COOTBETC TEnET -'I'l'_EF'TH OMY OTUETY

OBIIASI XAPAKTEPUCTHKA JI EKAP&*BEE%I&TEFMKPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI O IIPEIIAPATA

Knapurpomunus, 500 Mr, Ta0JIeTKH, TOKPHITHIC TUICHOYHON 000JI0UKOH

2. KAUECTBEHHBII 1 KOJIMYECTBEHHBIN COCTAB

JleficTBy1O1IIE€E BEIIECTBO: KIIAPUTPOMHMIIHH.

Kaxxnas Tabnerka, HOKphITas INIEHOYHOU 0007109K0i, coaepKUT 500 MT KITapuTpOMHITUHA.

[TonHbIl epevyeHb BCIOMOTATEIbHBIX BEILIECTB MPUBEJICH B pasnene 6.1.

3. JEKAPCTBEHHAA ®OPMA

TabneTK, MOKPHITHIC TNICHOYHOU 000I0YKOM.

Kpyrinible, 1BOSKOBBINYKIIbIE TaOIETKH, MOKPHITHIE MJIEHOYHOW 000JIOUKOW OEJIoro Wid IMoYTu

0esoro uBsera. Ha MMOIICPCYHOM PA3p€3€ BUAHEI JIBa CJIOA: AP0 ITOYTH 0ejoro OBCTa U IJICHOYHAasA

000JI0YKa.

4. KINMHUYECKHUE JAHHBIE

4.1. Iloxka3aHusi K NPUMEHEHHIO

I/IHq)CKIII/IOHHO-BOCHaJII/ITGJIBHI)IC 3360JI€B3HI/I$I, BBI3BAHHBIC YYBCTBUTCIIbHBIMU K

KJIAPUTPOMHUIIMHY MUKPOOPTaHW3MaMHU, y B3pOCIbIX U JeTel cTapiie 12 neT:

WH(MEKIIMYA HUKHUX OTJENOB JAbIXaTeNbHBIX MyTeH (Takue Kak OpOHXUT, THEBMOHUS);
WH(pEKIMY BEPXHUX OT/IEJIOB JbIXaTENbHBIX MyTel (Takue Kak (apuHTUT, CHHYCHT);
MHQEKINN KOXH M MSITKUX TKaHel (Takue Kak (OJUIMKYJIUT, BOCHAJIEHHUE IOAKOKHOU
KJIETYATKH, POXKA);

JIICCEMUHHPOBAHHBIE HITH JIOKATH30BaHHBIE MUKOOAKTEpUaNbHbIe HH(EKINH, BEI3BAaHHbIE
Mycobacterium avium u Mycobacterium intracellulare;

JIOKANM30BaHHBIe WH(EKuu, Bei3BaHHBIe Mycobacterium chelonae, Mycobacterium
fortuitum u Mycobacterium kansasii;

npoduIakTUka  pacupocTpaHeHuss  UHGEKIuH,  OOYCIOBIECHHOW  KOMILJIEKCOM
Mycobacterium avium (MAC), BUY-uHUIMPOBAaHHBIM TMAlMCHTAM C COJACpKaHHEM
mampormtor CD4 (T-xenmepHbIx mumdormTo) He 6oxee 100 B 1 Mm°.

spaaukanus H.pylori u CHKeHHE YacTOThl PELUUIMBOB S3BBI JIBEHAIIATHUIICPCTHOM

KHIIIKH.
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4.2. Pesxum no3upoanusi u coco npuvenegnss || |- CTIEDOEA o 0001]

PexxuM 103upoBaHus

Bspocnvie

ITo 500 mMr xkmapuTpoMuIlMHA 2 pa3a B CYTKH NPH TsDKEJIOM TedeHuH WHpeknuu. OObraHas
MIPOJIOJKUTENIBHOCTh JICYEHHUS] cocTaBisieT OoT 5 g0 14 puel. HckimroueHHE COCTABIISIIOT
BHEOOJIbHUYHASI THEBMOHHUS U CHHYCHUT, KOTOpBIE TPEOYIOT JieueHus oT 6 10 14 qHei.

Ho3b1 0111 1eueHuss MUKOOAKmepuanbHblx uHpexyull, Kpome mybepkyiesa:

[Tpu MukoGakTepuaaIbHBIX UH(EKIHUIX PeKOMEH0BaHa 103a KiaputpoMunrtaa 500 mr 2 pasa B
cytku. Jledenue nuccemunupoBaHHbIX MAC wunHbpexkumii y mamuentoB co CIIM[ cnemyer
IPOIOIDKATD JI0 TEX MOP, MOKa UMEETC KIMHUYECKas 1 MUKpoOuonornyeckas 3¢ppekTuBHOCTS.
KnaputpoMunime crneayer MNOpUMEHATh B KOMOMHAIMKM C  JAPYIUMH  aHTHMHUKPOOHBIMHU
npenapaTamMu, akTUBHBIMU B OTHOILICHUH JaHHBIX BO30yauTenei. /InmuTensHOCTh IeUeHUs IPYTuxX
HETYOEepKYJIe3HbIX MUKOOAKTepUATbHBIX HH(EKIHMI ycTaHaBIMBAET Bpay.

s npogunaxmuxu unghexyuii, evizsannvix MAC:

Pexomenyemas no3a kinapuTpoMuiHa Juist B3pocibix - 500 mr 2 pa3a B CyTKH.

s spaouxayuu H. pylori.

VY NanueHToB ¢ A3BEHHOH 00JI€3HBI0, BbI3BaHHON MHDeKIuel H. pylori, KITapuTpOMHUIIUH MOKHO
npumMeHsaTh o 500 mMr 2 pasa B JeHb B KOMOWHAIMKM C JOPYTUMH TNPOTUBOMHUKPOOHBIMHU
npenaparaMi U UHTMOMTOpAaMU MPOTOHHOTO Hacoca B TeueHue 7-14 aHeil, B COOTBETCTBUU C
HAIMOHALHBIMH U MEXYHAPOIHBIMHA PEKOMEHIAIIMSIMH 110 JieueHuto uHdekuuu H. pylori.

Oco0bIe I'pynnbl HJaMCHTOB

llayuenmul ¢ napywenuem ynKyuu novex
[TaniuenTam ¢ KIMpeHCcOM KpeaTHHUHA MeHee 30 MJI/MUH Ha3HAYalOT MOJOBUHY OOBIYHOM 03I
KJIApUTPOMHUIIMHA (B JAHHOM cllyyae HCIosb3yercs no3a 250 wmr). JleueHne Takux MalMeHTOB
MPOJOHKAIOT He Oonee 14 mHeil.

eTH
Pexxum nozupoBanus y nereii ¢ 12 1o 18 et COOTBETCTBYET PEKUMY JI03UPOBAHUS Y B3POCIIBIX.
[TpumeHeHne KITapUTPOMHUIIMHA B BUJIE Ta0NETOK y AeTel Miaaiie 12 et He u3y4anoch.

Cnooco0 nmpuMeHeHus

BayTpb.

HeszaBucuMo oT mpuemMa nuiim.

4.3. IlpoTuBONOKA3aHUS
e [ MNepyyBCTBUTEIBHOCTh K KIAPUTPOMMIIMHY, MAKpOJIHMJIAM M JPYTUM KOMIIOHEHTaM

npernapara, EpEeYnCIICEHHbIM B pasaene 6.1.
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e OIHOBPEMEHHBI MPUEM KJIAPUTPOMULIMHA CO éﬂ'ﬁm%‘ﬁJ%ﬁhT _'éclrlre'n'/l 3011,

U3anpu I, TUMO3uI, TepheHannH (cM. pasznen 4.5).

e  (OJHOBPEMEHHBIN NIPUEM KIAPUTPOMUIIMHA C JIOMUTAIUAOM (CM. pas3zen 4.5).

e OpaHOBpPEMEHHBI IMpUEM KIAPUTPOMHUIMHA C QJIKAJOUJAMU CHOPBIHBH, HaIIpUMED,
9ProTaMuH, AUTUAPOIProTaMuH (cM. pazzaen 4.5).

e OpaHOBpPEMEHHBIH IpUEM KIAPUTPOMHUIIMHA C MMJA30JaMOM JUIsl IEpOpPaIbLHOrO
npuMeHeHus (cM. paszen 4.5).

e (OJHOBpPEMEHHBIM mpueM KiapurpomuuuHa c¢ uHruouropamu ['MI-KoA-peaykrassl
(craTMHaMu), KOTOpblE B 3HAYMTEIbHON CTENEHH METaOOIU3UPYIOTCS H30(EepPMEHTOM
CYP3A4 (;ioBacTaTHH, CUMBACTaTHH), B CBSI3U C IIOBBIILIEHUEM PUCKAa MUOIIATHH, BKIIIOYast
pabaomuonus (cM. pazzaen 4.5).

e  OaHOBpEMEHHBIH NPUEM KIApPUTPOMMIIMHA ¢ KOJIXULIIMHOM (cM. pazjen 4.5).

e  OJHOBPEMEHHBIN NPUEM KIAPUTPOMUIIMHA C TUKArPEIOPOM MIIH PAHOJIA3UHOM.

e VYmpmunenune wuHTepBaia QT B aHamHe3e (BPOXKIEGHHOE WIH TNPHOOPETEHHOE
3apeTUCTPUPOBAHHOE YsIMHEHHE nHTepBasia QT) nim sKery10uKkoBasi apuTMHESI, BKITIOYast
YKEITYTOUKOBYIO TAXUKAPAHUIO TUTIA «ITUPYIT» (CM. pazzaeinsl 4.4., 4.5).

e KnapuTpomuLMH HE ClleyeT IPUMEHSATh Y MAlUEHTOB C 3JIEKTPOJIUTHBIMU HAPYIICHUSIMU
(TMmoKaIreMuei MM THITIOMAarHUEMHUEH ) B CBSI3U C pUCKOM yaiuHeHus natepBana QT (cwm.
pasznen 4.4.).

e Tskenasd neyeHOYHas: HENOCTATOYHOCTh, NPOTEKAIOIIAsl OJHOBPEMEHHO C IOYEYHOU
HEJ0CTaTOYHOCTBIO.

e XomecTaTHUecKas >KEITyXa/TeNaTUT B aHaMHe3e, pPa3BUBIIMECS IMPU TNPUMEHEHUU
KJIapUTPOMHUILIMHA (CM. pa3zen 4.4).

e Tlopdupus.

e Jlepuon rpy1HOr0 BCKapMJIMBaHUS.

e Bo3spact 10 12 net (3¢pPpexkTUBHOCTH U OE30MACHOCTh HE YCTAHOBJICHBI).

4.4. Ocobble yka3aHus U Mepbl MPeI0CTOPOKHOCTH NPHU MPUMEHEeHHH

C 0CTOPOKHOCTBIO

e [loueyHas HEJOCTATOYHOCTh CPEHEN U TSAKEIOW CTEIEHHU.

e [leyeHOYHAs HEJOCTATOYHOCTH CPEIHEN U TSAKEIIOU CTEIICHH.

e OpaHOBpEeMEHHBI TpUEM KIAPUTPOMHUIMHA ¢ OeH30[Ma3enuHaMi, TaKUMH Kak
ajmpasojiaM, TpHaszojaM, MHUAA30JIaM Uil BHYTPUBEHHOIO IIPUMEHEHHS WM I

HAHECEHHS Ha CIIM3UCTYI0 0001049Ky pTa (cM. pasmen 4.5).
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e OIHOBpEMEHHBIM NIPUEM C MpenapaTamMy, KOTotﬁﬂe_' ﬁeﬁ%ﬁsd@%&&ﬁ

ot 06.09.2022
CYP3A, mwnHanpumep, KapOamMaszenmuH, IHJIOCTA30J, MHUKJIOCIIOPUH, JIU3OMHUPAMHMI,
METHWINIPETHU30JI0H, OMEIPa30Jl, HENpsMbIC AaHTHKOATYISHTHI (Hampumep, BapdapuH),
XUHUIUH, pudabyTHH, criAeHaduI, TAKpOJIUMYC, BAHOMAcTHH (cM. pasnen 4.5).

e OpaHOBpeMEHHBIM MpUEM C mpernapatamMu, HHAyHUpymuMu uzohepment CYP3A4,
Hanpumep, pudamnuimd, GeHuTonH, KapbamaszernuH, ¢eHobapOuTal, 3BepoOoit
IPOABIPABICHHBIH (M. pasnen 4.5).

e OJHOBPEMEHHBIM MpUeM KIAPUTPOMHUIIMHA CO CTaTHHAMM, HE 3aBUCSIIIMMH OT
metaboausma uzopepmenta CYP3A (nanpumep, GuryBacratun) (cM. pasaen 4.5).

e OJHOBPEMEHHBIN MpueM ¢ GJIOKaTOpaMu «MEJJICHHBIX» KalbIIHEBBIX KaHAJIOB, KOTOPbIE
meTtabommuzupytorcss uzopepmentom CYP3A4 (manpumep, BepamamMui, amJIOIUIUH,
TUIITHA3EM).

e OpaHOBpPEMEHHBIM TPUEM KIAPUTPOMHUIIMHA C TEPOPATHHBIMH AHTUKOATYJISHTAMH
IPSIMOTO JICHCTBUS, TAKUMHU Kak JaburartpaH, puBapokcabaH, amukcabaH, OCOOCHHO Yy
MAlMEHTOB C BHICOKUM PUCKOM Pa3BUTHS KPOBOTCUEHUH.

e [lammenthl ¢ wumemuyeckor Oone3npro cepama (MBC), Ttsokemodt  cepacdHon
HEJOCTAaTOYHOCTHIO, HAPYIICHUSIMUA MPOBOJAUMOCTA WM KIMHUYECKH 3HAUYUMOU
Opanukapauei, a TakKe MalUeHThl, OJIHOBPEMEHHO MPUHUMAIONINE aHTHAPUTMUYECKUE
npenapatsl [A kiacca (xunuauH, npokanHamun) u 11 kmacca (modermnua, amuoaapoH,
COTaJIOoN).

e bepeMEeHHOCTb.

