NMHCTPYKLUA
1O MEJUITMHCKOMY ITPUMEHEHUNIO JIEKAPCTBEHHOI'O ITPEITAPATA

Kaapurpomuunn-OBL

PerncrpanuonHblii HoMep

Toprosoe HaumenoBanue: Kimapurpomurma-OBL

Me:xkayHapoaHoe HeIATEHTOBAHHOE WJIHM IPYNIIUPOBOYHOE HAMMEHOBAHME . KIAPUTPOMULITH
JlekapcTBeHHas popma: TaOJIETKH, MOKPHITHIC IJICHOYHON 000I0UKON

Cocras

1 mabdnemxa, nokpsimasn njaieHoYHoNl 000104YKOIl, coOepHCUm:

Oelicmsyrowee geujecmao: KiaputpoMulinH (B nepecuere Ha 100 % BemectBo) 250 mMr/500 mr;
6cnomozcamernvHbvle Geujecmaa: 1EIUTI0NI03a MHUKPOKpHCTaUIMdecKas, HaTpus Jaypuicyibdar,
HaTpusi  KpOCKAapMelio3a, KpeMHHMS  JUOKCHJ  KOJUIOWJOHBIA  (adpocui),  MOBUJOH
(MOIMBUHUIITUPPOIIMIOH HU3KOMOJIEKYJISIPHBIN ), MATHUS CTEapar;

8cnomozcamesnvHole sewecmaa ons 000104KU: THIPOMETI03a
(THIPOKCHIPONMIMETHIIIEIUTI0NI03a), Makporoia 6000 (momudtunenrnukonb 6000), TuTaHa
JUOKCHUJI, THIpoJio3a (TUAPOKCUIPONUIILEIIIION03a), KpPacUTedb XWHOJMHOBBIM JKETHIH,
BaHUJIUH.

Onucanue

TabneTku, TOKPBITbIE TUICHOYHOW  OOONOYKOM  JKEITOro  I[BETa, JABOSIKOBBIMTYKJIBIE,
IPOJOJATOBAaTOM (POPMBI CO CKPYIJIEHHBIMHM KOHLIaMH, ¢ puckoi. Ha momepeunom paspese siipo
0esoro uiM NoyTH 0eIoro 1BeTa.

dapmakoTepaneBTHYecKas IPynna. aHTHOAaKTepHAlbHBIE CPEACTBA CHUCTEMHOTO JEHCTBUS;
MaKpOJIHUIbl, JMHKO3aMHUHBI U CTPENTOrPAMUHBI; MAKPOIIUIBI.

Kon ATX: JO1FAQ09

DapMaKoJIOrHuecKue CBOMCTBA

Dapmaxoounamuka

Knaputpomuniua sBiseTCST MONYCHHTETUYECKUM aHTUOMOTHKOM TPYIIBI MaKpOJIUIOB U
OKa3bIBaeT aHTHOAaKTepHAIbHOE JICWCTBHE, B3aWMMOACHCTBYS ¢ S50S  pubocomManbHOU
cyObeMHULIEN U TOJaBIIsisl CUHTE3 Oenka OakTepuil, YyBCTBUTENIbHBIX K HEMY.

KnapuTpoMuIIiH MpOJIEMOHCTPUPOBAT BBICOKYHO AaKTHBHOCTH IN VIO B OTHOIICHWH Kak
CTaHJApPTHBIX 1a00OpaTOPHBIX MITAMMOB OaKTepuil, TaK U BBIACIEHHBIX y OOJBHBIX B XOJE
KIIMHUYECKON MpakTHKU. [IposiBIsSieT BBICOKYI0 aKTUBHOCTh B OTHOIIEHMH MHOTHX a’3pOOHBIX U

aHa’pOOHBIX T'PAMIIOIOKUTEIBHBIX U TPaMOTPULIATENIbHBIX MUKPOOPTraHU3MOB. MHUHHUMaJIbHBIE



nogassrone  KoHmnentparuun (MIIK) kmaputpoMuiinHa i OOJIBIIMHCTBA BO30YIHTECH
Mmenblie, ueM MIIK sputpomuninaa B cpeaneM Ha oaHO L0Q2 pa3BeneHue.

Knaputpomunius in Vitro BeicokoaktuBeH B otHomienun Legionella pneumophila, Mycoplasma
pneumoniae. Oka3siBaeT OakTepuiMaHOE AckicTBrue B oTHomeHun Helicobacter pylori, mannas
AKTHMBHOCTH KJIAPUTPOMHIIMHA BBIIIIC TPU HEUTPAIbHOM PH, YeM mpH KHUCIIOM.

Kpome Toro, ganubie in Vitro u in Vivo yka3pIBarOT Ha TO, YTO KJIAPUTPOMHUIIMH JIECHCTBYET Ha
KJIMHUYECKH 3HAYMMbIC BUIbI MuUKoOakTepuid. Enterobacteriaceae u Pseudomonas spp., takxe
Kak © Jpyrde, He (EPMEHTUPYIOIIUE JIAKTO3y TIPaAMOTPHIIATCIbHbIC OaKTepHH, HE
YyBCTBUTEIIbHBI K KIIAPUTPOMHUIIHHY.

AKTHBHOCTh KJIAQPUTPOMHIIMHA B OTHOIICHHH OOJIBIIMHCTBA IITAMMOB IMEPEUMCICHHBIX HUXKE
MHUKPOOPIaHU3MOB JIOKa3aHa Kak IN VItro, Tak ¥ B KIMHUYECKOM MpaKTHKE MpU 3a00JICBAHUSX,
HePEUUCICHHBIX B pasfeie «IlokazaHus K IPUMEHCHUIO.

A3D06HHG TpaMIOJOKUTEIIEHBIC MUKPOOPTraHU3MBI.

Staphylococcus aureus
Streptococcus pneumoniae
Streptococcus pyogenes
Listeria monocytogenes

A3D06HI)IC TPaMOTPHULIATCIIBHBIC MUKPOOPTaHU3 MBI

Haemophilus influenzae
Haemophilus parainfluenzae
Moraxella catarrhalis
Neisseria gonorrhoeae
Legionella pneumophila

Jpyrue MUKpOOPraHU3MBbI.

Mycoplasma pneumoniae
Chlamydia pneumoniae (TWAR)

MuxkoOaxkTepuu:

Mycobacterium leprae

Mycobacterium kansasii

Mycobacterium chelonae

Mycobacterium fortuitum

Mycobacterium avium complex (MAC) — komnaexc, exmouarowui Mycobacterium avium,
Mycobacterium intracellulare.

HpOIIYKHI/ISI Oera-makTaMasbl HE OKa3bIBaeT BIWSHUSA HAa aKTHUBHOCTD KJIIapUTPOMHUIIMHA.

BoapmmHCTBO mMITaMMOB CTa(i)I/IJ'IOKOKKOB, PE3UCTCHTHBIX K MCTHIWIIJIMHY W OKCAalWJIJINHY,



00J1a/1a10T yCTOWYUBOCTHIO U K KJIIAPUTPOMHUIIMHY .

Helicobacter pylori

YyscrButenbHocTh H.pylori k kimapurpoMuiinHy u3ydaiack Ha uzoisrax H.pylori, BeiieneHHbIX
or 104 mauuMeHToB, IO Hayaia Tepanuu mpernapatoM. Y 4 MalueHTOB ObUIM BbIAEICHBI
PE3UCTEHTHBIE K KIAPUTPOMUIMHY InTammbl H.pylori, y 2 — mraMmbel ¢ yMepeHHOI
PE3MCTEHTHOCTBIO, y OCTANbHBIX 98 marmeHToB u30iThl H.pylOri ObUIM 4yBCTBUTENBHBI K
KJIapUTPOMHLIMHY. KilapuTpOoMUIIMH OKa3bIBaeT AeicTBUE IN VILr0 U B OTHOMICHUHU OOJIBIIUHCTBA
HITAMMOB  CJEIYIOIUX MUKPOOPraHu3MoB (oJHaKo Oe3omacHOCTh M 3()(PEeKTUBHOCTD
UCIIOJIb30BaHUS KJIAPUTPOMUIIMHA B KIIMHUYECKOM NMpaKTHUKE HE MOATBEP)KACHA KIMHUYECKUMHU
UCCJIEJOBAaHUSIMU, U IPAKTUUECKOE 3HAUEHHUE OCTAETCS HESICHBIM):

A3D06HI)IG TPaMIOJOKUTEIIbHBIC MUKPOOPIraHNU3MBbI.

Streptococcus agalactiae
Streptococcus (epynnet C, F, G)
Viridans group streptococcus

AnpoOHBIE MPAMOTPULIATENILHBIE MUKPOOPTAHU3MBI

Bordetella pertussis
Pasteurella multocida

AHa3poOHBIE TPAMIIOIOKUTEIBLHBIE MUKPOOPTAHU3MBIL:

Clostridium perfringens
Peptococcus niger
Propionibacterium acnes

AH33D06HI>IC TpaMOTPUIIATCIABHBIC MUKPOOPTAHU3MBI.

Bacteroides melaninogenicus
CHOupoxeTsl:

Borrelia burgdorferi
Treponema pallidum

Kammmiiobakrepuu:

Campylobacter jejuni

OCHOBHBIM  METAa0OMUTOM  KIAPUTPOMUIIMHA B  OpraHU3ME  4YeloOBeKa  SBISETCSH
MHUKPOOHMOJIOTHYECKH  aKTUBHBIA ~ Merabonut  l4-ruppokcuknaputpomunud  (14-OH-
KJIAPUTPOMMUIIMH).

Mukpobuonoruueckass akTUBHOCTh MeTa0O0JIMTa Takasi e, Kak y UCXOJHOTO BEIeCTBa, WIH B
1-2 pa3a cmabee B OTHONICHHWH OONBIIMHCTBA MHUKPOOPTaHU3MOB. VICKIIOYEHHE COCTABIISIET
H.influenzae, B oTHOIIEHNU KOTOPO# 3((heKTHBHOCTH MeTabOIUTa B JBa pas3a Bhiie. McxomHoe

COCIMHCHHUE M €ro OCHOBHOM META0OJIUT OKa3bIBAIOT MO0 aJIUTUBHBINA, TUOO CHHEPTUYCCKUI



s¢dexr B otHomenun H.influenzae B ycmoBusax in vitro u in VivO B 3aBHCHMOCTH OT IITaMMa
OaxkTepuil.

Tecm na uyecmsumenbHocmy

KonuuecTBeHHbIEe METO/BI, TpeOYIOIIME U3MEPEHUs JUaMeTpa 30HbI MOJABICHUS POCTa, JAOT
Haubosiee TOYHBIE OLIEHKH YYBCTBUTEIBLHOCTU OAKTEpUN K aHTUMHUKPOOHBIM npenaparam. OnHa
U3 PEKOMEHAYEeMbIX METOAMK JUIsl ONpPEACNCHHS YYBCTBUTEIBHOCTH HCIONB3YET JHCKH,
UMIIPErHUpOBaHHbIE 15 MKT KiapuTpomunuHa (aucko-auddysnonnsiii metoq Kupou — bayaspa);
IpU UHTEPIpPEeTaldyd TecTa JUaMeTphl 30H MOJABICHHUS POCTa KOPPEIUPYIOT CO 3HAUYCHUSMU
MIIK knaputpomunraa. 3uauenus MIIK onpenensroTcss MeToaoM pa3BeeHUs B OyJIbOHE WU B
arape.

[Ipr WCcrONB30BaHMM 3THUX METOIWK OTYET W3 JIAOOPATOPHUH O TOM, YTO IITAMM SIBIISIETCS
«UyBCTBUTEIIbHBIM», YKa3bIBa€T Ha TO, YTO BO30yIuTeNb WHGEKINHU, BEPOSTHO, OTBETUT Ha
JIeUYeHue.

OTBeT «PE3UCTEHTHBIN» YKa3bIBA€T HA TO, YTO BO30YIUTEIH, BO3MOKHO, HE OTBETUT HA JICUCHHUE.
OTBeT «IPOMEXYTOYHAsT YyBCTBUTEIBHOCTB» MpPEIIOiaraeT, 4yTo TeparneBTU4YecKuil 3¢ dexr
mpernapaTa MOXKeT ObITh HEOJTHO3HAYEH UM MUKPOOPTaHU3M MOKET 0Ka3aThCsl UyBCTBUTEIHHBIM
IpU HKCIOJI30BaHUU OoJiee BBICOKMX 103 mpemnapara. (IIpomexxyTouHass 4yBCTBUTEIHHOCTH
TaKXe HA3bIBAETCS KyMEPEHHOH YyBCTBUTEIEHOCTHION).

DapmakoKkunemuxa

BcackiBanue

[Ipemapat  ObICTpO  BcachlBaeTCsi B JKEIYJOYHO-KUIIEYHOM  TpakTe.  AOCOIOTHas
O6uogoctynHocTh cocrasisieT okono 50 %. Ilpu MHOrokpaTHoOM mpHeMme [03bl Ipemnapara
KyMYJISIIIMM TIPAaKTHYECKA He OOHApY)KEHO M XapakTep MeTaboM3Ma B OpraHHU3Me YeloBeKa He
u3MeHsuics.  llpueM mnMIM  HEMOCPEICTBEHHO Tiepea MPHEMOM IpernapaTra  yBEJIWYMBAI
OMOOCTYIIHOCTh IpenapaTa B cpeHeM Ha 25 %. KiapuTpoMUIIMH MOXKET IPUMEHSTHCS J10 €J1bl
VI BO BpEeMsI €Ibl.

Pacopenenenue, MeTa00IM3M U BBIBEJICHIE

In vitro

Knaputpomunins cBs3biBaetcs ¢ Oenkamu 1mia3Mel kpoBu Ha 70 % B koHmeHTpauuu ot 0,45 1o
4,5 mxr/mi. Ilpu koHueHTparuu 45 MKr/Mi cBsi3biBaHue cHUkaetcss 10 41 %, BeposATHO, B
pe3ysibTaTe HACHIIIEHUsS MECT CBA3BIBAHMSA. OJTO HAOMIOAeTCsl TOJIBKO NMPU KOHLEHTpPALUsX,
MHOT'OKPAaTHO IPEBBIIAIOIINX TEPAIEBTUUECKYIO.

