COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 07.02.2025 N= 2901

OBILAS XAPAKTEPUCTHUKA JEKAPCTBEHNHOFPOTIPEHAPATA 1004)

1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI' O IIPEITAPATA

Knamun, 500 Mr, nuodunuzaT 1y NpUroToBICHUS pacTBopa st HH(Y3uit

2. KAMECTBEHHBIN 1 KOIMYECTBEHHBIA COCTAB

JleiicTByrolI€€e BEMIECTBO: KJIAPUTPOMUIIMH.
Kaxapiit ¢pmakon copepxut 500 Mr KIapuTpoOMHULIMHA.
B 1 M1 BoccTaHOBIEHHOTO pacTBOpa coaepKUTcs S0 Mr KIIapuTpOMHUIIMHA.

[TonHbI EepedeHb BCOMOTaTEIbHbBIX BEIIECTB MPUBEIEH B pasaene 6.1.

3. JEKAPCTBEHHASA ®OPMA

JInodwuiuzat U1 IPUTOTOBJICHUS pacTBOpa At HHQY3Uil.

Benblit nimu npakTHyecky OeNblil yINTOTHEHHBIH JTHO(UIM3UPOBAHHBIN TTOPOIIIOK.

4. KIMHNYECKHUE JAHHBIE

4.1. Iloka3aHusi K IPUMEHEHHUIO

o [Ilpenapar Krnamua mnoka3aH K TNPUMEHEHHIO Yy B3pPOCIBIX MPU HHGEKIIHMOHHO-
BOCIAJIUTEIbHBIX 3a00JICBaHUSNX, BBI3BAHHBIX UYYBCTBHTEIBHBIMH K KIAPUTPOMHIIUHY
MHUKPOOpPTaHU3MaMu: HH()EKIIMA HUKHUX IbIXaTeIbHBIX MyTeH (Takue Kak OpOHXWUT,
MTHEBMOHHS );

e UH(EKIMH BEPXHUX JbIXaTEIbHBIX MyTeH (Takue KaK (GapuHTUT, CHHYCHUT);

e UH(DEKIMN KOXKHM U MATKUX TKaHEH (Takue Kak (DOJTMKYIHUT, BOCHAIEHUE IMOJKOXKHOU
KJIETYATKHU, pOKa);

e IMCCEMUHHPOBAHHBIE WM  JIOKAJIM30BaHHbIE  MHUKOOAaKTepHalbHble  HMH(peKuuu,
BbI3BaHHBIE Mycobacterium avium (M. avium) wu Mycobacterium intracellulare
(M. intracellulare); nokanu3oBaHHble MH(EKIMH, BbI3BaHHble Mycobacterium chelonae

(M. chelonae), Mycobacterium fortuitum (M. fortuitum) wu Mycobacterium kansasii
(M. kansasii).
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4.2. Pe;kuM J03MPOBAHUS U CIIOCO0 MPUMEHEHHsI (NOCNEOCBATENEHOCTE 0004)

Pexxum 1o3upoBaHus

Pexomenayemast n103a KJIapuTPOMHUIMHA Y B3POCIBIX COCTaBISIET | T' B CyTKH, pa3iesieHHas Ha
ABC paBHBIC MJ03bI, KaXXJasd K3 KOTOPBIX BBOAUTCA IIOCJIC PACTBOPCHHA B COOTBCTCTBYIOLIEM
pacTBopuTelie KanejbHO B TeueHue 60 MuH u Gostee.

Halzﬂ/leHWlbl C MMK06aKm€p1/la]leblMu MH¢€KLIM}ZMM

JlaHHBIE TIO MPUMEHEHHWIO KJIAPUTPOMHIIMHA B/B y MAIMEHTOB C OCJIA0JCHHBIM HMMYHHUTETOM
orcyTcTBYIOT. Y BUY-MHpHUINPOBAaHHBIX TAIIMEHTOB KJIAPUTPOMUIIUH TPUMEHSUIICS BHYTPb.

[TauenTaM ¢ JIOKQJIM30BAaHHBIMH W JIMCCEMHUHUPOBAHHBIMH  MHKOOAKTEpHUATbLHBIMU
nH(peKuusaMu, BeI3BaHHBIMU M. avium, M. intracellulare, M. chelonae, M. fortuitum, M. kansasii,
peKoMeHyeMast J103a KIAPUTPOMHUIIMHA JUTsl B3POCIBIX cocTariseT 1,0 T B CyTKH, pa3JieicHHAs
Ha JIBC PaBHBIC JO3bI.

BHyTpuBeHHas Tepanus y TSKENIbIX MAMEeHTOB MOXET ObITh OrpaHuyeHa 2—5 JAHAMHU U JIOJDKHA
OBITh U3MEHEHA, TI0 PELICHUIO Bpaya, Ha IPUEM KIAPUTPOMUIIMHA BHYTPb.

Oco0ble rpynibl MaUEHTOB

Iayuenmsi ¢ Hapywenuem ghyHkyuu novex

[Tanmentam ¢ HapymeHueM (GyHKUUH 1oyek U knupeHcoMm kpeatuHuHa (KK) menee 30 mu/mun
7103y KJIAPUTPOMUIIMHA CIIEAYET CHU3UTh BABOE OT OOBIYHO PEKOMEHyEeMOM J103bI.

CTHU

Besonacuocte u addextuBHOCTL, mpenapara Kiamma v gereil B Bo3pacre gm0 18 et He

YCTAHOBJICHEIL.

Croco0 npuMeHeHust

Jl1st BHyTpUBEHHBIX UH(DY3UH.
3anpenieHo BHYTPUMBIIIEYHOE U 00JII0CHOE BBeeHHe!
[Ipenapat BBOAAT KaneJabHO B TeucHue 60 MuH u doJee.

HNHCTpyKIIMM TI0O TIPUTOTOBJIEHUIO JICKAPCTBEHHOTO IIpemapara mepea NMPUMEHEHHEM CM. B
pazaene 6.6.

4.3. [IpoTruBonokazaHus

e [uUmepuyBCTBUTENBHOCTh K KIAPUTPOMHULIMHY, MAKpOIHIaM WM K JI000My U3
BCIIOMOTI'aTeIbHBIX BEILECTB, IEPEUHCIECHHBIX B pasaene 6.1.

e OjHOBpeMEHHOE MPHUMEHCHHE KIAPUTPOMHUIIMHA CO CIEAYIONIMMHU MperapaTamu:
acTEeMHU30J1, [U3aNPHI, MUMO3K I, TepheHaauH (cM. paznen 4.5.).

e OagHOBpEMEHHOE MPUMEHEHHE KIIAPUTPOMHUIIMHA C JIOMUTANMUIOM (cM. pazaen 4.5.).

e OjHOBpEeMEHHOE NMPUMEHEHHE KIAPUTPOMHUIIMHA C AJKAIOMIAMH CHOPBIHBH, HAIIPUMEP
APrOTaMUHOM, TUTHAPOIPTOTAMUHOM (CM. pazzaen 4.5.).
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e OaHOBpEMEHHOE TPUMEHEHUE KIIApUT OMI/IL[I/HigI M%a&&p% H-Epof)ani}ﬁoro

npuMeHeHus (cM. paszaen 4.5.).

e OaHOBpEMEHHOE TPUMEHEHHE KIAPUTPOMUIIMHA C WHTHOUTOpPAMHU 3-THJIPOKCHU-3-
Metwinmorapui-kopepment A (I'MI'-KoA-peaykrassl  (cTaruHamu)), KOTOpble B
3HAYUTEIBHOM CTETIEHN MeTaboIm3upyroTcs nzodepmentom nuroxpoma P450 (CYP) 3A4
(JtoBacTaTWH WM CHMBACTaTHH), B CBS3HM C IOBBILICHHEM pHCKa MHUOMATUH, BKIIIOYAs
pabmomuonus (cM. pasaen 4.5.).

e OmgHOBpEMEHHOE MPUMEHEHHE KIAPUTPOMHIIMHA C KOIXUIUHOM (cM. pa3zaen 4.5.).

e OjHOBpEeMEHHOE TPUMEHECHHE KIAPUTPOMHUIIMHA C THUKArpelopoM, HBAOPaIMHOM HIIH
PaHOJIa3MHOM.

e VYnnunenne wuHTepBana QT B aHamHe3e (BpOXKICHHOE WM MPUOOPETEHHOE
3aperucTpupoBaHHoe yanuHeHue naTepsana QT) uam xeyqoukoBasi apuTMUs, BKIIIOYAst
YKEITYIOUYKOBYIO TaXUKAPAUIO THIA «ITUPYIT» (CM. paznensl 4.4. u 4.5.).

e KiaputpoMuiyH He cieayeT IPUMEHATh y MallMeHTOB C AIEKTPOIUTHBIMU HapyIICHUSIMU
(TUrmokanueMue WM TUIIOMarHueMuel) B CBSI3M C PUCKOM y/UITMHEHHS wHTepBasna QT
(cm. paznmen 4.4.).

e Tsxenas mnedeHouHas HCOOCTATOYHOCTh, IPOTCKAKOIIasAs OAHOBPEMCHHO C MOYEeUHOMN
HEAOCTAaTOYHOCTBIO.

e XosecTaTuyeckasl JKEJITyXa/TelaTUT B aHaMHE3€, Pa3BHUBIIMECS MPH TNPUMCHECHUH
KJIApUTPOMHUIIMHA (CM. pa3zaen 4.4.).

4.4. OcoOble yKka3aHUSI ¥ MePbI PEI0CTOPOKHOCTH NMPU MPUMEHEHUH

JuTenbHbIN TpUeM aHTHOMOTUKOB MOXKET MPUBOJUTH K 00Pa30BaHUIO KOJIOHUH C YBEIMYEHHBIM
KOJIMUECTBOM HEUYBCTBHUTENBHBIX OakTepuil u rpuboB. Ilpu cynepundexkunn HeoOXoanmo
HA3HAYUTh COOTBETCTBYIONIYIO TEPAITHIO.

Haznauenune KJIIapuTpOMHUIIMHA 6€p€M€HHI)IM KCHIIMHAM OOJIDKHO ITPOBOJAUTHLCH IPHU THIaTeHBHOﬁ
OIICHKE COOTHOIIICHUS pPHCKAa W TIOJNB3Bl, OCOOCHHO B TEUYCHHE IIEPBBIX TPEX MECSIECB
OCpEeMEHHOCTH.

KnaputpoMuLiuH 3KCKpeTHpyeTcsl IVIaBHBIM 00pa3oM IedeHblo. BceieacTtBue 3Toro ciemyer
coOMIOaTh OCTOPOXKHOCTh MPU HAa3HAYEHUM KJIAPUTPOMHUIMHA TMAalMEHTaM C HapylIeHHEeM
(YHKLUY TTeYeHH.

CrnemyeT Takxke COONFOAATH OCTOPOXKHOCTH NMPH HA3HAYCHUH KIIAPUTPOMHIIMHA TAIlMCHTAM C
MOYE€YHON HEJIOCTATOYHOCTHIO CPEAHEH M TSHKETION CTETICHH TSHKECTH (CM. paszzen 4.2).

[lpn mpyMeHEeHMH KIAPUTPOMHUIIMHA COOOIIANIOCH O TMEYECHOYHOH IUCQYHKIMHU (ITOBBINICHUE
AKTHBHOCTHU ICUYCHOYHBIX (PEPMEHTOB B KPOBH, I'eNIATOLEIUIIONSAPHBIA /WM XOJIECTaTHUECKUI
TermaTuT ¢ kentyxoi wiu 0e3). [leueHouHass nucyHKIUS MOXKET OBITH TSKENIOW, HO OOBIYHO
ABJsieTcst 00paTuMoi. MIMeroTcst ciyyau Me4eHOYHON HEeAOCTAaTOYHOCTH C JIETAIbHBIM MCXOI0M,
[JIaBHBIM 00pa3oM, CBSA3aHHBIE C HAJMYUEM CEPbE3HBIX COMYTCTBYIOIIMX 3a00JIeBaHUNA W/WUIH
OZTHOBPEMEHHBIM MTPUMEHEHHEM JIPYTUX JIEKAPCTBEHHBIX CpeAcTB. [Ipu mosiBeHNH NpU3HAKOB U
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CUMITOMOB T'elaTuTa, TAKUX KaK aHOPEKCHsI, HeNTyXa, '@%é;{ll%%E&foﬁ%ﬂ@j?&ﬁéﬁ%égﬁbcn

JKUBOTA IIpH MMaJIbITallku, HCO6XOI[I/IMO HCMCIAJICHHO IMMPEKPATUTH TCPANNIO KIIAPUTPOMHUIIUHOM.

[Ipy HanmUUMU XpOHMYECKUX 3a00JIEBaHUI NEYEHH HEOOXOOUMO TPOBOIUTH PETYISPHBIHI
KOHTPOJIb ()EPMEHTOB CHIBOPOTKU KPOBH.

[lpn neyeHMM TpPaKTUYECKW BCEMU AaHTHOAKTEPHAJIbHBIMU CPEACTBAaMH, B TOM YHCIIE
KJIAPUTPOMHUIIMTHOM, OTIMCAHBI CIIy4au MCEBIOMEMOPAHO3HOTO KOJINTA, TSHKECTh KOTOPOTO MOXKET
BapbUPOBATHCS OT JIETKOM 110 yrpoxkamoomed ku3Hu. [Ipu JedeHHMH NpPaKTHYECKH BCEMHU
aHTHOAKTepUATbHBIMA TpenapataMd, B TOM YHCJIE KIAPUTPOMHLHOM, OIMCAHBI CITydau
Clostridioides difficile-acconuMpoBaHHON TUapeu, TSHKECTh KOTOPOH MOXKET BapbUpPOBAaThCS OT
JIETKOM JMaped /0 YIPOXKAIOWIEro XH3HH KOJIUTAa. AHTHOAKTepHaJbHBbIE INpernaparbl MOTYT
U3MEHHUTh HOPMAaJIbHYI0 MHUKPOQIIOpY KHIIEYHHMKA, 4TO MOXeT npuBecTH k pocty C. difficile.
IIceBnomemOpano3ublii koaut, BbI3BaHHBIA C. difficile, HeoOX0mMUMO TMOIO3pEBaTh y BCeEX
MAIMEeHTOB, y KOTOPBIX MOCIE MPUMEHEHUS aHTHOAKTepHAIbHBIX CPEACTB Pa3BWIIACH JHApEs.
[locne mpoBexeHusi Kypca aHTHOMOTHKOTEpANMU HEOOXOAMMO TIIATEIEHOE MEIUIIMHCKOEe
HaOrofieHre 3a marueHToM. ONHMCHIBAIIMCH CIy4YaW Pa3BUTHUS INICEBIOMEMOpPAHO3HOTO KOJIHMTA
CIYCTsI 2 Mecslia IIocye MprueMa aHTUOMOTHKOB.

