COOTBETCTBYET 3Ki
 oT26.042023N=7991
OBIIASI XAPAKTEPUCTHKA JEKAPCTBEHHOFO TIPERAPATA 7705

CMEPTHOMY OTUETY

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O ITIPEITAPATA

Kuammn, 500 mr, TaGneTKH, TOKPHITHIE TUIEHOYHOW 000JI0YKOM

2. KAUECTBEHHBIN 1 KOJIMYECTBEHHBIIA COCTAB

JlelicTByro1iee BEIECTBO: KIAPUTPOMULIMH
Kaxxnas Tabnerka, mokpeiTas INIEHOYHON 000J104KOM, coaepkuT 500 Mr KIIapUTpOMUIIMHA.

ITonnapri NEpCUCHL BCIIOMOT'aTCIIbHBIX BECIICCTB CM. B pa3JiCjIC 6.1.

3. JEKAPCTBEHHASA ®OPMA

TabneTku, MOKPHITHIE TIIEHOYHOH 000I0UKOH.

OBanbHBIE ABOSAKOBBIITYKJIBIC Ta6J'IeTKI/I, IOKPBITBIC IUIEHOYHOH OOOJOYKOM CBETJIO-JKEJITOrO

LBETA.

4. KIMHUYECKHUE JAHHBIE

4.1. IToka3aHusi K NPUMEHEHHUIO

I/IH(i)CKIII/IOHHO-BOCHaJ'II/ITGJ'IBHI)Ie 3360J’I€B3.HI/IH, BBI3BAHHBIC YYBCTBUTCIIbHBIMU

K KJIApUTPOMUIIMHY MUKPOOpPraHU3MaMu y B3pOCIIbIX U AeTel cTapuie 12 net:
e pHQEKIUN HWKHUAX BIXaTeIbHBIX MyTeH (Takue Kak OpOHXHUT, THEBMOHUS),

¢ UHQEKIUN BEPXHUX JBIXAaTENbHBIX ITyTeH (Takue Kak (GapuHTUT, CHHYCHT);

e UH(EKIUN KOXU U MATKUX TKaHeW (Takue Kak (POJUIMKYJIHT, BOCHAJIEHHWE MOJKOXKHOU

KJIETYATKH, POXKA);

® JTHUCCECMHWHUPOBAHHBIC WUJIN JIOKAJIN30BAHHBIC MI/IKO68.KTepI/IaJ'ILHBIC I/IH(I)GKI_II/II/I, BBI3BAHHBIC

Mycobacterium avium u Mycobacterium intracellulare; nokanuzoBaHHble HH(DEKINH,

BbI3BaHHbIE Mycobacterium chelonae, Mycobacterium fortuitum w Mycobacterium

kansasii;

e TmpodwIaKTUKAa  PAaCHpOCTpaHEHUST  MHQPEKIHH,  OOYCIOBICHHOW  KOMIUIEKCOM

Mycobacterium avium (MAC), BUUY-uHQUIMPOBAaHHBIM MAIMEHTAM C COJEpKaHUEM

nmumdorutoB CD4 (T-xenmepHsix muMdonuTos) He 6o1ee 100 B 1 Mm>;

e opanukarus H. pylori U CHWKEHHE YacTOThl PEIHMIMBOB S3BBI JIBEHAANATHIICPCTHON

KHIIIKHA.

4.2. Pe:kuMm 103MPOBAHUSA U CIIOCO0 MPUMEHEHUS

PexxuM 103upoBaHUS
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COOTBETCTBYET ZKCTNEPTHOMY OTHETY

ot 26.04 2023 N= 7391
OObIuHas peKOMEHI0BaHHAA /1032 KJIAPUTPOMHILIMHA Y Bﬂ@tﬁﬁﬂ%@éﬂ%ﬁﬂ%pi 950 mr

2 pa3a B JieHb (B 9TOM ClIyyae BO3MOKHO IIpUMeHeHue npenapara Kiamun® tabneTku, IOKphIThE

MJICHOYHOM 000104uKOM, 250 MT).
Knaputpomunua 500 mr 2 pas3a B IeHb UCTIONB3YIOT B cliyyae 0oJiee TSKEIbIX HHPEKIUi.

OObIYHAs TPOIOJKUTENBHOCTD JICYSHHSI COCTABIISET OT 5 10 14 nHei.

Hckirouenue cocTaBisaioT BHEOOIbHIUYHAS THEBMOHUS U CHHYCHUT, KOTOPbIE TPEOYIOT JICUEHUS OT
6 1o 14 nueii.

Ho3b1 011 neyenuss Mukob6aKkmepuaibHvlx uHekyutl, Kpome myobepkyiesa:

[Ipu mMukoGakTepuaNbHBIX WHPEKIUIX PEKOMEHI0BaHa J103a KiaputpomunuHa 500 mr 2 pasa
B JICHb.

Jleuenue auccemunupoBaHHbIX MAC-undekunii y manuento co CIIN/] cnegyer mpoaomkarth
IO TeX TOop, TMOKa WMeeTcs KIWHUYecKass © MHKpoOHojorudeckas d3(PQPeKTUBHOCTD.
KnapurpomunuH ciieyer Ha3HadyaTh B KOMOMHAIIMY C APYTUMU AaHTUMUKPOOHBIMU TIperapaTam,
AKTUBHBIMM B OTHOIIEHWW JaHHBIX BO30ymuTeneld. JITUTENbHOCTh JICYCHUS JPYTHX
HEeTyOEepKyJIe3HbIX MUKOOAKTEpHUaIbHbIX MHPEKIUI yCTaHABIMBAET Bpay.

s npogpunaxmuxu ungexyuti, evizeantvix MAC:
PexoMeHnnyemas no3a kinapuTpomMuiHa Juis B3pocisix — 500 Mr 2 pas3a B I€Hb.
Jns spaouxayuu H. pylori

VY manueHToB ¢ A3BEHHOM 00JIe3HBIO, BBI3BaHHOHN MH(ekumen H. pylori, KITapuTpOMUIIMH MOXKHO
Ha3HayaTh 10 500 Mr 2 pa3a B A€Hb B KOMOMHALIMYU C JPYTUMH aHTUMUKPOOHBIMH MpenapaTamMu
¥ MHTHOUTOpPaMHU MPOTOHHOTO HAacoca B TeueHue 7—14 nHel, B COOTBETCTBHH C HAITMOHAIBHBIMA
¥ MEXIyHApOIHBIMU PEKOMEHIAIMSIMH 110 JIeUeHNI0 nHpekuu H. pylori.

Oco0nIe I'pYHIIBI NMTAIIMCHTOB

Tayuenmoi ¢ HapyweHuem yHKyuu novex

[Tanentam ¢ kmupeHcoM KpeaTuHHHa MeHee 30 MJI/MUH Ha3Ha4aroT MOJOBUHY OOBIYHOM J03bI
KJIapUTPOMULIMHA (B JIaHHOM Cllyyae MCHojb3yercss no3a 250 mr). JleueHue Takux MAIEHTOB

IPOJOJDKAIOT He Oosee 14 nHeil.

JIeTu ¥ moApPOCTKHU

Pexxum no3zupoBanust s nereit ot 12 go 18 ner He oTiauyaercs OT peXuMa JO3UPOBAHUS AJIs
B3POCIIBIX.

[IpumMeHeHue KIapuTPOMMILIMHA B BUJE TaOJIETOK y AeTel muiazme 12 jJeT He U3y4asoch.

Crocob nmpuMeHeHUs

Jns npuema BHYTpb. HezaBucumo oT npuema nuiiy.
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COOTBETCTBYET ZKCTNEPTHOMY OTHETY

ot 26.04. 2023 N= 799

(NMOCNEOOBATENEHOCTE 0006)

4.3. IlpoTuBONOKA3aHUS

e [umepuyyBCTBUTENBHOCTh K KIAPUTPOMMILMHY, MaKpoJMaM WM K JIOO0OMYy W3
BCIIOMOTaTEJIbHBIX BELIECTB, IEPEUNCIIEHHBIX B pa3zeine 6.1.;

e OpmHOBpEMEHHBIH MPHUEM KIAPUTPOMHIIMHA CO CIEAYIOMMMH MpernapaTaMi: acTeMHU30I,
U3anpua, THMo3u, Tepdenaaun (M. pazaen 4.5.);

e OpaHOBpEeMEHHBIH MPUEM KIAPUTPOMHIIMHA C JOMUTANUIOM (CM. pazzaen 4.5.);

e (OJHOBPEMEHHBIM MpPHEM KIAPUTPOMHUIIMHA C AJKaJOUJIAMHU CIIOPbIHBU, HaIpUMEP
3PrOTaMUHOM, AUTUIPOIPTOTAMUHOM (CM. paszzen 4.5.);

e OpaHOBpPEMEHHBIH TMpHEM KIAPUTPOMUIIMHA C MHIA30JIaMOM JUISI TIEPOPATBHOTO
npuMeHeHus (cM. pazzaen 4.5.);

e OJHOBpPEMEHHBIM mpueM kiapuTpomunuHa ¢ wuHruouropamu ['MI-KoA-pemykrassi
(craTHHaMH), KOTOPbIC B 3HAYUTEIHHON CTENEHH METa0OIU3UPYIOTCS H30()EepPMEHTOM
CYP3A4 (;oBacTaTWH WU CUMBACTaTHH), B CBSI3U C IOBBIIICHUEM PHCKa MHUOIATHUH,
BKIItoUasi pabgomuonus (cM. paznen 4.5.);

e OpaHOBpEMEHHBIH NPUEM KIAPUTPOMHIIMHA C KOJIXUIIMHOM (cM. paszen 4.5.);
e OpaHOBpEMEHHBIH MPUEM KIAPUTPOMHIIMHA C TUKATPEIOPOM MIIM PAHOJIA3UHOM;

e VmmuHenue wuHTepBana QT B anamHe3e (BpOXKAEHHOE WIM HPUOOpPETEHHOE
3apeTrUCTPUPOBAHHOE YUTMHEHUE nHTepBaia QT) min skery10uKoBasi apuTMHUs, BKIIIOUAst
HKEITYTIOYKOBYIO TAXUKAPAHUIO TUTIA «ITHPYIT» (CcM. pazaensl 4.4. u 4.5.);

e KiapuTpoMuIMH He clieyeT IPUMEHATh Y MAIUEHTOB C 3JIEKTPOIUTHBIMU HApyIICHUSIMU
(TumokaNMeMuei UM THIIOMAarHUEeMHEH ) B CBSI3U ¢ pucKoM ymuHeHust naTepBaiia QT (cum.
paznen 4.4.);

e Tsxemas mneueHouHaAs HEAOCTAaTOYHOCTh, IPOTCKAOMmasaA OAJHOBPEMCHHO C MOYEUHOM
HEOOCTAaTOYHOCTBIO,

e XomecTtaTHueckas JKEITyXa/TemaTUT B aHaMHe3e, pPAa3BUBILMECS MPH NPUMEHEHUH
KJIapuTpoMuinHa (cM. pazzaen 4.4.);

o Tlopdupus;
e [lepuox rpyAHOT0 BCKapMIIMBAHHS;

e Bo3spacr 10 12 ner (3¢ PexTHBHOCTH U 6€30MACHOCTh HE YCTAHOBJICHBI).

4.4. OcoOble yKka3aHMsl M MepPbl PeJ0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTBIO

e [loueuyHas HEJOCTATOYHOCTH CPEIHEN U TSAKEIOW CTEIICHH;

e [leyeHOUYHas HEIOCTATOYHOCTh CPEIHEN U TSAKEIOU CTEIICHH;
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COOTBETCTEYET ZKCMNEPTHOMY OTYETY
oT 26.04 2023 K2 7991
0

o (Nog OB HOCTE O006)
e OOHOBpEMEHHBIM NPHEM KIAPUTPOMUIIMHA EI '6e11§0—"m ISCII%;JI,“ ”Ia‘K MH ~ ' Kak
ajmpasojiaM, TpHUaszoiaM, MUAA30JIaM il BHYTPUBEHHOI'O TPUMEHEHMS WIM s
HAHECEHHsI Ha CIIM3UCTYI0 000104Ky pTa (cM. pazaen 4.5.);

e OIHOBPEMEHHBIN MpHEM C IMpernapaTaMu, KOTOPhIe METaOOIM3UPYIOTCS U30(hepMEHTOM
CYP3A, wnHampumep, KapOama3enuH, UIOCTa30Jl, IUKIOCIOPUH, JU30MUPAMHU]I,
METWINPETHU30JI0H, OMEIPa30Jl, HENpsMbIe aHTHKOATYISHTHI (Hampumep, BapdapuH),
XUHUIUH, pudadyTuH, cuiaeHaui, TaKpoIuMyc, BUHOIACTUH (cM. pazzaen 4.5.);

e OpHOBpeMEHHBIM MpUeM C Tpemnaparamu, HHAynupyrommmu uzodpepment CYP3A4,
Harpumep, pudamnuiuH, ¢GeHuTonH, KapOamaszenuH, ¢eHobapOuTan, 3BepobOoOi
MIPOJIBIPSIBIICHHBIN (CM. pa3aen 4.5.);

e OpaHOBpPEMEHHBI TpUEM KIAPUTPOMUIMHA CO CTATUHAMH, HE 3aBUCALIUMH OT
metabonusma uzopepmenta CYP3A (nanpumep, guryBactaTtis) (cM. pazaen 4.5.);

e OJIHOBPEMEHHBIN MpUEM C OJOKATOpaMU «MEIJICHHBIX» KaJbI[MEBBIX KaHAIOB, KOTOPHIE
meTtabonmmsupytorcss uzopepmentom CYP3A4 (manmpumep, BepamaMui, amIIOAWIHUH,
JTUITHA3EM );

e (OJHOBPEMEHHBIM NpUEM KIAPUTPOMHUILMHA C MEPOPAIbHBIMU AHTUKOAryJISIHTaMU
OpsSIMOTO JIEHCTBHS, TaKUMH Kak Jga0urarpaH, puBapokcadaH, anukca®aH, OCOOCHHO Y
NAIMEHTOB C BBICOKUM PUCKOM Pa3BUTHUSI KPOBOTECUEHMIA;

e [lammentst ¢ wumemuyeckor Oome3npto cepama (MBC), Ttsbkemoit cepacdHoin
HEJIOCTaTOYHOCTBhIO, HAPYIMICHUSMHU TPOBOAMMOCTA WM KIMHHYECKH 3HAYMMOM
Opaaukapanel, a TakKe MalMeHTHI, OJJHOBPEMEHHO NMPUHUMAIOIINE aHTHAPUTMHUYECKUE
npenapathl [A knacca (xuHunuH, npokanHamun) u 111 kmacca (moderunun, aMuonapoH,
coTaJion);

e bepemMeHHOCTS.

