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CIIe/lyeT TponoJnKaTh 6oiee 14 nHEH. i
Koppekuust 10361 He TpeOyeTcs I MALMEHTOB ¢ HapylleHHEM (YHKIHA MOUEK cpenHei
CTENEHH THKECTH (KIMpeHe kpeaTnHUHA 30-60 Mi1/MuH).

Ilayuenmor ¢ nevenounol HedocmMamo4HoOCmMbIO

Cnemyer colmonate OCTOPOXHOCTh IPH HAasHAYEHMH KIAPHTPOMHMIMHA [ALMEHTAM C
TNIEYCHOYHOH HEIOCTATOYHOCTHIO (CM. paszeiisl 4.3 u 4.4),

ITayuenmur noscunozo so3pacma

He tpebyercst cneunanbHOM KOPpEKUMH DPEXHUMOB I03HPOBAHHS y TAIMEHTOB IOXXHIIOTO
BO3pacTa.

[IpoOKUTENEHOCTS JIEUeHHS

IIpofomKUTENEHOCTD JIEUeH s KITAPUTPOMHIIMHOM 3aBUCHT OT THIIA M TSKECTH HHQEKIUH U B
JIFOOOM CIly4ae J0IKHA OLPEENATECS BPAYOM.

OO6br4Has NPOAOIKUTENBLHOCTD JIEYEHUS COCTABIISIET OT 6 1o 14 nueit.

Jleuenne crnemyer mpomomkaTh Kak MHHHMYM B TeueHHe 2 IHEH Tocie HCYE3HOBEHUH
CUMIITOMOB.

Ilpn undexuusx Streptococcus pyogenes (6eTa-remomuTHdeCKuit CTPENTOKOKK TpymIel A)
MPOJIO/DKUTENBHOCTD TEPAMK I0JKHA COCTABIIATE He MeHee 10 qHei.

Cnocob npuMeHeHus

Tabnerky cnemyer mpornoTuTs, 3amuBas 10CTATOYHBIM KOJIMIECTBOM JKHAKOCTH (Hampumep,
OJTHHM CTaKaHOM BOJIEI).

TabneTkn KIAPUTPOMHILIHEA MOKHO NIPMHUMATh HE3aBUCHMO OT MPUEMA MTHIIH.

4.3 IIpoTuBonoOKazaHus

- IloBbllleHHas YyBCTBHTENBHOCTE K MAKPOJMAHBIM AHTHOHOTHKAM HITH mobomy u3
BCIIOMOTaTeNIbHBIX BEIIECTB, IEPEYUCICHHBIX B pasaere 6. 1.

- OnHOBpeMeHHOE mNpHMEHEHHE KIAPUTPOMHIHMHA C THKarpejaopoM, uBaOpamvHOM WM
PaHOIa3HHOM.

- OnHOBpeMeHHOE NpHMEHEHHE KIAPUTPOMHLHMHA ¢ JTIOGBIM U3 CIIEYIOIUX JEeHCTBYIOIIMX
BEIUCCTB:  aCTEMH30N, UHM3aNpHA, NOMIEPHAOH, IHMO3MA W TepdeHamuH u3-3a pHUcKa
ynmuHeHHS uHTepBana QT W HapylleHM#l cepedHOro pHTMa, BKIIOYAS XKEITYI0YKOBYIO
TaxuKap/inio, GUOPHIUIALMIO KETyAOYKOB U «ITHPYITHYIO TaXHKapauo» (cM. pasneinsl 4.4 u
4.5).

- OnHOBpeMeHHOE IpHMEHEHHE KITAPHTPOMHLHMHA  C NPOU3BOAHBIMH  3proTaMHHA
(3proTaMHUHOM HJTH JUTHAPOIPrOTAMUHOM), TIOCKOJIBKY MOJKET BO3HUKHYTB 3PrOTOKCHYHOCTD
(cM. pazgen 4.5).

- OmHOBpeMeHHOE NpUMEHEHHe KIAPUTPOMHULUMHA M MHIa30/aMa UL TIEPOPATBHOTO
NpUMEHEHHs (CM. paszen 4.5).

- OnHOBpeMEHHOE NIPHMEHEHHE KTAPUTPOMHUIIMHA U NoMHUTanuaa (M. paszen 4.5).

- Knaputpomunnn He ciemyer mpuMeHATh y mammeHTOB C yanuHeHueMm uHTepBana QT B
aHamHe3e (BPOXIEHHOE WITH IOATBEPKAEHHOE PHOBPETEHHOE yanuHenue unrepBaia QT) umu
XKEJTyTI0YKOBOM apuUTMueH (B ToM 4ucie torsades de pointes) (cM. paznen 4.4 u 4.5).

- Knaputpomuumn He cresyer mpuMeHSATh y ManHeHTOB c SNIEKTPOJIMTHBIMU HapPYIIEHUSIMH
(TMIIOKAJIMEMHS WITH THIIOMarHHEMHS) U3-3a PHCKa yuiiHeHus uatepBaia QT.

- KnapuTpomuuuH Hemb3s HpUMEHAT Y  NANMEHTOB C  TSOKENOfH IIEYEHOYHOU
HEI0CTATOYHOCTBIO, KOTOPAst COYETAETCA C HAPYIIEHUAMH QYHKIHH MOYeK.

- KinapuTpomMunis Helb3st pUMeHATh OHOBPEMEHHO ¢ uHrudutopamu I'MI'-KoA-penyxrass
(cTaTHHAMH), KOTOpble aKTUBHO MeTabommupyiores CYP3A4 (JIOBAaCTaTHH HIIM CHUMBACTATHH)
M3-3a TOBBIICHHOIO PHCKa MMONATHHM, BKIIOYas pabaomuonus (cM. pasmen 4.5). - Kak u
Apyrue cutbHbIe HHTHONTOPB! CYP3A4, KIapUTPOMHULKH He ClleyeT IPUMEHSTh y NalUEHTOB,
IIPUHUMAOLIUM KOJIXHIHH.



- XojecTaTuyeckas OKeNTyxa ~ WIH  HapylleHus  QyHKuuii ~TIEUCHH,. . CBA3aHHBIE
C KJIApUTPOMHULIMHOM, B aHAMHe3e€.

4.4 Ocobble ykazaHHus H MepbI IPEJOCTOPOKHOCTH NPH NPHMEHEHHH

Bpau He no/KeH Ha3Ha4YaTh KIAPUTPOMHIMH OGepeMEHHBIM J>KEHIIMHAM 03 TIAaTeIbHOTro
B3BEIIMBAHUS TIOJIB3BI U PUCKA, OCOOEHHO B TEYEHHE NEPBBIX TPEX MECALEB OEPEMEHHOCTH (CM.
pazznen 4.6).

Cnenyer cobmoaaTh OCTOPOXKHOCTh y MALMEHTOB C THKEIOM MOYEYHOM HEXOCTATOYHOCTHIO
(cm. pazmen 4.2).

Knaputpomuiu rnaBHeIM 06pa3oM BBIBOJUTCS W3 OpPraHH3Ma IMEYEHBIO. [Tostomy cnenyer
COOIIOIaTh OCTOPOKHOCTD TIPH Ha3HAYEHHH aHTHOMOTHKA MALMEHTaM C HapyLeHUeM QYHKIHH
neyenu. Cnexyer Takxke cOOMIOAAaTH OCTOPOKHOCTB NP Ha3sHAYCHUU KIIAPUTPOMHMIIMHA
MaUEHTaM C IOYEYHON HEOCTATOYHOCTHIO CPEIHEN U TAKENIOH CTEIICHH.

Hapywenus co cmoponwr neuenu

IIpy mpumeHeHuy KITApPHTPOMKILIMHA COOBIATOCH O HAPYIICHUSX (GYHKLUHMH TE€YeHH, BKIHOYas
IOBBIIICHHC ~ AKTHBHOCTH  II€YCHOYHBIX  (DEPMEHTOB,  IeNaTOLE/UIIOIAPHBIA  W/HiH
XOJIECTATHIECKUH TeNMaTHT C XKENTyXOH Hiu 6e3 Hee. DTa MedeHOUHAss AHCHYHKIUS MOMKET
ObITh TsDKENOH M 06bIHO obparuMoif. Coobmanock o ciydasix (aranbHON TEYECHOYHOMH
HEOCTaTOMHOCTH (cM. pasfen 4.8). CnemyeT y4uTBIBATB, YTO HEKOTOPHIE MALUEHTHI MOTYT
MMETB  paHCe CYIIECTBYIOIIYIO OONE3Hb MEYEHH MIM MOTYT [pPUHMMATH JIDPYTHE
T€IIATOTOKCHYCCKHE  JIEKAPCTBEHHBIC IIpEnapaThl, 4YTO MOBBIUAET TelNaTOTOKCHYHOCTD
KIIapATpOMHIMHA. []alineHTam ciiefyeT peKoMEHI0BATh IPEKPATHTD JIeYeHHe U OOpaTHTBCS K
Bpady TIpH MOABJICHHN NPU3HAKOB U CHMIITOMOB 3a00J1€BaHHUS MEYEHH, TAKUX KaK aHOPEKCHs,
JKEJITyXa, IOTEMHEHHE MOYH, 3yl HIIH GOJIE3HEHHOCTD KHBOTA.

