH30J1, LM3aMpuJI, MUMO3K/, TepheHauH, JOBACTATUH, CUMBACTATHH M aJKAJIOMBI CIIOPBIHbH
(cm. paspmen «IIpotuBonokasanus»). K mpenaparam, B3auMmoaeHCTBYIOIMM MOA0GHBIM 06pa3zoM
yepe3 Jpyrue H30(pepMEHTHl B paMKax CUCTeMbl LUTOXpoma P450, oTHocsTcs (eHuTOMH,
TeO(HIUIMH U BaJbIIPOeBas KUCIOTA.

Henpamoie anmukoazynanmol

[Ipu coBmecTHOM npueme BaphaphHa U KIApPUTPOMULIMHA BO3MOKHO KPOBOTEUEHHE, BBIPAXKEHHOE
yBenudenne MHO u npotpomMOuHOBOro BpemeHH. B ciiyyae COBMECTHOrO INPUMEHEHHS C
Bap(apvMHOM WM IPYrUMH HEMPSAMBIMH aHTHKOAryIISIHTAMU He06X01uMo KoHTpoauposats MHO u
MPOTPOMOUHOBOE BpEMs.

Ilepopansnvie anmukoazynaHmel RPAMO20 Oelicmeus

[lepopanbHbli  aHTHKOATyJISIHT MPAMOrO JASHCTBHs jJa0uraTpaH sBIseTCs CyOCTpaTtoM JUIs
sbdmokcHoro  Genka-nepeHocuuka P-roukomporenna (P-gp). PuBapokcaban u  ammkcaGan
MeTabonu3upyoTes ¢ ydactuem uzodepmenta CYP3A4 u takoke sBnstotes cyGerpartamu ans P-gp.
Crenyer co6moaaTh OCTOPOXKHOCTb MPU OJHOBPEMEHHOM MPUMEHEHMH KJIAPUTPOMHIIMHA C
JAQHHBIMH Tpernaparamu, 0COOEHHO y MalLMEHTOB C BBICOKUM PHCKOM KPOBOTEYEHHMsS (CM. pas/elnbl
«C 0CTOPOKHOCTBIO» U «Oco0BIE yKa3aHUA»).

Omenpazon

Knapurpomuuun (no 500 mr kax/sle 8 4acoB) ucciie0BaiICs y 30POBBIX B3POC/BIX 06POBOIBLER
B KOMOMHauuu ¢ owmenpasonoM (o 40 mr exenHeBHO). [Ipd COBMECTHOM MpPUMEHEHHH

KIIapUTpOMHULIMHA W OMEMpas3oJia paBHOBECHBIE I1JIa3MEHHBIE KOHLEHTpallukl OMeEIIpa3oJjia ObLIH
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yBenu4eHbl (Cmax, AUCo-24 1 Tir2 yBenmuunmmcs Ha 30 %, 89 % u 34 % cootsercTBenH0). CpeaHee
3Ha4yeHue pH xenyaka B TeyeHne 24 yacoB COCTAaBUIIO 5,2 MpH TPHUEME OMENpPa30ja B OTAEIBHOCTH
¥ 5,7 npy npreMe oMenpas3oia COBMECTHO C KJIAPUTPOMHULIMHOM.

Cunoenagun, madanagun u eapoenagun

Kaxipiii u3 aTux nHruGuTOpoB (ochoanscrepassl MeTaboIu3upyeTcs, M0 KpaiHeil Mepe, YacTHYHO
¢ yuactuem usopepmenta CYP3A. B 1o e Bpems usopepment CYP3A MoxkeT HHrHOUPOBATHCS B
NPUCYTCTBUM KIapUTpoMulnHa. COBMECTHOE NpPUMEHEHHE KIAPUTPOMHULIMHA C CHiAeHAduUIOM,
TajganaguioM 1y BapAeHaQUIOM MOXKET MPUBECTH K yBEIMYEHHIO MHTMOMPYIOLIEro BO3ASHCTBUS
Ha (ocdoaudcTepasy. [lpu NpUMEHEHHH OSTHX MpPENapaToOB COBMECTHO C KJIAPHUTPOMHLHHOM
CIIElyeT pacCMOTPETh BO3MOKHOCTh YMEHBILEHUS 103bl CHAeHaduIa, Taganaduna u BapaeHapuia.
Teogpunnun, kapoamazenun

[Ipy coBMECTHOM NpHUMEHEHMH KIAPUTPOMHULMHA M TEOPUIUIMHA WM Kapbamas3enuHa BO3MOXKHO
MOBBIILICHUE KOHLIEHTPALIMKU JaHHBIX MIPENapaToB B CHCTEMHOM KPOBOTOKE.