In vivo

WccnenoBanus iN VIVO Ha KHMBOTHBIX MOKa3ald, YTO KIAPUTPOMHIIMH HPUCYTCTBYET BO BCEX

TKaHAX, 3a UCKIIIOYCHHEM HCHTpﬁJ’ILHOﬁ HepBHOfI CHUCTEMBI, B KOHIICHTpAalUAX, B HECCKOJIBKO pa3
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MpEBBIMIAIOIMX TuTa3MeHHble. Hambomee Bwicokme KoHueHTparuu (B 10-20 pas Beime
IJIa3MEHHBIX) 0OHAPYKUBAIUCH B IEYEHU U JIETKHX.

300posvie

[Tpu Ha3HaUeHUU KIApUTPOMHULIMHA B 03¢ 250 Mr 2 pa3a B CyTKM MaKCHMajbHas KOHIEHTpaus
(Cmax) xmaputpomuniuaa u 14-OH-kimapuTpoMuiiHa B 1uia3Me AOCTUTANach depes 2—3 JTHSA U
cocrapimsmia 1 mkr/min u 0,6 Mkr/mu coorBercTBeHHO. Ilepwoabl monyBbiBenenus (Tip)
KIAPUTPOMHIIMHA M €ro OCHOBHOTO Mera0onuTa coctaBuiu 3-4 yaca W 5-6 dYacoB
cooTBeTcTBeHHO. [Ipn HazHaueHun kiaputpomunrHa B ao03e 500 mr 2 paza B CyTKHM Cmax
kiapuTpoMuniaa U 14-OH-kmapuTpoMuIMHA B TUTa3Me JIOCTUTAIACH TTOCIE TIpUeMa S5-I 10361 U
cocraBuna B cpemnem 2,7-2,9 wmkr/mn u  0,88-0,83 wmxkr/mim coorBerctBeHHO. Tin
KIAPUTPOMHIIMHA M €ro OCHOBHOro Mmerabosmra coctaBun 4,5-4,8 vaca m 6,9-8,7 uaca
COOTBETCTBEHHO.

Cmax 14-OH-knapuTpoMuIiMHa He yBEJIUYUBAIACH MPOMOPIMOHAIBHO J03€ KIAPUTPOMHUIIMHA, B
TO Bpems Kak T1/2 Kak KJIQpUTPOMMIIMHA, TaK U €ro0 TMIPOKCUIMPOBAHHOIO METabOIMTa UMEI
TEHJCHIMIO K YBEJIWYEHHIO C TMOBbIIIEHHEM [03bl. Takass HenuHelHas (QapMakOKMHETUKA
KJIQPUTPOMHUIIMHA B COYETAHUU C YMEHbIIEHHEM oOpa3oBaHus 14-ruapokcunupoBaHHbIX U N-
JEMETHIIMPOBAHHBIX MPOAYKTOB MPU BBICOKMX 032X YKa3blBa€T Ha HEIMHEWHBIN MeTaboIu3M
KJIAPUTPOMMUIIMHA, KOTOPBIH CTAHOBUTCS 00JI€€ BHIPAKEHHBIM ITPU BBICOKUX J103aX.

[Toukamu BeIBOAUTCS OKOO 37,9 % mociie mepopaibHOTO TMpUeMa KIApUTPOMHUIIMHA B J103€
250 mr u 46 % nocne npuema kiaapuTpomunrHa B 1o3e 1200 mr; yepe3 KUIIEYHUK BBIBOAUTCS
okoio 40,2 % u 29,1 % cOOTBETCTBEHHO.

Hayuenmol

Knapurpomuna u ero merabonut 14-OH-knapuTpOMUIIMH OBICTPO MPOHUKAIOT B TKAHU U
KUAKOCTH OpraHusMa. VIMerTcs OrpaHHyYeHHBbIE JAHHBIE, CBHUJETENBCTBYIOIIME O TOM, YTO
KOHIIEHTpalusl KJIapUTPOMULIMHA B LEpeOpOCTIMHAIIBHON JKUAKOCTH MPH MEepOopaibHOM NpHEMeE
He3HauuTenbHa (T. €. TONbKO 1-2 % OT KOHIIEHTpPAIMH B CHIBOPOTKE KPOBH TPU HOPMAIBHOM
MIPOHUIIAEMOCTH TremaTtosHIedanuueckoro Oapbepa). KoHueHnTpauus B TKaHAX OOBIYHO B
HECKOJIBKO pa3 BBIILIE, YEM B CBIBOPOTKE KPOBH.

B Ta6J'II/II_[C MMPUBCACHBI IIPUMCPBI TKAHCBLIX U CBIBOPOTOYHBIX KOHI_ICHTpaI_II/II\/'II

Konnentpauuu (250 mr kaxxasie 12 gacoB)

Buna TkaHu TkaHeBble (MKI/T) ChIBOpOTOYHBIE (MKT/MJT)
MuH 1A INHEL 1,6 0,8
Jlerkue 8,8 1,7

Hapywenus d)VHKuMM nevyeHu

Y nanMeHToB €O CpeAHEH W TSDKENOM CTeNeHbI0 HapylmeHHs (QYHKIUH IEeYeHH, HO C
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COXpPaHEHHOH (yHKLMEH MoYeK, KOPPeKLus 103kl KIApUTPOMULIMHA He TpeOyeTcs. PaBHoBecHas
KOHLEHTpalusi B IUIa3M€ KPOBU M CUCTEMHBIN KIMPEHC KIApPUTPOMHULMHA HE OTJIMYAIOTCA Y
OOJBHBIX JAHHOW TIpyHmbl M 310pOBBIX NalMeHTOB. PaBHOBecHas KoHueHTpauus 14-OH-
KJIApUTPOMMLIMHA Y JIFOJIEH C HApYLIEHUAMHU (QYHKLUU [1€YEHN HUKE, YEM Y 370POBBIX.

Hapywenus @VHKL[MM nouyex

[Ipn HapyieHun (QYyHKIUH [OYEK yBEMWYUBAIOTCS Cmax U MHUHUMaNbHAsT KOHIEHTPALHS (Cmin)
KJIApUTPOMMIIMHA B IUIa3ME  KPOBH,  IEpUOJA  IMOJIYBBIBEAEHHSA,  IUIOIIAJb  IOJ
(hapMaKOKHHETHYECKOW KpHBOW «KOHIEHTparus — Bpems» (AUC) KIapuTpOMHIMHA M €ro
merabonura 14-OH-knapurpomunmua. KoHcTaHTa »3IMMMHAaUMM W BBIBEJACHHUE I1OYKAMHU
yMmeHbInatorcd. CreneHb W3MEHEHHWH JTHX IapaMeTpOB 3aBUCUT OT CTENEHU HapylIeHUS
(GYHKIUH TOYEK.

HauueHmbl NnoJAHCUI020 603pacma

VY manueHToB MOXKUIJIOTO BO3pacTa KOHIEHTpalUsl KJIapUTPOMHULIMHA U ero metabonuTta 14-OH-
KIIAPUTPOMHIIMHA B KPOBU ObLIa BBIIIC, a BBIBEJCHUE MEIJICHHEE, YeM Y TPYIIBI MOJOJBIX
moaeil. OgHako Mociie KOPpPeKLHMH C Y4YETOM IOYEYHOro KJIMpEHCa KpeaTMHHMHA HE ObLIo
oTnuuMii B o0eux rpymmax. TakuMm oOpa3oM, OCHOBHOE BIHMSHHE Ha (apMaKOKHMHETUYECKHE
napaMeTphbl KIapUTPOMUIIMHA OKA3bIBAeT (PYHKIIMS MTOYEK, a HE BO3PACT.

Hayuenmul ¢ MuK06aKmepuanbemu qu)eKuuﬂMM

PaBHOBecHbIe KOHIIEHTpaluu KiaputpomuimHa u 14-OH-knapurpomunyaa y 6oiasHbIXx ¢ BUY-
UHQEKIMeH, MoTyyaBIInX KIapUTPOMULIMH B 0ObIUHBIX A03ax (500 Mr aBa pasza B CyTKH), ObUIH
CXOJIHBIMU C TAaKOBBIMH Y 3/0pOBBIX Jojiell. OfHAaKO NpH MPUMEHEHUH KIApUTPOMMIIMHA B
0osiee BBICOKHX [03aX, KOTOpBIE MOTYT TOTPEOOBAThCS I JICYEHUS MHUKOOAKTEpPHAJIHHBIX
UHQEKIMA, KOHIICHTPAIlMd AaHTUOMOTHKA MOTYT 3HAYUTENHHO MPEBHIIATh OOBIYHBIE. Y
nanvenToB ¢ BUY-undexuuelt, npuHUMaBmIKX KIApUTpOMHUIMH B o3¢ 1000 mr/cyt wiam
2000 mr/cyT B nBa mpuemMa, paBHOBeCHbIe 3HAYEHHS] Cmax OOBIYHO COCTABISANU 2—4 MKI/MI U
5-10 wmkr/mim coorBercTBeHHO. [Ipm TpuMeHEHWM Tmpemapara B 0oJjiee BBICOKMX J103aX
OTMEYaJOCh YIJIMHEHHE TEpHUOoJia IONYBBIBEACHUS 0 CPAaBHEHHIO C TAaKOBBIM Y 3JIOPOBBIX
Jro/1ed, OTYYaBIINX KIAPUTPOMHUIIMH B OOBIYHBIX 7103aX. [IOBBIIIIEHNE KOHIIEHTpALUHU B II1a3Me
U yJUIMHEHHE TepHojia MOIyBbIBECHUS NMPU NPUMEHEHUU KIApUTPOMMIIMHA B 0ojiee BBICOKHX
J103aX CBA3aHO C HEMMHEHHON (hapMaKOKWHETHKOM npenapara.

KOM6MHMD06‘LZHHO€ JIeYeHUue ¢ omenpasojlom

Knaputpomunims, mo 500 Mr 3 pa3a B CyTKH, B KOMOMHAIIMK ¢ OMeNpa3zosioM B jo03e 40 mr/cyT
cnocooctByeT yBenunueHuto Tiz m AUCo-24 oMenpaszona. ¥V BceX NALMEHTOB, MOIYYaBIIMX
KOMOMHUPOBAHHYIO TEpaluio, B CPAaBHEHUM C MOJIy4aBUIMMU OJUH OMEINpPa3oJl, HabJ0JaIoCh

nossimieHre Ha 89 % AUCo24 u Ha 34 % Ti12 omenpazona. ¥ kinaputpoMuinHa Cmax, Cmin 1



AUCo.g yBemnuuBaauch, cOOTBeTCTBEHHO, Ha 10 %, 27 % u 15 % mo cpaBHEHHUIO C JaHHBIMH,
KOTJa TNPHUMEHSJICS TOJBKO KIAPUTPOMHUIMH Oe3 omenpasosia. B paBHOBECHOM COCTOSIHUU
KOHIICHTPALUU KIAPUTPOMHUIIMHA B CIHM3UCTOM >Keilyaka yepe3 6 4 mociie mpuema B TPYIIIE,
MoJTy4daBIleil KOMOMHALINIO, B 25 pa3 MPEBOCXOJAUIN TaKOBBIE 110 CPABHEHMIO C IMOJyYaBIIUMU
OJIMH KJapuTpoMuIMH. KoHIeHTpauy KIapUTPOMHIIMHA B TKAHSAX KelyakKa yepe3 6 4 mocie
npremMa 2 mpenaparoB B 2 pas3a MPEBBIIANM JaHHBIC, TMOJYYEHHBIC B TPYMIE MalMEHTOB,
MOJTyYaBIIUX OJWH KIAPUTPOMHUIIHH.
IHoka3anusi K NpuMeHEeHUI0
HupekuronHo-BocnanuTeabHbIe 3a00JieBaHuUA, BBI3BAHHBIE YYBCTBUTEIbHBIMU K
KIIAPUTPOMHIIMHY MHKPOOPTAaHH3MaMHU, Y B3POCIBIX H JIeTeH crapiie 12 yer:

WH(EKIMHA HUKHUX JABIXaTeIbHBIX MyTeH (Takue Kak OpOHXUT, THEBMOHU);

MH(DEKINH BEPXHUX JbIXaTeIbHBIX MMyTel (Takue Kak papuHTUT, CHHYCHUT);

MH(DEKIMH KOXKHU M MITKUX TKaHell (Takue Kak (OJUIMKYJIUT, BOCHAICHHE MOJKOXKHOU
KJIETYATKH, POXKA);

JUCCEMHUHHUPOBAHHBIC WM  JIOKAJM30BAaHHBIC  MHKOOAKTepUANbHBIE  HH(EKINH,
BeI3BanHbIe Mycobacterium avium u Mycobacterium intracellulare;

JoKanu3oBaHHble MH(eKnuH, BbI3BaHHBIEe Mycobacterium chelonae, Mycobacterium
fortuitum u Mycobacterium kansasii;

npodunakTuka  pacopocTpaHeHuss  MH(QEKIUH,  OOYCJIOBIEHHOM  KOMILIEKCOM
Mycobacterium avium (MAC), BUY-uHGHUIHPOBAHHBIM MAIMEHTaM C COJEpIKaHHEM
mamdonutos CD4 (T-xenmepHsix muMdonuTos) He 6oee 100 B 1 Mm?;

spaaukanus H.pylori u CHKeHHe YacTOThl PEUUIMBOB SA3BBI JIBEHAIIATHIIEPCTHON
KHIIKH;

OJIOHTOT€HHbIE HH(EKITUH.
IIporuBonokasanus

— I'mnepdyBCTBUTENBHOCTE K KIAPUTPOMHIIMHY, MAKpOJIHIAM W JAPYTHM KOMIIOHCHTaM
npenapara.

— TloBbIlieHHAass YyBCTBUTEIBHOCTh K KIAPUTPOMHUIIMHY, MAaKpOJHJIAM U JIPYTUM
KOMIIOHEHTaM TIperapara.

