COOTBETCTBYET 3KCMEPTHOMY OTYETY
ot 13.12.2024 N2 27692

OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHGFO TIPERAPATA 1007

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA

Knamun, 250 mr, TabneTKu, MOKPHITHIE INIEHOYHOW 0007109KO0M

2. KAUECTBEHHBIN U KOJIMYECTBEHHBINA COCTAB

JlelicTBy1ol11I€€ BEUIECTBO: KJIAPUTPOMUIIUH
Kaxxnas Tabnerka, MOKphITask IUICHOYHON 000JIOUKOU, COAEPKUT 250 MI' KITapUTPOMUITIHA.

[TonHbIM IEpeYeHb BCIOMOTAaTENbHBIX BEIIECTB CM. B paznene 6.1.

3. JEKAPCTBEHHASA ®OPMA

TabyeTku, MOKPHITHIC TNIEHOYHOU 000JIOYKOM.

OBaJibHBIE ABOSIKOBBITYKIIBIE TAOJIETKH, MOKPHITHIE IIJICHOYHOM 000JI0UKOI XKENTOro I[BETA.

4. KIMHUYECKUE JAHHBIE

4.1. [loxka3zanusi K NPUMEHEHUIO
NHupexnmonHo-BoCaTUTEIHHBIC 3a00JIeBaHUs, BBI3BaHHBIE 9YBCTBUTEIHHBIMU
K KJIAPUTPOMUIIMHY MUKPOOPTaHU3MaMH y B3pOCIIBIX U AeTel cTapiie 12 ner:

e WHOEKIUU HIKHUX JIBIXaTeIbHBIX IMyTeH (Takue Kak OpOHXUT, THEBMOHUS);

e WH(MEKIMU BEPXHUX JbIXaTEIbHBIX MyTeH (Takue KaK (hapuHTHUT, CHHYCHUT);

e WHOEKIMU KOXU M MATKHX TKaHEH (Takue Kak (HOJUIMKYJIWT, BOCHAJICHHE TOJKOKHON
KJIETYaTKH, POXKa);

® JIMCCEMUHHPOBAHHBIC HITH JIOKATN30BaHHBIE MUKOOAKTEpUaTbHbIC HH(EKINH, BEI3BAaHHBIC
Mycobacterium avium w Mycobacterium intracellulare; noxann3oBaHHbIE WH(]EKIINH,
BbI3BaHHBIC Mycobacterium chelonae, Mycobacterium fortuitum w Mycobacterium
kansasii;

e [podMIAKTUKA  PACOpOCTpaHEHHUs  MHGPEKIUH,  OOYCIOBICHHOH  KOMIUIEKCOM
Mycobacterium avium (MAC), BUY-uHbUIMPOBAaHHBIM MalMEHTaM C COJEPKaHHEM
mumporutos CD4 (T-xenmepHbix tumMpouToB) He 6onee 100 B 1 Mm>;

e opanukaruss H. pylori U CHM)KCHHE YacTOThl PEIMIMBOB SI3BBI JIBECHAAIATHIICPCTHON
KHUILIKH;

® OJIOHTOTCHHBIE UH(EKITHH.

4.2. Pe:kum 103MPOBAHUSA U CIOCO0 MPUMEHEHM I

PexxuM 103upoBaHus

ITo 1 Tabnetke (250 mr) 2 pa3a B ACHb.
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COOTBETCTBYET 3KCMEPTHOMY OTYETY
ot 13.12.2024 N2 27692

B ciyudae Goinee TsKeNnbIX MH(EKIUiA 103y yBell quBamlL:I_LI['c?_;' édtﬁlQICZEb“agggb (ECTh 0007)

OO0bI4Has MPOJIOIKUTENBHOCTD JICYSHUS COCTABIIAET OT 5 10 14 nHei.

VckimroueHre COCTaBISAIOT BHEOOIbHIUYHAS ITHEBMOHUS M CHHYCHT, KOTOPBIC TPEOYIOT JICUCHUS OT
6 1o 14 quen.

Ho3b1 0113 1eueHuss MUKOOaKmepuaibHbix uHgexyutl, Kpome mybepkynesa:

[Ipn mMukoOakTepuadbHBIX MH(MEKIUAX PEKOMEHI0BaHa Ao03a kiaputpomuiinaa 500 mr 2 pasa
B ICHb.

Jleuenne muccemuHupoBaHHBIX MAC-undekumii y narmentoB co CIIN/] cnemyer mpomomkats
0 TeX TOop, TOKa HMEeTCs KIWHWYeCKass W MHKpoOuosorudeckas dS(PpQPeKTUBHOCTD.
Knaputrpomunus cieayer Ha3HauaTh B KOMOMHALIMY C APYTUMU aHTUMUKPOOHBIMH TIpETiapaTamu,
AKTUBHBIMH B OTHOILIEHUU JAaHHBIX B030yauTened. JITUTENbHOCTH JIEUEHUS JPYTHX
HETYyOEpKYJIE3HBIX MUKOOAKTEpHUATbHBIX HH(EKIINN yCTaHABIMBACT Bpay.

na npogpunaxmuxu unghexyuti, svizeannvix MAC:
PexoMenmyemas 103a KJIapUTpOMHUIIMHA TSl B3pociibix — S00 mMr 2 pa3a B I€Hb.