Tonmepooun

[lepBuunblii MeTaboM3M TOATEpOJMHA OCyIlecTBiIseTcs yepe3 2D6 usodopmy uuroxpoma P450
(CYP2D6). Opnako B 4YacTH MOMyJSLKMH, JuiieHHOW wu3opepmenta CYP2D6, merabonusm
npoucxoaut 4yepe3 uzopepment CYP3A. B sroit rpynne HaceneHust mopasieHue uzopepmeHTa
CYP3A npuBoauT K 3HaYMTEIBHO GOJlee BHICOKUM KOHLICHTPALMAM TOJNTEPOJMHA B CBIBOPOTKE. B
MOMyJIsIMKA ¢ HU3KKM ypoBHEM MeTabosu3ma depes usopepmeHT CYP2D6 mosxer morpeGoBaThes
CHWJKEHHE 103bl TOJNTEPOJAMHA B MPUCYTCTBUM MHruOUTOpoB M3odepmenta CYP3A, Takux Kak
KJIapUTPOMHULIMH.

benzoouazenunsl (nanpumep, annpazonam, muoazonam, mpuazonam)

[Ipu coBMeCTHOM MpUMEHEHUU MUa301aMa 1 TabIeToK KiapurpoMuiHa (500 Mr 1Ba pasa B I€Hb)
ormedanoce ysenudenne AUC wupazonama: B 2,7 paza moclie BHYTPHUBEHHOTO BBEIECHUS
muziasonama. Ecin BMecTe ¢ KIapuTpOMUIIMHOM MPUMEHSETCsl BHYTPHBEHHAs (opMa MK/a30/1ama,
ClIelyeT TIIATebHO KOHTPOJMPOBATh COCTOSIHUE MalMeHTa /IS BO3MOXKHOM KOPPEKLUH 03l
BBeneHue iekapCTBEHHOro npenapara 4epes CIH3UCTYIO 00O0JOYKY MOJOCTH pTa, KOTOPOE AaeT
BO3MOXKHOCTb OOOWTH NPECUCTEMHYIO 3JIMMHHALMIO JIEKapCTBEHHOTO Mperapara, CKOpee BCEro,
MpUBEJIET K B3aMMOJIEHCTBHMIO aHAJIOTMYHOMY TOMY, KOTOpO€ HaOIfoaeTcs MpU BHYTPHUBEHHOM
BBEJICHUU MHU/1a30J1aMa, a He NP NepopaTIbHOM MpUEME.

Takue xe Mepbl MPEIOCTOPOKHOCTU CIENYET MPUMEHSATh M K APYyruM OEH30Ma3eNuHaM, KOTOPhIE
metabonusupyrorcs  uzopepmentom CYP3A, Brmovas Tpuasonam W anmpasonam. Jlns

O€H30/1Ma3eN1HOB, BBIBEJECHUE KOTOPBIX He 3aBucHT OT u30odepmenta CYP3A (Temasemawm,
20



HMTpa3enam, JiopasenamM), MajOBEpOSTHO  KJIMHUYECKM 3HAYUMOE  B3aMMOJEHCTBHE €
KJIApUTPOMHLIMHOM.

IIpy coBMECTHOM NpUMEHEHHM KIAPUTPOMHMLKMHA M TpHasojamMa BO3MOXHO BO3JECTBHE Ha
HeHTpanbHyo HepBHyro cuctemy (LIHC), Hanpumep, COHIMBOCTH W CHYTaHHOCTH CO3HaHusA. B
CBA3M C 3THUM, B Cily4ae COBMECTHOIO MPUMEHEHMS, PEKOMEHIYeTCs CICAUTh 3a CHMIITOMaMH
Hapywenus L{THC.