— OpaHOBpEeMEHHBI TIPHEM KIAPUTPOMHMIIMHA CO CIISAYIONIUMH TperapaTaMu: acTeMHU30II,
U3anpua, NUMo3uI, TepdeHamuH (cM. pazmen «BzammopelicTBHe ¢ IpyruMu
JIEKApCTBCHHBIMH CPEICTBAMI).

— OpHOBpeMEHHBIH  MpUEM  KIAPUTPOMHUIIMHA ¢ JIOMHTamuaoM  (cM.  pasjaen

«B3auMojeiicTBIE C IPYyTUMHU JIEKAPCTBCHHBIMHU CPEICTBAME).



— OJHOBpEMEHHBIM MpHEM KIApPUTPOMHMIMHA C aJKaJlOUIAMU CHOPBIHBH, HAIpUMeEp
9proTaMHH, JUTHAPO3proraMuH (cM. pasgen  «BsaumopeiictBue ¢ ApyruMmu
JICKApCTBCHHBIMH CPEICTBAMMI).

— OpHOBpEeMEHHBI IpPUEM KJIApPUTPOMHUIMHA C MUJA30JIaMOM JJIsl  [1€POPaAJIbHOTO
npuMeHeHus (cM. paszen «B3auMoaeiicTBIe ¢ qPyTrUMHU JIGKaPCTBCHHBIMU CPEICTBAME).

— OpHoBpeMeHHBI npueM KiaputpoMmunvHa ¢ uHruouropamu I'MI-KoA-penykrassl
(craTMHaMH), KOTOpPbIE€ B 3HAYUTEIBHON CTENEHHM METabOJIM3UPYIOTCS H30(PEepMEHTOM
CYP3A4 (noBacTaTvH WM CHUMBACTaTHH), B CBSI3M C IOBBIIICHUEM PHUCKa MUONATHH,
BKJIIO4asg pabnomuonu3 (cM. pasznen «B3aumopeilcTBHe C APYrMMM JIEKapCTBEHHBIMHU
CpeACTBaMu»).

— OnHOBpEeMEHHBIN TPHEM KIAPUTPOMHUIIMHA C KOJIXUIIMHOM (cM. pazzaen «B3anmopeiictBue
C IPYTUMH JICKAPCTBECHHBIMU CPEICTBAME).

— OpaHOBpeMEHHBIN IPUEM KJIAPUTPOMUIIMHA C TUKArpeJIopoM WM PAHOIA3UHOM.

— VYnanunenne wuHTepBaia QT B aHamHe3e (BpOXKIEHHOE WM NPUOOpPETEHHOE
3aperucTpUpoBaHHOE y uIMHeHHe uHTepBaia QT) M >kenyaouKkoBas apUTMHUS, BKIIOYast
KEIyJA0YKOBYIO TaxXWKapJUI Tula «mupys3™» (cM. pasznensl «OcoOble yka3zaHUus» U
«B3auMoieiicTBIE C qPYTUMHU JICKAPCTBCHHBIMU CPEICTBAME).

— KnapurpoMunus He ciegyeT NpUMEHSTh Y HAllMEHTOB € AJIEKTPOJIMTHBIMU HapyIICHUAMHI
(runoxanueMuen WM TMIOMarHUeMHel) B CBSI3M C PUCKOM yanuHeHus uHtepBana QT
(cm. pazzmen «Ocolbie yKa3aHus»).

— Tspxenas medyeHouHass HEAOCTATOYHOCTD, IPOTEKAIONIAsi OJHOBPEMEHHO € IIOYEYHON
HEJ0CTaTOYHOCTBIO.

— XomnecTtaTuueckass JKENTyXa/TeMaTUT B aHaMHE3€, pPAa3BUBLIMECS MpPH MPUMEHEHHH
KJIapuTpoMHIIHa (M. paszen «Ocolble yKa3aHHsy).

— Topdupus.

— Ilepuon rpyaHOro BcKapMiMBaHUS.

— Bo3spact 1o 12 net (3¢ deKkTHBHOCT U 6€30MAaCHOCTh HE YCTAHOBJICHBI).

C 0CTOPOKHOCTHIO

— [Ilodeunas HEIOCTATOYHOCTH CPEAHEN U TSAKEIION CTEIEHHU.

— [IleueHouyHast HEIOCTATOUHOCTH CPEAHEN U TSAKEIION CTEIIEHHU.

— OpHOBpeMEHHBI TpUeM KJIAPUTPOMHUIMHA C OeH301Ma3enuHaMH, TaKUMH Kak
annpasoyiiaM, TpUa3ojaM, MHUJA30JIaM Ui BHYTPUBEHHOIO NPUMEHEHUS WIH JUIs
HaHECEHUs] Ha CIU3UCTYI0 000104ky pTa (cM. «B3aumopelicTBue C Apyrumu

JICKApCTBCHHBIMH CPEIICTBAMM).



— OJHOBpEMEHHBIN MpHEM C MpenapaTaMu, KOTOpble MeTabonu3upyoTcs N30hepMEHTOM
CYP3A, mHampumep kapOama3enuH, IHJIOCTA30J, ITUKJIOCIOPHUH, JIU30THPAMMI,
METHJIIPEAHU30JIOH, OMENpPa3oJl, HEMpsMble aHTUKOATYJISHTHI (Hampumep, BapdapuH),
XUHUIMH, pudaldyTuH, cuiaaeHadwi, TakpoJMMyc, BHUHOmAcTWH (CM. paszen
«BzaumMopeiicTBHE ¢ IPYTUMU JIEKAPCTBEHHBIMU CPEICTBAMUY ).

— OpHOBpeMeHHBIM TpHUEeM C Tpenaparamu, HHAynupyomumu uzopepmeHT CYP3A4,
HarpuMmep, pudamnuimH, ¢GeHuTonH, KapbamaszenuH, (eHobapOuTan, 3BepoOOH
OpOABIPSABICHHBIN (CcM. pazmen «BzauMmopeiicTBue ¢ JAPYrUMHU  JIEKaPCTBEHHBIMU
Cpe/ICTBaMmU).

— OJHOBpEMEHHBIM MpHUeM KIAPUTPOMMIIMHA CO CTaTUHAMHM, HE 3aBUCALIMMH OT
metabomm3ma wm3odpepmenta CYP3A  (mampumep, ¢uyBactatuH) (CM. pasuen
«BzaumoeiicTBUE C IPYTUMH JIEKAPCTBEHHBIMU CPEJICTBAMU ).

— OpJHOBpEeMEHHBIN MpHeM C OJ0KATOpaMH «MEAJICHHBIX)» KallbLIMEBbIX KaHAJIOB, KOTOPHIE
meTtabomuzupyrorcs uzopepmentom CYP3A4 (nmanmpumep, Bepamamul, amJIOJUIIUH,
JTUITHA3EM).

— OpJHOBpEMEHHBIM TpHeM KJIApUTPOMHUILMHA C TEpPOpPaTbHBIMU AHTUKOATYJISTHTAMH
OpsIMOTO JIEHCTBUS, TAKMMHU Kak JaburaTpaH, puBapokcadaH, anukcabaH, 0COOEHHO Yy
MAIMEHTOB C BHICOKUM PUCKOM Pa3BUTHSI KPOBOTCUCHU.

— Ilammments ¢ umemuyeckod Oonesnbto cepama (MBC), Tsokenolt  cepaedHoun
HEJOCTAaTOYHOCThIO, HApyIIEHUSMU MPOBOJAUMOCTH WM KIMHUYECKH 3HAUYUMOM
Opanukapauei, a Takke NalMeHTbl, OJTHOBPEMEHHO MPUHHUMAIOIINE aHTUAPUTMUYECKUE
npenapatsl [A kiacca (xunuauH, npokannamun) u Il xmacca (modernnun, amuogapoH,
COTason).

— bepemeHHOCTb.

I[IpumeHeHnne npu 6epeMEHHOCTH U B MEPUO/I TPYIHOT0 BCKAPMJIMBAHUS

bepemennocmo

be3zonacHocTh MpUMEHEHUSI KIIApUTPOMHUIIMHA BO BpeMsi 0EpEMEHHOCTH HE YCTaHOBJICHA.
OCHOBBIBasICh Ha PA3NMUYHBIX pPe3yJIbTaTax, MOJYYEHHBIX B MCCICIOBAHUSX HA JKUBOTHBIX, a
TaKk)Ke Ha OMBITe MPUMEHEHUS y JIOJeH, Hellb3sl UCKIIOYUTh BO3MOXKHOCTH HEOIAronpusITHOTO
BO3/JIEICTBUS Ha »MOpuoderanbHoe pa3BuTHe. Hekoropble HabmogaTeNbHBIE HCCIIEIOBAHMS,
olleHMBaroIIMe BozJeicTBue KiaputpomuimHa B I u Il Tpumectpax OepeMEHHOCTH, BBISBHIN
MOBBIIICHHBIA  PUCK  CaMONPOU3BOJIBHOTO abopTa MO CPaBHEHHUID C  OTCYTCTBHUEM
AHTUOMOTHKOTEpANUM WM NPUMEHEHHEM JAPYTUX AaHTUOMOTUKOB B AaHAJIOTUYHBIE CPOKHU

6epeMeHH0cm. I/IMe}OH_[I/ICCH OSIIUACMUOJIOTMYCCKUE  HMCCICOAOBAHUA  pUCKa  CCPBE3HBIX



BPOKIACHHBIX IMOPOKOB PAa3BUTHUS MPU MPUMEHEHUU MaKpOJIUI0B, BKIIOYas KIAPUTPOMHIINH, BO
BpeMsi OEpEMEHHOCTHU IEMOHCTPUPYIOT IPOTUBOPEUHBEIE PE3YIIbTATHI.

[IpuMeHeHHne KIapUTpOMHUIIMHA TIpH OepeMeHHOCTH (0coOeHHO B | TpumecTpe) BO3MOMKHO
TOJIBKO B ClIy4ae, KOrJia OTCYTCTBYET albTepHATHBHAs TEpalvs, a MOTEHI[HMaJIbHAs M0Jb3a I
MaTepu MPEBBIIIAET MOTCHIIMAIBHBIA PUCK TS TUI0/IA.

Jlakmayus

Bouto ycraHoBieHO, YTO peOEHOK, HAXOJMBINMMCS Ha TPYJHOM BCKapMIMBAHHH, MOXKET
MOJy4UTh OKOJIO 1,7 % OT MaTepuHCKOM J03bl KIAPUTPOMMIIMHA C MOIMPABKOM Ha Maccy Tena
MaTepHu.

bezonacHOCTh MpHUMEHEHHS KIAPUTPOMHIIMHA JJIsl J€Te Ha TPYIHOM BCKapMIIMBAaHHH HeE
ycraHosneHa. [Ipu HeoOXoaMMOCTH TpHeMa B NEPUOJ T'PYIHOTO BCKAPMIIMBAHHS KOPMIICHHUE
IpyAbI0 HEOOXOANMO PEKPATUTh.

Depmunbnocme

HccnenoBanusi, IpoBeIEHHBIE HA KPBICAX, MIOKA3aJIH OTCYTCTBUE BIUSHUS HA (EPTUIBHOCTb.
Cnocod npuMeHeHHs U 103bl

s npuema BHyTpb. HezaBucuMo oT mprema muli.

OOblyHast peKOMEHIOBaHHAs 1032 KIAPUTPOMHIIMHA Yy B3pPOCIBIX M JeTei crtapme 12 mer —
250 mr 2 pa3a B JICHb.

B ciiyqae Oonee Tsokenbix HHPEKIniA 103y yBennuuBaroT 10 500 Mr 2 pa3a B JI€Hb.

OObIYHAs TPOJIOKUTENBHOCTD JISYEHUS COCTABISAET OT 5 10 14 nHeil.

HckmroueHne coCTaBiIsSIIOT BHEOOJIbHIUYHAS THEBMOHUS U CHHYCHUT, KOTOpbIe TPEOYIOT JeueHus
oT 6 10 14 ngueii.

Jo3b1 05 nevenuss MuKoOaKmepuanbHulX UH@GeKyull, Kpome mybepKyiesa:

[Tpu MukoOakTepuambHBIX UH(EKIMIX PeKOMEH0BaHa 1032 kKinaputrpomunnaa — 500 mr 2 paza
B JICHb.

Jleuenne pmuccemmaupoBaHHBIX MAC wuHbekunit y mamuentoB co CIIMdom cremyer
MPOJIOIDKATH JIO TEX TOp, MOKa UMEETCs KIIMHUYeCKass 1 MUKpoOHonorndeckast 3pQeKTHBHOCTb.
Knaputpomuniia crneayer Ha3HadaTh B KOMOMHAIMM € JPYTUMH  aQHTUMHKPOOHBIMU
nmpernapaTamMy, aKTUBHBIMH B OTHOIIEGHWU JaHHBIX BO3OyauTeneil. JITUTENBHOCTH JI€UEHUs
JIPYTUX HETYOCpPKYIIE3HBIX MUKOOAKTEpHATLHBIX HH(MEKIINI YCTaHaBIMBAET Bpay.

s npoghunaxmuxu unghexyuii, evizeannvix MAC:

PexoMenayemas 103a KIapuTpOMHUIIHA Tt B3pocibix — S00 Mr 2 pasa B IeHb.

Ilpu ooonmocenHvix unghexyusx J103a KIAPUTPOMUIIMHA cocTaBisgeT 250 mr 2 pas3a B JieHb B
TEeUeHUEe 5 qHEN.

s spaouxayuu H. pylori.
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VY namueHToB ¢ S3BCHHOM 00JIe3HbIO, BhI3BaHHON HH(eKuei H. pPylori, KITapuTpOMHUIIMH MOKHO
Ha3HadaTh 10 500 Mr 2 pa3a B A€Hb B KOMOMHALIUYU C APYTUMH aHTUMHUKPOOHBIMH TpernapaTamMmu
Y UHTMOMTOpaMU MPOTOHHOTO Hacoca B TeueHue /—14 qHel, B COOTBETCTBUM C HAIMOHAIBHBIMU
U MEXYHAPOIHBIMHU PEKOMEHIAIMSIMU 110 JieueHu o uudekiuu H. pylori.