Oco0ble yKa3aHus

JlnurenbHbIN NpyueM aHTHOMOTHKOB MOKET MPUBOIUTH K 00Pa30BaHUIO KOJIOHUHN C YBETMYEHHBIM
KOJINYECTBOM HEUYBCTBUTEIbHBIX OakTepuil u rpu6boB. Ilpum cynepuHpexuuun HEoOX0IuMO
HA3HAYUTh COOTBETCTBYIOLIYIO TEPAIHMIO.

Ha3nauenue knaputpomMuiiiHa 6€peMeHHbIM JKEHIIIMHAM JOHKHO MPOBOIUTHCS MPH TIIATEIbHON
OLICHKE COOTHONICHHUS pPHUCKAa M TI0Jb3bl, OCOOEHHO B TEUEHUE TMEPBbIX TPEX MECIIEB
OepeMEeHHOCTH.

[Ipy nmpuMeHeHHMH KJIapUTPOMULMHA COOOINATIOCh O TMEYECHOYHOH IUCHYHKUUU (TIOBBILICHUE
AKTUBHOCTH «II€YEHOYHBIX» (DEPMEHTOB B KPOBU, FeMAaTOLEIUTIONSPHBIN W/HINA XOJECTaTUYECKUI
renaTut ¢ xkeatyxod unu 0e3). [leueHouHas nucyHKUHS MOXKET OBITH TSXKEJIOH, HO OOBIYHO
aBIsieTcs oopaTuMoil. ImeroTes ciydyan meuyeHOYHOH He0CTaTOYHOCTH C JIETATbHBIM UCXOJIOM,
IJIaBHBIM 00pa3oM, CBSI3aHHBIE C HAJUYHMEM CEphe3HBIX COIMYTCTBYIOUIMX 3a00J€BaHMNA W/WiH
OJIHOBPEMEHHBIM IPUMEHEHUEM JPYTUX JIEKapCTBEHHBIX cpeacTB. [Ipu nosBiIeHnN NpU3HAKOB U

CHUMIITOMOB I'€lIaTUTA, TAKUX KaK aHOPCKCHU:A, XKEIITyXa, IOTEMHCHUC MOYH, 3y, 00JIE3HEHHOCTh
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[lpn HanMuyMKM XpPOHUYECKHX 3a00JICBaHWI IEYEHH HEOOXOIUMO TIPOBOJIUTH PETYISPHBIN
KOHTPOJIb ()EPMEHTOB CHIBOPOTKH KPOBH.
[lpn neyeHMM TPAKTUYECKH BCEMH AHTHOAKTEPUAIBHBIMH CpPEACTBAMH, B TOM UHCIE
KJIAPUTPOMHLIMHOM, OIMCAHBl CIIydaW pa3BUTHS IICEBJOMEMOPAHO3HOTO KOJIHTA, TSKECTh
KOTOPOr'0 MOXET BapbUPOBATH OT JIETKOW 1O yrpoKaroueH ku3Hu. 1Ipu nedeHun npakTudyecku
BCEMHU aHTHOAKTEPHAIbHBIMU IIpeNapaTaMy, B TOM YHCJIC KIAPUTPOMUIIMHOM, OIIMCAHBI CITyYau
Clostridium difficile-accoruupoBantoii fuapeu, TSHKECTh KOTOPO# MOXKET BAPHUPOBATD OT JIETKOU
JMapen 0 YrPOXKaIoIIero >KU3HU KOJIWTA. AHTHOAKTEpHANbHBIC TperapaThl MOTYT W3MEHHUTh
HOPMaJIbHYI0 MHUKpO(IIOpy KHIIEYHHKa, dYTO Moxer mpuBectu Kk pocry C.difficile.
[TceBnomemOpano3ubiii koaut, Bbhi3BaHHbIA Clostridium difficile, neooxomumo momo3peBats y
BCEX MAlMEHTOB, Y KOTOPBIX [TOCJIE TPUMEHEHUS aHTHOAKTEPHATIbHBIX CPE/ICTB Pa3BUIIACh TUapesl.
[Tocne mpoBexeHUs Kypca aHTHOMOTHUKOTEPANMHM HEOOXOAMMO TINATEIbHOE MEAUIIMHCKOE
HaOroseHne 3a manueHToM. ONHMCHIBAIMCH CIIydad Pa3BHTHUS INICEBJOMEMOPAHO3HOTO KOJHTA
CITyCTs 2 MecsiIa Mocie nNpueMa aHTHOMOTHKOB.
[Ipn nevyeHnH MakpoIWAaMH, BKIIOYAs KIAPUTPOMHIIMH, HAOIIOAAIOCHh YAJIHMHEHHE CEpACYHOM
peronsipu3aimu 1 uHTepBada QT, BBI3BIBAIOIIME DPUCK pa3BUTUS CEPACYHON apUTMUU U
JKEITYJTOYKOBOM TaxUKaApIAUU TUIMA «mUPYIT» (cM. pasnen 4.8). Tak kak cienyroume CUTyaluu
MOTYT TIPUBECTH K YBCIMYCHUIO PHCKa Pa3BUTHUS IKEIYJIOYKOBBIX apUTMHUI (B TOM 4YHCIE
KEITYZI0UYKOBOU TaXMKAPIUH THIIA «ITHPYIT), TO
- KJIAPUTPOMHILIMH HE JJOJDKEH MPUMEHSTBHCS y CIEAYIONINX KaTeropuii MaueHToB:

e Yy MAalMEHTOB C TUTIOKamuemuei (cm. paszaen 4.3);

® Y ITallMEHTOB C TUTIOMarHuemMuen (cM. pasaen 4.3);

® OJHOBPEMEHHOE Ha3HAYCHUE KIIAPUTPOMHUIIIHA C ACTEMH30JI0M, IU3AIPHUIOM, THMO3HUIOM

U TeppeHaTMHOM NPOTUBOINOKAa3aHO (cM. pazzen 4.3);
® Yy NAIMEHTOB C BPOXKIECHHBIM WM MPUOOPETEHHBIM 3aperUCTPUPOBAHHBIM YTMHEHUEM

uHTepBasia QT WK HaM4KeM JKelyI04KOBOM apuTMUU B aHaMHe3e (CM. paszen 4.3).

KIQPUTPOMHIIMH JOJKEH MPUMEHSTHCS C OCTOPOKHOCTBHIO Yy CIHENYIONIMX KaTeropuit

MAIUCHTOB:

e y TaNMEeHTOB ¢ wumeMuyeckon Oomesnpto cepama (MBC), Ttsokemoit cepmeuHoit
HEJOCTAaTOYHOCTHIO, HApPYIICHUSMH TIPOBOJMMOCTH WM KIMHUYECKH 3HAYUMOM
OpanukapIuei;

® Yy TAIMEHTOB, OJHOBPEMEHHO MPUHUMAIONINX JpyTUe JEKapCTBEHHBIC IpemapaThl,

cBsI3aHHbIE ¢ yaunHeHueM uHtepBana QT (cMm. pazgen 4.5).
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COCYAHMCTBIX HCXOJIOB TpU MNPUMEHEHHH MAaKpPOJHUIOB OBUIM TOJXYYCHBl HEOIHO3HAYHBIE
pe3ynbTaThl. B HEKOTOpBIX  HAONIOAATENBHBIX  UCCICNOBAHHMSX  OBLI  yCTAHOBJICH
KPaTKOBPEMEHHBII PHUCK pPa3BUTHS apUTMUU, WH(ApPKTa MUOKapla U CMEPTH OT CeplIeyHO-
COCYAMCTHIX 3a00JI€BaHMiA, CBA3aHHBIN C IPUMEHEHUEM MaKpOJIUIOB, BKIIIOUasl KIAPUTPOMHUIIMH.
[Ipu Ha3HAYEHUM KIAPUTPOMHUIIMHA CJIEAYET COOTHOCHUTH MPEANOojaraeMyro Mmoyib3y OoT Impuema
npenapara ¢ JaHHbBIMU PUCKaMHU.

B03MOXHO pa3BuTHE NEPEKPECTHOW PE3UCTEHTHOCTH K KIAPUTPOMHUIMHY U JIPYrUM
AHTUOMOTHKAM TPYIIIIBI MAKPOJIMJIOB, a TAKXKE JIMHKOMUILMHY U KJIMHAAMULIUHY.

VYuuThIBas PacTyIIyl0 PE3UCTEHTHOCTh Streptococcus pneumoniae K MakpoJHIaM, Ba)KHO
MPOBOJIUTH TECTUPOBAHUE UYBCTBUTEJILHOCTU MPU HA3HAYCHUU KJIAPUTPOMHUIIMHA TMAI[UEHTaM C
BHEOONHPHUYHON mHeBMOHUEH. [lpu rocnuTanbHON NHEBMOHUU KIAPUTPOMHUIIMH CIIETYET
MPUMEHSTh B KOMOMHAIIMH C COOTBETCTBYIOIIMMHU aHTHOAKTEpUAIBbHBIMU MpenapaTaMu.
Nudexuun Koy U MIATKUX TKaHEH JIETKOW U CpeAHEH CTENEHU TSKECTH Yallleé BCETO BHI3BAHBI
Staphylococcus aureus u Streptococcus pyogenes. Ilpu 3Tom 00a BO30YAMTENsI MOTYT OBIThH
YCTOWUHMBBI K Makponuaam. [103ToMy BaxHO MPOBOAUTH TECT HA YyBCTBUTEIBHOCTh. MaKpOIu b
MOYKHO IIPUMEHSATH MPH HH(EKIUAX, BhI3BaHHBIX Corynebacterium minutissimum, 3a6oeBaHusx
YIpHY BYJIbTI'apHBIE U POXKa, a TAK)KE B TEX CUTYAIUAX, KOT/1a HEJIb3sI IPUMEHSITh ICHUITUIUINH.

B cnydae mosiBeHus OCTPBIX peakiMii TUIIEPUYBCTBUTEIBHOCTH, TAKUX Kak aHa(UIaKTHYeCKas
peaxiusi, TSHKENbIE KOXKHBIC JIEKAPCTBEHHBIC peaKInu (HampuMep, OCTPbIN IreHepaTn30BaHHBIN
HK3aHTEMAaTO3HBIN MycTyne3), cuHapoM CrTuBeHca-J[)KOHCOHA, TOKCHUYECKHH SMUIepMaTbHBINA
HEKPOJIN3, JIEKapCTBEHHAs CHIb C 203WHO(MINEH W cucTeMHON cummromarukoi (DRESS-
CHHIPOM) HEOOXOIUMO Cpa3y K€ TMPEKpaTUTh TNpPUEM KJIAPUTPOMUIIMHA U HayaTh
COOTBETCTBYIOILYIO TEPAIINIO.

B ciyyae coBMecTHOro nmpuMeHeHus ¢ Bap(apiHOM WM JAPYTUMU HETPSIMBIMU aHTHKOATYJISTHTaMU
HeoOxomMo KoHTposupoBath MHO u mpoTpoMOrHOBOE BpeMs (cM. pazzern 4.5).

Crnenyer coOmoaTh OCTOPOXKHOCTb IPU OJHOBPEMEHHOM NPUMEHEHUHM KIapUTPOMUIMHA C
MEePOPATHLHBIMUA AHTHKOATYJISTHTAMH TIPSIMOTO JEHCTBHS, TaKMMHU Kak Ja0urarpaH, puBapokcabaH U

aHI/IKCB.6aH, 0COOEHHO Yy NaOUEHTOB € BBICOKUM PUCKOM Pa3BUTHUA KPOBOTCUCHU (CM. pa3aci 45)

4.5. BzaumojeiictTBue ¢ JPYrHMH JeKAPCTBEHHbIMHM IpenaparaMd M JApyrue BH/bI
B3auUMOAeliCTBUSA

[IpuMeHEeHNE CIAESAVIONIUMX IPENapaTOB COBMECTHO C KIAPUTPOMUIIMHOM IIPOTHUBOIIOKA3aHO B

CBSI3U C BO3MOYKHOCTBIO PA3BUTHS CEPHE3HBIX MOOOYHBIX dDDDEKTOB:

Luzanpuo, numosuo, mepghenaour u acmemuszon
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“

ACTEMHU30JIOM COOOIIATIOCh O MOBBIIIEHUN KOHIICHTPALUH MOCIETHUX B TUIa3Me KPOBH, UTO MOXKET
NpUBECTH K YyBenuueHHt0 wuHTepBaTa QT W TOSIBICHUIO CEPACYHBIX aApPUTMHUN, BKIIOYAs
KEITY0YKOBYIO TaXUKapIAUI0, PUOPHILISAIUIO KETYJOUKOB M KEITYA0YKOBYIO TaXUKAPIUIO THUIIA
«pyaT» (cM. paszaen 4.3).

Ankanoudwsi cnopwviHvu

[TocTperucTpalliOHHbIE HCCIEAOBAaHUS TIOKA3bIBAIOT, YTO MPHU COBMECTHOM NPUMEHEHHUU
KJIAPUTPOMHUIIMHA C 3PTOTAMUHOM WJIH JTUTHIIPOIPTOTAMUHOM BO3MOXKHBI cliefytoniue 3¢ deKTsl,
CBSI3aHHBIE C OCTPHIM OTPaBJICHUEM IIpernapaTamMH TPYIIbl SPrOTAMUHOB: COCYIHUCTBIN CHa3M,
UIIEMUS] KOHEYHOCTEH M IPYTruX TKaHel, BKItoYas HEHTPAIbHYIO HEPBHYIO CHCTEMY.
OnHOBpPEMEHHBIN MpHEM KIAPUTPOMUIIMHA C ANKAJOUJAMH CIHOPHIHBH HPOTHBOIOKA3aH (CM.
pasnen 4.3).

Muoaszonam 013 nepopanbHo20 NPUMEHEeHUS

[Tpu coBMeCTHOM MPUMEHEHUH MHJIa30j1amMa | KIapuTpoMuiimHa B opme tadsietok (500 mr asa
pasa B JieHb) oTMeuanoch yBennuenne AUC Mumasonama B 7 pa3 mocie nepopaibHOro nprema.
OpnHoBpeMEHHBIH TpHUeM KJIApUTPOMHUIIMHA C MUAA30JIaMOM JUISl MEPOPaATbHOTO MPUMEHEHUs
MIPOTHBOIIOKa3aH (cM. pazzaen 4.3).