Hapywenus co cmoponui dicenydouno-kumeunozo mpaxkma

Coo0mwanocs 0 pasBUTHH ICEBAOMEMOPAHO3HOTO KOIUTA IpY NPUMEHEHHH IOYTH BCEX
aHTHOAKTePHANbHBIX MPENapaToB, BKIIOYas MAKPOIHUIBIL, U €r0 THKECTh MOXKET BapbUPOBATHCS
OT JIETKOH 710 omacHO# s xu3Hu. Coobuanocsk o auapee, cesisanuoit ¢ Clostridium difficile
(CDAD), mpu WHCIONB30BAHHM MOYTH BCEX AHTHOAKTEepHANBHBIX [PENapaToB, BKIIOYAs
KIIAPUTPOMHLHUH, U €€ TDKECTh MOXET BapbUPOBATHCS OT JIETKOW JWaped 10 (aTaabHOTo
Konuta. Jleuenue aHTHOAKTEPHANBHBIME TIpENapaTaMi U3MEHSET HOpMabHYIO (JI0py TOJCTOIH
KHIIKH, Y9TO MOXET NPHUBECTH K u30bITouHOMY pocty Clostridium difficile. CDAD cienyer
YIUTBIBATB y BCEX MAllMCHTOB C [OUapeel IIociie NpPHMEHEHHs aHTHOMOTHKOB. Heo6xommm
TIIATENbHBIA COOp aHaMHe3a, MOCKOIBKY coobmanock o passutun CDAD B TeueHue JIBYX
MECALEB M0C/IC IPUMEHEHHs aHTHOAKTePHAIbHBIX MpenapaToB. Takum 06pasoM, MpeKpalieHue
Tepary KIapUTPOMHUIIMHOM CIIeTyeT pacCMaTpHBATh HE3aBHCUMO OT IoKa3aHuit. Heo6xommumo
NPOBECTH MHUKPOOHOJIOTHYECKHE HCCIENOBAHMS M HayaTb ageKBaTHOe JedeHHe. Cnenyet
u30erath MpenaparoB, YTHETAIOIKX [EPUCTABTHKY.

Mepu! npedocmopodicnocmu npu npueme ¢ Opyeumu nexapcmeennvimu npenapamamii.
KonxuuuH: MMEIOTCS MOCTMAapKeTHHTOBBIE COOOIIEHHS O TOKCHYHOCTH KOJIXHIHHA pH
OZHOBPEMCHHOM IPUMEHEHHH KJIAPUTPOMHULIMHA M KOJXHIWHA, OCOOEHHO Y IMOXHUIBIX JIOZEH,
HEKOTOPBIE H3 KOTOPBIX HAOMIONAINCh Yy TAlHEHTOB C IOYEYHOM HEIOCTATOYHOCTBHIO.
Coolwanocy 0 1eTanbHOM HCXONE y HEKOTOPHIX TAKUX IAHEHTOB (cMm. pasmen 4.5).
OnHOBpeMeHHOE IIPUMEHEeHHe KIaPUTPOMULHHA U KOJXHIMHOB IPOTHBOIIOKA3AHO (cM. pazmen
4.3).

Tpuazono0eH30/IMA3ENMHEBL  CNIENyeT COOMIONATh OCTOPOXKHOCTH TPH  OHOBPEMEHHOM
[IPUMECHEHHH KJIAPUTPOMHUIMHA M TPHA30JI00€H30AHA3ENINHOB, TaKHX KaKk Tpuasojam, M
MH/Ia3071aM BHYTPHBEHHO HJIM TPpaHCOYKKaIBbHO (CM. pasmen 4.5).

Cnenyer cobmomaTh OCTOPOXKHOCTB NPH OJHOBPEMEHHOM NPHMEHEHHMH KIApPHTPOMHLIMHA C
APYTMMH OTOTOKCHYECKMMH IIpernapaTaMM, OCOOEHHO C aMUHOTIJIMKO3HAaMH. MOHHTOPHHT
BECTHOYJIIPHOM M CIIyXOBOH (YHKIMH ClIelyeT IPOBOIUTH BO BPEMS M IIOCIIE JICYEHHS.

(98}



[Ipenaparel, unaynupyromue depmeHT nutoxpoma CYP3A4: KiapiTpOMHUIMH ClemyeT
NPUMEHATE C OCTOPOXHOCTBIO MpPH ONHOBPEMEHHOM IPUMEHEHHH C IIpernapaTamu,
uHAynupyrommmu GepmenT nuroxpoma CYP3A4 (cm. pasnen 4.5).

HNuruéuropsl ['MI'-KoAP-penykrassr (cTaTHHBI). OnHoBpeMeHHOE IIpUMEHEHHE
KJTapUTPOMHIIMHA C JIOBACTATMHOM HWJIM CHMBAacCTaTMHOM IIPOTHBOIOKa3aHO (CM. paszen 4.8).
Crnenyet cobmonaTe OCTOPOKHOCTD IIPU Ha3HAYEHUH KIAPUTPOMHUIIMHA C APYTHMH CTaTHHAMH.
CooOmanoce 0 pa3BUTHM pabJOMHONH3a y MALMEHTOB, NMPHMHUMABLINX KJIAPUTPOMUIHUH H
craTuHbl. [lallMeHTOB cleyeT KOHTPONHPOBATH HAa HAJIMYME MPU3HAKOB M CHMITOMOB
muomatun. B cuTyanuax, Korga Hemb3s u3bexarb OJHOBPEMEHHOTO  IPHMEHEHHS
KJIapUTPOMUIIMHA co CTaTUHAMH, PEKOMEH/TyeTCs Ha3Ha4yaTh HAUMEHBIIYIO
3aperMCTPUPOBAHHYIO 103y CTaThHa. MOXKHO pacCMOTpPETh BO3MOXKHOCTL HCIIOIB30BAHHS
CTaTHHA, KOTOPBIH He 3aBUCHT OT MeTabonu3Ma CYP3A (Hanpumep, (iysacratuna).
IlepopanbHble THMOrTMKEMHYECKHE [IPENapaThl/MHCYIHH: OJHOBPEMEHHOE IIPUMEHEHHE
KJIADUTPOMUIIMHA ¥ IEPOPabHBIX TMIIOIJMKEMUYIECKUX MPENapaToB (TaKMX Kak IMpernaparsl
CyJIb(QOHUIMOYEBHHBI) /WM HHCYJIHHA MOXET TNPUBECTH K BHIPAKEHHOW THIIOTIUKEMHUH.
PexomeHayeTcs TIaTeIbHbIH MOHUTOPUHT YPOBHS [JIIOKO3BI B KPOBH.

IlepopalibHbIe aHTHKOATYIAHTEI: TIPH OJHOBPEMEHHOM NpPHMEHEHHH KIAPUTPOMHIMHA C
Bap(haprHOM CYIIECTBYET DHCK CEPHE3HOTO KPOBOTEUEHHS W 3HAUMTENHHOTO MOBBILICHUS
MEXAYHApONHOro HopManM30BaHHOro otHoueHuss (MHO) u nporpomMGuHOBOTrO BpeMeHHU (CM.
pasnen 4.8). Cnemyer wacto koHTponupoBate MHO u mpoTpoMGHHOBOE BpeMms, Korja
TAIACHTB! ONHOBPEMEHHO MOJIYYAIOT KJIAPUTPOMHUIIMH U NIEPOPABHbIE AHTHKOATYJISHTHL
Crenyer co6monars OCTOPOXHOCTb IPH OJHOBPEMEHHOM IPHMEHEHHH KJIApUTPOMHUIIHA C
NCPOPANbHBIMA ~ aHTUKOAryNIHTaMH  IPSIMOTO  JIEHCTBHSA, TaKWMH Kak Jaburatpas,
puBapokcabaH, anukcabaH ¥ 510KcabaH, OCOGEHHO Y TMALMEHTOB C BBICOKHM PHCKOM
KpOBOTEYEHHS (CM. pazzaen 4.5).