Oco0Oble yKa3zauus

JnuTenpHbIN IpHeM aHTUOMOTHKOB MOYKET IPUBOAUTH K 00Pa30BaHUIO KOJIOHUH € YBEIMYEHHbBIM
KOJINYECTBOM HEUYBCTBUTEIbHbIX OakTepuit u rpubos. Ilpu cynepundekunn HeoOXoaumo
Ha3HAYUTh COOTBETCTBYIOLIYIO TEPAIIHIO.

Hasnadyenue kIapuTpoMHUIHA OEpEeMEHHBIM )KEHIIMHAM JT0JDKHO MPOBOANTHCS IPH TIIATEIHHOM
OLICHKE COOTHOUICHUS] PHUCKA W TIOJB3bl, OCOOCHHO B TEYCHHE MEPBBIX TpPEX MECAIEB
OepeMEeHHOCTH.

[Ipu mpuMeHEeHHM KIApUTPOMHIMHA COOOIIATIOCh O MEYEHOUYHOW IUC(YHKIUH (MOBHILICHUE
AKTUBHOCTH TE€YEHOYHBIX (DEPMEHTOB B KPOBH, T'€MATOLEIUIIONAPHBINA W/WIH XOJIECTATUIECCKHUNA
TermaTuT ¢ xentyxoi mwim 0e3). [ledeHouHast qucyHKIMS MOXKET OBITH TSIKENOW, HO OOBIYHO
ABJsieTcad o0paTuMoi. VIMeroTcst cilydan ne4eHOUYHOW HeJ0OCTaTOYHOCTH C JIETAJIbHBIM HCXOA0M,
[JIABHBIM 00pa3oM, CBSI3aHHBIE C HAJIMYHMEM CEPbE3HBIX COIYTCTBYIOIIMX 3a00JI€BaHUNA W/MIH
OJIHOBPEMEHHBIM IIPUMEHEHUEM JPYTHX JIEKapCTBEHHBIX cpeAcTB. [Ipu nosiBIeHnN NPU3HAKOB U
CHUMIITOMOB IenaTuTa, TAaKUX Kak aHOPEKCHs, XKEITyXa, TIOTEMHEHHEe MOYH, 3y]l, 00JE3HEHHOCTh
KHBOTA MPH MaIbIAUN, HEOOX0AUMO HEMEIJICHHO MPEKPATUTh TEPATIHIO KIIAPUTPOMHUIITHOM.
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COOTBETCTBYET ZKCTNEPTHOMY OTHETY

ot 26.04. 2023 N= 799

[Ipn Hamuuuu XpoHWYECKHX 3a00JieBaHMII [I€UCHU 'gégéx%@“r%géﬂ/f% TpTéll"gl‘Jll‘ill’p BIN

KOHTPOJIb (PEPMEHTOB CHIBOPOTKU KPOBHU.

[lpn neyeHMM TPAKTUYECKM BCEMH AHTHOAKTEPUAIBHBIMH CpPEACTBAMH, B TOM UHCIE
KJIAPUTPOMHLITHOM, OTIMCAHBI CITyYaH MCEBIOMEMOPAHO3HOTO KOJIUTA, TSKECTh KOTOPOTO MOXKET
BapbUPOBATHCSI OT JIETKOH 10 yrpoxamomied >xu3Hu. Ilpum JeueHMH NpaKTHYecKu BCEMU
AQHTUOAKTepUATPHBIME TIperapaTaMi, B TOM 4YHCJIE KIAPUTPOMHILMHOM, OIMCAHBI CIIydYau
Clostridioides difficile -accounnpoBaHHON IUapeu, TSKECTh KOTOPO MOXKET BapbUPOBATHCS OT
JIETKOM JMaped J0 YIPOXKAIOIIETO JXU3HU KONWTa. AHTHOAKTepHAIbHBIE TpETnapaTbl MOTYT
U3MEHHUTHh HOPMAJbHYI0O MHUKPOQIIOpY KHIIEYHHKA, 4TO MOXeT npuBectH K pocty C. difficile.
[IceBmomeMOpaHO3HBIN KOMUT, BbI3BaHHBIM C. difficile, HEOOXOOIUMO TOAO3pEBaTh y BCEX
MAalMeHTOB, y KOTOPBIX ITOCIEe NMPUMEHEHUS aHTHOAKTEPHAIBbHBIX CPEICTB Pa3BHIACH JMApes.
IMocne mpoBeneHnst Kypca aHTHOMOTHKOTEPANIMM HEOOXOIUMO TIHIATENFHOE METUIIMHCKOE
HaOmoeHne 3a manueHToM. ONUCHIBAUCH CIy4au Pa3BUTHS IICEBIOMEMOPAHO3HOTO KOJIHTA
CIYCTs 2 Mecsla 1MocJie TpueMa aHTHOMOTHUKOB.

[Ipn neuenun Makpoiaugamu, BKIOYas KJIAPUTPOMMIIMH, HAOJIONAJIO0Ch Y/UIMHEHUE CEpAEeYHOU
penonspuzanuu 1 uaTepBaia QT, BeI3bIBasi pUCK PA3BUTHSI CEPJICUHON apUTMHUU U KEITyJOYKOBON
TaXMKapJIuU TUIA «ITUPYIT» (cM. pasznen 4.8.). Tak kak cieyronue CUTyallud MOTYT IIPUBECTH K
YBEJIMUYEHUIO PUCKA PA3BUTHUS JKEITYJOUKOBBIX ApUTMUH (B TOM YHCIIE KETyI0YKOBON TaXUKAPIUU
TUNA «IHUPYIT»), TO KIAPUTPOMHIIMH HE AODKEH MPHUMEHSTHCS Y CIEAYIOIIUX KaTeropuii
NannucCHTOB:

® y MAIMEHTOB C runokanueMuei (cm. pasaen 4.3.);
e Yy MalMEHTOB C TUIOMaruuemuei (cm. pasnen 4.3.);

® y TIAMCHTOB, OJHOBPEMEHHO TOJYYAIOMUX KIAPUTPOMHIIMH C aCTEMH30JI0M,
[U3AMPUIOM, ITUMO3HIOM U TeppeHaanHoM (cM. pasznen 4.3.);

® y MAlMEHTOB C BPOXJICHHBIM WJIH MPHOOPETCHHBIM 3aperHCTPUPOBAHHBIM yIITHHEHUEM
uHTepBaia QT win HamTu4YreM >KelyJ0YKOBOM apuTMUU B aHaMHe3e (cM. pasnen 4.3.).

KJIapI/ITpOMI/II_[I/IH AOJIKCH MMPUMCHATBHCA C OCTOPOKHOCTBIO Y CIICAYIOIIUX KaTeFOpI/Iﬁ NanucHTOB:

e vy mnanueHtoB ¢ WBC, Tsxkenoll cepaeyHOW HENOCTaTOUYHOCTHIO, HapyLICHUSMU
MPOBOJAMMOCTH WM KIMHHYECKHU 3HAYUMOU OpaguKapauei;

® y TMAalUEHTOB, OJHOBPEMEHHO MPUHUMAIONIMX IPYTHE JICKAPCTBEHHBIC IPETapaThl,
cBsi3aHHbIe ¢ yynHeHueM untepaita QT (cM. pa3nen 4.5.).

[lepen Ha3HAYEHHWEM KIAPUTPOMUIIMHA BCEM IMAlMEHTaM, MPUHUMAIONINM THIPOKCUXIOPOXHH
WIA XJIOPOXWH, TIIATEIILHO B3BECHTE COOTHOIICHUE TMOJb3bl M PHCKA M3-3a IMOTEHIHMAIHHO
TIOBBIIIIEHHOTO PUCKA CEPACYHO-COCYTUCTHIX COOBITHIA U CEPICYHO-COCYAUCTOM CMEPTHOCTH (CM.
paszen 4.5).

B xoJe anuneMuonornueckux UCCie0BaHUN M0 U3yUEHHUIO PUCKA HEOIArOMpHUsITHBIX CepACUHO-
COCYAMCTBIX HCXOJIOB MpPHU TMPUMEHEHUH MAaKpOJIUIOB OBLIM TOJy4YeHbl HEOJAHO3HAYHBIE
pesynbratel. B HekoTOpbIXx  HaAOMIOJATENbHBIX  HCCIENOBAaHUSAX  ObUI  YCTaHOBJIEH
KPaTKOBPEMEHHBII PHUCK DPa3BUTHS apUTMUU, WH(ApKTa MUOKapAa U CMEPTH OT CEpACYHO-
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COOTBETCTBYET 3KCMEPTHOMY OTUETY
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COCYIUCTBHIX 3a00JICBaHM, CBI3aHHBIN C IPUMeE

IIpy Ha3HaYeHUU KIAPUTPOMUIMHA CIEAYET COOTHOCUTH IPEAIOJIAaraeMylo IOJb3y OT IpUeMa
npenapara ¢ JaHHbBIMU PUCKaMHU.

Bo3MOXHO pa3BUTHE MEPEKPECTHOM pPE3UCTEHTHOCTH K KIAPUTPOMUIMHY U JAPYTUM
AHTUOMOTHKAM TPyl MAKPOJIUIOB, a TAKXKE TMHKOMUIIMHY U KJIMHJIAMULIUHY.

YuurbiBas pacTyllyl0 Pe3UCTEHTHOCTb Streptococcus pneumoniae K MaKpOJIUAaM, Ba)XHO
MPOBOAUTH TECTHUPOBaHHE YYBCTBUTEIHHOCTH MPU HA3HAYCHUU KIAPUTPOMHUIIMHA IMAllMEHTaM
C BHEOOJIbHUYHOW THEBMOHUEH. [Ipw rocnmuTasibHOW THEBMOHHUM KIAPUTPOMHUIIMH CIEAYET
IPUMEHSATHh B KOMOMHAIIMH C COOTBETCTBYIOIIMMU aHTUOUOTHKAMHU.

Nudexknum KOXM U MSITKUX TKaHEH JIETKOM W CpeaHEeH TSHKECTH dalle BCErO BBI3BAHBI
Staphylococcus aureus u Streptococcus pyogenes. Ilpu 3ToM 00a BO30yauTens] MOTYT OBITh
YCTOWYMBBI K MakposraaM. [103ToMy BaKHO TIPOBOJIUTE TECT HA TYBCTBUTEITHHOCTD.

Maxkponusl MOKHO MPUMEHATh NpU MHPEKIUIX, BbI3BaHHBIX Corynebacterium minutissimum,
3a00JIeBaHUAX YIPU BYJbIapHBIC M POXKa, a TAKXKE B T€X CUTYyalUsX, KOTJa HEIb3s MPUMEHSThH
MIEHULUIUIVH.

B ciydae mosiBIeHHs OCTPBIX PEaKknuii TMIIEPIyBCTBUTEILHOCTH, TAKMX KaK aHa(MIaKTHIECKas
peaknusi, TSDKeNble KOXKHBIC JIEKapCTBEHHBIE peakiuy (HarpuMmep, OCTPBI I'eHEpaTn30BaHHBIN
9K3aHTEMATO3HbIH MycTyje3), cuHapoM CrtuBeHca-/[>KOHCOHA, TOKCHYECKMH SMMJepMalbHbIN
HEKPOJIM3 M JIGKaPCTBEHHAs ChHIb C DS03MHO(PWIMEH M CHUCTEMHOW CHUMIITOMAaTHKOM
(DRESS-cunnpom) HeoOXoIuMoO cpa3y Ke HpPeKpaTUTh IMPHEM KIAPUTPOMUIIMHA M HadaTh
COOTBETCTBYIOIIYIO TEPAIUIO.

B caydae coBMecTHOro mpHMEHEHHS C BapapuHOM WIM JIPYTUMH  HEIPSIMBIMHU
AQHTUKOATYJISTHTAMH ~ HEOOXOJMMO  KOHTPOJIHMPOBAaTh  MEKAYHAPOAHOE HOPMAIM30BaHHOE
otHomenne (MHO) u nporpomMGuHOBOE Bpemst (cM. pa3zaen 4.5.).

Crnenyer coOMOAaTh OCTOPOXKHOCTH IPH OJHOBPEMEHHOM TPUMEHEHUHW KJIApUTPOMHUIIMHA
C NCpopaIbHBIMHU AHTHUKOAryJIIHTaMUn mpaMoro HeﬁCTBHﬂ, TaKUMHU KaK z[a61/1ranaH,
puBapokcabaH 1 annkcabaH, 0OCOOCHHO y TAIIMEHTOB C BELICOKUM PHCKOM Pa3BUTHSI KPOBOTCUCHHS
(cm. myHKT «C OCTOPOXKHOCTBIO» U pazzaei 4.5.).

4.5. B3auMmopeiicTBMe C JAPYTHMH JIEKAPCTBEHHBIMH I@penaparamMd W JApyrue BH/bI
B3aNMO/1eHCTBUA

IIporuBonokasanHble KOMOMHAIINNI

[IpumeHneHue crneayromUX MpernaparoB COBMECTHO C KIAPUTPOMULIMHOM MPOTHUBOMOKA3aHO
B CBSI3H C BOBMOYXHOCTBIO Pa3BUTHS CEPbE3HBIX MOOOYHBIX d(DPEKTOB.

Luzanpuo, numosuo, mepghenaoun u acmemuson

[Ipu coBMecTHOM MpHeMe KIAPUTPOMHIIMHA C IH3ANPUIOM, MUMO3UAOM, TephEeHATNHOM WU
ACTEeMH30JIOM COO0IAIOCh O MOBBIIICHUN KOHIIEHTPAIMU TIOCIEIHUX B JIa3Me KPOBH, UTO MOKET
npuBeCTH K Yy/uiMHEeHWI0 wuHTepBaia QT W TMOSBIEHUIO CEpPACYHBIX ApPUTMUM, BKIOYas
KEITYA0YKOBYIO TaXHKAPIUIO, PUOPMILISAIUIO JKETYJOUYKOB M KEITYA0IKOBYIO TaXUKAPIUIO THIIA
«upy31» (M. pazznen 4.3.).
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Ankanouosi cnopuitbu

[TocTperucTpaliOHHBIE HCCIIEOBAHUSI TIOKA3bIBAIOT, YTO MPH COBMECTHOM MPUMEHEHHU
KJIAPUTPOMHIIMHA C SPTOTAMUHOM WIIHA JUTHUAPOIPTOTAMUHOM BO3MOXKHBI ClieAytonue () (HeKTsI,
CBSI3aHHBIC C OCTPBIM OTPABICHHEM MperapaTtaMy IPYIIbl SPrOTAMUHOB: COCYAUCTBIN CIa3M,
UIIEMUs] KOHEYHOCTEH W JPYrMX TKaHEH, BKIOYas ICHTPAJIbHYIO HEPBHYI CHCTEMY.
OpnHoBpeMEHHBIN TNpHUEM KIApUTPOMHULIMHA C AJKAJIOMAAMM CHOPBIHBM IIPOTHMBOIOKA3aH (CM.
pasznen 4.3.).