[Ipn neuenun MakpoiugamMu, BKIIOYas KIAPUTPOMUIIMH, HAOIIONAI0Ch YAJIMHEHUE CEepACYHOU
penonsipuzanui M uHTepBasia QT, BBI3bIBas pPUCK pPa3BUTUA CEPIACYHON AapUTMUU U
JKETYIOYKOBON TaXWUKapJUu THUIMA «UPYIT» (cM. pasaen 4.8.). Tak kak CIeayrolmue CUTyaluH
MOTYT TPHUBECTU K YBEJIMYEHUIO PHUCKA PA3BUTHUSA JKEIYJOYKOBBIX apUTMHI (B TOM 4YHCIIE
KEITYJOYKOBOM TaXWKapAuW TUMA «IUPYIT»), TO KIAPUTPOMHUIMH HE JIOJIKEH MPUMEHSTHCS Y
CIIEYIOIINUX KaTeTOPHil MalueHTOB:

e y MAIMEHTOB C TUNOKanueMuen (cM. pazuen 4.3.);
e Y MAIMEeHTOB C TUNIOMarHueMueit (cm. pazzaen 4.3.);

e y TAIMEeHTOB, OJHOBPEMEHHO TMOMYYAIOUIUX KIAPUTPOMHUIUH C aCTEeMH30JIOM,
U3aMPUIOM, TUMO3UIOM U TeppeHaanuHoM (cM. pazaen 4.3.);

e y MAalMEHTOB C BPOXKICHHBIM WUJIM MPHOOPETEHHBIM 3apPETUCTPUPOBAHHBIM YITMHEHUEM
uaTepBaita QT win HaTuIreM JKeITyJJOYKOBOM apUTMUHN B aHaMHe3e (cM. pazaen 4.3.).

KiaputpoMu1IMH J0OKEH IPUMEHATBHCS C OCTOPOKHOCTBIO Y CIEAYIOLINX KaTETOpUi MallMeHTOB:

e vy mnanueHtoB ¢ MBC, T1sxkenoll cepaeyHOl HENOCTAaTOYHOCTHIO, HapyLIEHUSMU
MPOBOIMMOCTH HJIM KJIMHHYECKH 3HAYUMOW OpauKapIuei;

e Yy TAIMEHTOB, OJHOBPEMEHHO MNPUHHUMAIONIMX JAPYTHe JEKAPCTBEHHBIC Mperaparsl,
CBsi3aHHBIE ¢ yaunHeHueM uatepBana QT (cm. pasgen 4.5.).

Hepegl Ha3SHAaYCHUEM KIIApUTPOMHUIIMHA BCEM IMAallUCHTaAM, MPUHHUMAIOIUM THAPOKCUXJIOPOXHH
WIM XJIOPOXHH, TIIATEILHO B3BECHTE COOTHOIICHWE TIONB3bI W PHUCKA HW3-32 IMOTCHIUAIHHO
MTOBBIIMIICHHOTO PHCKA CEPJICUHO-COCYIUCTHIX COOBITHI M CePICIHO-COCYTUCTON CMEPTHOCTH (CM.
paznmen 4.5.).

B xone »nuneMuonornyeckux UCCIeOBaHMIA 0 U3YYCHHUIO PUCKA HEOIAronpusaTHBIX CEPASUHO-
COCYIUCTBIX HCXOIOB TMpPH MPUMEHEHUH MAaKPOIHUIOB OBLTHM TMONYYeHbl HEOJHO3HAYHBIC
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pesynsTaThl. B HEKOTOpHIX  HaGmIOaTeyibHBIX [He&rtdronatrtak =/ 1pEi C T?c'%éﬁ&ﬁneH

KPaTKOBPEMEHHBIM PHUCK pPa3BUTHUA ApUTMUHU, MH(PApKTa MHOKApIa U CMEPTH OT CEpIEYHO-
COCYAMCTBIX 3a00JIeBaHuUi, CBSA3aHHBIN ¢ MPUMEHEHUEM MaKpOJIHUI0B, BKIIOYask KJIApUTPOMHUIIUH.
[Ipy Ha3HaYeHUM KIAPUTPOMMIIMHA CIEAYET COOTHOCUTH IPEAIOIAaraéMyro I0Jb3y OT IIpUeMa
rpenapara ¢ JaHHBIMU PUCKaMU.

Bo3MOXXHO pa3BUTHE TEPEKPECTHOW PE3UCTEHTHOCTH K KIAPUTPOMULMHY W JPYTHM
AHTUOMOTHKAM TPyIIIbl MAKPOJIUIOB, a TAKKE TUHKOMHUIIMHY U KIMHIAMULTHY.

VYuuTeiBas pacTyLIyl0 PE3UCTEHTHOCTb Streptococcus pneumoniae K MaKpOIHIaM, Ba)KHO
IPOBOANUTH TECTUPOBAHME UYYBCTBUTEIBHOCTH NPU HA3HAYEHUH KIAPUTPOMHIIMHA IMalUEHTaM
¢ BHEOOJIbHUYHOM mHeBMOHUEH. Ilpum rocnuTanbHOW NMHEBMOHMHU KIAPUTPOMHUIIMH CIIEAyeT
OPUMEHSTH B KOMOMHAIIMH C COOTBETCTBYIOIIMMHU aHTUOMOTHKAMHU.

Nupeknum KoKW M MSITKHX TKaHEH JIETKOH W CpelHeHd TSDKeCTH Yalle BCEro BBI3BAHBI
Staphylococcus aureus wn Streptococcus pyogenes. Ilpu 3Tom 00a BO30OyaHWTENsT MOTYT OBITH
YCTOHYHMBBI K MakpoiuaaM. [103ToMy Ba)KHO IPOBOIUTE TECT HA YYBCTBUTEIHHOCTb.

Maxkponuabpl MOKHO MPUMEHSATH MPpU UHQEKUUAX, BeI3BaHHBIX Corynebacterium minutissimum,
3a005I€BaHUSAX YTPHU BYJIbrapHbIE U pOXKa, a TaKkKe B TE€X CUTyalMsIX, KOTAA HENb3sl IPUMEHATh
MIEHULIWJLIVH.

B ciyuae nosiBieHus: OCTpBIX peaklMii TUIIEPUyBCTBUTENBHOCTH, TAKUX KaK aHa(UIaKTHYeCKas
peakuus, TSDKENble KOKHbBIE JIEKAPCTBEHHbBIE PEaKLMU (HAIpUMEp, OCTPhIM I'eHepaln30BaHHBIN
9K3aHTEMAaTO3HBIM TycTyne3), cuHapoM CTuBeHca-/[>KOHCOHA, TOKCHMYECKHW HSMHIepMaTbHBIN
HEKPOJIM3 M JIEKapCTBEHHAsl ChIlb C 303MHOGMWINEH U cuctemMHoi cumnromarukoi (DRESS-
CHUH/IpPOM) HEOOXOOUMO cpa3zy K€ MpPeKpaTUTh MpUeM KIAPUTPOMHMIIMHA M  HA4aTh
COOTBETCTBYIOILYIO TEpPAMHIO.

B cimywae coBMecTHOro mpuMeHeHHss ¢ BapdapuHOM WM  JPYTHMMH  HENPSIMBIMH
AQHTUKOATYIIIHTAMA  HEOOXOAMMO  KOHTPOJHMPOBATH  MEXKIYHAPOIHOE  HOPMaJIHU30BaHHOE
otHomenue (MHO) u nmporpomOuHOBOE Bpems (cM. paznen 4.5.).

Crnemyer coOmrogaTh OCTOPOKHOCTH MPH OJHOBPEMEHHOM TNPUMEHEHUHM KIAPUTPOMHUIIMHA
C NEpopaJIbHBIMHU AHTHUKOATr'yJISITHTaMUn mpsaMoro ﬂeﬁCTBHH, TaKUMHN KaK )Ia6I/IFanaH,
puBapokcabaH, anmukcabaH u 300KkcabaH, OCOOEHHO y MAIMEHTOB C BHICOKUM PUCKOM Pa3BUTHS
KpoBoTeueHus (cM. pazzaen 4.5.).

4.5. B3auMmopeiicTBHe ¢ JAPYIrHMH JIEKAPDCTBEHHBIMM IIpenaparaMd W JApyrue BH/bI
B3aMMOJeliCTBHSA

HDOTI/IBOHOKaBaHHBIC I(OM6I/IHaI_II/II/I

HpI/IMeHeHI/Ie CICAyromux IpenaparoB COBMECTHO C KIAPUTPOMHUIIMHOM IIPOTHBOIIOKA3aHO
B CBA3U C BO3BMOXXHOCTBIO Pa3BUTUA CCPHE3HBIX HEKEIATCIIbHBIX peaKHI/If/'I.

Luzanpuo, numosuo, mepghenaoun u acmemu3on

[Ipu coBMecTHOM MpueMe KIAPUTPOMHIIMHA C LU3ANPUIOM, MUMO3HUIOM, TePPEHATUHOM WIIH
aCTEMHU30JIOM COOOIIAJIOCh O TOBBIIIEHUH KOHIEHTPALMHU IOCIEIHUX B IUIa3ME€ KPOBHU, UTO
MOYKET NMPUBECTU K yanuHeHHto uMHTepBaia QT M MOABIEHMIO CEpACUHBIX apUTMUM, BKIHOUas
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KEIYJOYKOBYIO TaXHKApAHI0, (HGUOPUILISIINIO enynoqﬂ&':ﬂ:%g%g@ig%'%ﬁgaﬁﬁ%%nna

«mupy31» (cM. pa3znen 4.3.).
Ankanouowvt cnopviHvu

[TocTperucTpalliOHHbIE HCCICIOBAHHMS IMOKA3bIBAIOT, YTO MPU COBMECTHOM IPUMEHEHHUH
KJIAPUTPOMHUIIMHA C SPTOTAMUHOM HJIM JTUTHAPOIPTOTAMHHOM BO3MOXKHBI Ciieayroue 3hdekTsr,
CBSI3aHHBIC C OCTPBIM OTpPABJICHHEM IIpernapataMy TPYIIbl SPrOTAMHHOB: COCYIUCTBINA CIIa3M,
UIIEMHsT KOHEYHOCTEH W Jpyrux TKaHEH, BKIJIOYAs [EHTPAIbHYIO HEPBHYIO CHCTEMY.
OIHOBPEMEHHBIN MPHUEM KIAPUTPOMHUIIMHA C aJKAJIOHIAMHU CIOPBIHBM IMPOTHUBOIOKA3aH (CM.
pasnen 4.3.).

Muoaszonam 0ns nepopanbHo2o npumeHeHUs.

[Ipu coBMECTHOM NMPUMEHEHUH MHJIa30JlaMa B KiIapuTpomuiinaa B opme Tadmerok (500 mr nBa
paza B JIeHb) OTMEYajoCh YyBEJIMYEHHE IUIOM@AAM 1o (PapMaKOKMHETUYECKOW KPHUBOM
«xoHneHTpauuss — Bpems» (AUC) mupazonama B 7 pa3 moclie MepopalbHOrO IpueMa.
OpnHOBpeMEHHBIN MpUEM KIApUTPOMHULIMHA C MHJA30JIaMOM JUJIsl TMEepOpPajbHOrO MPUMEHEHUs
MIPOTHUBOITOKAa3aH (cM. pasaen 4.3.).

Uneubumopwor I'MI'-KoA-pedykma3zwi (cmamunwi)

OpHOBpeMEHHOE TMPUMEHEHHE KIAPUTPOMHIIMHA C JIOBACTaTUHOM WM CHMBACTaTUHOM
MIPOTUBOIOKAa3aH (CM. pazaen 4.3.) B CBSI3U C T€M, UTO JJaHHbIE CTATHHBI B 3HAUUTEIBHOMN CTETIEHU
MeTtabonmzupytores nzopepmenrom CYP3A4, u coBMeCTHOE MPUMEHEHHE ¢ KIIAPUTPOMHUIIMHOM
MOBBIIIAET MX CHIBOPOTOUHBIE KOHLEHTPAIMU, YTO MPUBOIUT K MOBBILICHUIO PUCKA Pa3BUTHUS
MUOTATUH, BKJIoYas pabaomuonu3. CooOmianock o cioydasx pabroMHonu3a y MalUueHTOB,
NPUHUMABIIUX  KJIAPUTPOMHUIIMH COBMECTHO C JaHHBIMU [pemapatamu. B cioydae
HEOOXOAMMOCTH MPUMEHEHUS KIAPUTPOMUIIMHA CIEAyeT MPEKpPaTUTh MPUEM JIOBACTaTHMHA WIIU
CUMBACTaTHHA HAa BPEeMsI TEpAIHU.

KnaputpoMuninH ciieayeT NPUMEHATh C OCTOPOXKHOCTHIO IMPH KOMOMHHPOBAHHOW TEparuu
C IpyTMMHU CTaTMHaMu. B ciydae HEOOXOJMMOCTH COBMECTHOTO MpUEMa PEKOMEHIYETCsI
IMPUHUMATb HAMMCHBIIYIO O3y CTATUHA. PeKOMeHI{yeTCH MMPUMCHATH CTAaTUHBI, HC 3aBUCAIINE OT
Metabomuzma u3zodepmenta CYP3A (mampumep, ¢uyBacratun). CriemyeT KOHTPOIHPOBATH
Pa3sBUTHUC MIPU3HAKOB U CUMIITOMOB MUOIIaTUH.

