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Onucanue

JKenteie oBanbHEBIE Ta6nen<p1, INOKPBITHIE MJIEHOYHOM 000 I0YKOiA.

(I)apmaKOTepaneBTuquKaﬁ rpynna: AHTHOHUOTHK — MaKpOJIuAa.

Koa ATX: JOIFA09.

PapmakKo/J0oruieckue cBoicTBa

DAPMAKOOUHAMUKA

KriaputpoMuLIMH ABIAETCS MOTYCHHTETUYECKUM aHTUOMOTHKOM IPYIINbI MAKPOJIMIOB M OKAa3bIBAET
aHTHOAKTepHabHOE JIeHCTBHE, B3aUMOCUCTBYS ¢ 50S pubocoManbHOM CyObeIMHULIEH U MOJABIAA

CHUHTe3 OeKa 6a1<Tepm71, YYBCTBUTCJIbHBIX K HEMY.

LB



KnapuTpoMULIMH  NPOIEMOHCTPUPOBAJI  BBICOKYIO AKTUBHOCTH @M Vilro B OTHOLIEHMH Kak
CTaHJAapTHBIX J1adOPaTOPHBIX INTaMMOB OaKTepHii, Tak ¥ BBIIEIEHHBIX Yy OOJBHBIX B XOJ€
KIIMHAYECKOM MpakTHKU. [IpOABIIsET BBICOKYIO aKTHBHOCTh B OTHOIICHHWH MHOTUX a’pOOHBIX H
aHadpOOHBIX TPaMIIONIOKUTENBHBIX W TPAMOTPHULATENBHBIX MHUKPOOPTaHM3MOB. MUHMMAabHbIE
noaassiromue Konuentpauuu (MIIK) knaputpomunmna 1uist 60abIIMHCTBA BO30YAMTENEN MEHBIIIE,
ueM MIIK sputpomunuHa B cpeHeM Ha oaHO logr pa3BeneHue.

KnaputpoMuuus in vitro BbICOKOAKTHBEH B OTHOWweHuH Legionella pneumophila, Mycoplasma
pneumoniae. Oxa3piBaeT OakTepuuujaHoe JelicTBhe B oTHowenuu Helicobacter pylori, nanHas
AKTUBHOCTbH KJIAPUTPOMHULMHA BbILIE [IPU HEHTpanbHOM pH, yem npu Kuciaom.

Kpome Toro, mamHble in vitro W in vivo yKa3blBalOT Ha TO, YTO KJIAPUTPOMHULIMH JEHCTBYET Ha
KJIIMHUYECKU 3HaYUMble BUIbI MUKOOaKTepuit Enterobacteriaceae n Pseudomonas spp., Takxe Kak u
Ha JIpyrue, He (epMEHTHpPYIOLIME JTaKTO3y IpaMOTpULATEbHbIe OAaKTEPUH, HEYYBCTBUTENLHEIE K
KJIapUTPOMHLIMHY.

AKTHBHOCTb KJIapPUTPOMHMILMHA B OTHOIIEHUH OOJIBIIMHCTBA I[ITAMMOB [EPEYUCIEHHBIX HUKE
MHKpPOOPraHM3MOB J0Ka3aHa KakK in Vifro, TaKk U B KJIMHUYECKOW MpaAKTHKe MpU 3a00JeBaHUsiX,
NIEpEYUCIIEHHBIX B pasaene «IlokazaHus Kk mpuMeHeHHIOY.

A>poOHBIe rpaMIIOIOKUTEILHbIE MHKPOOPraHHu3Mbl

Staphylococcus aureus
Streptococcus pneumoniae
Streptococcus pyogenes
Listeria monocytogenes

ABDOGHBIC rpaMoOTpHUIATEIbHBIE MUKPOOPIaHHU3MBI

Haemophilus influenzae
Haemophilus parainfluenzae
Moraxella catarrhalis
Neisseria gonorrhoeae

Legionella pneumophila

Hpyrve MUKpOOpraHu3Mbl

Mycoplasma pneumoniae

Chlamydia pneumoniae (TWAR)
MukobakTepuu

Mycobacterium leprae



Mycobacterium kansasii

Mycobacterium chelonae

Mycobacterium fortuitum

Mycobacterium avium complex (MAC) — komiuieke, BKrovaromuit: Mycobacterium avium,
Mycobacterium intracellulare

[Ipoaykuus GeTa-naKTamasel He OKa3bIBACT BIIUSHUS Ha aKTUBHOCTH KJIAPUTPOMMUIIMHA.

BobLIMHCTBO ITAMMOB CTa(UIOKOKKOB, PE3UCTEHTHBIX K METULM/UTMHY W OKCALM/UTMHY, 00/1a1al0T

YCTOWYHUBOCTBIO U K KJIIAPUTPOMHIIMHY .

Helicobacter pylori

HyscTBuTensHOCTs H.pylori K KNapUTPOMULMHY M3y4anach Ha usonsatax H.pylori, BeIENEHHBIX OT
104 naunenToB, 10 Hayana Tepanuu npenapaTom. Y 4 nauueHToB ObLIM BbIIEIEHB! PE3UCTEHTHBIE K
KJIApUTPOMULIMHY WTaMMbl H.pylori, y 2-X - IITaMMbI ¢ YMEPEHHOM PE3UCTEHTHOCTEIO, Y OCTalbHBIX
98 nmauuenToB U301AThl H.pylori GbIIN YyBCTBUTENBHBI K KJIAPUTPOMULMHY .

KnaputpomMuums okassiBaeT A€HCTBUE in Vitro ¥ B OTHOIIEHHWH GOJIBLIMHCTBA LITAMMOB CJIELYOLIUX
MHKPOOPraHu3MOB (0HaKO 06e30macHOCTh U 3(PPEKTUBHOCTh HCIMOJB30BaHKS KJIAPUTPOMHLMHA B
KIMHUYECKOW TpAaKTUKE HE MOATBEPXKIEHA KIMHUYECKHMMH HCCIICJOBAHUSAMHU, M TMPAKTHYECKOE
3HAa4YEeHUE OCTAETCS HESACHBIM):

A3pOOHEIE TPAMIIOJIOKUTEILHbBIE MUKPOOPraHUu3MbI

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

AspoOHbIe rpaMOTPHLIATENLHEIE MHKPOOPIraHU3MBbI

Bordetella pertussis
Pasteurella multocida

AHa3po0HbIe IrPaMITIOIOKUTENbHbIE MHUKPOOpPraHu3Mbl

Clostridium perfringens
Peptococcus niger
Propionibacterium acnes

AHa>poOHbIe rpaMoOTpULATEIEHBIC MUKPOOPraHUu3Mbl

Bacteroides melaninogenicus
CrupoxeTsl
Borrelia burgdorferi

Treponema pallidum



Kamnunobakrepuu

Campilobacter jejuni

OCHOBHBIM MeTab0IMTOM KJIAPUTPOMHIIMHA B OPraHM3ME YeI0BeKa SBJIAETCS MUKPOOUOIOrMYECKH
AKTHUBHBIH MeTaboIuT 14-ruapoKCUKIapUTPOMHULIUH (14-OH-knapuUTpOMHUIIKH).
MukpoOuonoruyeckas akTHBHOCTb MeTabOIMTA Takas )K€, KaK y MCXOJHOTO COEAMHEHHs, HIH
B 1-2 paza cnabee B OTHOLIEHHMH OOJIBIIMHCTBA MHKPOOPraHM3MOB. VICKIIOUEHHE COCTABISET
H.influenzae, B OTHOWIEHNH KOTOPOH 3(deKTUBHOCTL MeTaGonuTa B ABa pasa Bhiue. McxoaHoe
COCJIMHEHHE W €ro OCHOBHOW MeTabOJMT OKa3bIBAIOT JIMOO aJIUTHBHBIN, JIMOO CHHEPrHYECKHH
spdext B orHowenun H.influenzae B yCnOBUSIX in Vitro W in vivo B 3aBHCHMOCTH OT IITAMMa
GakTepui.

Tect Ha YYBCTBUTECJIbHOCTH

KonuvectBennsie MeToasl, TpeOyrolue H3MepeHHs AMameTpa 30HbBI MOJABIEHHS pOCTa, JAOT
HanboJiee TOUHBIE OLEHKM YYBCTBUTEIBHOCTH GaKTepHii K aHTUMMKPOOHBIM npenapataM. OnHa U3
PEeKOMEH/IyeMbIX ~ METOAMK  JUld  ONpEJENeHHs  YyBCTBUTEJIBHOCTH  HCIOJIB3YET  JIMCKH,
MMIIPErHUPOBAaHHBIE |15 MKT KiapuTpomuumnHa (aucko-1uddysnonnslii meton Kupbu-bayspa); npu
MHTEpIpeTaluyd TeCTa AMaMETPhl 30H MMOJABJIEHUS pPOCTa KOPPEIMpYIOT co 3HadeHusamu MIIK
knaputpomuuurta. 3na4enus MIIK onpezensoTcs MeTo1oM pa3BeeHus B OyJIbOHE WM B arape.

[Ipy WCMONB30BaHMM STUX METOJMK OTYET M3 JabopaTOpUHM O TOM, 4YTO IUTAMM SIBJISETCS
«4yBCTBUTEJILHBIMY, YKa3bIBAET Ha TO, YTO BO30yAUTE b MH(EKLHH, BEPOATHO, OTBETUT Ha JICYEHHE.
OTBeT «pe3UCTEHTHBIN» yKa3bIBAae€T Ha TO, YTO BO3OYAMTE/b, BO3MOXKHO, HE OTBETHT Ha JICYEHHE.
OTBEeT «NMPOMEXKYTOYHAs UYBCTBUTENBHOCTb» MPEAINOJIAraeT, YTO TepaneBTUYECKUH 3deKT
rnperapara MOXeT ObITh HEOIHO3HAUEH MITH MUKPOOPTaHU3M MOXKET OKa3aThCsl 1y BCTBHTEILHBIM [IPH
MCIO/Ib30BaHUM Ooniee BHICOKMX 703 mpenapara. ([IpomMexyTouHas YyBCTBMTENRHOCTb TAKIKE

Ha3bIBACTCS «YMEPEHHOM YYBCTBUTEILHOCTBION).

DaApMAKOKUHEeMUKA

BcacbiBanue

DapMaKOKMHETHKA KJIAPUTPOMMIMHA B JIEKAPCTBEHHOW (opme TaGIETKH C MPOJOHIMPOBAHHBIM
BBICBOOOXK/IEHHEM OBbl1a H3y4YeHa Y B3POCIIbIX [10 CPABHEHHUIO C KIAPUTPOMHULMHOM B J1€KAPCTBEHHOM
¢opme TabneTkn ¢ 0OBIYHBIM BBICBOOOKAEHHEM B 103ax 250 u 500 mr. BeacwiBanue mpenapara B
o6oux ciy4asX ObLIO ONMHAKOBBIM IPH HAa3HAY€HHMH B SKBUBAIEHTHBIX n03ax. [IpueMm numu
YBEJIMYMBACT BCAChIBAHWE KIIADUTPOMULMHA, CIEJOBATE/IbHO, KIAPUTPOMHULIMH, TaOlETKH ¢

[IPOJIOHT'MPOBAHHBIM BBICBO60)KLICHI/ICM, JOJDKHBI NPUHUMATBCA BO BpEMsA NpHUeMa IMULLIH.



Knaputpomuuun metabonusupyetcs B cucteme ruroxpoma P450 3A (CYP3A) nevenu.
Ab6comoTHas 6M0A0CTYTHOCTh cocTaBiseT okosno 50 %. [Ipu mpueme MOBTOPHBIX 103 Mperapara
KyMyJIAUMHM [IPAKTUYECKU HE OOHApY»KEHO, W XapakTep MeTadolM3Ma B OpraHM3Me 4YeJOBeKa He
M3MEHSIICS.

Pacnipenenenue. MmeTaboau3m u BBIBC/ICHUEC

In vitro

KnaputpomuuuH cBs3piBaeTcsi ¢ Oenkamu ruiasmbl KpoBu Ha 70 % B koHueHTpauuu ot 0,45 110
4,5 mxr/min. I1py KoHLeHTpaLuu 45 MKI/MJ cBsi3bIBaHUE CHIDKaeTcst 10 41 %, BepOsSTHO, B pe3y/IbTare
HACBILIEHUs MECT CBA3bIBaHUA. DTO HaOMOJAeTCs TOJBKO MPH KOHLEHTpPALMAX, MHOTOKPATHO
MPEBBIIIAIOLIMX TEPANEBTHUECKYIO.