[Ipu ogOHTOreHHBIX MHPEKIUAX 1032 KIapuTpoMulinHa coctasisier 250 mr (1 Tabnerka) 2 paza
B JIEHb B TCUCHHUEC 5 JHEM.

Jlnsa spaouxayuu H. pylori

VY nanueHToB ¢ A3BEHHOM 00JIe3HBIO, BEI3BAaHHON MH(ekuuen H. pylori, KITapuTPOMUIIMH MOKHO
HazHa4yath 1o 500 mr 2 pa3a B IeHb B KOMOMHAIIUY C IPYTUMU aHTUMUKPOOHBIMHU TIpenapaTaMu
¥ MHTHOWTOpaMU MPOTOHHOTO Hacoca B TeueHUe 7—14 aHEH, B COOTBETCTBUHU C HAITMOHAIbHBIMU
¥ MEXIYHApOJIHBIMUA PEKOMEHIAIIUSAMH 110 JieueHuro uHbekuu H. pylori.

Oco0ble rpyInel NALKMEHTOB

Ilayuenmul ¢ Hapywenuem ynKyuu novex

[ManmenTtam ¢ knuperncoM kpearnanHa (KK) menee 30 mi/MUH Ha3HAYArOT MOJOBHHY OOBIYHOM
03Bl KinaputpoMuiinHa, T.e. 250 mr (1 tabmerka) 1 pa3 B AcHb WM, TpH OOJEE TKEIBIX
uHpekuusx, no 1 tadbnerke (250 mr) 2 pasa B AeHb. JIeueHne TakuX MAMEHTOB MPOJIOJDKAIOT HE
6onee 14 nueil.

JleTH ¥ TOAPOCTKHU

Pexxum no3zupoBanus nis aeredt ot 12 no 18 ner He oTiiMyaeTcsa OT peXuma JT03UPOBAHUS IS
B3pOCJIBIX.

[IpuMeHeHne KIIapUTPOMHIIMHA B BUJIE TAOJIETOK y AeTel Miamie 12 et He n3y4danoch.

Cnoco0 nnpuMeHeHus

Hns npuema BHYyTph. He3aBUCHMMO OT mpriemMa MUILH.
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4.3. IlpoTuBONOKA3aHUS

COOTBETCTBYET 3KCMEPTHOMY OTYETY
ot 13.12.2024 N2 27692

(NOCNEQCBATENEHOCTE 0007)

['unepuyBCTBUTENBHOCTE K KIAQPUTPOMHLMHY, MakKpolIWgaM WM K JIOOOMYy W3
BCIIOMOTaTEJIbHBIX BELIECTB, IEPEUNCIICHHBIX B paszeie 6.1.;

OnHOBpeMEHHBIN MPUEM KIAPUTPOMUIIMHA CO CIEAYIOLIMMH IpernapaTaMH: acTEMH30JI,
U3anpuI, TuMo3u, Tepdenanus (cM. paznen 4.5.);

OnHOBpPEMEHHBIN MPUEM KIIAPUTPOMHITMHA C JIOMUTANUIOM (cM. pasnen 4.5.);

OnHOBpPEMEHHBI TpPHEM KIAPUTPOMHUIIMHA C QAIKAJIOUJAMH CIIOPBIHBH, HaIpUMEp
HProTaMMHOM, JUTHAPOIPrOTAMUHOM (CM. pa3zaen 4.5.);

OMHOBpEMEHHBIN TpHEM KIAPUTPOMHUIIMHA C MHIA30JIaMOM JUISi  TIEPOPAIBHOTO
npuMeHeHus (cM. pasaen 4.5.);

OnHOBpeMEHHBIM TIpHeM KiapuTpoMmunuHa ¢ uHruoutopamu ['MI-KoA-pemnykrassi
(cTaTiHAMU), KOTOpbHIE B 3HAYUTEIHHON CTEMEHHW METa0OIM3UPYIOTCS H30(hepMEHTOM
CYP3A4 (;oBacTaTWH WM CHMBACTaTHH), B CBSI3M C TOBBIIICHHEM PHUCKA MHOIATHH,
BKJTFOYas pabomMuonu3 (cM. pazaen 4.5.);

OnHOBpEMEHHBIH MPUEM KIAPUTPOMHIIMHA C KOJIXUIIMHOM (CM. pasnen 4.5.);

OnHOBpEMEHHBIII TNpUEeM KIAPUTPOMHIIMHA C TUKarpeiopoM, HWBaOpaJWHOM WIH
PaHOJIA3UHOM;

Vamunenne wHTepBaia QT B aHamHe3e (BpPOXXIEHHOE WM TPHOOpPETEHHOE
3aperucTpupoBaHHOE yuIMHEeHne uHTepBana QT) unm xkemynoukoBast apuTMus, BKIIIOUYast
KEITyA0UKOBYIO TAXUKAPAMIO TUIIA «ITUPY3IT» (CM. pasznensl 4.4. u 4.5.);

