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 sereine:

OBIIASI XAPAKTEPUCTUKA JIEKAPCTBEHHOTI'O IIPEIIAPATA

1. HAMMEHOBAHMUE JIJEKAPCTBEHHOI'O ITPEIIAPATA
Knaputpomurmn OT, 250 mr, TaGneTky, MOKPHITHIE IJIEHOYHON 000104KOH
Knaputpomuius OT, 500 Mr, TabieTky, NOKPBITEIE IIEHOYHOH 000/104KO#H

2. KAYECTBEHHBIN 1 KOJJMYECTBEHHbBIA COCTAB

Knaputpomurua ®T 250 mr: kaxaas TaGieTka, IOKpHITas IIEHOYHOH 000JI0UKOH, CONCPXKUT
250,0 Mr x1apuTPOMHUILIUHA.

Knaputpomurus ®T 500 mr: kaxnas tabiieTka, ITOKpHITas IIEHOYHOH 000JI0YKOHN, COACPKHT
500,0 Mr KJTapUTPOMUIIUHA.

BcnoMorarenbHbIe BellecTBa, HATMYXAE KOTOPBIX HANO YYMTHIBATH B COCTABE JICKAPCTBEHHOIO
mpemnapara: KpacuTesb « XMHOJHHOBBIN )enToit» E 104. '

ITonHeli mepeveHh BCIIOMOTaTENbHBIX BEINECTB, BXOJAIIMX B COCTaB JIEKAPCTBEHHOIO
npernapara, IpeIcTaBlieH B paszene 6.1. '

3. JEKAPCTBEHHAS ®OPMA
TabneTku, MOKPHITHIE INIEHOYHOH 000I0YKOH.
Kpyriible IBOSKOBBIIYKIIbIE Ta0IETKH, IOKPHITHIE IIIEHOYHOH 000JI09KOH, JKENTOrO IIBETA.

4. KINHUYECKHUE JAHHBIE

4.1. Iloka3anusi K NpHMEHEHHIO

Knaperrpovups OT moxasal i JedeHns OMMCAHHbIX HIDKE HHMEKIMOHHBIX 3a00/IeBaHuA OT JIerkKoH

JIO CpeHell CTENeHH TDKECTH, BbBBAHHBIX YyBCTBHTCIBHBIMA K KIAPHTPOMMIAHY —IITAMMaMU

MUKpOOPIaHM3MOB, y B3pOCIBIX ¥ JeTell B Bospacte 12 yer M crapme ¢ HM3BECTHOHN

I'MIIEPUYBCTBUTETHHOCTHIO K 0eTa-NAKTAMHBIM aHTHOWOTHKAM M KOTA GeTa-TakTaMHble aHTHOROTHKH

HE MOIXO/IAT 110 JPYTYM MprdrHam (cM. pasaersl 4.4 u 5.1).

Bapocasie

—  CTpenTOKOKKOBBIA (hapHHIHT/TOH3WLIHT,

—  OcTphiit 6aKTepHATHHBI CHHYCHT (aIeKBATHO IMATHOCTUPOBAHHEIH);

—  OBOCTpeHHE XPOHUYECKOro OpOHXHUTa (aJeKBaTHO THAaTHOCTHPOBAHHOE);

— BuebonpHIyHAas MHEBMOHHS,

— HeocnoxHeHHble HHpEKIMM KOXHM M MHQEKIMH MIIKUX TKaHEH (HampuMep, MMIICTHTO, POXa,
SpHTpa3Ma);

—  JIMCCEeMMHMPOBAHHBIE MHKOOAKTEpHaTbHBIE MH(EKIMM JETKOM M CpPEAHeH CTEeNeHH TDKECTH,
BHB3BAHHBIE UYBCTBUTEIBHBEIME M3OJSTTaMU  Mycobacterium — avium wma  Mycobacterium
intracellulare, y manuentos ¢ mporpeccupytomeit BUU-undexnuei.

— B coorBercTByIOMEH KOMOMHAIMK ¢ APYTYIMH aHTHOAKTEpHATLHBIMA CPEACTBAMH M IIOIXOISAIIM
CPEJICTBOM IUTsi 3@KUBIIEHUs s3BbI UL Spamuxaiwm Helicobacter pylori y NALMCHTOB C S3BaMH
JIBEeHA/TIATHIIEPCTHON KHLIKH, CBs3aHHbIMU ¢ Helicobacter pylori (ecm. paszien 4.2). 310 rokasaHue
TIpeIHa3HA4YEHO TOJBKO It B3POCIIBIX.

Crnemyer yuMThIBaTh O(UUMANBHBIE MHCTPYKIMHM TI0 HAJNEXKalEMy HCIIOJIB30BAHHMIO

aHTUOAKTepHATIbHBIX CPEACTB.

4.2. Pexxum 103HPOBAaHHUS M c110c00 NpHUMEHEHNs

Pesicum oo3uposanun

B3pocnble ¥ 1eTH B Bo3pacte 12 JIeT ¥ cTapiie

O6branas no3a coctapmnsteT 250 Mr 2 pasa B CyTKH, [IPH TSKETBIX HHPEKUHMAX 1032 MOXKET ObITh

yBemuueHna 10 500 Mr 2 pasa B CyTKH.
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Opaouxayus Helicobacter pylori y é3pocivix: 1 8 8 5 B - 2 0 1 8
Jnst KoMOMHMPOBAaHHOM Tepanuu WHOEKUMH, BBI3BaHHOM H pylori, HeoOXOMMMO YYHTHIBATh
ob1re peKOMEHAAMH 110 dpanvkanuu H. pylori.
Muxobaxmepuanvrvle ungexyuu
JUist fieueHus IMCCEMHHMpPOBaHHON MH(EKINY, BRI3BaHHOM KoMIuiekcoM Mycobacterium avium
(MAK), XIapuTpOMHIMH TpUMEHSETCs B KayecTBE OCHOBHOTO cpencTsa.  IIpemapar
Knaputpomuiua ©T crenyer HCIOJIL30BATh B KOMOWHAIUH c IPYTHMHA
aHTHMHAKOOAKTEpHANbHBIMA  CpPeACTBAaMM  (HalpUMep, 3TaMOYTON), KOTOphIE MOKa3alH
aKTHBHOCTE in vitro npoTuB MAK nin KnuHAYeCcKy1o 5Q(heKTHBHOCTD NIpH JleY4eHNH HH(EKIHH,
Be3BaHHOH MAK. Pexomennyemas nosa fuis B3pocnbIX ¥ IeTell B BospacTe 12 JeT u crapiie
coctaBister 500 Mr kaxzasle 12 gacoB. Tepamus mOmKHA NPOXOMKATHCS, €CNM HAGMIOMAETCS
KITMHUYECKUH OTBET. JIeyeHHe MOXKHO NPEKPATHTh, KOTIa PUCK PACIIPOCTPAHEHHS HHEKIHY y
nanueHTa OyeT CUUTAThCS HU3KHM.,

eTH
Heram B Bo3pacTe mmazame 12 et crexyeT NPUMEHSTh KIAPHTPOMHLHH B dopme cycreH3uH,
TMOCKOJIbKY MPUMEHEHHE KIApUTPOMULMHA B Gopme TabneTok y merTeil maHHOM BO3pacTHOIM
KaTeropuu He U3ydayoch.
Y nmereit B Bo3pacTe 12 yeT u cTaple PEKOMEHIYEMbIE JO3BI COOTBETCTBYIOT TAKOBBIM IS
B3POCIIBIX.
OcoObble IpyIIIb! TAUEHTOB
IIpumenenue y nayuenmos ¢ Hapyuenuem GyHKYUU nouex
PexomennyeTcs KOppeKIus 1035l Y NALHEHTOB C HAPYIIEHUAMH (YHKIHH [OYEK OT YMEpPEHHOM
JI0 TSDKEJIOH CTEeNeHH (CM. TabIvIly HHUXKe).

PeKOMeHHyeMOE CHHXXCHHE O3Bl
KJIApUTPOMHUIIMHA

[TanueHTB! ¢ TSDKENBIM HapylieHuem (QYHKIMH Todek | CHHKeHue 035! Ha 50%
(xyipeHc KpeatnHuHa < 30 MJI/MUH)

[lanuenTsl ¢ yMepeHHbIM HapyiieHueM GyHKOMM Touek | CHukeHde 10361 Ha 50%
(kmupenc kpeatunuHa 30-60 MJI/MHH), NpPHHHMAOIIHE
Napalljie/IbHO aTa3aHaBHP I PUTOHABUP

[TauuenTs! ¢ TsDKENbIM HapyiuieHHeM (yHKUMH mouek | CHIKeHue 10361 Ha 75%
(kmupenc kpeatuHuHa <30 MII/MHH), NPUHHAMAOIIUE
[apaJjiJIeJIbHO aTa3aHaBUP HITH PUTOHABHP

Knapurpomuunn ®@T Tabnerkn 500 Mr He clefyeT NPUMEHATh Y NALHEHTOB C TSKEIBIMH
HapyHMICHUAMH GYHKIMH TOYeK (KIMpeHC KpeaTHHuHA < 30 MI/MHH), TaKk KaKk B IAHHOM
CHTyallMM TpeOyercst CHMXeHMe n03bl Ha 50%, uTO HEBOSMOXKHO M7 TaKoil JO3MPOBKH
JIEKapCTBEHHOTrO mpenapara (c¢M. pasgen 4.2). MoxHo npumensts Knaputpomunun ®T
Tabnetku 250 Mr. Y TakuX NaNMeHTOB 1033 KIAPUTPOMHIMHA [OIDKHA OBITH YMEHBIIEHA
HAIIOJIOBHHY, TO €CTh MOXHO MpuMeHsTh 250 Mr 1 pas B cyTku umu 250 Mr 2 pasa B CyTKH Ipu
Gonee Tsxenbix MHbeKkmMAX. JleyeHue OTHUX MALMEHTOB HE JO/DKHO MPOLOIKATHCH Goiee
14 nueit.

IIpumenenue y nayuenmog ¢ Hapyuienuem QyuKyuu nevenu

Ilpn Hapymienuu QyYHKIMH MEYEHH, €C/IM COXpaHsAeTcs HOpManbHas GYHKIHS IOYEK,
KJIApUTPOMHUIIHH MOKHO IIPUMEHSATE 0€3 KOPPEKTHPOBKH HO3bI.

Ilpumenenue y nuy nodxcunozo eozpacma

AHAJIOTHYHO PEKOMEHOALHNSM JUIst OOIUeH TOTYNAIUY B3POCTIBIX.

Koppexkums 103bl B _clydyae OpPUMEHEHHs KIAPUTPOMMIMHA COBMECTHO C  JIPYTHMH
JIEKapCTBEHHBIMHU IIpenapaTaMu

[Ipy NMpUMEHEHHH KJIAPUTPOMHIHHA COBMECTIIO C aTa3aHABUPOM CJIEAYET YMEHBUINTE 03y
KjnapuTpoMuniHa Ha 50%.

COTAACOBAHO
MIHHCTEPCTEOM 2N PABOOXPAHEHIAST
PECIIVGEAUKHM BEJAPYCH
Tipuxas Munncrepersa SADAROOXDAHEHU A

Pecnyfunry Beranyes 2
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MoxeT moTpeboBaTbess KOPPEKIHs 103 APYTHX JIEKapCTBEHHBIX NPEIApaToB IIPH COBMECTHOM
NPYMEHEHUH WX C KJIAPUTPOMHIMHOM BCIEICTBHE JIEKAPCTBEHHBIX B3aHMONEHCTBHH (CM.
paszmen 4.5).

Ipooonscumensnocme mepanuu

IIpomO/KUTENPHOCTD TEPANUK KIAPHTPOMULIMHOM 3aBHCHUT OT KJIHHHYECKOTO COCTOSHUS
TNAlMEHTa, a TAKXKE OT THIA U THKECTH UHPEKIMH. B KoM cirydae mpomao/mKuTeIbHOCTh
TEPAIINH OINPENEIISET Bpay.

OGBr4Has NPOROIDKUTENBHOCTD JICUECHHS COCTABIIAET OT 6 10 14 mHeid.

Tepanuio cnemyeT mpomomkaTh Kak MHHMMYM B TE€UYeHHE 2 IHEH MOCIE HCYE3HOBEHHS
CUMIITOMOB.

Ilpn wHQEKMAX, BBI3BAHHBIX P-TeMONTHTHYECKMM CTPENTOKOKKOM, MPOLOJIKHTEIHHOCTD
TEpanyu JOMKHA COCTaBILITE He MeHee 10 1Hel, 9ToOb! NPeIOTBPATUTE TAKHUE OCIOXKHEHHUS,
KaK oCTpas peBMaTHyecKas JIMXOpaaKka U IJIoMepyIoHedpuT.

Cnocoé npumenenus
IIpenapar Knaputpomuime OT MOXHO MPUMEHST HE3ABUCHMO OT NpHeMa THLY, IOCKOJIBKY
NHINA HE BIUAET Ha CTENEHb OHONOCTYITHOCTH KJIapUTPOMHUIIMHA.

4.3. IlpoTuBOoNOKa3aHus

['MnepuyBCTBUTENEHOCT K aKTHBHOMY BEIIECTBY, JAPYTMM aHTHOMOTHKaM KJjacca
MaKpOJIHIOB W/HIK K JEOGOMY M3 BCIIOMOTATENBHBIX BEWIECTB, MEPEUHCIEHHBIX B pasjeie
6.1.

OnHoBpeMeHHOE NpPHMEHEHHE KIAPUTPOMHUIMHA M JOGOr0 W3 CIEAYIOUMX CPENCTB:
aCTEMM30/, LHU3ANpHI, AOMIEPUAOH, NHUMO3MA U TepheHaAMH — TaKk KaK 3TO MOXET
IPUBOAUTD K yMUTHHEHHIO HHTepBana QT U cepaeuHbIM apUTMHUSM, BKIOUAs KENTYA0YKOBYIO
TaXUKapauio, GUOPHILISLHIO XKeNyI0YKOB H MHUPY3THYIO KETyIOUKOBYIO TaXHKAPAMIO THIIA
torsades de pointes (cM. pasnen 4.5).

I[IpuMeHeHre KIApPUTPOMHMIMHA COBMECTHO C  KBETHAIMHOM, THKATPENOPOM  HIIA
pPaHOMNA3MHOM.

IlpuveHeHre  KIapUTPOMMIMHA COBMECTHO C  alKATOMAAMH  CIIOPHIHBH (Hampumep,
OPrOTaMHH MM IUTUAPOIPrOTAMHH), TaK KaK 3TO MOXET IPHUBECTH K I[POSBICHHIO
TOKCHYECKHX CBOMCTB AJIKaNnoOU0B CIOPHIHBH (CM. paszen 4.5).

IIpuMeHeHHe KIapPHTPOMHIIMHA COBMECTHO ¢ MHIa30iaMoM B (opMe JUIs MepopaibHOro
IIpHUMEHEHU (cM. pazaen 4.5).

[IpuMeHeHne KIApUTPOMULIMEA COBMECTHO C JIOMUTANHAOM (CM. pasnen 4.5).
KnapuTpomMuiyH NpOTHBONIOKA3aH MAlMEHTaM C y/UIMHEHHBIM uHTepBanom QT B aHamHese
(BpOXICHHOE WM 330KyMEHTHPOBAHHOE IPHOOpETEHHOE yUTHHEeHHe HHTepBana QT) wim
JKEJTyIOYKOBBIMH apUTMMSIMH, BKIIIOUast forsades de pointes, B aHaMHe3e (CM. pasiensl 4.4 u
4.5).

KnapuTpoMHUMH TNPOTHBONOKA3aH —MAlHeHTaM C  JMeKTPOIHTHBIME HapyLICHUSMU
(TMmokanMeMuen WK rMMOMarHHEMHUEH) BCIIEACTBHE PUCKA yTHHEeH S nHTepBana QT.
[IpnMeHeHne KIapPHTPOMUIMHA COBMECTHO ¢ wuHrubuTopamu ['MI-KoA PEAYKTa3sl
(cTaTuHBI), KOTOpBIE MHTeHCHBHO MeTaGoimsupyiorcs CYP3A4  (nosactatun  wim
CMMBAaCTaTHH), TaK Kak B [JAHHOM CJydae CyIIECTBYeT MOBBIMIEHHBIH PHCK MUOIATHH,
BKJItO4as pabnomuomnus (cM. paszaen 4.5).

KnapuTpoMUIMH NPOTHBONOKA3AH MALNUEHTAM C TSKENOM MEYEHOUHOM HeI0CTATOYHOCTHIO,
COIIPOBOXIAIOIIEHCS HAPYIIEHUSIMHU QYHKITHH [TOYEK.

Kax 1 npyrue moiunsie uHru6utoper CYP3 A4, KapuTpOMHLHH He IOMycKaeTcs IPUMEHSTE
B COYCTAHUH ¢ KONXHUIMHOM (CM. pa3fensl 4.4 u 4.5).

XonecraTnyeckas >KeNTyXa/lleueHoyHas ANCHYHKIMS B aHAMHE3e Ha (OHE MPUMEHEHHs
KJIapUTPOMHUIIKHA.

COI'IACOBAHKHO
MHHHCTEPCTBOM 3[APABOOXPAHEHUSA
PECTIYBJIVEY BENAPYCDH
IIpuxas MuancTeperBa EPABOOKPAHEHUS 3
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— Tabnerkn Knapurpomunus ®T 500 Mr npoTHBONOKa3aHBl NALUEHTAM C TSKEIBIMH
HapylIeHUsAMH (QYHKIWMH To4ek (KIMpeHC KpeatmHuHa < 30 MJI/MHH), Tak KaK B JaHHOM
CHTyallu# TpeOyeTcst CHuKeHHe J03bl Ha 50%, YTO HEBO3MOXKHO JUIS TAaKOW JO3MPOBKH
JIEKapCTBEHHOrO Npemnapara (cMm. paznen 4.2).