Tlayuenmsi ¢ noueunoli HeOOCMamMoOyHOCMbIO

[TaruenTam ¢ kmupencom kpearnnnHa (KK) menee 30 mui/MuH Ha3HAYaIOT MOJIOBUHY OOBIYHON
03Bl KIApUTpOMHIIMHA, T. €. 250 Mr 1 pa3 B JeHb WM mpu 0oJee THKEIBIX WHOEKIHIX IO
250 mr 2 pa3a B JeHb. JIeueHne TakuX MalMeHTOB MPOJA0DKAIOT He Oosee 14 aHeil.

Ilpumenenue y demeui mnaowe 12 nem

[IpumMeneHne KIApUTPOMHUIIMHA B BUJIE TAOJIETOK y AeTel miaiie 12 et He n3ydanoch.
ITob6o4uHoe neiicTBHE

Knaccudukanus nmo60YHbIX peakluid Mo 4acTOTe Pa3BUTHUS (KOJIUYECTBO 3aperUCTPUPOBAHHBIX
CITy4aeB/KOJIMYECTBO MAI[MEHTOB): Oo4eHb yacto (> 1/10), wacto (> 1/100, < 1/10), Heuyacto
(> 1/1000, < 1/100), w4yactota HeusBecTHa (MOOOYHBIE dPPEeKThl K3  OmbITA
MOCTPETUCTPAIMOHHOTO IPUMEHEHUST; YaCTOTa HE MOKET OBITh OLIEHEHA Ha OCHOBE UMEIOIIUXCS
JTAHHBIX ).

I/IHd)CKHI/II/I U MHBA3UH

! kammumos, racTpodHTepUT?, BTOpUUHBIE HHpEKIMH® (B TOM dYHCIe

Heuacmo: uemnonur
BaruHaJIbHBIC).
Yacmoma HeuzsecmHa: TICEBIOMEMOPAHO3HBIN KOJIHUT, POXKA.

[Ipeanonaraercs, 4To 4acTOTa, TUI U TSHKECTh HEXKENATENbHBIX PEaklUUi y JeTeil Takas ke, Kak
y B3pOCIIBIX.

Hapyiienus co CTOpoOHBEI HMMYHHOU CUCTEMBI

Yacmo: CHIIb.

Heuacmo: anadpunaktougHas peaxuml, TUIIEPYYBCTBUTEIBHOCTD, JEPMATUT 6yJ1J1e3HLH?11, 3yn,
KpanmuBHUIIA, MaKYJIO-TIAITyJIe€3HAas CBITTES.

Yacmoma neuzeecmua. aHaQUIAKTUYECKAs PEaKIHs, aHTHOHEBPOTHYECKUN OTEK, CEPhE3HBIC
KOXKHBIE HE)XeJlaTeJIbHbIe peakiuu (Hampumep, OCTPbI I'e€HEepaTu30BaHHBIA SK3aHTEMATO3HbBIN
nyctyne3), cunapom CrtuBeHca — J[KOHCOHA, TOKCHMYECKUH SHUIAEPMAIIbHBIA HEKPOJIU3,

JIEKapCTBEHHASI CHITIb ¢ 203MHOGUINEr u cucteMHoi cumnromatukoi (DRESS-cunapom).

Hapviuenus Metabonam3Ma v ITHTaHus

Heuacmo: AHOPCKCUS, CHUKCHUC allTlICTHUTA.

Hapyienus co cTOpoHbI HEPBHOM CHCTEMEI

Yacmo: ronoBHas 0016, 0ECCOHHHMIIA.
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Heuacmo: TOTeps CO3HAHMS', JMCKMHE3WsA!, TOIOBOKPYXEHHE, COHIIMBOCTb, TPEMOD,

6ecoKOICTBO, TIOBHIIEHHAs BO30YIUMOCTES,

Yacmoma Heuzgecmna: CyAOpOTH, IICUXOTUYECKHE PACCTPONCTBA, CIyTAHHOCTb CO3HAHHS,
JIeTIePCOHANIN3AINS, JICIpeccusi, Ie30pUEHTAINs, TAIUTIONMHAINY, HApYyLICHUS CHOBHICHUM
(«KOUIMapHBIC)» CHOBUICHHUS), TAPECTE3Ns, MAaHHSL.

Hapyienus co CTOpOHBI OpraHa ciyxa U Ha6I/IDI/IHTa

Yacmo: TUCTEB3HUA.
Heuacmo: BepTuro, HapyIieHHue ciyxa, 3BOH B yIIIax.
Yacmoma Heuzgecmua. TIyX0Ta, areB3us (IOTEPs BKyCOBBIX OIIYIICHHH ), TAPOCMHUS, aHOCMHS.

Hapymenns co CTOpOHBI CepIa U COCYJIOB

Yacmo: Ba3oauIATALA,

. 1 o1
Heyacmo: octaHoBka cepaua“, GpuOpwuisinus npencepauii, yanuHeHue untepBana QT Ha
3JICKTPOKAPANOTPaMME, SKCTpaCI/ICTOJ'II/I}Il, OLyIIEHUE cepALeOneHusl.
YactoTa HEM3BECTHA: JKEIYIOYKOBAs TAXUKAPAUS, B TOM YHCJIC THIIA «ITUPYIT», QUOPUILIAIINS
JKEITYJI0YKOB, KDOBOTCUCHHUE.

Hapynienus co cTOpOHBI JIBIXaTeJIbHON CHCTEMB], OPraHOB I'PYJIHOM KIIETKM U CPEIOCTCHUS

1

Heuacmo: actMal, HocoBoe KpoBoTeueHue?, TpoM60IMO0IHIS TeroyHoil apTepun’,

)KGHVI[O‘{HO-KHIHGHHBIG HapyHnIcHusA

Yacmo: nuapest, pBoTa, TUCIETICHS, TOUTHOTA, 00JIb B 00JIACTH KHUBOTA.

1 2 2

Heuacmo: »30¢arut”, ractposszodareanbHas pedurokcHass O00Je3Hb-, TaCTPUT, MPOKTAJITHS,

CTOMATHUT, I'TIOCCUT, B3AYTHC )I(I/IBOTa4, 3a1op, CyXoCTb BO PTY, OTPbIXKKA, METCOPU3M, XOJ'ICCTa34,
I'€raTuT, B T. Y. XO0JIECTaTUUCCKHUI HIIH FeHaTOHeHHIOHﬂpHLIﬁ4.
Yacmoma Heuzsecmua: OCTpI)Iﬁ MaHKpPEaTUuT, M3MCHCHHUEC LBCTA A3bIKA U 3y60B, IICYCHOYHAas

HEAOCTATOYHOCTD, XOJICCTATUUCCKAs KCIITyXa.

Hapy1ienns co CTOpOHBI KOKH U HOJAKOKHBIX TKaHEH

Yacmo: NTHTEHCUBHOE IHOTOOTACIICHUC.
Yacmoma nHeuzgecmua: akHe.
Hapyienus co CTOpOHBI MBIIIEYHOM, CKEJIETHOM M COSAMHUTEILHON TKaHU

Heuacmo: MbIIEYHBIN Cl'Ia3M3, KOCTHO-MBIIICYHAasA CKOBaHHOCTbl, MI/IaJ'II‘I/I}IZ.

*
Yacmoma neuzsecmua: pa6)IOMI/IOJ'H/I32 , MUOIIaTHA.

HaDVHIeHI/ISI CO CTOPOHBI ITOYEK M1 MOYCBBIBOIAIINX HVTeﬁ

Yacmoma Heuzgecmua: MOYCUHAS HEAOCTATOYHOCTD, I/IHTCpCTI/II_[I/IaJ'ILHI:Jﬁ HC(I)pI/IT.

O6H_[I/IC HapyImeHUA U pCaKkiiny B MCCTC BBCACHUA

Ouens uacmo: GpreduT B MecTe UHBEKIHH.

Yacmo: 00Jb B MeCTe I/IHLGKHI/II/I]', BOCIIAJICHHUE B MECTC I/IH’BGKHI/II/I]'.
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4 3

Heuacmo: Henomoranme®, THIEpTepMHSS, acTeHMs, OOmb B TpymHOH KieTke’

, 03HOO",
YTOMIIAEMOCTB",

Ha6ODaTODHBIe W MHCTPYMCHTAJIbHBIC JaHHBIC

Yacmo: OTKIOHEHHE B TICUCHOYHOM Mpooe.

Heuacmo: TIOBbIIIGHUE KOHIEHTPAIMH KpeaTUHHUHA!, MOBBIMIEHHE KOHIEHTPALMH MOYEBUHbI’,
M3MEHEHHEe OTHONIEHHS anbOyMHH — rnobynun!, neiikonenus, neiirponenus®, sosunodumms?,
TpoMOoIUTEMHS, IIOBBILLICHHE AKTUBHOCTH: aJlaHUHAMHUHOTpaHchepasbl (AJIT),

acmapratamuaoTpanchepassl  (ACT), rammarmyramunrpancdepassl  (ITT)*,  menounoit

4 naxrataermmporenassl (JIZI).

docdarazbl
Yacmoma  Heuzeecmmna:  arpaHyjoOLUTO3, TPOMOOLMTONECHUS, YBEJIMYEHUE  3HAUYEHUS
MEXIYHApOJHOTO HOpManu3oBaHHOro otHomenus (MHO), ynnuHeHne mpoTpOMOHMHOBOTO
BpPEMEHH, U3MEHEHHUE [[BETa MOYH, MTOBBIIICHUE KOHIICHTPAIMK OMIUpyOruHa B KPOBH.
Tayuenmsi ¢ no0asieHHbIM UMMYHUMEMOM

VY mammenTtoB co CIIM/lom u apyrumMu IMMYHOAS(PHUIUTAMHE, MONYyYAIOMIUX KIAPUTPOMUIIMH B
0osiee BBICOKHMX JI03aX B TEUCHHE UIMTEIBHOTO BPEMEHH IS JICYCHUS MHUKOOAKTEPHAIBHBIX
uH(pEKINA, YaCTO TPYIHO OTIWYHUTH HekeIaTenbHble 2P eKThl mpenapara oT cumnromo BUY-
WH(DEKINU WIH COMYTCTBYIOMIETO 3a00JIeBaHUS.

HaunbGonee yacTeiMu HexenaTenbHBIMU SBIECHUSMH Y NMALMEHTOB, IPUHUMABILUX CYTOUHYIO 03y
KJIapuTpoMuiiHa, paBHyto 1000 mr, OpUTH: TOIIHOTA, PBOTa, WU3BpalleHUE BKyca, OOJb B
o0nacTu >KHMBOTA, JUapes, ChIllb, METEOPU3M, TOJIOBHAs OOINb, 3amop, HapylIeHHe CcIyXa,
noBbiieHre akTuBHOCTU ACT u AJIT B kpoBu. Takke oTMedanuch ciydad HEKeIaTeIbHBIX
SBJICHUN C HU3KOW YacTOTON BO3HMKHOBEHMSI, TAKHME KaK OJIbIIIKA, OECCOHHMIIA U CYXOCTh BO
pTYy.

VY manueHToB ¢ MOJaBJICHHBIM UMMYHHTETOM MPOBOIUIH OIEHKY JTa0OpaTOPHBIX MOKazaTesei,
aQHAJIU3UPYs UX 3HAUUTENIbHbIE OTKIIOHEHUSI OT HOPMBI (PE3KO€e MOBBIIIEHUE WM CHUXeHue). Ha
OCHOBaHUHU JAHHOTO KputTepus y 2-3 % NalMeHTOB, MOJY4YaBUIMX KIAPUTPOMHIIMH B J103€
1000 mr exxemHEeBHO, OBLIO 3apETUCTPUPOBAHO 3HAYUTENbHOE ToBBIIIeHHe akTUBHOCTH ACT n
AJIT B KpoBH, a TakKe CHIDKEHUE YHCIa JIEHKOIMTOB W TPOMOOIUTOB. Y HEOONBIIOTO YHcia
MAIMEHTOB TaKkKe OBLIO 3aperHCTPUPOBAHO TMOBBINIEHHE KOHIIEHTPAIMM OCTAaTOYHOTO a30Ta
MOYEBHUHBI.

* B HEKOTOPHIX COOOMICHUSX O PAOIOMHONN3E KIAPUTPOMHUIIMH TPUHUMAIICS COBMECTHO C
JPYTUMU JIEKapCTBEHHBIMH CPEACTBaMU, C MPUEMOM KOTOPBIX, KaK U3BECTHO, CBSI3aHO Pa3BUTHUE

pabaomuomn3a (CTaTuHbl, GUOPATHI, KOJIXUIIMH WU aJUIOITYPUHOI).
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1Coobmenns 0 MaHHEIX TOGOYHBIX PEAKIMAX OBLIM MOJYYeHBI TONBKO TPH TPUMEHEHHH
KJIApUTPOMHLIMHA B JIGKAPCTBEHHOW (opme: IMOPMIN3aT JUIsi NPUTOTOBICHUS pPACcTBOpa IS
UHQY3HH.

2Coo0Ienns O JaHHBIX MOOOYHBIX PEAKIHAX OBLIM MONYYeHBI TONBKO IPH MPUMEHEHHH
KJIAPUTPOMHUIIMHA B JIEKAPCTBEHHOU opMme: TabJIETKU ¢ MPOJIOHTUPOBAHHBIM BBICBOOOKICHHUEM,
HOKPBITHIE TUIEHOYHON 000JI0YKOH.

3Coo0Ienns O JaHHBIX MOOOYHBIX PEAKIHAX ObLIM MOJYYeHbI TONBKO IIPH MPUMEHEHHM
KJIQPUTPOMHUIIMHA B JIEKAPCTBEHHOH (QopMme: TpaHyibl UIs MPUTOTOBIEHUS CYCIEH3UU IS
preMa BHYTpb.