Knaputpomuiivs He cieayeT NpUMEHSTh Y TAIllUeHTOB C 3JIEKTPOJIUTHBIMU HapyLIEHUSIMU
(TumokanreMuei UM THIIOMAarHueMHEe ) B CBS3H ¢ pUCKOM yuTHeHust nuHTepBaia QT (cM.
paznen 4.4.);

Tsoxenmas medeHOYHAs HCAOCTAaTOYHOCTh, MHNPOTCKarom@ass OJHOBPECMCHHO C MMOYCYHOM
HEAOCTATOYHOCTHIO,

XonecraTuueckas )I(eJITyxa/I‘eHaTI/IT B AHAMHC3C, pPAa3sBUBIIMCCA TIpU MNPHUMCHCHUU
KJIApUTpOMHUIIMHA (CM. pa3aen 4.4.);

[opdupus;
[lepuon rpyIHOTO BCKapMIIMBAHUS;

Bo3spact 1o 12 net (3¢ pekTuBHOCTE 1 6€30MaCHOCTh HE YCTAHOBJICHBI).

4.4. OcoOble yKa3aHUs U MepPbI NPETOCTOPOKHOCTH NPH MPUMEHEHUH

C 0CTOPOKHOCTBLIO

[ToueyHast HEIOCTATOYHOCTh CPEIHEHN U TSAKETON CTEIECHH;

[leyeHOYHAast HEAOCTATOUHOCTH CPEAHEN U TAKEIION CTETICHU;
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 13.12.2024 N= 27652

e OaHOBpPEMEHHBI TPHUEM KJIAPUTPOMUIIMHA ':gll:lé'ellgt';luﬁ E%EM T ) ax

almpasojaM, TpUa3ojiaM, MHUAa30JIaM Il BHYTPUBEHHOTO TIPUMEHEHUS WU JUIs
HaHECEHHUsI Ha CIU3HUCTYI0 000JI0UKY pTa (cM. pazaen 4.5.);

e OpaHOBpPEMEHHBIH MPHEM C MpernapaTaMu, KOTOPbIE METa0OIU3UPYIOTCS U30(PEepMEHTOM
CYP3A, wnanpumep, KapOaMa3emuH, ITWIOCTA30J, IUKJIOCIOPHH, JU30MHUPaMUI,
METUJIIPEAHU30JI0H, OMENPa3oJl, HEMpsIMble aHTHKOATYJISHTHI (Hampumep, Bapdapuh),
XUHUIMH, pudadyTHH, cuigeHaduI, TakpoIuMyc, BAHOIACTUH (cM. pa3zaen 4.5.);

e OpaHOBpeMEHHBIM TpHUEM C Tpemaparamu, WHAynupyrommmu uzodpepmentr CYP3A4,
Hampumep, pudaMnuiuH, QEHUTOUH, KapOamaszenuH, ¢eHobapoutan, 3BepoOoii
MIPOIBIPSIBIICHHBIN (CM. pa3aen 4.5.);

e OpmHOBpPEMEHHBIH TIpUEM KIAPUTPOMHUIIMHA CO CTaTHHAMH, HE 3aBUCSIIUMH OT
metabonuszma uzopepmenta CYP3A (manpumep, diayBactatus) (cM. pasaen 4.5.);

° OI[HOBpeMeHHBII\/'I nmpuem ¢C 6JIOKaTOpaMI/I CMCIJICHHBIX» KaJIbIIUCBBIX KAaHAJIOB, KOTOPBIC
MetabonuzupyroTcs uzopepmentom CYP3A4 (mampumep, BepamaMuil, amJIOJIUIIHH,
TUITHA3EM);

e OpHOBpEeMEHHBI TpHUEM KIAPUTPOMHULMHA C TIEPOPATBHBIMU AHTHKOATYJISHTAMH
OpsSMOTro JeMCTBUS, TAKUMHU Kak qaburarpaH, puBapokcabaH, amukcabaH u 310kcalaH,
0COOEHHO y MAIMeHTOB C BEICOKUM PUCKOM Pa3BUTHUS KpPOBOTeUeHHH (cM. pazzaen 4.5);

e [lammentel ¢ wumemuyeckord Oone3nbto cepama (MBC), Tsokemoit  cepaedHoi
HCAOCTAaTOYHOCTBIO, HAPYIICHUAMU [MPOBOAUMOCTU HJIM KIWMHUYCCKHU 3HAYUMOU
Opaaukapanel, a TakKe MaMeHThI, OJJHOBPEMEHHO NMPUHUMAIONINE aHTHAPUTMHUYCCKHEC
npenapartbl [A knacca (xununuH, npokanHamun) u 111 kimacca (modberunua, amuonapos,
coTaJion);

e bepeMEeHHOCTD.

Oco0ble yKazaHus

JTuTeNnbHBIN PHEM aHTUOMOTHKOB MOYKET TPUBOIUTH K 00Pa30BaHUIO KOJIOHUH C YBEIIMYCHHBIM
KOJIMYECTBOM HEYYBCTBUTEIBHBIX OakTepmii u TpuOoB. Ilpm cymepurdeknumn HE0OX0aUMO
Ha3HAYUTh COOTBETCTBYIOIIYIO TEPAITHIO.