4.4. Oco0ble ykazaHHsl H MepbI NPEX0CTOPOKHOCTH
[lanuenTa crenyer npeaynpeauTh 0 HEOOXOMUMOCTH COOGIATh Bpauy O BOSHUKHOBEHHH JIFOG0M
HEXXETIaTeJIbHOM peaKIiH. ’
Peaxiiuu ocTpoit rUNEpPYYBCTBUTENLHOCTH
B ciyuae TSKENBIX OCTPBIX peakiMil TMIEPYIYBCTBUTENBHOCTH, TAKMX Kak aHaduiIaKcws,
TSOKENIBIC  KOXHBIC HEXENaTeNbHble pEakiMu [HallpuMep, OCTPBIA TIeHepaIH30BAHHBIN
9K3aHTEMATO3HBIA MycTyne3, cuHApoM CTHBeHCA-J[KOHCOHA, TOKCHYECKHI SMHUAEpPMaIbHBIH
HEKpOJIU3 ¥ JIEKApPCTBCHHAsS CHINb C 203uHO(UIMEH M cucreMHBIME cumnrtoMamu (DRESS-
CHHIPOM)], Tepanuio KJIapUTPOMHIMHOM CIENYeT HEMEUIEHHO MPEKPaTHTh U CPOYHO HAYATH
COOTBETCTBYIOIIEE JIEUCHHE.
HexenaTenbHble PEaKIMU CO CTOPOHBI CEPAEYHO-COCYIUCTON CHCTEMBI
Y manueHToB, MOJy9aBIIMX MAKpPOJIM/Ib], BKIIOYAs KIAPUTPOMUIMH, HaBMIONANOCh Y/UTHHEHUE
unTepsana QT, oTpaxaromee BIMAHAE HA PETIONAPHU3ALMIO CEPIIIA, CO3IAIOLIEE PHCK pa3BUTHA
CepAeyHON apuTMUH W torsades de pointes (cM. pasmen 4.8). M3-3a MOBBIIIEHHOrO pHCKa
yamaHeHust uHTepBana QT u KemymoukoBBIX aputmuit (Bkmrouas torsades de pointes),
NPUMEHEHHE KIAPUTPOMHULHMHA INPOTHBOIMOKA3aHO Y IALMEHTOB, MOMYYAIOMUX aCTEMH3OJ,
UM3aNpHL, JOMMEPUJIOH, INUMO3MA M TephEHAIWH; y NAUHEHTOB, y KOTOPBIX €CTh
JJIEKTPONIUTHBIC HApyIIEeHWs, TakWe, KaK TUIOMAarHHEMHs MM TUIOKAIHEMHS, a TaKkKe
NanueHTaM ¢ yuiMHeHHeM uHTepBana QT WM KemyJo9KOBOM cepleyHol apuTMHUeH B aHaMHE3e
(cM. paspen 4.3). Kpome Toro, KIapHTPOMHLMH CITETyeT C OCTOPOKHOCTBIO IIPUMEHATH B
CIEIYIOMIMX CIIydasx:
- TIAUMEHTHl C HIIEMHYECKON OONE3HBIO CEPANA, TSDKENIOW CepledHON HEeI0CTATOYHOCTHIO,
HapYIICHUAMH IIPOBOMMOCTH UM KITMHWYECKH 3HAYUMOY GpaauKkapauei;
- TanWeHThbl, OHOBPEMEHHO ITONYHarOIUe IPYTHUE JIeKapCTBEHHBIE TIPENapaThl, CBI3aHHbIE C
yanuHenueM uHTepsana QT, kpoMe TeX, KOTOpbIE MPOTHBOMOKA3AHEL.
ONuIEMHONOrMYeCKHE HCCIENOBAHUS 1O OLEHKE DHUCKa HEGJArOTNpUATHBIX CepAeYHO-
COCYIHCTBIX HCXOJOB, CBS3aHHOTO C INPUMECHEHHEM MAaKpOIHIOB, TOKA3ald BapHaGelbHbE
pe3yNbTaThl. B HEKOTOPBIX HAOMIONATENBHBIX HCCICIOBAHUAX BBIABIEH DPHCK Pa3BUTHA
apUTMHUH, WHQApKTa MHOKapha ¥ CEpAeYHO-COCYAMCTOH CMEPTHOCTH, CBS3aHHBIH ¢
[IPUMEHEHHEM MaKpOJIHIOB, BKIIIOHYAs KIAPUTPOMMUMH. [IpH Ha3HAYEHHH KIIADPHTPOMHIIHHA
HEOOXOMMMO MPHHAMATH BO BHHMAHHE NAHHYIO HH(GOPMALHMIO U YYHTHIBATH NPEHMYLLECTBA
JCUEHUSL.
IIceBnomeMOpaHO3HEIN KONUT U nuapes, Bei3BanHas Clostridium difficile
OtMedens! clly4au pasBUTHS MCEBIOMEMOPAHO3HOTO KOMMTA HA (JOHE IPHMEHEHHUS MOUTH BCEX
aHTHOMOTHKOB, BKJIIOYAas MAaKpOJUOBL, CTENEHb TSKECTH [AHHOTO COCTOSIHHS MOJKET
BappMpOBaTh OT JIErKOW [0 yrpoxaromed >u3Hu. Ha ¢(oHe nNpuMeHEHHS MOYTH BCex
aHTHOHOTHKOB, BKIIOYAas KIAPMTPOMHULMH, 3aPETMCTPUPOBAHBI CIYYaH pPasBHTHS Mape,
Be3BaHHOH Clostridium difficile; naHHOe COCTOSHHME BAapHMPOBANO MO THKECTH OT JErKoi
Juapeu 10 (paTaibHOTO KOMUTA.
IIpuMeHenre aHTHOAKTEPHANBHEIX CPEACTB MPUBOAMT K HAPYIICHHSM B COCTABE HOPMAaIbHO#
MUKPOGJIOPH! TOJCTOH KMUIKH, 4YTO, B CBOKO OYEPEb, MOXKET IPUBECTH K U3OBITOYHOMY POCTY
Clostridium difficile. Jlnarnos numapew, accouuuposanuoit c¢ Clostridium difficile, momxen
MPEANoaraTeCs y BCEX IAIMCHTOB, y KOTOPHIX BO3HHWKIA Auapes HA (OHE NpUMEHEHHUS
aHTHOMOTHKA WM BCKOPE TOCNE 3aBEpIIEHHs aHTHOAKTepHanbHOM Teparmuu. Kpome Toro,
HEeOOXOIMMO TUIATENHLHO ONpallMBaTh IANMEHTOB Ha MpeaMeT TPUMEHEHHs paHee KaKux-Imbo
aHTHOHMOTUKOB, TaK Kak coo0IIanock 0 pa3sBUTHH IuapeH, BeisBauHoi Clostridium difficile, naxe

CITyCTSI 2 MecsIla Toc/ie TPUMEHEHHUS aHTHOAKTePHABHBIX fPERcTE.Q UJIA COBAHO

MUHKCTEPCTBOM 3IPAROCKXPAHEHNS
PECIIYBJIIKY BENAPYCDL
[Tpuxas MuuHCTEPCTBA 3/PABOOXPAHERNT 4
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[lpy DOATBEP)KHEHMHM NAaHHOTO [JHWarHo3a NPUMEHEHHE KIAPUTPOMHUIIMHA JODKHO OBITh
HEMEJIEHHO MPEKpALICHO, HE3aBUCHMO OT IIOKa3aHWs K ero npumeHeHwro. HeobOxommmo
NPOU3BECTH MHUKpPOOMOJIOTHYECKHE HCCIECIOBaHMUS M Ha3HAYUTh HaJUIeXallee JedeHue. B
JTAHHOW CUTYyalluu cienyeT u3beraTb IpUMEHEHHUS CPE/ICTB, HHTHOHUPYIOUIHX ITEPUCTATBTUKY.
M30bITOYHBIR POCT HEYYBCTBUTENBLHBIX MUKPOOPTaHU3MOB

JiTeNnbHOE WM IOBTOPHOE IPUMEHEHHE aHTHOMOTHKOB MOJXET BBI3BATh W3OBITOUYHBIA POCT
HEUYBCTBUTENBHBIX Oakrepuil #u rpuboB. IlpM BO3HUKHOBEHUM CYNEpUHGOEKIUH CICAYeT
NPEKPAaTUTh NPUMEHEHHE KIApDUTPOMHIMHA M HA4yaTh COOTBETCTBYIOWIYI0 Tepanuio. C
OCTOPOXKHOCTBIO CJIEAYEeT INPHUMEHSTh JIEKADCTBEHHBIN IpermapaT y NalHUeHTOB C TKEIOH
IIOYEYHOH HEJOCTAaTOYHOCTEIO.

IlepekpecTHas pe3uCTEHTHOCTD

Cnenyet oOpaTUTs BHUMAHKUE Ha BO3MOXHOCTb HAJTHYUS [I€PEKPECTHOM PE3HCTEHTHOCTH MEXKIY
KJIApUTPOMULIMHOM U APYIMMH MaKpOJIMIaMH, a TaKXKe JTMHKOMHIIMHOM W KJIHHIAMHUIIHHOM,
Wndexuus, Bor3Banuas H. pylori

[IpuMenenue 1r0060ro aHTUMUKPOOHOTO CPEJICTBA, B TOM YHCIIE KJIIAPHTPOMHULIMHA, IS IEYEHHS
unpexiuu  H.  pylori MOXeT TPHBECTH K Ppa3sBUTHIO PE3UCTEHTHOCTH Y JaHHOTO
MHKPOOpraHu3Ma.

Myasthenia gravis

Coobmanocs 00 yCHIEHHH CHMITOMOB myasthenia gravis y NalHeHTOB, IMOMYYABLIMX
KJIapUTPOMHUIIMH.

HapymeHust G yVHKIMY TEYSHH U TOYEK

KnapuTpoMHIMH NpPEMMYINECTBEHHO METabONH3UpyeTcs TedeHpro. [losToMy cremyerT
cobmonaTe OCTOPOXXKHOCTh NpH Ha3HAYEHMM KIApUTPOMHIMHA [alMeHTaM C HapyUIeHHeM
¢byHKIMU nedeHu (cM. Takke pasznen 4.3).

[Ipn nmpUMeHEeHHHW KIapUTPOMHUIMHA COOOIIATIOCh O Pa3BUTHHM HapylIeHUM (QYHKIMU TIEUYEHH,
BKJTFOYAsl TIOBBIIICHHBIH YPOBEHD MEUYEHOUHBIX (PEPMEHTOB, M O PA3BUTHH TeATOLEITIONSIPHOTO
H/WJIH XOJIECTATUYECKOr o TeNaTuTa C XeATyxXoH unu 6e3 Hee. DTH HapylIeHUs QyHKIUH [TEUeHH
MOTYT OBITh TSDKENOM CTENeHH U OOBIYHO SBJISIOTCS 00paTHMBIMH.

Coofmanoce 0 pa3BUTHH MEUEHOYHON HENOCTATOYHOCTH C JIETANBHBIM HCXOOOM (CM. pasmen
4.8). BeposiTHO, B HEKOTOPHIX M3 TaKUX CJIy4YaeB y MAIHEHTOB YK€ HMeIoch 3aboieBaHue
neueHH U0 MAalUeHTHl MPUHUMAIH TAaKXKE NIpyTHe JIEKApCTBEHHBIC NpernapaTsl, CoCOOHbIE
OKa3pIBaTh TOKCHYECKOE [JeHcTBHE Ha IedeHb. [lallueHTOB cleayeT YBENOMUTb O
HEOOXOIMMOCTH HEMEUIEHHO MPEeKpaTUTh NpPUMEHEHHE KIApUTPOMHLMHA U OOpaTHThCH K
Bpady, €CId OHH 3aMeTH/IU y ce0s pa3BUTHE CHMOTOMOB, YKa3bIBAIOIIHX HA HapyLICHHE
GYHKUHMH TedeHH (HampuMep, aHOPEKCHd, >KeJITyxa, TeMHas Modya, 3yd, 0oib B obnactu
XHBOTA).

Crnenyer cobmoaTb OCTOPOXXHOCTH I[pH NPHUMEHEHHH KIAPUTPOMHIIMHA Y TMAIHEHTOB C
HapylleHueM QyHKLIMHU I0YeK OT YMEPEHHOH [0 TsoKeNod crenenu (cM. paszen 4.2).

Konxuuux

Coo0masnock 0 pa3BUTHH KONXHUIIMHOBOH TOKCHYHOCTH (B TOM YHC/e ¢ (aTaTbHBIM HCXOI0M)
IPY COBMECTHOM IIPHMEHEHHH KIAPUTPOMHULMHA M KOJXUIWHA, OCOOEHHO Y TOXUIBIX
[ANHEHTOB, B TOM dHCle Ha (OHE MOYEUHOW HeNoCTaToYHOCTH (cM. pasmensl 4.3 u 4.5).
CoBMecTHOE IPUMEHEHHUE KIApUTPOMUIIMHA U KOJIXHUIIMHA IIPOTHBOIIOKAa3aHo (CM. pasaen 4.3).
PanuTuaMHa BUCMYTa IIUTPAT

KnapuTpoMHIIMH B COYETaHWM C pPAHUTHUAMHA BHCMYTa LUUTPATOM HE CleNyeT Ha3HA4aTh
TIALMEHTAM C TIEPEHECEHHOH OCTpo# mophupuei.

Tpuazonben3oiuazenuHpl

C  OCTOPOXXHOCTBIO  CleAyeT  IPHUMEHATb  OJHOBPEMEHHO  KIAPUTPOMHUUMH  H
TpHa30J0EH30IMa3eNUHEl, HaNMpUMep, TpHa3oNaM, BHYTPHBEHHBIH WJIH OpPOMYKO3abHBIN
(BcachIBaeTCA uepes CIH3UCTYIO0 06070UKY POTOBO# NOJIOCTH) MUAa301aM (CM. paszen 4.5).
[lepopaibHble THIOTIHKeMUYeckue cpeacTra/Mucynun

COTJIACOBAEO
MHHACTEPCTBOM 8IPAROOXPAHIHIS
PECIYBJIKEKI BEAAPYCH
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KoMOHHMpOBaHHOE NPHUMEHEHUE KIAPUTPOMUIMHA H MEPOPAIBHBIX THMIOIVIMKEMHUYECKHX
CPEICTB W/WITY HHCYJIMHA MOXKET BBI3BIBATH BBIPAKEHHYIO THIIOTIHKeMUIO. [1pn ofHOBpEeMEHHOM
IIPUMEHEHHH C THIIOTIIMKEMHYECKMMH CPENCTBAaMM, TAKMMH KaK HATEITIMHHUMA, NHOTJIMTA30H,
pemarnuHU W PO3UIIIMTA30H, KIAPHTPOMHUIIMH MOXeT HHruOuposath 3H3uM CYP3A, dro
MOJET BBI3BaTh FHIOTIIMKEMHIO. PEKOMEHIOBAH TIATENBHBIH MOHHUTOPHUHI YPOBHS IJIOKO3BI B
KpPOBH.

[TepopaibHble aHTHKOATYIISTHTEL

[Ipy CcOBMECTHOM TpPUMEHEHHH KIApPUTPOMHUIMHA C BappapHHOM CYIIECTBYET pPHCK
BO3HHMKHOBEHUSI CEPbE3HOTO KPOBOTEYEHMs, 3HAYMTENBHOrO NOBBIIEHUS mokasarens MHO
(MexIyHapoAHOE HOPMAIM3UPOBAHHOE OTHOLLEHHUE) U NMPOTPOMOMHOBOrO BpeMeHH. J{o Tex mop
TI0KA MMalUeHTH! IPUHUMAIOT OJHOBPEMEHHO KIAPUTPOMUIIMH U IIEPOPATBHBIE aHTHKOArYJISTHTHI,
Heobxoaumo yacTo koHTponuposate MHO u npoTpoM6uHOBOE BpeMms.

Crnexyer cobmonate OCTOPOXXHOCTh IIPH COBMECTHOM IPHMEHEHHH KIapUTPOMHIMHA C
NepopabHBIMH AHTHKOATyJITHTAMH IIPSIMOTO JeHCTBUS, TAKUMH Kak jaburaTtpal, puBapoxcabaH
1 anukcabaH, 0COOEHHO y MALIMEHTOB C BBICOKUM PHCKOM KPOBOTEUEHHS (CM. pasnen 4.5).
Wurunburoper I'MI'-KoA penyxrasst

KoMOuHUpOBaHHOE IpPHMEHEHHE KIAPUTPOMUILIMHA C JIOBACTATHHOM HIIH CHMBACTATHHOM
npotuBonokazaHo (cm. pasgen 4.3). Crnemyer coOnmomaTh OCTOPOXHOCTh NpPH HAa3HAUYCHHH
KJIapUTPOMHUIIMHA OJHOBPEMEHHO C IPYTMMH CTAaTHHAMM.

Kakx ®m pgpyrme Makponuzpl, KIQpPUTPOMHUIMH IIPUBONMI K IIOBBIIICHHIO KOHLEHTpPALHH
uaruéurtopo I'MI'-KoA penykrasel. Penxo coobmanock o pa3BuTHu pabioMHONM3a Y
NalMeHTOB NpPH COBMECTHOM NPUMEHEHHH STHX JICKApPCTBEHHBIX mNpenapaToB. Heobxomumo
HaOmoeHue 3a NallueHTaMU Ha [TPeIMET Pa3BUTHS IIPU3HAKOB ¥ CHMIITOMOB MHOIIATHH.

Penxo coobmanoce 0 pa3BHTHH pabJOMHOIM3A y ITAlMEHTOB IIPH COBMECTHOM MPHMEHEHHH
KIapUTPOMHIVHA C aTOpBaCTATHHOM MM DPO3yBacCTaTHHOM. B cilyuae OIHOBPEMEHHOTO
IIPUMEHEHHS 103y aTOPBAaCTaTHHA UIIM PO3yBacTaTHHA HEOOXOIMMO MaKCUMAITEHO CHU3UTE.