Hueubumopor I'MI-KoA-pedykmaszvl (cmamuiibl)

OnHOBpEMEHHBII  TpUeM  KJIApUTPOMHUIIMHA C  JIOBACTATHHOM WJIM  CHMBAcCTaTHHOM
MPOTUBOMNOKAa3aH (cM. pazzaen 4.3) B CBSI3U C TeM, YTO JaHHBIC CTATUHBI B 3HAYUTEILHOU CTENIEHU
meTabomuzupytotcs nzopepmentTom CYP3A4, u coBMecTHOE MPUMEHEHHUE C KIAPUTPOMHUIITHOM
MOBBINIACT WX CHIBOPOTOYHBIC KOHIIEHTPAIMH, YTO MPUBOJUT K TMOBBIIICHUIO PUCKA Pa3BHUTHUS
MHUOMIATUH, BKIO4Yas padaomuonu3. Coolmanoch o ciaydasx padaomMuoiiv3a y TallMeHTOB,
MPUHUMABIINX KIAPUTPOMUIIMH COBMECTHO C IaHHBIMH TIpenapaTamu. B ciydae HeoOXxoqumMocTu
MPUMEHEHHUS KIAPUTPOMHUIINHA, CIeIyeT MPEeKpaTUTh MpUeM JI0BacTaTHHA WM CUMBAacTaTHHA Ha
BpEeMs Teparuu.

KnaputpoMunine cieayer MpUMEHSTh ¢ OCTOPOKHOCTBIO TPH KOMOMHHUPOBAHHON TEpanmuu C
IpyrMMH cTaTMHamu. B cimydae HEOOXOJUMOCTH COBMECTHOTO TIpHEMa, pPEKOMEHIYyeTcs
MPUHUMATh HAUMEHBIIYIO 03y CTaTHHA. PekoMeHayeTCsl MPUMEHSTh CTAaTUHBI, HE 3aBUCSIIUE OT
metabonm3ma m3opepmenta CYP3A (mampumep, ¢uryBacratus). CiemyeT KOHTPOJIHPOBATH
pa3BHUTHE IPU3HAKOB ¥ CHMIITOMOB MHUOTIATHH.

Jlomumanuo

OnHOBpeMEHHBIA TMPUEM KIAPUTPOMHIIMHA C JOMUTANUAOM MPOTUBOIMOKA3aH H3-3a PHUCKa

CYIIECTBEHHOTO MOBBIILIEHUSI aKTUBHOCTH TPaHCAMUHA3 B IJIa3Me KPoBH (cM. pazfen 4.3).
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[Ipenapatsl, saBnstommecs uuHaykropamu uzodpepmenta CYP3A (manpumep, pudaMmuius,
¢dbenuTonH, kapOamaszenuH, GpeHodapOouTa, 3BepoOOH MPOABIPSIBICHHBIN), MOTYT HHIYIIHPOBATH
MeTaboNIu3M KIAPUTPOMUILIMHA. DTO MOXKET MPHUBECTH K CyOTEpaneBTHUYECKON KOHIEHTpAluU
KJIAPUTPOMHUIIMHA, YTO MPUBOJAUT K CHIDKEHHUIO ero a¢dexkruBHocTH. Kpome Toro, Heo6Xoaumo
HaOM0IaTh 3a KOHIleHTpanued wHaykTopa m3odepmenta CYP3A B miasme KpoBH, KOTopas
MOYKET TOBBICHTHCS H3-3a uMHrHOMpoBanusa uzopepmenta CYP3A xmapurpomunmaom. [lpu
COBMECTHOM IMpHUMEHEHUH pupadyTuHa U KIAPUTPOMHIIMHA HAONI0AJIOCh TOBBIIICHUE
IUTa3MEHHOW  KOHLEHTpauuu pudabyThHa U CHIDKEHHE CHIBOPOTOYHOM  KOHLIEHTPALUU
KJIAPUTPOMHULIMHA C TIOBBIIICHHBIM PUCKOM Pa3BUTHUS yBEUTA.

Cnenyrone mpenaparsl 00JIaJal0T JIOKa3aHHBIM WM IPEANojaraeéMbIM BIHMSHUEM Ha
KOHIIEHTPAIMIO KIAPUTPOMHUIIMHA B IJIa3M€ KPOBH; B CIy4dae UX COBMECTHOTO MPHUMEHEHUS C
KJIAPUTPOMUIIMHOM MOKET MOTpeOOBaThCsl KOPPEKLHMs 103 WU TMEPexXo] Ha allbTePHATHBHOE
JICYCHHE.

Dgpasupens, nesupanun, puchamnuyun, puchadbymun u puganenmun

CunpHble HMHAYKTOPHI CcHUCTeMbl wnutoxpoma P450, Takume kak »ddaBupeH3, HEBHUpAIUH,
pudbamnuiyy, pudadyTuH U pudaneHTHH MOTYT YCKOPSATh METabOIM3M KIAPUTPOMHIIMHA H,
TakuM 00pa3oM, HOHM)KATh KOHIICHTPALUIO KJIIAPUTPOMHIIMHA B TUIa3ME M BMECTE C TEM ITOBBIIIATH
KOHILICHTPALHIO 14-OH-knapuTpoMuuHa - MeTaboIuTa, TaKXKe ABJISTFOLETOCS
MUKPOOHOJIOTHYECKU AKTHUBHBIM. [Tockonbky MUKpPOOHOIOrHYecKas AKTUBHOCTD
kiaapuTpomuinHa U 14-OH-knapuTpoMuLiiHa OTIMYAETCSl B OTHOILIEHUH PAa3JIMYHbIX OAaKTEpHid,
TepaneBTHYECKUI () (HEKT MOKET CHMKATHCS TIPU COBMECTHOM MTPUMEHEHHH KJIAPUTPOMHIIMHA U
UHAYKTOPOB ()EPMEHTOB.

Impasupun

KoHueHTpanus KIapuTpoOMULIMHA CHUYKAETCS ITPU MCIIOJIb30BaHUM 3TPABUPHHA, HO TOBBIIIAETCS
KOHIICHTpaLUs aKTUBHOIO MeTabonura 14-OH-knapuTpOMHULIMHA. [Tockonpky
14-OH-knaputpoMuiuH 007a1aeT HU3KOW AaKTUBHOCTBIO IO OTHOLIEHHIO K HWHQEKIUIM
Mycobacterium avium complex (MAC), MoxeT MeHSITbCsl 001I1ast AKTHBHOCTh B OTHOIIICHUH 3THX
BO30yauTenel, noaromy ais nedeHuss MAC crienyer paccMarpuBath allbTEpHATUBHOE JICUEHUE.
DnyKkonaszon

CoBmecTHbIH ipueM ¢irykoHazoa B go3e 200 Mr exXeTHEeBHO U KJIapuTpoMuiirHa B 03¢ 500 mr
7Ba pa3a B JeHb y 21 370poBOro a00pOBONbLIA MPHUBEN K YBEIMUYEHHIO CPEIHErO 3HAuUCHHS
MHUHHMaJIbHON paBHOBECHOW KOHLEHTpauuu kiapurpoMuraa (Cmin) 1 AUC Ha 33 % u 18 %,

COOTBETCTBCHHO. HpI/I 9TOM COBMECTHBIM IMpUEM 3HAYUTCIIBHO HE BJIIHAJI Ha CPCIHIOIO
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PaBHOBECHYIO KOHIIGHTPAIMIO aKTHUBHOIO Me1l abouTd W4GMM%M%HW{'3TK®MI{HM

JI03BI KIIAPUTPOMHIIMHA B CIIy4ae COMYTCTBYIOMIETO MpreMa (pirykoHaszoma He TpeOyeTcs.
Pumonasup

dapMaKOKMHETHYECKOE MCCIICIOBAHHUE TTOKA3aJI0, YTO COBMECTHBIM NMPHUEM PUTOHABHpA B J103€
200 Mr kaxxJaple BOCEMb 4acOB U KJapuUTpoMmuliuHa B 03¢ 500 Mr kaxasie 12 yacoB mpuBen K
3aMETHOMY TIOJIaBJICHUIO MEeTa0oIu3Ma KiapuTpoMuiinHa. [Ipu coBMECTHOM IpreMe pUTOHABHPA
Cmax KITapuTpoMuLIKHa yBenuumiach Ha 31 %, Cmin yBenuuunacs Ha 182 % u AUC yBenuuunach
Ha 77 %. DbBbul0 OTMEYEHO TPAKTUYECKH  IIOJIHOEC  TIOJABJIICHHE  OOpa30BaHUS
14-OH-xnapuTpOMUIIMHA. bnaronaps TUPOKOMY TEepareBTHUYCCKOMY JMaTa3oHy
KJIAPUTPOMHILIMHA YMEHBIICHHUE €T0 J03bl Y MallMeHTOB ¢ HOPMAJIbHON MOYeYHO (pyHKIMeH He
TpeOyercs. Y TAalMEeHTOB C IMOYEYHOM HEJOCTATOYHOCTHIO IIEIECOO0Pa3HO PacCMOTPETh
cienyomue BapuaHTsl Koppekuuu 103sl: npu KK 30-60 mu/MuH 103a KJIapuTpOMULIMHA AOKHA
ObITh yMeHbiieHa Ha 50 %; npu KK menee 30 mi/MuH 1032 KIApUTPOMHIIMHA JOJKHA OBITh
yMmeHbllieHa Ha 75 %. PutoHaBup He clieyeT COBMECTHO NPUMEHSATH C KJIAPUTPOMHUILIMHOM B
J103aX, IPEBBIIAOIINX | T/1CHb.

CxonHble KOPPEKIMH 103 JOJDKHBI PacCCMAaTPUBATHCS y MAIMEHTOB CO CHIDKEHHOW (yHKIUEH
MOYEK, €CJIM PUTOHABHP HCIOIB3YeTCS Kak (PapMaKOKHHETUUYECKUN «YCHIIUTEIbY» MPHU
NPUMEHEHUU APYruX HWHrHOUTOpOoB mporteassl BUY, Bkirowas artazaHaBUp W CaKBHHABHP
(cm. mogpazaen «J{ByHampaBlieHHOE B3aUMOJICUCTBHUE JIEKAPCTBY).

JlericTBME KJIApUTPOMHUIIMHA HA IPYIHE JEKAPCTBEHHEIC NPEapaThl

Aumuapummuueckue cpeocmea (XUHUOUH U OU30NUPAMUO)

B03MOXHO BO3HHMKHOBEHHE J>KEITYIOYKOBOW TaxXHWKApAWHA THUIA <«ITUPYIT» TPH COBMECTHOM
NPUMEHEHUN KJIAPUTPOMUIIMHA U XUHUIWHA WIN Tu3onupamua. [Ipu ogHOBpeMEHHOM mpreMe
KJIApUTPOMHULIMHA C OSTUMH [penapaTtaMM CleAyeT peryjaspHO MpPOBOJUTh KOHTPOIb
ANIEKTPOKApIMOTPaMMbl Ha TMpeaMeT yBenudyeHus wuHTepBaa QT, a Takke cueayer
KOHTPOJIMPOBATH CHIBOPOTOYHBIE KOHIICHTPAILIMH STHX TpenapaToB.

[Tpu mocTperucTparmoHHOM PUMEHEHUH COOOMIANIOCh O CIydasX pa3BUTHS TUTIOTIIMKEMHUH TIPU
COBMECTHOM TIpHeMe KJIApUTPOMHULMHA U Ju3onupamuja. HeoOXoaumMo KOHTPOIMPOBATH
KOHIIGHTPALMIO TJIIOKO3bl B KPOBH IPH OJHOBPEMEHHOM NPHUMEHEHMH KJIAPUTPOMHUIIMHA U
T30 PAMUIA.

Ilepopanvhvie cunoenuxkemuieckue cpeocmea/uHcyaun

[Tpu coBMECTHOM NMPUMEHEHUH KIAPUTPOMUIIMHA U NIEPOPATBHBIX TUIIOTTIMKEMUYECKUX CPEICTB
(HampuMep, TPOM3BOJHBIE CYIb()OHUIMOUYEBUHBI) W/WIM WHCYIMHA MOXET HaOIr0aThCs
BhIpaKeHHasi TUnormkeMusi. OHOBpEMEHHOE NMPUMEHEHHE KIIAPUTPOMHUIIMHA C HEKOTOPBIMH

THUIIOTTIMKEMUYCCKUMU TIpCriapaTaMu (HaHpI/IMep, HATCrIIMHKU/, TMUOTJIWTA30H, pCHarivHuJa Hn
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POCHIIINTAa30H) MOXKET PUBECTH K MHTHOUPOBAKHIO Hsolﬂlﬁﬁe%kﬁpgﬁglﬂﬂﬂmgwmh '}i]dM B

pe3yJibTaTe 4ero MOXKET Pa3BUThCA TUIOIVIMKEMHUs. PexoMeHayercs THIaTEIbHBI KOHTPOJb
KOHIICHTPALIUH TIIIOKO3HI.

Bzaumooeticmeus, obycnosnennvie uzogpepmenmom CYP3A

CoBMeCTHBI IpUEM KJIAPUTPOMUIIMHA, KOTOPBIMA, KaK HM3BECTHO, MHTUOMpYeT H30(epMEHT
CYP3A, u mpenapartoB, mepBu4HO MeTabonusupytomuxcs uzopepmentom CYP3A, moxer
ACCOIIMMPOBATHCS C B3aMMHBIM IIOBBIIICHHEM HX KOHLEHTPAIMH, YTO MOXET YCHWJIUTh WIIH
IOPOAJUTh Kak TepaneBTHUeCKue, Tak M 1oOouHble 3¢ddexrsl. Knaputpomuuus cieayer c
OCTOPOKHOCTBIO NPUMEHATH MAlMEHTaM, [0Jy4aroIluM Mpenaparsl, BISIOIUEcs cyocTpaTaMu
uzodepmenta CYP3A, ocobenHo eciu 3TH npenapaTbl UMEIOT Y3KHI TeparneBTUYECKHiA Tuana3oH
(Harmpumep, kKapbaMa3enH) U/UiIl HHTEHCUBHO METa0OIM3HPYIOTCS 3TUM (hepMeHTOM. B cirydae
HEO0XO0IMMOCTH JOJDKHA MPOBOAUTHCS KOPPEKLUs J03bl Mpernapara, MIPUHUMAeMOIro BMECTE C
KJIapUTPOMULMHOM. Takxke, 1O BO3MOXXHOCTH, [JOJDKEH IPOBOAMTHCA  MOHHMTOPUHT
CBIBOPOTOYHBIX KOHIIEHTPAIMH MpEnapaToB, MEPBHYHO METAOOIM3HPYIOUINXCS H30(EepPMEHTOM
CYP3A.