Hapywenus co cmoponsl cepdeuno-cocyoucmoii cucmemol

Y MauueHToB, MOTy4aBIIMX MaKpOIU/bl, BKIKOYAs KIAPHTPOMULIMH, HaGIIFONAIOCH yIITMHEHHE
unTepBana QT, oTpaxaromee BIHSHHE Ha PENOJIAPUALMIO CEPILA, CO3NAIOLIEE PHCK pa3BHTHS
CepIeYHOH apuTMHUU U forsades de pointes (cm. pasmen 4.8). M3-3a MOBBIEHHOTO pucka
yaimnHenus uHTepBana QT u jkenynoukoBeIX apuTMuil (BKIouas forsades de pointes),
HCIIOTb30BAHAE KIIADUTPOMHMIIMHA IPOTHBOIIOKA3aHO MAlleHTaM, PHHUMAIOIIAM acTEMH30I,
UM3aMpuA, [OMIEPHIOH, NHMO3UA U TepdEeHalWH; y MAalMCHTOB, Yy KOTOPHIX €CTh
SNIEKTPOJINTHBIE HAPYIICHHUS, TAKHE KaK FMIIOMarHHeMHUs M THIIOKATHEMHUS, a TaKXKe MaluesTaM
¢ ynnmunenuem uHTepBaia QT wim X enmynoukoBO# cepeyHoOi apuTMueil B aHaMHese (CM.
pasnen 4.3). Kpome TOro, KIapUTPOMHIHMH CJIETYET C OCTOPOXKHOCTBIO IIDUMEHATE Y
CIIENYIOLIUX MallHeHTOB:

- TAIMEHThl C MINEMHYECKOH OONIE3HBIO Cepala, TSHKETOH CepIedHON HeN0CTATOUHOCTHIO,
HapyMIEHUAMH NTPOBOJMMOCTH MM KIMHUYECKH 3HAUUMOM OpauKapauei;

- TAaOUeHTaM, OJHOBPEMEHHO MpPHHMMAIOWIMM JpYTHe JIeKapCTBEHHBIE  TIPENapaTsl,
BbI3bIBarOIKeE yuinHeHue uHTepBana QT (cm. pazmen 4.5).

ONUIEMHUONIOTHYECKHE  HCCIIEIOBAHAS, H3YYalolHe pHCK HeOJIarONpUSATHBIX  CepIAeYHO-
COCYIMCTBIX HCXONOB IpH INPUMEHEHHH MaKpOJMAOB, IOKAa3ald pa3HbIe pe3ynbTaThl.
HexoTopeie o6cepBaluonHEIe HCCIEIOBAHHS BBISIBUIA PEKH KPaTKOCPOUHbI PHCK apUTMUH,
MH(papKTa MHOKapla M CMEPTHOCTH OT CepAedYHO-COCYIMCTHIX 3a00eBaHMil, CBA3AHHBIL C
MaKpoJIH/laMH, BKII04as KJIapUTPOMULKH. [[puHEMas Bo BHEMaHHE 3TH PE3YIIBTATHI, CIIENYET
OLCHUTH NIPEUMYIIECTBA JICYECHHUS NIPH Ha3HAYCHUH KIIAPUTPOMHUIMHA.

IInesronus.

BBuly mOsSBNEHMS pPE3HCTEHTHOCTH Streptococcus pneumoniae K MAaKpOJIMIaM —BaXKHO
NPOBOAUTL TECT HA YyBCTBUTENBHOCTb IIPU HA3HAUYEHHM KIAPUTPOMHUIMHA [UIS JIEYEHHS
BHEOOJLHUYHON NMHEBMOHHH. [IpH BHYTpHOOILHUYHON MMTHEBMOHUM KJIAPUTPOMHIMH CIENYeT
IPUMEHATH B KOMOMHAIMY C IOMOTHUTENBHBIMH COOTBETCTBYIOIUMU aHTHOMOTHKAMH.



Hnpexyuu xooicu u mazkux mxanet 1e2koti u cpedHeii CmeneHu maicecmu

OtH MH(EKUMH Yale BCEro BRI3BIBAIOTCA Staphylococcus aureus w Streptococcus pyogenes,
002 13 KOTOPBIX MOTYT OBITh YCTOMYHBBI K MakpoJuaam. [103ToMy BaXKHO NPOBOIKTE TECT HA
YyBCTBUTENIBHOCTh. B cCilyyasx, xorga Henmb3sl HCIONB30BaTh GETa-TaKTaAMHBIE aHTHOMOTHKH
(HampuMep, awieprus), ApyrHe aHTHOMOTHKH, TakMe KaK KIMHIAMHIHH, MOTYT OBITh
[IpenapaTamu nepBoro Beibopa. B HacTosmee BpeMs CUMTAeTCsl, YTO MAKPOJIHMABI HIPAIOT PONTb
TOJIKO IIPH HEKOTOPBIX HHPEKUHUIX KOXKH U MATKUX TKaHEH, TAKUX KaK WH(EKIMH, BEI3BAHHbIE
Corynebacterium minutissimum, BynbrapHble YIPpH W POXHCTOE BOCHAJIEHHE, a TaKXKE B
CUTyalUsIX, KOTr/ia JIEYeHHE NEHUIMIUTHHOM HEBO3MOXKHO.

I'unepuyecmeumenvrocme

B cnydae TsKemBIX OCTPBIX peakuuil TMINepUyBCTBHTEIBHOCTH, TAKHX Kak aHauIIaKcHs,
TSDKEJIBIE  KOXHBIC HEXEJIaTEIbHBIE pEakUWu (HalmpuMep, OCTpPBIi TeHepaIM30BaHHBIH
SK3aHTEMATO3HBIA I1yCTYyJe3, cUHAPoM CTuBeHca-J/[PKOHCOHA U TOKCHYECKHMIl SMHUAEPMATBHEIH
HEKPOJIU3, JICKAPCTBEHHAS CBHINL C J03UHOQUIHEN W CHCTEMHBIMH CHMIITOMAMH (DRESS),
TCpalMIO  KIapUTPOMHMIMHOM  CIEAYeT HEMEIJIEHHO IpeKpaTHThb W CPOYHO HAayaTh
COOTBETCTBYIOILEE JICUCHHUE.

Hcnonp3oBanue moboit aHTUMHKPOGHOI TEpanu¥, TaKOH KaK KIApUTPOMHUIUH, Ul JICUCHHS
uHbexuuu Helicobacter pylori MoxeT mpuBecTH K 00pa30BaHUIO MHUKPOOPraHH3MOB,
YCTOHYHMBBIX K aHTHOAKTEPHATBHBIM JICKAPCTBEHHBIM IperapaTam.

HJ’IHTCHBHOG IIPHUMEHCHHUE, KaK U B ClIy4ae C APYTUMHA aHTI/I6HOTI/IKaMI/I, MOXET NPUBECTH K
KOJIOHHU3allUH IIOBBIIIEHHBIM KOJIMYECTBOM HEYYBCTBHUTECIIBHBIX 6aKTepHﬁ )54 FpI/I6KOB. HpH
BO3HHKHOBCHHH cynepnmi)exunn CJIEAYET HAa3HAYUTh COOTBETCTBYIOLUYIO TEPAITHIO.

Crenyer Taxxe oOpaTHTh BHHMAHHE HA BO3MOXKHOCTh [EPEKPECTHOM PE3UCTEHTHOCTH MEXIY
KITapUTPOMUIHHOM U IPYTHMH MpenapaTaMy Pyl MAKPOJIMIOB, a TAKKE JTHHKOMUIIMHOM 1
KIIMHIAMULIMHOM.

Bcnomozamenvuvie 6ewjecmea

[TperapaT KnapuTpoMuuus comepuT MeHee 1| MMOJIB Hatpus (MeHee 23 mr) B | Taberke, TO
€CTb IPAKTHYECKH HE CONEPIKHUT HATPHSI.

IIpenapar KnaputpoMHUHH COmEPKUT asokpacutens E104, KOTOPBI MOJXET BBI3BAThH
aJlJIEprUYeCKUe peaKlny.