B cnyyasix, Korfa OTHOBPEMEHHOTO IPUMEHEHUS KIIAPUTPOMUIIMHA ¥ CTAaTHHA HENb3s H30eKaTh,
JOOJDKHO OBITh IPHHATO COOTBETCTBYIOUIEE PEIIEHHE OTHOCHTEILHO KOPPEKTHUPOBKH JIO3BI
CTaTWHA (Ha3HA4YeHUs MUHUMAIbHOM NO3B!) MM NPUMEHEHHS CTATHHA, KOTOPBIH HE 3aBHCHT OT
Mmetabonusma CYP3A (Hanpumep, guiyBacTaTHH HITH PABACTATHH).

KseTnanug

Keetnanun spiusercs cyocrpatoM anst CYP3A4, xotoperit HHTHOHUpYyeTCS KIIapUTPOMHULIHHOM.
CoBMeCTHOE MPUMEHEHHUE C KIApUTPOMHLIMHOM MOXET NMPHUBECTH K YBENHUEHHIO BO3JCHCTBHS
KBETHANlMHA Y MPOSBICHHUIO €ro TOKCHYECKUX CBOMCTB. 3aperucTpuUpoBaHbl COOOIIEHHS O
COHJIMBOCTH,  OPTOCTaTHYEeCKOH  TUIIOTEH3WM, HM3MEHEHHOM  COCTOSHHUH  CO3HAHUA,
HEMPOJIENTHYECKOM 3JI0KaYeCTBEHHOM CHHIpoMe U yanuHeHnn QT BO BpeMs COMYTCTBYIOLIETO
TIPUMEHEHHS (CM. HHCTPYKLHIO 110 IPUMEHEHHIO KBETHAITHHA).

[IneBMOHUS

[TockonpKy BO3MOXXHO CYLIECTBOBAHUE DPE3HCTEHTHOCTH Streptococcus pneumoniae X
MakKpoOJIiIaM, BaXHO MPOBOAUTH TECT Ha YyBCTBUTEIBHOCTE IIPH Ha3HAYCHUM KIIAPUTPOMHIIMHA
JUISL  JIEYCHHUsT BHETOCHHUTAIBPHOM INHEBMOHMH. B cioy4ae rocnuTajbHOW ITHEBMOHHUU
KJIAPUTPOMHUIIMH HYXXHO IIPUMEHSTH B KOMOMHALMH ¢ OPYTHMHE HaJIe)KAIlUMK aHTHOHOTHKAMH.
Hudexiny KoXu ¥ MATKUX TKaHEH OT JIETKOH 10 cpeHel CTENEeHU TSKECTH

JlanHple HMHQEKLIUH dYalie BCEro BBI3BaHBI MHUKpoopraHmsmaMu Staphylococcus aureus u
Streptococcus pyogenes, KaXIbIH M3 KOTOPBIX MOXET OBITh PE3UCTEHTHHIM K MaKpOJIUAAM.
[To3TOMY BaXHO MpPOBOMUTH TECT HA YYBCTBUTEIBHOCTH. B Ciyuasx, Korga HEBO3MOXHO
NIPAMEHUTS OeTa-TaKTaMHble aHTUOMOTHKM (HalpuMep, U3-3a aJUIEPTHHM), B KA4yeCTBE CPEICTB
IIEPBOTO BBIOOPA MOTYT MPUMEHATHCS Ipyrve aHTHOMOTHKH, HAITPUMED, KIIWHIaMHULIUH.

B HacTosimee BpeMsi MAaKpONHABl HTPAIOT OTIPEACNCHHYIO POJIb NPU JNIEUYEHHH TOJIBKO HEKOTOPBIX
vH(EKIMHA KOXM W MSIKHX TKaHeld, Hanpumep, uHGbexuui, Bei3BanHbIX Corynebacterium
minutissimum (dpuTpa3Ma), acne vulgaris, pOXHCTOTO BOCHANlEHHUs, ¥ B CHTyalusX, KOraa
HEJTb3s PUMEHSTh JISUEHUE IIEHULIUTITHHAMH.

COTHACOBAHO
MHHUCTEPCTBOM 3IPAROQONPAHEHNAS
PECLIYBJKIL DETAPYCD 6
Mpuras Muuzerepersa 3;
Pecnyviinuuy He

NOXPaHenTIs
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KnapuTpoMHIIMH HY>XHO NPHMEHATh C OCTOPOXXHOCTBIO IIPH OJHOBPEMEHHOM HA3HAUEHHH C
uHaykTopamu dpepmenta uutoxpoma CYP3A4 (cMm. pasmen 4.5).

BcrnoMorarenbHbIE BellecTBa

O6onouka Tabnetkn Knaputpomunuu OT comepxut kpacuTelb «XHHOIHMHOBBIA KENTHIHY,
KOTOPBIA MOXET BBI3BIBATh Pa3BUTHE AJNIEPIUYECKUX PEAKIIHiA.

4.5. B3aumopelcTBHe ¢ APYrMMH JIEKADCTBEHHBIMH YIpenapaTaMM H /JpyrHe BHIbI
B3aHMOAEHCTBHSA

[IprMeHeHre CHENYIOMNUX JIEKAPCTBEHHBIX IIPENapaToB  COBMECTHO C KJIADHUTPOMUIIHHOM
KaTErOPHYECKH MPOTHUBOIIOKA3AHO K3-33 _BO3MOXHOCTH _ Pa3BHTHS _CEPHE3HBIX  PEaKIMH,
00YCIOBICHHBIX MEXJIEKAPCTBEHHBIMH B3aUMOJIEACTBUAMH.,

Huzanpud, numosud, 0omnepudoH, acmemuson, mep@eradun

Coobmaioce 00 yBeNWYEHMH KOHIEHTPAUMH LM3ApUAAa IPH COBMECTHOM NpPUMEHEHHH
KJIAPUTPOMHIIMHA M [M3aNpuaa. JTO MOXET NpPHBOMHUTH K YUIuHeHHI0 uHTepBaia QT u
CEpPACYHBIM APUTMHUAM, BKIIIOYAs XKETYHOYKOBYIO TaXUKapAHio, GUOPHIUISIMIO YKENYyIOYKOB H
PKEJTYIOYKOBYIO TAaXMKApIHIO THUNA «IUPYIT» (forsades de pointes). TlomoGusie 3ddekTsI
HabJIIOIATKCEH PH COBMECTHOM NTPUMEHEHNH KIIApHTPOMHUIIMHA M TUMO3U/A (CM. paszien 4.3).
Coolruanoch, 4YTO MaKpONMIBl H3MEHSIH MeTabonu3M TepheHaaMHA, B pE3YNbTATE HEro
TOBBILIAICS YPOBEHb TeppeHalHHa, YTO MHOTAA ObLIO CBS3aHO C CEPACYHBIMH ApUTMHUSMH,
TaKUMHU Kak yjuinHeHue untepsana QT, xenmynoukopas Taxukapauns, GUOPHUILIALNS KeTyI09KOB
U KEIIyJI0YKOBas TaxHKapAMs THUIA «IUPYIT» (cM. pasmen 4.3). B omHOM M3 HCClIeOBaHUM ¢
ydactieM 14 310poBEIX TOGPOBOJBIER MapallIebHbI [IpHeM KIapUTPOMULMHA U TepdeHauHa
NpuBEN K 2-3-KpaTHOMY MOBBIIMIEHHIO CBIBOPOTOYHOIO YPOBHS KHUCJIOTHOTO MeTabonmuTa
TepheHaauHa M yunuHEHHI0 HHTepBaia QT, uTO He BBI3BANO TMOSBICHHS KAKHX-THOO
KJIMHAYECKH onpenenseMbiX 3¢ dexron. [lonobusie ahdexTsl HAOMOAATUCE IPY NIApaIeIbHOM
IIPHEME aCTEMHU30J1a U IPyTHX MAKPOJIHIOB.

Anxanoudel chopbiubu

CooluieHnss B TOCTMApKETHUHIOBBIM MEPHOJ yKa3blBAIOT HA TO, YTO COBMECTHBIH IpHeM
KJTAPUTPOMHIIMHA ¢ SPrOTaMHUHOM MM JTUTHAPOIPTOTAMHHOM CBSI3aH C OCTPOM TOKCHYHOCTBIO
CIIOPBIHBH, CONPOBOXIAIOIIEHCS CIIA3MOM COCYJIOB, 4 TaKKe HINEMUEH KOHEYHOCTEH U APYTUX
TKaHeH, BKIIIOYas UEHTPAIbHYIO HEPBHYIO cHcTeMy. OTHOBPEMEHHEINA PUEM KIIAPUTPOMHULIMHA
1 aJIKAJIOU/I0B CITOPBIHBY MTPOTHBOIIOKa3aH (cM. paznen 4.3).

Hneubumopwvr I'MI-KoA pedykma3svl (cmamumbt)

KomMOuHupoBaHHOE NpUMEHEHHE KIAPUTPOMHUIMHA C JIOBACTATMHOM WJIH CHMBACTATHHOM
IIPOTHBOIOKA3aHo (cM. pasgen 4.3), MOCKONBKY OTH CTATHHBI B 3HAYMTENLHON Mepe
metabomusupyrores CYP3A4 u oHOBpeMEHHOE PUMEHEHHE C KJIAPUTPOMHLMHOM [IOBBIIIAET
MX KOHLIEHTPAUHUIO B IIa3Me KPOBH, YTO, B CBOIO OU€PE/b, IOBBIIACT PUCK Pa3BHTHS MHOIATHH,
BKJIIOYass pabnoMuosn3. beumm cooOmeHHs o DPasBUTHM pabAOMHOM3A y TMANHUEHTOB IIPH
OMHOBPEMEHHOM IPHMEHEHHM KIAPUTPOMHIIMHA © 3THX CTATHHOB. ECIH  JedeHHs
KITaPUTPOMHIIMHOM HK30€XaTh HEBO3MOXKHO, TEpalHiO JIOBACTATHHOM MM CHMBACTATHHOM
He0OXOIMMO MPEKPATHTE Ha BPeMsl Kypca JIEUeHHUS KIIAPUTPOMHIHHOM.

Crnemyer ¢ OCTOPOXHOCTBIO Ha3HAa4aTh KIAPUTPOMHIMH ONHOBPEMEHHO CO CTATHHAMH. B
CHTyalHsAX, KOrjJa OJHOBPEMEHHOIO MPHUMEHEHUS KJIAPUTPOMHIIMHA CO CTATHHAMH H30€XaTh
HEBO3MOXXHO, PEKOMEHIYETCA Ha3HA4YaTh HAMMEHBUIYIO 3aperMCTPHPOBAHHYIO H03y CTATHHA.
Mo3xHO paccMOTpeTh BOIPOC O MIPUMEHEHHH CTATHHA, HE 3aBHCALIEro oT Meradommsma CYP3A
(nanpumep, uyBactatuH). [lanueHTOB HEOOXOAMMO KOHTPONMPOBATH HA MPEAMET Pa3BUTHS
IIPU3HAKOB ¥ CUMIITOMOB MHUOIIaTHH.

Tuxazpenop

CoBMeCTHOE MNpPHUMEHEHHE KIAPUTPOMUIMHA M THKArpenopa YBEIMUMBACT KOHIEHTPAIMIO
THKarpesopa 3a C4eT CHIDKEHHS ero Merabosu3ma B MEYeHM U YMEHBUICHUS KOHUCHTPALHHU
aKTHBHOT'O MeTabonura.