MeTtabonu3Mm clieqyomuX MpernapaTos/KiIaccoB ocyliecTBiseTcs TeM ke uzopepmentom CYP3A,
4TO M MeTaboJIM3M KIApUTPOMUIMHA, HAlpuMep, ajpas3oniaM, KapOamasenuH, LUJIOCTa3o0ll,
UKJIOCTIOPHH, TU3OMHPAMUI, METHUJINPEIHNU3Z0IOH, MHAA30JIaM, OMEIpPa3oj, IepopalibHbIC
AHTUKOAryJsHTHI  (Hampumep, BapdapuH, puBapokcabaH, anukcabaH), AaTUIAYHBIC
AQHTUIICUXOTHYECKHE CPEJCTBA (HAlpUMep, KBETHANWH), XUHUIUH, pudadyTHH, cuiaeHapu,
TaKpOJIMMYC, Tpua3oyiaM u BUHOMAacTHH. Takke k aroHucram usopepmenta CYP3A oTHOCATCA
CIIEAYIOIIME  Tperaparbl, TMPOTUBONOKAa3aHHbIE K  COBMECTHOMY  TNPUMEHEHHUIO  C
KJIAPUTPOMHUIIMHOM: aCTEeMH30J, IU3ANPHI, ITMMO3U, Tep(eHa nH, JTOBaCTaTHH, CHMBACTaTHH U
askajoupl cropelHbU (cM. paszen 4.3). K mpenapataM, B3aMMOAEHCTBYIOIIUM MOJOOHBIM
o0pa3oM yepes apyrue n30(pepMeHThl B paMKax cucteMbl iuToxpoma P450, otHocsaTcs heHuTouH,
TEO(QWIJIMH U BaJIbIIPOEBasi KUCIIOTA.

Henpsimvie anmukoacyisiHmul

[Ipu coBmecTHOM mnpueme BapdapyHa M KJIAPUTPOMHUIMHA BO3MOXHO KpPOBOTEUEHHE,
BelpakeHHOe yBenumuenne MHO wu mnporpomOuHOBOro BpeMeHH. B ciydae coBMecTHOro
NpUMEHeHHs ¢ Bap(aprHHOM WM JPYTMMH HENPSMBIMH aHTHUKOAryJIsSHTaMH HEOO0XO0IUMO
koHTpoupoBath MHO u npoTpomMOHHOBOE BpeMsi.

IlepopanvHuvle anmuxoazynanmol RPAMO20 Oeucmeus

[lepopanbHblii aHTUKOATYJISHT MpPSIMOTO NEHCTBUS JaburaTpaH sBISETCS CyOCTpaToMm IJis
addirokcHoro Oenka-nepeHocunka P-riukonporenna (P-gp). PuBapokcaban u amukcaban

MeTabomm3upyroTcs ¢ yaactuem uzopepmenra CYP3A4 u takxke SBISIOTCS cyOcTparamu s P-
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JAHHBIMHU TIpenapaTaMu, 0COOEHHO Yy MAIlMEHTOB C BBICOKMM PUCKOM KPOBOTEUEHHS (CM. pasjen
4.4.)).

Omenpason

Knaputpomuna (mo 500 Mr kaxkapie 8 4YacoB) HCCICAOBAICS Y 3I0POBBIX B3POCIBIX
T00pOBONBIICB B KOMOWHaImu ¢ omernpa3onom (mo 40 mr exemHeBHo). Ilpu coBmecTHOM
NPUMEHEHUH KIAPUTPOMHUIIMHA W OMEINpa3ojia PABHOBECHBIE IUIa3MEHHBIC KOHIIEHTPAIUH
omenpazona Obutn yBenU4YeHbl (Cmax, AUCo-24 u T12 yBenmuumnuce Ha 30 %, 89 % u 34 %,
cooTBeTCTBeHHO). Cpennee 3HaueHue pH xenynka B TeueHue 24 4acoB COCTaBHIIO 5,2 MPU MpUeMe
OMeIpa3oJia B OTACIBHOCTH | 5,7 TIPH MPHEME OMENPa30Jia COBMECTHO C KIAPUTPOMHUIIMHOM.
Cunoenaghun, maoanaghun u eapoenaghun

Kaxnapiii u3 »Tux MHruOMTOpOoB (ochoanscTepassl MeTabONU3UpyeTcsa, MO KpaiHel Mepe,
yactuyHo ¢ ydactueM uzodpepmenta CYP3A. B 1o xe Bpems uzopepment CYP3A moxer
MHTUOMPOBATHCS B IPUCYTCTBUH KIApUTPOMUIIHA. COBMECTHOE MPUMEHEHUE KIAPUTPOMHUIIHA
¢ cuwineHapmioM, TananaduiIoM WM BapACHAQWIOM MOXKET TPUBECTH K YBEITUYCHUIO
UHTHOUpYIOLIEro Bo3aeicTBUs Ha (ocdoaudctepasy. [lpu mpuMeHeHHMH STHUX MpenaparoB
COBMECTHO C KIAPUTPOMHIIMHOM CIIElyeT pPacCMOTPETh BO3MOKHOCTh YMEHBILIECHHUS H03bI
cwineHadwia, Taganaduia u BapacHadua.

Teogpunnun, kapbamazenun

[Tpu coBMECTHOM MPUMEHEHHUH KJIAPUTPOMHUIIMHA U TeOPUIIHMHA UIH KapOama3ernruHa BO3MOKHO
MOBBIIIIEHNE KOHIIEHTPALIMHU JIaHHBIX [IPENapaToB B CHCTEMHOM KPOBOTOKE.

Tonmepooun

[TepBUYHBII METa0OIU3M TOJITEPOIUHA ocyiecTBiseTcs yepe3 2D6 nzopopmy muroxpoma P450
(CYP2D6). Ognako B uacTi momyssiuuu, juineHHoW u3opepmenta CYP2D6, merabonusm
npoucxoaut yepe3 usopepment CYP3A. B sT0i rpynne HaceneHus nojaBieHHe U30(pepMeHTa
CYP3A npuBoIUT K 3HAUUTENHHO 00JIee BEICOKAM KOHIIEHTPAIMSM TOJITEPOJNHA B CHIBOPOTKE.
B momymsaumum ¢ Hu3kuM ypoBHeM MeTabonmm3zma uepe3 m3opepment CYP2D6 wmoxer
noTpe0oBaThCs CHWKEHHME J03bl TOJNTEPOAMHA B TNPUCYTCTBHUM HWHIMOMTOPOB H30(epMeHTa
CYP3A, Takux Kak KJIapUTPOMULIMH.

benzoouazenunvl (nanpumep, annpazonam, Muoazonam, mpudasonam)

[Ipu coBMecTHOM MpUMEHEHHWH MHa30jlaMa U TabieTok kimaputpomuimHa (500 mr 1Ba pasza B
neHb) oTMevanochk yeennuenne AUC muaazonama B 2,7 pasa mocie BHYTPUBEHHOTO BBEJCHUS
myjaazonama. Ecim BMmecTe € KIAPUTPOMUIIMHOM HpPUMEHsIETCs BHYTpHBEHHas (opma
MH/Ia30J1aMa, CIIEAYeT TIIATEIFHO KOHTPOJMPOBATh COCTOSHUE NAlMEeHTa IS BO3MOXKHOU

KOppeKLMU 03bl. BBeneHne nekapCcTBEHHOT0 Ipernapara 4yepes CIU3UCTYI0 000JI0UKY MOJIOCTH
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npernapara, CKOpee BCero, NHpUBEAET K B3aUMOACHUCTBUIO aHAJOTHYHOMY TOMY, KOTOpOE
HaOJIr01aeTCsl IPH BHYTPUBEHHOM BBEICHUH MHUa30J1aMa, a He TIPH MePOPaIbHOM IpUEME.
Taxkue e Mepbl IPEeIOCTOPOKHOCTHU CIAEAYET IPUMEHATH U K JPyruM OeH301a3enuHaM, KOTOpbIe
Merabonuzupytoress u3opepmentom CYP3A, Brimowas TpuazojaM U anmpaszojam. Jlms
OCH30/IMa3eNMHOB, BBIBEICHUE KOTOpPHIX He 3aBuUcHT OT u3odepmenta CYP3A (temasenam,
HUTpa3enaMm, Jiopa3ernamM), MaJOBEPOSTHO KJIMHUYECKHM 3HAYMMOE B3aUMOJCHCTBHE C
KJIAPUTPOMUIIMHOM.

[Ipy cOBMECTHOM NPHUMEHEHUHU KJIAPUTPOMUIIMHA U TpHUa3ojamMa BO3MOXHO BO3JCICTBHE Ha
ueHTpanbHyo HepBHyIO cuctemy (ILIHC), nanpumep, COHIIMBOCTD U CIyTaHHOCTh CO3HaHUs. B
CBSI3U C OTHUM, B Cllydyae COBMECTHOI'O NMPUMEHEHUS, PEKOMEHIYETCS CIEeIUTh 33 CHMIITOMaMHU
Hapymenusa [THC.

BzanmoeiicTBHS ¢ IPYTUMHU IIperapaTaMu

Konxuyun

Konxunun sBusiercst cyoctpatrom kak uzodpepmenta CYP3A, Ttak m Oenka-nepeHocumka P-
rukonporenaa (Pgp). M3BecTHO, YTO KIAPUTPOMULMH U JAPYrHME€ MaKpOJIMJbl SBISIOTCS
uaruouTopamu u3zopepmenta CYP3A u Pgp. Ilpu coBMeCTHOM NIpHeMe KIApUTPOMHMIIMHA U
KOJIXHIIMHA MHTHOMpoBanue Pgp w/mmm mzodepmenta CYP3A MoXeT mMpUBECTH K YCHUIICHUIO
JNEMCTBUSL KOJXUIMHA. 3apeTUCTPUPOBAHBI OCTPETHCTPALIMOHHBIE COOOIIEHUS O CIydasx
OTpaBJICHUs] KOJXHULMHOM IPU €ro OJHOBPEMEHHOM IpHEME C KIAPUTPOMHIIMHOM, dYalle Y
HNOXWIBIX MalMeHTOB. HeKoTopble W3 OMUCAHHBIX CIy4aeB IPOUCXOAMIM C MalMEeHTaMH,
CTPAJIAIONIMMH  TTOYEYHOW HEJIOCTaTOYHOCThIO. Kak coo0manoch, HEKOTOpHIE —Ciydau
3aKaHYMBAIUCH JIETAJBHBIM HCX0A0M. OIHOBpEMEHHOE TPUMEHEHHE KIAPUTPOMHIIMHA U
KOJIXUIIMHA MIPOTUBOIIOKA3aHO (cM. pazzaen 4.3).

Jueokcun

[Ipenmonaraercs, 4To AUTOKCUH siBisieTcs cyOcTpatoMm Pgp. M3BecTHO, Y4TO KIApUTPOMMIIMH
uHruoupyet Pgp. IIpu coBMecTHOM npueme KIapuTpOMUILIMHA U JTUTOKCHHA MHTHOMpoBaHue Pgp
KJIApUTPOMHULIMHOM MOXET MIPUBECTH K YCHIICHHUIO IeHCTBHsI JUrokcuHa. [ToctperucrpannoHHble
UCCIIEIOBaHMS MIOKA3aJIM, YTO COBMECTHBIN NMPHEM JTUTOKCHHA U KJIAPUTPOMHIIMHA TAKKE MOXKET
NIPUBECTH K TIOBBIMICHHIO CHIBOPOTOYHON KOHIICHTPAIMU JUTOKCHHA. Y HEKOTOPBIX TMAIMEHTOB
OTMEYAJINCh KJIMHUYECKHE CHUMIITOMBI OTPAaBJIICHUS IUTOKCHHOM, BKJIIOYAsh MOTECHIUAIBHO
JgeTanbHble apuTMHH. lIpM COBMECTHOM IpHeMe KIAPUTPOMHUIIMHA M JUTOKCHHA CIEAyeT
TIIATEIbHO KOHTPOJIUPOBATh KOHIIEHTPALIMIO JUTOKCHHA B CHIBOPOTKE KPOBH.

3uoosyoun
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BUY-uHpUIMPOBAaHHBIMUA TAallMEHTAMU MOXET TPHUBECTH K CHIDKEHUIO PaBHOBECHOM
KOHLEHTpaluu 3uA0ByAHHA. [[0CKONbKY KIApUTPOMULIMH BJIMSIET Ha BCAChIBAaHUE 3MJIOBYIMHA
IpU NEpOPAIBHOM IpHEME, B3aUMOACHUCTBUS MOXHO B 3HAUUTENILHOW CTENEHU H30exarsb,
IpUHUMas KJIapUTPOMULIMH U 3UJIOBYAMH C MHTepBaJoM B 4 yaca. [lonoOHoro B3aumoneicraus
He HaOmoganu y BUY-unbunupoBaHHBIX JeTei, NPUHUMABIIMX JETCKYI0 CYCICH3HUIO
KJIAPUTPOMMUIIMHA C 3UJOBYAMHOM UJIU JUAE30KCUMHO3UHOM. [10CKOIBKY KIIapUTPOMUIIMH MOKET
IIPEMATCTBOBATh BCACBIBAHUIO 3U0OBYJMHA IIPU UX OJHOBPEMEHHOM IPUEME BHYTPb Y B3POCIIBIX
NAallMEeHTOB, MOJ00HOE B3aWMOJEHCTBME Bpsil JM BO3MOXKHO IIPU  HCHOJIb30BAHUU
KJIAPUTPOMMUILIMHA BHYTPUBEHHO.