4Coobmenns 0 JaHHBIX MOOOYHBIX PEAKIUAX OBUIM MOTy4eHbl TOJBKO MPH IPHMEHEHHH
KJIAPUTPOMHUIIMHA B JICKAPCTBEHHOH (popme: TabIeTKH, TOKPBIThIE TUIEHOYHOH 000I0YKOH.
ITepexo3upoBka

Cumnmomsi: TipueM OONbBIION 036l KJIAPUTPOMHUIIMHA MOKET BBI3BATh CHUMIITOMBI HapYILICHHM
CO CTOPOHBI JKEITyI0YHO-KUIIIEYHOT 0 TPAKTa.

Y oagHOro mnamueHTa ¢ OWIOJSIPHBIM pacCTpOWCTBOM B aHaMHE3€ IIociie IpueMa 8 T
KJIAPUTPOMHUIIMHA OMUCAHBI U3MEHEHUS TICUXUYECKOTO COCTOSIHUS, TapaHOUIaTbHOE MTOBEACHHE,
TUTOKAIMEMUS U TUTIOKCEMHUSI.

Jleuenue: ipu IepeO3UPOBKE CIEAYET yIaIUTh HeabcOpOMPOBAaHHBIN Mpenapar U3 ey 04Ho-
KHILIEYHOI0 TpakTa (IMpOMBIBaHUE XKEIyAKa, PUEM aKTUBUPOBAHHOIO YIJS U Jp.) U MPOBECTU
CUMITOMAaTUYECKYIO Tepanuio. l['eMoauanus W TNEepUTOHEAIBbHBIM JHadn3 HE OKa3bIBAIOT
CYLIECTBEHHOI'O BJIMSHUS Ha KOHIEHTPALUIO KIAPUTPOMUIIMHA B CBIBOPOTKE, YTO XAPAKTEPHO U
JUISL IpYTUX MPernapaToB rPyHIbl MaKpOJIUIOB.

B3aumopneiicTBHe ¢ APYTUMH JIeKAPCTBEHHBIMH CPeACTBAMH

Ilpumenenue cnedyrowux npenapamosd cOBMeCmHO C KIApUMpOMUYUHOM NPOMUBONOKA3AHO 8
CBA3U C BO3MOICHOCMBIO PA3BUMUSL CEPbE3HBIX NOOOUHBIX IPPexmos:

Huszanpuo, numo3uo, mephenaoun u acmemu3on

[Ipu coBMECTHOM mIpueMe KIapUTPOMHULIMHA C LU3AMPUAOM, MHUMO3HUJIOM, TEpPEHATUHOM WU
aCTEMHU30JIOM COOOIANIOCh O TOBBIIMIEHHMM KOHIIEHTPALUHU TMOCIEAHUX B IJIa3Me KpPOBH, YTO
MOYKET NPUBECTH K Y/UIMHEHHIO MHTepBaia QT ¥ MOABIEHHIO CEpACYHBIX apUTMUH, BKIIOYAs
KEITyT0UKOBYIO TaXUKapuio, PUOPHILIAIMNIO JKEITYJOUYKOB U KeNyI0YKOBYIO0 TaXUKapIUIO TUIIA
«mupy>™ (cM. pazaen «[IpoTuBomokazanms»).

Ankanouowt cnopvinbvu

[TocTperucrTpallMOHHBIE HCCIENOBAaHUS IOKA3bIBAlOT, 4YTO IIPU COBMECTHOM IPUMEHEHUU

KJIAQPUTPOMHUIIMHA C 3PTOTAMUHOM WJIH TUTHIPOIPrOTAMUHOM BO3MOXHBI cieaytoniie 3QpQpeKTsl,
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CBSI3aHHBIE C OCTPBIM OTPABJIEHHEM IIperapaTaMH I'PYMIbl 3prOTAMUHOB: COCYAUCTBIN CIa3M,
UIIEMUS] KOHEYHOCTEH U IPYTUX TKaHEH, BKIII0Yasi HEHTPAIbHYIO HEPBHYIO CHCTEMY.
OnHOBpPEMEHHBIN MpHEM KIAPUTPOMUIIMHA C AIKAJOWJAMH CIOPBIHBH HPOTHBOIOKA3aH (CM.
paszznen «IIpoTuBonokasanus»).

Muoa3zonam 014 nepopaibHo20 npumMeHeHUus

[Tpu coBMeCTHOM MPUMEHEHUH MHUIa30J1aMa U KIapUTpoMuIiHa B popme tadnerox (500 mr nBa
pa3za B eHb) oTMevasioch yBennuenne AUC MujasonaMa B 7 pa3 nociie nepopaibHOro rnpuema.
OnHOBpEMEHHBIN MpUEM KIAPUTPOMHUIIMHA C MUIA30JaMOM [Ull IEepOpPaIbHOTO IPUMEHEHUs
IPOTUBONOKA3aH (cM. pasnen «IIpoTuBonokazaHus»).

Hueuoumopvr I'MI-KoA-pedykmas3zol (cmamunot)

OnHOBpEMEHHBII TpUeM  KJIApUTPOMHIIMHA C  JIOBACTATHHOM WJIM  CHMBAaCTaTHHOM
npoTuBONOKa3aH (cM. paszzen «lIpoTuBOMOKa3aHUsA») B CBA3U C TE€M, YTO JAHHBIE CTATHUHBI B
3HAYUTENBbHOM cTeneHu Merabonusupyrorces usopepmentom CYP3A4, u  coBmecTHOE
NPUMEHEHHE C KIIAPUTPOMHUIIMHOM TIOBBIIIAET UX CHIBOPOTOYHBIC KOHIIEHTPAIMH, YTO TPUBOIUT
K TOBBIIICHUIO PHCKAa Pa3BUTHS MHONATWH, BKIIOUYas padmomuonn3. Coolmanochk o cirydasx
pabaomMuonM3a Yy NAIMEHTOB, MPUHUMABIIMX KJIAPUTPOMHUIMH COBMECTHO C JaHHBIMU
npenapatami. B ciydae HEOOXOJUMOCTH NPUMEHEHHUs KJIAPUTPOMUIIMHA CIIEIyeT MPeKpaTuTh
IIpYEM JIOBaCTATHHA WJIM CHMBACTaTHHA HAa BPEMs TEPaIiH.

KnaputpoMunine cieayer NMpUMEHSTh ¢ OCTOPOKHOCTBIO NMPHU KOMOMHHMPOBAHHOW Tepamuu ¢
JpyTUMH CTaTUHaMH. B ciaydae HeoOXOAMMOCTH COBMECTHOIO IIpHEMa pPEKOMEHIyeTcs
NPUHUMATh HAaUMEHBINYIO J03y CTaThHa. PeKoMeHayeTcsl MpUMEHSTh CTaTHHbI, HE 3aBHUCALINE
ot Metabonu3ma uzopepmenta CYP3A (nmanpumep, ¢uyBacratun). Creayer KOHTPOJIHUPOBATH
pa3BUTHE MTPU3HAKOB U CHMITOMOB MUOTIATHH.

Jomumanuo

OnHOBpeMEHHBII TpHeM KIApUTPOMULIMHA C JIOMHTANUAOM NPOTUBOMNOKA3aH M3-3a pPUCKA
CYIIECTBEHHOTO TIOBBHINICHWSI AaKTUBHOCTHM TpaHCaMWHAa3 B IIa3Me KpoBH (CM. pasmen
«IIpoTHBOIIOKa3aHU).

Bnuanue opyzux nekapcmeennvlx npenapamos Ha Kiapumpomuyun

[Ipenapatsl, saBnstommecs uuHAykropamu uzopepmenta CYP3A (manpumep, pudammnunms,
¢benuTonH, kapbamazenuH, GpeHodbapouTan, 3BepoOO MPOABIPSIBICHHBIN), MOTYT UHAYLUPOBAThH
METa0O0IM3M KIAPUTPOMUILIMHA. DTO MOXET NMPHBECTH K CyOTEpareBTUYECKOW KOHIEHTPAIHH
KJIApPUTPOMMUILIMHA, YTO NMPHUBOJUT K CHIKEHHIO ero 3¢gdexruBHoctu. Kpome Toro, HeoOxoaumo
HaOIr0aTh 3a KOHILEHTpanued uHayktopa msopepmenta CYP3A B miazMe KpoBH, KOTOpas
MOXXET TOBBICUThCS W3-3a WHTHOMpoBaHus u3odpepmeHta CYP3A kmaputrpomutimaom. I[lpu

COBMECTHOM IpHUMEHEHHH pupadyThHa U KIAPUTPOMMIIMHA HAONIOAJIOCh TOBBIIICHUE
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MUIa3MEHHOW  KOHLEHTpauuu pudadyTuHa U CHIDKEHHE CHIBOPOTOYHOM KOHIEHTpPALUU
KJIAPUTPOMMUIIMHA C MTOBBIIIEHHBIM PUCKOM Pa3BUTHS YBEUTA.

Crnenyromue mpemaparbl 007alalOT JOKa3aHHBIM MJIM  TIPEATNOJIAraéMbIM  BIMSHHUEM Ha
KOHIEHTPALUIO KJIAPUTPOMHUIIMHA B IJIa3M€ KPOBH; B CIy4ae UX COBMECTHOIO MPUMEHEHHUS C
KJIAPUTPOMUIIMHOM MOKET MOTpeOOBaThCsl KOPPEKLHUs /103 WU Iepexo] Ha albTepHAaTHUBHOE
JIeYEHUeE.

Dasupens, neeupanun, pupamnuyun, pugpadymun u puganenmun

CwibHBIE HWHIAYKTOpPHI cHUCTeMbl muToxXpoma P450, Takme kak 3¢aBuUpeH3, HEBHUpPAIIWH,
pudamnuiuH, prudadyTuH U pUdANCHTUH, MOTYT YCKOPSATh METa0OJIHM3M KJIApUTPOMUIIMHA H
TaKUM 00pa3oM TMOHIKATh KOHIEHTPAIMIO KIAPUTPOMHIIMHA B IUIa3M€ M BMECTE C TeM
NoBbIIATh KOHIEHTpauuio 14-OH-knaputpomuniiHa — MeTa0OJIMTa, TaKKE SBIIAIOIIErOCs
MUKPOOHOJIIOTUYECKU aKTUBHBIM.

[TockonpKky MHKpPOOHMONOTHYECKas aKTUBHOCTh KiapuTpomuimHa u 14-OH-knapurpommunnna
OTJIMYAETCS B OTHOLUEHUM PA3JIMYHBIX OaKTepui, TepaneBTUUECKUM 3PPEKT MOKET CHMKATHCA
P COBMECTHOM NMPUMEHEHUH KJIAPUTPOMHUIIMHA M HHAYKTOPOB (PEPMEHTOB.

Impasupun

KonnenTpanus KIapuTpOMHUIIMHA CHUXKAETCS TIPU MCIOIb30BAaHUH ATPABUPHHA, HO MOBBIIIAETCS
KOHIIEHTpalus akTuBHOTO Metabonuta 14-OH-kmaputpomununa. Ilockonmeky  14-OH-
KJIAPUTPOMHUIIMH 00J1aIaeT HU3KOI aKTHMBHOCTBIO 10 OTHOMICHHUIO K mHbekiwsmM Mycobacterium
avium complex (MAC), MoxeT MeHSThCs 00Iasi AKTHBHOCTh B OTHOIICHHHU 3THX BO30yIUTENEH,
no3romy juid nedeHuss MAC crnenyer paccMaTpuBaTh albTEPHATUBHOE JICUEHHE.

Daykonazon

CoBMecTHBIN npueM ¢rykoHazona B g03e 200 Mr exxeJTHEBHO U KiIapuTpoMulrHa B 103e 500 mr
JiBa pa3a B JieHb Y 21 370poBOro J00pOBOJIbIA MPHUBENIO K YBEIMYEHUIO CPEAHEr0 3HAUYEHUS
MUHHMMaJIbHON paBHOBECHOM KoHIeHTpauuu kiaapuTpomuuuHa (Cmin) 1 AUC Ha 33 % u 18 %
COOTBETCTBEHHO. IIpM 3TOM COBMECTHBI MpHEM 3HAYUTENIPHO HE BIMSUI Ha CPEIHIOI0
PaBHOBECHYIO KOHIIGHTpalMio akTuBHOro merabonuta 14-OH-knaputpomununa. Koppekuus
JI03bI KIIAPUTPOMUIIMHA B CITyyae COIMyTCTBYIOIIEro pruema (pirykoHazosia He TpedyeTcs.
Pumonaeup

®apMaKOKMHETUYECKOE UCCIIEJOBAaHHE TOKa3al0, YTO COBMECTHBIA NMpHUEM PUTOHABHpA B J103€
200 Mr kaxxaple BOCEMb 4acOB M KJapuTpoMuluHa B 03¢ 500 Mr kaxable 12 yacoB mpuBen K
3aMETHOMY IIOJIaBJICHUIO MeTafboiu3Ma KJIapuTpoMuiuHa. Ilpu coBMecTHOM mpueme
putoHaBHpa Cmax KJIapuTpoMulimHa yBeanumiack Ha 31 %, Cmin yBenuuunacs Ha 182 % u AUC
yBenuuuiach Ha 77 %. bbl10 oTMeueHo nmpakTUYecKu MOoJIHOE nojAaBiieHue oopasoanus 14-OH-

KJIAPUTPOMHULIMHA.
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bnarogaps mupokoMy TepaneBTHUECKOMY JHANa3oHy KIAPUTPOMUIIMHA YMEHbILIEHUE €T0 J03blI
y TAIMEHTOB ¢ HOPMAJIBLHOW TouedyHOH (yHKIMeH He TpeOyercs. Y MalUeHTOB C MOYCYHOU
HEJ0CTAaTOYHOCTBIO 11€1€c000pa3HO PacCMOTPETh CIIEAYIOIINE BapUAHTBI KOPPEKIUU JO3bI: IIPU
KK 30-60 mi/MuH 1032 KIapUTPOMHIIMHA JO0KHA ObITh YMeHbleHa Ha 50 %; npu KK menee
30 MuI/MHH 71032 KJIApUTPOMHUIIMHA JOJDKHA OBITH yMeHbIleHa Ha 75 %. PuronaBup He ciemyer
COBMECTHO IPUHUMATH C KJIIAPUTPOMHUIIMHOM B J103aX, IPEBHIIAIONINX | T/1EHb.