Muoasonam ons nepopanvrozo npumenenus TrCToO s

MMHUCTEPCTEOM BIPABOCXPAHEHIS
PECHYBINKY GEJAPYCH ‘

Mpukas Mununcrencreg 2ZDG

._ ; 300X paneny s
Feeavemmwn Bonnnve
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IIpp ONHOBpEMEHHOM NpPMMEHEHHH MHJa30llaMa M KJIApUTpoMHIuHA B Tabnmetkax (500 mr
2 pasa B cytku) Bennyrna AUC Muaa3onama yBeTHIHIach B 7 pa3s mocse IepopanbHoro pueMa
munasonama. OXHOBPEMEHHOE NPUMEHEHHME MHNA30/1amMa JUis [EPOPaIbHOTO NPHMEHEHHS W
KJIapUTPOMHIIMHA IPOTHBOIIOKA3aHOo (CM. pa3znen 4.3).
Keemuanun
3HaYATENBHOE YBEIMYECHHE KOHIIEHTPAIlMH KBETHAITMHA C PHCKOM TIEPEI03UPOBKH.
Koaxuyun
Konmxunus sBisercs cy6erparom kak uzopepmenta CYP3A, tak n 3 dImOKCHOr0 epeHoCUHKa
P-rmukonporenna (Pgp). M3BecTHO, 4TO KIAPHTPOMHLMH U APYTHE MAaKpPOIHAIBl SBISIOTCS
unruburopamu usopepmenta CYP3A u Pgp. Ilpu coBMecTHOM mnpueMe KIapHTPOMHIHMHA H
KOJXHINHA HHruOuposanue Pgp u/umm usodepmenta CYP3A MOXET NIPUBECTH K YBETHUCHHIO
SKCTIO3UIMM KONXHUKMHA. ONHOBPEMEHHOE IPHUMEHEHHE KIADHUTPOMMIMHA H KOJIXHIMHA
IIPOTHBOIOKA3aHO (CM. pasmens! 4.3, 4.4).
Panonasun
Panonasun ssnstercs cy6erparom nsodepmenta CYP3A4. Uuruburopsr CYP3A4 YBEITMYUBAIOT
KOHUEHTPAllMK paHONa3WHa B TUla3Me. B CBA3M € 3THM pHCK pa3sBUTHS H0303aBHCHMBIX
HEXXEJIATeNBHBIX peakuuii (HanpuMep, TOIIHOTA, TOJOBOKPY)KEHHE) Tak)Ke [IOBBIMIAETCH.
OIHOBpeMCHHOE TIPHMEHEHHE PAHONA3HHA M CHIbHBIX MHTHOHTOpoB CYP3A4 (B Tom wumcre
KJTapUTPOMHUIIMH) IIPOTUBOIIOKA3aHO (M. paszen 4.3).
BivgHye ApyTHX JIeKapCTBEHHBIX IIPENapaTtoR Ha KIAPHTPOMMIIMH
JlexapcTBeHHBIE NpenapaTsl, sBIsOIKecs HHAykTopamu CYP3A (nampumep, pudammmmy,
(enurTonn, xapbamasenuH, QeHoGapburan, cpencTBa Ha  OCHOBE 3Bepo0Osi), MOryT
MH/IYIIHPOBATh META0OIH3M KJIAPUTPOMHUIMHA. DTO MOXKET NMPHBECTH K CYOTEpareBTHYECKUM
YPOBHSAM KJIADUTPOMULMHA M CHHXKEHUIO ero sddextusHoctd. Kpome Toro, moxer
MoTpebOBAThCS MOHUTOPUHT TINA3MEHHBIX ypOBHeH numykTopa CYP3A, KOTOPEIE MOTYT OBITH
TIOBBIIIEHB! M3-32 MHIHOHpoBanus CYP3A KIapuUTPOMUIMHOM (CM. TaKke WHCTPYKLHIO IUIA
MEIHIAHCKOTO INPUMEHEHHS COOTBETCTBYrollero uuayktopa CYP3A4). OnsospeMeHHoe
MpUMEeHeHHe pr}abyTHHA U KIAPHTPOMHIIIHA IPUBOUIIO K TIOBBIIEHHIO YPOBHE pudabyTuna
¥ CHH)KCHHIO YPOBHEH KJIADMTPOMHIIMHA B CBIBOPOTKE KPOBH C OJHOBPEMEHHBIM MOBBIICHHEM
pHCKa pa3BUTHS YBEUTA.
BiusHue ClENYIOMMX JIEKAPCTBEHHBIX IPENApaToB HA KOHICHTPAIMIO KIAPHTDOMMIMHA B
KPOBM U3BECTHO MJIM NPeIioiaraercs (MOXKET MOHANOOUTLCS U3MEHEHHE JI035] HIIH IPHMEHEHHE
AJIETEPHATHBHOM TEPAIMUH).
Idasupeny, nesupanuw, pugpamnuyun, pudabymun u pudhanenmun
OT0 MOUIHEIE HHIYKTOPH! epMEHTOB IuTOXpoMa P450, KOTOPBIE MOTYT YCKOPATH MeTa0oIH3M
KJIApUTPOMHIINHE, YMEHBINAS €ro KOHIEHTPALWI0 H YBEeIHYMBas KOHIEHTpammio 14-OH-
KNapUTPOMUIMHA (MHKPOOHOIOTHYECKH aKTUBHEIH MeTaGoNuUT) B MmIasMe KpoBH. B pe3ynabTare
COBMECTHOI'O TNPUMCHEHHS KIADUTPOMHUIIMHA H HHAYKTOPOB (EPMEHTOB wUTOXpoMa P450
OXHIAeMBIH TepaneBTHUECKUH 3QGdEKT NpH psife HHPEKIMH MOXKET GBITh He IOCTUTHYT H3-3a
Pasau4Ms B MUKPOOHOJIOTHIECKOH aKTHBHOCTH KIAPUTPOMHIHHA U 14-OH-xnaputrpomMuiaa B
OTHOILIEHUH pa3HBIX OaKTepHii.
Impasupun
OKCIIO3ULHS KIIAPUTPOMHIMHA YMEHbIIANACH STPABHPUHOM, OHAKO KOHLEHTPAllM aKTUBHOTO
metabonuta 14-OH-KnapuTpoMHULINHA TOBBIIATKCE. [Tockomnpxy 14-OH-KnapuTpoMULHH nMeeT
NOHMKCHHYIO aKTUBHOCTE NPOTUB Mycobacterium avium complex (MAC), o6wwias akTHBHOCTE
IIPOTHB 3TOTO MATOreHa MOXKET OBITh U3MeHeHa. [To3TOMY [ist NeyeHus MHGMEKIH, BHI3BAHHBIX
MAC, crenyer paccMOTpeTs IpUMEHEHHE allbTEPHATHBHBIX KIAPHTPOMHUIIHHY JIEKapCTBEHHBIX
IIpErnapaTos.
Daykonason
OnHOBpeMeHHOe puMeHenHe GiykoHasona B 103e 200 MT B CYTKH KITapUTPOMUIIMHA B J103€
500 Mr 2 pasa B cytku y 21 310poBOro 106poBONBIE IIPUBOJIMJIO K IOBBILIEHHIO CpEIHEH
paBHOBECHOH MHHHWMAJBHON KOHIEHTpauuu knaputpomuumuia u AUC Ha 33% u Ha 18%
COTTACOBAKEQ
MUHUCTEPCTEOM B[IPABOOXPAHZHHA| ¢
PECIIYBJNEN BETAPYCh
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COOTBETCTBEHHO.  PaBHOBeCHBIE  KOHIEHTpallUHM  aKkTHBHOTO  Mertabonurta  14-OH-
KJapPUTPOMHUIMHA 3HAYMTENbHO HE M3MEHSIUCh ITIPH  COBMECTHOM [PHUMEHEHHH C
drykonazonoM. M3aMeHeHHE T03BI KIAPUTPOMHUIIUHA HE TpeOyeTCs.
Pumonasup
CoBMECTHOE NPMMEHEHHE DHMTOHABHpA ¥ KJIAPHUTPOMHIMHA TMPHBONWIO K 3HAYHTENLHOMY
YIHETEHHIO MeTabonu3Ma KiapuTpoMuninHa, Benrunta Cray KNApUTPOMHIMHA ITOBBIIATACE HA
31%, Cnin — Ha 182% 1 AUC — Ha 77%. OTMe4aoch NONHOe yrHeTeHue obpasopanus 14-OH-
KJIApUTPOMHIIMHA,
Tax xax xoHuenrpauus 14-OH-KnapuTpOMHLIMHA 3HAYUTENLHO CHUXKAETCS TPH COBMECTHOM
NpueMe KIApUTPOMHUIMHA C DPUTOHABUPOM, JOJDKHA OBITh HasHa4YeHa ajbTepHATHBHAs
aHTHOaKTepHaIbHAs TEPaIds 38 UCKIIOYEHHEM MHGMEKIMI, BO30YAUTENSIMH KOTOPHIX SBIAIOTCS
Mycobacterium avium complex.
M3-3a  OONBUIOrO TEPamEeBTHYECKOTO OKHA y KJIADHTPOMHIMHA YMEHBIIEHHE 03Bl
KJIapUTPOMMIMHA y MAMEHTOB C HOPMabHOH (QYHKIMEH movek He TpebyeTcs. Y MalHeHToB ¢
HapyuieHueM (QyHKUMH T0YeK HeoOXOIMMa KOPPeKLHs LO3BL: NpH KIHpeHce KpeaTHHHHA 30-
60 MII/MUH 103y KIapUTPOMHIHMHA HEOOXOAMMO CHH3HTH Ha 50%, NpH KIMpeHCe KpeaTHHHHA
<30 mn/muH — Ha 75 %.
J103bl KIapUTPOMHIHMHA, NpeBBIIAIONME | T/CYTKH, HE CleAyeT NpPUMEHSTh BMECTE C
PUTOHABUPOM.
Taxue xe KOpPEKTHPOBKM HO3BI CIETYeT MPOBOIMTH Y NALMEHTOB C HAapyIIeHHeM (YHKIUH
TOYEK IPY MPUMEHEHUH PUTOHABHPA B Ka4YeCTBE (PapMaKOKHHETHUYECKOTO YCHIIHTENS BMECTE C
npyramu  uHraOuropamu BUY-mpoTeassl, BKITIOWas aTa3aHABAP M CAKBHHABHD (CM. HIDKE
«JIByHaIIpaBIIeHHEIE TEKAPCTBEHHbIE B3aHMOAEHCTBHY).
BriugHue KNapUTpOMUIIHHA HA IPYTHE JIEKAPCTBEHHBIE TPEIapaThl
Bsaumoodeiicmsus, ceszannvie ¢ CYP3A
CoBMecTHOE NpHMEHEHHE KIapHTPOMUIMHA, WHrubutopa depmenta CYP3A, u CpencTea, B
OCHOBHOM MeTabomnusupyrowmerocs CYP3A, MOXeT NPUBECTH K MOBBINIEHHIO KOHIIEHTDALUH
IOCNIEZIHETO B IIa3ME KPOBH, YTO, B CBOKO OYEPENb, MOXET YCUIMTh WIH MNPOMIHTH €ro
TEPAIIeBTHYCCKHH JP(EKT W yBETUIHTH PHCK BO3HUKHOBEHHS HEXENaTENbHBIX PEaKIHil,
ITpumeHeHHe KIAPUTPOMHMIIHA HPOTHBONOKA3aHO TAMEHTAM, [OJIyYaBLINM cyOCcTpath
CYP3A, Takie KaK acTeMH30JI, HU3ANPH, JOMIEPUIOH, TUMO3HUL U TepdeHaIuH u3-3a pHUCKa
yanuHenus wHTepBana QT M cepreuHbIX apuTMui, BKIIOYAs XKETyJOYKOBYIO TaXMKAapIHIO,
$budpusAIHIO JXemynoUKoB U torsades de pointes (cM. pazmens 4.3 u 4.4).
IIpuMeHeHHe KIapUTPOMHIIMHA TaKXKe POTUBOIIOKA3aHO COBMECTHO C ANKANOUIAMH CIIOPBIHBH,
IepOpaNbHBIM MH/a3071aMoM, UHTrHOuTOpamMu ['MI-KoA-penykrassl, mMeTaGomuM3HpyeMBIMH B
ocHoBHOM CYP3A4  (nampumep, J0BAaCTATHHOM ¥  CHMBACTATHHOM), KBETHAIHHOM,
KONMXHUIMHOM, THKarpeaopoM M PaHOJIa3HuHOM (CM. paszen 4.3).
OnHOBpeMEHHBIH NpHEM KIAPHTPOMULMHA C JOMHTANHMIOM NPOTHBOMOKA3AH W3-3a pucka
3HAYMTEJIEHOTO YBENMIEHHUsI aKTUBHOCTH TpaHCaMuHa3 (cM. pasnen 4.3).
Crenyer cobmoaaTh OCTOPOXHOCTH IPH NPHMEHEHHMH KIAPHTPOMULUHA y TIallHEHTOB,
NONMYy9alOWMX TEPANHI0 IPYrUMH JIEKapCTBEHHBIMH Ipemaparamu - cyGerpatamu CYP3A,
ocoberHo ecmu CYP3A-cyGeTpar nmeeT y3kuit TepameBTHYECKHH AHAMA30H (Hampumep,
KapbamasenuH) u/UIn HHTEHCHBHO MeTaGONMH3UPYETCS STHM SH3UMOM,
MoxeT MoHanOOUThCH HM3MEHCHWE [O03BI, H, 1O BO3MOMKHOCTH, TINATENbHBIH MOHHTOPHHT
CBIBOPOTOYHBIX KOHHEHTpanud Merabonusupyemoro CYP3A nekapctsennoro mpemapata y
TIAHEHTOB NIPX OTHOBPEMEHHOM NPUMEHEHHH C KIAPUTPOMHUIIUHOM.
M3BeCTHO wim MpenmonaraeTcs, 4TO CIEAYIOLIME JIEKAPCTBEHHBIE npenapatsl MM TPYIIITBI
npenapatos  Metabonusupyrores  CYP3A-usodepmentom:  anmenpasonmam, KapOGamasemnu,
UMI0CTa30M, LMKJIOCIOPMH, IU30HUpaMul, uOpPYyTHHHO, MeTamoH, METHIIpeTHH30MIOH,
MHZa30/1aM  BHYTPHBEHHBIH, OMENpa3ol, MNEPOpaibHble aHTHKOATYJSHTHl  (HAIpHMED,
BapbapuH), XUHMIMH, pUabyTUH, cunmeHadun, CcupolHMyc, TAKpOJMMYC, TpUa3oiaM |
COTITACOBAHK
MUHHCTEPCTBOM 87iPABOCKPAHEHUS
PECIYBJIHEM BEJIAPYCH
TIpukas Munuceresstsa 3EDATOOXPaREINTS 9
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BUHONACTHH, aTUIIMYHEIE AHTHIICHXOTHYECKHE CPE/ICTBA (Takue, KAK KBETHANMH) H 3TOT CIIHCOK

HEIOJIHBIN.

TTomoOHBI MEeXaHM3M B3aUMOIEHCTBHIS OTMEYCH NPH NMPUMEHEHUH (QEHUTOMHA, TeoQHIIHHA 1

BaJIbIIPOATa, KOTOPBIE METabONM3UPYIOTCS NPYrUMH H30(EpMEHTAMH CHCTEMBl IHTOXpOMA

P450.

Aumuapummuyeckue cpedcmsa

CymecTByIOT MOCTMapKETHHIOBBIE COOONICHHS O pasBUTHH MHPY3THOM IKEIyHOYKOBOI

TaxWKapIuH, BOSHUKINEH NPH ONHOBPEMEHHOM HPUMEHEHHH KIAPUTPOMMIMHA C XUHUOUHOM

HIIH Ousonupamudom. Pexomennyercs npoBonuts DK -MoHHTOpHpOBaHUE st CBOEBPEMEHHOTO

BBUIBICHUS yuMHenus unTepBana QT npu ofHOBpeMEHHOM NMPHUMEHEHHH YKa3aHHBIX CPENICTB.

Bo Bpemst Tepanuy KIapUTPOMHILIMHOM ClIELyeT KOHTPOIMPOBATH KOHUEHTPAIIUH 3THX CPEICTB B

CBIBOPOTKE KPOBH.

CoBMECTHOE TIPUMEHEHHE KIAPUTPOMHLMHA C JU30MHPAMHIOM, XHHHIHHOM, JOGETUITHIOM,

aMHOJIapOHOM, COTAJIONIOM, IIPOKAHHAMHUJIOM HE PEKOMEHIYETCA.

3aperiuCTpUpoBaHbl  COydYad  THIOIIMKEMHH  TpH COIYTCTBYIOIIEM  NPHMECHEHHH

KIapUTPOMHLMHA M gusonupamuza. 1Io3ToMy TIpM  OIOHOBDEMEHHOM  IIPHMEHEHHH

KJIapUTPOMULIMHA U TU30NIMPaMHU/a CIIeyeT KOHTPOIMPOBATh YPOBEHb [IIFOKO3bI B KPOBH.

Ilepopanvuvie cunoznuxemuyeckue cpedcmea/HMucynun

KoMmOnHHpOBaHHOE NpUMEHEHHWE KIAPUTPOMHIMHA M IIEPOPANbHBIX THIIONTHKEMHIECKUX

CPEICTB W/WJIM MHCY/IMHA MOXET BBI3BIBATH BRIPAXEHHYIO THIIOTTHKEMHIO. I1pu onHOBpEMeHHOM

[IPUMCHECHUH C THIOTIMKEMUYECKUMH CPEACTBAMH, TaKHMH KaK HATETNIMHME, MHOTIHTA30H,

peNarnuHUA W PO3UIIIMTA30H, KIAPUTPOMHUIUH MOXeT HHrubuposath sm3uM CYP3A, uro

MOXET BBI3BATh TMIOTIMKEMHIO. PEKOMEHAOBAH TINATENBHBIM MOHMTOPHMHT YPOBHS [IOKO3BI B

KpOBH.

Ilepopanvhvie anmuxoazynanmot

IlepopasbHbIH aHTHKOATYISHT NpPSIMOTO AEHCTBHS maburaTpaH sBIseTCS cyberpatom  miis

a¢droke-Tpancnoprepos  P-rmukonporenna  (P-gp). PuBapokcaban u  ammkcabax

merabonusupytores CYP3A4 u taioke ABISIOTCS Cy6CTpaTaMi IIs P-gp. Crnenyer cobmonars

OCTOPOJKHOCTb IIDH  COBMECTHOM IIPUMEHEHMH KJIAPUTPOMHLUMHA C IEpPedHCIICHHBIMH

JIEKapCTBEHHBIMH  TIpEMapaTaMy, OCOOCHHO y TAIMEHTOB C BBICOKMM DPHMCKOM Da3BHTHS

KPOBOTEUEHUH (CM. paznen 4.4).

Omenpaszon

[IpuMeHeHne KIAPUTPOMHIMHA B KOMOMHAIMH ¢ OMEIIPa30oM Yy B3POCIBIX 3A0POBBIX

Z0OpOBOTIBIEB NPHBOIWIO K TOBBIMIEHHIO DPABHOBECHBIX KOHIIEHTpauuh omemnpasona. [Ipu

IPHMEHCHHU TOIIBKO OMENpPa3oiia CpefHee 3HaueHre pH XkenyNIodHOro CoKa MpH HM3MEpEeHHUH B

Te4eHHe 24 9 cocTaBWIO 5,2, OpPH  COBMECTHOM NPUMEHEHHH  OMemnpasoja ¢

KIIApUTPOMHUIIUHOM - 5,7.

Cundenagun, madarapun u sapdenadhun

Kaxnpit u3 sTux WHrHOHTOPOB (ocdommacTepass MeTaboNu3upyeTes, M0 KpailHel Mepe

JacTuqHo, mnocpenctBoM CYP3A, a maHHBIH W303H3UM MOXKET HHIHOMpOBAaTECA  TIPH

OTHOBPEMEHHOM IIPUMEHEHNH KIApUTPOMHUIIHHA.

CyIecTBYeT BEpOSTHOCTB  yBENHYEHHS OKCIIO3MIHMH MHTHOUTOPOB  ocdonuscTepassl

(cunnenaduna, Tanamaduna u BapAeHaduMNA) PH HX COBMECTHOM INPUMEHEHHH ¢

KIapUTPOMUUMHOM. ~ OIHOBPEMEHHOE Ha3HAYCHHE WHTUOHTODOB pochonuscrepassl U

KJIapUTPOMHUIIMHA HE peKkoMeHOyeTcsi. CIenyeT paccMOTpeTh BONPOC O HEOGXOMMMOCTH

CHIDKEHMS J03bl CcHineHaduma, Ttananmaguma u BapmeHaduma mpH  ux OJTHOBPEMEHHOM

IPUMEHEHHUH C KJIApUTPOMHUIITHOM.

Teounnun, kapbamasenun

Pe3aynbTaThl KIMHMYECKMX HCCICAOBAHMI [0KA3aNM, 4TO HAGIIOAANIOCH HE3HAYUTESBHOE, HO

CTATHCTHHECKH 3HAYMMOE YBCIMYCHME KOHUEHTpanuH TeoQWUIHHA Wik Kap6amaszemuHA B

IasMe KpOBH INpH HX ONHOBPEMEHHOM IPUMEHEHHH C KIapUTpPOMULuHOM. Cremyer
! COTAACOBAHO

{ MITHRBCTEPCTBOM 8PABCOXPAHEHA
i PEOCHYINIKY BEIAPYCDH
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paccMOTpeTh BONIPOC O HEOOXOAMMOCTH CHHIKEHHS 036! TeODMIIHHA U KapbaMasenuHa IpHu ux
OJHOBPEMEHHOM IIPUMEHEHHH C KIAPHTPOMHUIIHOM.

Tonmepooun

OcHOBHOM myTh MeTabonu3Ma TONTEPOAMHA peanusyercss ¢ ydactuem 2D6  u30dopMsl
nuroxpoma P450 (CYP2D6). Opmako y cybnomynsuuu, He umeromeit CYP2D6,
MICHTHQUIMPOBAHKEIH IyTh MeTaboiu3Ma peanusyercs uepes CYP3A. YV  naxmoit
cybnomynsuun  unrubuposanne CYP3A  mpuBOmHT K  3HAYMTENHHOMY  YBETHUECHHIO
KOHIICHTPALXH TONTEPOAWHA B CHIBOPOTKE KpOBH. CHIXXEHHE HO3BI TONTEPOAHHA MOXKET
MOTPeOOBATHCS NPH €ro NpuMeHeHu” ¢ HHrubuTopamu CYP3A, TakuMu Kak KIapUTPOMHIIH, Y
JIUIL C HU3KUM ypoBHEM MeTabonusma uepes CYP2D6.

Tpuaszonbenzoouasenunvl (Hanpumep, albNPA30AAM, MUOA30NAM, MPUAZ0LAM)

Ilpu onHOBpeMEHHOM NpUMEHEHHH MHIA30laMa M KJIAPHTPOMUIMHA B Tabnmetkax (500 Mr
2 pasa B cytku) BennuuHa AUC Mmnasonama yBenuuunack B 2,7 pas mocie BHYTPUBEHHOTO
BBCICHHMS MHJasonama. Ecmu Mupasonam B JieKapcTBEHHOW (OpMe Ul BHYTPHBEHHOIO
BBEJICHUS [PAMCHACTCA COBMECTHO C KJIAPHTPOMHIMHOM, HEOOXOIMMO IPOM3BOLUTE
TINATEbHBIH MOHHTOPHHI 32 COCTOSHHEM MAIlMEHTa U IIPH HeOGXOOMMOCTH KOPPEKTHPOBATH
JO3BI.

OxHOBpeMEHHOE  NpPHMEHEHME  IEPOPalTbHOTO  MHAA30/laMa M KJIapUTPOMHLMHA
IIPOTHBOIIOKA3aHO.