Bsaumooeiicmgua ¢ opyzumu npenapamamu

Koaxuyun

Konxuuun sBnasercs cybcrpatom kak usodepmenta CYP3A, Ttak u Oenka-nepeHocuuka P-
ravkonporenHa (Pgp). M3pecTHo, 4TO KIApUTPOMHMLUMH W ApPYrHe MaKpOJHMIbI SBJISIOTCS
uHruoutopamu usopepmenta CYP3A u Pgp. Ilpu coBMecTHOM mpueMe KIAPUTPOMMIMHA |
KOJNXuUMHAa MHrubuposanue Pgp w/miam uzodepmentra CYP3A MoXKeT NPUBECTH K YCHUIICHHIO
JEUCTBUs  KOJIXMIMHA. 3aperucTpUpoBaHbl MOCTPErUCTPALMOHHBIE COOOMIEHUS O Cily4asx
OTpaBJICHUs KOJXMLMHOM TP €ro OJHOBPEMEHHOM IpUEME C KIAPUTPOMHMLMHOM, Yalle y
MOXKUIIBIX MAlMeHTOB. HekoTopele M3 OMMCaHHBIX CIyYyaeB MPOUCXOAMIM C TMalUEeHTaMH,
CTpaJalolIMMHK  TOYEYHOH  HEeJ0CTaTOYHOCThIO. Kak  coobmanoch, HEKOTOpbIe — Cliy4yau
3aKaHYMBAJIUCh JIETAIHBIM UCXO0M.

OnHOBpeMEHHOE MpPUMEHEHHE KIAPUTPOMMIMHA W KOJXHLMHA [POTMBONOKA3aHO (CM. pasjen
«IIpoTBONIOKa3aHuUN»).

Muzokcun

[Ipennonaraercs, uyto AUrokcuH sBnsercs cybctpatom Pgp. M3BecTHO, 4TO KJIApUTPOMMUMH
uHruoupyetr Pgp. Ilpu coBMecTHOM mpueme KIapUTPOMHULIMHA W JUIOKCMHA WHrMOMpoBaHue Pgp
KJIAQPUTPOMHULIMHOM MOJKET MPHUBECTH K YCHIICHUIO AEHCTBUS JUroKcuHa. [locTperucTpanvoHHbIE
MCCIIe/IOBAHUS TMOKA3a/M, YTO COBMECTHBII MpPUEM IUIOKCUHA M KJIAPUTPOMULIMHA TAKKE MOXKET
MPUBECTH K TOBBIMIEHUIO CHIBOPOTOYHOW KOHLEHTpPALUU JMIOKCHHA. Y HEKOTOPBIX [MMAlMEHTOB
OTMEYaJIMCh KIMHUYECKHE CUMIITOMBI OTpAaBIEHUS [UTOKCHHOM, BKJIKOYas [MOTEHIMAIBEHO
netanbHble apuT™MUU. [Ipy cOBMECTHOM Mpueme KIapUTPOMULIMHA U TUTOKCHHA ClIEAYeT TIATeNbHO
KOHTPOJIMPOBATh KOHLIEHTPALIMIO IUTOKCHHA B CHIBOPOTKE.

3uooeyoun

OnHoBpeMeHHBIH MpueM TabJIeToK KIapUTPOMULMHA U 3UI0BYIMHA TepopaibHO B3pocasiMu BHUU-
MHOUUMPOBAHHBIMU MMALMEHTAMHM MOXET MPUBECTH K CHIIKEHHIO PaBHOBECHOW KOHIIEHTPALMK

3UI0BYAUHA.
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[lockobKy KIapuUTPOMMIMH BIMAET HAa BCAachlBaHME 3WAOBYAMHA [IPH [EPOPATbHOM MpUEME,
B3aHMOJICHCTBUS. MOXKHO B 3HAYMTE]bHOW CTerneHM H30exarh, MPUHUMAS KJIAPUTPOMMLMH U
3U/I0BY/IMH C HHTEPBAJIOM B 4 yaca.

[logobHoro B3aumopeicTBus He Habmopann y BUY-uHQUUMPOBAHHBIX [eTel, MPUMHAMABIIMX
ACTCKYIO CYCTEH3UIO KIAPUTPOMHUIIMHA C 3MIOBYIMHOM HIIM JAU/IE€30KCUUHO3MHOM. [lOCKOJBKY
KJIQpUTPOMHULIMH MOJKET TMpPENATCTBOBATh BCACBIBAHMIO 3HJOBYJIMHA TPU MX OIHOBPEMEHHOM
MpUeMe BHYTPb Yy B3pOC/IBIX MALMEHTOB, MOJ00HOE B3aMMOJAEHCTBHE BPSI JIM BO3MOXKHO [PH
UCII0JIb30BAHMH KJIAPUTPOMHULIMHA BHYTPUBEHHO.

DeHumouH u 6anbnpoesan KUcioma

Mwmerorcst  naHHple 0  B3auMOJEHCTBHMAX HMHruburopoB usopepmenta CYP3A  (Bkmouyas
KITAPUTPOMHULIMH) C MpernapaTaMi, KOTOpble He MeTabOoIM3MpPYIOTCS C MOMOIIBI HM30(epMeHTa
CYP3A (denuTonHoM M BanbmpoeBoil KUCIOTOH). [ JaHHBIX MPENapaToB, MPU COBMECTHOM
NPUMEHEHUH C  KIAPUTPOMHMLIMHOM, DPEKOMEHIYeTCs  OINpeleieHHe WX  ChIBOPOTOYHBIX
KOHLIEHTPALIMM, TaK KaK UMEIOTCs COOOIIEHUs 00 UX MOBBILIEHUH.