300poseie

V nauuentos, npuaumasmux 500 mr npenapara Knauua® CP oaun pa3 B eHs BO BpeMs MpHema
MULIK, MakcuMmaibHas KoHueHTpauus (Cmax) knaputpomuuuHa ¥ 14-OH-knaputpomuuuHa B
nnasme Kpou coctasisana 1,3 u 0,48 Mkr/ma coorBetctBeHHO. [lepuoast momyBeiBenenus (Tix)
KJIADUTPOMHMLIMHA U MeTaboluTa COCTaBMIM 5,3 yaca U 7,7 4acoB cOOTBETCTBEHHO. [Ipu mpueme
pazoBod  no3el  Knamma® CP 1000 mr (2x500 wmr) Cmax KJIapuTPOMHMIIMHA M €ro
TUPOKCUIIMPOBaHHOrO MeTabosiuta gocturana 2,4 Mkr/ma ¥ 0,67 MKI/MJI COOTBETCTBEHHO. Tip
KJIapuTpOMHIMHA npu npueMme B posze 1000 mr cocraBun 5,8 yaca, Torjga Kak aHaJIOrMYHBIN
nokasarens 118 14-OH-knaputpoMunuHa coctaBun 8,9 yaca. BpeMs HacTyIUleHUs MaKCHMMAalbHOM
KoHueHTpauuu (Tmax) npu npueme kak 500 mr, Tak 1 1000 Mr cocTaBuIO NPUOIHU3UTENBHO 6 YacOB.
Cmax 14-OH-knapuTpoMHLMHA HE YBEIMYUBAIACH MPOMOPLUHOHAILHO 03¢ KJIAPUTPOMMLMHA, B TO
BpeMs KaK [EpUOJ TMOJYBBIBEACHUS KaK KJIAPUTPOMHMIUMHA, TaK W €ro TMAPOKCHIMPOBAHHOIO
MeTabonuTa HMMel TEHACHUMIO K YBEJMYCHHIO C IOBbIIEHHWEM [03bl. Takas HeluHelHas
(apmakokMHETHKa ~KIAPUTPOMHLMHA B COYETAaHHMHM C yMEHbLUEHHEM o0Opa3oBaHus  14-
TUIPOKCUIIMPOBAHHBIX U N-I€METHIMPOBAHHBIX MPOAYKTOB MPU BBICOKMX 103aX YKa3bIBaeT Ha
HEJIMHEHHBIA MeTaboNU3M  KIapUTPOMUIIMHA, KOTOPBIH CTAHOBUTCS OOJiee BBIPAKEHHBIM IPH
BBICOKHX [J103aX.

[Toukamu BeIBOAMTCA NMPUOIM3UTENLHO 40 % MOCTYMHBIIETO B OPraHU3M KJIAPUTPOMHUIIMHA.
Kuieynukom BeiBoauTest mpumepHo 30 %.

Hayuenmeol

Knaputpomunus u ero metabonut 14-OH-k1apuTpoOMULIUH GBICTPO MPOHUKAIOT B TKAHU M KUAKOCTH
opraHusma. MIMerTcs orpaHMyYeHHbIE JaHHbBIE, CBUCTEIbCTBYIOIIME O TOM, YTO KOHLEHTpaLMs

KJIIapUTpOMHULIMHA B uepe6pocnnﬂanbﬂoi?1 KUJAKOCTH IpU N€POPATIBHOM MPUEME HE3HAYUTEIIbHA (T.e.



ToJAbKO 1-2 % OT KOHLEHTpauMu B CBHIBOPOTKE KPOBH IIPU HOPMAJbHOH MPOHMLIAEMOCTH
remarosHuedanyeckoro 6apbepa). KoHueHTpanus B TKaHsIX 0OBIYHO B HECKOJIBKO
pa3 BbILLE, YEM B CHIBOPOTKE KPOBH.

Hapyvwenusa ¢pyuxkuyuu nevenu

VY NauueHTOB CO CpeAHEH U TKENON CTeneHblo HapylleHUs QYHKUHU MEeYEHH, HO C COXpAaHEHHOM
GbyHKUHMEN MoueK, KOPPeKUHMs 1036l KIapUTPOMHILIMHA He TpeOyercs. PaBHOBECHAs KOHIIEHTpALUS B
1a3Me KPOBH M CHCTEMHBIHM KJIIMPEHC KJIapUTPOMULIMHA HE OTJIMYAOTCS y OOJIbHBIX JaHHON IPYIIIbI
M 310pOBBIX MauueHToB. PaBHOBecHass koHueHTpauus 14-OH-knapurpomuumHa y mmoaei c
HapyIIEeHUAMH QYHKUUH MIEYEHU HUXKE, YEM Y 3/I0POBBIX.

Hapyuwenus d)vnkuuu noy4ex

Ilpy HapymeHun QyHKUMM MOYEK yBEIMYMBAKOTCA MakcuManbHas (Cmax) v muHuMaibHas (Cmin)
KOHLIEHTPALIMK KJIapUTPOMHUIMHA B IUIa3M€ KPOBU, MEPUOJ TONYBBIBEACHHUS, IUIOWIAAL IO/
(bapmMakoKMHeTHYEeCKOH KpUBOW “KoHueHTpauus - Bpems’ (AUC) KIapuTpOMHULIMHA M €ro
metabonmuta  14-OH-knaputpomunnna. KoHcCTaHTa SIMMHHAUMK W BBIBEJEHHE IOYKAMH
yMeHpaTcs. CTeneHb U3MEHEHHH 3THX MapaMeTpoB 3aBUCUT OT CTENEHH HApyIIEHHS (PyHKIMH
MOYeK.

Hlayuenmor noxcuno2o 8o3pacma

VY NauueHTOB MOXKMJIOrO BO3pacTa KOHLEHTpAlMsi KJIapUTPOMHUIMHA W ero Mertabonura 14-OH-
KJIApMTPOMMLIMHA B KPOBH Oblila BBIIIE, a BBIBEICHHE ME/JICHHEE, YeM y TPYIIIBl MOJIOIBIX JIOMEH.
OaHako mocye KOPPEeKLUH ¢ YYeTOM MOYEYHOro KIMpeHca KpeaTHHHHA He ObLIO OTIMYMI B 00eHX
rpynnax. Takum oOpa3om, OCHOBHOe BIMAHME Ha (DapMAKOKUHETHYECKHE MapamMeTphl

KJIapUTPOMHLIMHA OKa3bIBaeT GYHKLUS [MOYEK, a He BO3PACT.

IToka3zaHusl K NpHMEHEHHIO

WupekumonHo-BocnanuTeabHble 3a00/IeBaHusl, BbI3BaHHbIE YyBCTBUTEILHBIMH K KJIAPUTPOMULMHY
MHKpPOOpPraHU3MaMHu:

MH(DEKLNY HUKHUX JBIXaTEeIbHBIX Iy Tei (Takue Kak OpOHXHUT, ITHEBMOHMSA);

MH(EKINH BEPXHHUX IBIXaTE/IBHBIX MyTel (Takue Kak (papuHTHUT, CHHYCHT);

I/IHd)CKHI/II/I KOXHW U MATKUX TKaHEH (TaKI/Ie KakK d)OHHPIKyHI/IT, BOCIAJIEHUE ITOJKOXKHOMU KJICTYAaTKH,

poxa).



IIpoTuBonoka3anus

[loBbllIEHHAs YYBCTBUTENBHOCTh K KIAPUTPOMHLIMHY, MAaKpOJIHAaM M APYTHMM KOMIIOHEHTaM
npemnapara.

OnHOBpeMEHHBIH MpHEM KIapUTPOMHIMHA CO CIIEAYIOMMMH TperapaTtaMui: acTeMU30/1, M3anpu,
nuMo3uJL, TepdeHanuH (cM. paszien «BzanMoznelicTBUe ¢ APYrUMH JIEKAPCTBEHHBIMU CPEACTBAMMY ).
OnHOBpeMEHHBIH NpHeM KIAPUTPOMHMLMHA C JIOMHUTANuaAoOM (cM. pasgen «BsammopneiicTBue c
APYTUMHM JIEKAPCTBEHHBIMH CPEACTBAMUY ).

OpHOBpeMEHHBIH MNpUeM KIAPUTPOMHIMHA C AIKAIOMAAMH CIIOPBIHBH, HAlpUMep, 3ProTaMHH,
AUTUIPOIProTaMuH (CM. paszien «B3aumoeicTBIE ¢ JPYrUMU JIeKapCTBEHHBIMU CPECTBAMMUY ).
OnHOBpeMEHHBIH NpUEM KIApUTPOMHULIMHA C MHA307aMOM JUIS [I€POPAIbHOr0 NpUMEHEHHs (CM.
paszen «B3anmoelicTBUE ¢ APYTUMHU JIEKAPCTBEHHBIMH CPEICTBAMUY ).

OnHoBpeMeHHBIH MpHeM KiapuTpomuiHa ¢ uHrubutopamu ['MI-KoA-pemykTassl (cTaTHHAMu),
KOTOpBIE B 3HAYUTENIbHON cTeneHu metabonusupyrores uzopepmentom CYP3A4 (n0BacTaTud Uim
CHMBACTaTHH), B CBA3M C TOBBIIEHHEM pHCKAa MHOIATHH, BKIIOYas pabIOMMOJIM3 (CM. paszien
«B3aumopneiicTBHE ¢ IpyrMMH JIEKAPCTBEHHBIMU CPEACTBAMMY ).

OnHoBpeMeHHBIH MpreM KIapuTPOMHIMHA ¢ KOJIXUIMHOM (CM. pasaen «BzaumoseiicTeue ¢ apyrumu
JIEKapCTBEHHBIMH CPEACTBAMUY ).

OnHOBpeMEHHBIH MpHEM KJIapUTPOMHULIMHA C THKArpeJopoM MM PaHOJIa3HMHOM.

Ynnuuenue untepsana QT B aHamHe3e (BpOXKAECHHOE WM MPUOOPETEHHOE 3apErMCTPUPOBAHHOE
yaiHende unatepsana QT) unm xemy104KoBas apUTMHs, BKITKOYAs ey JOYKOBYIO TAXHUKAP/IHIO UITH
XKEJTyI0YKOBas TaXUKap/us TUIA «IHPY3T». (cM. pa3aensl «OcoOble ykazaHus» U « BzaumonencTaue
C IpYTUMH JIEKApCTBEHHBIMHU CPEICTBAMM ).

Knapurpomuuyn He cieayeT NPUMEHATh Yy NALUMEHTOB C 3JIEKTPOJMTHLIMH HApyLICHUAMH
(rumoKanMeMuel MM TUIIOMarHUEMHei) B CBSI3U C PUCKOM YAJIMHEHUs uHTepBaia QT.

Tsxenas  nmeyeHoYHass — HEJOCTATOYHOCTb,  MPOTEKAKOIAas  OJHOBPEMEHHO C  MOYEYHOMH
HEJ0CTaTOYHOCTEIO.

Xonectatuyeckas KeNTyXa/TeNaTUT B aHAMHE3€, Pa3BUBLINECS IPH PUMEHEHUH KJIaPUTPOMHUIIMHA
(cMm. paznen «OcoOble yKazaHusy).

HernepeHOCHMOCTB raakTo3bl, HEAOCTATOYHOCTH JIAKTa3bl, CHHAPOM MajibaGCOPOLMH TIIFOKO3bI-
rajakTo3bl.

[Topdupus.

[Tepron rpyaAHOro BcKapMIIHBaHHS.

Bospact 10 12 net (3¢ pexkTHBHOCTD U 6€30MaCHOCTh HE YCTAHOBJIEHBI).



C ocTopoKkHOCTBIO

[ToueyHas HEAOCTATOYHOCTH CPETHEHN U TSHKENION CTEMEHH TSOKECTH.

ITeyeHoYHAs HEAOCTATOYHOCTD CPEIHEN U TSHKENION CTEMEHH.

OpHOBpeMeHHBIH MpUeM KIAPUTPOMMIHMHA C OEH30/1Ma3eNMHaMM, TaKMMH KaK ajrpasonaM,
TpHa30JlaM, MH/a30J1aM [UIi BHYTPUBEHHOINO NPUMEHEHHs WM JUId HAHECeHHUs Ha CIHM3UCTYIO
0007104Ky pTa (cM. «B3auMozelicTBHe ¢ APYTUMH JIEKAPCTBEHHBIMU CPEACTBAMKY ).
OnHoBpeMeHHBIH NpHEM ¢ MpernapaTamu, KOTopble MeTabosm3upyroTes usodepmentom CYP3A,
HarmpuMmep, KapOamasenuH, LMJIOCTA30], UMKIOCIOPHH, [IM30MUPAMUJl, METHINPEIHH30JI0H,
OMEIpasoJ, HENpsMble AHTUKOATyJAHTHl (Hampumep, BapdapuH), XUHUAUH, pHpadyTUH,
cuieHaduI, TaKpoJaUMYC, BUHONACTHH (cM. pasen « B3aumoeicTBIE C IpyruMy JIEKApCTBEHHBIMH
CpEICTBAMMY ).

OnHoBpeMeHHBIN NpHeM ¢ mpenapatamy, UHAYUUpyoumMu uzodepment CYP3A4, uanpumep,
pudamnuuuy, heHnTouH, Kapbamasenut, GpeHobapOuTai, 38epoboii NPOABIPABIEHHBIH (CM. pasen
«B3aumozieiicTBHE ¢ JPYyrUMH JI€KapCTBEHHBIMU CPEICTBAMMY ).