IIpumenenne munasonama B GopMe, NpeIHA3HAYEHHON 1/ BCACHIBAHMS B POTOBOH MONOCTH,
KOrjia akTHBHOE BEIIECTBO MOXET He IOIBEPraThCs IPECHCTEMHOM SIUMMHALMH, BEPOATHO,
NPUBENACT K B3aUMONCHCTBHIO, aHANOTHYHOMY TOMY, KOTOpOe HaOmIOZaeTcs Tocie
BHYTPUBEHHOTO BBEJICHHS MU/Ia30/1aMa, & HE TI0CIIe IpHeMa MUAA30J1aMa BHYTDb.

AHAOTHYHEIC MEDBI IPENOCTOPOKHOCTH IPUMEHUMBI B OTHOUIEHHH APYTHX OSH30AHA3EIUHOB,
KoTopsle  MeTabonusupyrotcs CYP3A, Bxmouas Tpwasonam W anehpasonaM. [l
OCH30Ma3€eNMHOB, B SMUMHHAIMIO KOTOPBIX HE BOBNeueH m3odepment CYP3A (Temazermam,
HHUTpasenaM, JiopasemnaM), MaIOBEPOSTHO  BO3HHMKHOBEHHE  KJIMHHYECKM  3HAYMMBIX
B3aUMOJIEHCTBUI € KIapUTPOMULIMHOM. '

HimMeroTest MoCTMapKETHHTOBBIE COOOIIEHHS O JIEKapPCTBEHHBIX B3aUMOIEHCTBHAX H dbdeKTax co
CTOPOHBI LEHTPATbHOH HEPBHOW CHCTEMB! (HATIPUMEP, COHITMBOCTH M CIIyTAHHOCTb CO3HAHHUS)
IpH ONHOBPEMEHHOM INPHUMCHEHHH KIAPHTPOMHUMHA M TpHasolama. PeKkoMeHiayercs
NPOU3BOAUTE MOHUTOPHHT 33 COCTOSIHMEM MAlMEHTa Ha NpEeIMeT IOSBJICHHS U YCYTyONeHHS
peaKnuii CO CTOPOHEI EHTPANIBLHONU HEPBHOM CHCTEMEL.

Mapasupox

KrnapuTpOMUIIHH MOXET TNpPUBECTH K YBEIHYCHHIO BO3NEHCTBHS MAapaBHPOKA IyTeM
uHruoupoBanns CYP3A (cM. MHCTPYKLHIO 10 MEJHIMHCKOMY HPHMEHEHHIO MapaBHpOKa It
PEKOMEHMANHH 110 O3HPOBAHHIO NIPU COBMECTHOM NPHMEHECHHH ¢ CHIBHBIMH HHTHGUTODAME
CYP3A, TakuMH KaK KIapUTPOMHIIUH).

Jpyrue Bune! B3auMoneicTauii

[{ueoxcun

Jlurokcus  cumtaetcs  cyGerpatom  9(@IIOKCHOTO  mepeHocumKa P-rimukomnpoTenna.
Knapurpomuuus uurubupyer P-riuxonporens. [Ipn ogHOBpeMEHHOM NPHMEHEHHH IUTOKCHHA
M KIApUTPOMHUIMHA HHIHOMPOBaHHWE P-IIIHKONMPOTEMHA MOXET NPHBOAHT K YBEIHYEHHIO
3KCIIO3UIUH JUTOKCHHA.

IIpu mocT™MapkeTHHIOBOM HaGMONeH Y COOGIIANIOCH O IOBBIIEHHH KOHIEHTPALMH AUTOKCHHA B
ChIBOPOTKE KDOBM IIALKMCHTOB, MOJIYYaBIIMX KIADUTPOMUIIMH COBMECTHO C IUTOKCHHOM. VY
HEKOTOPBIX MAlUEHTOB pa3BUINCh M[PH3HAKH AUIUTAIMCHOM TOKCHYHOCTH, B TOM YHCJIE
NOTEHIMANBHO (aTanbHble apuTMuH. CreayeT TINATeNbHO KOHTPONHPOBATH KOHIEHTPALHH
INTOKCHHA B CBIBOPOTKE KPOBH MALMEHTOB MPH €T0 MTPHMEHEHUH C KIAPHTPOMUIIMHOM.
3udosyoun

OnHOBpeMEHHOE NPUMEHEHNe TabIeTOK KIAPUTPOMUIIMHA HEMELICHHOTO BBICBOOOXIEHUS
sunoBynuHa y BWY-uHQUUMpPOBAHHBIX B3POCHBIX ITAIMEHTOB MOXET BBI3BATH CHIDKEHHE

COTNHACOBAKO
HMHUCTEPCTEOM 2IPABOCXPAHEHITS
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PaBHOBECHBIX KOHIEHTpAIlMA 3UIOBYIMHA B CBHIBOPOTKE KPOBH. [IOCKOJBKY KIAPHTPOMHIIMH,
MO-BUAMMOMY, BMEIIHBAETCs B abCOpOLMIO ONHOBPEMEHHO BBOAMMOIO IIEPOPATBHO
3UIOBY/IMHA, 3TO B3aMMOJEHCTBHE MOXET OBITh B 3HAYUTENBHOM CTENEHH IPENOTBPAIICHO
MyTeM COOMIONCHHs 4-4acOBOTO MHTEpBala MEXJy BBEJEHHSIMH 103 KIAPHTPOMUIMHA H
3uoByanHA. Takoe B3aMMOMEHCTBHE, MO-BHAMMOMY, He Habmomaercs y gmereil ¢ BUU-
HHQEKUKMEH, [PHHEMAIONUX  CYCIEH3WIO  KIAPHTPOMHLUMHA C  3HIOBYAHHOM WM
MUIE30KCHMHO3MHOM. JTO B3aUMOJIEHCTBHE MAJIOBEPOSITHO, KOTJ@ KIAPUTPOMHIMH BBOIST
yTeM BHYTPHBCHHOH HMH(QY3nH. B3aumoneHcTBHe Npu mpreMe KIApUTPOMHIMHA B (opme
TabJIETOK 3aMEIIEHHOTO BEICBOGOXKIEHHUS M 3UA0BYINHA He OBIIO OLEHEHO.
Denumoun u eanvnpoam
Beutn  crioHTaHHBIE MM OmyONIMKOBAaHHBIE COOGINEHHS O B3aMMOACHCTBHH MHIHUOUTODPOB
CYP3A, BKiOYast KIaPUTPOMHIIEH, C JEKAPCTBEHHBIMU NPENTapaTaMH, KOTOpBIE HE CUHTAIOTCH
merabonusupyembimn  CYP3A  (uanpumep, QeHuTOMH wn BajiblIpoar). PexoMeHmyeTcs
OTNPENIENICHUE  YPOBHEH STHX JIEKAPCTBEHHBIX IIPENAapaToB B CHIBOPOTKE KPOBH pu
OJHOBPEMEHHOM Ha3HAYEHHH UX C KNApUTPOMULHHOM. Co06IANoCh O MOBBIIEHHH UX YPOBHEHt
B CBIBOPOTKE KPOBH.
JIByHanpaB/ICHHEIC TEKaPCTBEHHEIE B3aUMOICHCTRUS
Amazanasup
KrnaputpoMuliun u aTasaHaBHp SBIAIOTCA CyOCTpaTaMH H unruburopamu CYP3A, u ecTp
CBUICTCNIBECTBA IBYHANPABJICHHOrO XapakTepa WX B3auMozeiicTsus. COBMECTHBIH IpreM
knaputpomuurHa (500 Mr 2 pasa B cyTku) u atasanasupa (400 mr 1 pas B cyTku) IIPUBOJUIT K
ABYKPAaTHOMY YBEIHMYEHHIO J3KCTIO3HIIMU KIAPHTPOMHUIIMHA H CHIKEHHIO Ha 70% 3KCIIO3MIMH
14-OH-xnaputpomunmna ¢ ysenudennem AUC artazanaBupa Ha 28%. Braronaps mmpoxomy
TEPANCBTUYECKOMY JMANa3OHy KIAPUTPOMHIMHA CHMXEHHUS O3Bl ¥ MAIMEHTOB C HOPMAJBHOM
byuknuel noyex He Tpebyercs. V MANHEHTOB ¢ [OYEUHOM HEOCTATOYHOCTHIO CpenHel cTeneHu
TSDKECTH (KIMpeHC KpeaTHHHHA oT 30 no 60 mu/muH) mosa KJIADUTPOMHUIIUHA JIOJIKHA OBITH
cHmkeHa Ha 50%. VY manMeHTOB ¢ KIMPEHCOM KpeaTHHWHA MeHee 30 MI/MHH o3y
KIapUTPOMHULHHA CIEAYET CHM3MTh Ha 75%, HCMONB3YS O 3TOr0 MOAXOAAIIYIO (opmy
BBIMYCKA KIAPUTPOMHIMHA. J[03bl KIapuUTpOMMIKHA, IpeBbmmaromue 1000 Mr/cyTku, He
CI€AYET BBOIUTE COBMECTHO C HHTHOMTOpPaMH MPOTEA3EL
broxamoper kanbyueswix kananos
I[Ipy OnHOBpeMEHHOM NpHUMEHEHMH KIAPHTPOMHULMHA W GIOKATOPOB KaNbIUEBBIX KaHaJIoB,
KOTOpBle MerabonmusupyroTes u3opepmerToM CYP3A4 (mampmmep, BepanaMmull, amJIOAUITHH,
JUIITHA3eM), CIEAYET COOMIONaTh OCTOPOXHOCTB, MOCKONBKY CYIIECTBYET PHCK DPa3BHUTHS
apTepHaTbHON TUIIOTEH3NH. [lnasMeHHbIE KOHLEHTpAUWM KIapUTPOMHLKMHA, TAK Xe, KaK H
6710KaTOPOB KaJIbLMEBBIX KAHAIOB, MOIYT MOBBIMIATHCS IIPH OTHOBPEMEHHOM TPHMEHEHUH.
AprepuanbHas TUIIOTEH3Us, OpafiHapuTMHA M JIAKTOAIMA03 BO3MOXKHEL Py OXHOBPEMEHHOM
NIPUMEHEHUH KITapHTPOMHLIHUHA ¥ BEpanaMuJIa.
Hmparxonaszon
KnaputpoMuIMH ¥ WTpakoHa3on SBISIOTCS cyOcTpaTamu u uHrudutopamu CYP3A, wuro
ONpPEZENIICT WX JBYHANPABICHHOE B3auMofelcTBie. KIapUTPOMHIMH MOXET MOBBIIATE
KOHLEHTPALMIO MTPaKOHa3oJia B IUIA3ME, B TO )K€ BPEMs HTPAKOHA30]1 MOXET MOBBIIATE
KOHLICHTPALHIO KNApUTPOMULMHA B miasMme. [laueHTOB, NMPHHUMAIOMMX HTPaKOHA30d U
KJIApUTPOMHUIIMH COBMECTHO, CIIEyeT TIATENBHO HA0MOAaTh Ha [PeMET PAa3BUTHS IIPH3HAKOB
YCWIICHHS MK YBENHYCHUS IUTUTENBHOCTH (HapMaKOIOTMYECKHX 3(D(PEKTOB ITHX AKTHBHBIX
BEIIIECTR.
Caxeunagup
KrnapuTpoMulun ¥ cakBMHaBHp SBASIOTCS cyOcTparamMu u unrubutopoamu CYP3A, uro
ONIPENENACT MX [ByHANpaBleHHOE B3aumoneciicTsue. COBMECTHBIN IpHeM KIapHTPOMHILMHA
(500 Mr 2 pasza B CYTKH) U CaKBHHABHpa (MATKHE JKCIATHHOBbIE Kancynsl, 1200 mr 3 pasa B
cyTkH) 12 370pOBBIMH TOGPOBOMBLAMH BbI3bIBaN yBenuueHHMe paBHOBECHBIX AUC H Cpax
cakBuauBupa Ha 177% wu 187% COOTBETCTBEHHO B CpaBHEHHMH C TIPHEMOM CAaKBHHAaBHpa B
COTJIACOBAEO
MUHHCTEPCTBOM 8[1PATO0XPAHEHIST 12
PECOYBIEH BEIAPYCH
Mpoxas Misnere:
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otnenbHOCTH. 3HadeHust AUC # Crax KIAPHTPOMHUIMHA GBUTH IPHOIM3HTENBHO Ha 40% BBIILIE,
HEM TIpH  MOHOTCpAIMM KIAPHTPOMHLMHOM. [IpH COBMECTHOM MpPHMEHEHHH 3THX [BYX
JIEKApPCTBCHHEIX IPENapaToB B TEUEHHE OrPAHMYEHHOTO BPEMEHH B 103ax/(opMax BBITYCKa,
YKa3aHHBIX BBINIEC, HHUKAKOH KOPPEKUMH HO3BI He TpeGyerca. PesynbTaThl WCCieIoBaHHS
JICKApCTBCHHBIX B3aUMOJCHCTBHA C HCIOJNL30BAHMEM CAKBUHABRHPA B MATKHX JKENATHHOBBIX
Karcynax MOryT He COOTBETCTBOBATE d(deKTaM, HabMoNaeMbIM TIpH [IPUMEHEHHH CaKBHHABHpA
B TBEPIbIX  KCNATHHOBBIX  KancCynaaX. PesymbTaThl — HCCIENOBaHMS  NIEKapCTBEHHBIX
B3aUMOJEHCTBHI NIPH MOHOTEPANMM CAKBUHABHPOM MOIYT HE COOTBETCTBOBATD s dexram,
HAOMNIONaeMEIM TIPH TEPANHH  CAKBUHABHPOM/ DPHTOHABHPOM. Ilpu npueme caxBuHaBHpa
COBMECTHO C DHTOHABMDOM CIEJyeT Y4MTBIBATH MOTEHUMAIBHOE BIMAHHE DHTOHABHDA HA
KIapUTPOMHULIHH.

boyenpesup

Kak xnaputpoMunums, Tak 1 Gouenpesup SBISIOTCS cyberparamu u uHrHGHTOpamu CYP3A, uro
TMOTCHIHAJILHO MPHBOTHT K JBYHANPABICHHOMY B3aHMOJIEHCTBHIO JIEKAPCTBEHHBIX MIPEIAPaTOB
ITp1 COBMECTHOM INPUMEHCHHH. Koppekuus no3sl He TpeOyeTcs VIS MAIMEHTOR ¢ HOPMATBEHOU
yHKUIHeH moYeK (CM. HHCTPYKIMIO IO MEIMIHHCKOMY IIPUMEHEHHUIO OOIENpeBHpa).

Hpyrue ykazauus

ITanueHTOB, NMPUHUMAIOINX OpasbHEIE KOHTPALENTHBEL, CINYyeT NpeXyNpeauTh, YTO, €CIH Y
HHUX BOSHHMKAIOT IMapes, pBOTA WM NpPEXIEBPEMEHHBIE MEHCTPYAIbHbIE KPOBOTCUEHHUS, €CTh
PHUCK HEI(P(QEKTHBHOCTH KOHTPALIEIIHH.

4.6. ®epTHILHOCTD, GEPEMEHHOCTD H JAKTALHS

bBepemenHocTs

BesomacHOCTE mpuMeHeHMS KIapUTpOMMIMHA B nepruos OepEMEHHOCTH HE YCTaHOBJIEHA.
OcHOBBIBasCh Ha Pa3sfMYHBIX NAHHBIX UCCNEJOBAHHH HA KUBOTHBIX M OMLITE HA JIOJSX, HENb3s
HCKJIFOUUTE BO3MOXHOCTE HETATUBHOTO BO3ACHCTBHA Ha SMOpPHOHANBHOE pasBUTHE Tioa. B
HEKOTOPBIX 0GCEPBALMOHHBIX HCCIENOBAHUAX, ONEHHBAIOIIMX BO3ICHCTBHE KJIAapUTPOMHULIMHA B
TCUCHHUE MEPBOTO W BTOPOTO TPHMECTPAa GEPEMEHHOCTH, COOOIIANIOCh O MOBBIIICHHOM pHCKe
BBIKHJIBINA TI0 CPaBHEHUIO C HEMCIIONB30BAHHEM AHTHOHOTHKOB WJIM IPYTHX aHTHOHOTHKOB B
TOT K€ Tepuod. VIMeroluecs 3MUAEMHONOTHYECKHE HCCIeOBAHUS pHCKa CEpBE3HBIX
BPOX/ICHHBIX  [IOPOKOB DAa3sBUTHA, CBA3AHHBIX C TNPHMEHEHHEM MAaKpOJTHIOB, BKIIOYAS
KJIapUTPOMHIIAH, BO BpeMs OEPEMEHHOCTH, NIAI0T IPOTHBOPEIHBEIE PE3YIILTATEL.

IloaToMy Hcmonp30BaHKE BO BpeMs GEpPEMEHHOCTH He PEKOMEHIyeTCs 6e3 NpeaBapuTeILHOH
OLIEHKU IIOJB3BI H PHCKA.

Jlaxrarus

Be3omacHOCTE NpHMEHEHMS KNAPUTPOMHIMHA BO BpEMsl BCKapMIIMBAHHUS TPYABIO HE
ycTaHoBneHa. HeGomplmme komuuectBa KIApUTPOMHIMHA NIPOHHUKAIOT B TPYOHOE MOJIOKO.
Iloncuntano, 4to MiajeHen, HAXONAMMHCH HA HCKITIOYHTENBHO TPYAHOM BCKapMIJIHBaHHH,
TIONy T TIPHOIH3HTENBHO 1,7% OT JO3BI KIAPUTPOMHULMHA, B IIEpECUETe Ha MAcCy Tesla MaTepH.
Y MrameHueB, HaXONAWMXCA HA TPYIHOM BCKapMJIMBAHUH, MOTYT INPOU30MTH H3MEHEHHS
KUIIEYHOH (IIOpEI ¢ muapeelt 1 rpubKOBO# KomoHM3amuett, IIO3TOMY IpyJHOE BCKapMIIHBAHHE,
BO3MOXHO, INPUOETCA MpepBaTh. TaKkkKe HEOOXOAMMO YUHMTBHIBATE BO3MOXHOCTD MOBBIIICHIS
CeHCHOMIM3aMKK. Y KOPMSIUUX JKEHIIMH TONB3Y OT JEUeHHs IS MaTepH CIEAYET TIATENLHO
COTIOCTaBUTE C MOTCHUHATIBEHBIM PUCKOM IS peOEeHKa.