Muoasonam 011 nepopanbHo20 NPUMeHeHUs

[Ipu coBMecTHOM MpPUMEHEHHH MUJa30aMa U KiapuTpoMulnHa B ¢popme Tabnerok (500 mr aa
paza B JIeHb) OTMEUAJIOCh YBEIMYCHHE IUIOUmIanu TMoJ (HapMaKOKMHETHYECKOW KpUBOM
«xoHueHTpauss — Bpemsi» (AUC) mmpmazonmama B 7 pa3 moclie MEpOpabHOTO TpUEMA.
OpnHoBpeMEHHBI NpHUEM KIApUTPOMHULIMHA C MHJA30JIaMOM ISl MEPOPaIbHOIO NPUMEHEHUs
MPOTHUBOIIOKA3aH (cM. pazzaen 4.3.).

Uneuoumopwor I' MI-KoA-pedykmaswt (cmamutul)

OnHOBpEeMEHHBIM  MpUEM  KIAPUTPOMUIIMHA C  JIOBACTAaTHHOM  WJIM  CHUMBAaCTaTUHOM
MIPOTUBOINOKAa3aH (CM. pazzien 4.3.) B CBSI3U C TEM, YTO JaHHbIE CTATUHBI B 3HAUUTENBHOMN CTETIEHU
MeTtabommupyrorcs nzopepmentom CYP3A4, u coBMeCTHOE MPUMEHEHHE C KIAPUTPOMUIIMHOM
MOBBIIIAET UX CHIBOPOTOYHBIE KOHIICHTPAIMH, YTO MPUBOAUT K MOBBIMICHUIO PUCKA Pa3BUTHUS
MUOMATUH, BKIIOYas pabmomuonu3. Coolmianoch 0 cioydasx pabIoOMHOIM3a Y MAIMEHTOB,
NPUHUMABIIUX KJIAPUTPOMHUIIMH COBMECTHO C JaHHBIMU NpenapaTtaMu. B cirydae HeoOxoauMocTu
HNpUMEHEHNS KIapUTPOMULIMHA CIEAYET IIPEKPATUTh IIPUEM JIOBACTaTHHA MJIM CUMBACTaTHHA HA
BpeMs TepaInu.

KnaputpomunuH cieqyeT NPUMEHATh C OCTOPOXKHOCTBIO NPH KOMOWHHMPOBAHHOW Teparnuu
C IpyTUMH CTaTHHaMHU. B ciydae HEOOXOIUMOCTH COBMECTHOTO IIpHEMa PEKOMEHIyeTCs
NPUHUMATh HAMMEHBIIYIO 103y CTaTHHA. PeKOMeH/IyeTcsl MPUMEHSTh CTAaTHHBI, HE 3aBUCAIINE OT
metabonu3ma uzopepmenta CYP3A (manmpumep, ¢uyBactatus). Criexyer KOHTPOJIHPOBATH
pa3BUTHE MTPU3HAKOB U CUMIITOMOB MUOTIATHH.

Jlomumanuo

OnHOBpeMEHHBIN MpPUEM KIAPUTPOMUIIMHA C JIOMUTAUAOM IPOTHBOINOKAa3aH M3-3a PHUCKa
CYILLIECTBEHHOTO MOBBIILIEHUS aKTUBHOCTH TPAHCAMUHA3 B IJIa3Me KPOBH (CM. paznen 4.3.).

BansHue npyrux JIeKapCTBEHHBIX IPENapaToB Ha KIAPpUTPOMMIIHH

JlanHple HaONIOACHUN TOKa3ald, YTO COBMECTHOE TIPUMEHEHHE a3UTPOMHIIMHA C
THUAPOKCUXTIOPOXUHOM Yy MNAOUCHTOB C PCBMATOMAHBIM apTPUTOM CBA3AHO C IMOBBIIICHHBLIM
PUCKOM  CEpJIEYHO-COCYAUCTBIX COOBITMM M CEepJAe4YHO-COCYyAUCTOM cmepTHocTU. W3-3a
BO3MOXKHOT'O AHAJOIMYHOI'O PHUCKA NPU NPUMEHEHUHM JPYTUX MakKpOJIMJIOB B COYETAaHUHU C
THJIPOKCUXIIOPOXHMHOM WIN XJIOPOXHHOM CJIE€y€eT TIIATEIbHO B3BECUTh COOTHOIIEHUE MOJb3bl U
pHucKa, TMpeXkae YeM Ha3HauaThb KJIAPUTPOMHULMH JIIOOBIM MAIMEHTaM, MPUHUMAIOLIUM
THJIPOKCUXIJIOPOXHMH MIIHA XJIOPOXHH.

[Ipenapatsel, sBistontrecs wHAyKTopamu u3zodepmenta CYP3A (manpumep, pudammuiug,
¢ennronH, kapbamasenuH, peHoOapOuTaN, 38epoO0il MPOABIPSBICHHBIN), MOTYT UHIYIIUPOBAThH
Crpanuua 7 u3z 27



COOTBETCTBYET 3KCMEPTHOMY OTUETY

= 7991

METa0O0IN3M KIAPUTPOMHULIMHA. DTO MOXKET II

KJIApPUTPOMHULIMHA, YTO NMPHUBOJUT K CHIDKEHHIO ero 3¢dextuBHocTH. Kpome Toro, He06Xxo1umo
HaOOIaTh 3a KOHIleHTpanued wHaykTopa m3odepmenta CYP3A B 1urasme KpoBH, KOTOpas
MOJKET TOBBICHTHCS H3-3a WHTHOMpoBanus mu3odepmenta CYP3A xmapurpomunmaom. [lpu
COBMECTHOM IpUMEHEHMH puUpadyTHHAa M KIAPUTPOMMIMHA HAONIONAN0Ch IOBBIILICHHUE
IUIa3MEHHOW KOHLEHTpauuu pupabyTMHa U CHHXKEHHME CBhIBOPOTOYHOH KOHLEHTpalHuu
KJIApUTPOMHUILIMHA C TIOBBIILIEHHBIM PUCKOM Pa3BUTHS YBEUTA.

Crnenyromue mpemaparbl 00JaJaloT JOKa3aHHBIM MM  TPEANOJIaraéMbIM  BIMSHUEM Ha
KOHIIGHTPAIIMIO KJIAPUTPOMHIIMHA B IUTa3M€ KPOBHU; B CIy4a€ UX COBMECTHOTO NPUMEHEHUS
C KJIapUTPOMUIIMHOM MOKET MOTPeOOBaThCS KOPPEKLHUS 103 WU MEepexo] Ha albTepHATHUBHOE
JIeUYEHUE.

Dgasupens, negupanun, pugamnuyun, pugadymur u puganeHmuH

CuiibHBIE HWHAYKTOPHI cHCTeMbl IuToxpoma P450, Takwe kak 3¢aBUpeH3, HEBHUPAIHH,
pudammuiuH, pudabyTuH U pudaneHTHH MOTYT YCKOPSATH METa0OJIU3M KIApUTPOMHUIIMHA H,
TaKUM 00pazoM, OHMKATh KOHIIEHTPAIMIO KJIApUTPOMHUIIMHA B IJIa3Me KPOBH M BMECTE C TEM
NOBBIIIATh KOHIEHTparuio 14-OH-knaputpoMmuininHa — MeTabonHTa, TakKe SBISIOLIETOCs
MUKPOOHOIOTUYECKU AKTHUBHBIM. [Tockonbky MUKPOOHOIIOTHYECKAsT AKTUBHOCTh
knaputpomuiivia U 14-OH-knapuTpoMuniHa OTINYAETCS B OTHOUICHUH PA3IUYHBIX OaKTEpHid,
TepaneBTHIeCKUi d(H(HEKT MOKET CHIKATHCS MPU COBMECTHOM NMPHMEHEHUU KIIAPUTPOMHIIMHA
Y UHIYKTOPOB ()€PMEHTOB.

Ompaeupun

Konuentpanus kK1apuTpOMUILIMHA CHUKAETCS TIPU UCTIOIB30BAHUH ATPABUPHUHA, HO TTOBBINIACTCS
KOHIIEHTpauusi akTuBHOoro Merabonura 14-OH-knmaputpomununa. Ilockoneky  14-OH-
KJIAPUTPOMHUIIMH 00JIaJaeT HU3KOHW aKTUBHOCTHIO MO OTHOMICHHI0 K MAC-uH(DEKIUsIM, MOXKET
MEHSATHCS 0011asi aKTUBHOCTh B OTHOIICHHWH ATHUX BO30yauTene, mostomy s jiedeHus MAC
ClIelyeT paccMaTpUBaTh AIbTEPHATUBHOE JICUCHHE.

DnyKonason

CoBmecTHBIH npueM ¢rykoHa3osa B go3e 200 Mr exxeaHEBHO U KJIapuTpoMHIHA B 103¢ 500 mr
7iBa pa3za B JeHb y 21 370poBOro 100pOBOJIbIA NMPUBENIO K YBEIMUYCHHUIO CPEIHETO 3HAYCHHS
MUHMMaJIbHON paBHOBECHOW KOHIEHTpauuu KiapuTpoMuiuHa (Cmin) W IUIOIIAAM TOJ
(apMaKOKMHETUYECKON KPUBOU «I1a3MeHHast KoHueHTpanus — Bpems» (AUC) Ha 33 % u 18 %
COOTBETCTBEHHO. IIpM 3TOM COBMECTHBIM IpPHUEM 3HAUUTENBHO HE BIUSUI HA CPEOHIOIO
PaBHOBECHYIO KOHIEHTpAIMIO akTHBHOTO MeTabonmuta 14-OH-xmapurpomunmna. Koppekmws
JI03bI KIIAPUTPOMHUIIMHA B CITydae COMYTCTBYIOIIETO preMa (ryKoHa3olia He TpeOyeTcs.

Pumonasup

®apMaKOKHMHETUYECKOE UCCIIEJOBAHUE MOKA3aJl0, YTO COBMECTHBI NMpPUEM PUTOHABHpA B J103€

200 Mr kaxJple BOCEMb 4acoB U KiapuTpoMuiuHa B fo3e 500 mr xaxapie 12 yacoB mpuBen

K 3aMETHOMY TOJABJIEHHIO MeTa0onu3Ma KiapurpomunuHa. [Ipuy coBMecTHOM mpueme

pUTOHaBHpa MaKCUMalbHasl IJ1a3MeHHass KOHUEHTpalUs (Cmax) KIAPUTPOMUIIMHA YBEJINYUIIACH

Ha 31 %, Cmin yBenmumnace Ha 182 % m AUC ysemmuwmnace Ha 77 %. bpuio orMeueHO

NPaKTUYECKHU MOJIHOE MojiaBieHne oopasosanus 14-OH-knaputpomunnna. bnarogaps mmpokomy
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TECPaCBTUYCCKOMY JOUAaIlla30Hy KIApUTPOMHUIIMHA })I\%HBIJ]

C HOpMaJIbHOM NoYeuHo! GpyHKIueH He TpeOyeTcs. Y MalueHTOB ¢ MOYeYHON HEAOCTaTOUHOCTHIO
1eIecoo0pa3Ho PacCMOTPETh CIEAYIONIUE BapHaHThl Koppekiuu 1036l npu KK 30-60 mu/mMuH
71032 KJIapUTPOMUIIMHA JIOJDKHA ObITh yMeHbiieHa Ha 50 %; nmpu KK menee 30 mu/mMuH m03a
KJIQpUTPOMHUIIMHA JOJDKHA ObITh yMeHbIleHa Ha 75 %. PuroHaBHp HeE ciedyeT COBMECTHO
NPUHUMATH C KJIAPUTPOMUIIMHOM B J103aX, IPEBHIMIAIOMUX | T//1€Hb.

CxoaHble KOPPEKLUUH 103 JTOJKHBI PacCMaTpUBATHCS Y MALMEHTOB CO CHIDKEHHOHM (yHKIMe
MIOYEK, €CJIM PUTOHABHP HCIOJb3YyeTCs KakK (apMAKOKMHETHUUECKUN «YCHUIIMTENb» TMpU
IPUMEHEHUHU JAPYTruX MHruOuTopoB mpotea3sl BUY, Bkitouas aTazaHaBUp U CaKBUHABUP (CM.
IYHKT «/IByHanpaBjIeHHOE B3aMOAEHCTBHUE JIEKAPCTBY).

JIecTBHE KIIApUTPOMUIIMHA HA APYTUE JIEKapCTBEHHBIC MpemapaThl

Anmuapummuueckue cpedcmea (XUHUOUH U OUZONUPAMUO)

B03M0XHO BO3HHMKHOBEHHUE JKEIyJNOYKOBOM TaXWUKApAWUU THUIA «IUPYIT» IPU COBMECTHOM
IIPUMEHEHNN KJIAPUTPOMULIMHA U XUHUJUHA WIK Au3zonupamuzaa. [Ipu oqHoBpeMEHHOM IpueMe
KJIAPUTPOMULIMHA C O3THUMM [pelnapaTaMH CIEAyeT peryjsipHO IMPOBOAUTb KOHTPOJIb
JIEKTpOKapAuOrpaMmMbl  Ha IpeaMeT yauumHeHuss wuHrepBana QT, a Takke cuemyer
KOHTPOJINPOBATh CBIBOPOTOUYHBIE KOHIEHTPALIMH 3THX IIPENapaToB.

[Ipu nmocTperucTpaioHHOM MPUMEHEHUH COOOIANOCH O CIy4asX Pa3BUTUS FMIIOTTIUKEMHUH MPH
COBMECTHOM MpHEeME€ KJIApUTPOMHULIMHA U Ju3onupamuga. HeoOXoamMo KOHTPOIMPOBATH
KOHLIEHTPALMIO IJIIOKO3bl B KPOBH IIPU OJHOBPEMEHHOM IIPUMEHEHUHU KJIAPUTPOMULIMHA
U AU30nupamuia.

Ilepopanvhvbie cunoenukemuyeckue cpeocmea/uncyiun

[Ipu coBMECTHOM MPUMEHEHUH KIAPUTPOMULIMHA U TIEPOPAIBHBIX TUITOTIIMKEMUYECKHX CPEICTB
(HampuMep, TPOHM3BOJIHBIC CYIb(OHWIMOUEBUHBI) W/WIM WHCYJIMHA MOXET HaOIoaThes
BhIpaKeHHasi TunoriukeMus. OHOBpEMEHHOE NMPUMEHEHHE KIAPUTPOMHIMHA C HEKOTOPHIMU
THITOTIIMKEMHYECKUMH  TIperapataMu  (HampuMep, HATeTJIMHUA, THOTIUTA30H, peNarinHug
Y POCUTJIMTa30H) MOXKET MPUBECTU K HHTrHOUpoBaHuto nuzodepmenta CYP3 A kimapuTpoMHUIITHOM,
B pe3yJbTaTe YEero MOXKET Pa3BHUTHCS THIOTIMKEMUs. PeKOMEHIyeTcs TIaTelnbHBIH KOHTPOJb
KOHLEHTPALUH TIIFOKO3bI.