4.5 B3aumopneiicTene ¢ JpyrumMu JieKapcTBeHHBIMH npenapaTaMH M JApYrHe BHIbI
B3aHMOJeHCTBUA

Hcnonb3oBanue CcleyrOmyX JEKapcTBEHHBIX MIPENapaToB CTPOro MPOTHBOMOKA3AHO H3-3a
[NOTEHIHAIBHO OIIACHOTO B3aMMOIEHCTBHUSL:

Acmemuszon, yusanpuo, numosuo, mepgenadun, oomnepudor. CooOLIANIOCh O NOBBIIICHHH
YPOBHS LU3ANpUZa y MAUMEHTOB, IPUHUMAIONIUX OJHOBPEMEHHO KJIADUTPOMHILMH. DTO MOXKET
NPUBECTH K yMIMHEHHI0 uHTepBana QT u cepneyHodl apuTMumM, BKITHOYAS XKENyI0YKOBYIO
TaXUKapaAuI, (QHOPHIULILMIO JKENYN0YKOB U MHPYSTHYIO JKETYyI0YKOBYIO TaXHUKapIHUIO.
AHanoruunele 3¢ dekTsl HabmomaTMCch Yy  MANMEHTOB, ONIHOBPEMEHHO IIPUHHUMABIIUX
KJTApUTPOMMIIMH U MUMO3UZ (cM. paszen 4.8).

Makposnu/ibl U3MEHAIOT MeTaGoM3M TepdeHannHa, YTO IPUBOMUT K MOBBILIEHHIO €r0 YPOBHS
1 ypoBHs MeTabosuta TepdeHaauna B 2-3 pasa u BbI3bIBAET CEpACUHBIC APHTMUH, TAKHE Kak
yumuenne QT, sxenymouxoBas TaxuKapaus, (GUOPHIUIALMS SKETyIOYKOB U MIUPYITHas
KENTyI0YKOBas TaXUKapAus. B ofHOM uccneoBaHuy ¢ ydacTieM 14 310poBBIX 106pOBOTIBLEB
ONHOBPEMEHHOE BBEIEHHE KIAPUTPOMMIKMHA W Tep(eHaauHa IPHBOIUIO K MOBBILEHHIO
YPOBHSI KHCJIOro MeTaboiuTa TepdeHalrHa B CHIBOPOTKE KPOBH B 2-3 pa3a M yIIHHEHHIO




|

untepBaia QT, 4TO He MPHUBOMWIO K KJIMHWUYECKH BbIABIeMOMY S(PPEKTY. AHATOTHYHBIE
¢ dexTel HaOMIONaTUCh NpPH OJHOBPEMEHHOM BBEICHHUM acTeMH30ia C  ApYyTHMMH
MaKpOJIUJaMHU.

Opezomamun/oucuopospeomamur.  OOHOBPEMEHHOE  NPHMEHEHHME  KJIADUTPOMHUIMHA C
9ProTaMMHOM WM JUTHIPO3PrOTAMHHOM IIPHBOAHT K OCTPOMY OTPaBJIEHHIO CIIOPBIHBEH
(3proTusmy), XapakTepu3yIOIIEMyCs Ba30Ca3MOM U HIIEMUEH KOHEYHOCTEH U APYTUX TKaHEH,
BKJIIOYAs LIEHTPAIBbHYIO HEPBHYIO cucTeMy. OJHOBpEMEHHOE IPUMEHEHHE KJIaPUTPOMHULIMHA U
JAaHHBIX JIEKAPCTBEHHBIX MpenapaToB MPOTHBOIOKA3aHO.

Hueubumopwr  I'MK-KoA-pedykmasbi (cmamuHul). OnHOBpEMEHHOE  NPUMEHEHHE
KJIAPUTPOMHUIMHA C JIOBACTaTHHOM MM CHMBACTAaTHHOM INPOTHUBONOKa3aHO (cM. pasgen 4.3),
IIOCKOJIBKY JaHHBIE CTaTUHBI MHTEHCHUBHO MeTabonusupyrorcs CYP3A4, u onHOBpeMeHHOE
JIeYeHHe KJIApUTPOMUIIMHOM IOBBIINAET UX KOHLEHTPALMIO B IUIa3ME, YTO YBEIMYUBACT PHUCK
MHUOINIaTHH, BKIIoudas pabaomuonus. Mmerorcs cooOmenHus o pabaoMHONIM3e y HAalUeHTOB,
NPUHUMABIIMX K/IaPUTPOMHMLUH OIHOBPEMEHHO C OTHMU CTaTHHaMH. ECIH JeYeHus
KJIApPUTPOMHUIIMHOM HEBO3MOXHO HM30€XaTh, TO Ha NMEPUOJ JIEYEHUS HEOOXOAUMO MPEKPATHTh
IIPYMEHEHHUE JIOBACTATHHA WJIM CUMBACTaTHHA.

Crnenyer nposBISATh OCTOPOXKHOCTH NPU HA3HAYEHHH KJIAPUTPOMHUIIMHA C MHBIMH CTaTHHAMH. B
CilydasiX, Korja Henb3s u30eXaTb HCIOJNb30BaHUS KIAPUTPOMHIMHA CO CTATHHAMH,
PEKOMEH/IyeTCs Ha3HayaTh HAaMMEHBLIYIO d(PEKTUBHYIO 103y CTaTHHA. MOXHO paccMOTpETh
BO3MOXXHOCTh IIPUMEHEHMs CTaTHHA, MeTabonuaM kotoporo He 3aBucuT ot CYP3A
(narmpumep, ¢uysacraTuHa). [lanUeHTOB cilefyeT NPOMHCTPYKTHPOBATH O IPU3HAKAX M
CUMIITOMaX pa3BUTHS MHOIIATHH.

Tukazpenop. COBMECTHOE IpHMEHEHHE KIAPHTPOMHIMHA YBEIHYUBAET KOHIEHTPALHIO
THKarpesopa 3a CYeT CHIKEHHS €ro Meraboyiu3Ma B NE€YEHH M YMEHBIICHUS KOHIEHTpALUH
aKTUBHOTO MeTabonura.

Muoaszonam ons nepopanvnozo npumerenus. TIpu 0qHOBpeMEHHOM NPUMEHEHHH MHIa30j1amMa
NepopaabHO W KiaapuTpomuuuHa B Tabnerkax (500 mr msa pasa B cytku) AUC mupaszonama
yBenuuuiacs B 7 pa3. OJHOBpPEMEHHOE HasHAY€HHWE MHIa30llamMa Uil [epOpaibHOTO
MIPUMEHEHHUS U KITapUTPOMHUIIMHA IPOTHBONOKa3aHO (cM. pasaen 4.3).

Konxuyun. Komxumun sBisetcs cybctpatom kak juisi CYP3A, Tak W 11s obpaTHOro
nepeHocynka — P-rmukomporenna (P-gp). KnaputpomMuuwsH u Opyrue  MakpoJmibl,
uHruoupyror CYP3A wu P-gp. Ilpu OOHOBpEeMEHHOM IpPMMEHEHMH KJIADMTPOMHLMHA |
KONXulUMHA, HHruOupoBanue P-gp w/umn CYP3A MOXXET NpPHBECTH K PE3KOMY NOBBIIIEHUIO
KOHIEHTpaHu 1 3¢ deKToB KonxuimHa (cM. pazaensi 4.3 u 4.8).

Jlomumanuo (TANONMIMAEMHYECKHH TTpenapart, 610kaTtop Geka MEKPOCOMAIBLHOTO TpaHcdepa
TpurauuepusoB).  CoBMECTHOE  MpPUMEHEHHE  KIAPHTPOMHMIMHA W JIOMHTalMIa
IMPOTHBOIOKA3aHO B CBA3M C BO3MOXXHBIM 3HAYUTENBHBIM YBEJIHYEHHEM aAKTUBHOCTH
TpaHcamuHa3 (cM. pa3zgen 4.3).