Haznauenue KJIapUTPOMUIINHA 6epeMeHHBIM JKCHIMMHAM OOJIKHO ITPOBOAUTLCA ITPU TIHaTeHBHOﬁ
OIICHKE COOTHOIIEHHS PHCKAa U TIOJNB3bl, OCOOCHHO B TEUEHHE MEPBBIX TPEX MECSIICB
OEpEeMEHHOCTH.

[Ipu nmpuMeHeHHM KIApUTPOMHIIMHA COOOIIAJIOCh O MEYEHOYHOW AMCHYHKIMH (IOBBIILICHHE
AKTUBHOCTHU TEYEHOYHBIX ()EPMEHTOB B KPOBH, I'€MIAaTOLEIUTIOISIPHBIA W/UIH XOJIEeCTATUYECKHMA
rernatuT ¢ xentyxoi wim 6e3). [leueHouHass AuCHyHKIUS MOXKET OBITH TSXKENIOW, HO OOBIYHO
ABIsieTCS 00paTuMoi. MIMEIOTCs cilydan NMeYeHOYHOM HE0CTaTOYHOCTH C JIETAIbHBIM HCXOJI0M,
TJIaBHBIM 00pa3oM, CBS3aHHBIE C HAJMYUEM CEPhE3HBIX COIMYTCTBYIOMIMX 3a00JE€BaHUNA W/WITN
OJTHOBPEMEHHBIM IPUMEHEHHEM JPYTHX JICKapCTBEHHBIX CpeAcTB. [Ipu mosiBIeHNN NpU3HAKOB U
CHMIITOMOB TeTIaTUTa, TAKMX KaK aHOPEKCHS, KENTyXa, HIOTeMHECHHE MOYH, 3y/[], O0JIEe3HEHHOCTh
’KMBOTA TIPH MAIbIAINN, HECOOXOIMMO HEMEJICHHO MTPEKPATUTh TEPANUIO KIAPUTPOMUIIITHOM.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 13.12.2024 N= 27652

[Ipn Hamuuuum XpOHMYECKHX 3a00JICBaHUM [I€UYeHU '%6}(@%\&@'“&}%@&% Tpél%; -Bhblﬁ

KOHTPOJIb (PEPMEHTOB CHIBOPOTKU KPOBHU.

[lpn neyeHMM TPAKTUYECKH BCEMHM AHTHOAKTEPUAIBHBIMH CPEACTBAMH, B TOM UHCIE
KJIaPUTPOMHIIMHOM, OTIMCAHBI CITyYaH MCEBIOMEMOPAHO3HOTO KOJINTA, TSHDKECTh KOTOPOTO MOXKET
BApbUPOBATHCS OT JIETKOM 10 yrposKaromed >ku3Hdh. [Ipum JedeHun npakTHYECKU BCEMH
aHTHOAKTEpUAIFHBIMA TIpenapataMi, B TOM 4YHCJIE KIApPUTPOMHIMHOM, OIHMCAHbI CIydau
Clostridioides difficile-accounupoBaHHON AMApeH, TAKECTh KOTOPOH MOXKET BapbUPOBATHCA OT
JIETKOW JHaped 0 YIPOXKAIOUIETO >XM3HHM KOJHMTA. AHTHOAKTepHaJIbHBIC IMpernapaTbl MOTYT
U3MEHUTh HOPMAJIbHYI0O MHUKPOQIOpY KHUIIEYHHKA, YTO MOXeT npuBecTH K pocty C. difficile.
[IceBnomemOpano3ublii KonuT, BbI3BaHHBIM C. difficile, HEOOXOOMMO TOI03peBaTh Yy BCeEX
HAalMEHTOB, y KOTOPBIX IOCEe MPUMEHEHUS aHTHOAKTEPHAIBbHBIX CPEICTB PAa3BHIACH AWapesl.
[Tocne mpoBexeHus Kypca aHTHOMOTHKOTEPANMHM HEOOXOJMMO TIIATENBHOE MEIMIIMHCKOE
HaOmoeHne 3a manueHToM. ONUCHIBAIUCH CIIydad pPa3BUTHS IICEBIOMEMOPAHO3HOTO KOJIHTA
CITycTs 2 MecsIa 1mocie npueMa aHTHONOTHKOB.

[Ipu nedyeHun MaxkposiugaMu, BKIIOYash KIAPUTPOMULIMH, HAOIIONANOCH Y/UIMHEHHE CEplIeUHOM
penonspuzanuu 1 uatepasia QT, BbI3bIBask pUCK PA3BUTHS CEPIEUHON APUTMHH U KEITYJOUKOBOU
TaXMKapJIuu TUIA «IUPYIT» (CM. pazzen 4.8.). Tak kak clieyomne CUTyalluu MOTYT IPUBECTH K
YBEJIMUYEHHUIO PUCKA PA3BUTHSI )KETTYIOUKOBBIX apUTMUH (B TOM YHCIIE KEITyA0YKOBOU TaXUKAPAUU
TUTA «IHPYIT»), TO KIAPUTPOMHUIIMH HE JOJDKEH MPHUMEHSTHCS Y CIEOYIOIIUX KaTeropuii
MAlEHTOB:

® y MAIMEHTOB C TUnokanuemueit (cm. pazaen 4.3.);
e Yy MMalMEHTOB C TUIOMaruuemMueit (cm. pasaen 4.3.);

¢ y TAINHWEHTOB, OJHOBPEMEHHO TONYYAIONUX KIAPUTPOMHUIIMH C aCTEMHU30JI0M,
[U3AMPUIOM, TUMO3UIOM U Tepdenaauaom (cM. pasaen 4.3.);

¢ Yy IAIMEHTOB C BPOXKACHHBIM WJIHM NMPHOOPETEHHBIM 3apETHCTPUPOBAHHBIM Y UIMHEHUEM
uHTepBana QT nian HanmuuMeM Kelly104KOBOW apUTMHUU B aHaMHe3e (cM. paszaen 4.3.).

KnaputpoMunivH 1071KeH IPUMEHSATHCS C OCTOPOKHOCTBIO Y CIIEAYIOIINUX KaTeropuil MaleHToB:

e vy mnanueHtoB ¢ WBC, Tskenoll cepaeyHOW HEIOCTATOYHOCTBIO, HApyLICHUSIMU
IPOBOJUMOCTH WM KIMHUYECKH 3HAUMMOMN OpaauKapaueii;

® y TMAaUEHTOB, OJHOBPEMEHHO MPUHUMAIONINX JPYTHe JIEKaPCTBEHHBIC IPENapaThl,
cBsi3aHHBIE ¢ yanuHeHueMm uaTepBana QT (cm. pasaen 4.5.).

[lepen Ha3HAYEHHWEM KJIAPUTPOMUIIMHA BCEM MAlMCHTaM, MPUHUMAIOUINM THIPOKCHXIOPOXHH
WIA XJOPOXWH, TIIATEIIFHO B3BECHTE COOTHONIICHWE IMOJB3bI M PHCKA W3-32 IMOTCHIIUAIBLHO
MOBBIIIEHHOT'O PUCKa CEPACYHO-COCYIUCTHIX COOBITHI U CEPACYHO-COCYAUCTON CMEPTHOCTH (CM.
pasnen 4.5).

B xo0/1€ sniuaeMrOI0rI9ecKUX UCCIICIOBAHMIA 110 N3YYEHUIO0 PUCKA HEOIArOMPHUATHBIX CEPACYHO-
COCYAMCTBIX HCXOJIOB TIPH TMPUMEHEHUH MAKPOIHUIOB OBLIM TIOMYy4YeHbl HEOJIHO3HAYHBIC
pe3ynbrathl. B HekoTOpbIX  HAOMIOJATENBHBIX  HCCIENOBAaHMSX OB yCTaHOBJIEH
KPaTKOBPEMEHHBIN PHUCK pPa3BUTHS apUTMUU, WH(ApKTa MUOKapAa U CMEPTH OT CEpAECYHO-
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
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COCYJIMCTBIX 3a00JIEBaHHUM, CB3AHHBIA C MPUMECHEHHEM kll_!lllgp-olﬁ EBKE%&E#I&IHJHTHO ! ﬁhI/IH

IIpy Ha3HaYeHUU KIAPUTPOMHUIMHA CIEAYET COOTHOCUTH IPEAIOJIaraéMylo I0Jb3y OT IpHUEeMa
penapara ¢ JaHHbBIMU PUCKaMU.

Bo3MokHO pa3BUTHE TEPEKPECTHOM PE3UCTEHTHOCTH K KJIAPUTPOMUIMHY U JAPYTUM
AHTUOMOTHKAM TPYIIBI MAKPOIHUIOB, a TAK)KE JIMHKOMULIMHY U KIMHIAMHUIIMHY.

VYuureiBasg pacTyllyl0 PE3UCTEHTHOCTb Streptococcus pneumoniae K MaKpOJIUAAM, Ba)XKHO
MMPpOBOAUTL TCCTUPOBAHUC YYBCTBHUTCIBHOCTU IMPHU HASHAYCHUHU KIAPUTPOMUIMHA MAlUCHTAM
C BHEOOJIbHMYHONW THEBMOHUEH. [Ipw rocnmuTalbHOW THEBMOHUU KIAPUTPOMUIIMH CIEAYET
MPUMEHSTh B KOMOMHAIIMK C COOTBETCTBYIOIIMMH aHTUOHMOTHUKAMHU.

Nudexknum KOXM M MSITKUX TKaHEW JIETKOM W CpedHEeW TSHKECTH Yalle BCETO BBI3BAHBI
Staphylococcus aureus u Streptococcus pyogenes. Ilpu 3ToM o0a Bo30OyauTenss MOTYT OBITh
yYCTOWYMBBI K Makposugam. [103ToMy BaKHO MPOBOJIUTE TECT HA UYBCTBUTEIHHOCTD.

Maxkponauasl MOKHO TPUMEHSTh NMPH UHPEKUUAX, BbI3BaHHBIX Corynebacterium minutissimum,
3a00JIeBaHUSAX YIPU BYJbIapHBIE U POXKA, a TAKXKE B T€X CUTYalMsIX, KOTJa HEJIb3sl MPUMEHATh
TICHUITVILIIH.