Denumoun u 6a1bNPoOEsas KUCI0ma

NmeroTcss nmaHHBIE O B3auMOJeHCTBHUSIX HHrHOMTOpOoB wu30depmenta CYP3A (Bkiarouas
KJIApUTPOMMLIMH) C IpenapaTamMy, KOTOpble HE METAaOOIU3UPYIOTCS € MOMOLIbI0 H30(pepMEHTa
CYP3A (dbeHuTonHOM ¥ BaJbIPOECBON KUCIOTOH). sl JaHHBIX MpenapaToB, IPU COBMECTHOM
IPUMEHEHUH C KIAPUTPOMMIIMHOM, PEKOMEHAYETCSI ONpPENEeNeHHEe MX ChIBOPOTOUHBIX
KOHIIEHTpAaLU, TaK KaK UMEIOTCS COOOLIeHNs 00 MX MOBBIILICHHH.

JIByHaIIpaBJI€HHOE B3aMMOJICHCTBHE JICKAPCTB

Amasanasup

KnaputpomMunine 1 arazaHaBup sIBISIOTCS KaK CyOCTpaTaMu, Tak M HHTHOUTOpaMHU U30(epMeHTa
CYP3A. CymiecTtByeT CBUIETENbCTBO IBYHAIIPABJICHHOIO B3aUMOCHCTBUS 3TUX MIPENApaToB.
CoBmecTHOe mpuMeHeHHe kiaputpomunuHa (500 mr aBa pa3a B AeHb) U atazaHaBupa (400 mr
OJIMH pa3 B JICHb) MOXET MPUBECTH K ABYKPATHOMY YBEIHMUEHHUIO BO3JICHCTBHS KIAPUTPOMHUIIMHA
U yMmeHblieHHI0 Bo3aeucTBus 14-OH-knmaputpomummua wa 70 %, ¢ yBemmuenmem AUC
aTa3aHaBupa Ha 28 %. bnaronaps mmpokomMy TepaneBTHUECKOMY JHMANa30Hy KJIAPUTPOMHUIIMHA
YMEHBIIEHHUS €r0 J103bl Y NallMEHTOB C HOPMaJIbHOH (hyHKIMEH ouek He TpedyeTcs. Y NalueHTOB
¢ ymepeHHo# nodyeyHoi HegoctaTouHOCThIO (KK 30-60 Mii/MuH) 1032 KIapUTPOMUIIMHA JI0JKHA
ObITh yMeHbIIeHa Ha 50 %. Y nanuenToB ¢ KK menee 30 mur/MuH 103y KIapUTPOMUIIMHA CIEAYET
CHU3UTh Ha 75 %, HCIONB3ys MAJs 3TOTO COOTBETCTBYIOUIYIO JIEKApCTBEHHYIO (OpMy
KkinaputpoMunvHa. Knaputpomuime B no3ax, npesplmatonmx 1000 Mr B CyTkH, HENb3s
MPUMEHSITh COBMECTHO C HHTHOMTOpaMH MpoTeas.

Bnokamopul «meonennvixy Kanbyuesbix KaHaio8

[Tpy o1HOBpEMEHHOM MPUMEHEHUH KIAPUTPOMHUIIMHA U OJIOKATOPOB «MEJIEHHBIX» KalbIIMEBbIX
KaHaJIOB, KoTopble MeTabonusupytorcs uzodepmenrom CYP3A4 (mampumep, Bepamamu,
aMJIOJUIHH, JWITHA3EeM), CIEAyeT COONIOAAaTh OCTOPO’KHOCTb, MOCKOJIbKY CYIIECTBYET PHCK

BO3HUKHOBCHUA apTepHaJIBHOfI rurnioteH3un. Ilna3smeHHBIE KOHIOCHTpAaIUKU KIApUTPOMHUIIMHA,
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OJTHOBPEMEHHOM TPUMEHEHUH. ApTepHaibHas TUNOTEH3Us, OpaguapuTMHs M JIAKTOAIUI03
BO3MOYKHBI TIPU OJJHOBPEMEHHOM IpUEME KJIAPUTPOMHIIMHA U BEparamMuia.

HUmpaxonaszon

KnaputpoMuniuH ¥ WTpakoHa30Jl SBJISIOTCA cyOcTpaTaMHM M WHTHOUTOpaMu H30(epMeHTa
CYP3A, uro ompeznensieT IByHaNpaBlIieHHOE B3auMoJeicTBUEe MpenapaToB. KiaputpomuuuH
MOYKET TOBBICUTh KOHIICHTPALIMIO UTPAKOHA30JIa B IJIa3Me, B TO BpeMs KaK UTPAKOHA30J MOXKET
MOBBICUTh IJJA3MEHHYIO KOHIEHTpAlUI0 KiIapuTpomuimHa. llanueHtoB, OJHOBpPEMEHHO
MPUHUMAIOIINX UTPAKOHA30J U KIAPUTPOMUIIMH, CJIEyeT TIIATEIbHO 00CIe0BaTh Ha HAIUYUE
CHUMIITOMOB YCWJICHUSI WIH YBEJIHUYEHHs UIMTEILHOCTH (papmakoigormyeckux 3(PpQeKToB 3Tux
Ipernaparos.

Caxkseunasup

KnaputpoMuiivt 1 cakBUHABHp SABJISIOTCS cyocTpaTamu U nHruouTopamu nzopepmenta CYP3A,
YTO OIpEeJeNIAeT ABYHAIPABICHHOE B3auMOIeiicTBHE mpenaparoB. OJHOBpEeMEHHOE TPUMEHEHHE
kiaputpomuiivHa (500 mr Ba pa3a B IeHb) M CAaKBHHABHpa (B MATKHMX >KEJaTMHOBBIX KamcyJsax,
1200 mr Tpu pasza B AeHb) y 12 310poBbIX 100poBombieB Bbi3biBasio yBenudeHne AUC u Cmax
cakBuHaBupa Ha 177 % u 187 %, COOTBETCTBEHHO, B CPAaBHEHUU C MPUEMOM CaKBHHABHUpa B
ornensHocTH. 3HaueHUs1 AUC 1 Cmax KIapuTpoMuniiHa Obutd ipubamsutensHo Ha 40 % Brime,
YeM TpU MOHOTEpanud KIAPUTPOMHUIMHOM. [IpM COBMECTHOM TPUMEHEHHWH OSTHX JBYX
MpernapaToB B TCYEHHUE OIPAaHUYCHHOT'O BPEMEHHU B /103aX/COCTAaBaX, yKa3aHHBIX BbIIIE, KOPPEKIIUS
o036l He TpeOyercs. PesynpTaThl HccieOBaHMSA —JIEKAPCTBEHHBIX  B3aUMOJIECHCTBUI ¢
UCTIOJIF30BAaHMUEM CAaKBHHABHPA B MSTKHX JKEIaTHHOBBIX KarcyllaXx MOTYT HE COOTBETCTBOBATh
s dexTam, HAOIIOIAEMBIM TTPH IPUMEHEHUN CaKBUHABUPA B TBEPJIBIX JKEIATHHOBBIX KarCysax.
Pe3ynbrathl uccnenoBaHus J€KapCTBEHHBIX B3aUMOACUCTBUN MPU MOHOTEPAINIUU CAKBUHABUPOM
MOTYT HE COOTBETCTBOBATh s dexTam, HaOII0TaeMBIM npu Tepanuu
CaKkBHHABUPOM/pUTOHABHPOM. lIpu mpueme cakBHHaBHpa COBMECTHO C PUTOHABHUPOM CJEIyeT

YUUTBIBATE HOTCHIHUAJIBHOC BJIMAHNUEC PUTOHABHUPA HA KIIAPUTPOMUIIHH.

4.6. ®epTHIBHOCTD, 0EPEMEHHOCTD H JAKTALMSA

bepeMeHHOCTB

bezonacHOCTh TpUMEHEHHS KIAPUTPOMHUIIMHA BO BpeMs OepeMEHHOCTH HE YCTaHOBIICHA.
OCHOBBIBasICh Ha Pa3IMYHbBIX PE3YIbTATaX, IOJYYEHHBIX B HCCIEIOBAHUAX HA )KUBOTHBIX, a TAKXKE
Ha OIBbITe MPUMEHEHHs Y JIoAed, HeNb3sl HMCKIIOYHTh BO3MOXKHOCTh HEOJaronpusTHOIO
BO3/ICHCTBUS Ha SMOpuoderanbHOe pa3BuTHe. HekoTopele HaOmomaTeNbHBIE HCCIIEIOBAHHMS,

OlICHMBarOIINe Bo3JelcTBUE KiapuTpoMuimHa B | u |l Tpumectpax GepeMeHHOCTH, BBISIBIIIN
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AHTUOMOTUKOTEpANIU WIM TPUMEHEHHEM JpPYyTruX AaHTHUOMOTHKOB B aHAJIOTUYHBIE CPOKHU
O6epemenHocTu. Mmerommecss  3MUIEMHUOJIOTUYECKUAE  UCCIEAOBAHHUS  PUCKA  CEPbE3HBIX
BPOXK/IEHHBIX [TOPOKOB Pa3BUTHUS IPU NMPUMEHEHUH MAKPOJIMIOB, BKIIIOYAsl KJIAPUTPOMUIIMH, BO
BpeMs  OEpeMEHHOCTH JEMOHCTPUPYIOT IPOTUBOpPEUMBBIE  pe3yibTaThl. [IpumeHeHue
KIIAPUTPOMHUIIMHA TPU OepeMeHHOCTH (0coOeHHO B | TpuMecTpe) BO3MOXKHO TOJBKO B Cliydae,
KOTJ]a OTCYTCTBYET aJlbTepHATHBHAS TEPaIus, a MOTCHIMAIbHAS MOJIb3a JJI1 MaTepPH MPEBBIIIACT
HNOTEHIMAIbHBIN PUCK JUIS IUI0AA.

Jlakranus

Bru1o ycTtaHoBiI€HO, UTO peOEHOK, HAXOIUBIIMICS HA TPYJHOM BCKapMIIMBAaHUH, MOXKET MTOJTyYHUTh
okosio 1,7 % OT MaTepuHCKOM 103bl KIPUTPOMHULIMHA, C IONPABKOM HAa Maccy Tejla MaTepu.
bezonacHOoCTh NMpHUMEHEHMs KIAPUTPOMMIIMHA JJs JeTel Ha IpyJHOM BCKapMJIMBaHUM He
ycraHosieHa. [Ipu HeoOXoauMocTH mpueMa B NEpUOJ] I'PYAHOIO BCKApMIIMBAHMS KOpPMIICHHE
IPyIBI0 HEOOXOAUMO MPEKPATHUTb.

DdepTUabHOCTD

I/ICCJ'IC,I[OBaHI/IH, IMPOBCACHHBIC HA KPbICAX, ITOKA3AJIM OTCYTCTBHUC BIIUAHUA HA q)epTI/IJ'ILHOCTB.

4.7. Biusinue Ha CcrnOCOOHOCTH YNPaBJATH TPAHCIOPTHBIMM CpeJcTBaMH M padorarh ¢
MeXaHH3MaMH

JlaHHBIE OTHOCUTENBHO BIUSHUS KJIAPUTPOMUIIMHA HA CIIOCOOHOCTD K YIPaBJIEHUIO aBTOMOOUIIEM
Y MEXaHU3MaMH OTCYTCTBYIOT.

Cnenyer coOmrofaTh OCTOPOXKHOCTb TMpPU  YNPABICHUM TPAHCHOPTHBIMU CPEACTBAMH U
MEXaHU3MaMH, YYMTHIBas [OTEHLIMAJIbHYIO BO3MOJKHOCTH TOJIOBOKPYXEHHS, BEpPTHUTO,
CIyTaHHOCTH CO3HAHUS M JIE€30PUEHTALIMH, KOTOpPbIE MOTYT BO3HUKHYTH IpU IPUMEHEHHU

JaHHOTO IIperiapara.

4.8. Hexkes1aTeibHbIE peaKiUu

Pe3roMe HeXeIaTeIbHbIX PEeaKIni

Kinaccudukaiiyst TOOOYHBIX PEaKIHii IO YaCTOTE Pa3BUTHsI (KOJINYECTBO 3apETHCTPUPOBAHHBIX
CITy4aeB/KOJIMYECTBO MAIMEHTOB): o4eHb vacTo (> 1/10); wacto (>1/100 - < 1/10); Hedacto
(>1/1000 - < 1/100); peaxo (>1/10000 - < 1/1000); ouens peako (< 1/10000); yacToTa HEM3BECTHA
(4acToTa HEe MOXKET OBITh OI[CHEHA Ha OCHOBE MMEIOIIMXCS TAHHBIX ).

Hngpexyuu u unsazuu:

1

Heuacmo — TeMTONNTY, KaHAWIO03, TACTPOIHTEPHT?, BTOPHYHBIC WHPEKIHH (B TOM YHCIe

BarnHaJbHBIC).
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Yacmoma neuzéecmnua - ICEBIOMEMOPAHO3HBIHA KOJINT, ﬁU%ﬁéﬁJEﬂﬂJ BATENBHOCTE 0001)

Hapywenus co cmopoHvl UMMYHHOU cucmembl:

Yacmo — Chllib.

Heuacmo - anapunakTOMIHAS PEaKLys’, TUINepUyBCTBUTENFHOCTD, IEPMATUT OyIUIe3HbIi!, 3y,
KpAaNMBHUIIA, MAKyJIO-TIAMY/Ie3Has CHIb .