BriusHue ApYTUX JIeKapCTBEHHBIX MPENapaToB Ha KJIAPUTPOMHUIIMH

JlekapcTBEHHBIE TIpemapaThl, KOTOpble sBisitoTcs wuHaykTopamu CYP3A  (Hampumep,
pudamnunuH, GeHuTOMH, KapbamaszenuH, (eHoOapOuTan, 3Bepo6GON) MOTYT HHIYLHPOBATH
MeTaboIM3M KIAPHTPOMHUIIMHA. DTO NPUBOAUT K CHHIKEHHIO KOHIIEHTPALUH KIAPUTPOMHUIIMHA
¥ CHWKEeHHIO d(dexTuBHOCTH. Kpome TOro, Moxer mnorpeGoOBaThCSI KOHTPOJL ypOBHS
uHaykTopa CYP3A B miasMe, KOTOPBIM MOXXET IMOBBIIATHCS BCIEACTBME HWHTMOUPOBAHHS
CYP3A KIapUTpOMUIKMHOM (CM. COOTBETCTBYIOLIYIO HHOOPMALHMIO B OOIIEl XapaKTepHUCTHKE
COOTBETCTBYIOIIErO JIEKapCTBEHHOro ImpenapaTta). OnHOBpeMeHHOe BBeneHHE pupabyTHHA U
KJIAPUTPOMHUIIMHA MPUBOAUT K YBEIWYEHHUIO YPOBHS pudabyTHHAa M CHUXKEHHIO YPOBHSA
KJIQpUTPOMHIIMHA B CBIBOPOTKE BMECTE C MOBBIIIEHHBIM PHCKOM Pa3BUTHs YBEHUTA.

Crenyronnue JekapcTBEHHBIE TIpenapaThl BIUSIOT Ha KOHIIEHTPAIUH KJIADUTPOMHUIIMHA B KPOBH
¥ MOTYT 1OTpe6oBaTh KOPPEKTHPOBKHM JIO3Bl KJIAPUTPOMMIMHA _WIH _PAacCMOTPEHHS
AIbTePHATHBHON TEpPAIIUH.

D¢pasupens, Heeupanu, pugamnuyuH, pugpabymun u pupanenmun. SBISIOTCA CHIBHBIME
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HHYKTOpaMH CHCTeMBI 1uToxXxpoMa P450, MOryT yckopsTh mMeTaboNH3M, KIapHTPOMHLIMHA H,
TaKuM 00pa3oM, CHHXKATh YPOBHH KJIAPUTPOMHUIIMHA B IUTa3Me, YBENIMUMBas PH 9TOM YPOBEHD
merabonmuta (14-OH-KNapuTpOMHLMH), KOTOPBIH Takke ABJIAETCS (apMaKOJIOTHYECKHU
akTUBHBIM. [IOCKONBKY aHTUMHKpOOHas aKTHBHOCTH KIAPUTPOMHLMHA u  14-OH-
KJIapUTPOMHIIMHA pA3NUYHA JUIA PasHbIX OaKkTepHd, TO MpeanoiaraeMblii TeparneBTHYECKH
opderT MOXeT OBITh H3MEHEH IpH OJHOBPEMEHHOM BBEJEHHH KIAPHTPOMUIMHA MU
(epMEHTHBIX HHIYKTOPOB.

Ompasupun. CHUXaET KOHUEHTPALMIO KIAPUTPOMHIIMHA, OJHAKO, KOHIEHTPALHS aKTHBHOTO
merabomuta 14-OH-knapuTpomuiMHa mOBbILAETCS. II0CKOTBKY 14-OH-xnapuTpoMunus
obnagaer cnaboif aKTHMBHOCTBIO B OTHOLIEHHM KOMILIEKCA Mycobacterium avium (MAC),
obmast 3 peKTUBHOCTE B OTHOLIEHHH ITOTO MATOT€Ha MOXET ObITh H3MEHEHA, II03TOMY JUTS
neyenus MAC cnenyer paccMOTpeTh albTepHATUBHYIO KIAPUTPOMUIMHY TEPAIIHIO.
®@nykonason. OIHOBpEMEHHOE MpuMeHeHHe ¢iykoHasona B go3e 200 Mr B CYTKH W
KirapuTpoMunuHa B no3e 500 mr asa pasa B cyTku y 21 310poBoro A06poBobLa IIPUBEJIO K
YBEJIMYEHUIO CPEIHEH PaBHOBECHOH MHHHMAIIBHON KOHIIEHTpAIHH KnapuTpoMuiuHa (Cpin) H
mromanu non kpusoit (AUC) na 33 % u 18 % coorsercTBeHHO. OHOBpEMEHHBII TIpHEM
(ykonasona He OkasblBaeT CYIIECTBEHHOrO BIHSHHS HA PaBHOBECHBIE KOHLEHTpPALMH
akTUBHOro Metabonmura 14-OH-kmaputpomunuua. Koppekuuu 1035l KIAPHTPOMUIEHA He
TpeOyercsl.

Pumonasup. ~ ®apMaKOKHHETHYECKOE HCCIENOBAHHE IIOKA3aN0, 4YTO OJTHOBPEMEHHOE
HasHaueHue puToHaBMpa 200 MI' KaXIble BOCEMb 4acOB M KIapHTpoMuuuHa 500 Mr KaIse
12 yacoB NMPHBOAUT K BHIPAKEHHOMY MHTMOMPOBaHUIO MeTaboMH3Ma KIAapHTPOMHUIHMHA. [Ipu
OXHOBPEMEHHOM MDPHUMEHEHUH C PHTOHABHPOM Crac KIAPUTPOMHIMHA YBENTHIABAETCS HA
31 %, Ciin—Ha 18 2%, u AUC —ua 77 %. ITpoucXomuT mpakTHYecKH MOTHOE HHTUOUpOBaHHE
obpasopanus 14-OH-knaputpomMunuaa.

M3-3a 60MBIIOrO TepaneBTHYECKOro AMANa3OHa I KJIADUTPOMHILIMHA, CHHXKCHHE €ro 03Bl
AT TIALMEHTOB C HOPMANBbHOW (yHKuHMeld mouek He Tpebyercs. OQHAKO, [UIS TALMEHTOB C
MOYETHOH HENOCTATOYHOCTBIO CNENyeT KOPPEKTHPOBATH MO3BI: NpPH KIHPEHCE KpeaTHHHHA
(KK) 30-60 mMn/MuH 1032 KIapUTPOMHLHHA AOJDKHA GBITH ymenbiena Ha 50 %; mpu KK <
30 My/MUH 1032 KTAPUTPOMHULIMHEA I0JKHA GBITH YMeHbIneHa Ha 75 %. J103BI KITapUTPOMHUIIHHA
Gonee 1 r/meHp He clemyeT Ha3HAuAThH OHOBPEMEHHO C puToHaBHpoM. [lomoGHEBIE
KOPPEKTUPOBKHU [103bI CIIEAYET MIPOBOAUTE TMALMEHTAM CO CHHXKEHHOMN (yHKIMEH IMoyYeK, Korna
PUTOHABHp HCIOJB3YIOT B KayecTBE (PapMAaKOKHHETHYECKOTO YCHIMTENSA C APYTHMH
uHrubuTopamu  BUY-mpoTeassr, BKmouas aTa3aHaBUp M CakBUHABHP (CM. HMXe
«/IByHanpaB/IeHHBIE B3aUMOEHCTBHS JIEKAPCTBEHHBIX TIPEIAPATOBY).

CoBMeCTHOE TIpHMEHEHHE KIapUTPOMHLHMHA M JIOMHTATHIA IIPOTHBOIIOKA3aHO B CBS3H C
BO3MOXKHBIM 3HAYUTE/IbHBIM MTOBBIIIEHHEM YPOBHS TpaHCAMHHA3.

BiusiHve KIapuTPOMULIKHA HA PYTHE JIeKapCTBEHHbIE IPENapaTh]

Bsaumooeiicmeus na ocnose CYP3A

CoBMecTHOe IpUMEHEHHE KIAPUTPOMULIMHA, KOTOPBIH, KAK H3BECTHO, unrubupyer CYP3A, n
JICKapCTBEHHOTO CpeacTBa, MeTabomu3upyrouerocs mpeumymectBeHHo CYP3A, MoxeT ObITh
CBS3aHO C TIOBBIIEHHEM KOHIEHTPALWH 3TOTO Mperapara, 4TO MOXKET YCHIHBATbh HJIH
MpO/UIEBATE KaK TEpaNeBTHYECKHE, TaK M HEXENaTeNbHbIE PEaKlHH COMYTCTBYIOLIETO
JIEKapCTBEHHOT O IIperapara.

[Ipumenenue KIapuTpPOMHMLKMHA [POTHBONOKA3aHO MALMEHTAM, MOJIy4aloluM  CyOCTpaThl
CYP3A, Takue kaKk acTeMH30J, (HU3ANPUI, JOMIIEPHIOH, THMO3UL U TepeHauH u3-3a pucka
yamanenus uHTepsana QT u cepmewnsIx apuTMuil, BKIIOYas HKeTyIOYKOBYIO TaXHKADMIMIO,
ubpuIuLALHIO XKeTyI04KOB U forsades de pointes (cM. pasziensl 4.3 u 4.4).