DepTUIBHOCTE

B ncciienosanusax Ha Kpeicax He GBLIO BBIBICHO HErATHBHOIO BIIMSHYS Ha GepTUnbHOCTS.

4.7. Bausinue Ha crnocoGHOCTL yNpaBIsAThH TPAHCNOPTHBIMH CPEACTBAMH MJIH paGorarts ¢
APYTHUMH ABMKY IIHMHCS MEXaHH3MAMH

OTCYTCTBYIOT ~HaHHBIE O BIMAHAM KJIAPHTPOMUIMHA HA  CIOCOGHOCTS YIPaBsTh
TPAHCIOPTHRIMU CPE/ICTBAMHM WM JPYTHMH IBHKYUIMMHCA MeXaHM3MaMd. OHAKO Cleiyer
YUUTBIBATh, YTO B IPOUECCE JIEUYEHMS KIAPHTPOMMIIHE

COTHACOBAKD
MHHHACTEPCTEOM 20 PABOOXPAHEHMS
PECUYBJIRKI DRIAPYCH 1
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HEXENaTebHbIX PEaKIUi, KOTOpPHIE MOTYT OKa3aTh BIHSHHE HA YKA3aHHYIO CHOCOGHOCTS
(HarpEMep, TONOBOKPYKEHHE, BEPTUTO, CITyTAHHOCTH CO3HAHHS, NE30PHMEHTAIMS; CM. TaKKe
pazznen 4.8).

4.8. HexkenaTeJibHbIe peaKuu

CaMbIMH 4YaCTBIMA M DacmpOCTPAHEHHBIMH HEXXEJATeIbHBIMH DEAKIMAMM IPH NPHMEHEHUH
KIIAPUTPOMMIIMHA Yy B3POCIBIX M [ETeH SBIAIOTCA GOJb B JKUBOTE, AUApes, TOLUIHOTA, PBOTA M
MCK)XCHHE BKyca. OTH . HEXENATENbHBIE PEaKUMU OOBIYHO BHIPAKEHBl HE3HAYUTETBHO U
HaxolATCA B COOTBETCTBHH C HU3BECTHBIM IIpOQHIeM GE30IMacCHOCTH  MAaKpOJIHIHBIX
aHTMOMOTUKOB. B KIMHMYECKHX WCCIENOBAHMAX HE BBIIBIEHO CYIIECTBEHHBIX pPa3iuuMii B
4acToTe NAHHBIX HEXENATENBHBIX PEaKIHil CO CTOPOHBI JKETYyHOYHO-KHIIEYHOTO TPAKTA Y
MAIIHEHTOB C HAMYHEM WM OTCYTCTBUEM MHKOOAKTEPHANBHBIX HH(EKIH.

YKa3aHHBIE HM)KE HEXeNaTelbHbIE PEaKUU BHIABICHBHI B KIIMHHYECKHX HCCICHOBAHMUAX H B
IPOIECCE MOCTMAPKETUHTOBOTO TIPUMEHEHHS.

Hexenarenbuble peakUMH NEPEUHMCICHBl HEDKE M PACHPEEICHBI 10 CHCTEMHO-OpPTaHHbIM
KlaccaMm M II0 4acTOTe BCTPeYaeMOCTH. HacToTa BCTPEYaEMOCTH OMNPENENSeTCs CIeNYIOIHM
obpasom: oveHs 4acto (> 1/10); wacto (> 1/100, < 1/10); mewacro (> 1/1000, < 1/100); penxo
(= 1/10000, < 1/1000); ouenp peaxo (< 1/10000); uwactoTa HeM3BecTHa (HEBO3MOXHO
ONPE/ICSIUTE YaCTOTy Ha OCHOBAHHH MMEIOIIHXCS JAHHBIX).

CucremHuo-opraunslii kiace | HexesaTeanHble peakyun YacroTa

I
Wudexnyn v neBazuu Hemmonut', KaHIumo3, racTposHTeput’, | Hewacto
WHOEKIHS , BATHHAIBHAS UH(eKIus
IlceBnomemOpaHo3HbIit  KOMUT, poxucToe | YacToTa

BOCHAJICHHE HEU3BECTHA
Hapymenus co  ctopousl | Jlelikonenus, HefiTponenus, | Hewacto
KPOBH W JuMQaTuuecKoil | TpOMOOIHTEMHUS, so3uHODmIIHS
CUCTEMBI ATpaHyJIOLHTO3, TPOMGOLMTONEHUS YactoTa
HEeU3BECTHA
Hapymenns co  cTOpOHBI | AHaHIaKTOUTHbIE peakuuu ', | Hewacto
MMMYHHOH CHCTEMEI THIIEPYYBCTBHTENBHOCTD
AHadunakTH4decKue peaxuuy, | Hacrora
AHTHOHEBPOTHYCCKUH OTEK HEU3BECTHA
Hapymenns obMeHa BemecTs | AHOPEKCHS, CHU)KEHHE AIIIeTHTa Heuacro
U IUTaHus
Heuxuueckue Hapymenus beccoHuuIa YacTto
TpeBOXXHOCTE, HEPBO3HOCTD® Heuacto
Manus, nCUX03, CIYTaHHOCTH COBHaHI/IHS, YacToTa
JeTrepCoHaH3aIu, JleTIpeccusi, | HeM3BeCTHA
Je30pHEeHTAlHS, TaUTIOLHHALINH,

HEOOBIYHEIE CHOBHACHUS

Hapymennst co  cropousi | Jlucressus (HapylueHue BOCIIPHATHS BKyca), | dacTo

HEPBHOM CHCTEMBI rojoBHas 605k
[ToTeps CO3HAHMS , muckuHesHs, | Hewacto
TOJIOBOKPYKEHHE, COHITUBOCTE, TPEMOD
Cynopory, areB3us (otcyrcrBue | Hactora
criocobHOCTH BOCIIPHHUMATD BKYC), | HEH3BECTHA
apocMus (MCcKaXXeHHOe BOCIIPUSTHE
3aI1axoB), AHOCMHUS (oTCcyTCTBHE
CIIOCOOHOCTH ~ BOCIIPHHUMATH  3amaxH),
rapecre3us
Hapymenuss co  cropows! | Bepruro, Hapymenue ciyxa, mym (38oH) B | Heuacto
opraHa ciyxa H | ymax COTrJACOBAKQ
MUHUCTEPCTEGM 3FPABOCKXPAHEHWA

PECHYVBIHKH DEIAPYCH 14
7 ZOOKHCHINA
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NaOVpPUHTHEIE HAPYIIEHHUS IToTeps cnyxa (oOprdHO OGpaTuMmas mocne | YactoTa
IIPEKpAIlEHNs IIpUeMa fperapara) HEH3BECTHA
Hapymenus co cropouns! | OcTaHoBka cepana’, Gubpmutsanus | Hevacro
cepaua npencepaui -, }IIIUII/IHCHI/IC untepsana QT,
OKCTPACHCTOIIBI , cepallcOneHHe
IupysTHas  skenyngouxoBas — Taxukapaus | YactoTa
(forsades de  pointes), >Kenymoukopas | HEH3BeCTHa
TaxXUKapIus, QHOPHUILISIS KeTy JOYKOB
Hapymenuss co  cropons | Bazogunatamus' Yacto
COCYIOB KpoBoreuenue Yacrora
HEHU3BECTHA
Hapymenns co cTOpoHH | AcTMa', HOCOBOle KpoBoTeueHue, smbomus | Hevacto
JIbIXaTeJIbHON CHCTEMBI, | COCYIOB JIETKHX
OpraHoOB TPYIHOH KIETKH H
CPEIOCTEHUS
KenynouHo-kuieHbIe Huapest, pBOTa, MUCHENCHS, TOIIHOTA, 60k | YacTo
HapyLIeHus B )KHBOTE
D3odarut, ractpoasodareansuriii | Heuacto
pedrokc?, racTpHT, TIPOKTANTHS,
CTOMAaTHT, IJIOCCHT, B3NYTHE XHBOTa',
3allop,  CYXOCTb  BO DTy, OTPBIKKa,
METEOPHU3M
OcTpellf IaHKpeaTHT, u3MeHeHHe uBera | YacToTa
A3bIKa, H3MEHEHHE 1IBETA 3y00B HEHU3BECTHA
Hapymenus co  cropoms | OTKIOHEHHE OT HOPMBI (DYHKIHOHATBHEX | UacTo
MIEYEHH M JKETYEBBIBOMSIINX | TECTOB IIEUYEHU
nyTeit Xonecras®, rematut’, NoOBbIICHUE ypoBHs | Heuacrto
alaHuMHAMUHOTpaHchepassl (AJIT),
IIOBEIINIEHHUE YPOBHS
acrapraTaMUHOTpaHCchepassl (ACT),
MIOBBIIICHHE YPOBHS raMma-
riyTamMuttpancoepass: (ITT)*
[leyenounas HEJ0CTaTOYHOCTh, | YacToTa
XoJecTaTuyecKas KENTyXa, | HEU3BECTHA
TeNaToNeLUIIONIIpHAs JKeNTyXa
Hapymenns co  cropons! | Colnb, runepruapos Yacto
KOXXH H IIONKOXHBIX TKaHeH | Byinesnsd nepmartut, 3yH, KpanuBHHIA, | HewacTo
MaKyJno-nanyJje3Has Chllb
Tsokenble KoxHble peakuuu (Hanpumep, | YacToTa
OCTpBHIH ICHEPAJIM30BAHHEIN | HEM3BECTHA
OK3aHTEMATO3HBIH  MyCTyne3, CHHIPOM
CruBenca-JIxoHcoHa, TOKCHYECKHUH
SMHUAECPMANIBHBIA HEKPOJIU3, JIeKapCTBEHHAs
CBIIIb C DO3MHOQUIMEH U CHCTEMHBIMHU
CUMIITOMAMH), aKHE
Hapymenus co  cToposl | Mblueunsie crasmbl’, ckeneTHO-MbIIedHas | Heqacto
KOCTHO-MBIIIEYHON CHCTEMBI | PUTHIHOCTD (CKOBAHHOCTD)', MUAIITHS
U COEIUHUTEIILHOH TKAaHHU Pa6noMuomus* 6, MHUOTATHS Yacrota
HEH3BECTHA

PECHYBIMKHA DE

Tinawas Mim

COTHACOBAHKOQ
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Hapywenns co  cropons! | MeTpopparusi, Hapyuienue GyHKINY simdex | Hewacto
PENPOOYKTHBHON CHUCTEMBI H
MOJIOUHBIX XKeJe3

I
Hapymennss co  cropons! | IloBelenne ypoBHs KpeaTuHuHa B KpoBu', | Heuacto
1
MOYEK M MOYCBBIBOAAIIMX | NOBLIIICHNE YPOBHS MOYEBHHEI B KPOBH

nyTel [Toueunas HEI0CTaTOYHOCTh, | YacToTa
HHTEPCTHLIHAIBHEIN HeGpHUT HEU3BECTHA
O6mue HapyLIeHUs 1 | ®nebUT B MeCTe BBENCHHUS Ouens yacto
peaKkiiy B MECTE BBEACHHS Bone B Mecre BBemeHus', BocmaneHde B | YacTo
MecTe BBEJICHHUS
7 3
Ob6mee HEIOMOTaHue ', nuxopanka’, | Heuacro

acTenus, 6016 B 0GJIACTH TPyIHOM KIETKHA®,
03H0G", yromnenue’

JlabopatopHsbre u | Usmenenne  cooTHomenus — ams6ymun/ | Hewacto
MHCTPYMEHTAIILHbIE IAHHBIE | MIOGYINH', IOBBIIIEHME YPOBHS IIEJIOYHOMN
docharassl B xposu®, mosenmenue YPOBHS
nakraraeruaporenassl (JIAT') B xposu
IToBrimenue MexayHaponaoro | Yacrora
HOopMayin3oBaHHOTO  otHomeHus (MHO), | HeusBecTHa
YBENIMYECHHE [POTPOMOHHOBOTO BpEMEHH,
H3MEHEHHUE 1IBETa MOYH

'O mammBIX HexenaTeNBHEIX PEAKIHUAX COOOIIANOCH TOMBKO IPH IIPUMEHEHHH KIAPHTPOMHULMHA
B opme mopoIka THoGUIH3HPOBAHHOTO IS IPHTOTOBIECHHS pacTBopa [uist HHPY3Hi.
20 MaHHEIX HeXeNaTeTbHBIX PEAKUHAX COOOIIANOCH TONBKO IIPH PUMEHEHHH KITAPUTPOMULIHHA
B (hopMe TaGIeTOK IPONOHTHPOBAHHOTO BBICBOGOKIEHHUS.
30 IaHHEIX HeKeTaTeNbHbIX PEAKIHUAX COOOIIANOCh TONBKO IIPH IPUMEHEHHH KIAPHTPOMHIHHA
B hopMe CyCIIEH3UH.
*O MaHHBIX HeXenaTenbHBIX PEAKIHAX COOOINAIOCH TOMBKO NPH PUMEHEHHH KIAPHTPOMHULUHA
B 0g>opme TabJIETOK HEMEUIEHHOTO BEICBOOOKICHUS.
> Cm. nonpaszien «Onucanne OTAENBHEIX HEXENATENbHBIX PeaKIuily HIKe.
Onucanne OTJICNBHBIX HEKETATENBHIX PeaKInii
Onebut B MecTe BBENEHHS, GOMb B MeCTe BBEMEHHS, BOCIANCHUE B MECTE BBEICHHS — peaknui,
MMEIOIIHE OTHOIICHHE TONBKO K KIIAPUTPOMULIMHY B hOpMax s BHyTPHBEHHOTO BBEIEHHUS.
B HEKOTOpBIX cOOOmMEHMSAX O BO3HHKHOBEHHH DabIOMHOIH3A YKa3bIBallOCh,  YTO
KJIApHTPOMHINH IIPUMEHAH ONHOBPEMEHHO CO CTaTHHaMH, (GuOpaTaMu, KOJIXHIHMHOM WM
aJUIOTIYPHHOJIOM (CM. pazfensl 4.3, 4.4).
VIMEIOTCSl NOCTMapKETHHIOBEIE COOGLIEHHS O JIeKAPCTBEHHOM B3aMMOIECHCTBHH M BIMSHHA
9TOrO0 B3aWMONEHCTBHS HA LEHTPANTbHYIO HEPBHYIO CHCTeMY (COHJIHBOCTS, CIIyTaHHOCTb
CO3HAHMS) IPHU OJHOBPEMEHHOM HPHUMEHEHHH KIAPHTPOMULEHA H Tprasonama. Heobxomumo
CIICIIATE 32 COCTOSHMEM NALMEHTOB HA MPEIMET BO3HUKHOBEHHS HEXENATENBHBIX PEaKiyil co
CTOPOHBI UEHTPANBHOH HEPBHON CHCTEMBI (CM. paszen 4.5).
Beutn ouens penxue coobuieHus 06 yBEHTE, IaBHBIM 00pa3soM y MalHeHTOB, OIHOBPEMEHHO
IpUHAMABIIKX pUabyTuH. BoIbIIMHCTBO cyyaeB GouH 00paTUMBIMH.

eTH
CunTaeTcs, YTO 4aCTOTA, TUIHI H TSIKECTh HEXKEATENbHbIX peaKIui y neteil moxoOHb! TaKOBEIM,
ONMCAHHBIM JUISI B3POCIBIX.
[lanuenTe! ¢ HapyITeHHAMY QYHKIIME UMMYHHOMN CHCTEMBI
Y NalMeHTOB ¢ CHHAPOMOM MPUOGPETEHHOrO ummyHonedumura (CIIMI) w y apyrux
MalMEHTOB C HApyIICHHEM (QYHKUIHM HMMYHHON CHCTEMEBI, NPUMEHSBIIAX BBICOKHE IO3BI
K/IApATPOMUIIMHA Ha MPOTHKEHMH JUIMTEIBHOIO BPEMEHH JUIS Tepallui MHKOOAKTEpHATbHBIX
vHGEKUMH, YacTo OBUIO TPYIHO OTAMYUThH HEXeaTelbHBLE

AL BOIMOKHOQ. .CRLS
OTJTACOBAHO
CTRCM 2JIPAROCKPAHE |
TIAFYCH 16
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IIPUMEHCHUEM KJIADUTPOMHUIIMHA, OT CHMITOMOB, CBf3aHHBIX ¢ BUY-undekuueit wnmu
COILy TCTBYIOIMMHU 3200JI€BaHUSIMHU.

Y B3pOCIBIX, KOTOPBIE OJTyYaId KIAPHTPOMULMH B CyTO4HOM xose 1000 mr uam 2000 mr,
HauOOJIee YaCTBIMU HEXENATENbHBIMU PEAKIMAMU OBUIM TOLIHOTA, PBOTA, HAPYIIEHHE BKYCa,
Oome B JKHBOTE, Juapes, ChIIb, METEOPH3M, IOJNOBHAsS GOJb, 3alOp, HAPYIIEHHE CIIyXa,
nopeimenne yposreit AJIT u ACT B coiBopoTke kpoBu. C HH3KO# YacTOTON BO3HUKAIHA JHUCIIHOD,
OecCOHHHIA U CyXOCTh BO pTy. YacToTa pasBHUTHS ObUIa MOLOOHON Y MAllUEHTOB, IIOJIy YaBIIUX
1000 mr wmm 2000 mr, Ho BBINE B 3-4 pa3sa y nanuenTtos, noxydapmux 4000 mMr KJIApUTPOMHUIIMHA
B CYTKH.