OnQHOBpEMEHHBIN MNpHEM KJIAPUTPOMHUILMHA CO CTATHHAMM, HE 3aBUCAIIMMH OT MeTaboaM3Ma
uzopepmenta CYP3A (nanpumep, ¢uyBactatuH) (cM. pasgen «BszaumopelicTBue ¢ apyrumu
JIEKapCTBEHHBIMH CPEICTBAMUY ).

OnHoBpeMeHHBIH mnpueM ¢ OIOKaTOpaMH «MEJICHHBIX» KalbLMEBBIX KAHAJIOB, KOTOpBIE
meTabommsupytores uzopepmentom CYP3A4 (Hanpumep, Bepanamul, aMJIOAMITHH, IUITHA3ZEM).
OaHOBpEMEHHBIH MPUEM KIapUTPOMULIMHA C [IePOPAIbHBIMU aHTUKOATY IIHTAME IPSAMOTO J€HCTBHS,
TaKUMU Kak naburatpaH, puBapokcabaH, anukcabaH, 0COOCHHO Yy MAlMEHTOB C BBICOKMM PHCKOM
Pa3BUTHUS KPOBOTEUEHHIA.

[Taumentsr ¢ nmemuueckoi G6onesnsto cepaua (MBC), Tshkesnoi cepaevHON HETO0CTATOYHOCTBIO,
HapyIIEHUAMU TPOBOJUMOCTH HWIIM KJIMHHUYECKH 3HAYMMOW OpaaMkap[ueil, a Takke MallUeHTBl,
OJJHOBPEMEHHO NMPUHUMAOLIXE aHTHAPUTMHUYECKHE npenapaThl [A kiacca (XHHUAMH, MPOKaWHAMKT)
u III knacca (nodetunma, aMuogapoH, coTason).

bepemMeHHOCTS.

IIpumenenne npu GepeMEeHHOCTH H B NEPHOA I'PYAHOr0 BCKAPMJIHBAHUS
bepemennocmu
be3omnacHOCTE NpUMeHeHHs KJIapUTPOMUIIMHA MPU OepeMeHHOCTH He ycTaHoBjieHa. OCHOBBIBAsACH

pas3M4yHbIX pe3ybTaTax, MOJTYYECHHBIX B HCCICJOBAHHUSIX Ha J»KUBOTHBIX, a TakKXK€ Ha OIILITE
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NPUMEHEHUS Y JIIOJICH, HENb3s HCKIIOYUTh BO3MOXKHOCTH HEOJAaronpUATHOrO BO3JACHCTBHS Ha
smOpuodeTanpHoe pasButue. HekoTopele HaGrOnaTeNbHBIE KCCICIOBAHMS, OLEHHBAKOIIME
BO3JeHCTBIE KiapuTpoMuuuHa B [ u Il TpumecTpax GepeMEeHHOCTH, BBISBUIM MOBBIIEHHBIA PUCK
CaMOINpOM3BOIEHOIO a00PTa I10 CPABHEHHIO C OTCY TCTBHEM aHTHOMOTHKOTEPATTMH HITH IPUMEHEHHEM
ApYTMX aHTUOMOTHKOB B AHANIOTHYHbIC CPOKU OepeMeHHOCTH. MIMelomuecs SMuaeMHOIOrHYeCcKHe
MCCIIEIOBAHHS PHCKA CEPbE3HBIX BPOXKIECHHBIX MOPOKOB Pa3BUTHUS MPU MPHUMEHEHUH MaKpOJM/IOB,
BKJIIOYas KJIAPUTPOMHULIMH, BO BpeMs OepeMEHHOCTH IEMOHCTPUPYIOT IIPOTUBOPEYUBBIE PE3YIbTATHI.
[Ipnmenenue knapuTpomunuHa npu GepeMeHHOCTH (0cOGEHHO B | TpEMECTpe) BO3MOXKHO TOIBKO B
Clly4ae, KOrja OTCYTCTBYeT ajbTE€pHATHBHAA TEpanMs, a MNOTEHLMalbHas MOJb3a I MaTepu
TMPEBHIIAET MOTEHUMAIBHBINA PUCK IS [1J10/1a.

Ilepuoo epyonozo eckapmnueanus

Beiio ycraHoBieHO, 4TO peGeHOK, HAXOMSIIMIACS HA TPYAHOM BCKAPMJIMBAHMM, MOXET IOTYYHTH
okos10 1,7% OT MaTepuHCKOH /103bl KJIAPUTPOMHLMHA, C IONPABKOW HA Maccy Tela MaTepH.
Be3onacHOCTE MpUMeHeHMs KIapUTPOMHLMHA [ JeTell Ha TIpyJHOM BCKADMIMBAHHH He
ycraHoBjeHa. [Ipu HeoOXoaMMOCTH puema B epHO/] IPyAHOrO BCKapMJIMBAHUS KOPMIIEHHE IPYIbIO
HE0OXOJUMO MPEKPATHUTS.

Depmunvrocme

I/ICCHCZIOBaHHH, IMTPOBEACHHBIC HA KPbICAX, IMTOKA3aJIM OTCYTCTBUE BJIUSAHUS Ha q)CpTI/IIILHOCTb.

Cnocob npuMeHeHHs B 103b1

BHyTpb.

Ta6nerkn Knauua® CP He pasmambiBaTh M He pasKeBBIBATb, WX HEOOXOAMMO NpOrIaThIBaTh
LIEJTUKOM.

B3pocieim u netsam crapie 12 et — o 1 taGierke (500 mr) 1 pas B a1eHb BO BpeMs €/IbI.

I1pu TsokenbIx nHekumuax no3y yeennuuparot 10 2 Tabnetok (1000 Mr) 1 pas B aeHb BO Bpems elbl.
OO6bI4Has MPOJOIDKUTENIBHOCTE JIEYeH s OT 5 10 14 nHeid.

Hckmoyenne cocTapsioT BHeOOIbHUYHAS THEBMOHMS U CHHYCHT, KOTOpble TpeOYIOT JedeHus OT 6
1o 14 gueit.

[Ipn omonTorennsix nHGekuax — 1 tabnerka (500 mr) 1 pasa B 1eHb B TedeHHEe 5 aHEIA.

Hapyvwenusa pyuxyuu novex

Jl1si nauneHToB ¢ MoYeyHoH HEeT0CTATOYHOCTBIO TSDKENION cTeneHt (KJIMpeHe KpeaTHHHHA MeHee 30
MI/MUH) OObIYHAs peKOMeHIyemas J03a cocTaBisieT 250 MI OJMH pa3 B CYTKH, B TOM Cly4yae

BO3MOXHO NpuMeHeHue npenapata Knauua® tabneTku, moKpbiThie IeHOYHOM 060104K0i, 250 Mr.



[Ipu Gonee TsxenbIX MHEKUMSIX pEKOMEHIyeMmas [103a COCTaBiIseT ogHa Tabiaerka 500 Mr c
MPOJIOHTUPOBAHHBIM BBICBOOOXKICHUEM KIIapUTPOMHUIIMHA.

Y MauMeHTOB C MOYEYHOH HEJOCTATOYHOCTBIO CPEHEN CTENEHH TAKECTH (KJIMPEHC KPeaTHHUHA OT
30 10 60 Mi1/MUH) KOpPpEKLHMS 1036l He TpedyeTcs.

IIpumenenue y oemeit maaduie 12 nem

[IpumeHeHne KTapuTPOMHULIHA B BU/IE TaOJIETOK y eTel muazme 12 1eT He u3yyanochk.

IToGouHoe neiicTBHE

Knaccupukauus noGouHbIX peakuuil M0 4acToTe pasBUTUs (KOJIMYECTBO 3aperMCTPUPOBAHHBIX
CJTy4aeB/KOJMYECTBO MALHEHTOB):

o4eHb yacto (>1/10),

gacTo (>1/100, <1/10),

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

4acToTa Heu3BecTHa (M060YHbIE 3G (PEKTHI U3 OMbITA MOCTPETHCTPALHOHHOIO IPUMEHEHHS; YaCTOTA
HE MOXKET ObITh OLICHEHAa HA OCHOBE MMEIOLMXCS JaHHBIX).

AJleprudecKmre peakilmu

Yacmo: ChIIkb.

Heuacmo. anaQunakToMjHas peakuus', rUIepYyBCTBUTENBHOCT, AEPMATHT OyiUiesHbii', 3y,

KpanMBHUIIA, MaKyJI0-NaIyJe3Has ChIlb".

Yacmoma neuszsecmna: aHaUIAKTHYECKas peakiys, AHTMOHEBPOTHYECKHH OTEK, CEphE3HBIE
KOJKHbIE€ HE)KeJaTe/IbHple peaklUMd (HarpuMep, OCTpbI TeHepaau30BaHHbBIM 3K3aHTEMAaTO3HBI
myctyne3), cuHapom  CTuBeHca-J[)KOHCOHA,  TOKCHYECKHH  SMHAEPMAIbHBI  HEKPOJIHM3,
JIEKApCTBEHHAsl ChIIb ¢ 503uHO(UIMeN u cucteMHoi cumntomMatukoit (DRESS-curapom).

Co CTOpOHBI HEPBHOM CHCTEMBI

Yacmo: ronopHas 60J1b, 0ECCOHHULA.

Heuacmo: n1oTepsi CO3HaHMSA', AMCKUHE3US |, TOIOBOKPYIKEHHE, COHTHBOCT, TpeMop, 6ecroKoicTBO,
MOBBIIEHHAs BO30YIHMOCTE .

Yacmoma mneuséecmua: CyAOpOTH, TICUXOTHYECKHE pACCTPOWCTBA, CIYTAHHOCTH CO3HAHHA,
ACTepCoHaNn3alus, AENpeccus, [AE30pUEHTAlus, TaUTIOUMHALIMK, HapyLUEeHHss CHOBHIEHHUI
(«xolIMapHbIe» CHOBHJICHHS), MTAPECTE3US, MAHUS.

Co CTOpPOHBI KOMKHBIX I[NOKPOBOB

Yacmo.: MTHTEHCUBHOE IMOTOOTACIICHHUE.

Yacmoma neuzsecmua: akHe.
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Co CTOpOHEI MOYEBBIICTUTEILHON CUCTEMBI

Yacmoma neuzsecmua: noye4Hast HEOOCTATOYHOCTH, I/IHTepCTPIHPIaJILHLIﬁ HCq)pI/IT.

Co cTopoHbI 0OMEHA BELIECTB ¥ [TUTaHMs]

Heuacmo: AHOPEKCHUs, CHHXKCHHE aIllICTUTA.

Co cTOpOHBI OMOPHO-ABUIaTCIABbHOIQ anmaparta

Heuacmo: MpIe4HbIi CI'la3M3, KOCTHO-MBILICYHas CKOBaHHOCTbl, MI/IaJ'[FI/Iﬂz.

*
Yacmoma neuzsecmua: pa6z10M140nn32 , MUOITIaTUs.

CoO CTOPOHBI MUIIEBAPUTELHOM CUCTEMEI

Yacmo: Auapes, ppoTa, JUCICIICHUA, TOIIHOTA, 00J1b B 00J1aCTH )KMBOTA.

2, racTpWT, NPOKTANrus’,

Heuacmo: 9300arut!, ractposzodareansHas pedroKcHas OOIe3Hb
CTOMATHUT, [JIOCCHT, B3lyTHE KMBOTA', 3amop, CyXOCTh BO PTy, OTpbIKKA, METEOPH3M, XonecTas®,
TeaTUT B T.4. XOJIECTATUYECKUH WIIH TeNaToLe/LTIONspHbI*.

Yacmoma mneuszsecmuna: OCTPbI NAaHKpPeaTUT, W3MEHEHHE LBETa s3blka M 3y0OB, IMEYeHOYHAs
HE/I0OCTaTOYHOCTh, XOJIECTaTHYECKasl JKeITyXa.

Co CTOPOHBI AbIXATEIbHOM CHCTEMEI

1

Heuacmo: actma', HocoBoe KpoBoTeueHHe?, TpOMG0IMBOTHS Iero4Hol apTepun’ .

Co CTOpPOHEI OpraHoB YYBCTB

Yacmo: nucreB3usl.
Heuacmo: BepTUro, HapylLIeHHE CTyXa, 3BOH B yLIax.
Yacmoma neuzeecmua: riyxota, arep3us (IoTeps BKYCOBBIX OIIYIIEHH#), TApOCMUs, aHOCMHUS.

CO CTOPOHBI CEPACUHO-COCYIMCTON CUCTEMBI

Yacmo: Bazopunatanus’.

. 1 =1
Heuacmo: octaHoBka cepaua, ¢uOpunnauus npexacepauid’, yanuHenue uHTepBana QT Ha
3JIEKTPOKApAMOrpaMMe, SKCTPACHCTONHSA ', OLyIIeH e cepieOHeH s,
Yacmoma neuzsecmua: xelyJ04YKOBas TaXUKaApIus, B TOM YUCIE THNA KUPYIT», DUOPUILIALKS
KETy/I04KOB, KPOBOTEUYEHHE.