IIpumenenne KIapuTPOMHLMHA TakKe MPOTHBONOKA3AHO MNP OJHOBPEMEHHOM MpHEME
aJIKAJIOUZIOB  CIIOPBIHBH, IE€POpaNbHBIM MHOa3onaMa, HHruoutopoB ['MI-KoA-penykrassl,
merabonusupylomuxcs — npeuMymectBeHHo CYP3A4  (mampumep,  JIoBacTaTHHA  H
CHMBACTaTHHA), KOJIXUIMHA, THKArpeJiopa, uBabpazanHa U panosiasuHa (cM. pasnen 4.3).
OnHOBpEMEHHEIH NpHEM KIAPHTPOMUIMHA C JIOMHTAIMAOM IMPOTHBONOKA3aH H3-3a PHCKA




3HAUMTENILHOIO YBEIHYEHHs aKTHBHOCTH TpaHcamuHas (cM. pasaen 4.3).

Heo6xonumo cobtoiaTh 0CTOPOIKHOCTE NPU OJHOBPEMEHHOM IPHMEHCHHUN KAAPHTPOMHLIMHA
C IAPYTHMH JIEKAPCTBEHHBIMH CPENCTBAMH, KOTOpBIE, KaK HM3BECTHO, SBJLIOTCS cyOcTparamu
dbepmenta CYP3A, ocobenno ecmu cyberpar CYP3A umeer y3kui npenen 6e30macHOCTH
(Hanpumep, kapbamasenuH) W/UIH cyOCTpaT aKTHBHO METabONH3UPYETCSl STHM (EPMEHTOM.
Crnenyer paccMOTpPETh BO3MOXHOCTh KOPPEKTHPOBKH O3Bl M, €CIIH BO3MOXKHO, Y IAIHEHTOB,
OJHOBPEMEHHO IIONYYAIOIUX KJIAPUTPOMHUIUH, CJIEAYET TIIATEJIbHO KOHTPOJIMPOBATh
KOHIIEHTpALlMIO B KPOBH IpenaparoB, MeTabonu3upyroomuxcs npeumyuectBeHHO CYP3A.
JlexapCTBEHHBIE CPE/ICTBA MM KJIACCHI JIEKAPCTBEHHBIX CPENCTB, KOTOPBIE, KAK M3BECTHO MM
IIPEATONIOXUTENBHO, METAOOIM3UPYIOTCS OOHUM U TeM ke uzopepmentoM CYP3A, Bximovaror
(HO 3TOT CIIMCOK HE SBJISETCS MCYEPIBIBAIONIMM) ajlpa3oyiaM, KapOamaseruH, HI0CTa30l,
LHUKJIOCTIOPUH, JM30NMpaMHl, HOpPYTHHMO, METafoH, METHIIPEAHU30JIOH, MHIAa30j1aM
(BHYTPHBEHHO), OMENpa3oN, IepopalibHble aAHTUKOAryIsSHTHl (Hampumep, Bapdapul,
puBapokcabaH, anukcabaH), aTHIHYHbIE HEHPOJENTHKH (HApUMEp, KBETHANWH), XMHMIMH,
pudabyTuH, cunneHaduI, CHPOIUMYC, TAKPOIUMYC, TPHA30J1aM i BUHOIACTHH.
JlexapcTBenHBIE CpENCTBA, B3aHMOJCHCTBYIOIIHE [0 CXOJHBIM MEXaHU3MaM Yepe3 JpPyrHe
130()epMEHTEI CHCTEMBI UTOXpoMa P450, BKrouaroT GpeHnTOrH, TEODHIUTHH ¥ BAIILIPOAT.
Ilepopanvuvie anmuxoazynsnmel.

[lpn npuMeHeHHM KIApUTPOMHMIMHA C Bap(apHHOM CYIIECTBYET pHCK CEPLE3HOTO
KpPOBOTEUCHHsI U 3HauuTenpHOro ysenuueHus MHO u mporpomOuHOBOro Bpemenu. Ecnu
MallMeHThl ONHOBPEMEHHO IPUHMMAIOT KIAPUTPOMMLUH M IE€POpalbHBIE AHTUKOATYJISHTHI,
crenyeT perynaspHo konTponupoBate MHO u npoTpoMOuHOBOE BpeMmsl.

ITepopanpHble aHTHKOATYNSHTHI MPSAMOTO NEHCTBHs Aaburatpad M 340KcabaH SBJISIOTCS
cyGcTpatamu ans nepeHocunka P-gp. PuapoxcabGan u amwkcabaH MeTabONM3HpYIOTCS C
nomomeo CYP3A4 u Takke sBustoress cyOctpatamu minst P-gp. Cremyer cobmonats
OCTOPOXXHOCTh IPH OJHOBPEMEHHOM IPUMEHEHUH KIAPUTPOMHUIIMHA C STHMH IIperapaTamy,
0COOEHHO IALKEHTaM C BRICOKMM PHCKOM KpPOBOTEYEHHs (CM. paszen 4.4).
Aumuapummuyueckue npenapamer. VMeroTcs cooOLIeHHs O NHPYITHOM KeTyZOYKOBOM
TaXUKapJUH, BO3HUKAIOIIEH II0C/IE OJHOBPEMEHHOIO HCIIONB30BAHHUS KIAPUTPOMHUIIMHA U
XHHAAMHA Wi au3onupamuna. CoOBMECTHOE INIPUMEHEHHE He peKoMeHIyeTcs. B ciyudae
HEM30€)XKHOI0 HCIOJB30BAHUS CIEAYET IPOBOAHTH KOHTPOJIb 3JIEKTPOKAPAMOrPAMMEI JUIS
BbIABJIEHUS yAnuHeHHs wuHTepBata QT Bo BpeMs OIHOBPEMEHHOTO MPUMEHEHHUS
KJIApUTPOMHUIIMHA C STHMHM JIEKAPCTBEHHBIMH IIpenapartaMu. CleayeT KOHTPOIHPOBATE YPOBHH
XWHUJIMHA U JU30IIMPaMH/ia B CBIBOPOTKE KPOBU BO BpEMsI JIEYEHHUS KIIAPUTPOMHIIHHOM.
HmeroTcs cOOOIEHHsT O THIIOTIUKEMUH TIPH OJJHOBPEMEHHOM HAa3HAYEHHH KJIADUTPOMMIIMHA U
nusonupamuzia. [Tostomy BO BpeMsi ONHOBPEMEHHOTO TPUMEHEHHsS KIAPUTPOMHIMHA U
JIU30MMpaMuUia CIeAyeT KOHTPOJIUPOBATh YPOBHH IITFOKO3BI B KPOBH.

Ilepopanenbie  eunoznuxemuveckue — npenapamvl U UHCYAuH.  JIIL  HEKOTOPBIX
THITOTTMKEMHUYECKHUX JIEKAPCTBEHHBIX IIPENAapaToB, TaKUX KaK HATETIMHUA W peTaridHuI,
nHru6uposanue ¢epmenta CYP3A KIapUTPOMHIIMHOM MOXET NPHUBOAUTH K I'MIOTTHKEMHH.
PexomeHIyeTCs MPOBOAUTE THIATEIBHEIM KOHTPOIIb YPOBHS TITIOKO3bI B KPOBH.

Omenpason. HaznaueHue 3M0pOBBIM B3POCIBIM NanueHTam KiaputpoMunuHa (500 Mr kaxsle
8 yacoB) COBMECTHO ¢ oMmemnpa3oioM (40 Mr eXeIHEBHO) MPUBOAMIO K YBETHUYEHHIO TaKHX
nokaszarenen Kak Cma, AUCO0-24 u t”2 Ha 30 %, 89 % u 34 %, cootBeTcTBeHHO. [IpH 3TOM
YBEJIMYMBAIHCh IIOKA3aTeNM aHTHCEKPETOPHOIO HEHCTBHA omemnpasona (24-uacoBoe pH
COCTaBJIANO 5,2 MNpH MOHOTEpANMM OMENpa3osoM H 5,7 TpH MpHEME COBMECTHO C
KITAPATPOMHULIUHOM).