CxoHble KOPPEKLUUH 103 JOJDKHBI PacCMaTpUBATHCS y MAIUEHTOB CO CHMXKEHHOW (yHKIMEH
MOYEK, €CJIM PUTOHABHP HCIOJB3YyeTCS KakK (PapMaKOKMHETUYECKUN «YCHIMTENb» MpU
NPUMEHEHUU JAPYTUX UHrHOUTOpoB mpoTeassl BUY, Bkitouas ara3aHaBUp U CaKBUHABHP (CM.
nojapasen «J{ByHamnpaBiieHHOE B3aUMOJICUCTBHUE JIEKAPCTBY).

/Jleiicmeue Knapumpomuyuna Ha opy2ue 1eKapcmeeHHvle npenapamot

AHmuapummuueckue cpeocmea (XUHUOUH U OUZONUPAMUOD)

B03MOXHO BO3HHKHOBEHHE >KETYJOYKOBOM TaXWKapAuu TUMNA «IHPYIT» MPH COBMECTHOM
IPUMEHEHUU KIapUTPOMUIIMHA U XUHUAWHA WK au3onupamuia. [Ipu ogHOBpeMEHHOM npueme
KJIApUTPOMUIIMHA C O3TUMHU I[pernaparaMd CIEIyeT peryJispHO IPOBOJUTH KOHTPOJIb
ANEKTPOKApAMOTpaMMBbl  Ha TMpeaMeT Yy/uiMHeHus wuHTepBaga QT, a Takke ciengyer
KOHTPOJIMPOBATh CHIBOPOTOYHBIE KOHIICHTPAIIUH 3TUX MPENapaToB.

[Tpu mocTperucTpaliOHHOM IPUMEHEHUH COOOIIAIOCHh O CIydYasX pa3BUTHUS TMIOINIMKEMUH NIPU
COBMECTHOM IIpUe€M€ KJIapUTPOMHULIMHA M Ju3onupaMuga. HeoOXonmmMo KOHTPOIMPOBATH
KOHIIGHTPALIMIO TJIOKO3bl B KPOBU NPH OJHOBPEMEHHOM IPUMEHEHUH KJIAPUTPOMUIIMHA U
JU30IUpaMuUIa.

Ilepopanvuvle cunoznukemuueckue cpeocmea/uHcyaun

[Tpu coBMECTHOM MPUMEHEHUHU KJIAPUTPOMUIIMHA U MIEPOPATbHBIX THUITOTTIUKEMUYECKUX CPEICTB
(Hampumep, TPOU3BOJHBIE CyNb()OHUIMOYEBUHBI) W/WIM HMHCYJIMHA MOXET HaOII0IaThCs
BBIpOKEHHAs] TUHoraukeMusi. OJHOBPEMEHHOE MPUMEHEHHE KIApUTPOMUIIMHA C HEKOTOPHIMU
TUIOTIMKEMUYECKUMH TpernapataMu (HampuMmep, HATeTJIMHM]I, MHUOTJIUTAa30H, PENariiuHuj U
POCHUIIINTA30H) MOXKET NpUBECTH K MHrubupoBanuto nzopepmenta CYP3 A knapuTpoMULIIHOM,
B pe3yjbTaTe YEero MOXKET Pa3BUThCS T'MIOTIMKEeMHUs. PekoMeHyeTcsl TIIaTelbHbIH KOHTPOJIb
KOHIIEHTPALUHU TJIFOKO3bI.

B3aumooeiicmeus, ooycnoenennsvie uzopepmenmom CYP3A

CoBMeCTHBI MpHEM KIAPUTPOMUIIMHA, KOTOPBIA, KaK HM3BECTHO, MHTUOUpPYET H30(PEpMEHT
CYP3A, u mpenaparoB, nepBu4HO MeTabonusupytomuxcs uzopepmentom CYP3A, moxer
acCOIIMUPOBATHCS C B3aMMHBIM IMOBBIIIEHHEM WX KOHILIEHTPALUM, YTO MOXET YCUJIUTh WIU
IPOUINTh KaK TepameBTHUECKHe, Tak W mnoOouHble 3¢ dexTsl. Knaputpomuiuu crienyer c

OCTOPOKHOCTBIO TPUMEHAThH MalleHTaM, TOJy4YaloluliM MpenapaTsl, BIIONecs cyocTparaMu
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n3opepmentra CYP3A, ocoOeHHO ecnu 3TH TpemapaTbhl WMEIOT Y3KHM TeparneBTUYCCKUN
muana3oH  (Hampumep, KapOaMaszenuH) W/WIM HWHTCHCUBHO METa0OJIM3UPYIOTCS  ITUM
depmentom. B cinyuyae HeoOXOAMMOCTH JOJDKHA NPOBOAMTHCS KOPPEKIMS 03Bl Ipenaparta,
MPUHUMAEMOT0 BMECTE C KJIAPUTPOMHUIIMHOM. Takke 1Mo BO3MOXKHOCTH JIOJDKEH HPOBOAUTHCS
MOHHUTOPHUHT CBIBOPOTOUYHBIX KOHIEHTPALUN MpernaparoB, MNEPBHUYHO META0OIU3UPYIOIIUXCS
uzodpepmernrom CYP3A.

MeTtabonau3M clenyromuX MpernapaToB/KIaccoB OCYIIECTBIACTCS TeM K€ H30(epMEeHTOM
CYP3A, 4yro m wMeTaboiau3M KIApUTPOMHUIIMHA, HANpUMEp alllpo30JiaM, KapOamas3eruH,
UIOCTa30J, IMKJIOCHOPUH, JWU30MUPAMUJ, METUJIIPETHU30JIOH, MHUJa30JilaM, OMeMpasol,
NepopabHbIE aHTUKOATYJISTHTHI (Hanmpumep, BapdapuH, puBapokcadbaH, anukcadaH), aTHTUYHbIE
AQHTHUIICUXOTHYECKUE CPEICTBa (HAIpHMep, KBETHANWH), XUHUIUH, pudadyTHH, cuigeHadwu,
TaKpoJIMMYyC, TprazojiaM U BuHOMacTuH. Takke k aronucraM uzopepmenta CYP3A oTHocsATcs
CIeyIolMe  Tperaparbl, I[POTUBONOKa3aHHbIE K  COBMECTHOMY  IPUMEHEHHIO  C
KJIAPUTPOMHULIMHOM: aCTEeMH30J1, IU3ANPHI, TUMO3UI, TepPEeHAINH, JOBACTATHH, CAMBACTATHH U
ankanmouasl  crmopbiHbE  (cM.  pasmen  «lIpormBomokaszamus»). K mpemnapatam,
B3aMMOJICHCTBYIOIIUM TOJOOHBIM 00pa3oM uepe3 Ipyrue u30pepMeHThl B paMKaxX CHCTEMBbI
utoxpoma P450, otHocsATcs heHUTOUH, TeO(DUIUIMH U BalIbIIPOEeBasi KUCIOTA.

Henpampvle anmuxoazynanmaul

[lpu coBmecTHOM mpueme BaphapuHa H KIAPUTPOMHUIIMHA BO3MOXKHO KpPOBOTEUEHHE,
BelpakeHHOe yBennueHne MHO wu mporpomOuHOBOro BpeMeHH. B ciydyae coBMecTHOro
NpUMEHEeHUs ¢ BaphaprHHOM WM JPYTUMH HENPSMBIMH aHTUKOATYJISHTAaMH HEOO0XOIMMO
koHTpoupoBath MHO u npoTpoMOHHOBOE BpeMsi.

Ilepopanvuvle anmuroazynanmaol RPAMO20 0elcmeus

[lepopanbHbIil aHTUKOATYJSIHT MPSIMOTO JEWCTBHUsS gaburaTpaH SBIsSETCS cyOcTpaToM st
sadurokcHoro Oenka-nepeHocurka P-rmukonporenna (P-gp). PuBapokcaban u amukcaban
MeTabonu3upyroTcs ¢ yaactuem u3zopepmenta CYP3A4 u Takxe sBIsroTCs cyoctpaTtamu st P-
ap.

Crnenyer coOnroaTh OCTOPOXKHOCTh TPU OJHOBPEMEHHOM IPHUMEHEHUH KJIAPUTPOMHUIIMHA C
JAHHBIMM TIperapaTaMi, OCOOCHHO Y MAIlMeHTOB C BBICOKUM PHUCKOM KpPOBOTEUYEHHUsS (CM.
paznensl «C 0CTOpOKHOCTHIO» B «OCOOBIC YKa3aHU»).

Omenpa3zon

Knaputpomunima (mo 500 Mr kaxaple 8 YacoB) HCCIENOBAICS Y 3J0POBBIX B3POCIBIX
NoOpoBOJIbIIEB B KOMOMHanuu ¢ omenpaszonoMm (mo 40 mr exenHeBHo). Ilpu coBmecTHOM
NPUMEHEHUN KJIApUTPOMUIIMHA W OMENpas3oja PaBHOBECHBIE IJIa3MEHHBIE KOHIIEHTPALUU

omenpaszona O0buH yBenu4eHbl (Cmax, AUCo-24 1 T12 yBenmumunmucs Ha 30 %, 89 % u 34 %
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cooTBeTcTBeHHO). CpenHee 3HaueHue pH sxemyaka B TeueHue 24 4YacoB COCTaBWIO 5,2 Tpu
IpUeMe OMenpas3oja B OTAENBHOCTH W 5,7 mpu IpHEME OMENpas3oja COBMECTHO C
KJIAPUTPOMUIIMHOM.

Cunoenaghun, maoanaghun u eapoenagun

Kaxnaplii 3 »Tux MHruOUTOpoB (ochoaudcTepaspl MeTabonu3upyeTcs, Mo KpailHel wMepe,
gactuuHo ¢ ydactueMm u3odepmenta CYP3A. B To xe Bpems m3odepment CYP3A moxer
MHIHMOMPOBATHCA B IPUCYTCTBUU KIIApUTPOMHUIIMHA. COBMECTHOE MPUMEHEHNE KIIAPUTPOMUIIMHA
¢ cuigeHapwioM, TanadaQuiIoM WIA BapACHA(DUIOM MOXET IPUBECTH K YBEIHUEHUIO
MHTHOUpYIoLIero Bo3naeicTBus Ha (ochoaudcrepasy. [Ipy mpuMeHeHHMH STUX MpenaparoB
COBMECTHO C KIIAPUTPOMMIIMHOM CIIEyE€T pPacCMOTPETh BO3MOYKHOCTb YMEHBIIEHHUS J03bl
cwineHadwia, Taganaduia u BapacHadua.

Teogunnun, kapoamazenun

[Tpu coBMECTHOM MPUMEHEHHUH KJIAPUTPOMUIIMHA U TeOPUILTUHA WM KapOaMa3ernrHa BO3MOKHO
MOBBILICHNE KOHLEHTPALUU JaHHbIX [IPENapaToB B CHCTEMHOM KPOBOTOKE.

Toamepooun

[TepBuuHBIl METa0OIU3M TOJITEPOUHA OCyIIecTBiIseTcs uepe3 2D6 nzodopmy nuroxpoma P450
(CYP2D6). Ongnako B uyacTu momynsuuu, nuiieHHoil uzodepmenta CYP2D6, merabonuzm
npoucxogut yepes nzopepment CYP3A. B aToi rpymnme HaceneHus noaaBiieHue U30(pepMeHTa
CYP3A npuBoAMT K 3HAUUTEIBHO 00JI€€ BBICOKUM KOHIIEHTPALMSIM TOJTEPOJUHA B CHIBOPOTKE.
B nonynaumum ¢ Hu3kuM ypoBHeM MeTabonu3zMa uepe3 wuzopepmeHT CYP2D6 moxer
noTpe0OBaThC CHMXKEHHME J03bl TOJNTEPOAMHA B NPUCYTCTBHUM HMHIMOMTOPOB H30(epMeHTa
CYP3A, Takux Kaxk KJIapUTPOMULIMH.

benzoouazenunwvt (nanpumep, annpazonam, Muoa3zonNam, mpuazoiam)

[Tpu coBMecTHOM MpUMEHEHUH MHJa3ojama U TabyieTok kinapurpomunuHa (500 mr gBa pasza B
JieHb) oTMeuanoch yBenndenne AUC myuzmaszonama: B 2,7 pasa 1nociie BHyTPUBEHHOTO BBEICHHUS
mygazonama. Ecnum BMecTe ¢ KIApUTPOMUIIMHOM TMpPUMEHSIETCS BHYTPUBEHHas Qopma
Myja3ojiama, CjleayeT TIIATeIbHO KOHTPOJMPOBATh COCTOSHHME MAallMeHTa Il BO3MOXKHOMN
KOPPEKIIMH JO3BI.

BBenenue nekapcTBEHHOr0 IpenapaTta 4epe3 CIU3UCTYI0 000JI0YKY MOJIOCTH PTa, KOTOPOE TaeT
BO3MOXXHOCTh OOOWTH MPECUCTEMHYIO 3JIMMHUHAINIO JIEKAPCTBEHHOTO IMperapaTa, CKopee BCero,
MpUBENET K B3aUMOJCHCTBUIO aHAJIOTHYHOMY TOMY, KOTOpO€ HaOJIt0aeTcsi py BHYTPUBEHHOM
BBE/ICHUM MUa30J1aMa, a HE MIPU NEPOPATIbHOM IPUEME.

Takue ke Mepbl MPEIOCTOPOKHOCTH CIEeNyeT MPUMEHSATh U K JPYrMM OeH30/1MazernuHaM,
KoTopble MeTabomu3upyrores nzopepmentom CYP3A, BkiItodas Tpuazonam u anmpaszoiaM. Jis

OCH30/IMa3EeTMHOB, BBIBEJACHUE KOTOPBHIX HE 3aBHCHT OT u3odepmenta CYP3A (temasemawm,
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HUTpa3enaM, Jiopa3ernaM), MaJOBEpPOSATHO KJIMHUYECKHM 3HAaYMMOE B3auMOJECHcTBHE C
KJIAPUTPOMMIIMHOM.