Jlomumanuo

OIIHOBpeMeHHOC MNPUMCHCHUC KIIAPpUTPOMUILIMHA C JIOMUTAIIUAOM IMPOTUBOIIOKA3aH H3-3a pHUCKaA
CYILIECTBEHHOTO MOBBIIICHUSI aKTUBHOCTH TPaHCAMHUHA3 B IJIa3Me KPoBH (CM. pazaen 4.3.).

[IpoTHBONIOKa3aHO MPHMEHEHHE KIAPUTPOMHIIMHA BMECTE C THKarpeiopoM, WBaOpaJuHOM H
paHoJIa3uHOM, KOTOphIe MeTabonmu3upyrorcs npeumyiiectBeHHO CYP3A4 (cm. pasznen 4.3).

Bausinue APYTHUX JCKAPCTBCHHBIX ITPCIIAPAaTOB HA KIAPUTPOMUIINH

[Ipenaparsl, spnstomuecs wHAyKTopamu u3zodpepmenta CYP3A (Hanpumep, pudammnuiux,
(denuronH, kapbamasenuH, GenodapOuTa, 3BepoO0il MPOIBIPSBICHHBIN), MOTYT HHIYLIUPOBATh
MeTa0OIM3M KIApUTPOMHULIMHA. DTO MOXKET MPUBECTH K CyOTepanmeBTUYECKON KOHIEHTpAIHU
KJIQPUTPOMHIIMHA, YTO MPUBOIUT K CHIDKEHHIO ero 3ddexruBHOCTH. Kpome Toro, HeoOXoanmo
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MOXET TOBBICUThCSI M3-3a uHruOupoBanusi uzopepmenta CYP3A xnapurpomunmaom. Ilpu
COBMECTHOM NpHUMeHeHHH pupadyTHHa U KIAPUTPOMHIMHA HAOMIOAANOCh TOBBIIICHHUE
IUIa3MEHHON  KOHLEHTparuu pupadyThHa W CHIDKEHHE CBHIBOPOTOYHON KOHIEHTpAIUU
KJIAPUTPOMMIIMHA C TIOBBIIIEHHBIM PUCKOM Pa3BUTHS YBEUTA.

Crnenyromue mpenaparbl 00JaaloT OKa3aHHBIM WM TPEANOJIaraéMbiM BIMSHHEM Ha
KOHIOCHTpAOUIO KIAapUTPOMHUIIMHA B INNIa3M€ KPOBHU, B CIy4Ya€ HX COBMCCTHOI'O NPHUMCHCHHA
C KIIApUTPOMUIITUHOM MOXKET HOTpe6OBaTI)C$I KOPPEKUUA A03 WM NEPEXOI Ha AJIBTCPHATHUBHOC
JICYCHHE.

Dgpasupens, nesupanum, puchamnuyun, pugpadbymun u pugpanenmun

Cunbnbie uHAykTOpHl cucteMbl CYP, Takme kak 5(haBuUpeH3, HEBUpPANUH, pH()AMITUINH,
pudaldyTuH 1 pudarneHTHH MOTYT YCKOPSITh METa0OIM3M KIAPUTPOMHIIMHA M, TAKUM 00pa3oM,
MNOHWKaTh KOHIIEHTPALMIO KJIApUTPOMHUIMHA B IJJa3M€ KPOBM W BMECTE C TEM IIOBBIIIATH
KOHLIeHTpauuio 14-ruapokcukiapurpomunnta (14-OH-kinaputpomMuniia) — MeTaboInTa, TaKxKe
SBJISIOLIETOCS MUKPOOHOJIOTHYECKH aKTUBHBIM. [l0CKOIBKY MHKPOOHOIOrHYecKas aKTUBHOCTh
kjaputpoMuinHa U 14-OH-kiapuTpoMHIIMHA OTIMYAETCS B OTHOUIEHUM Pa3jIMYHbIX OaKTepuid,
TepaneBTUYECKU 3(PPEKT MOKET CHUKATHCSA MPU COBMECTHOM NPUMEHEHUM KIAPUTPOMUIMHA
U UHIYKTOPOB ()EPMEHTOB.

Ompasupun

KonueHTpamus kiapuTpoMHULIMHA CHUXKAETCS MIPU UCIOIb30BAaHUM 3TPABUPHHA, HO MOBBIILIAETCS
KOHLIEHTpalusi  akTuBHoro wmetabonura 14-OH-xnaputpomunmna. Ilockonsky — 14-OH-
KJIAPUTPOMULIMH 00JaaeT HU3KOM aKTUBHOCTBHIO MO OTHOIEHHI0 K MAC-uH(peKusam, MOXeET
MEHSATHCS 00Iasi aKTUBHOCTh B OTHOILIEHWHU 3TUX BO30yauTenei, moaromy ans jedenus MAC
CJIeIyeT paccMaTpHUBaTh albTEPHATUBHOE JICUCHHUE.

@nykonason

CoBmecTHBIi TpreM (irykoHazona B 1o3e 200 Mr exXeTHEBHO U KJIapuTpoMHIKHA B 03¢ 500 mr
JBa paza B JieHb y 21 310poBOTO JOOPOBOJBIIA MPUBEIO K YBEIUYEHHUIO CPEIHErO 3HAUYCHUS
MUHUMAJIbHOW paBHOBECHOW KOHIEHTpamuu KiapuTpoMuiimHa (Cpin) Y TUIOHIAAM  TIOJ
(hapMaKOKMHETUYECKON KPUBOW «TutazmeHHas koHreHTpamus — Bpemsi» (AUC) va 33 % u 18 %
COOTBETCTBEHHO. IIpM ATOM COBMECTHBIM MpUEM 3HAYUTEIbHO HE BIMSUI HA CPEIHIOIO
PaBHOBECHYIO KOHIIEHTpAlUio akTUBHOro metabonurta 14-OH-xnmaputpomununa. Koppekuus
J103bI KJIAPUTPOMHULIMHA B CIIy4ae COMyTCTBYIOIIEro npruemMa ¢uiyKoHaszoa He TpeOyeTcs.

Pumonasup

DapMaKOKMHETUYECKOE HCCIIEI0OBAaHUE MOKAa3ajJ10, YTO COBMECTHBIN MPUEM PUTOHABUpPA B J103€
200 Mr kaxJple BOCEMb HacoB M KiapuTpoMulvHa B 03¢ 500 mr kaxzable 12 yacoB mpuBeln
K 3AMETHOMY IMOJAaBJICHHUIO MeTaldonu3Ma KiapurpoMmuuuHa. Ilpu coBmecTHOM mpueme
pUTOHABHpa MakcuUMasbHas Iuia3MeHHass KOHUEHTpauUsl (Cmax) KJIAPUTPOMHULIMHA YBEIMYMIACH
Ha 31 %, Cmin yBemmumiach Ha 182 % m AUC yBemmuwiace Ha 77 %. bbuto ormedeHo
MPaKTUYECKU TIONHOE TofaBieHue oOpaszoBanus 14-OH-knmaputpomunvna. brmaromaps
HIMPOKOMY  TEpaneBTUUECKOMY JMala3oHy KIApUTPOMUIIMHA YMEHBIIEHHE €ro  J03bl
y TAIMEHTOB C HOPMaJbHOW Mo4YedyHOM (yHKIMEH He TpeOyercs. Y TaIlMeHTOB C TMOYCYHOM
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KK 30-60 mu/MuH 103a KIapUTPOMUIIMHA AOJDKHA ObITh yMeHbleHa Ha 50 %; npu KK menee
30 Ma/MUH J103a KJIApUTPOMUIIMHA JO0JDKHA OBITH yMeHbIeHa Ha 75 %. B nozax Gonee 1 r/cyr
KJIAPUTPOMHULIMH HE CIEAYET IPUMEHATH B COUETAHUU C PUTOHABUPOM.

CXopiHbIe KOPPEKIHMH /103 JOJDKHBI PacCMaTpUBAaThbCA y MAIMEHTOB CO CHIKEHHOM (yHKuMen
[OYEK, €CIHM PUTOHABUP MCIOJIb3YyeTCs KakK (hapMAKOKHHETUUYECKUN «YCWIMTENbY) TpHU
MPUMEHEHUH JPYTUX HWHTUOUTOPOB IMpoTea3bl BUpyca HUMMyHoaeduiura ueioBeka (BUY),
BKJIOYAsl ara3aHaBUP M CakKBUHAaBHpP (CM. NYHKT «/IByHampaBiieHHOe B3aMMOJEHCTBHE
JIEKapCTBY ).

Buusaue KJIapuUTPOMHIMHA Ha APYTUC JICKAPCTBCHHBIC MMPCIIapaThl

Anmuapummuueckue cpeocmea (XUHUOUH U OUSONUPAMUO)

Bo3MO0OXHO BO3HUKHOBEHUE X(CHYHOHKOBOﬁ TaxXuKapayuu TUIla <«IIHPYIT» IpUu COBMCCTHOM
IMPUMCHCHUU KIIAPpUTPOMHUIHHA U XUHHUAWHA WX OU3O0IIHpaMHaA. HpI/I OAHOBPEMCHHOM IIPUCMEC
KiIapyuTpoMulliHa C OSTHMHU IpeliaparaMu CJICAYCT PCEryjasapHO MPOBOAUTH KOHTPOJIb
QJICKTPOKApAUOTpaMMbl Ha HOpPCIMET YIJIMHCHUA  HUHTCPBAJla QT, a TakKKke CJIICAYCT
KOHTPOJIMPOBATH CBIBOPOTOYHBIC KOHICHTPALUU 3TUX IIPCIIapaTOB.

[Ipu mocTperucTpamoOHHOM PUMEHEHUHU COO0INAIOCh O CIydasx Pa3BUTHUS TUIIOTITMKEMHUH TIPU
COBMECTHOM IIpUEME KJIApUTPOMUIIMHA U Au3onupamuaa. HeoOXoauMo KOHTPOIUPOBATH
KOHIICHTPAIIMIO TJIIOKO3bI B KPOBU TIPH OJHOBPEMEHHOM TNPUMEHEHHH KJIAPUTPOMUIIMHA
U IU30TTUPAMHJIA.

Ilepopanvhvle eunocnukemuueckue cpeocmea/uHcyuH

[Ipn coBMECTHOM NMPUMEHEHUH KIAPUTPOMUIIMHA U NIEPOPAJIBHBIX THIIONIMKEMUYECKUX CPENICTB
(HampuMep, TPOW3BOIHBIE CYAb(QOHWIMOYEBUHBI) W/HIM HWHCYIMHA MOXET HaOmonarbes
BbIpaXXEHHAsI TUNorukemMus. OZHOBPEMEHHOE NPHUMEHEHUE KIAPUTPOMUIMHA C HEKOTOPBIMU
TUINOIIMKEMUYECKUMH  IIpernapaTaMu  (HalmpuMep, HaTeNIMHUJA, NHOIIMTAa30H, pEernarIuHK
¥ DOCHIINTAa30H)  MOXET  TNpUBeCTH K  HHruOupoBanmio  m3zodepmenta  CYP3A
KJIQPUTPOMULIMHOM, B PE3YJIbTaT€ YEro MOXKET pPa3BUThCSA TUIONIMKeMHUs. Pexomenayercs
TIIATEIbHBIA KOHTPOJIb KOHIIEHTPALIUU TJIFOKO3bI.

Bzaumooeticmeus, ooycnosnennvie uzsopepmenmom CYP3A

CoBMECTHBIN TpUeM KJIApUTPOMHUIIMHA, KOTOPBIA, KaK H3BECTHO, MHTHOUpPYET H30(EepMEHT
CYP3A, u npenaparoB, mepBuuHO MeTabonmusupytomuxcs uzopepmentom CYP3A, moxer
aCCOLIMMPOBATHCS C B3aUMHBIM IOBBILIEHUEM WX KOHILIEHTpALUil, YTO MOXKET YCWJIHTb WU
NPOUIUTh KaK TepareBTUUeckne 3PQeKTh, TaK U HeXenaTelbHble peakuuu. Kiapurpomunux
CJIEyeT € OCTOPOXKHOCTBIO NMPUMEHATh NAlMEHTaM, MOJyYarollUM Ipenaparsl, SBISIOLIUECS
cyoctparamu  m3odepmenta CYP3A, ocobeHHO ecnu d3TH Tpenaparbl HMEKT  y3KHU
TEpaneBTUYECKUI JIMarna3oH (marpumep, KapOaMasenuH), 17078111 MHTEHCHBHO
MeTaboMM3UpyOTCs 3TUM (QepMeHTOM. B ciyyae HeEoOXOIMMOCTH [OJKHA IPOBOAUTHCS
KOPPEKIUs J03bl Tpernapara, HOPUHUMAEMOI0 BMECTE C KJIapUTpOMHUIMHOM. Takxke, MO
BO3MOKHOCTH, JOJKEH MPOBOAUTHCS MOHUTOPUHI CHIBOPOTOUHBIX KOHIEHTpPALUW Mpenaparos,
nepBuUYHO MeTabonusupyromuxcs nzopepmentom CYP3A.
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(MOCNEOOBATENEHOCTE 0004)

Kopmuxocmepouowi

Cnenyer coOmromarh OCTOPOKHOCTH TPH OJHOBPEMEHHOM TNPUMEHEHHH KIAPUTPOMHIIMHA C
CUCTCMHBIMU n HUHTraJIIM1OHHBIMHU KOPTUKOCTECpOHUAaMH, KOTOpPBIC NpEeuMYyIICCTBCHHO
MeTtabonmm3upyrorcss uzopepmentoM CYP3A, u3-3a BO3MOKHOCTH YBEIUYCHHUS CHUCTEMHOU
OKCIIO3UIIMU KOPTHUKOCTPECPOUI0B. HpI/I OJHOBPEMCHHOM NPHMCHCHUHN CJIICAYCT TIIATCIBHO
HaOIomaTh 3a MAUUMeHTaMU Ha TPEAMET CHCTEMHBIX  HeXellaTelbHbIX  3((deKToB
KOPTHUKOCTEPOHIOB.