Bzaumooeticmeus, obycnosnennvie uzogpepmenmom CYP3A

CoBMECTHBIN NIpUEM KJIAPUTPOMUIMHA, KOTOPBIM, KaK W3BECTHO, MHIMOUpPYET H30(EpMEHT
CYP3A, u mpenaparoB, nepBudHo Metadbonuzupyrounmxcs usopepmentom CYP3A, moxer
aCCOLMMPOBATHCS C B3aMMHBIM TIOBBIIIEHHEM HX KOHLEHTpAIMi, YTO MOXKET YCWJIUTh WU
OPOJJIUTh KaK TepameBTHUYECKUe, Tak M MmoOouHble 3¢ddexrs. Kmapurpomunun cuemyer
C OCTOPOKHOCTBIO IPUMEHSTH MAIUEHTaM, OJTYYaroIUM IpenapaThl, ABISIOIINEcs CyocTpaTaMu
nzodepmenta CYP3 A, 0coOeHHO ecii 3TH MperapaThl UMEIOT Y3KHI TepaneBTUYSCKHIA TUana3oH
(HampuMep, KapOama3ernyH), W/WIM HHTEHCUBHO METa0O0IM3UPYIOTCs STHM epMeHTOM. B cirydae
HEOOXOIMMOCTH JIOJKHA IIPOBOJUTHCS KOPPEKLUs [103bl Ipenapara, NPUHUMAeMOIro BMeECTe
C KJIapUTpOMUIIMHOM. Takke, 1O BO3MOXXHOCTH, JOJDKEH HPOBOAUTHCS MOHHMTOPUHT

CBIBOPOTOYHBIX KOHIICHTpAIUil MpenaparoB, MEPBUYHO METAOOIU3UPYIOMIUXCS U30(epMeHTOM
CYP3A.
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MeTaboau3M ClIeAyIOUIMX IpenapaToB/KIIaccoB M e MIMIGI—&SMl CYP3A,

YTO U METa0ONMU3M KIAPUTPOMUIIMHA, HAMPUMEp, alImpo30jiaM, KapOamas3emuH, MHUI0CTa30d,
[IUKIOCTIOPUH, JTU30MUPaMUI, METHINPEIHU30IOH, MHUIA30JaM, OMEINpPa3ojl, MepopaibHbIC
AHTUKOATyJITHTHI  (HampuMmep, BapdapuH, puBapokcabaH, amukcabaH), AaTHIIHYHBIC
AHTUTICUXOTHYECKUE CpPENCTBAa (HAaMpuUMep, KBETHANWH), XUHUIAWH, pudadyTuH, cuimeHadun,
TaKpoJIUMYC, TpruazojaM W BuHONMacTuH. Takke k aronucram m3odpepmenta CYP3A otHocsaTcs
CIIeIyIOIIHe npemnaparsl, MPOTUBOMOKAa3aHHbIE K COBMECTHOMY MIPUMEHEHUIO
C KJIapUTPOMHUIIMHOM: aCTEMH30J1, IU3aNpu, TUMO3H, TepdeHaaNH, IOBACTaTUH, CUMBACTaTUH
U aJKaouabl cropbiHby (cM. pasgen 4.3.). K mpemapatam, B3auMOJEHCTBYIOIIUM IMOJT00HBIM
o0Opa3om uepes pyrue n30pepMEHTHI B paMKax CUCTeMBI IuToxpomMa P450, otHocsTCs (heHUTOHH,
TEO(QWIJIMH U BaJbIIPOEBasi KUCIIOTA.

Hel’lpﬂ]l/lble AHMUKOoAazcyJisiHnbl

IIpu coBMecTHOM mpueMe BapdapuHa U KIAPUTPOMHUILIMHA BO3MOXHO KpPOBOTEYEHHE,
BbIpakeHHOe yBenuueHue MHO u nporpomOuHOBOro BpemeHH. B ciydyae coBMECTHOrO
NpUMEHEeHHsT ¢ Bap()apruHOM WM JPYTMMH HENPSMBIMH AaHTHUKOATYJISHTaMH HEOOXOIUMO
koHTposmpoBaTh MHO 1 mpoTpoMOHHOBOE BpeMs.

IlepopanbHble anmukoazyianmol APAMO20 Oelcmeus

[lepopanbHBI AHTHKOATYJSHT MPSIMOTO JEHCTBHSA Ja0WraTpaH SBISETCS CyOCTpaToMm Juis
s durokcHOTO Oenka-nepeHocunka P-rmukonportenna (P-gp). PuBapokcaban u amukcaban
MeTabom3upyrorcs ¢ yuyactueMm uzopepmenta CYP3A4 u takxke SBISIIOTCA cyOcTpaTaMu AJis

P-gp.

Cnenyer coOnrofaTh OCTOPOXKHOCTb IPU OJHOBPEMEHHOM INPUMEHEHUU KJIapUTPOMHULIMHA
C IaHHBIMM IIpenapaTaMu, 0COOEHHO Yy MAllMEHTOB C BBICOKMM PUCKOM KPOBOTEUEHHUS (CM. pa3aes
4.4.).

Owmenpason

Knapurpomunua (mo 500 Mr kaxiaele 8 4acoB) HCCIENOBAICS Yy 370POBBIX B3POCIHbIX
TO0OpOBOJIBIICB B KOMOWHanuu ¢ omenpaszoiom (mo 40 mr exemHeBHo). Ilpum coBmecTHOM
INPUMEHEHUN KIAPUTPOMHUIIMHA M OMENpa3ojia PaBHOBECHBIE IUIa3MEHHBbIE KOHLEHTpalUU
omerpasona Obltn yBenarueHsbl (Cmax, AUCo-24 1 nepuos noiysbiBeieHus [T12] yBennuumucs Ha
30 %, 89 % u 34 % cootBercTBeHHO). Cpennee 3HaueHue pH sxenyaka B TeueHue 24 4acoB
COCTaBMJIO 5,2 IIpU MPUEME OMETIPA30JIA B OTAEIBHOCTH U 5,7 NpU IpHEME OMEIPa30Jia COBMECTHO
C KJIQpUTPOMULIMHOM.

Cunoenagun, maoanragun u sapoenaghun

Kaxnapiii u3 »TuX MHrHOUTOPOB QocdoaudcTepassl MEeTadoNIM3UpyeTcs, Mo KpaiHed wepe,
yacTuyHO ¢ ydactueMm uzodepmenta CYP3A. B 1o xe Bpemsa uzodepmernt CYP3A moxer
MHTUOMPOBATHCS B IPUCYTCTBUM KIAPUTPOMUIIHA. COBMECTHOE MPUMEHEHUE KIAPUTPOMUIIIHA
¢ cuinaeHapwioM, TananaguiIoM WM BapAcHAQUIOM MOXKET NPUBECTH K YBEIWYCHHUIO
WHTHOMpYIomero Bo3aehdcTBus Ha Qocdonudcrepasy. [lpu nmpuMeHeHMH 3THX TpEmapaToB
COBMECTHO C KJIApPUTPOMMLUHOM CIIEAYeT PACCMOTPETh BO3MOXHOCTb YMEHBIICHUS J103bl
cunneHaduia, Taganaduia u BapaeHaduna.
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Teoghunnun, kapbamazenun

[Tpu coBMeCTHOM NMPUMEHEHUH KJIAPUTPOMUIIMHA U TeOPMIIINHA UK KapOaMa3enrHa BO3MOKHO
MOBBIIICHHE KOHLEHTPALUY JaHHBIX MIPENapaToB B CHCTEMHOM KPOBOTOKE.

Tormepooun

[TepBuuHBII METa0OIU3M TOITEPOAUHA OCYIIECTBIsAETCs yepe3 2D6 n3odopmy nuroxpoma P450
(CYP2D6). Onmnako B 4YacTu mOmMyJsiiuu, juineHHor wu3odepmenta CYP2D6, merabonmsm
npoucxoaut yepes nzopepment CYP3A. B a1oii rpymnmne HaceneHus nojaBieHne u3opepMenTa
CYP3A npuBoAHT K 3HAUUTEIHHO O0JIee BBICOKUM KOHIICHTPAIIMSAM TOJITEPOIANHA B CHIBOPOTKE.
B momymauumum ¢ HHM3KMM ypoBHeM Merabonm3ma uepe3 wuzopepment CYP2D6 moxer
noTpedoBaThCSl CHIDKEHHE JI03bl TOJNTEPOAMHA B MPUCYTCTBUM HMHTHOMTOPOB H30(epMEHTa
CYP3A, Takux Kak KJIapUTPOMULIUH.

bensoouazenunvt (nanpumep, annpazonam, Muoa3onam, mpuasonam)

[Ipu coBmMecTHOM NpUMEHEHHMH MHJa3oyiamMa M Tabietok kiapuTpomuuumHa (500 Mr nBa pasa
B JieHb) oTMeuasoch yBenuuenue AUC muaasonama: B 2,7 pas3a nocjie BHYTPUBEHHOTI'O BBEICHUS
mMymazonaMa. Eciam BMecTe ¢ KIApUTPOMHUIIMHOM TPHUMEHSIETCS BHYTPUBEHHas Qopma
MH/a30/1aMa, CleAyeT TIIATEIbHO KOHTPOJMPOBaTh COCTOSHUE NAalMEeHTa A BO3MOXKHOU
KOPPEKIHUH J03bI.

BBenenue ekapcTBEHHOr0 IpenapaTa 4epe3 CIU3UCTYI0 000I0UKY MOJIOCTH pTa, KOTOPOE JaeT
BO3MO>KHOCTh OOONTHU NMPECUCTEMHYIO 3JIMMUHALUIO JIEKAPCTBEHHOTO IpernapaTa, CKOpee BCEero,
MPUBEIET K B3aUMOJICUCTBUIO aHAJIOTUYHOMY TOMY, KOTOPOE HAOIIOAAeTCsl PU BHYTPUBEHHOM
BBEJICHUH MHJ1a30J1aMa, a He NP MepopaibHOM IIpUEME.

Taxwue sxe Mepbl IPeAOCTOPOKHOCTH CIIeIyeT IPUMEHATh U K JPYTUM OeH30/1Ma3enHaM, KOTOpble
meTtabonmsupyrorcss u3opepmentom CYP3A, Bikmowas TpuazonaM u  anmpaszonam. Jlis
OCH30/Ma3eMMHOB, BHIBEJICHUE KOTOpPHIX He 3aBUCHT OT u3odepmenta CYP3A (remazenam,
HUTpa3emnaMm, Jiopaszenam), MaJlOBEPOSATHO  KIMHWYECKH  3HAYMMOE  B3aWMOJICHCTBHE
C KJIAPUTPOMUITTHOM.

[Ipn coBMecTHOM MPUMEHEHHH KIAPUTPOMHUIIMHA M TpHa3ojiaMa BO3MOXKHO BO3JIEHCTBHE Ha
neHTpanbHyto HepBHYIO0 cucremy (ILIHC), nHanpumep COHIMBOCTh M CHYTaHHOCTh CO3HaHuA. B
CBSI3U C 3THUM, B CIIy4ya€ COBMECTHOTO NMPUMEHEHHsS, PEKOMEHYETCsl CIEIUTh 32 CUMIITOMaMU
Hapymenus [{THC.

B3anMoaeicTBHUA ¢ APYTUMH IIpenapaTaMu

Konxuyun

Konxumun sBisieTcst cyoctpatom kak mzodepmenta CYP3A, tak u Oenka-nepeHocunka P-gp.
M3BeCTHO, YTO KIAPUTPOMHIMH U JPYrHMe MaKpOJIM]bl ABISIOTCS MHIMOUTOpaMU U30(epMeHTa
CYP3A u P-gp. [Ipu coBMecTHOM NpreMe KIapUTPOMULIMHA U KOJIXUIIMHA HHruOuposanue P-gp
w/mwim  um3odpepmenta CYP3A MoxeT mNpuBeCTH K YCHWICHHIO JCWCTBUS KOJXULHUHA.
3aperucTpupoBaHbl MOCTPETUCTPALIMOHHBIE COOOICHHUS O CIyYasiX OTPABICHUS KOJIXUIIMHOM IIPU
€ro OJJHOBPEMEHHOM IIPUEME C KJIAPUTPOMULIMHOM, Yallle Y NOKUIIbIX anueHToB. HekoTopsie u3
OIMCAHHBIX CIy4aeB MPOUCXOINIH C MAUEHTAMHU, CTPAAAIOILUMU TOYEYHON HETOCTATOYHOCTBIO.
Kak coobmanocs, HEKOTOphIE CITydan 3aKaHYUBAIHCh JIETATBHBIM UCXO/IOM.
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4.3.).
JHueoxcun

[Ipennonaraercs, 4To ITUTOKCUH sBIisieTcst cyoctpatom P-gp. M3BecTHO, YTO KIApUTPOMUIIMH
uHrubupyer P-gp. [Ipu coBMecTHOM npueme KIapuTPOMHUIMHA M TUTOKCHMHAa MHIMOMpOBaHUE
P-gp  KIapUTPOMHLIMHOM  MOJET TNPHUBECTH K  YCWICHHIO  JEHCTBHUS  JUTOKCHHA.
[TocTperucTpallMOHHBIE HUCCIEJOBAHMs IOKA3ajdd, 4YTO COBMECTHBIM IIPUEM JWIOKCHUHA U
KJIADUTPOMHIIMHA TAaKXXE MOXET IPUBECTH K IOBBILICHUIO CBIBOPOTOYHOM KOHLIEHTPALUU
JUTOKCHHA. Y HEKOTOPBIX IAIMEHTOB OTMEYAINCHh KIMHUYECKUE CHUMITOMBI OTPABIICHUS
JUTOKCHHOM, BKJIIOYas IIOTCHLMAIBHO JIeTalbHble apuTMuM. IIpm coBMecTHOM mnpueme
KJIAPUTPOMHULIMHA M JUTOKCHHA CJIETyeT TINATEIbHO KOHTPOJIUPOBATh KOHLEHTPALUIO JUTOKCUHA
B CBIBOPOTKE.

3uoosyoun

OnHOBpeMEeHHBIN TpueM TabJEeTOK KIAPUTPOMHUIIMHA U 3UIOBYJMHA TEPOPATBLHO B3POCIBIMU
BUY-uHpUIMpPOBaHHBIMU TAallMEHTAMU MOXET TPHUBECTH K CHI)KEHUIO pPaBHOBECHOM
KOHLIEHTpalUU 3UI0BYA1HA.

[TockonpKy KIApUTPOMHUIIMH BIUSIET Ha BCAChIBAaHWE 3HMJIOBYJIMHA MPU MEPOPAIBHOM IpPHEME,
B3aMMOJICHCTBHSI MOXXHO B 3HAYUTENBHOM CTENeHW u30ekaTh, MPUHUMAS KIAPUTPOMUIIMH U
3UJIOBYJIMH C HHTEPBAJIOM B 4 yaca.