Y 2-3 % nanuentos, nonyuasmux 1000 Mr umm 2000 Mr B CyTKH, HaGTIONATIOCH 3HAYHTETHLHOE
noBeiienne ypoBHell AJIT u ACT u 3HauMTeNlbHOE CHUIKEHUE KOJIIMYECTRA JICHKOIIUTOB U
TPOMOOIIHTOB B KPOBH. Y HECKOJILKHX TAIIAEHTOB HaGIOANOCH TIOBBIIIEHHE CONCPKAHUS a30Ta
MOYEBHHBI B KPOBH.

Coobujenue 0 HeCenamenbHbIX PeaKyuax

Baoxcno  coobyame 0 nodospesaemvix nedwcenamenvubix peaxyusix nocne peaucmpayuu
JEKAPCMEEHHO20 Npenapama ¢ yeawvlo 06ecneyeH s HenpepPsLlEHO20 MOHUMOPUHZA COOMHOULEHIS
«MOML3a-pUCK)  JeKapcmeeno2o  npenapama. Meouyunckum pabomnuxam  pexomendyemces
coobuyame 0 1106bIX NOOO3PEEAEMbIX HEXICENAMENLHBIX PEAKYUAX IEKAPCMBEHH020 npenapama
"epes HayUOHANbHYIO CUCTEMY COODUWEHUS O HeICeNamenbHbiX PeaKyusx 20CY0apCme-uienHos
FEepazuiickozo sxonomuueckozo corwsa:

Pecnybnuxa benapyce, 220037, 2. Munck, nep. Tosapuweckuii 2a,

PVII «L]enmp axcnepmus u ucnoimanuii 8 30pagooxparenuu»

Tenegpon omoena papmaxonadsopa +375(17)242-00-29, ¢paxc: +375 (17)242-00-29
Onexmponnas nouma: repl@rceth.by, reeth@rceth. by

4.9. Ilepenozuposka

CHMITOMEI

IIpy npueme H3OBITOYHOM HO3BI KIAPHTPOMHUHMHA MOTYT Da3BUTHCS PEAKIIUE CO CTOPOHEI
KEIYyAOYHO-KUUIEYHOTO TpakTa (TOLIHOT4, PBOTA, AHapes, GOJb B XHBOTE), TOJOBHAA 601b,
CIYTaHHOCTb CO3HAHHS. Y OJHOTO NAIMEHTAa C OUIONAPHBIM PACCTPOMCTBOM B aHaMHese,
KOTOPBI# NPHHAI 8 I KIAPUTPOMHIMHA, OTMEYAIHCh W3MEHEHHS IICHXHUECKOro COCTOSTHUS,
apaHOUKATILHOE MTOBEACHHE, THIIOKAITMEMUS U THIIOKCEMUS.

Jleuenue

ITo BO3MOXHOCTH, CIelyeT NPUHSTH MEPHI 10 YNATCHHIO HEBCOCABIIErOCS BEIECTBA H3
opraHu3ma  (IpPOMBIBAaHHME JKeNIyAKa). IIpm  HEOOGXOOMMOCTH cinemyer  obecreyuThb
TIOIACPKMBAIOLIYIO U CUMITOMATHYECKYIO Tepanuio. Kak 1 B cilydae ¢ APYTUMH MaKpoJIHiaMH,
MAJIOBEPOATHO, HYTO TEMOMWANM3 MM IEPUTOHEANbHBIH MHATH3 CYLIECTBEHHO MOBIMSET Ha
COAepKaHUE KIIAPUTPOMHIMHA B CHIBOPOTKE KPOBH.

5. DAPMAKOJIOTHYECKHUE CBOMCTBA

5.1. PapmakoanHaMu4YecKHe cBoCTBA

Dapmakomepaneemuyeckan 2pynna: AHTHOAKTEPHANbHEBIE CpeAcTBa JANd CHCTEMHOIO

NpUMeHEHUs. Makponuisl.

Koo ATX: JO1FA09.

MexaHu3m nefcTBUs

K/apuTpOMHMIMH — MOJyCHHTETHYECKU AHTHOHOTHK rpynnel  MakponumoB. OKa3pBaeT

aHTHOaKTepUabHOE JEHCTBHE, B3auMOAeHCcTBYs ¢ 50S cyGbenuuuueit pubocom Gaktepuit u

NOJaBJIsI TEM CaMbIM CUHTE3 Oellka B MUKpOOHOH KIIETKe.

OCHOBHBIM ~ METaOOJMTOM  KIAPUTPOMHIMHA B  OpraHH3Me  YejoBeKa  SBIISETCS

l4-runpoxcuknaputpomuriue  (14-OH-knaputpomumm), KOTOpPBIM  Takke  obnamaeT

aHTHMUKPOOHOM aKTHBHOCTEIO. J[aHHBIH MeTaGONUT MeHe €H 110 CPABHEHUIO C HCXOIHBIM

COTITACOBAEQ

MHHHCTEPOTEGM B PATOCKPAHDE 1451
PECHY BT DRILPYCH
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COCIHMHEHHEM B OTHONICHHH OOJBIIMHCTBA MHKPOOPraHH3MOB. VICKIIIOUEHHE COCTaBISET

Haemophilus influenzae, B OTHOIEHHH KOTOPOro 3Q(eKTHBHOCTL MeTaGoNKTa B 2 pa3a BHIIIE.

HcxXomHOe BEIIECTBO M €0 OCHOBHOM MeTabONHT OKa3blBaloT /MO0 ajfAHTHBHEIM, JTHOO

cuHeprudeckuit oddexT B otHomeHuu Haemophilus influenzae B ycroBUsX in vitro W in vivo B

3aBUCHMOCTH OT IITaMMa MUKPOOpPraHHU3Ma.

KnapuTpoMHIIMH 06HapYKUBAET BBICOKYIO 3OMEKTHBHOCTE 7 Vifro MPOTHB WIMPOKOTO CIEKTPa

adpOOHBIX M aHaYPOOHBIX TPAMIOJIOXKMTENBHBIX M TPaMOTPHULATENHHBIX MHKPOOPTAHH3MOB,

BKJIOYasl TOCHMTANbHbIC WITaMMBL. MuHuMabHble MHTHOMpYylomue KoHueHtpauuu (MUK)

KIapuTpoMHIKHA OOBMHO B 2 pa3a Hmke, 4eM MWK sputpoMuumHa. AKTHBHOCTH

KITapuTPOMHIIMHA B OTHOWICHUH Helicobacter pylori mpu HelTpansHoM 3Hauenuu pH BbIme, yem

npy kucioM 3HavyeHud pH. Mccenenosanus in vitro mokasanu, uto mraMMmsl Enterobacteriaceae u

Pseudomonas, xak #u rpamoTpHmaTeNBHEIE OAaKTEpUH, HE MPOIYNHPYIOIIHE NaKTo3y,

HEYYBCTBUTEJBHBI K KIIADHTPOMHIIHHY.

Knapumpomuyun_axmusen_in vitro u e xiunuueckoii npaxmuke 8 omnowenuy BonbUUHCMEA

WMAaMMO8 _CNeQVIOUWUX MUKDOOP2AHUIMOS.

— a’pOCHBIE IPAMIIONOKHUTENBHBIE MUKPOOPraHH3MBL: Staphylococcus aureus, Streptococcus
pneumoniae, Streptococcus pyogenes, Listeria monocytogenes;

— adpOoOHbIe IPaMOTPHUATENBHBIE MHUKPOOPraHu3Msl: Haemophilus influenzae, Haemophilus
parainfluenzae, Moraxella catarrhalis;

— [Jpyrue MuKpoopraHmsmel: Mycoplasma pneumoniae, Chlamydophila pneumoniae,
Mycobacterium avium complex (Bkmouaetr Mycobacterium avium, Mycobacterium
intracellulare), Helicobacter pylori*.

*Ecmu spanukauus H. pylori He 6blna JOCTHTHYTA TIPH TPHMEHEHUH KOMOHHALMH, B KOTOpYIO

BXONWI KIIADMTPOMMIMH, MOXET pPasBUTBCA ycToHumBocTh wmrtammoB H.  pylori x

K1apuTpoMuuuHy. IlosToMy y maumeHToB, Y KOTOPBIX KOMOWHANHMS C KIAPHTPOMULMHOM

OKasaytach Hed(h(EKTUBHOM, ClIeNyeT 0 BOBMOXKHOCTH OLEHHTH MyBCTBHTEIBHOCTD H. pylori x

KJIAPUTPOMHUIIMEY H B COOTBETCTBHH C PE3yJILTaTOM HOROOpaTh CXeMY TEPAIHH.

Knapumpomuyun _axmusen _in_vitro ¢ omuowenuu 601buiuHcmea wmammos nepeyucientbx

HUdICe MUKPOOP2AHUIMOS, O0OHAKO KAUHUYECKAas opdexmusnocmb U 6e30nacHocms €20

NDUMEHEHUS HE YCIMAHOGNEHbL.

— adpOOHBIC TPaMIIOJIOKUTENBHBIE MUKPOOPTaHU3MEL: Streptococcus agalactiae, Streptococci
(rpynmsr C, F, G), Viridans group streptococci;

— adpo0HBIE TpaMOTpHUATENbHBIE MHKDOOPraHW3MBL: Bordetella pertussis, Pasteurella
multocida, Legionella pneumophila, Campylobacter jejuni;

— Opyrue MuKpoopranuamsl: Chlamydia trachomatis;

— aHadpOGHEIC IPAMIIONIOKHTENbHbIE MUKPOOpraHusmeL: Clostridium perfringens, Peptococcus
niger, Propionibacterium acnes;

— aHa’poOHbIE rpaMOTPHIATENbHEIE MUKPOOPTaHHU3MEL: Bacteroides fragilis.

KnapuTpOMHIMH OKa3biBaeT GaKTEPUIHOHOE AEHCTBHE MPOTHB HECKONBKUX Pa3HOBUIHOCTE!

Gaktepuit: Haemophilus influenzae, Streptococcus pneumoniae, Streptococcus pyogenes,

Streptococcus  agalactiae, Moraxella (Branhamella) catarrhalis, Neisseria gonorrhoeae,

Helicobacter pylori u Campylobacter spp.

beTa-nakramasb! MEKPOOPraHH3MOB HE BJHSIOT Ha 5 (eKTHBHOCTS KITapHTPOMHLIMHA.

BONBIMMHCTBO INTAMMOB METHHMIIMH- H  OKCAIMJUTHHPE3HCTEHTBIX CTaUIOKOKKOB He

4yBCTBUTENBHBI K KIIADUTPOMUIHHY.

5.2. dapMakoKHHEeTHYECKHE CBOHCTBA

Bcacwisanue

KnaputpomMuunH  Xopomo — abcopGupyeTcs U3 KeTyHIOYHO-KHLIEYHOTO TpakTa THocne

IEPOPAILHOTO IPHMEHEHHS JICKAPCTBEHHOrO Ipernapara B (Qopme TabneTok. AGCOMOTHAS

OHOLOCTYITHOCTb KIIAPUTPOMHUIIMHA B opme TabneTok 250 MT COCTABIAET MPUOIH3HUTENBHO

50%.

CerJaa COBAHO
MHHICTEPCTEON SPQPAA‘B()CXPAHEHHFI
PECOYRIORN By
Mprkas Ming: A
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-
IIpy npuMeHeHH KnapHTpoMHUIKHA B 03¢ 500 Mr 3 pasa B cy'A(yp ego llim%em‘pegmlx 38r1na3Me
KpoBH 6oJIee BBICOKAs, 9eM IIPH IIPUMEHEHUH B 03¢ 500 Mr 2 pa3a B CyTKH.

MakcuMalbHBIE PaBHOBECHBIE KOHIEHTPAIMM KIAPUTPOMHIMHA B IUIa3M€ JOCTHTATHCH B
TEYCHHE 3 JHEH W COCTABIUH NMPHOIM3UTENBHO 1-2 MKI/MIJI NIPH NpPEMEHEHHH H03bI 250 Mr
Kaxceie 12 4 u 3-4 MKr/mi npu npuMeHeHHn 1036 500 mr kaxnsie 8-12 u. [Ipy npuMeHeHuH
noset 250 Mr kaxaple 12 4 paBHOBECHAs MaKCHMANbHAS KOHIEHTPALMa OCHOBHOTO MeTaGoHTa
14-OH-kiraputpomununa focTurana 3nadeHus npubmsurensuo 0,6 Mxr/mi. [pu npuMereHuy
nosel 500 Mmr kaxnple 8-12 uy MaKCHManbHas paBHOBeCHas KoHuenTpamust 14-OH-
KIapUTPOMHIMHA ObLIa HE3HAYATENBHO BhIe (Mo 1 Mkr/mim). IIpH moGom U3 3THX PEKEMOB
AO3UPOBaHHUS DPABHOBECHAs KOHICHTpauMs MeTabonuTa OOBIYHO AOCTHracTCs B TEUCHHE 3-
4 nHeH.

Ilpu omHokparHOM mpHeme KnapuTpoMuIMHA B fo3e 500 MI NpHEM NMIIH NPUBOAMT K
HE3HAYUTENBHOH 3aJiepkke Havana abcopOUMM  KIAPUTPOMMLMHA, YBEIHYHBAs BpEMs
HOCTHXXCHHSI MaKCHMalbHOW KOHIEHTPALMKH B KPOBH OT HPHUONU3MUTENBHO 2 4 10 2,5 u. V
3M0POBBIX ~ B3pOCHBIX ~ JTOOPOBONBUEB MYXCKOTO M JKGHCKOrO IIONa, TPHHHMABIIHNX
KIapUTPOMHIIMH HE HATOIIAK, MAaKCHMAalbHBIE KOHIEHTPAllMH B II1a3Me JOCTHTAlHCh B
mpezenax 2-3 4 mocie TNpUeMa JEKApCTBEHHOTO IMpenapara BHYTph. IIpHeM NHIM Takke
NPUBOJUT K YBENUYCHHIO MaKCHMAalbHOH KOHUEHTpPAIMH KIapHTPOMHUIMHA B IJa3Me KpPOBH
npUGIU3UTENBHO Ha 24%, HO He BIUSET Ha CTeNleHh GHOJOCTYIHOCTH KjaputpoMunusa. [Ipuem
MUINY HE OKasblBAacT BIMAHHMSA Ha Hayago o0pa3oBaHMs aKTHBHOro Mmerabomura (14-OH-
KTapUTPOMHLKH) WIA Ha €ro MAakCHMAaIbHYI KOHIEHTPALMIO B ILTa3Me KPOBH, HO
HE3HAYUTENBHO CHIDKACT CTeNeHb 00pa3soBaHMs JAaHHOTO MeTaboNWTa, Ha YTO YKAa3BIBAeT
cHkenne Ha 11% napamerpa AUC. Takum obpasom, npemapar Knaputpomuuus ®T MoxHO
NIPYHUMAThH HE3ABUCHMO OT TIpHEMa ITHIIH.

Pacnpedenenue

IIpu npuMeHEHUH B TEPANEeBTUYECKHX 033X KJIAPUTPOMHULMH Ha 80% CBsI3bIBAETCH ¢ OEIKAMY
IJ1a3Mbl KpoBH. Kak u Npyrue MakpoNHabl, KIApHTPOMUIMH XapaKTEpHU3YeTCst HU3KOM CTETNEHBIO
MOHM3allMK ¥ PACTBOPSETCS B JIUNHU/AX, B CBA3H C 9EM XOPOLIO PACIPENENSETCS B Pa3IIHIHbIE
OpraHpl, TKAHH M >KHAKOCTH OpranusMa. KIIapUTpOMHUIHMH XOpOLIO TPOHWKAET B Pa3iM4HbIE
KIETKH OpraHu3Ma. [3-3a co3nanus BHICOKMX BHYTPHKIICTOUHBIX KOHIUEHTpALMH KOHIEHTPAIHHA
B TKaHAX B HECKONBKO pa3 BBINIE, YeM KOHLEHTPALMH B CBHIBOPOTKe. KiapHTpOoMHIMH
OOHapy>KMBACTCS. B KOHUEHTPAHMAX, 3HAYMTEIBHO MPEBBIUIAIOIINX CHIBOPOTOYHBIE, B CIIIOHE,
MOKPOTE, OTAEISIEMOM CPE/IHETO yXa, OPOHXHAIILHOM CEKpeTe, TKAHU IIPEeICTATENbHOM JKeNe3b! U
Ipyrux TKaHsX. Krapurpomuuwn ofnapyxuBaeTrcs B ciuse  kenynka. ComepikaHue
KJIAPUTPOMHIMHA B CIM3H M TKaHW JKENIYAKa [PH MPMMEHEHHWH €0 COBMECTHO C OMENpPa30iIoM
BBIIE, Y€M I@PH MOHOTEPANUH KIAPHTPOMULUHMHOM. OTCYTCTBYIOT IOCTYNHbIE IaHHBIE
OTHOCHTEJIbHO MPOHUKHOBEHHUS B UEPEOPOCTIMHANBHYIO KHUAKOCTh. [IpHMEpE! KOHIEHTpPALHH B
TKaHSX ¥ CHIBOPOTKE IIPEACTABIECHEI B TAOIUIE HIDKE.

KonneHTpanun K1apuTpoMUIIMHA (TIOCIE IPUMEHEeHHS 10361 250 Mr Kasmsie 12 1)

Tun TkaHu Konnenrpatms B Tkanu | KoHueHTpanus B CHIBOPOTKE
(MKT/T) (MKT/MIT)

Munpanuaa 1,6 0,8

Jlerxoe 8,8 1,7

14-OH-x/1apuTpoMHUIMHE, KaK M KIAPHTPOMHIMH, OBICTPO paclpenenseTcs [0 TKAHAM U
XKHMIKOCTSIM OpraHus3ma.