B cityuae nosiBineHust OCTPBIX PeakIMii THIEPYYBCTBUTEIBHOCTH, TAKMX KaK aHauIaKTHYecKas
peakuus, TsbKesble KOXKHbIE JIEKapCTBEHHbIE peakiuu (HampuMep, OCTPBI I'e€Hepan30BaHHBII
9K3aHTEMAaTO3HBIA IycTyle3), cuHaApoM CtuBeHca-/[>KOHCOHA, TOKCHYECKHUMA HSIHACpPMaIbHbII
HEKpOJIM3 © JICKAPCTBEHHAs CHIb C DJ03WHOPWIMEH W CHCTEMHOM CHUMIITOMATUKON
(DRESS-cunapoM) HEoOX0IUMO cpa3y K€ NPEKpaTUTh NPHEM KIApUTPOMHIIMHA W HadaTh
COOTBETCTBYIOIIYIO TEPAIIHIO.

B cmydae coBMmecTHOro TpUMEHEHHs C BappapuHOM WU JIPYTUMH  HENPSIMBIMH
AQHTHKOATYJISTHTAMH ~ HEOOXOJWMO  KOHTPOJHMPOBATH  MEKAYHApOIHOE HOPMAJIHM30BaHHOE
otHomenue (MHO) u mporpomOuHOBOE Bpems (cM. pazzaen 4.5.).

Crnenyer coOmonaThb OCTOPOXKHOCTb MpPH OJHOBPEMEHHOM TPHUMEHEHUH KJIAPUTPOMHUIIMHA
C MEpOpaTbHBIMU ~ AHTUKOATyJISHTAMU HOPSAMOTO  JEHCTBHA, TaKUMM Kak Jaburarpas,
puBapokcalaH,anukcadal 1 370KcabaH, OCOOCHHO y MAlMEHTOB C BHICOKMM PHUCKOM Pa3BUTHS
KpOBOTEUEHHS (CM. MyHKT «C OCTOPOXKHOCTHIO» M pasnuen 4.5.).

4.5. B3amMmopeiicTBHe ¢ JPYIMMH JICKAPCTBEHHBIMH IIpenaparamMM M JApyrue BHABI
B3aMMOJAEHCTBUSA

IIpoTHBONIOKA3aHHEIS KOMOHMHAIINH

[IpuMmeHeHHe cheayIoUMX MpernaparoB COBMECTHO C KJIAPUTPOMULIMHOM MPOTHUBOMOKA3aHO
B CBSI3M C BO3MOYKHOCTBIO Pa3BUTHUS CEPHbE3HBIX HEXKENATEIbHBIX PEaKIIUM.

Luzanpuo, numosuo, mepghenadun u acmemuzon

[Ipn coBMecTHOM mpHeMe KIAPUTPOMHUIIMHA C IHU3ANPUAOM, TTHUMO3HUIOM, TepHEHATUHOM HIIH
aCTEMH30JI0M COOOIIAIOCH O TIOBBIIICHUH KOHIICHTPAIMH ITOCIETHHUX B IIa3Me KPOBH, YTO MOYKET
npuBeCTH K yIMHeHHI0 uHTepBada QT ¥ TOSBIEHUIO CEpACYHBIX APUTMHM, BKIIOYAs
KETYAOUYKOBYIO TaXUKapIUI0, GUOPUIIISINIO KETYIOUYKOB U YKEIyJOYKOBYIO TaXUKAPIUIO THIIA
«mupya>T™» (cM. pazzaen 4.3.).
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Anxanouodwsi cnopvinbu

HOCTpeI‘I/ICTpaI_[I/IOHHBIe HUCCIICAOBaHMA IIOKAa3bIBAOT, 4YTO IIPU COBMCCTHOM MPUMCHCHUHN
KJIAPUTPOMHIIMHA C SPTOTAMUHOM WIIA JTUTUAPOIPTOTAMUHOM BO3MOXKHBI ClieAytonue () ek,
CBSI3aHHBIC C OCTPBIM OTPABICHHEM MperapaTtaMH T'PYIIBl 3PTOTAMHUHOB: COCYAWCTBIN CITa3M,
UIIEMUs KOHEYHOCTEH W JPYIMX TKaHEH, BKIOYas ICHTPAIbHYI0O HEPBHYIO CHCTEMY.
OMHOBpEMEHHBIN TMPHEM KIAPUTPOMHUIIMHA C aJTKAIOWIAMH CIHOPBIHBM IMPOTHUBOIIOKAa3aH (CM.
pasznen 4.3.).

Muoasonam 013 nepopanbHo20 NPUMEHEeHUs

[Ipu coBMecTHOM NMPUMEHEHUH MHIa30JIaMa B KJIapuTpoMulinHa B opme Tabdmerok (500 mr aBa
paza B JIeHb) OTMEUAJOCh YBEIMYCHHE IUIOMAAN TOoa (PapMaKOKHHETUYECKON KPUBOM
«koHueHtpauss — Bpems» (AUC) mmpazomama B 7 pa3 moclie MNEpOPaTbHOIO IMpUEMA.
OnHOBpEMEHHBIN MpUEM KIAPUTPOMHIIMHA C MHJa30JIaMOM I MEPOPATBLHOIO MPUMEHEHUS
MPOTUBOMOKAa3aH (cM. pazzuen 4.3.).