Cundenagun, maoaragun u eapoenagun. Kaxnplit u3 3Tux MHrHOHTOpOB docdoauscTepassl
merabonu3upyercs, no kpaiHeil mepe wyactuuno, CYP3A. CYP3A MoxeT MHruOHpoBaThbCs
IIPXA OTHOBPEMEHHOM BBEICHUH KIAPUTPOMHIIMHA, YTO MPUBOJUT K YBEIUUYEHHUIO BO3NEHCTBUS
cunneHadwia, Taganadmia wid BapaeHaguima. CnemyeT CHWXKaTh J03y cHiaeHaduia,
taganaduia u BapaeHaduna npu OJHOBPEMEHHOM IIPHMEHEHHH HX C KJIAPUTPOMHIMHOM.
Teogunnun, xapbamaszenun. Pe3ynpTaTbl KIMHUYECKUX HCCIIENOBAHMH YKa3bIBalOT Ha



YMEPEHHOE, HO CTaTHCTH4eCKH 3HauuMoe (p<0,05) moBbIIIEHHE YPOBHEH THPKYIHPYIOLIUX
TeoQUIUIMHA WM KapbamasenuHa NpPH OXHOBPEMEHHOM IPUMEHEHHM JIOO0Or0 U3 3THX
[PEnapaToB ¢ KJIAPUTPOMUIMHOM. MOXeT oTpeOOBaThCs CHIKEHHE 1035,

Tonmepooun. OcHOBHOM MyTh MeTab0NIM3Ma TONTEPOUHA C ydacTheM usopepmenta CYP2D6
nuroxpoma P450. Onmako y mauwentoB ¢ nedektHbiM reHoM CYP2D6 OCHOBHOM myTh
Metabonu3ma ocymecTsiseTcs ¢ ydactneM uzodepmenta CYP3A. YV sro#t yacTi momysuun
uHruduposarne CYP3A NpuBOIMT K BBICOKHM KOHIEHTPAUMAM TONTEPOJMHA B CBIBOPOTKE
KPOBH. Y TAKUX NMALHUEHTOB MOXET MOTPEGOBATECS CHUYKEHUE 10351 TONTEPOIHHA.
Tpuasonbensoouasenunvl (nanpumep, annpaszonam, muoasonam, mpuasonam). Ecim munasonam
Ha3Ha49aeTCsl ONHOBPEMEHHO C KiapuTpoMuuHoM (500 mr 2 pasa B menn), AUC muaazonama
NOBBINIAETCA B 2,7 pasa HOCNTe BHYTPUBEHHOTO BBEJCHHS MHa30iaMa H B 7 pa3 mocie
NepopajibHOro BBeleHHMs. Ecmu Munmasonmam BBOAMTCH BHYTPMBEHHO OJHOBPEMEHHO C
KJIApUTPOMHIIMHOM, TO CIEAYET TIIATEJIbHO KOHTPOJHPOBATH COCTOSHME IAIMEHTA, YTOOLI
CKOPPEKTHpOBaTh 103y. IIphMeHeHne Mujasonama IyTeM OpPOMYKO3aIbHOTO BBEICHHS,
KOTOPBIH MOXET 000HTH PENCHCTEMHYIO SIUMUHAIINIO IEKAPCTBEHHOTO Ipernapara, NpuBeJeT
K B3aUMOJICHCTBHIO aHAJIOTHYHOMY TOMY, KOTOpPOE HaGIIIOHaeTcsi MOCTe BHYTPHUBEHHOTO
BBCIICHUA MHJa30j1amMa, a HE NEepOpanbHOro mprema. Takue ke Mephl TpPemoCTOPOKHOCTH
CIICAYET NPUMCHATD U B OTHOIIEHHH NPYTHX OCH30[Ma3eMUHOB, KOTOPBIE METAbOTH3HPYIOTCS
CYP3A, Brumouast Tpuasosiam ¥ ampasolam.

JUis  GeH3omMa3enuHoB, MeTaboH3M KOTOpeIX He 3aBuCHT 0T CYP3A (temazenawm,
HHUTpaseriaM, Jopasenam), KIMHMYECKH 3HAYMMOE B3aUMOJEHCTBHE C KIAPHTPOMULMHOM
MaJIOBEPOSITHO.

HMeroTest cooOmieHnss 0 B3aUMOLEHCTBHM KIAPHTPOMULMHA H TpHaszojiaMa B OTHOIIEHHH
3(Q(eKTOB €O CTOPOHBI LEHTPATLHON HEPBHOH CHCTEMBI (IHC) (mampmMep, COHIHBOCTD H
CIYTaHHOCTh ~ CO3HAHHA). PeKOMEHIYeTCs OCYINEeCTBIATH KOHTPONb HEBPOJIOTHYECKHX
CHMIITOMOB y NalHEHTa DY OZIHOBPEMEHHOM NIPUMEHEHHH 3THX JIEKapPCTBEHHBIX TIPENapaToB.
Keemuanun. KnapuTpoMHIMH 3HAYUTEIEHO MMOBBIIAET KOHIIEHTPALUIO KBETHAIIMHA C PHCKOM
nepeno3upoBku. Keetwanun ssnsgercs cy6erpatom mis CYP3A4, KOTOpBIH HMHIHOUpYeTCs
KIapUTPOMULIHHOM. COBMECTHOE NPUMEHEHHE C KIAPHTPOMHIMHOM MOYKET IIPUBECTH K
YCHIICHHIO BO3/ICHCTBHS KBETHANIHHA ¥ BO3MOXKHON TOKCHYHOCTH, CBSI3AHHON C KBETHAIMHOM.
Beumi  3aperucTpupoBaHBl  COOGIIEHHS O COHJIMBOCTH, OPTOCTAaTUYECKOH THIIOTEH3HH,
M3MCHCHHH CO3HAHUS, HEHPONENTHYECKOM 310KAaYECTBEHHOM CHHApPOMe U ymmnHennd QT Bo
BPEMA  CONYTCTBYIOIICTO MpuUMeHeHHs. OOpaTuTech K HHCTPYKUMH T10 IIPHUMEHEHHIO
KBETHAllMHA IJI MOJY4YCHUS PEKOMEHIALMH 10 CHMXXEHHIO 03Bl IpPH OJHOBPEMEHHOM
NpUMEHEHUH ¢ HHrHouTOpamMu CYP3 A4, TakuMHU KaK KIapUTPOMHULIKH.

T'udpoxcuxnopoxun u xnopoxun

KnaputpoMunus ciemyer mpuMeHATH C OCTOPOKHOCTBIO y MalXeHTOB, NPUHUMAIOIIUX ITH
[Ipemapartel, KOTOPBIE, KaK H3BECTHO, YyMIMHAIOT HHTepBan QT M3-32 MOTEHIMAIBHOlM
BO3MOXXHOCTH BBI3BAaTh CEPACYHYIO APUTMHIO U CEPbe3HBIE HEOIArONpPUSTHBIE CEpHEedHO-
COCYIMCTBIE COOBITHS.

JlanHble ~HaOnromeHMi MOKasamiu, 4YTO  OJHOBPEMEHHBINH IpUEM  a3UTPOMUIMHA C
THIPOKCHXJIODOXHHOM Y MNAlHeHTOB C PEBMATOMIHBIM apTPHTOM CBA3aH C IOBBINEHHBIM
PUCKOM  CEpACYHO-COCYNHUCTBIX COOBITHH M CEPIEeYHO-COCYAMCTON CMepTHOCTH. M3-3a
BO3MOXHOCTH aHAJIOTHYHOTO PUCKA IIPH MCIOJIB30BAHHU IPYTHX MAKpOJHIOB B COUETAHHHU C
THIPOKCHXJIOPOXHHOM HIIH XJIOPOXUHOM, CIIEMYeT TIIATENIbHO PacCMOTPETh OaNaHC MONb3bl U
PHCKOB,  MpPeXIE 9eM  HasHayaThb  KIAPUTPOMHIMH  [NAlMEeHTaM, [PUHHMAOLIAM
THJIPOKCUXJIOPOXUH UITH XJIOPOXHH. '

Kopmukocmepououwt

Crenyer coOmoAaTh OCTOPOKHOCTb MPH OJHOBPEMEHHOM MPHMEHEHHMH KIapHTPOMHLHHA C
CHCTEMHBIMH M HMHTAALMOHHBIMH KOPTUKOCTEPOHIAMH, KOTOpBIE METabOIU3UPYIOTCS
npeumymectBeHHO CYP3A u3-32 NMOTEHUMATBHOrO YCHUIIEHHS CHCTEMHOTO BO3ZEHCTBHS
KOPTUKOCTEPOUIOB. B cilydae 0qHOBPEMEHHOTO MPUMEHEHHUS MAMEHTH! JOJDKHBI HAXOUTHCS
MOJ TNPUCTAIBHBIM HAOJIOJEHHEM Ha TIPEAMET HEeXeNaTeNbHbIX pPEeaKIUi CHCTEMHBIX



KOPTHUKOCTEPOUIOB.
[pyrue B3auMoIeHCTBUS.