JleyHanpaesnenHnoe e3aumoodeiicmeue 1eKapcme

Amaszanasup

Krnaputpomuumn u atasaHaBup SIBISIOTCSA Kak CyOCTpaTamu, TaKk U MHIMOMTOpaMH H30(epMEeHTa
CYP3A. CymecTByeT CBHIETENbCTBO [BYHANpPABIEHHOTO B3aMMOJEHCTBHS OSTHX [PENapaToB.
CoBmecTHOe npuMeHeHue KiaputpoMuiaa (500 mr 1Ba pasa B aeHb) v atazanasupa (400 Mr ofuH
pa3 B [€Hb) MOXET NPHMBECTH K JABYKPATHOMY YBEIMYEHHIO BO3JEHCTBUS KJIAPUTPOMMIMHA M
yMeHbIeHUto Bo3zekcTBus 14-OH-knaputpomunuua Ha 70 %, ¢ yBenuuenunem AUC araszaHaBupa
Ha 28 %. bnaroaaps mupoKoMy TepaneBTHYECKOMY AHMara3oHy KIapUTPOMHULMHA YMEHBIIEHUE €ro
ZI03bl y MALMEHTOB C HOpMajbHOW (yHKIMeH mouek He Tpebyercs. V MALMEHTOB C yMEPEHHOM
noyeyHoir HexpocraroyHocteio (KK 30— 60 mi/MuH) 103a KIapUTPOMHMLMHA [JO/DKHA OBITH
ymenbiena Ha 50 %. VY nauuentoB ¢ KK menee 30 Mi/MHH 03y KIapUTPOMHULIMHA CIENYET
CHU3UTh Ha 75 %, wuCNONB3ys JUIi 3TOr0  COOTBETCTBYIOIIYIO JIEKAPCTBEHHYIO  (opmy
knapurpomuunta. KnapurpoMuuus B 103ax, npepsimaronmx 1000 Mr B CyTKH, HEJb3s IPUMEHSTE
COBMECTHO C HHTMOUTOpaMHU MpoTeas.

brokamoper «meonennsixy Kansyuesvix KaHaoe

[Ipy onHOBpEMEHHOM MPHMEHEHHM KJIAPUTPOMHULMHA M OJIOKATOPOB «MEIJIEHHBIX)» KalbLIUEBBIX
KaHaloB, KOTOpele MeTabonusupyloTes uzodepmeHtom CYP3A4 (nampumep, Bepamamui,
aMIIOJIUNUH, [IUITHA3eM), CleAyeT COOM0AaTh OCTOPOJKHOCTB, MOCKOJBKY CYIIECTBYET PHCK

BO3HUKHOBCHHUA apTepl/IaJILHOﬁ runoteH3uu. [lna3zmeHHsle KOHLECHTPAalUH KJIIApUTPOMHULIMHA, TAKKE
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KaK U 0JI0OKaTOpOB «MEIEHHBIX» KabLUEBbIX KaHAIOB, MOTYT MOBBILIATECA MPH OJHOBPEMEHHOM
MPUMEHEHUH. ApTepuaibHas TUINOTEH3Us, OpaAMapUTMUS W JAKTOAUKI03 BO3MOXKHBI IPH
O/THOBPEMEHHOM IpHEME KIAPUTPOMHULIMHA U Beparnamuia.

Hmpakonazon

Krnaputpomuumn 1 uTpakoHa3on SBISIOTCS cyOcTpatamu U uHrHOUTOpamu usopepmenta CYP3A,
YTO OMNpeJeNseT [ByHanpaBlieHHOE B3aUMOJAEHCTBHE MpenapaToB. KIapUTpOMHUIIMH MOKET
MOBBICUTh KOHLUEHTPALMIO MTPaKOHA30/1a B [U1a3Me, B TO BpeMsl KaK UTPAKOHA30JI MOXKET MOBLICUTE
MJIa3MEHHYIO KOHLEHTPALMIO KJIapUTPOMULMHA. [laleHTOB, OIHOBPEMEHHO MPUHUMAKOLIMX
MTPAaKOHA30J W KJIapUTPOMHULMH, ClIeAyeT TINATeIbHO 00ciea0BaTh Ha HAalWYWE€ CHMIITOMOB
YCHUIICHUS UM YBEITMUYEHUS JJIMTENBHOCTH (papMaKkosornyeckux 3pdexTos 3TUX Mpenaparos.
Cakeunasup