[MomoOHoOTrO B3ammozeiicTBusi He HaOmoganu y BUYU-uHGUIMPOBaHHBIX JeTel, MPUHUMABIINX
JIETCKYIO CYCIEH3UIO KJIAPUTPOMUIIMHA € 3UJIOBYAMHOM WIN JUIE€30KCUMHO3UHOM. ITockonbKy
KJIApPUTPOMHULIMH MOXKET IPENATCTBOBATh BCACHIBAHMIO 3UIOBYAMHA IPU UX OJHOBPEMEHHOM
npueMe BHYTPb Y B3POCIBIX MAaLMEHTOB, MOJ00OHOE B3aUMOJEHCTBHE BPSAJ JU BO3MOXKHO IpHU
UCIIOJIb30BaHUM KIIAPUTPOMHIIMHA BHYTPUBEHHO.

Denumoun u 6ajlbnpoesas Kuciona

WmeroTcst gaHHble O B3auMoeWcTBUSAX HMHruoutopo wuzodepmenta CYP3A (Bkimrogas
KJIApUTPOMULIMH) C IpenapaTamMH, KOTOpble He METabOIM3UPYIOTCS € MOMOUIbIO U30(epMeHTa
CYP3A (¢dhenutonHoM u BabIpoeBOW KUCIOTON). [l JaHHBIX IpenapaToB, MPU COBMECTHOM
IPUMEHEHUU C KIAPUTPOMMIIMHOM, PEKOMEHIYETCS ONPEIEIIEHHE MX CBHIBOPOTOUYHBIX
KOHIIEHTpAIUH, TaK KaK UMEIOTCSl COOOIIEHUsI 00 UX MOBBILICHUH.

JIByHaIpaBJIE€HHOE B3aUMOJIEHCTBHUE JEKAPCTB

Amasanasup

KnaputpoMuiius 1 arazaHaBup SBISIOTCS Kak CyOCTpaTaMu, Tak 1 MHTMOUTOpaMu U30(pepMeHTa
CYP3A. CymectByeT CBHACTENBCTBO JIBYHAIPABJICHHOTO B3aUMOJECHCTBUSI ATUX IMPENapaToB.
CoBmecTHOe mpuMeHeHHe kinapurpomunuza (500 mr nBa pasa B AeHb) U atazaHaBupa (400 mr
OJIUH pa3 B JIeHb) MOXET MIPUBECTHU K ABYKPATHOMY YBEJIUUEHUIO BO3IECHCTBHSI KIAPUTPOMHUIIMHA
U yMeHblleHMIo BoszaelcTBusa 14-OH-xnaputpomunmaa Ha 70 %, c yBenmuenuem AUC
aTazaHaBupa Ha 28 %. brarogaps mMpokoMy TepaneBTHUECKOMY IUana3oHy KJIapUTPOMMIIMHA
YMEHBIICHHE €r0 JI03bI y TallMEeHTOB C HOPMAIBHOM (yHKIKEH oYeK He TpeOyeTcs. Y malieHTOB
¢ ymepeHHo# nmoyeyHoi HegoctatogHOCThI0 (KK 30—-60 Mir/MuH) 1032 KIIapUTPOMUIIMHA TOJIKHA
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CHM3UTh Ha 75 %, WHCHIONB3ys A 3TOTO COOTBETCTBYIOUIYIO JICKAPCTBEHHYIO (opMy
kinaputpomunivHa. Kiaputpomunua B no3ax, npesbimarommx 1000 Mr B CyTKH, Henb3s
MPUMEHSTH COBMECTHO C HHTUOMTOPAMH MPOTEa3.

EJZOKamopbl «MEOJIeHHBIXY Kainvbyuesvlx Kanauioe

[Ipn o1HOBpEMEHHOM NPUMEHEHUU KJIAPUTPOMHULIMHA U OJIOKaTOPOB «MENJICHHBIX» KaJIbLINEBbIX
KaHAJIOB, KOTOphie MeTrabomu3upyrorcs wuzodpepmentom CYP3A4 (manpumep, Bepamamui,
aMJIOJIUTIVH, IWITHA3EM), CIEAyeT COONIOaTh OCTOPOXKHOCTH, TOCKOJIbKY CYIIECTBYET PHUCK
BO3HHKHOBEHUS] apTEepPHAJIbHON THIOTCH3WH. [I7a3MEHHbIC KOHIIEHTpAIMH KIAPUTPOMHUIIUHA,
TaKXe, KaKk M OJIOKATOPOB «MEIUICHHBIX» KaJbIIMEBBIX KAaHAJIOB, MOTYT TOBBIIIATHCS IPH
OJTHOBPEMCHHOM TMPUMCHEHUH. ApTepHalibHas TUIOTEH3Us, OpaluapuTMHs M JIAKTOAIUI03
BO3MOXKHBI IIPY OJJHOBPEMEHHOM IIpUEME KIIApUTPOMHULIMHA U BEparaMuia.

HUmparonaszon

KnaputpoMuliiH ¥ WTpPaKoOHA30J1 SBISIOTCA CyOCTpaTaMH M WHTHOMTOpaMH H30(pepMEeHTa
CYP3A, 4uro ompenenser IByHalpaBlI€HHOE B3auMojeicTBUE mpenapartoB. Kiapurpomuinux
MOYKET TIOBBICUTh KOHIICHTPALIMIO UTPAKOHA30JIa B IJIa3Me, B TO BpPEeMs KaK UTPAKOHA30JI MOXKET
MOBBICHTh IUIA3MEHHYIO KOHILIEHTPAIMIO KJIapUTpOMHUIMHA. [lallMeHToB, OIHOBPEMEHHO
NPUHUMAIOIIUX UTPAKOHA30J M KJIAPUTPOMHUIINH, CIEAYET TIIATEILHO 00CIIe0BaTh HA HAINYHE
CHUMIITOMOB YCWJIEHHUSI WIM YBEIMYEHHs UIMTEIBHOCTH (hapMakojgoruyeckux 3¢(pQexroB 3Tux
Ipenaparos.

Caxseunasup

KnaputpoMuniviea v cakBUHABUP SBJISIOTCS CyOCcTpatamu U mHrHouTopamu nzopepmenta CYP3A,
YTO OIpeJIeNIAeT ABYHANPaBICHHOE B3aUMOIeHCTBHE ITpenapaTtoB. OTHOBPEMEHHOE IPUMEHEHHE
kiaaputpomuimHa (500 Mr 1Ba pa3a B IeHb) U CAKBUHABUPA (B MATKUX JKEIaTHHOBBIX Karcyax,
1200 Mr Tpu pasza B AeHb) y 12 310poBbIX 100poBombieB Bbi3biBaNo yBenudeHHe AUC U Cmax
cakBuHaBupa Ha 177 % u 187 % COOTBETCTBEHHO, B CPaBHEHMM C IIPUEMOM CaKBMHaBHMpa B
oraensHOCTH. 3HaueHUsI AUC u Cmax KIapuTpoMHUIIMHa ObUTH NpuOIM3uTensHo Ha 40 % BhIle,
YeM TpU MOHOTEPANuU KIAPUTPOMHUIMHOM. [IpM COBMECTHOM NPUMEHEHHH STHUX JBYX
IpenapaToB B TEUEHUE OTPaHUYEHHOTO BPEMEHH B J103aX/COCTAaBaX, YKa3aHHBIX BBIIIE, KOPPEKIIUS
no3bl  He TpeOyercs. Pe3ynbrarel HCClIeIOBaHUS JICKAPCTBEHHBIX B3aUMOJCUCTBUH ¢
UCIOJIb30BAaHUEM CaKBHHABUpPA B MATKHX JKEIATMHOBBIX KalCyslax MOTYT HE COOTBETCTBOBATH
s¢¢exram, HaOMIOaeMbIM NIPU IPUMEHEHUH CAKBHHABHpPA B TBEP/BIX JKEIATHHOBBIX KarcyJiax.
Pe3ynbraThl Hccneq0BaHus JEKapCTBEHHBIX B3aUMOICHCTBUI IPU MOHOTEPANIUU CAaKBUHABHUPOM
MOTYT HE COOTBETCTBOBATH apdexTam, Ha0JII01aeMbIM pu Tepanuu
CaKBUHApWHOM/pUTOHAaBUpOM. [IpHu mpueme cakBHHaBHpa COBMECTHO C PUTOHABUPOM CIEAyeT
YUUTBIBATh MOTCHIIMAIIEHOE BIMSHUAE PUTOHABUPA HA KIAPUTPOMHUIIVH.

4.6. DepTUIBLHOCTDH, 0€PEMEHHOCTH U JIAKTALMS

bepemMeHHOCTD

Bbe3onacHOCTh MpUMEHEHHS KIIAPUTPOMHIIMHA BO BpeMs OEpEMEHHOCTH HE yCTaHOBJICHA.
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OcCHOBBIBasAICH Ha Pa3INYHBIX PE3YIIbTATAX, IO

Ha OIbITe MNPUMEHEHHUs Y JIOJCH, HeNb3sl HUCKIIOYUTh BO3MOXKHOCTH HEOIAronpUsTHOTO
BO3JeiicTBUS Ha sMOpuoderampHOoe pasBuTHe. Hexoropsie HaOmofaTesnbHBIE HCCIEIOBAHMA,
olleHMBaroIue BozaeicTBue kinaputpomunuHa B I u II Tpumectpax OepeMEHHOCTH, BBISBHIN
IOBBIIIEHHBI ~ PUCK  CAaMONPOU3BOJIBHOTO abopTa IO CPaBHEHHIO C  OTCYTCTBHEM
AHTUOMOTUKOTEPANUU WM NPUMEHEHHEM JpPYI'MX aHTHOMOTUKOB B AaHAJOTMYHBIE CPOKH
O6epemenHocTu. Mmerommuecss  3MUIEMHOJIOTHYECKHE  HCCIIEOBAHUS  PUCKA  CEPbE3HBIX
BPOKICHHBIX ITIOPOKOB PAa3BUTHS MPU NPUMEHEHUU MaKpOJIHUI0B, BKIIOYas KIAPUTPOMULMH, BO
BpeMs OEpEMEHHOCTHU IEMOHCTPUPYIOT POTUBOPEUHUBBIC PE3YIbTATHI.

[IpumeHeHne KIapuTpOMHUIIMHA TTPU OepeMeHHOCTH (0COOCHHO B | TpuMecTpe) BO3MOKHO TOJIBKO
B ClIy4ae, KOrJa OTCYTCTBYET allbTCpHATHBHAsI TEpamus, a MOTCHIIMAbHAS TI0JIb3a JJIsl MaTepH
NPEBBIIACT MOTCHIIMATBHBIN PUCK IS IJI0/1A.

JlakTanms

Bb110 ycTaHOBIIEHO, 4TO peOEHOK, HAXOAAIIMICA Ha TPYAHOM BCKapMJIMBAHUHU, MOXKET MOTY4YHUTh
okoso 1,7 % OT MaTepUHCKON M03bl KIAPUTPOMHUIIMHA C IOINPABKOM HA Maccy Tejla MaTepH.
be3onacHOCTh NMpUMEHEHUs] KIAPUTPOMUIMHA JUId JeTed Ha TpyAHOM BCKapMJIMBAHUU He
ycraHoBneHa. [Ipy HeoOXOAMMOCTH MpHeMa B MEPUOJ TPYTHOIO BCKAPMIIMBAHHS KOPMIICHHUE
IpyZIbI0 HEOOXOIMMO PEKPATUTh.

DepTUABHOCTE

HCCJ’IGI{OB&HI/IH, MMPOBCACHHLBIC HA KPbICAX, MMOKAa3aJIl OTCYTCTBUC BIIMAHUS HA (I)epTI/IJIBHOCTL.

4.7. BiausiHMe Ha CIOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CPeACTBAMH M PadoTaTh
¢ MeXaHNU3MaMH

ﬂaHHBIC OTHOCHUTCIIbHO BJIMAHUSA KIIAPUTPOMUIIMHA HA CIIOCOOHOCTB K YIpaBJICHUIO aBTOMOOMJIEM
U MCXAaHU3MAMH OTCYTCTBYIOT. CJ'ICI[yeT CO6JHO,Z[8.TB OCTOPOKHOCTb IIPpU YIIPABJICHHUU
TPAHCIIOPTHBIMU CPEACTBAMU HU MCXAHU3MaMH, YYUUTBIBAs I[MOTCHLHUAJIBHYIO BO3MOKHOCTH
TOJIOBOKPYXKCHUA, BCPTUTO, CIYTAHHOCTU CO3HAHUA U OC30PUCHTALIMHU, KOTOPLIC MOIYT
BO3HHUKHYTH IIPU MIPUMCHCHWU JAHHOI'O IIpcriapara.