Hneubumopor I' MI'-KoA-pedykmaszwvl (cmamunvt)

OnHOBpeMEHHBIH  TpUEM  KIAPUTPOMHUIIMHA C  JIOBACTAaTHHOM WM  CHUMBAaCTaTHHOM
IIPOTUBOINOKAa3aH (CM. pazzien 4.3.) B CBA3M C TEM, UTO JaHHBIEC CTATUHBI B 3HAUUTEIBHON CTENIEHU
MeTtabonuzupyroTcs nzopepmerToMm CYP3A4, u coBMeCTHOE MPUMEHEHHE C KIAPUTPOMUIIMHOM
MOBBIIIAET UX CHIBOPOTOYHBIE KOHIIEHTPAIMH, YTO NMPUBOAUT K MOBBIIICHUIO PUCKA Pa3BUTHUS
MHUOTIATUH, BKIIOYas pabdaomuonu3. CooOIasocs O ciaydasx pabIoMuonn3a y MaiueHTOB,
MPUHUMABIINX KJIAPUTPOMUIIMH COBMECTHO C IAHHBIMHU Ipenapatamu. B ciydae HeoOxoaumoctu
MPUMEHEHUS KJIApUTPOMHUIIMHA CIEAYEeT MPEKPATUTh MPUEM JIOBACTaTHHA MM CUMBACTAaTHHA Ha
BpEeMsl Tepanuu.

KnaputpoMuninH cieayer NPUMEHSTh C OCTOPOXKHOCTBIO TNPH KOMOMHHPOBAHHOW Tepanuu
C IpyIrMMHU CTaTHHAMH. B ciydae HEOOXOIMMOCTH COBMECTHOTO IIpHEMa PEKOMEHIYeTCs
NPUHUMATh HAMMEHBIIYIO 103y CTaTHHA. PeKOMeHIyeTcss IPUMEHSITh CTAaTHHBI, HE 3aBUCSIIUE OT
merabonu3ma wmzodepmernta CYP3A (manpumep, ¢uyBacratun). CremyeT KOHTPOJIHMPOBATH
PAa3BUTUC ITPU3HAKOB U CUMIITOMOB MHUOIIATHH.

Jlomumanuo

OnHOBpEMEHHBIN TpUEM KJIApUTPOMHULIMHA C JIOMHUTANUIOM MPOTHBONOKA3aH H3-3a pPHUCKA
CYILLIECTBEHHOTO ITOBBIILIEHUS aKTUBHOCTH TPAaHCAMUHA3 B IIJIa3Me KPOBH (CM. paznen 4.3.).

[IpoTrBOMOKa3aHO TMPUMEHEHUE KIAPUTPOMHIIMHA BMECTE C THKArpelopoM, HBaOpaIMHOM H
paHoIa3uHOM, KOTOphIe MeTabonu3upytorcs npeumymiectBeHHO CYP3A4 (cm. pasznen 4.3).

BimsgHaue apyrux IeKapcTBEHHBIX MPEeNapaToB Ha KJIAPUTPOMUITUH

[Ipenaparsl, sBastomuecs wuHaykropamu wu3opepmenta CYP3A (mampumep, pudaMmuimvH,
dbenutounH, kapbamaszenuH, penodapOuTa, 38epo00il MPOALIPSBICHHBIN), MOTYT UHIYIIMPOBAThH
METa0O0IM3M KIApUTPOMULIMHA. DTO MOXKET NPHUBECTU K CyOTEpaneBTUYECKOM KOHLEHTpAIUH
KJIApUTPOMMIIMHA, YTO NMPUBOJUT K CHIKEHHIO ero 3pdexTuBHOCTH. Kpome Toro, Heo6xoaumo
HaOIr0aTh 3a KOHIEHTpauueidl muaykropa uzodpepmenta CYP3A B muasme KpoBH, KOTOpas
MOYKET TOBBICUTbCS H3-3a MHrHOMpoBanus uzodepmenta CYP3A xmapurpomuimHoM. [lpu
COBMECTHOM TNpuUMeHeHHH pudadyTuHa H KIAPUTPOMHUIIMHA HAOJIIOAAJIOCh TOBBIIICHHE
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KIIapUTPpOMUIIMHA C MMOBBIIIICHHBIM PHUCKOM Pa3BUTHUA YBCUTA.

Cnenyromue mnpenaparbl 00ManalOT JOKa3aHHBIM WM  TMPEANOoJaraeéMbIM BIMSHHEM Ha
KOHIEHTPALMIO KJIApUTPOMHUIIMHA B IJIa3ME€ KPOBH; B CIydyae MX COBMECTHOTO MpPUMEHEHUs
C KJIApUTPOMHUILIMHOM MOKET MOTPeOOBAThCA KOPPEKLHUS /103 WU MEepexo] Ha albTepHATHUBHOE
JIeUeHue.