KnapuTpomMuuMH ¥ cakBUHABUp ABISIOTCA cyOcTpatamu M uHruOutopamu uzopepmenta CYP3A,
YTO OIpejeNsieT ABYyHAlpaBlIeHHOE B3auMozeicTBue npenapatoB. OAHOBpEMEHHOE MPUMEHEHHE
kmaputpoMuurHa (500 mr 1Ba paza B JieHb) U CaKBHHaBUpA (B MATKHX JKENATHHOBBIX KarCyJax,
1200 mr Tpu pasa B aeHb) y 12 310poBbIX 106poBObLEB Bbi3biBaI0 yBenuueHHe AUC u Cax
cakBuHaBupa Ha 177 % wu 187 % COOTBETCTBEHHO, B CpaBHEHMH C MPUEMOM CaKBMHABHMpa B
otaeabHOCTH. 3HaueHUss AUC U Crax KIapUTpOMHLIMHA ObLTH NPpUGIU3UTENsHO Ha 40 % BbIlIE, UeM
NpU MOHOTEpANUK KIAPUTPOMULMHOM. [Ipy COBMECTHOM NpUMEHEHHH STHUX JABYX MpENapaTroB B
TEYEHHE OrpaHU4YE€HHOrO BPEMEHHM B [103aX/COCTaBaX, yKa3aHHBIX BbIIIE, KOPPEKLMs 03bl He
Tpedyercsa. PesynbraThl HcclenoBaHHMs JIEKApCTBEHHBIX B3aMMOJEHCTBUH C HCIOJIB30BAHUEM
CaKkBMHAaBUpa B MATKMX IKENATHHOBBIX KarCyjlaX MOTYT HE COOTBETCTBOBaTh dddekram,
HaOJIIOJIa€MBIM TIPU NIPUMEHEHWH CAaKBHHABMPA B TBEP/BIX JKEJATHHOBBIX Karicynax. PesynbraTsl
MCCJIC/IOBAHUs JICKAPCTBEHHBIX B3aUMOJEHCTBMH IMPU MOHOTEpANUM CAaKBHHABUPOM MOTYT HE
COOTBETCTBOBATh 3(¢deKTam, HabMOJaeMbIM IPU Teparud CakBUHAPUHOM/PUTOHABUPOM. I[lpu
MpUemMe CaKBUHAaBHPa COBMECTHO C PUTOHABUPOM CIIEAYET YUYUTHIBATH MOTEHIMAILHOE BIMSHHUE

PUTOHABHPA HA KJIAPUTPOMHULIMH.

Oco0ble ykazaHusi

JlniTebHBIA npUeM aHTUOHMOTHKOB MOJKET NMPUBOJAUTH K 0OPa30BAHMIO KOJOHMH C YBETHMYEHHBIM
KOJIMYECTBOM HEYYBCTBUTEIBHBIX OakTepuit u rpuboB. [lpu cynepuHpekuun HE0OX0IMMO
Ha3Ha4YUTh COOTBETCTBYIOLILYIO TEPAITHIO.

HasHaueHue knapuTpoMuiMHa GepeMEHHBIM JKEHIMHAM [OJDKHO MPOBOJMTHCSA MPH TIIATETBHOM