Jla600aT0prIe MoKas3aTeJiu

Yacmo. OTKIIOHEHUE B IEYEHOYHOMU npole.

Heuacmo: mnoellieHHe KOHUEHTpalUuH eraTI/IHI/IHal, [NOBBILICHUE KOHUCHTpaUHuH MO‘-IEBI/IHI)II,

1 4 4

HN3MCHCHHUE OTHOIUICHHS aJIBGyMI/IH = FHOG}’J'II/IH , ﬂeﬁKOHeHHﬂ, HeﬁTpOHCHI/I}I s 3031/IHO(bI/UII/Ul,

TpoMGoLMTEMHS’, MOBBILLIEHHE AKTUBHOCTH: anaHMHamuHoTpaHcdepassl (AJIT),

acraptaramuHotpancepassl (ACT), rammarmytamuntpancdepass (I'TT)*, menounoit gocdarazsr?,

nakrataeruaporenasst (JIJIN)*.
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Yacmoma  neussecmma:  arpaHyJOUMTO3,  TPOMOOLMTONEHHMs,  YBEIMYEHHE  3HAYECHHUS
MEeXyHapOAHOT0 HopMaau30BaHHOro otHomenus (MHO), yanuHeHne npoTpoMOHHOBOTO BpEMEHH,
M3MEHEHHUE LBETA MOYM, MOBBIIIEHHE KOHLIEHTPALUU OHIHpYOUHA B KPOBH.

OO01ume paccTpoiicTBa

Ouenv yvacmo: GeGUT B MeCTe HHBEKIIUH .
Yacmo. 60116 B MECTE MHBEKIMH ', BOCTIATEHHE B MECTE HHBEKIINH .
Heuacmo: uenomoraunue”, runeptepmus’, actenus, 6011b B rpyHOI Kietke”, 03106, yromasemocts?.

I/IHd)eKI_II/IOHHLIe U apa3uTapHele 3a00JIeBaHus

1

Heuacmo: HCJUIKOJIMT , KaHAWO03, FaCTpO3HTepl/I’I'2, BTOPUYHBIC I/IH(i)CKLII/II/I3

(B TOM 4yucrie
BAarvHaJIbHbIE).

Yacmoma neussecmna: nceBqoMeMOpaHO3HbIH KOJIUT, POXKa.

[Ipeamonaraercs, 4To 4acTOTa, THI M TSDKECTh HEXKENaTeJbHBIX PeakUuil y AeTell Takas e, KaK y
B3pOCIIbIX.

Ilayuenmul ¢ noOasneHHLIM UMMYHUMEMOM

V nauuentos co CITWlom u apyrumu uMMyHoOAepULMTaMHU, IOy YaOIINX KIAPUTPOMULHMH B oJiee
BBICOKHX JI03aX B T€YEHHUE JIUTEIBHOTO BPEMEHH Ul JICYEHHS] MHUKOOAKTepHATbHBIX HHDEKUHIA,
4acTo TPYAHO OTJIMYUTH HeKenaTesabHble 3G deKTsl npenaparta or cumntoMoB BUY-undekuun wmu
COIYTCTBYIOLIEro 3a00sIeBaHMS.

HauGonee yacTeiMu HexenaTebHbIMM SABJICHUSAMHU y MALMEHTOB, MPUHUMABIIKX CYTOYHYIO 103y
KJIapuTpoMHIIMHA, paBHyro 1000 Mr, OplaM: TOWIHOTA, pBOTA, U3BpAalleHUE BKyca, 00Jib B 00IacTH
KMBOTA, AMapes, Cblllb, METEOPU3M, rojoBHas Oo0sb, 3amop, HapyleHHE CIlyXa, [OBBILIEHHE
aktuBHOCTH ACT u AJIT B kpoBu. Takxke oTMeHYanuCh CIy4an HeXeIaTeIbHbIX SBJIEHUN ¢ HU3KOM
4acTOTOM BO3SHUKHOBEHHUS, TAKUE KAaK OJIbILIKA, OECCOHHULA U CYXOCTb BO PTY.

VYV NauueHToB ¢ MOAABIEHHBIM MMMYHHTETOM MPOBOJIWIIM OLIEHKY J1abOpaTOpHBIX MOKa3aTejiek,
AHAM3UPYs UX 3HAYUTE/IbHBIE OTKIOHEHUS OT HOPMBbI (pe3Koe IMOBBILIEHHE WM CHUXeHue). Ha
OCHOBAaHUM JJaHHOTO KpUTepHs y 2 — 3 % MauueHToB, MOJy4YaBIIUX KJIAPUTPOMHULIMH B 03¢ 1000 Mr
€KEJIHEBHO, OBLIIO 3apPeruCTPUPOBAHO 3HaYUTENbHOE MoBbieHne akTuBHOCTH ACT u AJIT B kpoBH,
a TaKXKe CHUKEHME YMCIIa JIEHKOUMTOB U TPOMOOUMTOB. Y HEOOJBLIOro YKC/a MalMEeHTOB TaKXkKe
OBIJI0 3apPeruCTPUPOBAHO MOBBILIEHHE KOHIIEHTPALIMK OCTATOYHOIO a30Ta MOYEBUHEI.

* B HEKOTOpPBIX COOOMIEHUSX 0 pabIOMHOIIN3E KIAPUTPOMUILIMH IPHHUMAJICS COBMECTHO C JAPYTHMH
JICKApCTBEHHBIMH ~ CPEACTBAMM, C TPUEMOM KOTOPbIX, KaK W3BECTHO, CBS3aHO pa3BHTHE
pabaomuonu3a (cTaTuHbL, GUOPATHI, KOIXHULHH WK aJIOYPUHOI).

' CooBenns 0 1aHHBIX MOGOYHBIX PEaKIMAX ObUTH MOTyHeHbl TOMBKO MPH MPUMEHEHHH Npenapara
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Knauun®, iuoduausar as npuroToBaeHns pacTBopa s HHY3Hil.

? Coo6eHus 0 JaHHBIX MOGOYHBIX PEaKIMAX ObLIN OJIYYEHbI TOMBKO NPy IPUMEHEHUH Tpernapara
Knauun® CP, Tabnetku ¢ NIPOJIOHTMPOBAHHBIM ~ BBICBOOOJK/IEHUEM, [OKPBIThIE IUIEHOYHOM
000I04KOH.

3 CoollLueHHs 0 NaHHBIX M0GOYHBIX PEAKIIHMSX ObUIH T10JIyYEHBI TOBKO NP IPUMEHEHHH Mpernapara
Knauua®, rpaHyJisl 11 IpUrOTOBJIEHHS CyCTIEH3MH /15 IPHEMA BHYTPb.

* Coobuienus 0 TaHHBIX MOGOYHBIX PEaKIMAX ObLIU Oy YEHbI TOIBKO [py MPUMEHEHHUHU Npernapara

Knauun®, Tabnerku, MOKPBITHIE IJIEHOYHOH 000JI0YKOIA.

Ilepego3upoBka

Cumnmomer: nprem OONbLION J03bl KIAPUTPOMULIMHA MOXKET BbI3BATH CHMMITOMBI HAPYLIEHHH CO
CTOPOHBI XKEJTy JOYHO-KUIIEYHOTO TPaKTa.

V 0HOro nauueHTa ¢ OUMONSAPHBIM PACCTPOMCTBOM B aHAMHE3€ MOCIIe NpUemMa 8 I' KJIapUTPOMHUIIMHA
OMUCaHBl W3MEHEHHUs NCHUXMWYECKOrO COCTOSIHMS, MapaHOWAANBbHOE MOBEJCHUE, TUIOKATHEMUs U
TUITOKCEMHUSI.

Jleuenue: Npu MepeO3ZUPOBKE ClIEAyeT YAAIUTh HeaOCOpOUPOBAHHBIN Mpernapar W3 JKelyJI04YHO-
KHMIIEYHOro TpakTa (IMPOMBIBAHME JKETy[Ka, MPHEM AKTUBHUPOBAHHOIO YIJIs U Jp.) U MPOBECTH
CUMIITOMATHYECKYO Tepanuioo. ['emMoauanu3 W NEepUTOHEANBHBIM JHaIM3 HE OKa3bIBAIOT
CYLIECTBCHHOT'O BJIMSHHS HA KOHLEHTPALMIO KJIAPUTPOMULIMHA B CBIBOPOTKE, YTO XapaKTepHO U IS

JApYTUX MpenapaToB rpymnibl MaKpPOJIH/IOB.

Bzanmoueiicnme C APYrdMH JIEKAPCTBEHHBIMH CpeACTBAMH

Lpumenenue cnedyoux npenapamos cOBMeCmHo C KI1apumpOomuyuHom npomusonoKd3aHo 8

C8A3U C B03MOACHOCBIO PAZBUMUSL CEPbe3HbIX NODOUHBLX 3d)¢bel<moe:

Huzanpuo, numosuo, mephenadun u acmemu3zon

[Ipy coBMeCTHOM npHeMe KIAPUTPOMMLMHA C MU3ANPHAOM, MHUMO3HAOM, Tep(hEeHaJUHOM WM
acTEMM30JI0M COOOIIAI0Ch O MOBBILIEHUH KOHLEHTPALUK MOCEAHUX B IUIA3Me KPOBM, YTO MOXKET
NPUBECTH K yAnvHeHuro wuHTepBasa QT W MNOSABIGHHIO CepACYHBIX aAPUTMHI, BKIIOYAs
KEJTYJOUKOBYIO TaXWKapAui0, GUOPHIUALHIIO JKeTyJ0YKOB W JKEIYJOYKOBYIO TaXMKApAMIO THIA
«rmupys>™ (cM. paszaen «IIpoTuBonokazanus»).

AaKanouost cnopsinbu

[TocTperucTpaoHHBIE  MCCIE0BAaHMSA TOKA3bIBAKOT, 4YTO MPH COBMECTHOM TPUMEHEHHH

KJIapUTPOMHUIIMHA C SProTaMUHOM WM JUTHAPOSPrOTAMHHOM BO3MOJKHBI CJIEAYIOLIUE S(b(i)eKTbl,
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CBA3aHHBIC C OCTPBIM OTPaBJIEHUEM I[IpernapaTaMy TIpYIIbl 3PrOTAMUHOB: COCYAMCTBIA crasMm,
MUIEMHUsS KOHEYHOCTEH M JApYrMX TKaHed, BK/IOYas LEHTPAJbHYI0 HEPBHYIO CHCTEMY.
OnHOBpEMEHHBIH MPHEM KJIAPUTPOMMLIMHA C aJIKaJOHIaMH CIIOPBIHBM MPOTUBOIMOKA3aH (CM. paszesn
«IIpoTUBOMOKA3aHUSAY).

Muoazonam 01a nepopanvHo20 NPUMEHeHUA

I[Ipy coBMeCTHOM NPHUMEHEHUH MU/1a30]1aMa U KJIapuTpoMuLHa B popme Tabaetok (500 mr aBa pasa
B JeHp) oTrmeyanocy ypeaumueHne AUC mupgasonama B 7 pa3 mocje MepopalbHOro IpHeMa.
O/IHOBpEMEHHBIN TpHUEM KIAPUTPOMHIMHA C MHJA30JaMOM Ui TEpOpPalbHOrO MpPUMEHEHHS
NpOTUBOINOKa3aH (cM. pazzaen «[IpoTuBonokazanusy).

Hnzuoumopwr I'MI'-KoA-pedykma3zel (cmamutbot)

OHOBpEMEHHBIH NPUEM KIaPUTPOMHUIIMHA C JIOBACTATUHOM MJIM CHMBACTATUHOM MPOTHBOIOKA3aH
(cm. paspen «IIpoTuBomoKazaHus») B CBA3U C T€M, YTO JJaHHBIE CTATHHBI B 3HAYHUTEIBHOW CTENEHU
metabonusupyrotes nzodepmentom CYP3A4, u coBMecTHOe NMpUMEHEHHE ¢ KJIAPUTPOMULIMHOM
MOBBIIIACT HMX CBIBOPOTOYHBIE KOHLEHTPAUMM, YTO IMPUBOAMT K MOBBILIEHUIO PUCKA Pa3BUTHS
MHOMNATUM, BKIo4Yas pabaomuonus. Coolbwanock o ciaydasx paGaoOMHONM3a Y MAlLUEHTOB,
NPUHUMABLIMX KJIAPUTPOMULUH COBMECTHO C JaHHBIMH MpernapatamMud. B ciydae HeoOX0AUMOCTH
NPUMEHEHHUS KIIADUTPOMHULMHA CIIEAYET MPEKpaTUTh [pHEM JIOBACTaTHMHA WM CHMBACTaTHHA Ha
BpEMsl Teparuu.