IIpy COBMECTHOM NPHUMEHEHUHU KJIAPUTPOMUIMHA U TpHa3ojlamMa BO3MOXHO BO3JEHCTBUE Ha
HeHTpalbHy0 HepBHYI0 cucreMy (LJHC), Hanmpumep COHJIMBOCTH M CIIyTaHHOCTH CO3HaHUs. B
CBSA3M C 3THUM, B CIy4ae COBMECTHOIO IIPUMEHEHUsS, PEKOMEHAYETCS CICAUTH 3a CUMIITOMaMu
Hapymenust [THC.

B3zaumooeticmeus ¢ Opyeumu npenapamamu

Konxuyun

Konxumun sBnsercs cybcrpatom kak uzodepmenta CYP3A, tak m Oenka-niepeHocunka P-
rukonporenHa (P-gp). M3BecTHO, 4TO KIAPUTPOMMLIMH M APYTHE€ MAaKpOJIMIbI SIBISIOTCS
unrunouropamu m3opepmenta CYP3A u P-gp. Ilpu coBMecTHOM mpueMe KIapUTPOMHULIMHA U
KOJIXMIIMHA uHrubuposanue P-gp n/ummn mzodpepmenta CYP3A MoxeT MpUBECTH K YCUIICHUIO
NeHCTBUSL KOJXUIMHA. 3aperucTpUpPOBaHbl OCTPETUCTPALIMOHHBIE COOOLIEHHS O Cllydasx
OTpaBJICHMS] KOJXULIMHOM IIPU €ro OJHOBPEMEHHOM IMpUEME C KIAPUTPOMULMHOM Yalle Y
NOXKUJIBIX MalueHToB. HekoTopble W3 OMNMCAHHBIX CIIy4aeB IPOUCXOJWIM C MalUeHTaMH,
CTPAJAIOLIMMM  ITOYEYHOM HemocTaToyHocThlo. Kak coolmanoch, HEKOTOpbIE —cilaydau
3aKaHYMBAJIUCh JIETAIBHBIM HCXOJIOM.

OpnHOBpeMEHHOE NMPUMEHEHHUE KJIAPUTPOMUIIMHA M KOJIXUI[MHA NMPOTHBONOKA3aHO (CM. paszen
«IIpoTHBOIIOKa3aHU»).

Huzoxkcun

[Tpeamnonaraercsi, 4To JUTOKCHH sBNsieTcs cyOcTpaTtoM P-gp. M3BecTHO, 4TO KJIAPUTPOMUIIMH
uHruoupyer P-gp. [Ipu coBMecTHOM npueMe KIapuTpOMUIIMHA U AUTOKCMHA MHTHOupoBaHue P-
gp KJIApUTPOMHUIIMHOM  MOXET MpPUBECTM K  YCHUJICHUIO  JEHCTBUS  JIUTOKCHHA.
[TocTperucTpallMOHHbBIE HMCCIEAOBAHUSA IOKa3alW, 4YTO COBMECTHBIM IIPUEM JAWIOKCHUHA U
KJIADUTPOMULIMHA TAaKXE MOXET IPUBECTH K TOBBIIIEHUIO CHIBOPOTOYHOM KOHLEHTPALUU
JUTOKCHHA. Y HEKOTOPHIX IAallUeHTOB OTMEYAINCh KIMHUYECKUE CHUMITOMBI OTpPaBIICHUS
JUTOKCHHOM, BKJIIOYas IMOTEHIMAJIbHO JieTajbHble apuTMuu. llpu coBMecTHOM mpueme
KJIQpUTPOMMIIMHA M JIUTOKCHHA CIIEAYeT TUIAaTEJbHO KOHTPOJIMPOBATH KOHIIEHTPALUIO
JUTOKCHHA B CBIBOPOTKE.

3udoeyoun

OpnHoBpeMEeHHBIN MpUeM TaOJIETOK KIAPUTPOMUIIMHA U 3HUJIOBYJIHMHA MEPOPATbHO B3POCIBIMU
BUY-uHpuuUpOBaHHBIMU  TAllMEHTAMH MOXXET TPUBECTH K CHIDKEHMIO PaBHOBECHOM

KOHLCHTPAIUX 3UAI0BYINUHA.
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[TockonpKy KIApUTPOMUIIMH BIUSIET Ha BCAChIBAHWE 3UJOBYJIMHA IPU MEPOPAIBHOM IpHEME,
B3aMMOJICMCTBUSI MOXXHO B 3HAUMTEIBHOW CTENEHM H30ekaTb, NPUHUMAsl KJIAPUTPOMHUIMH U
3UJIOBY/IMH C UHTEPBAJIOM B 4 yaca.

[TogoGHorO B3ammosericTBus He HaOmoaam y BUY-uHpUIIMpoBaHHBIX IeTel, MPUHUMABIINX
JIETCKYI0 CYCIIEH3UIO KJIAPUTPOMHIIMHA C 3UJOBYJUHOM WM JUJE30KCUUHO3MHOM. [locKomnbKy
KJIAPUTPOMULIMH MOJKET IPENSATCTBOBATh BCACBIBAHMIO 3UIOBYJMHA IPU UX OJHOBPEMEHHOM
IpUeMe BHYTPh Y B3POCIHBIX MMALUEHTOB, MMOJ00HOE B3aWMOJICHCTBHE BPAJ JIM BO3MOXKHO IPH
MCIIOJIb30BAaHUU KJIAPUTPOMUIIMHA BHY TPHUBEHHO.

Denumoun u 8anbnpoesan Kucioma

WmeroTcss maHHbIE O B3auMOJEHCTBUSAX MHrHOMTOpoB wm3odepmenta CYP3A (Bximouas
KJIAPUTPOMHIIMH) C TpenapaTamMu, KOTOpbIe HE METaOOIM3UPYIOTCS C MOMOMIIBIO M30(epMeHTa
CYP3A (dbeHuTonHOM U BaNbIPOEBOM KUCIOTON). J[Is AaHHBIX MpenapaToB, MPU COBMECTHOM
OPUMEHEHUH C KIAPUTPOMHIIMHOM, PEKOMEHAYETCS ONpelesieHHe MX ChIBOPOTOUHBIX
KOHIICHTPAINH, TaK KaK UMEIOTCS COOOIICHUsI 00 MX TOBBIIICHHH.

Jeynanpasnennoe e3aumooericmeue 1ekapcme

Ama3zanasup

Knaputrpomuniva u atazaHaBup SIBISIOTCS Kak CyOCTpaTaMu, Tak U HHTHOUTOpamMu U30pepMeHTa
CYP3A. CymiecTtByeT CBUICTEIBCTBO JBYHANPABICHHOTO B3aMMOJICHCTBHS THX MIPENapaToB.
CoBMecTHOE npuMmeHeHue kiapuTpomunHa (500 mr nBa pasa B JeHb) U artazaHaBupa (400 mr
OJIUH pa3 B JIEHb) MOXKET MPUBECTU K JBYKPATHOMY YBEJIMUYEHHUIO BO3ACUCTBUS KIAPUTPOMHUIIMHA
U yMeHblleHHIO Bo3zzaeWcTBus 14-OH-knmaputpomunmua Ha 70 %, c yBemmuenuem AUC
aTazaHaBupa Ha 28 %. brnarogaps mupokomy TeparneBTUYECKOMY AHana3oHy KIapUTPOMHULIMHA
YMEHBIIIEHUE €ro J03bl y MallMeHTOB € HOpMalbHOW (yHKUMEH mnouek He Tpelyercs. Y
NAalMeHTOB C yMepeHHoW moyeyHoil Hemocrarounocthio (KK 30-60 wmi/muH) 1032
KJIApUTPOMUIIMHA JOJKHA ObITh yMeHblneHa Ha 50 %. Y maumentoB ¢ KK menee 30 mi/mun
703y KJIIAPUTPOMHMIIMHA CJEIyeT CHU3UTh Ha 75 %, MCHOIB3ys AT 3TOrO0 COOTBETCTBYIOIIYIO
JICKapCTBEHHYIO (hopmy KimapuTpomuiHa. Kiraputpomunye B 103ax, npepsimarommx 1000 mr B
CYTKH, HEJIb351 IPUMEHSTh COBMECTHO C HHTMOUTOPAaMU MPOTEas.

brnokamoput «meonennvix)» Kaipbyueevix KaHanioe

[Tpu ofHOBpEMEHHOM MPUMEHEHUH KJIApUTPOMUIIMHA U OJIOKATOPOB «MEICHHBIX)» KaJIbIIUEBbIX
KaHAJIOB, KOTOphIe MeTabonu3upyrorcs uzodpepmentom CYP3A4 (mampumep, Bepamamui,
aMJIOJIMIIUH, IUITHA3EeM), CJEeIyeT COOJII0JaTh OCTOPO’KHOCTb, TMOCKOJIbKY CYIIECTBYET PHUCK
BO3HHUKHOBEHUS apTepUaAJIbHON TUIIOTEH3UH. [[11a3MeHHbIe KOHLIEHTpAllUU KJIAPUTPOMHUIIMHA, TaK

KE Kak H 6J'IOKaTOpOB CMCIOJICHHBIX» KaJbIMUCBLIX KaHAJIOB, MOTYT TIIOBBIIIATHCA IIPU
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OJTHOBPEMEHHOM IPUMEHEHUHU. ApTepuajbHas TUINOTEH3Us, OpaJuapuTMHs M JIAKTOALU103
BO3MO>KHBI IIPY OJIHOBPEMEHHOM IpUEMe KIapUTPOMUIIMHA U BepanamMuiIa.

Hmpakonazon

KnapuTpoMuLluH M HMTpakoHa30/l SBJSIIOTCA CyOCTpaTaMH M UHTUOMTOpaMHM H30(pepMEeHTa
CYP3A, 4dro omnpenenseTr AByHalpaBiICHHOE B3aMMOACHCTBHE IpenaparoB. KiaputpoMuiyH
MOJKET IOBBICUTh KOHLIEHTPAIMI0 UTPAKOHA30J1a B IUIa3M€, B TO BPEMsI KaK UTPAKOHA30J1 MOKET
NOBBICUTh IIJJA3MEHHYIO0 KOHLEHTpPALMI0 KiIapuTpoMuuuHa. IlanueHToB, OJHOBpEMEHHO
IPUHUMAIOIIUX UTPAKOHA30JI M KJIAPUTPOMHULIMH, CIIEAYeT TIIATEeIbHO 00ClIe0BaTh HAa HAIMYME
CHUMIITOMOB YCWJIEHHUSI WIM YBEJIUYEHUS JUINTEIBHOCTU (PapMaKoJOTHUECKUX H(PPEKTOB 3TUX
IIpenapaToB.

Cakeunasup

KnaputpoMuiuH M CcakBUHaBHp SBISIOTCS CyOCTpaTaMu W HHIMOMTOpaMU H30(epMeHTa
CYP3A, uto ompenenser ABYHaIpaBJICHHOE B3auMojeiicTBue mnpenaparoB. OJHOBpEeMEHHOE
npuMeHenue kiaputpomunuHa (500 Mr gBa paza B J€Hb) M CakBUHaBHpa (B MSTKHX
JKEJIaTUHOBBIX Karicynax, 1200 Mr Tpu pasa B JeHb) y 12 310pOBBIX JOOPOBOJIBLIEB BBI3BIBAJIO
yBenuueHue AUC n Cmax cakBuHaBupa Ha 177 % u 187 % COOTBETCTBEHHO, B CpPAaBHEHUU C
npueMoM cakBuHaBUpa B OTAENbHOCTH. 3HaueHUs AUC U Cmax KIQpUTPOMHMIMHA OBLIM
npubau3uTenbHo Ha 40 % Bbllle, 4YeM MPU MOHOTEpANUH KiapuTpoMulnHoM. Ilpu coBmecTHOM
IPUMEHEHUU 3TUX JABYX IpenapaToB B TEUEHUE OTPaHMUYEHHOTO BPEMEHM B J103aX/cOCTaBax,
yKa3aHHBIX BbIIIE, KOPPEKLHUs J03bl HEe TpeOyeTcs. Pe3ynbTaThl UCCIeI0BaHUS JEKapCTBEHHBIX
B3aMMOJECHCTBHI C MCIIOIB30BAaHUEM CaKBHMHABHMPA B MATKUX JKEIATUHOBBIX KalcCyjaxX MOTYT HE
coOTBeTCTBOBaTh 3¢ dexkTam, HaOIOJaeMbIM IPU NPUMEHEHHM CaKBHUHABHpPAa B TBEPIBIX
JKEJIATUHOBBIX KarcyJjax. Pe3ynbTaTbl HccaeoBaHUS JIEKAPCTBEHHBIX B3aMMOJEHUCTBUN NpU
MOHOTEpaNuyl CaKBUHABUPOM MOTYT HE COOTBETCTBOBaTh 3(deKkTaMm, HaOIr0JaeMbIM IMpU
Tepanuy CakBUHaBUPOM/puUTOHaBUpPOM. IIpu mpueme cakBMHaBHpa COBMECTHO C PUTOHABHUPOM
CJIelyeT yUYUThIBaTh MOTEHIMAILHOE BIMSHUE PUTOHABUPA HA KJIAPUTPOMHULIKH.

Oco0ble ykazaHnust

JUmuTenbHBIE  TpUeM  aHTUOMOTMKOB MOXKET TNPUBOJIUTH K 0Opa3oBaHUIO KOJOHUH ¢
YBEJIMYEHHBIM KOJIMYECTBOM HEUYYBCTBUTENbHBIX Oakrepuid um rpuboB. [lpu cynepunbexnu
HE00X0JMMO Ha3HAYUTh COOTBETCTBYIOLIYIO TEPAIHIO.

Ha3znauenue wiapuTpomMuiiHa OepeMEHHBIM O KEHIIMHAM JOJDKHO TPOBOJUTHCA MpHU
TIIATEIBHOM OIIEHKE COOTHOIIEHUS PUCKA U MOJIb3bI, 0COOEHHO B TEUEHHUE MEPBBIX TPEX MECALIEB
OepeMEeHHOCTH.