Yacmoma neuzsecmua - aHaQWIAKTUYECKAs PEAKLMs, aHTHOHEBPOTHYECKHH OTEK, Cephe3HBIC
KOXKHBIE HE)KEJIATEJIbHbIE pEaKluu (HaIpUMEp, OCTPbI I'€HEPAIU30BAHHBIN 3K3aHTEMATO3HBIN
nycryne3), cunapom CruBeHca-/[>KOHCOHA, TOKCHYECKMHA SHUACPMAIbHBIA  HEKPOIU3,
JIEKapCTBEHHAsI CHITIb ¢ 203uHOGUINEN U cucteMHo cumnToMmatrkoit (DRESS-cunapom).
Hapywenusa memabonuzma u numanus:

Heuacmo - aHOpeKcHsl, CHUKEHHE alllleTUTA.

Hapywenus co cmoponvl Hepenoti cucmembi:

Yacmo - ronoBHas 001k, 0ECCOHHHUIIA.

Heuacmo - norepA CO3HaHI/Iﬁl, I[I/ICKI/IHG?;I/I?Il, TOJIOBOKPYXXCHUC, COHJIUBOCTb, TpPEMOpP,

6eCIOKOICTBO, TIOBHIIIEHHAs BO30YIHMOCTES,

Yacmoma wmeuzgecmna - CyIOPOTH, NCUXOTHYECKHE PACCTPONCTBA, CIYTAHHOCTh CO3HAHMS,
JieTiepCoHaIn3alus, JIeNpecchs, Ie30pHEHTAlMs, TaJUIIOLMHALMY, HapyIIeHUs CHOBHJICHHUM
(«xoIIMapHbIe» CHOBUJEHUS ), TAPECTE3HS], MAHUS.

Hapywenus co cmopoHul opeana ciyxa u 1a0upunma:

Heuacmo — BepTuro, HapylieHue ciayxa, 380H B yIllax.

Yacmoma neussecmna — TIyxoTa.

Hapywenus co cmoponul cepoya:

Heuacmo - octaHoBka cepaual, ¢uOpwmranus npencepauiil, ynmmaenne mnteppana QT Ha
3JIEKTPOKAPIMOrPaMMe, IKCTPACUCTONMSA®, OLLYLIEHHE CepeOneHH S,

Yacmoma neusgecmua - KenyJ0UKOBas TaXUKapAUs, B TOM YUCIIE TUIA “TIUPYAT”, GUOPpHILISALINSA
KEITyI0YKOB, KPOBOTEUEHHUE.

Hapywenus co cmoponsl cocy0os:

Yacmo - Ba3oauIaTanys’,

Hapywenus co cmopoHbl ObixamenbHOU CUCmeMbl, Op2aHo8 SPYOHOU KIeMKU U CPEOOCEHU!
Heuacmo - acTMa’, HOCOBOE KPOBOTeUeHHEe?, TPOMOOIMOOHS TIETOUHOM apTepuH’.
Kenyoouno-kuweunvle napyuienus

Yacmo - nuapesi, pBOTa, TUCIEICHUs, TOIIHOTA, 00Jb B 00JIACTH )KUBOTA.

Heuacmo - »30¢arut!, ractpossodareansnas pedmiokcHas GONe3Hb%, TaCTPUT, MPOKTANTHSZ,

CTOMATHT, TIOCCHUT, B3IyTHE KHBOTA”, 3a110p, CYXOCTh BO PTY, OTPBIKKA, METEOPH3M.

Yacmoma Heuzsecmua - OCTPBIA MAHKPEATUT, N3MEHEHHUE 1IBETA SI3bIKa U 3yOOB.
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Heuacmo - XO.HGCTa34, TrenaTuT B T.4. XOJIECTaTUUCCKUN HIIH FGHaTOHeﬂﬂmHHpHBIﬁ4.

Yacmoma neuzéecmma - IEUEHOUHAs! HEOCTATOYHOCTD, X0OJIECTATUUECKAsI KENTYXa.
Hapywenus co cmoponbl Kodtcu 1 n0OKONCHbIX MKAHELL:

Yacmo — MIHTEHCUBHOE TIOTOOT/ACIICHUE.

Yacmoma neuzeecmna — akHe.

Hapywenus co cmoponvl mbiuieyHotl, ckenemHou U coeOUHUMenbHot MKAHU:

Heuacmo - MpIeunbIi CH83M3, KOCTHO-MBbIIICYHAs CKOBaHHOCTbl, MI/IaJ'Il"I/IﬂZ.

Yacmoma neussecmmua - pabIOMHOIN3? , MHOIATHS.

Hapywenus co cmopoHbvl nouex u Mo4esblgo0suux nymei:

Yacmoma Heuzgecmua - IOYCUHAsI HEOCTATOYHOCTh, HHTEPCTHIIHAIBHBIA He(QPUT.
Obwue Hapyuierust U peakyuu 6 Mecme 66e0eHuUs.:

Quenv uacmo - HueOUT B MeCTE HHBEKIHH".

1

Yacmo - 00JIb B MECTE WHBCKIMN™, BOCITAJICHHUC B MCCTC I/IH’I)GKIII/II/II, JUCTCB3UA.

Heuacmo - HemoMoraHme®, rumeprepMus, acTeHMs, 00nb B TpynHoil Kierke’, 03H06%,

YTOMJIAEMOCTB",

Yacmoma Heuzsecmua - areB3us (OTEPs BKYCOBBIX OIIYIICHUI), TAPOCMHUSI, aHOCMHUSL.
Jlabopamopnvie u uHcmpymenmanbHvle OaHHble:

Yacmo - OTKJIOHEHUE B TIEYCHOYHOM TTpooe.

Heuacmo: moBbIIICHUE KOHOCHTpAalun eraTI/IHI/IHal, MMOBBIIICHUEC KOHLCHTpAIUKU MO‘IGBI/IHBI]',

1 4 4

N3MCHCHHUEC OTHOIICHUA aHB6YMI/IH'FJIO6YJII/IH , HeﬁKOHeHHH, HeﬁTpOHeHPISI , 303I/IHO(I)I/IJ'II/I$I,

TPOMOOIUTEMHS, MOBBILICHHE AKTUBHOCTH: aTaHMHAMUHOTpPaHC(epasbl (AJIT),
acmapraramuHoTpancdepassl  (ACT), rammarmyramunrpanchepasst  (I'TT)Y,  menounoii
docdarassl®, naxraraerunporenass (JIIT)*

Yacmoma Heussecmna — arpaHyloOLMTO3, TPOMOOLMTONEHHs, YyBEIMYEHHE 3HA4YECHUs
MEKIyHAPOJAHOTO HOpMaiu3oBanHoro otHomienus (MHO), yminHeHHEe TPOTPOMOMHOBOTO
BPEMEHH, U3MEHEHHUE [[BETa MOYH, ITOBBIIIEHNE KOHLIEHTPAallUU OMIIMpyOrHa B KPOBH.
[Tpenmosnaraercs, 4To 4acTOTa, THUII U TSDKECTh HEKENATEIbHBIX PEAKIIUN y JE€TeH Takas XKe, Kak y
B3POCIIBIX.

Tayuenmul ¢ nooasnenHvIM UMMYHUMENMOM

V¥ nanuentos co CIIM/lom u apyrumMu UMMYyHOAEPHUIIUTAMHU, MOTYYAIOIIUX KIAPUTPOMHUIIUH B
0osiee BBICOKHMX [03aX B TE€UYECHHE UIUTEIBHOTO BPEMEHH MAJIS JIeUeHHs] MUKOOAKTEpUATbHBIX
UHQEKIH, YacTo TPYIHO OTIIMYUTH HexenaTeabHble 3 EeKThI npenapara oT cumrnromoB BNY-

MH()EKINN WIH COMYTCTBYIOIIEro 3a00JI€BaHMUS.

Haubonee yacTeIMU HeXeTATENLHBIMU SIBICHUSIMHA Y NaMEeHTOB, IPUHUMABIINX CYTOUHYIO JO3Y
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KJIapuTpoMuIirHa, paBHyo 1000 mr, ObLIH: TOIIHOTA, pB'JlLQ:;B L'EémEEBwj'éi';ﬁoﬂﬁ' 8 0B AacTn

KHUBOTA, JAMApes, ChIllb, METEOPU3M, T'OJOBHAs 00Jb, 3alOp, HApPYIICHHWE CIyXa, MOBBIIICHHE
aktuBHOCTH ACT 1 AJIT B kpoBH. Takxke OTMEUANNCh CIy4an HEXKeIaTeIbHbBIX SIBICHUH C HU3KOU
YacTOTOM BOZHUKHOBEHMS, TAKHE KaK OJIbIIIKA, OECCOHHMIIA U CYXOCTh BO PTY.

VY nanueHToB ¢ M0JaBIEHHBIM UMMYHUTETOM IIPOBOJMIM OLIEHKY Ja0OpaTOPHBIX NOKa3aTesei,
aHATM3UPYS UX 3HAUYUTENIbHBIC OTKIOHEHHS OT HOPMBI (pe3Koe MOBBIIICHNE WK CHUXKeHue). Ha
OCHOBAHMHU JTAaHHOTO KpuTepus y 2-3 % MaIMeHTOB, MOIYYaBIINX KIAPUTPOMUIMH B 03¢ 1000
MI' €KEIHEBHO, OBLIO 3aperuCTPUPOBAHO 3HAYMUTENIbHOE NMoBbleHne aktuBHOCTH ACT u AJIT B
KPOBH, a TAKXKe CHI)KEHHUE YKClIa JICHKOLUTOB U TPOMOOLUTOB. Y HEOOJIBLIOr0 YMCIIa NallueHTOB
TaKXke ObUIO 3aPErHCTPUPOBAHO MOBBIIICHNE KOHIIEHTPAIIMHA OCTaTOYHOT'O a30Ta MOYEBUHBI.

*B HEKOTOpBIX COOOIIEHHUSX O PAaOJAOMHONN3E KIAPUTPOMHULMH TNPHUHUMAJICS COBMECTHO C
JPYTUMHU JIEKAPCTBEHHBIMU CPEJICTBAMHU, C IIPUEMOM KOTOPBIX, KAK U3BECTHO, CBSI3aHO pa3BUTHE
pabaomuonu3a (cTaTuHbl, GUOPATHI, KOJIXUIIUH WU AJJIOMYPUHOII).

! Coobmenns o NaHHBIX MOGOYHBIX PEAKIMAX OBLIH TIOMY4eHbl TONLKO HPU IPHUMEHEHHH
KJIApUTPOMHLIMHA, THOPUIN3AT JIJIsl IPUTOTOBJICHUS pacTBOpa JJisi HH)Y3HUit.

2Coo6mieHns O JAHHBIX MOOOYHBIX PEAKIHAX OBUIM MOTyYeHBI TOJBKO MPH HPUMEHEHHH
KJIApUTPOMMILIMHA, TAaOJETKH C IPOJIOHTUPOBAHHBIM BBICBOOOXK/IEHUEM, MOKPBITHIE IJICHOUYHOU
000JI0YKOH.

3Coo0mmenns 0 JaHHBIX MOOOYHBIX PEAKIHAX OBLIM MOJYYeHBI TONBLKO IIPH HPUMEHEHHH
KJIApUTPOMMLIMHA, TPaHYJIbI ISl IPUTOTOBJIEHUS CYCIIEH3UU AJIS IPUEMA BHYTPb.

*Coo0leHns 0 JaHHBIX MOOOYHBIX PEAKIUAX ObLIM MOTy4eHbl TOJBKO HPU MPMMEHEHHH
KJIAPUTPOMMUIIMHA, TAOJIETKH, TOKPBITHIE MJIEHOYHON 000JIOUKOH.

Coo011eHne 0 moI03pEBAEMBIX HEXKEIATEIBHBIX PEAKIIHIX

BaxxHo co00111aTh 0 T0JI03PEBAEMBIX HEXKENATENbHBIX PEAKIUAX MOCIE PETUCTPAIINH IIpernapaTa ¢
[EeNbI0 O0ecleueHus] HEMPEPHIBHOTO MOHUTOPUHTA COOTHOILIEHHUS «IOJb3a — PHUCK»
JIEKapCTBEHHOTO TIpenapara. MeauIMHCKIM pabOTHUKAM PEKOMEHIYETCsl cOOOMIaTh O JHOOBIX
HOI[O?;peBaeMIJX HECXKCJIATCIIBHBIX pCaKIII/ISIX J'IeKapCTBCHHOFO npenapaTa qepe3 HalIMOHAJIBHBIC
CHUCTEMBl COOOIIEHHsI O HEXKeJIaTeNbHBIX pPEaKIUsIX TOoCyAapcTB — uJIeHOB EBpasuiickoro
SKOHOMHMYECKOTO CO03a.

Poccuiickas @enepanus

109012, r. Mocksa, CrnaBsiHCKas mIoWap, 1. 4, crp. 1

®denepanbHas cryx0a 1Mo Ha30py B cdepe 3apaBooxpanenus (Poc3apaBHanzop)

Tenedonsr: +7 (499) 578-02-20, +7 (499) 578-06-70

dakc: +7 (495) 698-15-73

E-mail: pharm@roszdravnadzor.ru
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4.9. Ilepeno3npoBka

CuMnOTOMBI

[Tpuem GonbLION 103BI KIAPUTPOMMLIMHA MOXET BbI3BaTh CUMIITOMbBI HapyLIEHUH CO CTOPOHbI
KeIyJOYHO-KUIIEYHOTO TPaKTa. Y OJHOr0 MalnueHTa ¢ OUMOJISPHBIM PACCTPOICTBOM B aHAMHE3€
nociae mpuemMa 8 T KIAPUTPOMHUIIMHA ONKMCAHBl HM3MEHEHHUS IICUXUYECKOrO COCTOSIHHSA,
HapaHOUJAJIbHOE IIOBEJCHNE, TUIIOKATMEMUS U THIIOKCEMMUSL.

Jleuenue

[Tpu NEepeO3UPOBKE  CIEAyeT  yIaluTh HeaObcopOMpOBAaHHBIA  Tpemapatr  H3
KeIyJOYHO-KUIIEYHOTO TPaKTa (IPOMBIBAaHHE JKEITy/Ka, IPHEM aKTUBUPOBAHHOTO YIS U JIp.) U
IPOBECTH CUMIITOMAaTHUYECKYIO Tepanuio. ['eMoiuain3 1 nepuTOHeaIbHbIN THaJIN3 HE OKa3bIBAIOT
CYIIECTBEHHOI'O BJIMSHUS Ha KOHIEHTPALUIO KIAPUTPOMUIIMHA B CBIBOPOTKE, YTO XaPaKTEPHO U

JUISL APYTHUX IIPENapaToB IPYIIIBI MAaKpPOJIHIOB.