Metaboau3M cleayomuX OpenapaToB/KJIacCOB OCYIIECTBISIETCS TeM e H30(epMEHTOM
CYP3A, uro u Meraboiu3M KJIApUTPOMHUIMHA, HAMPUMEp, alIpo3ojiaM, KapOamasemnuH,
IIJIOCTA30]1, IMKJIOCHOPHUH, JU30MHUPaMUJ, METHJIIPEAHU30JIOH, MHJIA30jaM, OMEIpasoll,
nepopasbHble aHTUKOATYIISHTHI (HarmpuMmep, BaphapuH, puBapokcadaH, anukcaOaH), aTUITUYHBIE
AHTUIICUXOTHYECKHUE CpEeACTBa (HampuMep, KBETHANMH), XUHUIAUH, pudaldyTHH, cuigeHau,
TAaKpOJIMMYC, TpHa3oiaM U BUHOMacTHH. Takke Kk aronuctam msopepmenta CYP3A otHocsTCS
CJIEAYIOIIHE npemnaparsl, MPOTHUBONIOKA3aHHBIE K COBMECTHOMY NPUMEHEHHUIO
C KJIApUTPOMUIIMHOM: aCTEMHU30JI, IM3aNpu], TUMO3U, TepdeHa nH, JOBACTaTUH, CUMBACTATHH
U aNKaJIouabl cnopeiHbu (cM. pasnen 4.3.). K mpemaparam, B3auMOJCHCTBYIONIUM TOAOOHBIM
oOpa3zoMm uepe3 npyrue u3opepMeHThl B pamkax cuctembl CYP, orHocsaTcs (eHuTouH,
TEO(UIUTMH U BAIBIIPOEBasi KUCIIOTA.

Henpﬂsze anmuKoacyisiHnsl

IIpu coBmecTHOM TmpueMe BapdapuHa W KJIAPUTPOMUIIMHA BO3MOXKHO KPOBOTEYEHHE,
BeIpakeHHOe yBenuuenne MHO u mporpomOuHOBOrO BpeMeHH. B ciaydae cOBMECTHOTO
OpUMEHEeHUsT ¢ BappapuHOM WIM JPYTMMH HENPSAMBIMH AHTHKOATyISIHTaMH HE0O0XO0IUMO
xkoHTponupoBarb MHO u nporpomMOrHOBOE BpeMsi.

Ilepopanvuvie anmukoazynisiHmuvl NPAMO20 OeLicmeus

[lepopanbHble aHTUKOATYASHTBHI MPSIMOTO JCHCTBHSI JaburarpaH U JIoKcabaH SBISIOTCS
cyoctparoM st admrokcHoro 6enka-nepeHocurnka P-rmukonporenna (P-gp). PuBapokcaban u
annkcaban metabomm3upyroTrcs ¢ ydactueM wu3opepmenta CYP3A4 wu Takxke SBISIOTCSA
cyoctparamu juist P-gp.

Crnemyer coOmrogaTh OCTOPOXKHOCTH IPH OJHOBPEMEHHOM TNPUMEHEHUH KIAPUTPOMHUIIMHA
C JaHHBIMHU IIperiaparaMu, 0COOEHHO Y HNaoueHTOB C BBICOKHMM PUCKOM KPOBOTCUCHUA (CM.
paznen 4.4.).

Omenpa3zon

Knaputpomunna (mo 500 Mr kaxkiable 8 YacoB) HCCIENOBAJCA Yy 3I0POBBIX B3POCIHBIX
n00poBOJIbIIEB B KoMOWHanmu ¢ omernpaszonom (mo 40 mr exenHeBHo). llpu coBmecTHOM
NPUMEHEHUH KIAPUTPOMHUIIMHA M OMENpa3ojia PaBHOBECHBIC IUIA3MEHHBIE KOHIEHTPAIHU
omenpaszona Obut  yBenmu4yeHBl (Cmax, TIIOMmANe 107 (apMaKOKMHETHYECKOW KpPUBOU
«KOHIIEHTpalLUs- BpeMs» OT HadaibHOro MomeHta BpemeHH 10 24 u [AUCo24] u mepuon
nonyBbiBefeHust [T12] yBemmumnuck Ha 30 %, 89 % u 34 % coorBercTBeHHO). CpenHee
3HaueHne pH xenyaka B TedeHwe 24 4acoB COCTaBWIO 5,2 NpuU OpUEME OMempasona B
OTAETBHOCTH U 5,7 MIpH MpHEMe OMeTpa3ojia COBMECTHO C KIAPUTPOMHUITTHOM.
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Cunoenagpun, maoanagun u eapoenagun (MOCNEOOBATENEHOCTE 0004)

Kaxnpiii w3 3tux wHruOutopoB Qochomudcrepassl MeTabONMM3UpyeTCs, MO KpaiHed wmepe,
gactnyHo ¢ ydactueM m3odpepmenta CYP3A. B To ke Bpems mzodpepment CYP3A moxer
MHTUOMPOBATHCS B IPUCYTCTBUU KiapuTpoMulinHa. COBMECTHOE MPUMEHEHUE KIapUTPOMHULIMHA
¢ cuigeHapwioMm, TaganaduioM WIM BapACHAQWIOM MOXKET MPUBECTH K YBEIMUYEHUIO
WHTHOMpPYIOIIEro BO3ACHCTBUS Ha ¢ochoamdcrepady. [lpu mpumeHeHMH HTHX MpenaparoB
COBMECTHO C KJIApPUTPOMHUIIMHOM CJIEIYEeT pPACCMOTPETh BO3MOXKHOCTH YMEHBIIECHHS 03Bl
cuneHaduia, Tananaduia u BapacHaduia.

Teogpunnun, xapbamazenum

[Ipu coBMeCTHOM MPUMEHEHUH KIAPUTPOMHIIMHA ¥ TeOPHIUIMHA WM KapOama3ernrnHa BO3MOKHO
MOBBILICHUE KOHIEHTPALUU JAHHBIX IIPENapaToOB B CACTEMHOM KPOBOTOKE.

Tornmepooun

[TepBuuHbIl MeTabOIM3M TONTEPOANHA OCYIIECTBIsAeTCS Yepes 2D6 m3odopmy rutoxpoma P450
(CYP2D6). Onnako B 4YacTH MOMYJSIMU, JUIIeHHONH wu3opepmenta CYP2D6, merabonusm
npoucxomut yepes nzopepment CYP3A. B 370ii rpynne HaceneHus mojaBieHHE W30(pepMEHTa
CYP3A npuBOIUT K 3HAUUTENILHO OOJIee BHICOKMM KOHLIEHTPAIMSM TOJITEPOAMHA B CHIBOPOTKE.
B momynsuum ¢ Hu3KMM ypoBHeM Merabommsma uepe3 wuzodpepment CYP2D6 wmoxer
noTpeOOBaThCSI CHMKEHHE O3Bl TOJITEPOJWHA B NPUCYTCTBHH HHTHOMTOPOB H30(EepMEHTa
CYP3A, Takux Kaxk KJIapUTPOMULIMH.

benzoouazenunvl (nanpumep, arnpazonam, Muoa3onam, mpuasonam)

[Ipu coBMecTHOM NpUMEHEHHMH MHJa3ojlamMa M TabiaeTok KiaapurpomuiuHa (500 Mr nBa pasa
B JIeHb) oTMeuanoch yBennuenne AUC mupazonama B 2,7 pasza 1nociie BHyTPUBEHHOTO BBEICHUS
munazonama. Ecim BMecte ¢ KIAQpUTPOMHMIMHOM MpPUMEHSETCS BHYTPHUBEHHas ¢opma
Myja3ojama, CJieIyeT TIIATEIbHO KOHTPOJIMPOBATh COCTOSHUE MALMEHTa A BO3MOXHOMU
KOPPEKIUH J103bI.

BBenenue yiekapcTBEHHOTO Tpernapara 4epe3 CIU3UCTYI0 000JI0UKY MOJIOCTH PTa, KOTOPOE JaeT
BO3MO)KHOCTh OOOWTH MPECUCTEMHYIO AIMMHUHAIIMIO JIGKAPCTBEHHOTO TIpernapara, CKopee BCero,
NPUBEIET K B3aMMOJICHCTBHIO aHAJOTHYHOMY TOMY, KOTOpOE HAOIONACTCs TP BHYTPHUBEHHOM
BBEJICHUU MHJIa30J1aMa, a He TP IepOPaTLHOM MpPHEME.

Takue e Mepbl NPEeIOCTOPOXKHOCTH CIEAyeT NPUMEHATh W K JAPYTHMM O€H30/1Ma3eruHaM,
KoTOopbie MeTabomu3upyrorcs nzopepmentom CYP3A, Bkitodas Tpuazonam u anmpasonam. Jlis
OeH30/IMa3eNMHOB, BBIBEJCHUE KOTOPBIX HE 3aBUCUT oT u3odpepmenta CYP3A (remazemam,
HUTpa3enaM, JiopaszernaM), MaJIOBEpPOSTHO  KIMHUYECKM  3HAUMMOE€  B3aMMOJEHUCTBHE
C KJIapUTPOMULITHOM.

[Ipr coBMECTHOM NPUMEHEHHM KIApUTPOMMLMHA MU TpUaszojamMa BO3MOXHO BO3JeHcTBUE Ha
HeHTpasibHy10 HepBHYI0 cucteMy (IIHC), Hanpumep COHIMBOCTH U CIyTAHHOCTh CO3HaHUs. B
CBSI3U C ATHM, B CIy4ae COBMECTHOIO NPHMEHEHHs, PEKOMEHAYETCs CIEAMTh 32 CUMITOMAMHU
Hapywenus [{THC.
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B3aumonelcTBys ¢ IpyruMu TIpenaparaMu (MOCNEOOBATENEHOCTE 0004)

Konxuyun

Konxunun siBnsiercst cyocrparom kak mzopepmenta CYP3A, tak u Genka-nepeHocunka P-gp.
W3BecTHO, YTO KIAPUTPOMULIMH U JPyTHUE MAKpPOJIUIbl ABISIOTCS UHIMOUTOpaMu M30(hepMeHTa
CYP3A u P-gp. IIpu coBMecTHOM npreMe KIapUTPOMUIIMHA U KOJIXUIIMHA HHTHOUpoBanue P-gp
u/umn  m3odepmertra CYP3A MoOXeT TpHBECTH K YCHUJIICHUIO JICHCTBUS KOJIXUIIMHA.
3aperucTpupoBaHbl MOCTPETUCTPALIMOHHBIE COOOIEHUSI O CIy4yasX OTPaBICHUS KOIXUIIMHOM
OpU €ro OJHOBPEMEHHOM INpHeMe C KIAPUTPOMHUIIMHOM, Yalle y TMOXHUIIBIX MalUeHTOB.
Hekoropble 13 onmMcaHHBIX CIy4YaeB MPOUCXOAWIN C MalMEHTaMH, CTPAJAIONIMMU TMOYEYHOU
HEIOCTAaTOYHOCTHIO. Kak coo0I11anocs, HEKOTOPbIE ClIy4an 3aKaHUYMBAJIUCh JIETATbHBIM UCXOAOM.

OnHOBpEMEHHOE NMPUMEHEHHME KIAPUTPOMUIIMHA M KOJIXUIMHA MPOTHBOIIOKA3aHO (CM. pasfel
4.3.).

JHueoxcun

[Ipennonaraercs, 4To IUTOKCHH siBJsieTca cyOcTpatom P-gp. M3BecTHO, YTO KIapUTPOMHUIIMH
uHruoupyet P-gp. [Ipu coBMeCTHOM npueme KIapuTpPOMUILIMHA M AUTOKCMHA MHTHOUpoBaHue P-
gp  KIApUTPOMMIMHOM  MOXKET  IIPUBECTM K  YCWICHMIO  JCUCTBUA  JUIOKCHHA.
ITocTperucTpaliuOHHbIE HUCCIENOBAaHUSA IIOKAa3aJld, YTO COBMECTHBIM IIPUEM JUIOKCHHA H
KJIADUTPOMHULIMHA TAaKKE MOXKET IMPUBECTU K IOBBIIMICHHUIO CHIBOPOTOYHOW KOHLEHTpaALUU
JUTOKCHHA. Y HEKOTOPBIX MAalMEHTOB OTMEUYAIUCh KIMHUYECKUE CHMIITOMBI OTPAaBIICHHUS
JUTOKCHHOM, BKJIIOYas IIOTEHLUMAJIBHO JIETAJIbHbIE apuTMuu. [Ipm coBMecTHOM mnpueme
KJIADUTPOMHULIMHA U JUTOKCUHA CIEAYET TIATENbHO KOHTPOJIUPOBATh KOHIIEHTPALIMIO JUTOKCHHA
B CBIBOPOTKE KPOBHU.

3uoo08youn

OnHOBpEeMEHHBIM HpUeM TaOJETOK KJIAPUTPOMHUIIMHA M 3UAOBYIMHA NEPOPATBHO B3POCIBIMU
BUY-uHQUIMPOBaHHBIMU  TMAIMEHTAMH MOXKET TPUBECTH K CHIDKEHHIO PaBHOBECHOM
KOHLICHTPALMY 3UJOBYINHA.

[TockonbKy KIApUTPOMHUIIMH BIMSET Ha BCACHIBAHWE 3UIOBYJIMHA MPU TMEPOPAITHHOM TMpUEME,
B3aUMOJICHCTBHSI MOXKHO B 3HAUUTEIBHOW CTENCHU W30€XKaTh, MPUHUMAS KIAPUTPOMUIIMH U
3UIOBYJIMH C HHTEPBAJIOM B 4 yaca.