KnaputpoMuLuH cieyer npuMeHsATh ¢ OCTOPOXKHOCTBIO IPH KOMOMHUPOBAHHOM TEPAINHH ¢ APYTUMH
craTiHaMu. B cimydae HeoOXOJMMOCTH COBMECTHOTO MpHeMa pPEKOMEHAYeTCs [PUHHUMATh
HaMMEHBILYIO 103y CTaTHHA. PeKOMeHayeTCs NPUMEHATh CTATUHBI, HE 3aBUCAIIKE OT MeTaboaIM3Ma
uzopepmenta CYP3A (nanpumep, ¢uryBactatun). CiiefyeT KOHTPOJIMPOBATh Pa3BUTHE MPU3HAKOB U
CUMIITOMOB MUOTATHH.

JTomumanuo

OnHOBpEMEHHBIH MpPHEM KJIAPUTPOMHLMHA C JIOMHUTAMIOM [POTHBONOKA3aH M3-3a pPHUCKA
CYIIECTBEHHOTO  TOBBIIIEHHMsS AaKTUBHOCTH TpaHCaMMHa3 B IUla3Me KpPOBH  (CM. pasjel
«IIpoTuBOMOKa3zaHUAY).

Bauanue opyzux 1eKapcmeeHHblx npenapamos Ha Ki1apumpomuuuH

HaHHLIe Ha6HlO,IICHPII7[ IOKasalJiu, 4TO COBMECTHOC [PUMEHCHUEC A3UTPOMHUILIMHA C
THIPOKCHUXJIOPOXHHOM Yy MAalUEHTOB C PEBMATOUJHBIM apTPUTOM CBSI3aHO C MOBBILLIEHHBIM PHUCKOM
CepACYHO-COCYAUCTBIX COOBITUH H CCpHe‘-IHO-COC}’IIHCTOﬁ CMEPTHOCTHU. N3-3a  BO3MOXKHOIO

AHAJIOTMYHOT'O pUCKa IpPH NMPUMEHEHUU APYTUX MAKpPOJHJ0B B COUYETAHUU C THAPOKCUXITIOPOXHUHOM
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WM XJIODOXHHOM CJI€AYeT TIIATEJIbHO B3BECHTh COOTHOIUEHME IOJIb3bl U PHUCKA, MPEXIE YeM
Ha3Ha4aTh KIIAPUTPOMHLIMH JFOOBIM NALMEHTaM, IPHHUMAIOLIHM THIPOKCHXJIOPOXHH MU XJIOPOXHUH.
[Ipenapatel, sBasiommecs wuHgykTopamu uzopepmenta CYP3A  (wmampumep, pudamMmouMuuH,
(enntonn, kapbamaszenuH, (peHoGapOuTa, 3BepoGOH MPOABIPABIEHHBIH), MOTYT HHIYLHPOBATH
MeTaboMIM3M KIApUTPOMULMHA. DTO MOKET MNPHBECTH K CyOTepaneBTHYeCKOH KOHIEHTpalnu
KJIapUTPOMHLIMHA, YTO MPHUBOAUT K CHMXKEHHIO ero 3ddexktuBHocTH. KpoMe Toro, HeoOXoammo
Ha0/I0/1aTh 32 KOHUEHTpauuel naaykTopa usopepmenta CYP3A B miasme KpoBM, KOTOpas MOXKET
MOBBICUTBCS W3-32 MHrUOMpoBanus m3odepmenta CYP3A knaputpomuuuuom. Ilpu coBmecTHOM
npuMeHeHud pudabyTMHa M KIApUTPOMHMUMHA HAGMIONAnOCh  MOBBIIEHHE [IA3MEHHOM
KOHLIeHTpaluk pupabyTMHa M CHMJKEHHE CHIBOPOTOYHON KOHUEHTPALMM KIAPUTPOMHILMHA C
NOBBIIIEHHBIM PUCKOM Pa3BUTHs YBEUTA.

Cnenyrompe npemapaTel  00JaJal0T — I0Ka3aHHBIM WM [PEANOSaraeMblM  BIMSHHEM Ha
KOHLEHTPALMIO KJIAPUTPOMHMLMHA B [UIa3M€ KPOBHM; B CIy4Yae HUX COBMECTHOIO MPUMEHEHHS C
KJIapUTPOMULIMHOM MOXET MOTpeOOBaThCA KOPPEKUMS 03 MM [Epexo] Ha aabTepHATUBHOE
JIeYeHHUE.

S¢pasupens, nesupanun, pugpamnuyun, pudadymun u pudanenmun

CuibHbIE MHIYKTOPBI cHCTeMBI LUTOXpoMa P450, Takue Kak aaBupens, HeBUpanuH, pudaMIHLKH,
pruabyTHH ¥ pUDANEHTHH MOTYT YCKOpSTh METaboJIM3M KIAPUTPOMULMHA M TaKHM 00pa’om
MIOHMIKATh KOHIIEHTPALIMIO KIIAapUTPOMHUIIMHA B 1IJ1a3M€ M BMECTE C TeM MOBbILIATH KOHIEHTpaLHIo 14-
OH-knaputpomMuUMHa — MeTaboJUTa, TAKXkKe SBISIOUIETOCS MHKPOOHOJOTMYECKH aAKTHBHBIM.
[Tockonbky MHKpOGHONOrMYecKas aKTHBHOCTh KIApUTpOMMUMHA W 14-OH-kmapurpomuiina
OTJIMYAETCA B OTHOLICHHH PA3IMYHBIX OaKTepui, TepaneBTHYECKUI 5P PEKT MOKET CHIKATBCS TPH
COBMECTHOM NPUMEHEHHMH KJIAPUTPOMULIMHA H UHIAYKTOPOB (h€PMEHTOB.

Smpaeupun

KoHueHTpauus K1apuTpOMULMHA CHUIKAETCS HPH MCIIOJIb30BAHMM STPABUPUHA, HO MOBbIIIACTCS
KOHUEHTpauMsA  akTHBHOro  metabomura  14-OH-knapurpomuumna.  I[lockoneky — 14-OH-
KJIapUTPOMHLUKMH 00J1aJaeT HU3KOH aKTMBHOCTBIO M0 OTHOUICHWIO K MH(ekuusam Mycobacterium
avium complex (MAC), MOKeT MEHAThCA 00lasi aKTHBHOCTH B OTHOILIEHHH 3THX BO30YIHTENEi,
nosromy /uisi nedenus MAC crieyer paccMaTpiBaTh albTEPHATUBHOE JIEYEHHUE.

Daykonazon

CoBmecTHbli npuem ¢urykoHaszona B 103e 200 Mr exkeIHEBHO U KJIapUTPOMHLMHA B 03¢ 500 Mr 1Ba
pasa B eHb y 21 370poBOro 106poBOJIbLIa IPUBEJ K YBEIHYEHUIO CPETHEr0 3HAUYCHHS MUHUMAJTBLHOM

PaBHOBECHOH KOHLIEHTpaUnu K1apuTpoMuUMHa (Cmin) 1 AUC Ha 33 % u 18 %, cooteetcTBeHHO. [Tpn
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5TOM COBMECTHBI NPHEM 3HAYMTENILHO HE BIMSJI HAa CPEIHIOK PAaBHOBECHYIO KOHIIEHTPALIUIO
akTuBHOro merabonura 14-OH-knapurpomuuuna. Koppekuusi 103bl KJIQPUTPOMHIIMHA B CIIydae
COMYTCTBYIOLIEro npuema uiykoHas3ona He Tpedyercs.

Pumonagup

DapMakOKMHETUYECKOE UCCIIEJ0BAHHUE [T0KA3aJ10, YTO COBMECTHBIN PHEM pUTOHABUpa B 03¢ 200 Mr
Ka)K/Ible BOCEMb YacOB M KJIapUTpoMHLHMHA B J03e 500 Mr kaxabie 12 4acoB MpHBes K 3aMETHOMY
NOJABIECHUIO MeTabonu3Ma KiapuTpoMuiuHa. [lpu coBmecTHOM mnpueme puTOHaBUpa Crmax
KJIapUTPOMHULKHA yBenu4unach Ha 31 %, Cmin yBesnmuunack Ha 182 % u AUC yeenuuunniack Ha 77 %.
bbi10  OTMeueHO mnpakTHYecKM [OJNHOE MoAaBieHue obpasoBanus 14-OH-knapurpoMuumHa.
briaroaps mMpokomy TepaneBTHYECKOMY JHara3oHy KIApUTPOMULMHA YMEHBIIEHHE €ro J03bl Y
NAalMEeHTOB ¢ HOpPMajbHOH MouyeyHOW ¢yHKUMer He TpeOyercs. Y MALMEHTOB C IOYEYHOM
HE/I0OCTATOYHOCTBIO LEJECO00Pa3HO PACCMOTPETh CIIEYIOIINE BApUAHTBI KOppeKunu 103bl: ipu KK
30 — 60 my1/MuH 1032 KIapUTPOMHLMHA JOJDKHA ObITH yMeHbIueHa Ha 50 %. PutoHaBup He cieayer
COBMECTHO NMPUHUMATh C KJIAPUTPOMHULIMHOM B [103aX, MPEBHILIAIOMMX | I//1eHb.

CXo/1HBIE KOPPEKLIHMH /103 IOJKHBI PACCMaTPHBATBCS Y MALMEHTOB CO CHIXKEHHOM (QyHKLMEN Moyek,
€CJIM PUTOHABUP UCIIONB3YETCs KaK (hapMaKOKUHETUUECKHH «yCHIUTENb» MPH MPUMEHEHUH JPYTHX
uHruouTopos mnporteassl BWY, Bkirowas arasaHaBup M CakBUHABMp (CM. mojpaszen
«JIByHampaBeHHOE B3aUMO/ICHCTBHE JIEKAPCTBY).

geﬁcmaue Kiapumpomuuuna Ha opyzue 1eKapCceeHHble npenapamnisl

Anmuapummuueckue cpedcmea (XUHUOUH U OUZORUPAMUO).

B03MOKHO BO3HMKHOBEHHE JKENYJ0YKOBOM TaxXUKapAWH THNA «IHPYIT» [PH COBMECTHOM
MPUMEHEHUH KIAPUTPOMMIIMHA W XMHWIWHA WM Au3onupamuja. [Ipu ogHOBpeMeHHOM mMpueme
KJIapUTPOMUIMHA €  O3THMHM  [penaparamMd  CIEIYeT pPEeryJsipHO IMPOBOAMTH  KOHTPOJIb
3JIEKTPOKApAMOTrpaMMbl Ha TpeMeT yBenuveHus uHTeppana QT, a Taxoke crneayeT KOHTPOIUPOBATE
CBIBOPOTOYHbBIE KOHLUEHTPALIUH 3THX MPenapaTos.

[Ipy moCTperucTpauMoHHOM MPUMEHEHHH COOOIIANIOCh O CIy4asX Pa3BUTHs THUIIOLIMKEMMH MPH
COBMECTHOM [pHeME KJIApUTPOMULUMHA M Jau3onupamuja. HeoOXomqumo KOHTPOIHpPOBATH
KOHLIEHTALMIO T[JIFOKO3bl B KPOBH MPH OJHOBPEMEHHOM MPUMEHEHWH KJIAPUTPOMHIIMHA W
AU30MMpaMK/Ia.

Iepopanvnusie 2unoznukemuyeckue cpedcmea/uncyiun

[Ipy COBMECTHOM NMpPUMEHEHMH KJIAPUTPOMMIMHA M MEPOPAJIBHBIX TUMOTIMKEMUYECKUX CPEICTB
(Hampumep, NPOM3BOJAHBIE CY/Nb(GOHUIMOYEBHHBI) W/WIM WHCYJIMHA MOXKeT HaOIIOAaThCs

BbIpaX€HHas TUIIOIIMKEMHUS. OﬂHOBpeMeHHOC [NPUMCHCHHUC KJIApUTPOMHUILIMHA C HEKOTOPBIMHU
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TUINIOTIMKEMUYECKUMH  [IpenapataMy  (HarmpuMep, HATErJIMHUI, [HUOTJIMTA30H, penarjidiHua ¢
POCHUIIIMTAa30H) MOXET MPHUBECTH K MHrubupoBanuio usodpepmenta CYP3A KiIapuTpOMHULIHHOM, B
pe3ysibTaTe YEro MOXKET pa3BUThCA TUIONIMKeMUsA. PexkomeHayeTcs TLIaTelbHBbIH KOHTPOJIb
KOHLIEHTPALIUHU TJTFOKO3BI.