5. DPAPMAKOJIOTMTYECKUE CBOMCTBA

5.1. ®apmakoauHaMuyecKne CBOiCTBA
dapmakoTepaneBTUUYECKas TpyINa: aHTHOAKTEPHAIbHBIE CPEACTBA CHUCTEMHOTO JICHCTBUS,
MaKpOJUIbL, IMHKO3AMHUHBI U CTPENITOIPAMUHBL, MAKPOIIU/IBI.

Kox ATX: JO1FAQ09

Mexaumnsm nerictus U dhapMakogruHaMudeckue YOO EKThI

KiapurpoMuiiuH SIBISICTCS MOJYCHHTCTUYCCKUM AHTHOMOTHUKOM TPYIIBl MaKpOJIUIOB H
OKa3bIBaeT aHTHOAKTepHalbHOE JEHCTBHE, B3auMoaeHcTBys ¢ 50S  pubocomanbHON
CyOBeIMHHIICH 1 TIO/IaBIIsIs CHHTE3 Oellka OaKTepHid, YyBCTBUTEIBHBIX K HEMY.

KiapurpoMHIIUH TPOJEMOHCTPUPOBAN BBICOKYKO aKTHBHOCTH IN VILr0O B OTHOIICHHH Kak
CTaHJapPTHBIX JIAOOPATOPHBIX INTAMMOB OAKTEpHid, TaK W BBIJCICHHBIX Yy IAIMCHTOB B XOJE
KJIMHUYECKON TMPaKTHKU. [IpOsBISET BHICOKYIO aKTUBHOCTH B OTHOIIEHHH MHOTHX a’pOOHBIX M
aHa’POOHBIX TPAMIOIOKUTENBHBIX U TPaMOTPULIATEIEHBIX MHKPOOPTaHU3MOB. MUHHUMAaIbHbIE
nonasistomme koHueHtpauuu (MIIK) ximapurpomunmHa Ay OOJBIIMHCTBA BO30yAUTENEH
menble, yeM MITK sputpomuiinia B cpeaHeM Ha oaHo 1002 pa3BeneHue.

Knaputpomunus in Vitro Beicoko aktuBeH B otHomeHuu Legionella pneumophila, Mycoplasma
pneumoniae. Oka3biBaeT OakTepUIMIHOE JeiicTBUe B oTHoIneHun Helicobacter pylori, nannas
AaKTHUBHOCTh KJIAPUTPOMMIIMHA BbIIIE NpHU HeWTpasibHOM pH, wem mpm kmciaom. Kpome Ttoro,
JaHHBIE IN VItrO U IN ViVO yKa3bIBalOT HAa TO, YTO KJIAPUTPOMUIIMH JCHUCTBYET HA KIMHUYECKU

3HaYMMBbIC BHII MUKOOakTepuid. Enterobacteriaceae u Pseudomonas spp., Takxe, Kak U JIpyrue,
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KJIAPUTPOMULIUHY.
AKTHBHOCTh KJIAPUTPOMHIIMHA B OTHOIICHWU OOJIBITMHCTBA IITAMMOB IEPEUMCIICHHBIX HIDKE
MHKpPOOPIaHU3MOB J0Ka3aHa Kak iN Vitro, Tak ¥ B KIMHHYECKOM MpaKTUKE MPHU 3a00JIeBaHUSIX,
MEepEUYUCIICHHBIX B pazjene 4.1.

ABDOGHBIG I'paMIIOJIOKHUTEIBbHBIC MUKPOOPIraHHu3MbI:

Staphylococcus aureus
Streptococcus pneumoniae
Streptococcus pyogenes
Listeria monocytogenes

AnpoOHBIE PAaMOTPULIATENILHBIE MUKDOOPTaHU3MBI

Haemophilus influenzae
Haemophilus parainfluenzae
Moraxella catarrhalis
Neisseria gonorrhoeae
Legionella pneumophila

JIpyrue MUKPOOpPTaHU3MEbI

Mycoplasma pneumoniae
Chlamydia pneumoniae (TWAR)

Muxkobakrepuu

Mycobacterium leprae

Mycobacterium kansasii

Mycobacterium chelonae

Mycobacterium fortuitum

Mycobacterium avium complex (MAC) - kommiekc, Bkmrodaroruii: Mycobacterium avium,
Mycobacterium intracellulare.

HpO}IyKIII/Ifl OeTa-1aKkTaMa3 He OKa3bIBAET BIMIHUA Ha aKTUBHOCTH KIIapuTpOMUIIUHA.
BonpmuHCTBO MmITaMMOB CTa(I)I/IJ'IOKOKKOB, PE3UCTCHTHBIX K MCTUIHUIUIMHY W OKCallUJJINHY,
06J'Ial[aI-OT YCTOI\/’I‘-II/IBOCTLIO U K KIIapUTPOMHUIIUHY.

Helicobacter pylori

YyscrurenbHOCTh H.pylori k kmaputpomuninny u3yvanachk Ha u3oiastax H.pylori, BeiaeneHHbIX
or 104 nammMeHTOB, MO Hayajga Tepamuu mpernaparoM. Y 4 TalMeHTOB OBbLIM BBIICICHBI
PE3UCTEHTHBIE K KIAPUTPOMHUIIMHY ImTamMMmbl H.pylori, y 2-x - mrTamMmbl ¢ yMEpPEHHOM
PE3UCTEHTHOCTBIO, Y OCTalbHBIX 98 mareHToB w30JaThl H.pylori ObutM 4yBCTBUTEIBHBI K

KJIApUTPOMHUILIMHY.
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CIEIYIOIUX MHKPOOPTaHU3MOB (OAHAKO 0e30macHOCTh U 3((HEKTHBHOCTh MCHOJIB30BaHUS
KIIAPUTPOMHUIIMHA B KIIMHUYECKOW MPAKTUKE HE MOITBEPK/ICHA KIIMHUYECKUMU HCCIICIOBAHUSMH,
U MPAKTHYECKOE 3HAYCHUE OCTACTCS HESICHBIM):

A3D06HBIC I'PaMIIOJIOKHUTEIBbHBIC MUKPOOPIraHNU3MbI

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

A3D06HBIC I'paMOTpHULIATCIIbHBIC MUKPOOPTIaHU3MBbI

Bordetella pertussis
Pasteurella multocida

AHaBDO6HBIC I'paMIIOJIOKHUTCIIbHBIC MUKPOOPIraHu3Mbl

Clostridim perfringens
Peptococcus niger
Propionibacterium acnes

AHaBDO6HBIC I'paMOTPpHUIATCIIbHBIC MUKPOOPIraHU3Mbl

Bacteroides melaninogenicus

CrnupoxeTsl
Borrelia burgdorferi
Treponema pallidum

KaMHI/IHO6aKTeDI/II/I

Campilobacter jejuni

OCHOBHBIM METa0OJMTOM KJIAQPUTPOMUIIHA B OpraHU3ME YeJIOBeKa SIBISIETCS] MUKPOOMOJIOTUUECKU
aKTUBHBII MeTabouT 14-ruapokcuknaputpomutivH (14-OH-kiapuTpoMuIyH).
Muxkpoburonoruyeckass akTUBHOCTh MeTaboJIMTa Takasl ke, KaK y MCXOJHOI0 BEILIecTBa, WIH B
1-2 pa3za crmabee B OTHOIICHHH OOJBIIMHCTBA MHUKPOOPTaHU3MOB. VICKIIFOUEHWE COCTaBIISICT
H.influenzae, B oTHOMIEHNHN KOTOPOTO d(PPEKTUBHOCTh METAa0OIUTA B JIBa pa3a Bhime. McxomHnoe
BEIIECTBO U €r0 OCHOBHOW META0OJUT OKa3bIBAIOT JIMOO aATUTHBHBIN, JHMO0 CHHEPruYecKuit
ekt B oTHOomennn H.influenzae B ycnosusix in Vitro u in Vivo B 3aBUCHMOCTH OT IITaMma
OaxTepuil.

Tect Ha YYBCTBUTCJIBHOCTH

KonnuecrBeHHbIC MCTOHI, Tpe6ymmHe HU3MCPCHUA AUaMCTpa 30HLBI MMOAABJICHUA POCTA, AAOT
Han0oJIee TOUYHbBIE OLICHKU YYBCTBUTCIILHOCTU 6aKTepHﬁ K aHTI/IMI/IKp06HLIM npernaparam. OI[HE[
N3 PCEKOMCHAYEMBIX MCETOAUK [JIA OHNPCACICHUSA YYBCTBUTCIBHOCTU HMCIIOJIB3YET ONCKH,

UMIIPETHUPOBaHHbIE 15 MKr kiapuTpomMulMHa (qucko-auddy3nonnsnii meroa Kupbu-bayspa);

Crpanuia 21 u3 27



COOTBETCTEBYET ZKCNEPTHC
ot 06.09.2022 N= 20

MIPY UHTEPIPETALUH TECTA TUAMETPBI 30H MOJABJICHUS pb'c—:lf;a':l-{o %ﬁ@é?ﬂ%ﬁe&%ﬁr&ﬁ' MIIK
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kinaputpomunnHa. 3Hadenus MIIK onpenensioTcst MeToj0M pa3BecHHI B OyJIbOHE WM B arape.
[Ipr WCHONB30BAHMU ATUX METOAMK, OTYET M3 JIAOOPATOPUU O TOM, YTO INTAMM SBISETCS
«4YBCTBUTEIIbHBIM», yKa3blBae€T Ha TO, YTO BO30YAWUTENb MH(EKIHUH, BEPOSTHO, OTBETUT Ha
neueHue. OTBET «PE3UCTEHTHBIN» yKa3bIBAET HA TO, YTO BO30YIUTEb, BO3MOKHO, HE OTBETUT HA
nedyeHue. OTBET «IIPOMEXKYTOYHAs YYBCTBUTEIBHOCTbY» IIPENIOJIAraeT, 4YTO TEparneBTHYECKUN
addekT mpemnapara MOXET OBITh HEOJAHO3HAYCH WJIM MHUKPOOPTaHU3M MOXKET OKa3aThCs
YyBCTBUTECJIbHBIM MPU HKCIIOJIB30BaHUU 0oJiee BBICOKMX J103 Ipenapara (IpOMeKyTO4Hast

YYBCTBUTCIIBHOCTDb TaK)KE HA3bIBACTCs «YMepeHHOﬁ II}/BCTBI/ITCJ'H:HOCTBIO»).

5.2. ®apmakokuHeTHYECKHE CBOWCTBA

AGcopbuus

[Ipemapar nerko u OBICTPO BCACBIBACTCA B >KEIYAOYHO-KHIIEYHOM TpakTe. AOCOIIOTHAs
O0mooCTYyMHOCTh cocTaBisier okojo 50 %. Ilpu MHOrokpaTHOM mpHeMe A03bl Ipernapara
KyMYJISIIIUU PAKTUYECKU HE OOHAPYKEHO, H XapakTep MeTabom3Ma B OpraHM3Me YeloBeKa He
u3MeHsscs. IlpueM mnMIIM HENOCPEACTBEHHO IMepell MPUEMOM Mpenapara yBeIHMYUBal
OMOJOCTYIMHOCTh Tpernapara B cpeaneM Ha 25 %. B 1enom, 3To noBblIlIeHHE HE3HAUUTENBHO U
JIOJDKHO HWMETh HEOOJIBIIYI0 KJIMHUYECKYI0 3HAUYMMOCTh MPU PEKOMEHIYEMBIX pPEeXHMax
no3upoBanusa. TakuM o0pa3om, KIAPUTPOMUIIMH MOXKET MPUMEHSATHCS HE3aBUCUMO OT IMpHeMa
TUIIH.

Pacnpenenenue, 6I/IOTDaHCd)ODMaI_II/I$I W 3JIMMHHAIA

In vitro

Knaputrpomunus cBsizbiBaeTcs ¢ 6enkamu ma3Mel kpoBu Ha 70 % B xoHueHtpauuu ot 0,45 no
4,5 mxr/mn. Ilpyn xoHueHTparuu 45 MKI/MII CBsi3bIBaHHWE CHMXaercs a0 41 %, BeposTHO B
pe3yibTaTe HACBHILEHUS MECT CBA3BIBAaHUS. DTO HAONIOJAeTcs TOJBKO MPU KOHIEHTPALUsX,
MHOTOKPAaTHO MPEBBIIIAIOIINX TEPATIEBTHUECKYIO.

In vivo

WccnenoBanus iN VIVO Ha KHUBOTHBIX MMOKa3ald, YTO KIAPUTPOMHUIIMH MPUCYTCTBYET BO BCEX
TKAHSIX, 3a UCKIIOYEHUEM LICHTPAIbHOM HEPBHOM CHUCTEMBI, B KOHIICHTPALUAX, B HECKOJIBKO pa3
MpEBBIIIAIOMMX TuTa3MeHHble. Hambonee Beicokue koHieHTparuu (B 10-20 pa3  Beime
MJIa3MEHHBIX ) 0OHAPYKUBAIKCH B IEYEHH U JIETKHX.

300possie

ITpu npuMeHeHnN KJIapuTpOMHUIIMHA B 03¢ 250 Mr 2 pa3a B CyTKM MaKCHUMaJIbHasi paBHOBECHAsI

koHTeHTpaus (Cmax) KaputpoMuriuaa u 14-OH-Kk1apuTpoMuIiHa B TUTa3Me JOCTUTANIACH Yepe3
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OCHOBHOTO METa00JIMTa COCTaBMI 3-4 yaca u 5-6 4acoB, COOTBETCTBEHHO.