[Ipy mpUMeHEeHMM KIapUTPOMMIMHA COOOIIAJIOCh O MEYEHOYHOH AUCHYHKIMM (IOBBIIICHHE

AKTUBHOCTH IMEYEHOYHBIX (DEPMEHTOB B KPOBH, I'€MATOLECIUIIOISPHBIN U/UIN XOJECTaTUYECKUn
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renaTuT C KeNTyxoi miu 6e3). [ledeHouHass TUCPYHKINUS MOXKET OBITh TSDKEJIOH, HO OOBIYHO
SBIIIETCSL 00paTuMOid. IMEroTcst ciyyan Mme4eHOYHOW HETOCTATOYHOCTH C JICTAIBHBIM HCXOJIOM,
TJIABHBIM 00pa3oM CBSI3aHHBIC C HAJIMYHUEM CEPbE3HBIX COIMYTCTBYIOIIMX 3a00JICBaHUN W/WIH
OJIHOBPEMEHHBIM IPUMEHEHUEM JPYTUX JEKapCTBEHHBIX cpencTB. [Ipu mosBieHnn NpU3HAKOB U
CUMIITOMOB renaThTa, TAKUX KaK aHOPEKCHsl, )KeNTyXa, IOTeMHEHUE MOYH, 3y, O0JIe3HEHHOCTh
YKUBOTA MPH MATBIAINH, HEOOX0IUMO HEMEJICHHO MPEKPATUTh TEPAITHIO KIIAPUTPOMUITTHOM.
[Ipyn HaMWYMK XPOHHUYECKUX 3a00JICBAaHUN IEYCHH HEOOXOAMMO MPOBOAWTH pPETYJSPHBIN
KOHTPOJIb (PEpMEHTOB CHIBOPOTKHU KPOBH.

[Ipy nedyeHuH TPAKTUYECKH BCEMH AaHTHOAKTEPUAIBHBIMU CpPEICTBAMH, B TOM 4YHCIIE
KJIAPUTPOMHIIMHOM, OITUCAHBI CIIy9aH IICEBIOMEMOPAHO3HOTO KOJUTA, TSIKECTh KOTOPOTO MOKET
BAPBUPOBATHCS OT JIETKOM [0 yrpoxawmiend xku3Hu. I[Ipu JiedeHMM MNpakTUYECKU BCEMU
aHTHOAKTepUaNbHBIMU TIperapaTamMd, B TOM 4YHCIE€ KIAPUTPOMHIIMHOM, OIHCaHbl Cllydau
Clostridium difficile-accounupoBanHoii auapeu, TSKECTh KOTOPOW MOXKET BapbUPOBATHCS OT
JICTKOW JHaper J0 YrpOXKAIOMIeTO XU3HU KOJIMTA. AHTHOAKTEpHaIbHBIC TMpErnapaTrbl MOTYT
M3MEHHUTh HOPMAIIbHYI0 MUKPO(DIOPY KUIIEYHHUKA, 9TO MOKET npuBectu K pocty C.difficile.
IceBnomemOpano3ubiii koaut, Bei3BaHHbI Clostridium difficile, Heobxomumo momo3peBath y
BCEX IMAalMEHTOB, Yy KOTOPBIX IOCJIe MPUMEHEHUS aHTHOAKTepUANbHBIX CPEJICTB pPa3BUIIACH
muapes. Ilocme mpoBeaeHHs Kypca aHTHOMOTHKOTEPANMM  HEOOXOAMMO  TIIATEIHHOE
MEAWIIMHCKOEe  HaOmojgeHwe  3a  marmueHToM.  ONHCHIBANMCH — CIydaW — Pa3BUTHUSA
MICEBIOMEMOPAHO3HOTO KOJIUTA CIYCTs 2 Mecslla ocie mprueMa aHTHOMOTHKOB.

[Tpu neyeHNH MakpOIUAAMHU, BKIIOYAS KIAPUTPOMHUIIMH, HAOIIOJANOCH YATUHEHHE CepIeUHOM
penonspu3aiuu U wHTepBama QT, BBIBBIBAS PHCK PAa3BUTUS CEPICYHONW aAPUTMHUH U
JKEITYJIOUKOBOM TaxWKapAuM Tuma «mupyst» (cM. pasnen «llobounoe peiictBue»). Tak kak
CIEyIOIIMe CHUTYallud MOTYT MPHUBECTH K YBEIHUEHHUIO PHCKA Pa3BUTHS >KEITYJOYKOBBIX
apuUTMHUi (B TOM YHCIIE KETYJOYKOBON TaXUKAPAUH TUTIA KIIUPYIT»), TO

- KJIApUTPOMHUIIMH HE JIOJDKEH TPUMEHSTHCS Y CIEAYIONUX KaTeropuii MarMeHTOB:

* y TIAIIUEHTOB ¢ TUNOKanuemuen (cm. pazaen «lIpoTuBorokazanus»);

* y MAIIMEHTOB C TUIoMarauemuei (cM. pasznen «[IpotuBonokazanus»);

* OJIHOBPEMEHHOE Ha3HAUYEHHE KIAPUTPOMUIIMHA C aCTEMHU30JIOM, IIU3ANPHUAOM, MUMO3UIOM U
TeppeHATMHOM IMPOTHBOIIOKA3aHO (cM. pazaen «[IpoTuBomokazanus»);

* y TAIMEHTOB C BPOXICHHBIM WU IPHOOPETEHHBIM 3apPETUCTPUPOBAHHBIM YIITHHEHUEM
uHTepBaia QT wiaM HamMYuMeMm SKEeMyJIOYKOBOM apUTMHM B aHamMHe3e (CM. pasjaen
«IIpoTHBOIIOKA3aHUS).

- KiaputpomMunia JoKeH MPUMEHSTHCS C OCTOPOXKHOCTBIO Y CIEAYIOIIUX KaTeropui

MMAlMEHTOB:
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* y TamMeHToB ¢ wumemudeckorn Oonesnpio cepana (MBC), Tsokenod  cepaedHoM
HEJOCTATOYHOCTHIO, HAPYIICHUSIMH ITPOBOIMMOCTH WIIA KIIMHUYECKH 3HAUMMOU OpauKapueii;

* y MAIMEeHTOB, OJHOBPEMEHHO MPUHUMAIOIIUX PYTHE JCKAPCTBEHHBIE MPENapaThl, CBI3aHHBIC
¢ ymiunenueM uHTepBaia QT (cm. pasmen «B3aumopelicTBue C IPYTrUMH JIEKapCTBEHHBIMU
CpEICTBaAMM).

B xo/e 31iuaeMruonornueckux UCCiIeJ0BaHui M0 U3yYSHHIO PUCKa HEOJIarONpUsTHBIX CeplIeYHO-
COCYAMCTBIX HCXOJIOB TPH TMPUMEHEHUH MAaKPOJIUAOB OBLIM TIOMYyYeHBl HEOJHO3HAYHBIC
pE3yJIbTaTHhI.

B HekoTOphIX HaOIIONATENbHBIX HCCIEIOBAaHUSAX ObUI YCTAaHOBJEH KPATKOBPEMEHHBIM PHCK
pa3BUTHS apuUTMUM, MH(PAPKTA MUOKapAa M CMEPTH OT CEpACYHO-COCYAMCTHIX 3a00JICBaHUHU,
CBS3aHHBIA C TPUMCHCHHEM MaKpOJIMJIOB, BKIIOYas KiIapuTpoMuiuH. [Ipu Ha3zHaueHHH
KJIQPUTPOMHUIIMHA CJIEyeT COOTHOCUTH MpeArojaraeMyr MOJb3y OT IMpueMa mpernapara c
JTAHHBIMU PUCKaMH.

Bo3MOXHO pa3BUTHE TEPEKPECTHOH PE3UCTECHTHOCTH K KJIAPUTPOMUIIMHY € JAPYTUM
AHTUOMOTHKAM TPYIIITBI MAKPOJIHJIOB, a TAK)KE JIMHKOMHUIIMHY W KIIMHIAMHIIIHY.

VuuthiBas pacTyllyl0 Pe3UCTEHTHOCTh Streptococcus pneumoniae kK MakpoJuaaM, Ba)KHO
MIPOBOAMUTH TECTUPOBAHNUE YYBCTBUTEIHHOCTU MPH HA3HAYEHUU KJIAPUTPOMHUIIMHA MAIIUEHTaM C
BHEOOJILbHUYHONW TMHEBMOHHEH. [Ipu rocnuTanbHOW THEBMOHHHM KJIAPUTPOMUIIMH CIIETYET
MPUMEHSTh B KOMOWHAITMH ¢ COOTBETCTBYIOIIMMH aHTUOMOTHUKAMHU.

Nudekunn KOXKM W MITKUX TKaHEH JErkol M CpelIHed TSKECTH dalle BCEro BBI3BaHbBI
Staphylococcus aureus u Streptococcus pyogenes. Ilpu stom oba BO30yauTENss MOTYT OBITH
YCTOWYHMBEI K Makposuam. [103ToMy BaKHO MPOBOJIUTE TECT HA YYBCTBUTEIHHOCTb.
Makpomusl MOXHO MPUMEHSTh TpU MHMEKIHIX, BbI3BaHHBIX Corynebacterium minutissimum,
3a00JIeBaHUSAX YTPH BYJIbrapHBIE U POXKA, & TAKKE B TEX CUTYyalMsIX, KOTJa HENb3sl MPUMEHSTh
MEHUIWIIINH.

B ciydae mosiBIICHHS OCTPBIX PEaKIuii TUIIEPUyBCTBUTEIIBHOCTH, TAKUX KaK aHa(HIaKTHYeCKast
peaKIusl, TsHKENbIE KOXHBIC JICKAPCTBECHHBIC PEaKIMK (HAPUMEP, OCTPBIA IeHepaTu30BaHHBIH
AK3aHTEMATO3HBIN MycTyse3), cuHapoM CtuBeHca — JI>KOHCOHA, TOKCUYECKHUH 3MUepMAaTbHBIN
HEKPOJU3 W JIEKApCTBEHHAsl ChIMb ¢ d03uHO(uIMel u cuctemHoit cumnromarukoi (DRESS-
CHHIIPOM), HEOOXOAMMO Cpa3y e TPEeKpPaTuTh TMpHEeM KIAPUTPOMHUIIMHA W HavaTh
COOTBETCTBYIOIIYIO TEPAITHIO.

B cnyuae coBMmecTHOro mpuMeHeHHS C BaphapHHOM WIH JIPYTHMH  HENPSMBIMH
AHTUKOAryJIsIHTaMu HeoOxoaumo KoHTponupoBate MHO u nporpoMOnuHOBOE BpeMs (CM. pa3zaeln

«BzaumopeiicTBHE ¢ APYTUMU JIEKAPCTBEHHBIMU CPEICTBAMUY ).
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Cnenyer coOmoaTb OCTOPOXKHOCTh HMPHU OJHOBPEMEHHOM MPUMEHEHUHU KIApUTPOMHUIIMHA C
NEepOPATbHBIMUA aHTHKOATYJITHTAMH TPSAMOTO JICHCTBUA, TAKUMH Kak Ja0uratpaH, puBapokcadban
U anukcabaH, 0COOEHHO y MAalMEHTOB C BHICOKMM PHCKOM Pa3BUTHS KPOBOTCUCHHS (CM. pa3iesbl
«C ocTOpOXXHOCTBIO» U «B3anuMopeicTBre ¢ APYTUMHU JIEKAPCTBEHHBIMH CPEACTBAMUY ).
Binsinne Ha cIOCOOHOCTH YNPABJIATH TPAHCHOPTHBIMHU CPEeACTBAMM M MeXaHNU3MaMH
JlaHHbIE OTHOCHTENBHO BIUSHHUS KIAPUTPOMUIIMHA Ha CIOCOOHOCTh K  YIPABICHHIO
aBTOMOOMWJIEM U MEXAHU3MAMHU OTCYTCTBYIOT.

Cnenyer coOnroAaTh OCTOPOKHOCTh MPU YIOPABICHUM TPAHCHOPTHBIMU CpEICTBaMU U
MEXaHU3MaMH, YYHUTHIBAs [OTCHLIHUAJIbHYI0 BO3MOXKHOCTH TOJIOBOKPYXKEHHS, BEpPTHUTO,
CIYTaHHOCTH CO3HAaHUS M JE€30PUEHTALMU, KOTOpPbIE MOTYT BO3HUKHYTb NpU HPUMEHEHUU
JTAaHHOTO Ipernapara.

®opMa BBIIIYCKA

TabyeTKu, MOKPHITHIC INIEHOYHOU 000J109K0i, 250 Mr 1 500 mr.

ITo 7 nmm 10 TabeTOK B KOHTYPHYIO IYEHKOBYIO YIIAKOBKY M3 IJIEHKH MOJUBUHUIXJIOPUIHON U
(doJIbru aMIFOMUHNEBOM EYaTHON JTAKUPOBAHHOM.

[To 1, 2 unu 3 KOHTypHbIE SUEHKOBBIE YHMAKOBKM BMECTE C WHCTPYKLHEH MO MPUMEHEHUIO
MOMEIIAIOT B AUKy U3 KapTOHA.

YciaoBust XxpaHeHust

XpaHUTh B 3alUIIEHHOM OT CBETa MECTE MpH Temrieparype He Boite 25 °C.

XpaHUTb B HEAOCTYITHOM JUIA AE€TEN MECTe.

Cpoxk rognocTun

He npumeHATh 10 MCTEYEHUH CpOKa T'OJTHOCTH.

YcaoBust ornycka

OTnyckaroT 1o penenty.

IIpousBoauTenn

AO «AJINYM», Poccus.

MockoBckas 007., r.0. Cepmyxos, . O6oseHck, Tep. KBapran A, n. 2.

Buinyckarowuii konmpons kauecmea

MockoBckas 0011, r.0. Cepniyxos, 1. O6oseHck, Tep. Kpapran A, 1. 2, ctp. 1.

Baajesnen perucTpaMOHHOI0 y10CTOBEPEHUs

AO "AJINYM", Poccusl.

142279, MockoBckast 0011., r. CepmyxoB, . O6oneHck, Tep. Kpapran A, a. 2.

Ten.: +7 (495) 646-28-68.

E-mail: info@binnopharmgroup.ru
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