[Tono6Horo B3aumoneiicTBus He HaOmomanu y BUY-unduuupoBaHHBIX aeTel, MPUHUMABIINX
JETCKYIO CYCIIEH3MIO KJIAPUTPOMHULIMHA C 3UJOBYAMHOM WM IHUJE30KCUMHO3UHOM. IIOCKONIBKY
KJIADUTPOMUILIMH MOXKET IPENATCTBOBATH BCACBIBAHMIO 3UAOBYJUHA IIPU UX OJHOBPEMEHHOM
npueMe BHYTPb Y B3pPOCIBIX MAIMEHTOB, MOAOOHOE B3aMMOJEHCTBHE BPSI JIM BOSMOXKHO TpPHU
UCIIOJIb30BAHUU KJIAPUTPOMULIMHA BHYTPUBEHHO.

Denumoun u eajbnpoesas Kucioma

HmeroTcst naHHble O B3auMojeicTBusx uHruouropos wusodepmenra CYP3A (Bkmrouas
KJIApUTPOMHULIMH) C IpernapaTraMu, KOTOpble HEe METaOOIM3UPYIOTCS € MOMOIIbI0 H30(epMeHTa
CYP3A (¢henutonHOM M BalbnpoeBOW KHUCIOTOH). /I JaHHBIX MpenaparoB, MIPU COBMECTHOM
IPUMEHEHUN C KJIAPUTPOMHUIMHOM, PEKOMEHAYETCS OIpPEACIICHHE WX ChIBOPOTOYHBIX
KOHIICHTPAIINii, TaK KaK UMEIOTCSI COOOIIEHHS 00 MX MOBBIIICHUH.
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JIByHanpaBJICHHOE B3aMMOACHCTBUE JIEKAPCTBCHHBIX Hpé:Hé%:i;T-(l)g"]": BATENBHOCTL 0004)

T uOpoKCcUXI0pOXUH U XTOPOXUH

Jlannpie  HAOMIONEHMM TOKa3ad, YTO COBMECTHOE NPUMEHEHHE Aa3WTPOMHIIMHA C
THIPOKCUXJIOPOXMHOM Y TAIlMeHTOB C PEBMATOMAHBIM apTPUTOM CBS3aHO C MOBBILICHHBIM
PHUCKOM CEpJIeYHO-COCYIUCTBIX COOBITUI U CEPIEUHO-COCYIUCTON cMepTHOCTH. Kitaputpomuiu
CJIeyeT UCIOJIB30BaTh C OCTOPOKHOCTHIO Y MALMEHTOB, MMOJYYaIOIIMX 3TH MIPernaparbl, KOTOphIE,
KaK M3BECTHO, yUIHHAIOT MHTepBad QT, M3-3a BOZMOKHOCTH Pa3BUTHUSl CEPACYHON apUTMUHU U
CEpbE3HBIX HEeXKEIATeIbHBIX CePACYHO-COCYIUCTHIX SIBICHUM.

Amaszanasup

Kaputpomunyia 1 aTazaHaBup SBJISIOTCS Kak cyOcTpaTamMu, Tak U HHTHOUTOpamMu n3odepMeHnTa
CYP3A. CymecTByeT CBUAETEIBCTBO JBYHAIPABICHHOTO B3aUMOJICUCTBUS ATHUX Mpenaparos.
CoBmecTHOE puMeHeHue kinaputpomuninaa (500 mMr nBa pasza B JeHb) U aTazanaBupa (400 mr
OJIMH pa3 B JIeHb) MOXXET MPUBECTH K JBYKPATHOMY YBEIIMUCHUIO BO3JEHCTBUS KIAPUTPOMHUIIMHA
U yMmeHblleHuto BozaehctBus 14-OH-xmaputpomunmna Ha 70 %, ¢ yBenmuuenuem AUC
aTazaHaBupa Ha 28 %. bmarogaps mmpokoMy TepareBTUYECKOMY AHarna3oHy KIapUTPOMHUIIMHA
YMEHBIIIEHUE €ro JI03bl y TMalMeHTOB ¢ HOPMaJbHOW (yHKIHMEH TModeKk He Tpeldyercs.
VY nanueHToB ¢ yMmepeHHoW mouyedHoil HemoctarouHocThio (KK 30-60 wmn/mMuH) moza
KJIApUTPOMHULIMHA JTOJKHA ObITh yMeHblleHa Ha 50 %. YV mamuentoB ¢ KK menee 30 mu/mMun
703y KIAPUTPOMHIIMHA CJIEeIyeT CHU3UTh Ha 75 %, UCMONb3ys Ui 3TOTO COOTBETCTBYIOIIYIO
JeKapcTBeHHYI0 (popmy kiaputpomunmHa. KnapurpomunuH B Ao03ax, npessimarommx 1000 mr
B CYTKH, HEJIb35l IPUMEHATH COBMECTHO C HHTUOMTOPAaMU MIPOTea3s.

E]ZOKCZWlOpbl «MEOTIEHHBIX ) Kanvyuesvlx Kanaioe

[Ipn oqHOBpEMEHHOM MPUMEHEHUH KIAPUTPOMHULIMHA U OJIOKATOPOB «MEJJICHHBIX)» KaJlbLINEBbIX
KaHaJIOB, KOTOpble MeTabonusupytorcs uzodpepmentom CYP3A4 (manmpumep, Bepamammun,
aMJIOIUIIMH, IUIITHA3EeM), CIEAyeT COOIoNaTh OCTOPOKHOCTh, MOCKOJBKY CYIIECTBYET PHCK
BO3HUKHOBEHHUS apTepuUanbHONW THUMOTeH3uu. [lma3sMeHHble KOHILIEHTpAIMH KIAPUTPOMHIIMHA,
Takke, Kak U OJIOKaTOpOB «MEMJICHHBIX» KalbIIMEBBIX KAaHAJIOB, MOTYT IMOBBIIATHCS MpPU
OJTHOBPEMEHHOM TPUMEHEHUH. ApTepHalibHas TUIIOTCH3Us, OpaguapuTMHUS U JIAaKTOAIH]I03
BO3MOXXHBI ITPH OJHOBPEMEHHOM MPUEME KIIAPUTPOMHUIIMHA U BepariaMuia.

HUmpaxonazon

KnapurpoMuniuH ¥ UWTpakoHa307 SBISIOTCS CyOcTpaTaMd M HMHrUOUTOpaMu H30(hepMeHTa
CYP3A, uTto ompexaenseT ABYHANpaBICHHOE B3aUMOJACHCTBHE MpenaparoB. KiapurpoMuiyH
MOYKET MOBBICUTH KOHIIEHTPALIMIO UTPAKOHA30JIa B IJIa3Me, B TO BPEMS KaK UTPAKOHA30J] MOXKET
MOBBICUTh IJIA3MEHHYIO KOHIICHTpPAIMIO KjlapuTpoMuiiuHa. IlanueHToB, OAHOBpPEMEHHO
MPUHUMAIOIUX UTPAKOHA30Jl ¥ KIAPUTPOMHUIINH, CIEAyeT TIIAaTeNbHO 00ClIe]0BaTh Ha HaJIU4ne
CUMITOMOB YCWJICHUS WJIH YBEIMUYEHUS ATUTEIBHOCTH (apMakoiorudeckux 3(p(HEeKToB 3THX
rpenaparos.

Caxksunasup

KnaputpoMuniuH ¥ CakBHHAaBHp SBISIOTCS CyOCTparaMd M WHTUOMUTOpamMH Hu30(hepMeHTa
CYP3A, yto ompenensier AByHANpaBICHHOE B3aUMOJCUCTBUE TMpernapaTtoB. OgHOBpEMEHHOE
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npuMeHeHue kinaputpomuuuHa (500 mMr B3 pasa 'ZQ'I};&;,}]@JEE%J(%QI#A;LQ&T@Q Mddtnx

KeNaTUHOBBIX Karicynax, 1200 mr Tpu pasza B AeHb) y 12 370pOBBIX JOOPOBOJIBLIEB BBI3HIBAIIO
yBenuueHrne AUC u Cpax caxBuHaBupa Ha 177 % u 187 % cOOTBETCTBEHHO, B CPAaBHEHHH C
npuemMoM cakBuHaBUpa B OTAENbHOCTH. 3HaueHHs AUC U Cpax KIApUTPOMHULIMHA ObUIH
npubnusutensHo Ha 40 % BbIlIe, UeM MPU MOHOTEpANUK KiapuTpoMuuuHoM. [Ipu coBmMecTHOM
NPUMEHEHUU 3THX JBYX IpEnaparoB B TEUEHHWE OTPAHUYCHHOTO BPEMEHM B J[03aX/COCTaBax,
yKa3aHHBIX BBIIIE, KOPPEKLHUs N03bI HE TpeOyercsa. Pe3ynbraTsl uccienoBaHus JIEKapCTBEHHBIX
B3aMMOJIEUCTBUI C MCIIOJIb30BAHUEM CAKBHUHABHPA B MATKUX JKEJIATUHOBBIX KallcylaxX MOTYT HE
COOTBETCTBOBaTh d((dekram, HaOMOTAEMBIM TPH TNPUMEHEHHUH CaKBHHABUPAa B TBEPABIX
JKEJIATUHOBBIX Karcynaax. Pe3ynbraTsl HcCCIel0BaHUS JIEKApCTBEHHBIX B3aUMOICHCTBUI mpu
MOHOTEpAIMM CAKBUHABHPOM MOTYT HE COOTBETCTBOBaTh d(p(dekram, HAOIONaeMbIM MpU
Tepanuy CaKBUHAPWHOM/pUTOHABUpPOM. [Ipu mpreMe cakBHHAaBHpa COBMECTHO C PUTOHABUPOM
CJIEyeT YUUTHIBATh OTEHI[MAIbHOE BIUSHUE PUTOHABUPA HA KJIAPUTPOMULIMH.

4.6. DepTUIBHOCTD, 0€PEMEHHOCTD M JIAKTALMSA

bepeMeHHOCTB

be3onacHocTh MNPUMCHCHUA KIIAPUTPOMHUIIMHA BO BPEMSL 6€peMeHHOCTI/I HC YCTAHOBJICHA.

OCHOBBIBasICh Ha pa3IUYHBIX pe3yibTaTaxX, MOJIYYEHHBIX B HCCIEIOBAaHUSIX Ha JKUBOTHBIX, a
TaK)X€ Ha ONbITE NMPUMEHEHMsI y JIIOIEeH, HENb3sl UCKIIOYUTh BO3MOXHOCTH HEOIaronpusiTHOrO
BO3JIEHCTBUST Ha »MOpuoderanbHoe pa3BuTHE. HekoTopwsie HaOmromaTebHBIC HCCIISIOBaHMUS,
olleHMBaroIue Bo3zaelcTBue kinapurpomunuHa B | u Il TpumecTtpax OepeMeHHOCTH, BBISIBHIIN
MOBBIIIEHHBIH ~ PUCK  CaMOINPOU3BOJIBHOIO abopTa 1O CPaBHEHHIO C  OTCYTCTBHUEM
AHTUOMOTHKOTEpAaMM WM TPUMEHEHUEM JpPYTruX aHTUOMOTHUKOB B aHAJOTUYHBIE CPOKHU
O6epemenHocTH. lMeromuecss 3MHIEMUOIOTHYECKHE HCCIENOBAaHUS PHUCKAa  CEPhE3HBIX
BPOX/ICHHBIX MMOPOKOB Pa3BUTHUS NMPHU NPUMEHEHUU MaKpOJIHUIOB, BKIIIOYAsl KIAPUTPOMUIIMH, BO
BpeMsi OEpEeMEHHOCTH IEMOHCTPUPYIOT IPOTUBOPEUNBHIE PE3yIbTaThI.

[IpumeHeHne KiapuTpoMHLMHA IpH OepeMeHHOCTH (0cobeHHO B I TpumecTpe) BO3MOXKHO
TOJBKO B Cllyyae, KOrJa OTCYTCTBYET ajbTE€pHATHBHAs Tepamus, a MOTCHIUAIbHAS IOJb3a IS
MaTepy MPEeBbIACT MOTEHIIMATBHBINA PUCK IS IJI0AA.

JlakTanms

Bbru1o ycTaHOBNIEHO, YTO peOCHOK, HAXOAAIIUICS HA TPYJHOM BCKapMIIMBAHUU, MOXKET MOJYYUTh
okono 1,7 % oT mMarepuHCKOW 03Bl KIAPUTPOMHIIMHA C TOIMPABKOW Ha Maccy Tella MaTepu.
be3omacHoCTh MpUMEHEHHS KIAPUTPOMUIIMHA A JeTeil Ha TPYAHOM BCKApMIIMBAaHUU HE
yctaHoBieHa. [Ipu HeoOXoAMMOCTH TpueMa B MEPHOA TPYAHOTO BCKApMIIMBAHHS KOPMIICHHE
IpyabI0 HEOOXOAUMO MPEKPATHUTh.

DepTHabHOCTD

HCCJ’IG}IOB&HI/IH, IMPOBEACHHBIC HA KPbICAX, ITOKa3aJiu OTCYTCTBUEC BIUAHUA HA (i)epTI/IJ'II)HOCTI).

4.7. BuusiHMe Ha CHOCOOHOCTH YINPABJATH TPAHCHOPTHBIMHM CpeIcTBAaMHM M padorarb
¢ MeXaHM3MaMH

JlaHHbIE OTHOCHTENBHO BIUSHHUS KJIAPUTPOMHUIIMHA Ha CIIOCOOHOCTh K  YIPABICHHIO
aBTOMOOMJIEM W MEXaHM3MaMHU OTCYTCTBYIOT. Cremyer coOmonaTb OCTOPOXKHOCTb MpU
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yIpaBlIeHUH TPAHCHOPTHBIMU CpPEACTBAMHU W Mexa%ﬁ;'ﬁﬁ'ﬁgﬁ;H'E&Eﬁﬂa/;!a';ﬁhym

BO3MOXHOCTb T'OJIOBOKPY’KCHHA, BECPTUTO, CIIYTAHHOCTHU CO3HAHUA U AC30PUCHTALIMH, KOTOPLIC
MOTYT BO3HUKHYTH IIPU IIPUMCHCHHUU NAHHOI'O IIperiapara.