Memabonuzm

KnapurpoMuuus meTabonusupyeTcs B IEYEHH C ydacTHeM (EPMEHTOB CHCTEMBI LHTOXPOMA
P450. Merabonu3M BKIIOYaET B  OCHOBHOM  N-JEalKHIMPOBAHHE, OKHUCICHHE U
crepeocnenudpuyeckoe THIPOKCHINpoBaHKe B nonoxenun Cl4. AkTuBHBI MetaGonut 14-OH-
KJIAPUTPOMHUIIMH 00pa3yeTcs B Hpollecce IIPECHCTEMHOrO MeTabonmsma (3hdhexT mepBoro

TPOXOKIEHH). COTHACGRBAHO
MUHUCTEPCTEOM 2R PABOCKXFAREHAN

Wpormas M
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Buigeodenue 1 8 8 5 E" 2 0 1 8

Ilepuon mOyBEIBENEHHS KIADHTPOMHLHMHA COCTABISET NPHONH3UTENBHO 3-4 4 npu
IpUMEHEHHH 110361 250 Mr Kaxaple 12 4 ¥ yBeIMUMBaeTCs 10 5-7 4 NPU NPUMEHEHHUH 03Bl
500 mr xaxubie 8-12 4. [Tpu npumenennn 10361 250 Mr xaxsase 12 4 meprox IIOJIyBBIBEICHUS
ocHOBHOro Mertabomuta 14-OH-knapuTpomuinHa cocrasnseT 5-6 4. IIpu IpHMeHeHHH 03Bl
500 mr xaxneie 8-12 4 mepwon momyBhiBemeHus 14-OH-KIapUTPOMHIMHA COCTABISET
npubnu3uTensHo 7-9 u,

Ilpp npuMeHeHMH KIapuTpoMuuHHa B ¢dopme Tabmetoxk B noze 250 Mr kaxmele 12 4
npubnusutensHo 20% OT 03B BBIAENAETCS C MOYOH B BHAE KJTapuTpoMuLMHa. [Ipu
IPMMEHEHHH KIApUTPOMHUIUHA B (opme Tabietoxk B mose SO0 Mr kxaxmeie 12 4 ¢ MOYOH
BBIBOIUTCA HECKOIBKO OOIbllee KOJMYECTBO KIAPHTPOMUIMHA — NPUOTH3HTENsHO 30% OT
mo3pl.  lloueuyHslf  KNMPEHC — KJIAPHTPOMHULMHA  XapaKTEPH3YeTCs  OTHOCHTENBHOM
HE3aBUCHMOCTBIO OT JO3bI M INPHOIU3UTENLHO COOTBETCTBYET HOPMAIBHOM CKOPOCTH
kny6ouxkoBort ¢umsTpanun. OCHOBHOM MeTabomuT, oOHapyxuBaeMblii B Moue, — 14-OH-
KJIapUTPOMHIMH (mpumepHO 10-15% OT 1O3BI HpH NpuMeHeHuH KIApHTPOMHIIMHA B (opme
Tabnetox B no3e 250 Mr minu 500 Mr kaxzapie 12 u). OctanbHas 9acTh HO3BI BBIBOJUTCS OOJIBIIEH
HacTBIO C KaJloM, NIPEUMYIIECTBCHHO 4Yepe3 kenub. B kane oGuapyxusaetcs 5-10% ucxomHoro
COEIMHECHHUS.

Junetinocmy

DapMaKkOKHHETHKA KIAPUTPOMHUIMHA [P IPUMEHEHUH ero B 103ax 250 mMr u 500 Mr KaX[Ible
8-12 u XxapaKTepu3yeTCs He3HAUUTENLHON HETMHEHHOCTEIO.

DapMaKOKHHETHKA KIAPUTPOMHIMHA HE TMHERHA H3-3a HACKIEHHS TEYeHOUHOI0 MeTaG0MM3MA
IIPU BBICOKHUX J03aX.

DapmaKkoKUHeMmuU4eckas-YapmakoOuHaMUYeCKas 3a6UCUMOCHb

KiapuTpOMHIME IIHPOKO pachpeneseTcs B TKAHAX M KUIKOCTSX opranusMa. M3-3a Beicokoro
NPOHMKHOBEHHS B TKAHM BHYTPUKICTOYHBIC KOHIEHTPALMU BBILE, YeM KOHIECHTPALUH B
ceiBopotke. HanGonee BakHble (QapMakonMHaMUYeckde MapameTpsl Ui NIPOrHO3UPOBAHUS
dKTHBHOCTH MaKpOJMIIOB OKOHYATENbHO HE YCTaHOBIEHHL. Bpems, mpespmmaromee MUK
(T/MUK), MosxeT Jyuie BCero KOppenupoBath ¢ 3hheKTHBHOCTHIO KJIApUTPOMHULIMHE, OJHAKO,
TNOCKONBKY KOHICHTPAlUWM KJIAPUTPOMHULMHE, NOCTHTaeMble B pPECTHPATOPHEIX TKAHSX M
KUIKOCTH ONHUTEIHANBHOM BBICTUJIKHA IIPEBBIMNIAIOT TAKOBBIE B IIIA3Me, HCIIOJB30BAHHE
NapaMeTpoB, OCHOBAaHHBIX HA KOHUEHTPAIMSIX B IIa3Me, MOXET He JIaThb TOYHOLO
IPOTHO3UPOBAHMS OTBETA UL HHPEKLHH IbIXaTebHBIX MyTeH.

DapmaKoKuHemuxa 8 0cobblx CY4HasX

Ioorcunoii eospacm ,

Y MOXHIBIX Jrofel (Bospact 65-81 ron) Crax KTApUTPOMHLHMHA H 14-OH-xnaputpoMununa
OBLTH CYINECTBEHHO BBIILE, a MOYEUHBIN KIMPEHC HHXE, YeM Y MOJOABIX [HONeH B BO3pacTe
18-30 mer. Onnako pasHUUBI MEXIY HBYMS TIPYHIIAMH He BBIABHIIM, KOrjaa ObLla BHeceHa
TonpaBka Ha KJIUPEHC KpeaTHHHHA. M3MeHeHus (papMaKOKHHETUKH KITApDUTPOMHIIHHA SBIIIOTCA
OTpaxkeHHEM (QyHKIHMH MOYeK, a He BO3pacTa MalHeHTa.

B KMMHWYECKHUX HCIBITAHUAX Y NOXKHUIBIX TALHEHTOB HE GBIIO BBIBICHO YBEJIMUEHHOM YaCTOTEI
HEXENATEIbHEIX PEAKIMH 10 CPaBHEHHIO C OoJiee MOMOABIMH TanueHTaMu. OIHAKO TOKKIIbIE
NMAIHEHTBl MOTYT OBITh GONlee CKIOHHEIMM K Da3sBHTHIO KeJTyIOYKOBBIX apUTMHH, yeM Gornee
MOJIOJIbIE TTALIAEHTEI.

BosnbiuHcTBO CcoOOmennit 06 OCTpod NOYEYHOH HENOCTATOYHOCTH Ha GoHe mpumenenus
0I0KaTOPOB KalbLHEBBIX KAHATIOB, METaBOTM3UPYIOMMXCH C yuactuem CYP3A4 (manpumep,
BCpaNaMUN, aMIIOJWIKH, TUITHA3CM, HHGEIHUINH), UMENH OTHOLICHHE K TPHMEHEHHIO Y
IOXHUJIBIX TAIMEHTOB B BO3pacTe 65 JIET U craplire.

Coofmmenns 0 ciIyyasX TOKCMYHOCTH KOJNXMIMHA, HHOTAA CO CMEPTENBHBIM HCXOIOM, MpPH
OIHOBPEMCHHOM ~ HCIONB30BAHMH  KJIADHTPOMHULMHA M KONXMLHMHA (HEKOTOphlE Ciyuau
3apErCTPHPOBAHEl Yy TNALUEHTOB C IIOYEYHOH * HEZOCTATOYHOCTBIO) TAKKE Kacalhch B
OCODEHHOCTH MOXUIIBIX HAllHEHTOB.

COTJIACORAEO
MHHBCTEPCTBOM SPARCGOXPAREIIAY
PECHYBJIUKH BETAPYCH 20
pakas Munnereparea oxpinon;
Fecuyhatinu 2
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Hapywenus ¢pynxyuu novex 1 8 8 5 b 2 0 1 8

Y NalKeHTOB ¢ HapYUICHHOH (yHKUMEH MOYeK, [ONyYaBIUAX KIADUTPOMUIHMH BHYTPb B [03€
500 mr noBTopHO, T2, Chax, Cmin KIAPUTPOMHUIIMHA U €ro MeTaboJIMTa OBUIH BBIIIIE, 4 KOHCTAHTA
CKOPOCTH 3IIHMHMHAIAA HUXKE, YEM Y 3MO0POBBIX JiofeH. CTeneHs OTKIOHEHHS 3TUX NapPaMETPOB
3aBHCeNa OT CTETIEHH IIOYEHHOM HENOCTAaTOYHOCTH: NIpH 0oliee BHIPAXEHHOM HapyIICHHH
GyHKIMM NoYeK pa3nu4us OsUTH Gojiee 3HAUYNTENbHBIMH,

Hapywenus ¢pynxyuu nevenu '

Y TmanMeHTOB C HapylleHHOH (yHKUHEH IledeHM KOHIEHTpALKs KJIApUTPOMHUIIMHA B
PaBHOBECHOM COCTOSHUH (Css) HE OTIMYAETCA OT TAaKOBOH y 3I0POBBIX JHONEH, B TO XKe BPEMs
OOHapy)XEHO HEKOTOpPOEe YMEHbIICHHE KOHIEHTPAUHH aKTHBHOIO MeTaboiuTa. CHIKEHHe
obpaszoBanus 14-OH-KMapuTpOMHUILMHA YaCTHYIHO HUBEJIHPOBAJIOCh YBEIHYEHHEM IOYEYHOTIO
KIMpEHCa KIIAPHTPOMHUIMHEA Y MAIMEHTOB C HAPYIIEHHON (QYHKIHeH NeYeHy M0 CPaBHEHHMIO CO
3/I0POBBIMH JIFOIEMH.

5.3. lokJIUHHYEeCKHE JaHHDbIe

B nuccnenoBanuax ocTpod TOKCHYHOCTH Yy MBINIEH M KPBIC MEIHAHA BETHUMH JETaIbHOMN JI03B1
ObL1a BEIIIE, YeM HauboJIee BEICOKAs 1033, BOIMOYKHAS I npuMeHenus (S r/kr).

B uccnenosanusx ¢ BBeIeHHEM MOBTOPHBIX 103 TOKCHYHOCTh ObIIa CBS3AHA C BETHIUHOMN JIO3BI,
ATATEIPHOCTBIO IPUMEHEHHUA ¥ BUIOM XHBOTHBIX. Cobaxu GbUt 60JIee YyBCTBHTENBHBIMHE, YeM
MpAMATBl M KPBICHL. OCHOBHBIMH TIPU3HAKAMH TOKCHYHOCTH BBICTYIIATH pBOT4, CIaBOCT,
CHIXXECHHE ITOTPEOIICHNS ULIM U CHHXKEHHE Habopa MacCHl Tela, CIIOHOTEUEHHE, JETUpaTanus
M THUIEPaKTUBHOCTh. Y BCEX BHAOB II€Y€Hb BHICTYNANd OCHOBHBIM OpPraHOM-MUIIEHBIO.
I'enaroTOKCHYHOCTL  ompenensnack [0 pPaHHEMY VBEIHUYEHHIO 3HAYCHWH IOKa3aTeneif
(QyHKIHOHANBHEIX TecToB. OTMEHA IPUMCHEHHS JICKapCTBEHHOr0 Ipenapara OOBIMHO
NIpBOJMNA K BO3BpATY ITOKA3aTeNIeH K HCXOAHBIM HOPMaJIbHBEIM 3HAYEHUAM, THOO0 HabIoqa1ach
TEHACHIHUA K BO3BPaTy K HOPMaNnbHBIM 3Ha4YeHUsM. JIpyTHe TKaHW MeHee HacTo I0JBEPraInucCh
BIIHAHUIO KIAPUTPOMULKHA (B TOM YHCIE XETyNOK, THMYC M ApyrHe MHMQOUIHBIE TKaHH,
noyky). Ilpn BBeneHwmy 1103, GNIM3KMX K TEPANEeBTHYECKHM, KOHBIOHKTHBAIbHAS UHBEKIHUS U
CIIE30TCHEHHE HaOMOJAUCh TONBKO Yy coGak. IIpM BBEIEHHH OYEHH BBICOKHMX JO3
(400 MI/Kr/CyTKH) y HEKOTOPBIX CO0aK M 00€3bSAH Pa3BHBAIHCE NOMYTHEHHS POTOBHIIBI H/HIH
OTEKH.

B uccnenoBaHWSX GEpTWILHOCTH M BNHSIHHS Ha PETIPOAYKIHIO y KPBIC HE BEISBICHO
HeXeIaTeNnbHBIX 3 (eKToB.

B uccrnenosanuax tepatoreHsHocta y kpeic (Wistar (mepopanbHeli MyTH BBeNEHHS) U Spraque-
Dawley (nepopanbHblit 1 BHYTpUBEHHBIH TyTH BBEJICHH)), Y HOBO3EJNAHACKHX GENBIX KPOIHKOB
1 06e3bgH Cynomolgous He BBIABIIEHO TEPATOrEHHOTO MOTEHIHATA y Knapurpomunusa. Ongaako
B TIOCJIEYIOLIEM TONOOHOM HCCIEJOBAHHU Y KPBIC Sprague-Dawley ycTanoBneHa Hu3kas (6%)
HacToTa pa3sBUTHs aHOMAIUH CO CTOPOHBI CEPAEYHO-COCYIUCTOM CHCTEMBI, KOTODBIE, BEPOSITHO,
OBLIM CBS3aHBI CO CIIOHTAHHOM 3KCIIPECCHelf TeHeTHIECKX H3MeHeHul. B JBYX HCCIIENOBAHUAX
Ha MbINax BEIABICHA BapuabensHas (3-30%) yacToTa BO3HUKHOBEHHS pacileIHH Heba; morepu
SMOPHOHOB HAOMIONANHCE Y 0Ge3bsH, HO TONBKO [IPH BBEHEHHH 103, KOTOPBIE OKa3bIBAIM SBHOE
TOKCHYECKOE BO3JACHCTBHE Ha MATEPUHCKHUI OPraHU3M.

6. PAPMAIIEBTUYECKUE CBOMCTBA

6.1. Ilepeuensn BCIOMOTaTe/ILHBIX BEIECTB i COTHATOEATS
Kpaxman KyKypy3Hslit  MEETCTERCTRG

Kpaxmarn npexenaTHHU3MpOBaHHEIH

IToBumon \
Kpocnosunou (tum A) Foorcim
Maruus creapar

KpeMHHUS AHOKCUA KOJIOUIHEIH 6€3BOXHEBIH

[lenmono3a MUKpOKpUCTa/THUECKAs

OCKPAHTIIY
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Cocmag nnenounoti obonouxu:
I'mnpomeruiosa (tun 3amemenus 2910)
TuTana THOKCUT

Tanek

Maxporon 400

Kpacurens « XuHOMHHOBEIH xenThIit» (E 104)

6.2. HecoBmecTHMOCTD
He npumenumo.

6.3. Cpok roqnoctn
3 rona.
He npumeHsTs 0 HeTeueHun cpoka roAHOCTH, yKa3aHHOTO Ha YITaKOBKEe.

6.4. Ocobnble MepbI NPEIOCTOPOKHOCTH YIPH XPAHEHHH
XPpaHWTb NIPY TeMIiepaType He Beie 25 °C.

6.5. XapakTep H coep:KHMoe YIaKOBKH

ITo 7 TabneTox B KOHTYpHOM SUEHKOBOI YTaKOBKE U3 IJICHKH ITOJUBUHUIXJIOPUAHON U THOKOI
YIaKOBKH Ha OCHOBE donbru amoMuHueBoi. [To 7 Tabnetox wim 1o 14 TabaeTox B GaHKE M3
nmosu3THICHTepedTanaTa ¢ rodpoi s ymWIOTHeHMS TAaGNeTOK W KalCyl H KOJTAYKOM
TIOJIMMEPHBIM BUHTOBEIM.,

Kaxzasie 1 unu 2 KOHTYpHEIE S4eHKOBBIE YHIAKOBKH HITH GaHKY W3 HOMHUITHIEHTEped TanaTa
BMECTE C JINCTKOM-BKIIQIBIIIEM HOMEMAOT B [aYKy U3 KapTOHa.

6.6. Ocofble  Mepbl  NpPeJOCTOPOKHOCTH NPH  YVHHYTOKEHHH  HCIIOIL30BAHHOTO
JCKAPCTBEHHOr0  NpenapaTa MJIH  OTXON0B, IOJYYeHHBIX Mocjie NPHMEHEHHS
JIEKAPCTBEHHOI 0 MpenapaTa wid paéoThl ¢ HUM

Het ocobbix TpeGoBanmuii.

6.7. YcnoBust 0TIycKa H3 anTeK
o peuenty Bpaya.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUS
000 «DapMTEXHOIOT U

220024, PecrryGnuka Benmapycs, r. Musck, yin. Kopxeresckoro, 22
Tenedon/daxc: +375 17 309 44 88, e-mail: ft@ft.by.

8. HOMEP PETUCTPAITMOHHOTI'O YAOCTOBEPEHUS

9. JATA TIEPBUYHOH PEI'MCTPALIUUA (IIOATBEPKAEHUSI PETUCTPAIINH,
IIEPEPETUCTPALIUN)

Hara nepBo#t peructpaunu: 26.12.2013 r.

Hara nocnerero noATBepxkAeHHs peructparnmu: 28.12.2018 r.

10. JATA IIEPECMOTPA TEKCTA _ COTHACOBAKHO
MUEHUCTEPCTEOM 27TPATOCK PAHTHIS
PECHIVE TR DHIAPYCH
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