4.8. HexesaTeJibHbIe peakInu

Pes3roMe HexxenaTeabHbIX PEAKIINI

Knaccudukanmss dvactorel pa3BuTus TO000YHBIX d¢¢dexkToB BcemupHON —opraHuzanuu
3npaBooxpanenus (BO3): ouens yacto —> 1/10; wacto — ot > 1/100 10 < 1/10; HEwacTo —> 1/1000
1o < 1/100; penxo — ot > 1/10000 mo < 1/1000; ogens penko — < 1/10000, BkItouast OTEIHHBIC
COOOIICHHUST; YaCTOTa HEM3BECTHA (Ha OCHOBAHMU WUMECIOIIUXCS TAHHBIX OIEHHUTH HEBO3MOXHO).
[Iepeuyenp HexenaTeNbHBIX PEAKIAN C TPYIIIUPOBKOM IO CUCTEMHO-OPTaHHBIM KJIaCCaM U YacCTOTe
npeactasieH B Tabmure 1.
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Brpix pehkibalit; Japersrprpostibiis wikmhliccinx

HCCJICA0BAHUAX KIIAPDUTPOMUIIMHA

CHuCcTeMHO-OpPraHHbIN YacroTa HeskenaTeabHble peakuuu
KJIaCC
Nudexuun u nuBazuu Heuacto HeJUTIONHUT .,
KaHAW103,
racTPOIHTEPHT?,
BTOpHYHble MHbeKnuu® (B TOM  YHCIE
BarvHaJILHBIC)
Yacrora MICEBIOMEMOPAHO3HBIN KOJUT,
HEU3BECTHA poxa
Hapymenus co croponsl | YacTto CHITTh

MMMYHHON CHUCTEMBbI Hewacto

aHa(UIAKTOMIHAS peaKius’,
TUTIEPUYYBCTBUTEIIBHOCTb,
JepMaTHUT OyJIE3HbIIA !,

3yn,

KpaInuBHUIIA,

MakyJionairyJjie3Hasn CBIHB3

Yacrorta
HEU3BECTHA

aHa(UIaKTHYECKas peaKIus,
AHTMOHEBPOTUYECKUN OTEK,

CEpbE3HBIE KOXKHBIE HEXKEIIATEIbHbIE PEAKIUU
(HampuMep,  OCTpPBI  IeHepaln30BaHHBII
9K3aHTEMAaTO3HBIN MyCTYyIIE3),

cunapom CtuseHca-/[>KoHCOHa,

TOKCHYECKUM M IEPMaJIbHBIN HEKPOIIU3,
JeKapCTBeHHAs ChIlb C 303uHOMINEd U
CHUCTEMHOM CHMITOMATUKOMN (DRESS-
CUH/IPOM)

Hapymenns Heuacto
MeTaboaM3Ma U MUTaHUs

aHOPEKCHS,
CHIDKEHHE amlleTuTa

Ilcnxnueckue Yacrto

OeccoHHMIIA

HapyLIECHUS Heuacro

OCCIIOKOMCTBO,
ITOBBIIIICHHAS B036y,Z[I/IMOCTI)3

YacToTa
HEU3BECTHA

NICUXOTUYECKHE PACCTPOMCTBA,

CIIyTaHHOCTb CO3HaHUS,

JieTiepcoHaIn3aIus,

JeTpeccus,

J€30pUEHTaLNS,

TaJTIOLMHALIHY,

HapyUIeHUs]  CHOBUACHHUH  («KOIIMAapHBIE»
CHOBMJICHUS),

napecTesus,

MaHUs

Yacrto

roJ0BHas1 00Ib,
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CHCTeMHO-OpTaHHbIii Yacrora I Hexénarenbabie pearmum - - - -/
KJ1ace
Hapyuienust co cTopoHsl JTUCTEB3US
HEPBHOW CUCTEMBI Hewacto noTeps CO3HaHUs',
JUCKUHe3us !,
TOJIOBOKPY’KEHUE,
COHJIUBOCTb,
TpeMop
Yacrora CyJ0pOrH,
HEU3BECTHA areB3usl (MMOTepsl BKYCOBBIX ONTYIICHUN),
MapoCMus,
aHOCMUS
Hapymenust co croponsl | Heuacto BEPTHTO,
oprana ciyxa u HapyluieHue cayxa,
nabupuHTa 3BOH B yIlIax
Yacrora rIyXoTa
HEU3BECTHA
Hapymenus co croponsl | Heuacto ocTaHOBKa cepna’,
cepana bubpumIAIUs npez[cepzu/n?ll,
yATUHEHHE WHTEpBaa QT Ha
INEKTPOKaApAUOTpaAMME,
SKCTPACHCTONHs ",
OIIyIICHUE CePILICONCHUS
YacroTa KEIyA0UKOBas TaXUKapIus, B TOM YHCIIE TUIA
HEU3BECTHA «IHPYITY,
GbuOPUIIALINS KETYA0UKOB
Hapymenust co croponsr | Yacto BazoAUIaTALUA!
COCYJIOB YacroTa KPOBOTEUYCHHE
HEU3BECTHA
Hapymenus co croponsl | Heuacto actma',
JBIXaTeNIbHOM CHCTEMBI, HOCOBOE KPOBOTEUEHHUE?,
OpraHoB TpyIHOM TpoM60IMOOHS ErOYHOit apTepun’
KIJIETKU U CPEJIOCTEHUS
Kenynouno-kumeunsle | Yacto auapes,
HapYIICHUS pBOTa,
TTUCTICTICHSI,
TOIITHOTA,
0016 B 00J1aCTH )KUBOTA
Heuacto 330¢arut’,

racTpod3odareansHas pedIroKcHas 60Ie3Hb?,

racTpur,
IPOKTaIrus’,
CTOMATHT,
TJIOCCHT,

B3/lyTHE KUBOTA,
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CHCTeMHO-OpTaHHbIii Yacrora \ rﬁb&lﬁ%‘éﬁﬁ&ﬁ@ﬁ&'ﬂh;ﬁ' 0008

KJacc

3arop,
CYXOCTbh BO PTY,

OTPBIKKA,

METCOPU3M,

XOJIecTas,

remaTutT B T.4. XOJECTAaTHYECKUH  WIHU

renaToLeLIOIAPHBIH*

Yacrora OCTpBII aHKPEATUT,

HEU3BECTHA W3MEHEHHE 1BETA s3bIKa U 3y00B,
[I€YEHOYHAas! HEZJOCTATOYHOCTb,
XoJiecTaTHyecKast KelTyxa

Hapymenust co ctopons! | Hacto MHTEHCUBHOE MOTOOTAEICHUE

KOKM M NOOAKOXHBIX | HacTtora aKHe
TKaHEeHN HEN3BECTHA

Hapymenus co croponsl | Heuacto MBIIIEYHBIH CTIa3M’,

MI)IIJ_IGLIHOI\/'I, CKEJICTHOM KOCTHO-MbIIICYHAaA CKOBaHHOCTBI,

n COCIMHUTEIbHOM MI/Ia..]'Il“I/Ifi2

2*
TKaHH YacrtoTa pa6I[OMI/IOJ'II/13 ,

HCHU3BCCTHA MuUoOIaTud

Hapymenuns co croponsl | YactoTa IOYeYHasA HEAOCTATOYHOCTD,
MOYEK Y | HEU3BECTHA WHTEPCTUIIUATBLHBIN HEQPUT
MOYEBBIBOJSIINX yTEH

O6mme wnHapymeHuss u | O4eHb yacTo ¢1e6uT B MecTe HHBEKIUN'

peakuuu B mecte | YacTo 0OJIb B MECTE MHBEKIIUH ',
BBEJICHUS BOCIIAJICHUE B MECTE HHBEKIIUHU'

Heuwacto HemoMoranue”,
rUnepTepMus”,

acTeHus,

60Jb B IPy/IHOM KiIeTke",
03H00*,

YTOMIISIEMOCTD

JlaGopaTopHsbie u | Yacro OTKJIOHEHHE B NIEYEHOYHOH Mpode

MHCTPYMEHTAJIbHbIE Heuacto TOBBILICHNE KOHIIEHTPAMK KPEeaTUHKHA ',
TaHHBIC TOBBIIIEHHE KOHIIEHTPAILIUM MOYEBHHBI',
M3MeHEHUEe OTHOIIEHHS anbOyMUH/TI00yIuH",
JICHKOIICHHS,

HeiiTponenus®,

303uHO(HIHA?,
TpOM6OLII/ITeMI/I}I3,
TIOBBIIIEHUE AKTUBHOCTHU
ananuHamMuHoTpanchepassl (AJIT),
acnapratamuHoTpancdepassl (ACT),

ramMaraytamuitpancdepassl (ITTT)4,
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CHCTeMHO-OpTaHHbIii YacroTa "Hemé‘ﬁﬁ%ﬂbﬁﬁé'f)&ﬂuﬁn‘ ao0s]

KJacc

meno4Hoi docarassr’,
nakraraeruaporesass: (JIJ)*

YacroTa arpaHyJoIHTO3,

HEU3BECTHA TPOMOOLIUTOTICHHS,

YBEJIMUEHUE  3HAYCHHUS]  MEXIyHApOIHOTO
HopMmann3oBaHHOro otHoueHus (MHO),
yJNTHHEHUE MPOTPOMONHOBOTO BPEMEHH,
W3MCHCHHUE I[BETa MOYH,

MOBBIIICHUE  KOHIEHTpAIlUu  OWIMpyOnHa
B KPOBH

Ilpumeuanue: * — B HEKOTOPBHIX COOOIIEHUSAX O PabJOMHUOIM3E KJIAPUTPOMUIIMH HMPUHUMAIICS
COBMECTHO C JAPYTUMH JIEKaPCTBEHHBIMH CPEACTBAMH, C NPHUEMOM KOTOPBIX, KaK HM3BECTHO,
CBSI3aHO pa3BUTHE pabromMuosn3a (CTaTUHBI, (UOpATHI, KOMXHULUMH WM AJIOMypuHON); 1
COOOIIEHNS O JAHHBIX MOOOYHBIX PEAKIUAX ObUIN MOTyYeHBI TOJIBKO MPHU IPUMEHEHHH Ipernaparta
Knamun, muodunuzaTt A NpUroTOBICHHUS pacTBopa uisd WHQY3UH; 2 — COOOIIEHUST O TaHHBIX
0OOYHBIX peaklUaX ObLIN MOJyUEHbI TOIBKO IpU NpuMeHeHun npenapata Knanun CP, Tabnetku
C IIPOJIOHTUPOBAHHBIM BBICBOOOXKIEHUEM, IMOKPHITHIE IIEHOUHOW 000104KOM; 3 — COOOLIEHHS O
JAHHBIX MOOOYHBIX peakUUsX ObUIM MOIYyYEHBbl TOJIBKO IPU NpUMEHEeHuHu npenapara Kiauun,
IpaHyjbl Ui MPUTOTOBJIEHHSI CYCIEH3MM JUI IMpHeMa BHYTpb, 4 — COOOIIEHUS O JaHHBIX
NOOOYHBIX PeaKUUsAX ObUIM MOJIYYEeHbI TOJIBKO MpPU NpUMeHeHuu npenapara Knauun, tabnetku,
HOKPBITHIE TUIEHOYHON 000JI0YKOM.

CTH

[Ipennosaraercs, 4To 4aCTOTAa, TUIl U TSKECTh HEXKEIATCIBHBIX PEAKLUMM y JETEH Takas ke, Kak
Y B3pOCIIBIX.

ITanmeHTH ¢ NOAaBISHHEIM HMMYHUTETOM

VY mnanmeHToB ¢ ¢ cuHApoMoM mpuoOpereHHoro ummyHoneduuurta (CIINI) u apyrumu
UMMYHOJICUIIUTAMH, MOJYYAIOMIUX KIAPUTPOMUIIMH B 0Ojee BBICOKMX [03aX B TEUYCHHE
JUTMTEIIFHOTO BPEMEHHU ISl JICUCHHUST MUKOOAKTEepHaIbHBIX WHPEKINI, YacTO TPYJHO OTIHYUTH
HexenarenbHble 3(QexTsl mpenapata or cuMnToMoB BUY-mHGEKINH WK COMyTCTBYIOMIETO
3a00J1€BaHMU.

Haubosee yacTbIMU HeXKeNaTEIbHBIMU SIBICHUSMH Y TAIIUEHTOB, IPUHUMABIIUX CYTOUHYIO J103Y
KJIapuTpoMuLnHa, paBHyto 1000 Mr, ObUTH: TOIIHOTA, pBOTA, U3BpPALICHNE BKYyCa, 00JIb B 00JIaCTH
KHUBOTA, JAMApesi, ChIllb, METEOPU3M, I'OJOBHAs O0OJb, 3amop, HapylIICHHE CIyXa, MOBBIIICHHE
aktuBHOCTH ACT n AJIT B kpoBu. Takxke oTMeUanuch Cllydand HEXKEeNaTeIbHbIX IBICHUHN C HU3KOU
4acTOTOH BOZHUKHOBEHHS, TAKHE KaK OJIBIIITKA, OECCOHHHIIA U CYXOCTb BO PTY.

VY mauueHToB C MOJaBJICHHBIM UMMYHUTETOM NPOBOAMIM OLICHKY JIAOOPAaTOPHBIX MOKa3aTeneil,
aHAJU3UPYS UX 3HAUUTENIbHbIE OTKJIOHEHHS OT HOPMBI (pe3Koe MOBBIIIEHNE WK CHUXKeHue). Ha
OCHOBaHUU JaHHOT'O KpUTepus y 2—3 % ManueHToB, NoIy4YaBIIMX KIApUTPOMULIMH B 103€ 1000 mMr
€XKEIHEBHO, OBLJIO 3aperuCTPUpPOBAHO 3Ha4yuTeNbHOE moBBIMIeHHEe akTUBHOCTH ACT u AJIT
B KPOBM, a TaKX€ CHIKEHUE 4YHC]a JICHKOIMTOB U TPOMOOLIMTOB. Y HEOOJIBIIOrO 4YHCIia
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NAIMEeHTOB TakXe ObUIO 3aperHCTPUPOBAHO oBBIEHHE é&ﬁéﬁﬁ%ﬁxﬂﬁﬂ BCtatolmdto” abora

MOYCBUHEI.

COO6IJ.[GHI/IG O IMOA03PEBACMBIX HEKCJIATCIBbHBIX PCAKIINAX

BaxxHo cooOmarh 0 TOJ03PEeBAEMBIX HEXKENATENbHBIX PEAKIUAX IOCJIe PETUCTPALUU
JICKapCTBEHHOTO TIperapara ¢ Meyibio 00eCreYeHNsT HEMPEePhIBHOIO MOHUTOPUHTA COOTHOIIICHUS
«TOJIb3a — PHUCK» JIEKApCTBEHHOTO mpemnapara. MeauIMHCKUM pabOTHUKAM PEKOMEHIYeTCs
coo0IIaTh O JIIOOBIX MOJ03PEBAEMBIX HEXKENATENbHBIX PEAKIHUSIX JIEKapCTBEHHOTO Ipernapara
yepe3 HalMOHAJIbHBIE CHUCTEMBbI COOOLICHHS O HEKEJIaTeNbHBIX PEeaKIUsiX T'OCylapCTB-YJICHOB
EBpa3uiickoro 5JKOHOMUYECKOT0 COI03a.

Poccuiickas @edepayus:

109012, r. Mocksa, CrnaBsiHCKas miomaip, 1. 4, ctp. 1

DdenepanbHas cyx)0a 1Mo Haa30py B cdepe 3apaBooxpanenus (Pocsnpasramzop)
Tenedon: +7 800 550 99 03

On. moura: pharm@roszdravnadzor.gov.ru

https://roszdravnadzor.gov.ru

Pecnybnuka Kaszaxcman:

010000, r. Acrana, paiton baitkonsip, yi. A. Umanosa, 13 (BLl «Hypcaymet 2»)

PI'TI na IIXB «HauuoHambHBIA HEHTP 3KCHEPTHU3bI JIEKAPCTBEHHBIX CPEACTB U MEAUIMHCKHX
m3nenuit» Komurera MeauuuMHCKOro U (apMaleBTHYECKOro KOHTPOJs MuUHHUCTEpCTBa
3npaBooxpanenus: Pecnyonuku Kazaxcran

Tenepon: +7 7172 235-135

On. noura: pdlc@dari.kz

http://www.ndda.kz

4.9. Ilepeno3upoBka

CUMIOTOMBI

[Tpriem OOMBIION 03Bl KIAPUTPOMUIIMHA MOXKET BBI3BATh CUMITOMBI HapYIIEHHH CO CTOPOHBI
KEITYA0YHO-KUIIEYHOTO TPAKTA.