4.8. He:xkennareJibHbIE peaKIuu

TabnuuyHOE pe3roMe HEXKEIATENbHBIX PEAKIIHIT

Knaccudukanus yacToThl pa3BUTHS HEXellaTeNIbHbIX peakuuid BcemupHoil opranuzanuu
3npaBooxpanenus (BO3): ouens yacto (> 1/10), wacto (> 1/100, o < 1/10), meuacto (> 1/1000,
HO < 1/100), peaxo (= 1/10000, HO < 1/1000), ouens peako (< 1/10000), yacTora Hen3BeCTHA (HA
OCHOBaHHHU MMEIOIINXCS JaHHBIX OILIEHUTh HEBO3MOXKHO). [lepeueHp HexenaTeNbHbIX peakiuil ¢
TPyNIHPOBKON MO CUCTEMHO-OPTaHHBIM KJlaccaM M 4acToTe npeactasieH B Tadmune 1.

Tadnnua 1 CBeneHus 0 4acTOTe HesKeIaTeJbHbIX PeaKluii, 3apericCTPUPOBAHHBIX B KIMHHYECKHX
HCCJIEIOBAHUSX KIAPUTPOMHUIIMHA

CucreMHO-OpraHHbII Yacrtora HexenareabHble peakiun
KJjace
Nudexnuu u nHBa3uu Heuacto LIEJUTFOINT!,
KaHIUI03,
racTPOHTEPHUT?,
BTOpUYHBIE  MHpeKuuu® (B TOM  YHCIE
BarvHaJbHBIC)
Yacrora MICEBIOMEMOPAHO3HBIH KOJUT,
HEU3BECTHA poxa
Hapymenust co ctoponst | Hacto CHIITh
WMMYHHOU CHUCTEMBI Heuacro aHa(UIAaKTOMIHAS peaKmus!,

TUTIEPYYBCTBUTEILHOCTb,
JepMartuT OyJUIe3HbI# !,
3y,

KpanMBHHIIA,
MaKyJIomaIyje3Has ChIIb>

Yacrora aHa(uUIaKTHYECKas peaKklus,

HEU3BECTHA AHTMOHEBPOTUYECKHM OTEK,

CEpbE3HbIE KOXKHBIE HE)KEJIaTeJIbHbIE PEAKLIUU
(mampumep, OCTpBIN TeHEPAIN30BaHHBIN
HK3aHTEMAaTO3HbIN MyCTYNE3),

cunapom CrupeHca-/[’KoHCOHa,

TOKCUYECKHUH 3MHIepMaIbHbII HEKPOIU3,
JIEKapCTBEHHAs ChIIb C JO03MHOMUIMEH W
cuctemHoi cumnromarukoii (DRESS-cunapom)

Hapymenuns Heuacro aHOpEKCHS,
MeTaboIM3Ma U TUTAaHHS CHI)KCHHE aIleTUTa
[cuxnueckue Yacro OeccoHHHUIIA
HapyIICHUS Heuacto 0eCITOKOICTBO,

MOBBIIIICHHAS] BO3OYIUMOCTH?
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Yacrora
HEW3BECTHA

Incuxoriecknd pacerpoirersa, - - | = WU

CIIyTaHHOCTb CO3HaHU,
JlenepcoHanu3arys,
Jenpeccus,
JI€30pUECHTALUS,
raJITIOLUHALIH,
HapylIeHUs  CHOBUJCHHM («KoILIMapHbIE»
CHOBM/JICHUS),

napecresus,

MaHUs

Hapymenust co ctoponst
HEPBHOU CUCTEMBI

Yacto

rojioBHas 00Jb,
JINCTEB3HS

Heuacto

HoTeps CO3HaHus !,
JIUCKUHE3Hs !,
rOJIOBOKPYKEHHE,
COHJIMBOCTD,
TpEMOp

YacrtoTa
HEW3BECTHA

CYAOpOTH,

areB3us (MOTepsi BKYCOBBIX OLIYIIICHUN),
napocmus,

aHOCMUS

Hapymenust co cTopoHbl
opraHa ciyxa u

nabupHuHTa

Heuacto

BEPTHUIO,
HapyllIEHUe CiIyXxa,
3BOH B yIIax

Yacrora
HEU3BECTHA

Iy X0Ta

Hapymiennst co cTopoHbl
cepaua

Heuacto

OCTaHOBKa cep/ua’,

GubpuIsAIMs peacepanii’,

YIJIMHEHUE WHTEpBajia QT Ha
3JIEKTPOKApIHOTpaMMe,

OKCTPACHCTOJHS ',

OIIyIIEHHE CePAIeOnEHNS

YacTtoTa
HEW3BECTHA

KENyJOYKOBas TaxUKapJusi, B TOM YHUCJIE THIIA
«IHAPYITY,
GUOPUILIALINS KETyTOYKOB

Hapymenust co cTopoHbl
COCYZIOB

Yacto

Bazoauaranus!

Yacrora
HEU3BECTHA

KPOBOTCUCHHUC

Hapymienust co cTopoHbl
JIBIXaTE€JIbHOW  CHCTEMBI,
OpPraHoOB I'PYHON KJIETKH
U CPENOCTEHUS

Heuacto

actMmal,
HOCOBOE KPOBOTEYEHHE?,
TPOMOO03MOOJIHS JIETOUHO# apTepun!

KenynouHo-KuIlIE€UHbIE
HapyLIeHUs

Yacto

uapes,
pBOTa,

JUCIICIICHUA,
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o OCTEOOBATENEHOCTE 0004]

00JIb B 00J1aCTH KUBOTA

Heuacro a30¢arur!,

racTpossodarcanbHas pedIrokcHast 00JIe3Hb?,
racTpuT,

IPOKTAIIT U,

CTOMATHT,

[JIOCCHT,

B3/yTHE )KUBOTA,

3amnop,

CYXOCTh BO PTY,

OTpPBDKKa,

METEOPH3M,

X0JIecTas,

rematuT B T.Y.  XOJECTAaTHMYCCKHH WM
rernaTone LIS pHBIIN

Yacrora OCTpBIil MaHKpPEaTHT,

HEU3BECTHA M3MEHEHHE IIBEeTa sI3bIKa U 3y00B,
MEeYeHOYHasi HeJJOCTATOYHOCTb,
XOJIeCTaTHUeCKas KeaTyxa

Hapymenus co cropons! | Hacrto MHTEHCUBHOE OTOOTAEICHUE
KOXKM M  TOAKOXKHBIX | YacTora aKHe
TKaHEu HEU3BECTHA
Hapymenust co croponsl | Hewacro MBIIIEYHBIN CIIa3m>,
MBIIICYHOM, CKEJIETHOU U KOCTHO-MBIIIIEYHAS] CKOBAHHOCTB !,
COECIMHUTENIBHON TKaHH MHAJITUS?
Yacrora pabmoMuonms?”,
HEU3BECTHA MHONIATHUS
Hapymenust co ctopons! | Hactora MoYeYHasi HeI0CTATOUYHOCTb,
MOYEK U | HEU3BECTHA MHTEPCTUIIUATBHBIN HEPPUT
MOUEBBIBOISIIINX MyTEH
OOmme Hapymenuss u | OdeHb 4acTo ¢beduT B MecTe MHBEKINH!
peaxkuuu B Mmecre | Yacro 00JIb B MECTE UHBEKIHMH ',
BBEJICHUS BOCIAJIEHHE B MECTE HHBEKIIHH!
Heuacto HeJOMOranue?,
TUTIEPTEPMUS®,
acTeHusl,

00JIb B TPYIHO#M KiIeTKe?,
03HO0%,
YTOMJISIEMOCTh

JlaGopaTtopHsbie u | Yacto OTKJIOHCHHE B IEYEHOYHOM TIpoOe

WHCTPYMEHTAJIbHBIE Heuacto HOBBIIICHHE KOHIICHTPAIIUK KpeaTHHUHA ',
JTaHHBIE TMOBBIIICHHE KOHIICHTPAIUA MOYEBHHbI!,
W3MEHEHHUE OTHOLIEHHs aJIbOyMHH/TII00YITHH !,
JICHKOTICHMS,
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hemporl i IENOBATENBHOC T 0004]

303uHOGHUIHS?,

TPOMOOITUTEMHUST,

MOBBIIIIEHUE aKTUBHOCTH
ananuHamuHoTpancdepassl (AJIT),
acmapraramuHoTpancdepassl (ACT),
rammarnyramuitpanchepasst ([TT)4,
1IeI04HOM (pocdaraspl, TaKTaTIETHAPOreHa3hI

(J1Ary!
Yacrora arpaHyJIoOLUTO3,
HEN3BECTHA TPOMOOLIUTOTICHHUS,

YBCIIMUCHUC 3HAYCHU MCXKIAYHapPOIHOI'O
HOpMann3oBaHHoOTro oTHOomeHus (MHO),
VIUTMHEHHE TIPOTPOMOMHOBOTO BPEMEHH,
WU3MEHCHHUE 1IBETa MOYH,

TIOBBIIIICHHUE KOHIIEHTPAIIH OounpyOrHa
B KPOBH

* — B HEKOTOPBIX COOOLICHUSIX O pabIoOMHONIN3e KIAPUTPOMHULMH MPHUHUMAICS COBMECTHO C APYTHMH
JIEKApCTBEHHBIMU CPEICTBAMHU, C IPUEMOM KOTOPHIX, KaK M3BECTHO, CBSI3aHO pa3BUTHE pabmoMuoiu3a (CTaTHHBI,
(buOpaThl, KOJXUIMH WIK aJUIONYPUHON); | — COOOIIEHUs O JAHHBIX HEKENATENbHBIX PEaKIUAX ObLIM I10TyYeHbI
TOJNBKO MPU NPMMEHEHMH mnpenapara Kianuza, nmuoduimMsar sl OPUIOTOBJIEHUS pacTBopa i uHdyswii; 2 —
COOOIIIeHNS O TaHHBIX HEXKeNaTeIbHbIX PeaKLUUAX OBUIM MOTYUYEHBI TOIBKO NMpH puMeHeHnH npenapata Kinamun CP,

3 — CcOOOILIEHUS O JAHHBIX

TaOJNETKH C MPOJIOHTMPOBAHHBIM BBICBOOOXKIEHHEM, MOKPHITHIE TUIEHOUHON O0O0JI0YKOH;
HE)KeJaTeNbHbIX pPeakiusax ObLIM IOJy4eHbl TOJNBKO INpH NpUMEHEeHHH mpenapara Kianun, rpaHyinsl s
NPUTOTOBIICHUSI CYCIIEH3MM JUIs TpHeMa BHYTPb; 4 — COOOLIGHUs] O JaHHBIX HEXKENATeNbHBIX PEaKUHUiX ObUIN

MOJTy4YeHbI TOJILKO MPH IPUMEHEeHnH npenapara Kiauuna, TabiaeTku, NOKPHIThIE INIEHOYHOH 000I0YKO.

IIpoune 0coObIE OMYIISIIIAT

HauueHmbl ¢ no0AasieHHbIM UMMYHUMEMOM

Y mnanMeHToB ¢ CHHAPOMOM TpuoOpereHHoro wummyHoxeduuurta (CIIUJ]) w apyrumwu
UMMYHOIC(HUIIUTAMH, MMOIYYAIONIMX KIAPUTPOMHUIIMH B OOjee BBICOKHMX J03aX B TEUYCHHUE
JUTUTEIILHOTO BPEMEHHU JUIs JICUCHHSI MUKOOAKTEpHUaIbHBIX MH(EKINH, YaCTO TPYIHO OTIMYHUTH
HeesaresnbHbie 3(QeKThl mpenapara oT cuMNToMoB BUY-uH(pEKINU WM COMyTCTBYOIIETO
3a001eBaHus.

Haunbonee yacteiMu HexenaTeIbHBIMU SABJICHUSMU Y HAllMEHTOB, IPUHUMABLINX CYTOUYHYIO 103y
KJIapUTpoMHIIMHA, paBHyt0 1000 Mr, OplIH: TOLIHOTA, pBOTA, U3BpAllEHUE BKyca, 00k B 001acTu
JKUBOTA, JUapesi, Chblllb, METEOPU3M, TOJIOBHAsl 0OJb, 3amop, HapylIEHWE CIIyXa, MOBBIIICHUE
aktuBHOCTH ACT u AJIT B kpoBu. Taxke OTMEUANUCh Clydyad HEKEIATEIbHBIX SBICHHUM C
HU3KOH 4acTOTOM BOZHUKHOBEHUS, TAKME KaK OJIbIIIKA, OECCOHHUIIA U CYXOCTh BO PTY.

VY nanuMeHToB ¢ MOAABICHHBIM UMMYHHMTETOM HPOBOAMIM OLEHKY J1a0OpaTOpHBIX MOKazaTesnei,
aHaJIM3UPYs UX 3HAYUTEIbHbIE OTKJIOHEHUS OT HOPMBI (pe3Koe MOBBIIIEHHE WK CHUXeHue). Ha
OCHOBaHMU HAHHOTO KpuTepus y 2-3 % ManueHToB, MOJIYYaBIIMX KIAPUTPOMHIMH B 103€
1000 Mr exenHEeBHO, OBUIO 3aperMCTPUPOBAHO 3HAYUTEIbHOE MOBBIMICHHE akTUBHOCTH ACT
u AJIT B KpoBH, a TaK)K€ CHHIKECHUE YUCIIA JICHKOLIUTOB U TPOMOOIMTOB. Y HEOOJIBIIOTO YUCIIA
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MOYCBHUHBI.