Bzaumooeiicmeus, odycnoenennsie usohepmenmom CYP3A

CoBMecTHBIN MpUEM KJIApUTPOMHIIMHA, KOTOPBI, KaK H3BECTHO, HHIHOUpyeT u3opepment CYP3A,
¥ [IpenapaToB, nepBu4HO MeTaboausupyomuxcs uzopepmerrom CYP3A, moxeT accouupoBaThCs
C B3aUMHBIM TIOBBILIEHHEM HMX KOHUEHTPALUMUH, YTO MOXET YCHUIUTh WJIH TNPOJUIUTh Kak
TEparneBTUYeCKre, Tak M noboyHsle 3¢dekThl. KIapuTpoMUUMH clieqyeT ¢ OCTOPOXKHOCTBIO
NPUMEHATh TMAalKMeHTaM, IOJIy4alolMM TpenapaThl, sABJgOLMecs cyOcTpatamu u3odepmeHTa
CYP3A, ocobeHHO ecnu 3TH mpenapartbl UMEIOT Y3KHH TepaneBTHYECKHM AMana3oH (Harmpumep,
KapOaMasenuH), W/WIM MHTEHCHBHO MeTaboMM3upyroTcss 5TuM  QepmeHToM. B ciywae
HEOOXOMMOCTH JIOJKHA TMPOBOJMTHCS KOPPEKLMs [103bl Mpenapara, NPUHUMAEMOrO BMECTE C
KITapUTPOMHULIMHOM. TakKe, 1o BO3MOKHOCTH, JOJDKEH IPOBOAUTHCS MOHHUTOPUHT CHIBOPOTOUYHBIX
KOHLEHTPALMI MpenapaToB, NepBUYHO MeTabonusupyromuxcs uzopepmentom CYP3A.
MeTabonu3Mm creayomux npenapaToB/KIIaccoB OCyLIeCTBIseTCs TeM xe uzodepmentom CYP3A,
4TO M MeTabolM3M KIAPUTPOMMIMHA, HAlpUMep, ajrpa3sojiaMm, KapOamaseluH, LHJI0CTa30ll,
UMKJIOCTIOPUH,  JW30MMPAaMHU, METHIIIPEAHU30JIOH, MMJa30/aM, OMEeNpas3oj, MepopaibHbIe
aHTUKOAryJIsiHThl  (Hampumep, BapapuH,  puBapokcabaH,  amukcalaH),  aTHIHYHbIE
AQHTUIICUXOTHYECKHE CPEICTBa (HampuMmep, KBETHANWH), XUHHAUH, pupalbyTuH, cuaaeHadu,
TaKpOJMMYC, TpuasonaM U BuHOnactuH. Takxke k aronucram uzodepmenta CYP3A orHocaTcs
ClIeTyIOLIKe MPenaparsl, IPOTUBOINOKA3aHHBIE K COBMECTHOMY MPUMEHEHHUIO C KIApUTPOMUIIHHOM:
acTeMH30J1, UM3aNpHU/I, NUMO3U], TepdeHaanH, JIOBACTATHH, CUMBACTATHH U aJKaJOHIbl CIIOPBIHBH
(cm. pasgen «IlpotuBonokasanus»). K mpemnaparam, B3auMOAEHCTBYIOIMM MOJ0OHBIM 00pa3om
yepes Apyrue u30pepMEHThl B paMKaX CHCTeMbI LIUToXpoMa P450, oTHocsTes peHuTorH, Teopuumn
U BaJIbIIPOEBAs KUCIIOTA.

Henpamvie anmukoazynanmet

[Ipu coBMecTHOM npueme BapdaprHa U KIapUTPOMHLIMHA BO3MOXKHO KPOBOTEUEHHE, BEIPAKEHHOE
ysenudenue MHO wu mpoTrpomOGuHOBOro BpemeHH. B ciyyae COBMECTHOro MNpUMEHEHHs C
Bap(hapHHOM WM JIPYTUMH HENPSIMBIMU aHTHKOArYJITHTAMH HEOOX0AMMO KoHTposupoaTh MHO u
NpOTPOMOUHOBOE BPEMS.

Ilepopansubie aHmuKoazynasHmel RPAMO20 OCUCMEUs
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[lepopanbHbiii  aHTHKOATYIAHT NpPAMOro MAeHCTBUs jJa0uratpaH sBjisercs cyOoCTpaToM  [uis
3¢ dmokcHoro  Genka-nepeHocurka P-rimkonporenna (P-gp). PuBapokcaban u  anmkcabaH
MeTabonusupytotes ¢ ydactuem uzodepmenta CYP3A4 u taxxke seisiores cyberpatamu mns P-gp.
Crnenyer cobmoaaTh OCTOPOXKHOCTH IMPU OJHOBPEMEHHOM MPUMEHEHHH KIApUTPOMMIMHA C
AAHHBIMH [IperiapaTaMu, 0COOEHHO y MalMEHTOB € BBICOKMM PHCKOM KpoBOTeYeH s (cM. pasaessl «C
OCTOPOKHOCTBEO» U «OcoOble YKa3aHUs»).

Omenpazon

Knaputpomuuun (no 500 Mr kaxzsle 8 4acoB) MCCIIEI0BANICS Y 30POBBIX B3POC/IBIX J0OPOBOJIBIIER
B KoMOMHauuu ¢ omenpasonoMm (mo 40 wmr exeaHeBHO). [lpu COBMECTHOM MpPHMEHEHHH
KJIapUTPOMHUIIMHA M OMEINpa30Jjia PaBHOBECHBIE IUIA3MEHHBbIE KOHLEHTpPALMM OMerpas3osia ObLIH
yBenu4eHbl (Cmax, AUCo-24 1 T2 yBenuunmuce Ha 30 %, 89 % u 34 % cootBetcTBeHHO). CpenHee
3HaveHne pH xesyaxa B Teuenue 24 4acoB COCTaBUIO 5,2 MpPH MMPHEME OMENPa3o/ia B OTAEIbHOCTH
¥ 5,7 npu nprueMe oMernpasosia COBMECTHO C KIIAPUTPOMHULIUHOM.

Cunoenagpun, maoanagun u eapoenagpun

Kaxapiit u3 stux uHruburopor docdoauscrepassl MeTaboau3nupyeTcs, o KpaHeil Mepe, 4aCTUYHO
¢ yuactuem uzodepmenta CYP3A. B 1o e Bpems uzopepmentT CYP3A MOKeT HHTHOMPOBATHCS B
NPUCYTCTBUU KIapUTpoMulMHa. COBMECTHOE NPUMEHEHUE KIAPUTPOMMIMHA C CHJAeHADHIOM,
TafanaduioM UM BapeHaGUIOM MOXET MPUBECTH K YBEIMYEHUIO HHIHOUPYIOLIErO BO3AEHCTBUS
Ha pocoausctepasy. [Ipu npuMeHEHHHN STHX MPENAPATOB COBMECTHO C KJIAPUTPOMULIMHOM CIIEAYET
paccMOTpeTh BO3MOKHOCTE YMEHBLIEHUS 103kl CUieHaduIa, Taganaduna u BapaeHadua.
Teogpunnun, kapoamasenun

[Ipy cOBMECTHOM MPHUMEHEHUH KIAPUTPOMHIMHA U TeOPHUIMHA WM KapbamaseluHa BO3MOXKHO
NOBBIIIECHHE KOHLIEHTPALMU JaHHBIX [IPENapaToB B CHCTEMHOM KPOBOTOKE.

Tonmepooun

[lepBuunbIli MeTaboOMM3M TOATEPOAMHA OCyllecTBIseTcs yepe3 2D6 uzodopmy umroxpoma P450
(CYP2D6). Opnako B 4acTH MOMYJSILMH, JUIIEHHOW u3opepmenta CYP2D6, meraGonusm
npoucxoaut 4yepes usopepmeHT CYP3A. B aT0ii rpynmne HaceneHus nopasieHue u3zopepMeHTa
CYP3A npuBOAMT K 3HaYMTEIBLHO GoJee BBICOKUM KOHLIEHTPALMSAM TOJTEPOIMHA B CHIBOPOTKE. B
NOIMYJIALMK C HU3KUM YpPOBHEM MeTabonm3ma yepes uzopepment CYP2D6 moxker morpeGoBaThes
CHHMJKEHHE JI03bl TOJTEPOAMHA B IMPUCYTCTBUM WHTrUOUTOpoB m3odepmenta CYP3A, Takux Kak
KJIapUTPOMHILIMH.

Ebenszoouasenunvt (nanpumep, annpazonam, MuOazonam, mpuazonam)
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[Ipu coBMeCTHOM NpuMeHeHUH MUIa30/1aMa U TablIeTOK KnapuTpomuuuHa (500 Mr 1Ba pasa B [eHb)
oTmeyanock ysenudenne AUC wmuaazonama: B 2,7 pasa [oclie BHYTPMBEHHOTO BBEISHHS
MHaasonama. Ecin BMecTe ¢ KIapuTpOMULMHOM NPHMEHSETCs BHYTPUBEHHAs GopMa MHIa30/1aMa,
CIICAYeT TIATEIbHO KOHTPOJMPOBAThH COCTOSHME MAlMEHTAa AJISI BO3MOXKHOW KOPPEKLMH O3Bl
BBeeHne siekapcTBEHHOro MpemapaTa 4Yepes CIAM3MCTYIO 0GOJI0YKY MOJOCTH pTa, KOTOPOE AAeT
BO3MOXXHOCTE OOOWTH MPECHCTEMHYIO SJIMMHHALIMIO JIEKAPCTBEHHOTO TpenapaTa, cKopee BCero,
NIpUBEZIET K B3aWMOJCHCTBUIO aHAJIOTMYHOMY TOMY, KOTOpOe HaOIIOAAeTcsi MPH BHYTPUBEHHOM
BBEJICHUHU MH/1a30J1aMa, a He TIPpH NepopabHOM MPUEME.

Taxue e Mepbl PeOCTOPOKHOCTH CIIEYET MPUMEHSTH U K APYTUM GEH30/IMa3eMHAM, KOTOpble
metabonmsupyrotes  uzodepmentom CYP3A, Bkmovas Tpuasonam U anmpasonmam.  J{is
OeH30/Ma3eNMHOB, BHIBEACHHE KOTOPBIX He 3aBMCUT oT u3opepmenta CYP3A (temazemawm,
HUTpa3enam, Jiopasenam), MAaJOBEpOSTHO  KIMHMYECKM 3HAYMMOE  B3aMMOJEHCTBHE ¢
KJIapUTPOMHULIMHOM.

[Ipy CcOBMECTHOM NpPHUMEHEHHH KIAPUTPOMHIMHA M TpHA3ojaMa BO3MOXKHO BO3JEHCTBHE Ha
LeHTpalIbHYy10 HepBHYIO cuctemy (LIHC), Hanpumep, COHIMBOCTD M CIyTAHHOCTL CO3HaHUA. B cBs3M
C 5THUM, B ClTy4ae COBMECTHOTO MPUMEHEHHUS, PEKOMEHYETCs CIEAUTh 3a CUMIITOMAaMHU HApYIIEHHs
LIHC.

Bzaumooeiicmsus ¢ Opyeumu npenapamamiu

Konxuyun

Konxuuun sBasercs cyberpatom kak  m3opepmenta CYP3A, Tak W Genka-nepeHOCUMKa,
P-rmukonporenna (Pgp). M3BecTHO, 4YTO KIAPUTPOMHMLMH M JAPYyrHe MaKpOJIMIbl SBISIOTCS
unrubutopamu msodepmenta CYP3A u Pgp. [lpu coBMECTHOM mNpHeMe KIApUTPOMHIMHA H
KONXuUMHa uHrubuposanue Pgp w/mam msodepmenta CYP3A MOKeT MpPUBECTH K YCHJIEHMIO
ACHCTBUS  KOJIXMLMHA. 3aperMCTPUPOBAHBI  MOCTPETHCTPALMOHHBIE COOOWIEHHS O  ClIy4asx
OTpaBJIEHUs KOJXULMHOM I1PU €r0 OJIHOBPEMEHHOM MPHEME C KJIAPUTPOMHLIMHOM, Yallle Y MOKUIIbIX
MalUEeHTOB ¢ MOY€YHOM HEA0CTaTOYHOCThIO. Kak coobuanocs, HEeKOTOphIe ClIy4an 3aKaH4YMBaIHCh
NeTanbHbIM ~ MCX0A0M. OIHOBpEMEHHOE MpPUMEHEHHE KIAPUTPOMMUMHA W  KOJXMIHHA
NPOTHUBOIOKa3aHO (cM. pa3aen «IIpoTuBonokazanusy).

Huzokcun

[Ipeanonaraercs, 4To AUrOKCHH siBisetcss cyGerpatom Pgp. M3BecTHO, uTO KIapuUTPOMHIIMH
uHrubupyer Pgp. Ilpu coBMecTHOM mHpreMe KIapUTPOMHUMHA U AMIOKCHHA MHIHOHpoBaHue Pgp
KIIapUTPOMHULIMHOM MOXKET TMPHUBECTH K YCHJIEHHIO JeHCTBUSA AUrokcuHa. [locTpeructpanuoHHble

HUCCIeJOBAaHMUs MOKa3ald, YTO COBMECTHBIN NpUEM JUIOKCHMHA U KIApUTPOMHUIHHA TAKXKE MOXKET
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MPUBECTH K MMOBBILIEHHUIO CHIBOPOTOYHOW KOHLEHTPALMK OMIOKCHHA. Y HEKOTOPHIX MAIMEHTOB
OTMEYAIUCh KITMHUYECKHE CUMIITOMBI OTPABJIEHHS IMTOKCHHOM, BKJIKOYasi MOTEHIMAIBHO JIeTaIbHBIE
aputMuu. [lpu coBmecTHOM mnpueMe KIapUTPOMHIMHA M JMIOKCHHA CleJyeT TIIATEIbHO
KOHTPOJIMPOBATE KOHLIEHTPALIMIO IUTOKCHHA B CHIBOPOTKE.