[Ipu npumenenun knaputpomuimHa B go03e S00 mr 2 paza B CyTKM Cmax KJIAPUTPOMHUIIMHA U
14-OH-knaputpoMullMHa B IJIa3M€ JIOCTHrajach IMOCJIE MpuemMa 5-Oi J03bl U COCTaBWJIA B
cpennem 2,7-2,9 mxr/mu u 0,88-0,83 MKr/mi, cooTBETCTBEHHO. T1/2 KIIAPUTPOMHIIMHA U €TO
OCHOBHOIro Mertabonura coctaBmin 4,5-4,8 yaca m 6,9-8,7 4yaca, cooTBeTCTBEHHO. Cmax
14-OH-knapuTpoMHIIMHa HE YBEIMYMBAJIACh IPONOPLUOHAIBHO J03€ KIAPUTPOMUIMHA, B TO
BpeMsl Kak IMEpUOJ MOJYBBIBEICHUS KaK KJIAPUTPOMHUIIMHA, TaK U €ro T'HMAPOKCHIMPOBAHHOTO
MeTabonuTa MMEN TEHACHLMIO K YBEJIMUYEHHUIO C TIOBBIIIEHHEM [03bl. Takas HeluHeHHas
(dapMakOKMHETHKA  KIAPUTPOMHIIMHA B  COYETAHUU C  YMEHBIICHHEM OOpa3oBaHUS
14-runppoxcunupoBaHHbIX W N-IeMETHIMPOBAHHBIX MPOIYKTOB IPHU BBICOKUX JIO3UPOBKAX
YVKa3bIBa€T Ha HENWHEHHBIH MeTa0oNu3M KJIapUTPOMUIIMHA, KOTOPBIM CTaHOBUTCS Ooliee
BBIPQXEHHBIM IIPU BHICOKUX JJO3UPOBKAX.

[Toukamu BeIBOAMTCS OKOO 37,9 % mociie mepopaibHOTO MpHEMa KIAPUTPOMHUIIMHA B J103€
250 mr u 46 % nocne npuema kinapuTpoMuuHa B 103€ 1200 Mr; KUIIIEUHUKOM BBIBOJUTCS OKOJIO
40,2 % u 29,1 %, COOTBETCTBEHHO.

Tayuenmuoi

Knapurpomunus u 14-OH-knaputpoMuIH OBICTPO IPOHUKAIOT B TKAHU U KHUJIKOCTH OpPraHU3Ma.
HMeroTcs orpaHUYCHHBIC TaHHBIC MMAIIMEHTOB, CBUACTEILCTBYIOIINE O TOM, YTO KOHIICHTPAIUS
KJIAQPUTPOMHUIIMHA B 1IepeOPOCHUHANBHOMN KUIKOCTH MPH MEPOPATHHOM IpHUeMe He3HAYUTENIbHA
(T.e. Tompko 1-2 % ma3sMeHHOrO0 YPOBHS B CHMHHOMO3TOBOM JKHJIKOCTH TPH HOPMAIbHOM
MPOHUIIAEMOCTH TremaTtosHIedanuueckoro Oapbepa). KoHueHTpauuss B TKaHAX OOBIYHO B
HECKOJIBKO Pa3 BBIIIE, YeM B CHIBOPOTKE KPOBH.

B Ta6J'II/II_Ie NMPUBCACHBI IPUMCEPBI TKAHCBBIX U IIJIA3MCHHBIX KOHI_ICHTpaI_II/II\/’IZ

KoHnuenTpanuu (mpu npuMeHeHuu B 1o3e 250 mr kaxapie 12 yacos)

Buna Tkanu TkaneBble (MKI/T) [1na3meHHbIE (MKI/MIT)
MuHIaINHEL 1,6 0,8
Jlerkue 8,8 1,7

Oco0ble TPVIIILI TAIUEHTOB

Iayuenmel ¢ HapyweHuem GyHKyuUu nevenu
VY manueHToB co CpeAHEeN U TSHKENOM CTeNeHbI0 HapyIeHUs (DYHKIIMH IIEYeHH, HO C COXpaHEHHOM
byHKIMEH mouek, KOppeKus 103bl KIapUTPOMHULIMHA He TpeOyeTcs. PaBHOBeCHas! KOHIIEHTpaIHs

B IIJIa3M€ KPpOBU U CHCTEMHBII KIIMPCHC KIAPUTPOMHUIIMHA HE OTJIMYAIOTCA Y TaIUCHTOB JIaHHOﬁ
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C HapYIICHUSMHU (QYHKIIUHU MIEYCHHU HIDKE, YEM Y 30POBBIX.

Iayuenmul ¢ napywienuem GyHKyuu novex

[Ipu Hapymenuu ¢yHKUMM THOYeK YyBennuyuBaroTcd MakcuMaibHas (Cmax) U MUHHMAaJIbHAs
koHIeHTpanus (Cmin) KIapUTPOMHUIIMHA B 1uia3Me KpoBu, Ti2, AUC kimapuTpoMHuIIHA U €r0
merabonuta 14-OH-kmaputpomunmaa. KoHcTaHTa 5SIMMHHAIUMM W BBIBEACHUE IOYKAMU
yMeHbiaTces. CTeneHb N3MEHEHUH ITHX TapaMeTPOB 3aBUCHUT OT CTETICHU HapyIIeHUs (QyHKIIUU
HOYEK.

Tayuenmuor nodxcunozo eospacma

VY [anueHToB MOKWJIOTO BO3pacTa KOHIEHTPALUS KIAPUTPOMUIIMHA M €ro MeTadoJuTa
14-OH- xy1apuTpOMUIIMHA B KPOBH ObLIA BBIIIIE, a BHIBEACHUE MEIJICHHEE, UM Y TPYIIITBI MOJIOBIX
moael. OnHako, Mocie KOPPEKIMH € y4eTOM IIOYEYHOro KIMpEHCa KpeaTHHHWHA, He ObLIo
oTauuuil B obeux rpynmnax. TakuMm oOpa3oM, OCHOBHOE BIMSIHHME Ha (apMaKOKHMHETUYECKHE
napaMeTpbl KJIapUTPOMHULIMHA OKa3bIBaeT (PYHKIIMS [TOYEK, a HE BO3PACT.

Tayuenmor ¢ mukobaxmepuanbHeIMU UHDeEKYUIMU

PaBHOBeCHBIE KOHLIEHTpAIMK KiapuTpoMulinHa 1 14-OH-knaputpomunyza y nanuestos ¢ BUU-
UH(EKIMel, TIPUMEHSBIIUX KJIApUTPOMULIMH B 00bIUHBIX 103ax (500 Mr 11Ba pa3a B CyTKH), ObLIH
CXOJIHBIMHU C TAaKOBBIMH Y 3/10pOBBIX Jitojiel. OIHAKO MpU IPUMEHEHUH KJIApUTPOMHUILIMHA B OoJiee
BBICOKHX J103aX, KOTOPbIE MOT'YT IOTPEOOBATHCS AJIS JICUEHUSI MUKOOAKTEPHATIHHBIX MH(EKITHIA,
KOHIIEHTPAaLlUM aHTUOMOTHKA MOT'YT 3HAYUTEJIbHO MpeBbIIaTh 0ObIuHbIE. Y manueHToB ¢ BUY-
UHQEKIMel, IPUHUMABIINX KIapUTpOMUIMH B 103¢ 1000 mr/cyT unu 2000 mr/cyT B 1Ba mpuema,
paBHOBecHBIC 3HaUEHUS Cmax OOBIYHO COCTABISIIN 2-4 MKT/MI U 5-10 MKI/MJI, COOTBETCTBEHHO.
[Tpu npuMeHeHnu npenapara B 60j1ee BBICOKUX J103aX OTMEYAIOCh yTMHEHHE T1/2 IO CpaBHEHUIO
C TaKOBBIM Y 3/IOPOBBIX JIIOJIEH, MOMYyYaBIIUX KIAPUTPOMULIMH B OOBIYHBIX J103ax. [loBbIlIeHne
KOHIEHTpAaluu B IIJJa3M€ M YyJUIMHEHWE IepHoja IOJIyBBIBEIEHUS INPU IPUMEHEHUU
KJIApUTPOMUIIMHA B 0o0Jiee BBICOKMX J033aX CBS3aHO C HEIMHEWHOH (DapMaKOKMHETUKOMN
KJIAPUTPOMHULIMHA.

Kombunuposannoe nevenue c omenpazonom

Knaputpomunins no 500 mr 3 pasza B CyTKH B KOMOMHAILIMU C OMETNPa30JioM B 103e 40 MI/cyTKH
ciocooctByer yBenmmueHuto Tiz m AUCo-24 omenpaszona. Y BceX MAlMEHTOB, MOJIYYaBIINX
KOMOMHHMPOBAHHYIO TEpanuio, B CPAaBHEHUHU C IMOJYYaBIIMMHU OJIMH OMENpa3oj, HabIr0/1aaoch

nosbieHne Ha 89 % AUCo-24 u Ha 34 % T2 omenpazona. Y kinapuTpoMUHA Cmax, Cmin 1
AUC .00 yBETHYIHBAIIUCH, COOTBETCTBEHHO, Ha 10 %, 27 % u 15 % 1o cpaBHEHUIO C JaHHBIMH,

KOrJla TPUMEHSJICS TOJBKO KIAPUTPOMHUIIMH 0e3 omernpasosia. B paBHOBECHOM COCTOSIHUU

KOHIICHTPAUK KJIApUTPOMHUIIMHA B CIIM3UCTOM JKCIIylKa 4epe3 6 4 mocie npuceMa B I'pYIIIIC,
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OJIMH KJapuTpoMuiH. KoHIEHTpanuy KJIapUTPOMMIIMHA B TKaHIX JKeIyJaka depe3 6 4 mocie

npueMa 2-x IpenapaToB B 2 pas3a NPEBBILAIN JAHHbBIE, MOJYYEHHBIE B TpYIIIE MAlUEHTOB,

IMMOJIy4aBIIUX OAWH KIIAPUTPOMHUIIHUH.

6. PAPMAIIEBTUYECKHUE CBOMCTBA

6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB
[

Kpaxman kaprodenbHbii

KapOoxcumerunikpaxmai HaTpus

IMoBugon-K25

Marnus creapat

I'unpomernosa

e Makporon-4000

e Turana guoKcHUI

6.2. HecoBMecTHMOCTDH

He npumenumo.

6.3. Cpok rognocTu (CpoOK XpaHeHus1)

3 rona.

Lemmono3a mukpokpucraummdeckas (MKII-101)

6.4. OcoOble MepbI NPEAOCTOPOKHOCTH NIPH XPAHCHUHU

B 3amuiieHHOM OT cBeTa MeCTe Mpu Temreparype He Bbie 25 °C.

6.5. XapakTep u coepkaHue NePBUYHON YIAKOBKHU

Ilo 3, 4, 5, 7, 8§,

10 TabneTok B KOHTYPHYIO SYEWKOBYIO VIIAKOBKY W3 IUIEHKH

MOJIMBUHUJIXJIOPUAHON U (POJIBTU aTFOMUHUEBOM MMEYaTHOM JIAKHPOBAHHOM.

ITo 3,4, 5,7, 8, 10, 20, 30, 40, 50 unu 100 Tabnerox B 6aHKH U3 MOIUAITUIIEHTepedTanara ans

JICKAPCTBCHHLIX CPCACTB WJIM IMOJTHUIPONHIICHOBBIC IJIA JICKAPCTBCHHLBIX CPCIACTB, YKYIIOPCHHBIC

KpbIIKaAMH M3 IIOJIM3THJICHA BBICOKOI'O MOAaBJICHUA C KOHTPOJEM IICPBOr0 BCKPBITUA HIIN

KPpbIIKAMU TMMOJIMIIPOIHUIICHOBBIMH C CHCTEMOH

«HaXaTb-IOBCPHYTH», WJINW KPbBIIIKAMH U3

MOJIM3THUIICHA HU3KOT'O AAaBJICHUS C KOHTPOJIEM IIEPBOI'0 BCKPBITHA.

6.6. OcolOble Mepsl

JIEKAPCTBEHHOr0  Ipenapara WJIH

NPeI0CTOPOKHOCTH

0TXO0/IOB,

npu YHUYUTOKCHUH HCHOJIB30BAHHOI'O

MOJTYYCHHBIX mnmocJjie NMPUMEHECHUSA

JIEKAPCTBEHHOI0 NMpenapara u Apyrue MaHUIYJISILMH € MIPenapaTomM

Het oco06bIx TpeGoBaHUM K YTUITU3AIMH.
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7. AEPKATEJb PETUCTPAIIMOHHOI'O V

Poccuiickas @enepanus
000 «O308»

445351, Camapckas o011, T. XKurynesck, yi. [lecounas, . 11.

7.1. IlpeacraBuTtenb AepKaTesisi PperiCTPALMOHHOIO YA0CTOBepPeHHUs

[IpeTeH3un HOTDG6HTCJ'I€I>1 HaIrpaBJIATH IO aAPECy.

Poccniickas @enepanys

000 «O308»

445351, Camapckas 00:71., r.0. JKurynesck, T. Kurynesck, yi. ['mapocrpoutenei, 1. 6.
Temn.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru

JInbo

Poccuiickas ®@enepanus

000 «O30H Papm»

445043, Camapckas 00:1., r.0. TonbstTH, Tep. O3 IIIIT, maructpans 3-1, 34. 11, ctp. 1.
Ten.: +79874599993, +79874599994

E-mail: ozonpharm@ozon-pharm.ru

8. HOMEP PETUCTPAIIMOHHOT' O YAOCTOBEPEHMUSA

9. JIATA TEPBUYHOM PEIUCTPALIMU (IIOATBEPXKIEHUS
PETUCTPALIMMU, HIEPEPETUCTPALIUN)

JlaTa niepBoOi perucTpanyu.

10. JATA IEPECMOTPA TEKCTA
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OOmas  XapakTepUCTUKA JIEKApCTBEHHOTO npenapﬁqp:ﬂga%g%ﬁﬂhﬁcggﬁﬁg ! Ha

UHPOPMALIMOHHOM TopTaie EBpasuilckoro SKOHOMHYECKOTO CO03a B HH(POPMALMOHHO-

KOMMYHUKaIMOHHOM cetn «HTepHeT» https://eec.eaeunion.org/.
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