Amunoznuxo3uder. CreyeT ¢ 0CTOPOKHOCTBIO TIPUMEHSTh KIAPHTPOMHUIIHH -OFHOBPEMEHHO C
OPYTHMH OTOTOKCHYECKMMH JIEKAPCTBEHHBIMH IpenaparaMi, 0COOEHHO ¢ aMHHOTIHKO3H/IaMH.
(cM. paszen 4.4). '

Huzokcun. Cuutaercs, 4TO AMTOKCHH sBNseTcss cyGerpatrom P-rmukomnportemna (P-gp).
VI3BecTHO, 4TO KIAapuUTPOMHIMH HHrubupyet P-gp. [lp COBMECTHOM NpHMEHEHHH
KJIIApUTPOMHILIUHA M IUIOKCHHA MHTHOUpOBaHME P-gp KIApUTPOMHITHOM MOJXKET MPUBECTH K
YCUIIEHUIO BO3JICHCTBHS AUIOKCHHA. [IOBBIIEHHBIE KOHIEHTpALMH AMIOKCHHA B CHIBOPOTKE
KpPOBH y IIal[HEHTOB, ONHOBPEMEHHO IOJy4aBIIUX KIAPUTPOMUIUH M JIUIOKCHH, TaKXKe OBLIH
3aperuCTPUPOBaHbl B XOJE IMOCTMApPKETHHIOBOrO HAOMIOAEHHs. Y HEKOTOPBIX MAllUEHTOB
HAOJIOIAINCE KITMHMYECKHE IPH3HAKH, COOTBETCTBYIONIME TOKCHIHOCTH JUTOKCHHA, BKITIOYAS
MOTEHIHUATIBHO (aranbHble apuTMun. CIEyeT TIaTeNsHO KOHTPOJHPOBATh KOHIEHTPALHMIO
AUTOKCHHA B CBIBODOTKE, IIOKa IMAMEHTHl OJHOBPEMEHHO IMOJIy4YaloT JUTOKCHH M
KJIapUTPOMHUIIKH.

3udosyoun. OpHOBpeMEHHOE Ha3HAYCHHE KJIIApUTPOMHUIMHA W  3ugoByauHa BHUY-
HHQHUUMPOBAHHBIM B3POCIBIM [ALMEHTAM MOXET IPHBECTH K CHHKEHMIO CTalOHAPHBIX
KOHIEHTPAKH 3HI0BYAHHA. BepoATHO, KITApUTPOMHIIMH IPENATCTBYET aGCOPOLMU BBOLMNMOTO
ICpOpAIbHO 3MIOBYNIUHA, JAHHOTO B3aHMOIEHCTBHS MOXHO H30€XaTh MyTEM H3MEHEHHUS
BPEMEHM TIpHEMa 103 KIIADMTPOMHUIMHA ¥ 3UIOBY[MHA, OOecreduB 4-4acoBOH WHTEpBAI
MEXKAY BBEACHHEM KaXXIOro JIEKapCTBEHHOTO mpemnapaTa. JlaHHOEe B3aUMOJECHCTBHE He
Habmonaetess y BUU-uHOUIMPOBAHHBIX HeTell, MPHHUMAIOUX CYCIIEH3HIO KJIADUTPOMHUIIHHA
¢ 3UAOBYIMHOM HJIA NUIE30KCHMHHO3HHOM. J[aHHOE B3aMMOJEHCTBHE TAK)Ke MAalOBEpOSTHO,
€CJIM KIIApPUTPOMHULIMH BBOJUTCS IIyTEM BHYTPUBEHHON HH(Y3HUH.

Denumoun u sanvnpoam. VIMEIOTCS COOOGIIEHHS O B3aMMOICHCTBHU uHrubutopo CYP3A,
BKJIrO4asg ~ KIAPUTPOMMIMH,  C  JIKAPCTBEHHBIMH  [IperapaTaMd,  KOTOpBIE  He
metabomusuposanuck CYP3A (Hampumep, (peHHTOMHOM M BambIIPOATOM C YBEIIMUEHHEM HX
ypoBHA B KpoBH). [Ipn 0fHOBpEMEHHOM NpPHMEHEHHH C KIAPHTPOMHLHHOM, pPEKOMEHTyeTCs
ONPENE/IATh YPOBHHU B CBIBOPOTKE KPOBH 3THX JIEKAPCTBEHHBIX IIPENapaToB.
JByHanpaBieHHbIE B3aMO/IEHCTBHS JIEKAPCTBEHHBIX IPENAPATOR

Amasanagup. VI KNapuTPOMHIMH, M aTa3aHABUpP SBJISIOTCS CyOCTpaTamMu M HHTHOUTOpaMu
CYP3A. VMeroTcss HaHHBIE O [BYHANIPaBIE€HHOM B3aUMOMEHCTBHH 3THX JIEKapCTBEHHBIX
npernapatoB. OQHOBpEMEHHOE NpPHMEHEHHE KiapuTpoMurnuHa (500 Mr asa pasza B [I€Hb) H
atasaHasupa (400 Mr ofvH pa3s B IeHb) IPHBOIWIO K JABYKPATHOMY YBEIHYEHHIO BO3EHCTBHS
KJIAPUTPOMULIMHA W CHIXEHUIO Ha 70 % BosneiicTBus 14-OH-KIapuTpOMHMIHHA, a Takxke K
ysenuuennto Ha 28 % AUC atazanaBupa. V3-3a GONBIIOro TepaneBTHYECKOro AMATA30HA IS
KJIAPUTPOMHIIMHA, CHIKEHHE €ro HO03bl MAallMeHTaM C HOPMAlTbHOW (yHKIHEH Modyex He
TpeOyeTcsl.

JUIs TauMeHTOB C yMepeHHBIM HapylueHHeM (GYHKLHH [I0YeK (KJIMpeHC KpeaTHHHHA
30-60 M/MHH) crefyeT yMEHbBIUWTh [03y KIapHTpOMHULHMHA Ha 50 %. Jna manueHToB C
KIIMPEHCOM KpeaTHHHHA <30 MJI/MHH CIENyeT yMEHBUIUTh J03y KJIapMTPOMULHMHA HA 75 %.
Hossl xnaputpomuiuna Gomee 1000 Mr B 1eHb He clefyeT HasHa4arh OJIHOBPEMEHHO C
HHTHOUTOpaMH IIPOTeaskl.

bnoxamoper  kanvyuesvix  kananos.  CiemyeT ¢ OCTOPOXKHOCTBIO — OTHOCHTBCH K
OZHOBPEMEHHOMY TNPUMEHEHHIO KIAPUTPOMHIMHA M OJIOKATOPOB KAIBILHEBBIX KAHAJOB,
metabonusupyeMerx CYP3A4 (nanpumep, BepanaMui, aMIOIUINH, IOHMITHA3EM), U3-32 PUCKa
Pa3BUTHS TUIOTEH3WH. B pesynpraTe B3aMMONEHCTBHs, KOHUEHTPALMH KIAPUTPOMHMIIMHA B
Iia3Me, a TakXke OJI0KaTOpoB KaJIbLMEBBIX KaHAIOB, MOTYT YBEIHUYMBATHCS. Y MAlMEHTOB,
NPHHAMABLIMX KJIAPHTPOMUUHH OJHOBPEMEHHO C BepanaMHiIOM, HaOIIOAaIMCh THIOTEH3US,
OpanuapuTMUH U JTaKTAIKI03.

Hmpaxonazon. VI K1apuTpOMUIUH, H HTPAKOHA30M SBISIOTCS CyOCTpaTaMd W MHTHOMTOpaMH
CYP3A, 4T0 NpHBOAHUT K JBYHAIPABICHHOMY B3aHMOJACHCTBUIO JIEKAPCTBEHHBIX MPENapaToB.
KnapuTpoMHIIMH MOJXET MOBBIIIATE YPOBHU HTpPaKOHA30ja B IUIa3Me, B TO BpeMs Kak
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