OLEHKE COOTHOMIECHUA PUCKA U IMOJIb3HI, 0COOEHHO B T€YEHHE [IEPBBIX TPEX MECALIEB 6epeMeHHocm.
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[Ipy mpUMeHEHMH KIApUTPOMHLMHA COOOIIAIOCh O [€YEHOYHOW AUCHYHKUMU (MOBBILICHHE
AKTUBHOCTH T€YE€HOYHBIX (DEPMEHTOB B KpPOBH, reNaTOLEUIIOJISAPHBIA W/MIM XOJECTaTUYECKHUit
renaTuT ¢ JKeNTyxod wim 0e3). [leyeHouHas AUCHYHKUMS MOXKET OBITh TSKEIOW, HO OOBIYHO
aBnsieTcs oopatumoil. MImMeroTcs ciiyyam me4eHOYHON HeI0CTaTOYHOCTH C JIETANIbHBIM HCXOO0M,
TJIaBHBIM 00pa3oM, CBA3aHHbIE C HAIMYMEM CEPhEe3HBIX COMYTCTBYIOMIMX 3a00/eBaHUN W/MIH
OZIHOBPEMEHHBIM TPUMEHEHHEM JPYTUX JIEKAPCTBEHHBIX CPeACTB. [IpM MOSABICHHUH NMPU3HAKOB W
CUMIITOMOB TrenaTuTa, TaKUX KaK aHOPEKCHs, JKeNTyXa, MOTEeMHEHHE MOYH, 3y, 00JIE3HEHHOCTh
)KUBOTA NPH MAJbIALKK, HEOOXOAMMO HEMEJIEHHO MPEKPATUTh TEPAITHIO KIAPUTPOMHUIIMHOM.
[Ipyu HanM4ynK XpoHHYEeCKMX 3a00/IeBaHMUIi MeYeHH HEOOXOAMMO MPOBOAUTE PETYJIAPHBIA KOHTPOJIb
(epMEHTOB CBIBOPOTKH KPOBH.
[lpn neyeHun MpaKTHYECKM BCEMHM AaHTUOAKTEPUATBHBIMU CPEJICTBAMH, B TOM 4YHCJIE
KJIApUTPOMHULIMHOM, OMMCAHBI ClIy4au ICEBIOMEMOPAHO3HOTO KOJMTA, TSXKECTh KOTOPOTO MOMKET
BapbUpPOBATBCS OT JIETKOM 10 yrpokaromeid »us3Hu. [Ipu neyeHWH MpakTHYECKH BCEMU
aHTHOAKTEpPHAIbHBIMKM MpernapaTaMd, B TOM YHCJIE KIAPUTPOMHMLMHOM, OINUCAHBl CIyyau
Clostridium difficile-accolMMpoBaHHOM IMapeH, TAKECTh KOTOPON MOKET BApLUPOBATHCS OT JIETKOi
AMaped 10 YrpoKaroLero >XM3HM KoiuTa. AHTHOAaKTepHanbHble TMpernaparsl MOIYT W3MEHHTh
HOpMaJbHYIO ~ MMKPO(IOpY — KMIIEYHMKAa, 4YTO Moxer npusectd K pocty C.difficile.
[lceBromeMOpano3HbIii KOMUT, BbI3BaHHbIH Clostridium difficile, He06X0aMMO 1003pEBATh y BCEX
MalMeHTOB, y KOTOPBIX MOC/I€ NPUMEHEHHs] aHTUOAKTEPHUAIbHBIX CPEACTB pa3Buiack auapes. [locne
MPOBEACHHUs Kypca aHTUOMOTHKOTEparnuu HeoOXOAUMO TIIATEIbHOE MEULMHCKOE HAOII0AeHHE 32
naureHToM. ONMKUCBIBANKCh CIyyad Pa3BUTHUS TICEBAOMEMOPAHO3HONO KOJIMTA CIyCTs 2 Mecsla
nocJje nprueMa aHTUOMOTHKOB.
[Ipu neyeHun makpoiuaamMH, BKIOUYAs KJIAPUTPOMULHMH, HAOIIOJANOCH YUIMHEHHE CEpAeYHOM
penonsipusauuu U uHtepana QT, BeI3bIBas pUCK Pa3BUTHUS CEPAEYHOM apUTMHUM M JKEJTyI0UKOBOM
TaxUKapuu TUna «nupyst» (cM. pasaen «Ilo6ounoe neiicTBuer). Tak Kak cleayrouue CUTyaluu
MOTYT TMPUBOJMTE K YBEJIMYEHHUIO PHUCKAa DPa3BUTUS IKENYJIOYKOBBIX apUTMHil (B TOM 4YMCIIE
JKEJTy I0YKOBOM TaXMKapAUH TUMA ITHPYIT»), TO
- KJIApUTPOMHULIMH HE JOJDKEH IIPUMEHSATBCA Y CIEAYIOUIMX KaTerOpHii MalueHTOB:

* y MauMeHTOB ¢ runokanuemuen (cm. paszaen «IIpoTuBomnokazanus»);

* Yy NAlMEHTOB C runoMarHueMueii (cM. pazuen «[IpoTuBonokazaHus»);