3uooeyoun

OAHOBpeMeHHBIH MpueM Tab/1eTOK KIapUTPOMHLMHA M 3U0BY/IMHA IEpOpaIbHO B3pocabiMiu BHUY-
MHQULUMPOBAHHBIMY MALMEHTAMH MOXET MPHBECTH K CHIDKEHHIO DABHOBECHON KOHLEHTPALHH
3UJOBYUHA.

[TockonbKy KIapUTPOMMUMH BIMAET Ha BCACHIBAHME 3HMOBY/MHA TP MEPOPATBHOM IpHEME,
B3aMMOJ/ICHCTBHA MOXXHO B 3HAYMTENBLHOH CTENEHM M30eKaTh, NPUHUMAS KJIAPUTPOMHULMH M
3UJ0BYJMH C UHTEpPBaJIOM B 4 yaca.

Ilogobuoro B3aumoneiicteus He Habmomanun y BUY-uHUUMPOBAHHBIX [eTel, MPUHUMABLIMX
AETCKYIO CYCMNEH3UI0 KIAPUTPOMULUKMHA C 3MIOBYJMHOM WM JUAE30KCMHHO3UHOM. [loCcKOsBKY
KJIapUTPOMHUIIMH MOXKET MPEMsATCTBOBATL BCACHIBAHMIO 3U/I0BY/IMHA TPU UX OJJHOBPEMEHHOM IIPHEME
BHYTPb y B3POCJIBIX [IALIMEHTOB, 000HOE B3aUMO/ICHCTBHE BPsI/ JI BO3MOXKHO [P MCIIO/Ib30BAHHH
KJIapUTPOMHUIMHA BHYTPUBEHHO.

Denumoun u anbnPoeeas KUcioma

Wmerotess  naHHBle O B3aMMOJCHMCTBHAX MHrUOMTOpoB u3opepmenta CYP3A  (Bimouas
KJIapUTPOMHLKMH) C MpernapartaMu, KOTOpble He MeTabOoIM3UPYIOTCS ¢ MOMOLIbIO HM30(epMeHTa
CYP3A (¢denutonHOM M BanbmpoeBoii KucIoToM). JIis AaHHBIX MpenapaTtoB, MPH COBMECTHOM
NPUMEHEHUH C KIIADUTPOMHULIMHOM, PEKOMEH/IYETCsl ONpPe/IeIeHHe UX CBIBOPOTOYHBIX KOHLEHTpPALIHIA,
TaK KaK UMEIOTCS COOOIEeH s 00 UX MOBBILIEHUH.

Jlsynanpasnennoe e3aumooeticmaue 1eKapcme

Amaszanagup

KnaputpoMuuus 1 atasaHaBup sBIAIOTCA KaK CyOCTpaTamu, Tak M MHTMOMTOpaMH M30depMeHTa
CYP3A. CymecTByeT CBUIETENLCTBO JBYHAINPABICHHOTO B3aUMOIEHCTBHA STHX MpPENapaToB.
CoemecTHOE npuMeHeHUe KnapuTpoMuuiHa (500 Mr 1Ba pasa B eHb) U atasaHaeupa (400 Mr oauH
pa3 B JICHb) MOXET IpPUBECTH K ABYKPATHOMY YBEIHYEHHIO BO3JECHCTBMS KIAPUTPOMMIMHA W
yMeHbLIeHHI0 Bo3zeicTBus 14-OH-knaputpomunna Ha 70 %, ¢ yBenmuenuem AUC aTtazaHaBupa Ha
28 %. bnaromaps MWMPOKOMY TepaneBTHYECKOMY AMAINa30Hy KIapMTPOMHMIMHA yMEHBIICHHE ero
03Bl y MAalMEHTOB C HOPMalbHOH (QyHKLMeH noyek He TpeOyercs. YV MALMEHTOB C yMepeHHOI
noveyHoit HezpocraroyHocTeto (KK 30 — 60 mi/MHH) 10338 KIaPUTPOMHULIMHA JO/DKHA OBITH

ymenbiieHa Ha 50 %. Y naunentos ¢ KK meHee 30 My1/MHH 103y KIapUTPOMMLMHA ClIeyeT CHU3UTh

20



Ha 75 %, Wcnonp3ys Ui 3TOr0 COOTBETCTBYIOLIYIO JEKapCTBEHHYIO (OpMY KIIAPUTPOMHIIMHA.
Knapurpomuuusa B no3ax, npepbimaomux 1000 Mr B CyTKH, Hellb3s MPUMEHSATH COBMECTHO C
HMHTUOMTOpaMH MpoTeas.

Bnokamopstr «meonennbixy Kaibuueevix KaHAN06

IIpy OAHOBpEMEHHOM MPHUMEHEHMU KJIAPUTPOMHULMHA U OJIOKATOPOB «MENJIEHHBIX» KallbLIMEBBIX
KaHa/oB, KOTOopele MeTabonusupytoress wuzodepmentom CYP3A4 (mampumep, Bepamammul,
aMJIO/IMIIMH, WJITHa3eM), CledyeT coOI0JaTh OCTOPOXKHOCTb, MOCKOJIBKY CYLIECTBYET pHCK
BO3HMKHOBEHHMs apTepHaIbHOMN runoteHs3uu. [Ina3mMeHHble KOHIEHTPALUUH KIapUTPOMHIIMHA, TAKKE
KaK ¥ OJI0KaTOPOB «ME/JIEHHBIX» KaJbLUEBBIX KAHAJIOB, MOTYT MOBBILIATHECS MPH OJHOBPEMEHHOM
NPUMEHEHUH. ApTepHabHas TUNOTEH3Us, OpaJHapuUTMUS M JIAKTOAMAO03 BO3MOXKHBI TIPH
OJTHOBPEMEHHOM IIPHEME KJIAPUTPOMHLIMHA U BepanaMmua.

Hmpakonazon

KyiapuTpoMHLIMH U UTPaKOHA30.1 SBJIOTCSA cyOcTpataMu M MHrubutopamu u3odpepmenta CYP3A,
4TO ONpeE/IeNSeT ABYHANPaBIEHHOE B3aUMOAECHCTBHE MpenapaToB. KilapuTpoOMULIMH MOXKET MOBBICHTh
KOHILIEHTPALIMIO HTPAKOHA30/1a B [1J1a3Me€, B TO BPEMsl KaK UTPAKOHA30J1 MOXKET MOBBICUTh IJIA3MEHHYIO
KOHLEHTPALMIO KJIapUTpOMHLMHA. [lallMeHTOB, OJHOBPEMEHHO MPUHUMAIOLIMX HTPAKOHA30J1 W
KJIADUTPOMMLIMH, CJIeIyeT TIIATeAbHO OOCIeJoBaTh Ha HaJMYHe CHMITOMOB YCHJICHHS H/IH
YBEIMYEHHS AJTUTEIBHOCTH (hapMaKoIOrudecKuX 3h(heKToB 3THX MpenapaTos.

Cakeunasup

KnaputpoMuuuH 1 cakBUHAaBUP SABIAIOTCS cyOcTpaTamu u uHruoutopamu uzodepmerta CYP3A, yro
OMpeJeNseT ABYHAaNpaBJI€HHOE B3aUMOJAEHCTBHE mnpenapatoB. OJHOBpPEMEHHOE NpPUMEHEHHE
KinaputpoMunuHa (500 Mr ABa pa3a B IeHb) M CaKBMHABHpa (B MATKHX KeJTaTHHOBBIX Karcynax, 1200
MTI TpH pa3a B JieHb) y 12 310poBbIX 100poBosibLeB Bb3bIBaI0 yBeaudeHHe AUC u Cnax CAKBHHABHpPA
Ha 177 % u 187 % COOTBETCTBEHHO B CPABHEHUH C IPUEMOM CAKBUHABHPA B OTAEIBHOCTH. 3HAYEHHUS
AUC #n Cmax K1apuTpoMuuuHa Obutd npubnuzutensHo Ha 40 % Bblle, 4eM MPH MOHOTEPAIUH
KJIapUTpOMULMHOM. IIpy COBMECTHOM MpPUMEHEHMHM OTUX JIByX TMpernapaToB B Te4eHHE
OrpaHMYEHHOr0 BPEMEHM B J/103aX/COCTaBaX, yKa3aHHBIX BbILIE, KOPPEKLMs 103bI He TpedyeTcs.
PesynbTaTel MccieqoBaHUs JIEKAPCTBEHHBIX B3aMMOJCHCTBHN C MCIOJIB30BAHHEM CAKBUHABHUpPA B
MATKHMX JKEJIaTHHOBBIX KalcCyjdax MOIYT HE€ COOTBETCTBOBaTh 3(ddekram, HaOIOAaEeMBIM MpH
NPUMEHEHUM CaKBMHAaBUPa B TBEPABIX JKEJATUHOBBIX KarcylaxX. Pe3ynpTaTel HcciegoBaHHS
JIEKapCTBEHHBIX B3aUMOCHCTBUI NMpPU MOHOTEpANUU CAaKBUHABUPOM MOTYT HE COOTBETCTBOBAThH

> dexTam, HaOMOJaEMBIM MIPU TEPANUH CaKBHHAPUHOM/pUTOHAaBHPOM. [Ipy npueme cakBUHaBHUpa
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COBMECTHO C PpPHTOHAaBHpPOM CJIIEAYET YUYMTBHIBATh IIOTCHUHUAJIBHOC BJIMAHUE pHTOHABHpa Ha

KTapUTPOMHMILIUH.

Oco0ble ykazaHus

JlnuTenbHbIA nprueM aHTUOMOTHKOB MOXKET MPUBOJUTH K 00pa30BaHHMIO KOJIOHHH C YBEJIMYEHHBIM
KOJMYECTBOM HEYYBCTBUTEIbHBIX OakTepuit u rpubdos. [Ipu cynepunpexun HeoOX0AMMO Ha3HAUUTh
COOTBETCTBYIOLLYIO TEPAITHIO.

Ha3nayeHue KIapUTpOMHIMHA O€peMEHHBIM JKEHIMHAM JIOJDKHO MPOBOAUTHCS IMPH TILATEIbHOM
OLIEHKE COOTHOILEHHUS PUCKA U MOJIb3bl, 0COOEHHO B TEUSHHUE MEPBBIX TPEX MeCsLEB OepeMEHHOCTH.
[Ipn npUMEHEHMH KJIAPUTPOMHMLMHA COOOIAJIOCH O TMEYEHOYHOW AUCHYHKUMH (MOBBILIEHHE
AaKTUBHOCTU [EYEHOYHBIX (PEPMEHTOB B KpPOBH, IeNaTOLE/UTIOJIAPHBIA /MM XOJIECTaTUYECKUH
rernaTHT ¢ JKeNTyXoi i 6e3). [ledeHouHas fucdyHKUMS MOXKET OBITB TSKEIOH, HO OOBIYHO SBISETCS
oOpatumoii. MmeroTcs ciyyau mne4yeHOYHOW HEAOCTATOYHOCTH C JIETAJbHBIM HCXO/JO0M, INIaBHBIM
00pa3oM CBs3aHHbIE C HAJIMYUEM CEPbE3HBIX COIMYTCTBYIOIIUX 3a00I€BaHUM U/UITH OJTHOBPEMEHHBIM
IPUMEHEHUEM JPYTHX JIEKapCTBEHHBIX cpeAcTB. [Ipy MosiBIeHUM MPU3HAKOB U CUMIITOMOB I'€MaTUTa,
TaKMX KaK aHOPEKCHs, JKeNTyXa, OTEMHEHHEe MOYH, 3y, OOJIE3HEHHOCTh JKUBOTA MPH MalbIalHH,
HE00XOJMMO HEMEJICHHO MPEeKPaTUTh TEPANUI0 KIIAPUTPOMHULIMHOM.

[Ipn Hanu4uu XpoHHUYecKUX 3a00JIeBaHUI MEeYeHW HEOOXOAMMO MPOBOIUTH PEryJIsipHBIN KOHTPOJIb
(hepMEHTOB CHIBOPOTKH KPOBH.