Coo0111eHrEe 0 HOJI03PEBACMBIX HEXKEIATCIbHBIX PEAKINAX

Baxxno cooOmare 0 MOA03pEBAaEMBIX HEXKEJIaTeIbHBIX PpEaKIMSIX I0Cle PEeTUCTpaluu
JIEKapCTBEHHOTO Tpemnapara C LeJbl0 00ecredeHts] HelPepbIBHOTO MOHUTOPUHTA COOTHOILIECHUS
«T0Nb3a — PUCK» JIEKAPCTBEHHOTO IMpernapara. MeauIMHCKUM pabOTHHKaM pPEKOMEHIYyeTcs
coo0IIaTh O JIOOBIX IMOJ03PEBAEMBIX HEXENaTeNIbHBIX PEaKIUsAX JEKapCTBEHHOIO IMpemnapara
yepe3 HallMOHAIbHBIE CUCTEMbI COOOIEHUSI O HEXKENATeIbHBIX PEaKIHIX TOCYIapCTB — YJICHOB
EBpasuiickoro 5KoHOMUYECKOTrO CO03a.

Poccuiickas @eoepayusi:

Anpec: 109012, r. Mocksa, CnaBsiHCKasl Tu1o1aip, 1. 4, crp. 1

denepanbHas ciryx0a 1o Haa30py B cdepe 3apaBooxpaneHus (Poc3npaBHanzop)
Tenedon: +7 800 550-99-03

DnexTpoHHas nmoura: pharm@roszdravnadzor.gov.ru

https://roszdravnadzor.gov.ru

4.9. [lepeno3upoBka
CuMIITOMBI

Het coobmiennii o ciaydasx nepero3sUpOBKU NMPH BHYTPUBEHHOM BBEICHHM KIApUTPOMULIMHA.
Tem He MeHee, OTUeTHl YKa3bIBAIOT Ha TO, YTO MpHEM OOJBINON A03bI KIAPUTPOMHIIMHA BHYTPb
MOKET BbI3BaThb CUMIITOMBI HAPYLIEHUHI CO CTOPOHBI JKEIyA0YHO-KUILIEYHOTO TPAKTa.

Y oaHoro mnamnueHTa C OUIOJSPHBIM pAcCTPOMCTBOM B aHamHe3e TIocie MmpuemMa & T
KJIAPUTPOMMIIMHA OMMCAHbl U3MEHEHHS ICUXUYECKOTO COCTOSIHMSI, TapaHOU1aJIbHOE TIOBECHHE,
TUTMOKAJTUEMUS U TUTIOKCEMHUS.

Jleuenne

B cnyuae mepemo3upoBKH clienyeT MPEeKpaTHTh NMPUMEHEHHE B/B KIAPUTPOMHUIIMHA W HadaTh
IIPOBOAUTH COOTBETCTBYIOIIYI0 CHUMIITOMAaTHYECKYIO Tepanuio. I eMoauanu3 u NepuTOHEAIbHbBIN
JUaau3 HE OKa3blBAIOT CYIIECTBEHHOIO BIMSHUSA HAa KOHILEHTPALMIO KIAPUTPOMHIIMHA
B CBIBOPOTKE, YTO XapaKTEPHO U UL APYTHX IIPENapaTroB I'PYIIbl MAKPOIUIOB.

5. PAPMAKOJIOTTYECKHUE CBOVCTBA

5.1. ®apmakonMHaMH4YeCKHe CBOCTBA

d)apMaKOTepaneBTquCKa;I rpymnma: aHTI/I6aKTepI/IaHBHLIe cpeacrtBa CHUCTEMHOI'O HeﬁCTBHH;
MakKpOJIuJbl, TUHKO3aMHU bl U CTPCITOIPAMUHBI; MAKPOJIU/BI.

Kox ATX: JO1FAO09.
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MexaHu3sM JieiicTeus 1 hapmakoguHaMuyeckue bhdhexrs OCNEAOBATENBEHOCTL 0004)

KJIapI/ITpOMI/II_II/IH ABIACTCA NOJTYyCUHTCTUUCCKUM aHTI/I6I/IOTI/IKOM TpyHIibl MaKpOJIUI0B
¥ OKa3blBaeT aHTHOAKTepUaJbHOE JeiicTBHe, B3aumMonmeucTBys ¢ S0S  pubocomanbHOU
CyObeIMHUIICH U TTOJABIISAA CUHTE3 Oeslka OaKTepHid, UyBCTBUTEIBHBIX K HEMY.

KiaputpoMuniiH IpoA€MOHCTPUPOBAT BBICOKYKO AaKTUBHOCTb i1 Vifro B OTHOIICHHH KakK
CTaHJAPTHBIX JIA0OPATOPHBIX IMITAMMOB OaKTEPHil, TaK M BBIJCICHHBIX Yy MMAllUCHTOB B XOJIE
KJIMHUYECKON MpakTUKH. [IposBiiseT BBICOKYIO aKTUBHOCTh B OTHOIIEHWHW MHOTHX a’pOOHBIX U
aHa’POOHBIX T'PAMIIOIOKUTEIBHBIX U TPAMOTPHUIIATEIHHBIX MHUKPOOPTraHW3MOB. MHUHHMAaJIbHBIC
nonapisitomue KoHneHtpauuu (MIIK) kimaputpoMunimaa s OONBIIMHCTBA BO30OyaHUTENSH
mensbIe, yem MIIK sputpomuiinna B cpennem Ha onHo logs pa3BeneHue.

KnapurpomunivH in vitro BEICOKOAKTHBEH B OTHOIICHUH Legionella pneumophila, Mycoplasma
pneumoniae. OKa3pIBaeT OAKTEPUIMIHOE JIeicTBUE B oTHOWIeHUU Helicobacter pylori, nanHas
AKTUBHOCTH KJIAPUTPOMHUIIMHA BBIIIC TP HEHTpanmbHOM pH, ueM mpu KucIoM.

Kpome Toro, naHHble in vitro W in vivo yKa3bIBalOT HAa TO, YTO KJIAPUTPOMMIIMH JICHCTBYET HA
KJIMHUYECKU 3HAYUMBbIe BUJIbI MUKOOakTepuil. Enterobacteriaceae u Pseudomonas spp., Tak xe
KaK U JIpyrue He (pepMeHTHPYOIINE JaKTO3y IpaMOTpUaTeNbHbIe OaKTepPHH, HE YYBCTBUTEIbHBI
K KJIApUTPOMULMHY.

AKTHUBHOCTH KJIapUTPOMUIIMHA B OTHOIICHHUUN OOJBIIMHCTBA IITAMMOB MNEPCUYNCIICHHBIX HHWXKC
MHUKPOOPTaHU3MOB JIOKa3aHa Kak in Vitro, Tak U B KIMHUYECKON NpPaKTUKEe MpU 3a00JTEeBaHUSX,
NEePEYNCIICHHBIX B pasneie 4.1.

AspobHule epamnonodxcumenbHvle MUKPOOP2AHUMbL:
e Staphylococcus aureus
e Streptococcus pneumoniae
e Streptococcus pyogenes
e Listeria monocytogenes
AspobHble epamompuyamenbHble MUKPOOP2SAHUIMBL:
e Haemophilus influenzae (H. influenzae)
e Haemophilus parainfluenzae
e Moraxella catarrhalis
e Neisseria gonorrhoeae
e Legionella pneumophila
/pyaue muxkpoopeanusmol:
e Mpycoplasma pneumoniae
e Chlamydia pneumoniae (TWAR)

Mukobaxmepuu:
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(MOCNEOOBATENEHOCTE 0004)

e Mycobacterium leprae

e Mpycobacterium kansasii
e Mycobacterium chelonae
e Mycobacterium fortuitum

e Mpycobacterium avium complex (MAC) — komruiekc, BKIodaronuii Mycobacterium
avium n Mycobacterium intracellulare

HpOIIy'KI_II/ISI OeTa-TakTaMas3bl HE OKa3bIBAET BIUSHUA HA aKTUBHOCTh KJIapUTPOMHUIIMHA.

BonbImMHCTBO MTAaMMOB CTa(QHIOKOKKOB, PE3UCTEHTHBIX K METULMUIMHY ¥ OKCallWLIHHY,
00J1aat0T YCTOWYMBOCTBIO M K KIIAPUTPOMHILIMHY.

Helicobacter pylori

UYysctButenbHoCTh Helicobacter pylori (H. Pylori) K KIapUTPOMHULMHY U3y4allach HA M30JIATax
H. pylori, Beinenennbix ot 104 manueHToB, A0 Hayaja Tepamuu mnpernaparoM. Y 4 mManueHTOB
ObUIM BBIJENICHBl PE3UCTEHTHbIE K KIAPUTPOMMLUHY IUTaMMbl H. pylori, y 2 — mTaMMsl ¢
YMEPEHHOH pEe3UCTEHTHOCThIO, Yy OCTalbHBIX 98 manueHToB u3onATel H. pylori Oblan
YyBCTBUTEIbHBI K KJIAPUTPOMUIIUHY.

KnaputpoMuniiH Oka3pIBaeT NEWCTBHE in Vitro W B OTHOIICHHH OOJIBIIMHCTBA INTAMMOB
CIIENYIONX MHUKPOOPTaHW3MOB (OAHAKO O€30MacHOCTh M A(PPEKTHBHOCTh HCIIOIH30BAHUS
KJIapUTPOMHIIMHA B  KIMHUYECKOM  MPAKTUKE  HE  MOATBEPXKACHA  KIMHUYECKUMH
HCCIIEIOBAaHUSIMU, U IPAKTUYECKOE 3HAYEHUE OCTAETCS HESICHBIM):

AspobHble epamnonodxicumenbHvle MUKPOOPSAHUIMbL:
e Streptococcus agalactiae
e Streptococci (rpymmsl C, F, G)
e Viridans group streptococci
AspobHule cpamompuyamenbHble MUKPOOPSAHUMBL.
e Bordetella pertussis
e Pasteurella multocida
AHaspobnvie cpamnonodxcumensHvlie MUKPOOP2AHUIMBL:
e Clostridium perfringens
e Peptococcus niger
e Propionibacterium acnes
AHaspobuvie epamompuyamenvHvlie MUKPOOPLAHUSMBL:
e Bacteroides melaninogenicus

Cnupoxemui:
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(MOCNEODBATENBEHOCTE 0004)

e Borrelia burgdorferi

e Treponema pallidum
Kamnunobaxmepuu:
e Campylobacter jejuni

OcCHOBHBIM  MeTa0OJIUTOM  KJIAPUTPOMHULIMHA B  OpPraHu3Me€  4eJoBeKa  sBIsAETCS
MHUKPOOHMOIOTHYECKH aKTHBHBIM Metabonut 14-OH-knapurpomunus. Mukpooduomornueckas
aKTUBHOCTh META0oJIMTa Takas >ke, KaKk y HCXOIHOTO BelecTBa, WiuM B |-2 pasa ciabee
B OTHOIICHUU OOJNBIIMHCTBA MHKpOOpranusmoB. Vckmouenue cocrasuser H. influenzae,
B OTHOIICHUU KOTOPOH 3(PPEKTUBHOCTH MeTabOIUTa B JBa pa3a Bbime. MIcXxomHoe BEmECTBO U
€r0 OCHOBHOM MeTaOONUT OKAa3bIBAIOT JINOO aJINTUBHBIN, JIMOO CHHEPrHYeCKUd HPPeKT B
otHoIeHuu H. influenzae B ycnoBUsIX in Vitro M in vivo B 3aBUCUMOCTHU OT ITaMMa OaKTepHil.

Tecm na uyecmeunielibHoCcnlb

KonmuecTBeHHbIE METOABI, TPEOYIOIIME M3MEPEHHsI TUaMeTpa 30HbI MOAABICHUS POCTa, JArOT
HanboJiee TOYHbIE OLIEHKU YyBCTBHTEIBHOCTH OAKTEpHil K aHTUMUKPOOHBIM mpenaparam. OmHa
U3 PEKOMEHJYEMbIX METOIUK JJIsi ONPEIENIEHUs YYBCTBUTEIBHOCTH HCHOJIb3YET JUCKH,
UMIIPETHUPOBaHHbIE 15 MKr KiaputpoMuinuHa (nucko-nauddysnonHsii metox Kupou-bayspa);
IpU MHTEPIpPETALUU TecTa AUAMETPhl 30H IMOJABICHMUS POCTa KOPPEIMPYIOT CO 3HAUYECHUSMU
MIIK knaputpomununa. 3nauenus MIIK onpenensiorcst MeTonoM pa3BefieHus B OyJlIbOHE WM B
arape. [Ipu McnoNb30BaHUM ATHX METOAMK OTYET U3 J1a0OpaTOPUH O TOM, YTO HITAMM SBISETCS
«UyBCTBUTENIbHBIMY», yKa3blBa€T HAa TO, YTO BO30yAWUTENb HH(EKLIUHU, BEPOSTHO, OTBETUT Ha
neueHue. OTBET «PE3UCTEHTHBIN) YKa3bIBa€T Ha TO, YTO BO30YIUTENb, BOZMOYKHO, HE OTBETHUT Ha
neyeHue. OTBET «IIPOMEKYTOUHAsh YYBCTBUTEIBHOCTB» MPEANONaraeT, YTo TeparneBTUYeCKUn
addext mnpemapara MOXKET OBITh HEOAHO3HAYEH WJIM MHKPOOPTAHM3M MOXKET OKa3aThCs
YyBCTBUTEIbHBIM IIPH HCIOJIB30BaHUM 00Jiee BBICOKMX /03 Ipenapara (IIpOMeKyTOUHast
YyBCTBUTEJIBHOCTb TAK)KE Ha3bIBAETCSI KYMEPEHHON UyBCTBUTEIBHOCTBIO).