*  OJHOBPEMEHHOE Ha3Ha4YE€HWE KJIApUTPOMMLIMHA C aCTEMH30JIOM, L[H3aMpPUIOM, TUMO3HIOM U

TepdeHaJMHOM MPOTUBONOKa3aHO (cM. paszen «[IpoTUBONOKa3aHusA»);
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* Yy MNalKWEHTOB C BPOXAECHHBIM WM MPUOOPETEHHBIM 3apEerMCTPUPOBAHHBIM YATMHEHUEM
vuHtepBana QT wuaM HanuuueM IKeNlyJOYKOBOW apuUTMHMU B aHamHe3e (CM. pasjen
«ITpoTuBonokazaHus»).
- KJIApUTPOMMLIMH JOJDKEH IPUMEHATHCS C OCTOPOIKHOCTBIO Y CIEAYIOLMX KaTeropHii NalueHToB:
* y [auueHTtoB ¢ wumemuyeckoir Oonesnsto cepaua (MBC), Tsaxkenoit cepaeuHoi
HEJI0CTATOYHOCTBIO, HAPYILIEHUAMH [IPOBOJIMMOCTH WM KIMHUYECKU 3HAUUMOM OpaauKapaueid;
* y TMaluMeHTOB, OJHOBPEMEHHO TMPUHUMAKOLIMX Jpyrue JEeKapCTBEHHBbIE Ipenaparsl,
cBsA3aHHble ¢ yuiMHeHueM wuHTepBana QT (cm. pasgen «BsaumopeiictBue ¢ apyrumu
JIEKapCTBEHHBIMU CPEJICTBAMUY).
B Xoae snuaeMHONIOrMueckux MUCCIeIOBaHUM MO M3YYEHHIO PUCKA HEOJarompHUSTHBIX CepAeYHO-
COCYIMCTHIX UCXO/J0B MPU MPUMEHEHUN MAKPOJIUI0B OBbLITH MOyYeHBl HEOJAHO3HAYHBIE Pe3yJIbTATHI.
B HekoTOpbIX HaOMIOJATENbHBIX HMCCIEAOBAHUAX OBLT YCTAHOBIEH KpPATKOBPEMEHHBIN pHCK
pa3sBUTHA apUTMHMM, WH(papKTa MHOKapAa M CMEepPTH OT CepACYHO-COCYIUCTBIX 3a00JeBaHMIA,
CBA3aHHBIA C TPUMEHEHHWEM MAaKpOJIMJIOB, BKIOYass KJIAPUTPOMULMH. [Ipu Ha3zHaueHUH
KJIapUTPOMHUIIMHA CIIEYET COOTHOCUTH MPEANoJaraeMylo Mojib3y OT MpueMa rpernapara ¢ JaHHBIMU
pUCKaMH.
B03MOKHO pa3BUTHE MEPEKPECTHOM PE3UCTEHTHOCTH K KJIAPUTPOMULIMHY M JAPYTUM aHTHOUOTHKAM
rpyIIbl MAKPOJIM/IOB, @ TAKKE TMHKOMULIMHY U KJIMHAAMULIMHY.
YuuThIBas pacTyLlyl0 pPe3UCTEHTHOCTb Streptococcus pneumoniae K MaKpoJIUIaM, BaXHO
NPOBOJMTL TECTHUPOBAHWE YYBCTBUTEIBHOCTH MPU HA3HAUCHUM KIAPUTPOMMLIMHA TMALMEHTaM C
BHEOOJIBHUYHOM nHeBMOHMeH. [Ipu rocnuTanbHON MHEBMOHMH KIAPUTPOMHMLMH  CIEAYET
MPUMEHATh B KOMOMHALIMH C COOTBETCTBYIOIIMMHU aHTUOMOTUKAMMU.
MHdpekumy KOXKM M MATKUX TKaHel Jerkoil M CpeaHed TSUKECTH dYalle BCEro BBI3BAHBI
Staphylococcus aureus w Streptococcus pyogenes. Ilpu 3TOoM 00a BO30yAMTENss MOTYT OBITh
yCTOMUYUBEI K Makpouaam. [103ToMy BakHO MPOBOAUTH TECT HAa 4YYBCTBUTEIBHOCTD.
Makpoauael MOKHO TPUMEHATh Npu UHGEKUUsX, BeI3BaHHBIX Corynebacterium minutissimum,
3a00/IeBaHUAX yTPU BYJIbFapHBIE M pOXKa, a TAK)KE B T€X CUTyalMsX, KOTAA Helb3si MPUMEHSThH
NEHULIUJUIUH.
B ciayyae mosiBieHHS OCTpBIX peakLUil MIEpPYyBCTBUTEIBHOCTH, TAaKUX Kak aHaduiIakTH4ecKas
peakuMs, TsXKe/ble KOXHbIE JIEKAPCTBEHHbIE peakUuu (HarpuMep, OCTPBI TreHepalu30BaHHBIN
OK3aHTEMATO3HbIA IycTyse3), CUHApoM CTuBeHca-/[DKOHCOHA, TOKCUYECKUH SNuaAepMallbHBbIN

HEKPOJIU3 W JIEKapCTBEHHAs ChIMb C 303uHOpUIMel W cucteMHoi cumnrTomarukoi (DRESS-

25



CHHJIPOM) HEOOXOAMMO cpa3dy K€ [MpeKpaTUTb MpUeM  KJIApPUTPOMULMHA W  HayaTh
COOTBETCTBYIOLLYIO TEpPAIHUIO.