Y ongHOro mamueHta C OWIOJSAPHBIM pAcCTPOMCTBOM B aHaMHE3e IOciie mpuema 8T
KJIApUTPOMHUIIMHA ONMCAaHbl U3MEHEHHMSI IICUXUYECKOTO COCTOSIHUSA, TAPAHOUAIBHOE IIOBEICHHUE,
TUIIOKAJIMEMUS U TUIIOKCEMHS.

Jleuenue

[Ipu mepeno3upoBKe cCieayeT yIaIUTh HeaObCOpOMPOBAHHBIA IMperapar W3 JKEIyA0YHO-
KUIIEYHOTO TpakTa (MPOMBIBAHUE KEITyJKa, MPUEM aKTUBUPOBAHHOTO YIS U JAp.) U MPOBECTU
CUMITOMATHYECKYI0 Tepanuio. ['eMoaManu3 W TEepUTOHEAIbHBI JAHMadn3 HE OKa3bIBAIOT
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CYLIECTBEHHOIO BJIMSHUA HA KOHIECHTPALMIO apHTdeHIJ;;I‘C EJW "qll-oTy?dﬂ)aH'i‘épHo

U JUI IPYTUX MPENapaToB IPYIIbl MAKPOIUIOB.

5. PAPMAKOJIOTHMYECKHUE CBOMCTBA

5.1. ®apmakoauHaAMHUYeCKHe CBOMCTBA

CDapMaKOTepaHCBTI/I‘IeCKaH rpyma: AHTI/I6aKTepI/IaJ'ILHBIe cpeacrtBa CHUCTEMHOI'O HeﬁCTBHH;
MaKpOJUJbI, TUHKO3aMUJbl U CTPCTITOTPAMUHBI; MAKPOJIU/BI.

Kox ATX: JO1IFAQ09

MexaHu3m aeicTBUS U (baDMaKOHI/IHaMI/I‘IeCKI/IC Sd)d)eKTBI

Knaputpomunina ~ SBIS€TCS  MOMYCHHTETHYECKUM  AHTHOMOTHKOM TPYNIBl  MaKpOJIHUIOB
M OKa3bIBa€T aHTHOAKTepUaTbHOE JelcTBUE, B3aumoneicTByss ¢ 50S  pubGocomanbHOMI
cyOBeTMHUIICH U TIOJABIISIS CHHTE3 Oelka OaKTepuil, 9yBCTBUTEIILHBIX K HEMY.

KiaputpoMuniMH NpoaeMOHCTPUPOBAN BBICOKYKO AKTUBHOCTb N Vitro B OTHOLICHUM Kak
CTaHJAPTHBIX JIAOOPATOPHBIX MITAMMOB OaKTE€pPHH, TaK M BBIJCIECHHBIX Yy IMalMEHTOB B XOJ€
KJIMHUYECKON MPaKTUKU. [IposBiIseT BHICOKYIO aKTUBHOCTh B OTHOLICHUHM MHOTHX a3pOOHBIX U
aHAPOOHBIX TPAMIIOJIOKUTENBHBIX U TPAMOTPUIATEIBHBIX MHUKPOOPTaHU3MOB. MHUHUMAaNbHBIE
nojasisone  KoHnentpauun (MIIK) wmaputpomuiimHa it OOJBIIMHCTBA BO30YIHUTENCH
menbIne, yem MITK sputpomuniaa B cpeiHeM Ha oHO log2 pa3BeacHuHE.

Knapurpomunuz in vitro BHICOKOAKTUBEH B OTHOIIEHUU Legionella pneumophila, Mycoplasma
pneumoniae. Oka3biBaeT OaKTEepHUIMIHOE AelicTBUE B oTHOIIeHUU Helicobacter pylori, nannas
AKTUBHOCTH KJIAPUTPOMHUIIMHA BBIIIE MPU HEUTpaIbHOM pH, 4eM mpu Kuciom.

Kpome Toro, manuswie in vitro v in vivo yKa3bIBalOT Ha TO, YTO KJIIAPUTPOMHUIIMH JIEUCTBYET HA
KJIMHUYECKH 3HauYMMble BUIBI MUKOOaKkTepuil. Enterobacteriaceae n Pseudomonas spp., Tak xe
KaK 1 Ipyrue He (epMEeHTHPYIOIINE JaKTO3y IpaMOTpHUIlaTeIbHbIe OaKTepUH, HE YYBCTBUTEIHHBI
K KJIJApPUTPOMULIMHY.

AKTUBHOCTH KIIApUTPOMHIIMHA B OTHOIICHHUUA 60J'II)HII/IHCTB8. mTaMMOB TICPCUYHCIICHHBIX HHKC
MUKpPOOPraHM3MOB JI0OKa3aHa KaK in Vitro, Tak U B KJIMHUYECKON MPAaKTHKE MpH 3a00JeBaHUIX,
MEPEUYNCIICHHBIX B pazjene 4.1.

AspobHbie epamnonodxicumenshvlie MUKPOOP2AHUMbL.
o Staphylococcus aureus
e Streptococcus pneumoniae
e Streptococcus pyogenes
e Listeria monocytogenes

AspobHvle epamompuyamenbHble MUKPOOP2AHUMbL
e Haemophilus influenzae

e  Haemophilus parainfluenzae
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(NOCNEQCBATENEHOCTE 0006)

e  Moraxella catarrhalis

e Neisseria gonorrhoeae

e Legionella pneumophila
Hpyaue mukpoopearusmoi

e  Mpycoplasma pneumoniae

o  Chlamydia pneumoniae (TWAR)
Muxobaxmepuu

e Mycobacterium leprae

e  Mycobacterium kansasii

o  Mycobacterium chelonae

o  Mycobacterium fortuitum

e  Mpycobacterium avium complex (MAC) — komIuIeKkc, BKItovaromuit Mycobacterium avium
u Mycobacterium intracellulare

HpOI[YKHI/IH OeTa-J1akTamMasbl HEe OKa3bIBAE€T BIUSIHHA Ha aKTUBHOCTH KIIapuTpOMHIIMTHA.

BonbmuHCTBO MTaMMOB CTaMIOKOKKOB, PE3UCTEHTHBIX K METHLIWUIMHY U OKCAIlWUIMHY,
00J1aJal0T YCTONYNBOCTBIO U K KIIAPUTPOMULIMHY .

Helicobacter pylori

UyBCTBUTEIBHOCTD H. pylori K KIapUTPOMULIMHY U3y4allach Ha U30JATax H. pylori, BEIEIEHHBIX
or 104 mammeHTOB, 1O Hayaja Tepamuu IpernaparoM. Y 4 NalMeHTOB OBUIM BBIJACICHBI
PE3UCTEHTHBIE K KIAPUTPOMULMHY IUTaMMbl H. pylori, y 2 — IITaMMbl C yMEpPEHHOMU
PE3UCTEHTHOCTBIO, y OCTAJIbHBIX 98 mnanueHToB W30MATHl H. pylori ObUIM YyBCTBUTEIBHBI
K KJIQpUTPOMULIUHY.

KnaputpomuniuH oka3biBaeT IEHCTBHE in Vitro W B OTHONICHHH OOJIBIIMHCTBA IIITAMMOB
CIEIyIOIMIMX MHUKPOOPTaHU3MOB (OAHAKO 0e30macHOCTh M 3()PEKTUBHOCTH HCHOJIB30BaAHUS
KJIQPUTPOMHUIIMHA B KIIMHUYECKOU MPAKTUKE HE MOATBEPKIeHA KIIMHUYECKUMU HCCIIECAOBAHUSIMU,
U TIPAaKTHYECKOC 3HAYCHUE OCTACTCS HESICHBIM):

Aspobuvie epamnonodxcumenbHvle MUKPOOP2SAHU3MbL
e Streptococcus agalactiae
e Streptococci (rpynmsl C, F, G)
e Viridans group streptococci

Aspobubie epamompuyamenbHbie MUKPOOPSAHUZMbL
e Bordetella pertussis

e Pasteurella multocida
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(NOCNEQCBATENEHOCTE 0006)

AH03p06Hbl€ cpamnoioxcumenlbHvle MUKpoopcaHu3mbl

o  Clostridium perfringens
e Peptococcus niger
e Propionibacterium acnes
Anaspobuwvie epamompuyamenvhvie MUKPOOPSAHUIMbL
e Bacteroides melaninogenicus
Cnupoxembi
e Borrelia burgdorferi
e Treponema pallidum
Kamnunobaxmepuu
o Campylobacter jejuni

OCHOBHBIM ~ METaOOJIMTOM  KJIAPUTPOMHUIIMHA B  OpraHM3Me  YeJlOBeKa  sIBISETCA
MUKPOOMOJIOTMUECKH  aKTHUBHBIM  Metabomut  l4-ruapokcuxnapurpomuiiua  (14-OH-
KJIApUTPOMHLIMH). MUKpOOHOIIOTHYECKass aKTUBHOCTh METa0OJIMTa Takas ke, KaK y MCXOTHOTO
BEIIIECTBA, UK B 1-2 pa3a ciabee B OTHOIICHUH OOJBIIMHCTBA MUKPOOPTaHU3MOB. VcKitoueHne
coctaBisieT H. influenzae, B OTHOIIIEHUU KOTOPOH 3((HEKTUBHOCTH META0OIUTA B JBA Pa3a BHIIIIE.
HcxomHoe BemeCTBO W €ro OCHOBHOM MeETa0ONUT OKa3bIBAIOT JMOO aJAWTHUBHBIN, ITUOO
cuneprudeckuii 3¢ ekt B otHomenuu H. influenzae B yCIOBUSX in Vitro  in vivo B 3aBUCUMOCTHU
OT mTaMMa OaKTepHid.

Tecm na uyecmeumeilbHocnb

KonnuectBeHHbie MeTObI, TPeOYIOIIME U3MEPEHHs TUaMeTpa 30HbI MOJABICHHS pOCTa, Nal0T
HanOoJiee TOYHBIE OI[CHKH YYBCTBUTEIBHOCTH OAKTEpHil K aHTUMUKPOOHBIM mpenaparam. OmHa
U3 PEKOMEHAYEMBIX METOIUK [UIsl OINPENETIEHHUS] YyBCTBUTEIBHOCTH MCHOIB3YET JUCKH,
UMIPETHUPOBaHHbIE 15 MKr kiaputpomMunmHa (aucko-nauddy3nonnsiii meron Kupou-bayspa);
IIPU UHTEPIPETALMU TECTa JUAMETPBI 30H IOJABJIEHUSI POCTa KOPPENIUPYIOT co 3HaueHusaMu MITK
knaputpomuniHa. 3uadeHuss MIIK onpenensitorcs MeToom pasBeieHus B OyJIbOHE WU B arape.
[Ipy uCHOAB30BaHUU STUX METOAUK OTYET U3 JIA0OpaTOPUU O TOM, YTO IITAMM SIBIISETCS
«UyBCTBUTEIIbHBIMY», YKa3bIBa€T Ha TO, YTO BO30yauTelb WH(EKIHH, BEPOATHO, OTBETHT Ha
nedenue. OTBET «PE3UCTEHTHBIN» yKa3bIBAET HA TO, YTO BO30YIUTENb, BOBMOYKHO, HE OTBETHUT Ha
nedyeHne. OTBET «IIPOMEXKYTOYHAsI YYBCTBUTEIBHOCTHY» IPEAINONAracT, YTO TEPaneBTHUECKUN
sddekr mpemnapara MOXKET OBITh HEOJAHO3HAYEH WM MHUKPOOPTaHU3M MOXKET OKa3aThCs
YYBCTBUTEJIBHBIM IIPU KCIOJNb30BAaHUM Oo0Jee BBICOKMX [03 Ipemnapara (IpoMeXyTOouHas
YYBCTBHUTEJIBHOCTb TAK)KE€ HA3bIBAETCS «YMEPEHHON UyBCTBUTEIBHOCTHION).
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5.2. apmakoknHeTHYECKHUE CBOMCTBA

AOGcopOuus

[Ipenapat nerko u OBICTPO BCACHIBAETCS B JKETYIOYHO-KUIIEYHOM TpakTe. AOCOMOTHAs
O0Mo0CTYyMHOCTh cocTaBisieT okoio 50 %. Ilpu MHOTOKpaTHOM mpHeMe [03bI Ipemnapara
KyMYJISILAW TIPAKTUYECKU HE OOHAPYKEHO, M XapaKkTep MeTa0oanu3Ma B OpraHU3Me YelIOBeKa He
m3MeHsuics.  [lpreM mnumm  HEmOCpPEeACTBEHHO Iepel  IMPUEMOM IMpernapara  yBEJIHMYHBaJ
OMOIOCTYMHOCTD MpemnapaTta B cpenHeM Ha 25 %. B 1enom, 3TO MOBBIIIEHHE HE3HAYUTEIIBHO
U IOJDKHO HMETh HEOOJNIbIIYI0 KIMHUYECKYI0 3HAUYMMOCTh MpPH PEKOMEHIYEMBIX PEeXHMax
no3upoBaHus. TakuM 00pa3oM, KIAPUTPOMHIIMH MOKET MPUMEHSTHCS HE3aBHUCHUMO OT IpHUeMa
MUIIIH.

Pacupenenenue, ouorpancdopMals ¥ 3IMMAHALNAS

In vitro

HWccnenoBanus in vitro mokasajiu, YTO KIAPUTPOMUIIMH CBSI3bIBAETCS ¢ O€IKaMU I1a3Mbl KDOBU Ha
70 % B xoHuentpamuu ot 0,45 no 4,5 mkr/mi. Ilpu xoHuentparuu 45,0 MKr/Mi CBsI3bIBaHUE
cHkaetcs 10 41 %, BeposTHO, B pe3yJIbTaTe HACHIIIECHHUS MECT CBS3bIBaHUS. DTO HaOII0aeTCs
TOJIBKO IIPU KOHLEHTPALMAX, MHOTOKPATHO IIPEBBIIIAIOIINX TEPAIEBTUUECKYIO.

In vivo

UccnenoBanust in vivo Ha >KMBOTHBIX MOKa3ald, YTO KJIAPUTPOMUIIMH MPUCYTCTBYET BO BCEX
TKaHSX, 32 UCKIIFOUCHHEM LIEHTPATbHOM HEPBHON CHCTEMBI, B KOHIICHTPALIMIX, B HECKOJIBKO pa3
MPEeBBIIAIOIIMX TUTa3MeHHble. HambOonee Bwicokne KoHieHTpanuu (B 10-20 pa3 Beie
MIa3MEHHBIX ) 0OHAPYKUBAJIKNCH B IEYEHHU U JIETKHX.

300posvie 006posoLYbI

[Ipn HazHaueHum kiaputpomuuuHa B o3¢ 250 mr 2 pasa B CyTKM paBHOBECHAs Cmax
KiaputpoMuiiHa v 14-OH-kiaputpoMuiiHa B 1a3Me JOCTUTANIACH Yepe3 2—3 AHS U COCTaBIIsLIa
1 mxr/mn u 0,6 MKI/MJ COOTBETCTBEHHO. T1/2 KJIApUTPOMHULIMHA U €TO OCHOBHOTO MeTabonuTa
coctaBmi 3—4 4aca u 5—6 4acoB COOTBETCTBEHHO.