5.2. ®DapMakoOKHMHeTHYECKHE CBOIICTBA

Pacopenenenue, OnorpancopManus ¥ DIMMIHALIUS

300possie 006posoIbLYLL

B KIMHWUYECKOM HCCIEOBaHUM C Yy4YacTHEM 3J0pPOBBIX JTOOPOBOJIBIEB KIAPUTPOMHUIIUMH
NPUMEHSIICS BHYyTPUBEHHO OAHOKPATHO B 03ax 75, 125, 250 u 500 mr B o6seme 100 mut B Buze
uHOy3uu B TeueHue 30 muH, a Takxke B go3ax 500, 750 miau 1000 mr B o6veme 250 mi1 B TeueHue
6omee yem 60 MHH. Cpax KIQPUTPOMHIIMHA COCTaBWIM OT 5,16 Mkr/mi no 9,40 MKr/mu mocie
uHOy3un 500 mr u 1000 mMr knapurpomuniHa B TeueHue 60 MUH cOOTBETCTBEHHO. Crax 14-OH-
kjnaputpoMunmHa cocrasuina 0,66 mkr/mn nocne uHoys3un 500 mr u 1,06 Mxr/mu mocine
BBeaeHus 1000 Mr knaputpomunmHa B TeueHue 60 MuH.

B paBHOBECHOM COCTOSHUM TepMUHaNIbHBINA nepuon nonysbiBeneHus (T12) Ki1apuTpoMuiHa
3aBUCHUT OT J103bl Ipemnapara u coctasisier oT 3,8 4 a0 4,5 4 npu BBeneHuu 103 ot 500 Mr 1o
1000 mr B Teuenne 60 MuH cooTBeTcTBEHHO. T1/2 14-OH-K1apuTpoMunHa npoieMoOHCTPUPOBa
710303aBUCUMOE YBEJMUYEHHE MpU Ipueme Oojiee BBICOKMX 03 M COCTaBWI 7,3 dYaca mocie
BBegeHus 500 mr u 9,3 yaca nocine BBeaeHus 10361 1000 mr B Teuenue 60 MUHYT.
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CpenHee 3HaYeHWE IUIOLIAAU TOJ KpPUBOMU <<K0HueHTﬂﬂi;f5;—;M§>E‘“(g%H&gp-l;li‘ﬁbix'&ﬁIiHHa

MIPOIEMOHCTPUPOBAJIO HEIMHEHHOE [0303aBUCHMMOE YyBenuyeHue ¢ 22,29 y*Mkr/miu mnocie
BBeieHus 10361 500 mr g0 53,26 y*mkr/mu nocne BBeneHus n03bl 1000 mr. Cpeanee 3HaueHue
AUC 14-OH-kmapuTpoMHuIIHA COCTaBUIO OT 8,16 u*Mkr/mi 1o 14,76 a*Mkr/min npu BBeAeHUU
TEX ke 103 B TeueHue 60 MUH.

B 7-nHEeBHOM KIMHWYECKOM HCCJICIOBAHWW  KIAPUTPOMUIIMH BBOJWIM  BHYTPHUBEHHO
MHOTOKpaTHO B J03ax 125 u 250 mr B o6beme 100 M B Teuenue 6onee 30 muH, u B 103ax 500
n 750 mr B oobeme 250 mn B Teuenue Oosee 60 MuH uepe3 kaxzable 12 yacoB. B stom
uccienoBaHuy 3HaueHue Cmax B PAaBHOBECHOM COCTOSHUM YBEJIMYUBAIOCH OT 5,5 MKI/MII B /103€
500 mr o 8,6 mkr/mi nipu go3e 750 mr. B paBHOBecHOM cocTosiHuM T1/2 KIIAPUTPOMHUIIMHA TTOCTIe
uHpy3un B TeueHue Oosiee 60 muH B go3ax 500 mr m 750 mr cocraBun 5,3 4 m 4,8 4
cOOTBETCTBEHHO. Crax 14-OH-Kk1apuTpoMuIliHa B paBHOBECHOM COCTOSIHUM TIOCIIE BBEJCHHUS 103
500 mr u 750 mr yBenwuwmiachk ¢ 1,02 mxr/mu go 1,37 mxr/mia coorBerctBeHHO. Tin 14-OH-
KJIApUTPOMHULIMHA Yy rpymi, KoTopeiM BBoawud 500 mr wim 750 mr, cocraBun 7,9 4 u 5,4 4
cootBeTcTBeHHO. PapmakokuHeTuka 14-OH-knapurpomMunmya He 3aBUCENa OT J03bl.

CDapMaKOKuHemuKa Yy nayuennmoe ¢ Muk06a7<mepuaﬂbe1Mu MHd)eKL;M}ZMM

B mnactosimee BpeMs HeT OO0OOIIEHHBIX JAaHHBIX [0 BHYTPUBEHHOMY TNPUMEHEHHIO (B/B)
KJIIAPUTPOMUIIMHA TPU MHKOOAKTepUANbHBIX HHOEKUUAX y B3pocibix mnanueHToB ¢ BUU-
uHbekuuen, nmeroTcs papMakOKMHETUYECKHE TaHHbIE TIPUMEHEHUS TaObeTOK KJIapUTPOMHULIMHA
npu 3Tux uWHpeknuax. PaBHOBecHas KOHIGHTpamus kiapuTpomunumHa u  14-OH-
KJIAPUTPOMHUILIMHA TIOCNIE TpueMa B3pocibiMu nanueHtamu ¢ BUY-undexiueit oObIYHBIX 103
KJIApUTPOMHULIMHA ObUIa CXOJHOW C TAaKOBOHM y 3A0poBbIX Jrofed. OgHako mpu MPUMEHEHUU
KJIApUTPOMHULIMHA B Ooyiee BBICOKMX J03aX, KOTOpble MOTYT MOTpeOOBaTbcs As JICUEHUs
MUKOOAKTEepPHAIbHBIX UHPEKINUN, KOHIEHTPAllUsd aHTUOUOTHKA MOXKET 3HAUUTEIHHO MPEBHIIIATh
OOBIUHBIE.

[Ipu mpumenenun mnpenapara B 0Ooiee BBICOKHX J03aX OTMeUaloch ymaauHenue T1/2 1o
CPaBHEHHIO C TAKOBBIM Y 3/I0POBBIX JIIOACH, MOTYYaBIIUX KIAPUTPOMHUIIMH B OOBIYHBIX J03aX.
VYBenmuueHne KOHIEHTPAlMM B IUla3Me W 0Ooiee JIUTEIbHBIN TMEepUo]| IONYBBIBEACHUS TIPH
Ha3HAaUeHUHM KIAPUTPOMHIIMHA B 0ojee BBICOKMX J03aX COIIACYHOTCA C M3BECTHOM
HEJIMHEMHOCTHIO (DapMaKOKUHETUKH Ipernapara.

6. PAPMAIIEBTUYECKHE CBOMCTBA

6.1. [lepeyenb BcnoMorareibHbIX BelECTB

JlakTOOMOHOBAs KHCIIOTA

Harpus runpoxcun

6.2. HecoBMecTHUMOCTD

JlaHHbIN JeKapCTBEHHBIN IpernapaT He CcleAyeT CMEeUIMBaTh C JPYTMMHU JIEKAPCTBEHHBIMU
npenaparaMmi, 3a UCKIIOUEHUEM YIIOMSHYTHIX B pa3zaene 6.6.
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6.3. Cpox rogHocTH (CpOK XpaHeHHsl) (MOCTEAQBATENBHOCTE 0004)

HeBckpoIThlit priakoH
3 rona.

1IpuUroToBICHHLIN PACTBOD

Ilocne soccmanosnenus

BoccTaHoB/IeHHBII PacTBOP NMpenapara peKOMeHIyeTcsl HCIOJIb30BaTh HEMeIJIeHHO MmocJjie
€ro MPUTOTOBJIEHUS.

[Tocne passenenus

[Tocne pa3BeneHus TMONYYEHHBIM pacTBOp sl WHQY3UHA PEKOMEHIYETCS HCIOJIb30BaTh
HEMEJUJIEHHO TI0CJIE €r0 NMPUTOTOBICHUs. ECIM pacTBOp HE HCIONB3YyeTCs cpasy, pEKOMEHAYETCs
coxpaHsTh ero He Oosiee 24 4 mpu temneparype ot 2 °C mo 8 °C B acenTHUECKUX YCIOBHSIX.
[Tocne 3Toro cpoka He PEKOMEHIYETCs NajbHEHIIee XPAHEHHE W HCIIOJIb30BAaHUE PacTBOPA
KJIApUTPOMHUIIMHA B/B.

6.4. OcoOble Mepbl MPEIOCTOPOKHOCTH NIPU XPAHEHUH

XpaHUTb B 3alMIICHHOM OT CBETa MECTE IIPU TeMIieparype He Boime 25 °C.

VYcoBust XpaHeHUs 1OCJe IPUTOTOBJICHUS JIEKapCTBEHHOTO IIpenapara cM. B paszzaene 6.3.

6.5. XapakTep u conep:kaHue NePBUYHOI YIIAKOBKH

Jlmopunmzar B CTEKISHHOM (prakoHE OECIBETHOTO CTEKJIa, YKYMOPEHHOM WIPOOKON U3
OpoMOYyTHIIOBOTO KayuyKa, KOTOPbIi (pUKCcHpyeTcs alrOMHUHHEBBIM KOJIMAYKOM C IIaCTMAcCOBOM
KPBILIECYKOM.

1 ¢makoH BMeCTE ¢ TMCTKOM-BKJIJIBIIIEM B KAPTOHHOW MaYKe.

6.6. OcoOble Mepbl MPEIOCTOPOKHOCTH TMPH YHUYTOKEHHUH  MCIOJb30BAHHOIO
JIEKAPCTBEHHOT0 Mpenapara WJjH OTXOI0B, MOJYYeHHBIX MOCJie MPUMEHEHHUsl Mpenapara,
U Ipyrue MaHUMYJISIIUHE ¢ PenapaToM

HDI/IFOTOBJICHI/Ie JICKAPCTBCHHOI'O IIpCIiapara

PacTBOp 11 HHQY3UIi TOTOBAT CIIEAYIOMINUM 00pa3oM:

Job6apnsror 10 mMi crepuinbHOM BOmbl Uil MHBEKIMH Bo duakoH ¢ 500 mr ymodwunuzara,
o0pasyeTcss BOCCTAaHOBIICHHBIN pacTBOp. PekoMeHayeTcsi HCMOIb30BATh TOJBKO CTEPHIBHYIO
BOJIY JUII MHBCKIIHMA, MOCKOJIbKY JIFOOOW IPyroil pacTBOPUTENIb MOXET BBI3BaTh OOpa3OBaHHE
ocanka. Henb3st MCNonb30BaTh PacTBOPUTEIH, COACPIKAIINE KOHCEPBAHThI MM HEOPTaHUYECKHE
COJIH.

Ilpumeuanue: BOCCTAaHOBJIEHHBIM pacTBOp Mpenapara, IIOJY4YEHHbI ONMCAaHHBIM BBILIE
CHO0CO0OM, CONEPIKHUT JOCTATOYHOE KOJMYECTBO KOHCEPBAHTA U UMEET KOHIeHTpanuo 50 mMr/mi
KJIAPUTPOMULIMHA.
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[lepen BBeieHMEM BOCCTAHOBIIEHHBINH PacTBOP penapafglt:f'(;()-lﬁ;g: %Mgggﬂ;h};{%ﬁ%@ﬁﬁnﬁ)

JOJIDKCH OBITh ,[[06aBJ'IeH HEe MeHee YeM K 250 miu OOHOI'0 U3 CICAYIOIIUX PACTBOPOB IJIA B/B
BBCICHMUA:

5 % pacTBOp AEKCTPO3HI B pacTBOpe PuHrepa makrar, 5 % pacTBOp IEKCTpO3bI, pacTBOp Punrepa
nakrart, 5 % pactBop aekctpo3sl B 0,3 % pactBope xjopuna Hatpusi, 5 % pacTBOp JAEKCTPO3BI
B 0,45 % pactBope xnopunaa Harpus, 0,9 % pacTBop XJopuaa HaTpHUs.

He CJICAyeT CMCHINBATb BOCCTaHOBJICHHBIN pacTtBOp C KaKHMH-JIHOO0 JICKapCTBCHHbBIMHA
cpeacTtBaMu U paCTBOPUTCIISIMHA, €CIIU HE ObLIa NEPBHUYHO YCTAHOBJICHA HUX (I)I/I3I/I‘-IGCK8.5{ 50048
XUMHYCCKasA COBMCCTUMOCTD C KJIIAPUTPOMHUILIMHOM B/B.

Yrunnzanus

Bech ocTaBmmiics jekapCcTBEHHBIN Mpenapar U OTXObI CIelyeT YHUYTOXUTh B YCTAHOBIEHHOM
HOPSITIKE.

7. AEPXKATEJIb PETUCTPALIMOHHOI'O YIOCTOBEPEHU
I'epmanus

36601t JIZ60paropus ['MOX,

30173, r. 'annoBep, PpoitHnamiee 9A

7.1. HpeIICTaBl/ITeJIb JAepKaTeJid PEruCTpauoOHHOr0 y1oCToBepeHus Ha TCPPUTOPUH Coro3a

IIpeTeH3nu noTpeOUTENEH HAIPABIATE 10 aJIPECY:

Poccuiickas @edepayus

000 «3660tT JIa60paTopus»

125171, r. MockBa, JIennnrpajckoe mocce, 1oM 16A, ctp. 1
Tenedon: +7 (495) 258-42-80

Qakc: +7 (495) 258-42-81

On. moura: abbott-russia@abbott.com

8. HOMEP PEI'UCTPAIIMOHHOI'O YAJOCTOBEPEHMUSA

9. JIATA TIEPBUYHOM PETUCTPAIIMA (IIOATBEPXKJIEHWS PETMCTPAIIUMN,
HNEPEPETMCTPALIUU)

Jlata niepBOl perucTpaLyu:

10. JATA IEPECMOTPA TEKCTA

OO0mmas xapakTepHUCTHKa JeKapCTBEHHOro mnpernapara Kmauua mnoctynHa Ha MHQOPMALIMOHHOM
noptasie EBpa3uiickoro SKOHOMHYECKOTO COI03a B MH()OPMAIMOHHO-KOMMYHHUKAITMOHHOW CETH

«uTeprer» http://eec.eaeunion.org
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