B ciyuae coBmMecTHOro npumMeHeHus ¢ BapGapuHOM WM APYTUMHU HETPSAMBIMU aHTUKOAryJIIHTaMU
HeoOxoaumo koHTponupoBate MHO u mporpoMOuHOBOe Bpems (cM. pasziaen «Bsaumopaeiictue ¢
JAPYTMMH JIEKAPCTBEHHBIMHU CPEICTBAMU).

Cnenyer coGmoaaTh OCTOPOKHOCTb TMPH OJHOBPEMEHHOM [PUMEHEHHH KIAPUTPOMHIIMHA C
MepopaibHBIMU AHTUKOAryJISIHTAaMU MPAMOro AeHCTBHs, TaKUMHU KakK JaburarpaH, puBapokcadaH u
anvkcabaH, 0COOEHHO y MAalLMEHTOB C BHICOKUM PHCKOM pa3sBUTUS KpoBoTedeHHs (cM. paszaensl «C

OCTOPOXKHOCTBIO» U «B3aumoneicTBre ¢ IpyruMu JIeKapCTBEHHBIMU CPEACTBAMUY).

Bausinue Ha cocoGHOCTH YyNPaBJISTh TPAHCIIOPTHBLIMH CPEACTBAMH H MEXaHHU3MAMH

JlaHHBIE OTHOCHUTEIBHO BIMUSHUSA KIAPUTPOMHUIIMHA HA CIIOCOOHOCTH K YIPABIEHHIO aBTOMOOMIIEM U
MeXaHM3MaMH OTCYTCTBYIOT.

Cnenyer cobmopaTe OCTOPOXXKHOCTH TIPU  YNpaBI€HUH TPAHCIOPTHBIMH  CPEACTBAMHU U
MEXaHU3MaMH, YYUThIBAs MOTEHLUAIBHYIO BO3MOKHOCThH FOJIOBOKPYKEHHSI, BEPTUTO, CITyTAHHOCTH

CO3HAaHHUA M AC30pUCHTALIMH, KOTOPBIE MOT'YT BO3BHUKHYTh IPH IMIPUMEHEHUHW JAHHOIO Mpenapara.

®opma BbINycKa
Tabnetku, NOKpeITHIE MIEHOYHOM 00010uKOi, 500 Mr.
[To 7, 10 unu 14 Tabaerok B 6uctep u3 [IBX/TIBJIX u antomuHieBoit Gobr.

[To 1,2 unum 3 Gauctepa BMeCTe ¢ MHCTPYKLMEH MO MPUMEHEHHUIO MOMELIAI0T B KAPTOHHYIO MauKy.

YceaoBusi XxpaHeHust
XpaHUTh B 3aILUIIEHHOM OT CBETa MeCTe MpU Temreparype He Beiie 25 °C.

XpaHWUTh B HEJOCTYITHOM /IS IeTeid mecTe!

Cpok rogHocTu
3 roga.

He [IPUMEHSATD MO UCTEYECHHUHU CPOKA FrOAHOCTH.

YeaoBus oTnycka

OtnyckaroT no peuenry.

Baapenen PEruCcTpaliHOHHOIO YA0OCTOBEPEHU S
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IIpousBoguTen
266Bu C.p.JI., Utanus
Crpana Pemxuonane. 148, ITontuna kM. 52, CHK-KamnoBepae au Anpunua (Anpunua), 04011

Anpunua (Jlatuna), Utanus

OpraHu3anusi, yNOJHOMOYEHHAasi  BJajejblleM  PEerucTPallHOHHOIO  yJ0CTOBEpPeHHs
JeKapCTBEHHOr0 mnpenapaTta JIsi MeIHUHHCKOr0O NMPUMEHEHHS] HA TNPUHSATHE NMpPeTEeH3HH oT
norpeduTeis

000 «2660tT JIa6opaTopus»

125171, r. Mockga, Jlenunrpaackoe mocce, 1oM 16A, ctp. 1

Ten.: +7 (495) 258 42 80

dakc: +7 (495) 258 42 81

abbott-russia@abbott.com
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