[Ipn naznauenun knaputrpomuimHa B jo3e 500 mr 2 pa3za B CYyTKH Cmax KIAPUTPOMUIIMHA
u 14-OH-knaputpomMuniHa B 1ia3Me JocTurainack nocie npuema 5 no3sl. [locne npuema 5 u 7
103bl, Cmax KnaputpomunuHa u 14-OH-xmapuTpoMulMHA B IIa3ME€ COCTAaBWJIA B CPEIHEM
2,7-2,9 Mxr/mn u 0,88—0,83 MKI/MJI COOTBETCTBEHHO. T1/2 KIIAPUTPOMHIIMHA U €r0 OCHOBHOT'O
MeTabonauTa coctaBuia 4,5—4,8 yaca u 6,9—8,7 yaca COOTBETCTBEHHO.

Cmax 14-OH-knaputpoMulliHa HE YBEIMYMBAJIACH NPOMOPLMOHAIBHO 03¢ KIAPUTPOMMIIMHA,
B TO BpeMsI KaK IIEPHO/] ITOJTyBBIBEACHUS KaK KIIAPUTPOMHUIINHA, TaK U €T0 THIPOKCHIMNPOBAHHOTO
MeTa0O0JIUTa UMEIT TCHICHIINIO K YBEITUYECHHUIO C MTOBBIIICHUEM JTO3BI.

Takass HenuHelHass (QapMaKOKMHETHKA KJIAPUTPOMHUIIMHA B COYETAHUU C YMEHbIICHHEM
oOpa3zoBanus 14-ruApOKCUINPOBAHHBIX U N-IeMETHINPOBAHHBIX MPOIYKTOB P BEICOKUX J103aX
yKa3blBa€T HA HEJIMHEHHBI MeTa0OoMu3M KIApUTPOMHIIMHA, KOTODPBIM CTaHOBHTCSA Oolee
BBIPAKCHHBIM IIPU BBICOKHUX J103aX.
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IToukamu BeIBOIMTCS OKoJIo 37,9 % mocie nspopanbﬂgl_l::ﬁl&&%ﬁ 'ﬂ%wﬂﬂﬁ}i‘b %'E;:hozze

250 mr u 46,0 % mnocne mpuema KiapuTpoMulrHa B 103€ 1200 Mr; KMIIEYHUKOM BBIBOJUTCS
okoiso 40,2 % u 29,1 % (BkiIOoYas MCIBITYEMOTO JIMIIb C OJHOM MpoOoil Kana, coaepxaluen
14,1 %) coOTBETCTBEHHO.

@apMaKOKMHemuKCl Yy nayuenmoe

Knapurpomuniua u ero merabonut 14-OH-knapuTpoMulmH OBICTPO MNPOHHUKAIOT B TKaHU
Y )KUJIKOCTH Opranusma. VIMeroTcsi orpaHHuYeHHBbIE JTaHHBIE, CBHUJIETEIBCTBYIOLUIUE O TOM, YTO
KOHIIEHTpaIUsl KIAPUTPOMHIIMHA B LEPeOPOCIMHANIBHON KUAKOCTU MPHU MEPOPATLHOM IpHUeMe
HEe3HauyuTeNnbHa (T.e. TONbKO 1-2% OT KOHIIEHTpallMK B CHIBOPOTKE KPOBHU IMPH HOPMaIbHOMN
MPOHUIIAEMOCTH remaTodHIedannueckoro Oapbepa). KoHieHTpamus B TKaHAX OOBIYHO
B HECKOJIBKO pa3 BHIIIE, YEM B CHIBOPOTKE KPOBH.

B tabnuiie npuBeieHbl IPUMEPHI TKAHEBBIX M CHIBOPOTOYHBIX KOHLIEHTPALIUMNA:

Konuentpanumn (250 mr kaxxapie 12 yacon)
Bua tkanu TkaHeBble (MKI/T) ChIBOpPOTOUYHBIE (MKI/MJI)
MuHaanuHeL 1,6 0,8
Jlerxme 8,8 1,7

IIeueHOYHAS HEAOCTATOYHOCTD

VY manueHToB co CpeHel U TSXKENION CTeNeHbIo HapyIleHus (QyHKIMH IEYEHH, HO C COXPaHEHHOM
(GyHKIMEH ToYeK KOPPEKIHs 1036l KIAPUTPOMUIIMHA HEe TpeOyercsi. PaBHOBECHAs KOHIIEHTpaLUs
B IJIA3ME KPOBH M CUCTEMHBINA KIMPEHC KJIAPUTPOMUIIMHA HE OTIMYAOTCS Y MALIUEHTOB JaHHOU
IpyIIbl ¥ 310pOBbIX NaleHToB. PaBHOBecHas koHeHTpanus 14-OH-knapurpomMunivza y nroaen
C HapYUICHUSIMU (PYHKIUH ITEYCHU HIDKE, YEM Y 3/I0POBBIX.

IToyeyHass HEJOCTATOYHOCTh

[Ipu HapymeHun GYHKIUU TMOYEK YBETHMUUBAIOTCH Cmax 1 MUHUMAaNbHAsT KOHUEHTPAIHS (Crmin)
KJIApUTPOMUILIMHA B IUIa3ME€  KPOBH, NEpUOJA  TMOJYBBIBEACHHSA,  IUIOMIAAb  MOJ
(apMaKOKMHETUYECKON KpHUBOM «KOHIEHTpauusi — BpeMs» (AUC) kiaapuTpOMULIMHA U €T0
merabomura 14-OH-kmaputpomurimaa. KoHcTaHTa »IMMHHAIIMM W BBIBEJCHUE TOYKAMU
yMmeHbatoTesd. CTeneHb U3MEHEHNH 3THX TapaMeTpOB 3aBUCUT OT CTEIIEHH HapyLIeHUs (PyHKIUH
HOYeK.

JIniia mosKMJIoro Bo3pacra

VY nanueHToB MOKUJIOr0 BO3pacTa KOHLEHTPALUs KIApUTPOMUIMHA U ero metabonura 14-OH-
KJIApUTPOMULIMHA B KPOBH ObliIa BBIIIE, 4 BBIBEJICHUE MEJIEHHEE, YEM Y IPYTIIIBI MOJIOBIX JIFOACH.
OpnHako nocsue KOppeKIUU ¢ y4eTOM IOYEYHOI0 KIIMPEHca KpeaTHHUHA He ObLIIO OTJIMYMHA B 00enX
rpynnax. Takum o0pa3oM, OCHOBHOE BIHMSHME Ha (apMaKOKMHETHYECKHE MapaMeTpsl
KJIapUTPOMHULIMHA OKa3bIBaeT (PYHKIMS OYEK, a He BO3paCT.

[TamuenTs! ¢ MUKOOAKTEpHATbHEIMU NHOEKIIASIMU

PaBHOBecHBIE KOHLEHTpauu KiapurpoMunmHa u 14-OH-kiaputpoMuniiHa y MalnUeHTOB
¢ BUY-undekmuent, moiydaBmmx KIAPUTPOMUIIMH B OOBIYHBIX 033X (500 MT 11Ba paza B CYyTKH),
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OBLIM CXOJHBIMH C TAKOBBIMU Y 3JI0POBBIX JIFOIGH. O,Z[Ha%l;lﬁ;l/;] E&&éﬁgm%gﬁn¥ﬁbiﬁﬂmha B

0osiee BBICOKHMX [103aX, KOTOpBIE MOTYT MOTPeOOBaThCS Ui JICYEHUS MHUKOOAKTEpPHAIbHBIX
UHQEKIMA, KOHIEHTPAlMM AaHTHOMOTHKA MOTYT 3HAYHMTENBHO IPEBHIIATH OOBIYHEIC.
VY nmanmentoB ¢ BUY-undeknueld, nmpuHUMaBIIUX KIapuTpoMHuIuH B 1o3e 1000 mr/cyt wim
2000 mr/cyT B nBa mpuema, paBHOBeCHble 3HAYEHHS! Cmax OOBIYHO COCTaBISIM 2—4 MKT/MII
u 5-10 Mxr/Ma1  cooTBeTcTBeHHO. [Ipu mnpuMeHeHWM mpernapata B 0oJjiee BBICOKHX J103aX
OTMEYAJIOCh YAJIMHEHUE NTEPHO/Ia MONTYBbIBEICHUS IO CPABHEHUIO C TAKOBBIM Y 3JI0POBBIX JIIOJICH,
MOJyYaBIIUX KIAPUTPOMHUIIMH B OOBIYHBIX J03aX. [lOBbIIEHHWE KOHIICHTpAIMU B ILIa3Me
U YIJIMHEHHE TIePHO/a TONTYBBIBECHUS MPU MPUMEHEHUH KIAPUTPOMHUIIMHA B 00Jiee BHICOKUX
J103aX CBSI3aHO C HEJIMHEHHOH (apMaKOKMHETUKOM Mpernapara.

KoMOMHHUpPOBAaHHOE JICUCHHE C OMEIPA30JI0M

Knapurpomunma o 500 mr 3 pasza B cyTkd B KOMOMHAIIMH C OMEMNpa3oioM B 1o3e 40 mr/cyTku
cnocobctByer yBenunueHuto Tiz u AUCo24 oMenpasona. Y BceX MALMEHTOB, IMOIYYaBIIMX
KOMOMHHUPOBAHHYIO TEPANHio, B CPAaBHEHUU C TOJIyYaBUIMMU OJUH OMEINpa3oii, HaOI0Janoch
nosbiieHre Ha 89 % AUCo-24 u Ha 34 % Tiz omenpazona. ¥ kimapuTpoMUIHMHA Cmax, Cmin
u AUCo-8 yBeTUINBAIUCH, COOTBETCTBEHHO, Ha 10 %, 27 % u 15 % mo cpaBHEHMIO ¢ JaHHBIMH,
KOTJ]a TPHUMEHSJICS TOJBKO KIAPUTPOMHUIIMH 0e3 omenpasoyia. B paBHOBECHOM COCTOSIHHU
KOHIIEHTPallMM KJIApUTPOMUIIMHA B CIM3UCTOM JKelyjAka uepe3 6 4 Iocje Nnpuema B rpymie,
nojgy4aBileil KoMOMHALKIO, B 25 pa3 MPEBOCXOAMUIN TaKOBbIE 110 CPABHEHMIO C MOJIy4aBIIMMHU
OJIUH KJIapuTpoMHULKH. KOHIIEHTpaluy KIapuTpOMMILIMHA B TKaHAX JKellylKa depe3 6 4 mocie
npruema o0OMX IpenapaToB B 2 pa3a MPEBHIIAIM JaHHbIE, OJTYUYCHHBIE B TPYIIE NallMEHTOB,
NOJTYYaBIIUX OJIMH KJIAPUTPOMHUIIHH.

6. PAPMAIIEBTUYECKHE CBOMCTBA

6.1. Ilepeuenb BcioMoOraTe/ibHbIX BelleCTB

Snpo TabieTkn

Kpockapmennosza HaTpust
[ennmomn03a MUKPOKpPUCTAILITNYECKAS
Kpemnus auokcup

[ToBumon (K 29 - 32)

CreapuHOBas KHCIOTa

Marnus creapar

Tanbk

IIneHounas 060104YKa

I'uniponosa
I'mmpomennosa (I'nIpoKCUNIPONUIMETHIILIEIIIION03A)

[IponuneHraukosb
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CopOutana onear

Twurana quokcung
CopOuHOBast KUCIOTA
Bannnnn

Kpacurens xunoanHOBSI sxenthiit (E-104)

6.2. HecoBMecTHUMOCTH

He npumennmo.

6.3. Cpok rogHocTH (CPOK XpaHEHUA)

3 rona.

6.4. Oco0ble MepbI NPEAOCTOPOKHOCTH NIPH XPAHEHHH

XpaHUTh B 3alIMILIEHHOM OT CBETa MECTE IpH Temreparype He Boiiie 25 °C.

6.5. Xapakrep u coaep:kaHue NEPBHYHOH YIIAKOBKH
ITo 7, 10 wu 14 Tabnerok B Oymmcrep u3 [IBX/TIB/IX u amoMuHAEBOH (OJTBIH.

[To 1, 2 nnu 3 GaucTepa BMECTE C JIMCTKOM-BKJIABIIIEM ITOMENIAIOT B KAPTOHHYIO TTAUKY.

6.6. OcoOble Mepbl NPEJOCTOPOKHOCTH NPH  YHHYTOKEHMH HMCIOJIB30BAHHOIO
JICKapCTBEHHOI0 Tpenapara MM OTX0I0B, NMOJYYeHHBIX IOCJIe NMPUMEHEeHHs Ipenapara
U Ipyrve MAaHUIYJISALHH C IPenapaTom

Oco0bie TpeOOBaHMS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIMOHHOI'O YIOCTOBEPEHMUSA
I'epmanus

3660tT JIs60paropus ['MOX,

30173, r. 'annoBep, @poitnnamnee 9A

7.1. Hpe}ICTaBHTeJIb AepKaTe/id PErUCTPAIIHOHHOI0 YIOCTOBECPCHHUA HA TCPPUTOPHH Coro3a

[Iperen3un norpeduTeNEil HAIPABIATH 110 AJPECY:

Ha meppumopuu Poccuiickoti @edepayuu:

000 «3600tT JI360paTopus»

125171, r. Mockga, Jlenunrpasackoe mocce, 1oMm 16A, ctp. 1
Ten.: +7 (495) 258-42-80

@akc: +7 (495) 258-42-81

abbott-russia@abbott.com

Ha meppumopuu Pecnybauxu Kazaxcman:
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TOO «Ao66otT Kazaxcran» In och E":I'l:: BATENBHOCTE 0006 )

050060 r. Anmartsl, ya. Exin Eproxun, gom 1, oduc 90.
Ten.: +7 727 2447544
pv.kazakhstan@abbott.com

8. HOMEP PETUCTPAIMOHHOI'O YAOCTOBEPEHUA

9. JATA NEPBUYHON PETMCTPAIIMUA (IIOATBEPXKJIEHHA PETMCTPAIIUMN,
HEPEPET'MCTPAIIUN)

JlaTa nepBoi perucTpanuu:

10. JATA IIEPECMOTPA TEKCTA

OOmast XxapakTepuCTHKa JIEKApCTBEHHOTo mpemnapara Kmamun moctynmHa Ha MHPOPMAIMOHHOM
noptane EBpazuiickoro 3KOHOMHYECKOTO COI03a B MH()OPMAIIMOHHO-KOMMYHHKAIIHOHHON CeTH
«naTeprery» http://www.eec.eaeunion.org
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