[Ipy J5eyeHMM MpPAaKTMYECKH BCEMH AaHTMOAKTEpUATbHBIMU CPEACTBAMH, B TOM HYUCIIE
KJIapUTPOMMLIMHOM, OIMCAHbl CIy4ad INCEBAOMEMOPAHO3HOrO KOJIUTA, TSHKECTh KOTOPOrO MOXKET
BapbUpPOBATECS OT JIETKOH [0 yrpoxawoomei xku3Hu. [Ilpu JedeHUM TNpaKkTHYeCKH BCEMH
aHTUOAKTepUalIbHBIMM [penapataMd, B TOM YHCJEe KIAPUTPOMULIMHOM, OIKMCAHbI Clly4Yyau
Clostridioides difficile-accounpoBaHHOM JHapen, TSHKECTh KOTOPOM MOXET BapbHpOBAThCS OT
JIETKOHM AMapeu 10 YIPOKarOIEero KU3HH KOJUTa. AHTUOAKTepHaIbHbIE IPeNnapaThl MOTYT U3MEHUTh
HOpPMa/bHYIO MHKpo(Iopy KHIIEYHHKa, 4TO MOKeT mpuBectd K poctry C.difficile.
[IceBnomemOpaHO3HbIi KONUT, BbI3BaHHbII Clostridioides difficile, Heo6XoaUMO M0J03peBaTh Y BeeX
MalUEHTOB, Y KOTOPBIX M0C/I€ MPUMEHEHUS aHTHOAKTepUalIbHBIX CPECTB pa3Buiack auapes. [locie
NPOBEACHUs Kypca aHTUOMOTUKOTEpANuK HEOOXOAMMO TIIATeIbHOe MEAMIIMHCKOe HaOoAeHHe 3a
nauueHToM. ONUCBIBAIUCH CITydau pa3BUTUS MICEBIOMEMOPaHO3HOI0 KOJIUTA CITyCTs 2 Mecsila rnocie
npremMa aHTHOMOTHKOB.

[Ipu nedeHum MmakposMAaMu, BKJIIOYAs KIAPUTPOMMLMH, HAOMIOJANIOCh YIJTMHEHHE CepaeqHOM

penonspusauuu U uHTepBana QT, BbI3bIBas pUCK pa3BUTHs CEPIAEYHONH apUTMHUHU M XKETYA04YKOBOM
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TaxXMKapIuK THNAa «mUpy>T» (cM. pazaen «lloGouHoe neiictBue»). Tak kak cineayroliue cUTyaluH
MOTYT TMpPUBOJUTh K YBEIWYEHUIO pHUCKA pPAa3BUTUS JKENTyJJOUKOBBIX apUTMHUI (BKIIOYas
KETy/IOYKOBYIO TaXMKApIUIO THNA «IIHPYAIT»), TO KJIAPUTPOMHLMH HE JOJDKEH MPUMEHATHCA y

CJICAYOUIUX KaTeropnﬁ MalIMuCHTOB:

. y MaMEHTOB ¢ runokaaemueii (cM. paszaen «IIpotuBonokasanusy);
. y NAMEHTOB C rurnomaruiemMueit (cM. pazgen «lIpotuBonokazanus»);
. OJJHOBPEMEHHOE Ha3HAYEHHE KJIAPUTPOMULIMHA C aCTEMHU30JI0M, LIU3aNPHI0M, TMMO3UIAOM U

TepdeHaIMHOM MPOTUBOMOKa3aHo (cM. pa3zaen «IIpoTuronokasanus»);

. y NAlLUEHTOB C BPOXKIAECHHBIM WM MPHOOPETEHHBIM 3aperMCTPUPOBAHHBIM YUTMHEHUEM
uatepana QT wim  HaauuumeM OKeTyJOYKOBOM apuTMMM B aHamHe3e (CM. paszen
«[IpoTuBONOKa3aHUs»).

- KJIApUTPOMULIMH JI0JDKEH MPUMEHSATHCS ¢ OCTOPOKHOCTBIO Y CIIEAYIOIUX KaTErOpHid MaleHTOB:

. y TMauuMeHToB ¢ uumemuyeckoi Oonesnpro cepaua (MBC), Tskenolt  cepaevHoit
HEI0CTATOYHOCTBIO, HAPYLIEHUSMHU [IPOBOAUMOCTH UM KIIMHUYECKH 3HAYUMOW OpaauKapaueii;

. y MaLMEHTOB, OAHOBPEMEHHO NPUHUMAIOLIMX APYTHE JIEKAPCTBEHHBIE IPENapaThl, CBA3aHHbIE
¢ yumHenueM uHTepBasa QT (cm. pasgen «BsaumopneicTBue ¢ ApyrMMH JIeKapCTBEHHBIMH
CpeCTBAMMY ).

Ilepen Ha3HavYeHHEM KJIAPUTPOMMLIMHA BCEM MALMEHTaM, MPUHUMAIOIUM THAPOKCHUXIOPOXUH HITH
XJIOPOXMH, TIIATEIBHO B3BECHTE COOTHOLUEHHE MOJIb3bl M PUCKA U3-32 MOTEHLUUATIBLHO MOBBIILIEHHOTO
pUCKa CepJAEeYHO-COCYAUCTBIX COOBITHM M CepAeYyHO-COCYJUCTOH CMEpPTHOCTH (CM. pasjen
«B3auMoneiicTBUe ¢ APYrUMHU JI€KAPCTBEHHBIMH CPEACTBAMUY ).

B Xoae »nuaeMHONIOrMYECKUX HCCIIEA0BAHUI MO M3YYEHUIO PUCKA HEOIarompHsTHBIX CepaeyHO-
COCY/IMCTBIX MCXO/0B NP MPUMEHEHUH MAKPOJIUI0B OBbUIH MOJTy4YEeHbl HEOJHO3HAYHbIE Pe3yJIbTaThI.
B HeKOTOpBIX HAO/MIOAATENBHBIX UCCIIE0BAHUSAX OBLT YCTAHOBJIEH KPATKOBPEMEHHBIN PUCK Pa3BUTHS
apuTMHH, MH(}ApKTa MHOKapaa W CMEpPTH OT CEpAEYHO-COCYAMUCTBIX 3a00JIeBaHUM, CBS3AHHBIX C
NPUMEHEHHEM MAKpOJIM/IOB, BKIIOYAs KJIApUTPOMULIKH. [1py Ha3HaYEHUH KITApUTPOMHUIIMHA ClIeTyeT
COOTHOCHUTB IPEANOIaraeMyo MoJp3y OT IpUeMa Mpenapara ¢ JaHHbIMH PUCKaMH.

B03MO0KHO pa3BUTHE NEPEKPECTHON PE3UCTEHTHOCTH K KJIAPUTPOMHUIIMHY M APYTMM aHTHOHOTHKAM
IPYIIIbl MAKPOJIU/IOB, @ TAKXKE TMHKOMHULMHY U KIMHIaMHULHHY.

VuuTeIBas pacTyILyIO pe3UCTEHTHOCTD Streptococcus pneumoniae K MaKpOJIMAaM, BaKHO MPOBOJAUTH
TECTUPOBAHHWE YYBCTBUTEIHOCTH MPU HA3HAYEHUHU KJIAPUTPOMHULMHA MALIMEHTaM ¢ BHEOOIbHHYHOM
nHeBMoHuUel. IIpu rocnuTansHON MHEBMOHUH KIAPUTPOMHIIMH CIIEAYeT NPUMEHSITh B KOMOMHALUH

C COOTBETCTBYKOLIUMH AHTHOMOTHKAMH.
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Mudexumn Koy U MATKUX TKaHEH JIETKOH U cpeJHel TsHKECTH Yallle BCero Bbl3BaHbl Staphylococcus
aureus W Streptococcus pyogenes. Ilpu sTom o006a BO30yauTenss MoOryT ObITb YCTOHYMBBEI K
Makposuaam. [103ToMy BaKHO MPOBOAUTH TECT HA UyBCTBUTE/ILHOCTD.

Makponuibl MOXHO MPUMEHATh NpH HHEeKUMsX, BeI3BaHHBIX Corymebacterium minutissimum,
3a0oeBaHUAX YIrpH BYJIbrapHble M pOKa, a TAalkoKe B Te€X CHUTYaUUsX, KOIJa Helb3sl MPUMEHATH
MEHULIUJITHH.

B ciay4ae mosiBieHMs OCTPBIX peakLUUd TUIEepuYyBCTBUTE/ILHOCTH, TaKUX Kak aHaduiIaKTHYecKas
peakuus, TSDKeNIble KOJKHBbIE JIeKapCTBEHHBIE peakUuuH (Harpumep, OCTpbIH TIeHepaau30BaHHbIH
5K3aHTEMaTO3HBIH IMycTyne3), cuHapoM CrtuBeHca-/[PKOHCOHA, TOKCHYECKUH 3NUAEpMaIbHbIH
HEKPOJIN3 U JIEKapCTBEHHAs CHIIb ¢ 203uHO(umMel u cucteMHoi cumntomaTukoit (DRESS-cunapom)
HeoOX0MMO cpasy Xke NMPEeKPaTUTh MPUEM KIAPUTPOMHULIMHA M HaYaTh COOTBETCTBYIOLIYIO TEPAITHUIO.
B ciyyae coBMecTHOro nmpumeHeHus ¢ BaphapruHOM HIIH JIPYTUMH HEMPAMBIMH aHTHKOATYITHTAaMU
HeoOxonumo koHTpoiaupoBate MHO u mporpomGuHOBOe Bpems (cM. paszaen «B3aumopneiicTBue ¢
APYTUMM JIEKAPCTBEHHBIMH CPECTBAMUY ).

Cnenyer cobmoaaTb OCTOPOXKHOCTb IPU OJHOBPEMEHHOM TMPUMEHEHUH KIAPUTPOMULMHA C
NepopaIbHbIMM aHTHKOATyJITHTAMU MPSMOro AEWCTBHS, TAKUMHM Kak JaOuratpaH, puBapokcadaH W
anukcabaH, 0cOOEHHO y MALMEHTOB C BHICOKMM PHCKOM pa3BUTHS KpoBOoTeueHUs (cM. paszaesnsl «C
OCTOPOKHOCTBIO» U «B3aumopneicTBrE ¢ IpyTrUMHU JIEKAPCTBEHHBIMU CPEACTBAMMY ).

Hatpuii - Knauna® CP TabneTku ¢ NpoJoOHrHpOBaHHBIM BICBOOOKICHUEM, MTOKPBITHIE MJICHOYHOM
o6onoykoit, 500 mr copepkat 28,89 Mr HaTpus, 4TO SKBUBATIEHTHO 1,44% MakCHMallbHON CYyTOYHOM

103bI (2 T HATpUs) AJ1 B3pOCIIOro, pekoMeHaoBaHHoi BO3.

Bansinue Ha cnocoOHOCTH YupaBpJasaTb TPAHCHOPTHBIMH CpPEeACTBAMHA H MEXaHU3MaAMHU

IIaHHI:Ie OTHOCHUTEJIbHO BJIMAHHUA KJIAPpUTPOMUIIMHA Ha CIIOCOOHOCTE K YIpaBJICHHUIO aBTOMOOHJIEM H
MEXaHU3MaMUu OTCYTCTBYIOT.

CnenyeT CO6J’I}0}13.TI> OCTOPOIKHOCTH IIPpH YIIPABJICHUH TPAHCIIOPTHBIMU CPEACTBAMU U MEXaHU3MAaMH,
Y4YUThIBasg NOTECHUUAJIBHYIO BO3MOXXHOCTH T'OJIOBOKPYKEHHA, BEPTUIO, CIIYTAHHOCTH CO3HAHUA H

AC€30pUCHTALMH, KOTOPBIE MOT'YT BOSHUKHYTH P MPUMEHEHHUM JAHHOTO IMpenapara.

®opma BeINycKa
TabneTku ¢ NpOJOHTUPOBAHHBIM BHICBOOOKIEHHEM, TOKPBITHIE MIIECHOYHOH 000/104K0i, 500 mr.
ITo 5, 7, 14 Tabnetok B 6muctep uz [IBX/TIBJIX/Al donbru.

[To 1 unu 2 Gnuctepa BMeCTe ¢ HHCTPYKUKEH O MPUMEHEHHIO B MAYKy KapTOHHYIO.
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Yci0Busl XpaHeHHSA
XpaHWTP B 3aIIULIEHHOM OT CBETa MECTe MpU Temrepatype He Bbiie 25 °C.

XpaHUTh B HEJJOCTYITHOM JUIsA [IeTeii mecTe!

Cpok rogHocTu
3 roaa.

He [NPUMEHATL 10 UCTECYEHHU CPOKa rOJHOCTH.

YcaoBus oTnycka

OTnycKaroT o peuenty.

Baajesien perucTpannoHHOIO Y10CTOBEPEHUS
D660tT JIa6opaTtopus 'M6X, ['epmanus

Opoitnpamiee 9A, 30173 INannorep, ['epmanus

IIponsBoagurtenan
266Bu C.p.J1., Utanus
Crpana Pemxuonane. 148, Ilontuna km. 52, CHK-Kamnoepae au Anpunua (Anpuiua), 04011

Anpunua (Jlatuna), Utanus

Opranusanusi, yYNOJHOMOYEHHasi  BJaje/]blleM  PerHCTPAllHOHHOIO  YAOCTOBEepEeHHs
JIEKAPCTBEHHOI'0 Npenapara s MeJHIHHCKOro NMpHMeHeHHs HAa NPHHATHE NPEeTEeH3HH OT
norpeduTes

000 «2660T1T JI260paTopus»

125171, r. Mocksa, Jlenunrpaackoe umocce, 1oM 16A, ctp. 1

Ten.: +7 (495) 258 42 80

Dakc: +7 (495) 258 42 81 e
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