Dpasupens, nesupanun, pugamnuyun, pugadymur u puganeHmuH

CwibHBIE HWHIYKTOPHI cuUcTeMbl IuToxpoma P450, Takwe kak 3¢daBUpeH3, HEBUPAIHH,
pudammuiuH, pudadyTuH U pudaneHTHH MOTYT YCKOPSATH METa0O0JIU3M KIApUTPOMHUIIMHA H,
TakKUM 00pa3oM, OHKATh KOHIICHTPAIMIO KJIAPUTPOMHUIIMHA B IJIa3Me KPOBH M BMECTE C TEM
NOBBIIIATh KOHUEHTparuio 14-OH-knaputpomuiiuHa — MeTaOONMUTa, TaKXkKe SBISIOLIETOCS
MHUKPOOHOJIOTHYECKU AKTUBHBIM. [Tockonbky MHUKpOOHOJIOrnYecKast aKTUBHOCTD
knaputpomuninia U 14-OH-knapuTpoMuIHa OTINYAETCS B OTHOLICHUHM PA3TUYHBIX OaKTepHid,
TepaneBTUYecKuil 3QPEeKT MOKET CHMKATHCA MPU COBMECTHOM MPUMEHEHHH KIAPUTPOMHIIMHA
1 UHIYKTOPOB (DEpMEHTOB.

Ompasupun

KoHIeHTpanus KiapuTpoOMHUIIMHA CHIDKACTCS TIPH UCIIOIB30BaHUH ITPABUPUHA, HO TIOBBIIIACTCS
KOHIIEHTpalnus akTuBHOTO Metabonmuta 14-OH-kmaputpomunmnaa. Ilockonmeky  14-OH-
KJIAPUTPOMHUIIMH 00JIaJaeT HU3KOW aKTUBHOCTHIO MO OTHOIICHHI0 K MAC-uH(peKusam, MOXKeT
MEHATHCS 0011asi aKTUBHOCTh B OTHOIICHHWH ATHUX BO30yauTenei, mostomy ais jgedeHus MAC
C.HGI[yGT paCCManI/IBaTb aJIBTepHaTI/IBHOG JICUCHHC.

Dnykonason

CoBmecTHBINH nipueM GaykoHa3ona B o3¢ 200 Mr exxeJHEBHO U KIapuTpoMHITMHA B 03¢ S00 mMr
IBa paza B JieHb y 21 3m0poBoro MoOpoBOJbIIAa MPUBENO K YBETUYCHUIO CPEIHETO 3HAUCHUS
MUHUMAaJIbHOM pPAaBHOBECHON KOHIEHTpauuu KiIapuTpoMULMHA (Cmin) M IUIOIIAOU TOJ
(apMaKOKMHETUYECKON KPUBOW «Iu1a3MeHHast KoHueHTparws — Bpemsi» (AUC) Ha 33 % u 18 %
COOTBETCTBEHHO. IIpM 3TOM COBMECTHBIM IpPHUEM 3HAUUTENBHO HE BIUSAI Ha CPEIHIOIO
PaBHOBECHYIO KOHIICHTpAlUI0 akTUBHOTro Mmetabonuta 14-OH-xnaputrpomuniuna. Koppekmws
JI03bI KJIAPUTPOMHUIIMHA B CIIy4ae COMYTCTBYIOIIETo npuema (uiykoHa3ola He TpedyeTcsl.

Pumonasup

PapMaKOKMHETHYECKOE MCCIIENOBAHNE TOKA3AJI0, YTO COBMECTHBIN NPUEM PUTOHABUPA B J103€
200 Mr xaxaple BOCEMb 4acoB W KiapuTpoMmuiuHa B o3¢ 500 Mr kaxaple 12 yacoB mpuBen
K 3aMETHOMY TOJaBlieHUI0 MeTabonu3ma kiapuTpomuimHa. [lpu coBmecTHOM mpueme
pUTOHABHpA MaKcUMajbHas Iia3MeHHass KOHUEHTparus (Cmax) KIAPUTPOMHULIMHA YBEIMUYNIACH
Ha 31 %, Cmin yBemmumnace Ha 182 % um AUC yBenmumsace Ha 77 %. Bpuio orMedeHo
MPAKTUYECKH MOJTHOE MmoaaBieHue oopazosanus 14-OH-knaputpomuiinaa. biaronaps mmpokomy
TEpaneBTUYECKOMY JMANa3oHy KIAPUTPOMHULIMHA YMEHBIIEHHWE €ro JI03bl Y MallMeHTOB
C HOpMaJIbHOH oyeuHo! QpyHKIuel He TpeOyeTcs. Y MalueHTOB ¢ MOYeYHOH HEOCTaTOYHOCTHIO
1[eJIECO00Pa3HO PACCMOTPETH CIEAYIOMNE BapuaHThl Koppekuuu 1036l mpu KK 30—-60 Ma/Mun
71032 KJIApUTPOMHIIMHA JOHKHA ObITh yMeHbIneHa Ha 50 %; mpu KK menee 30 mi/mMun no3a

Crpanuna 8 u3 27



COOTBETCTBYET SKCNEPTHOMY OTUYETY
. oT 13 11:2_.}4 iy 7 B
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CJICAYCT NPUMCHATHL B COYCTAHUHN C pPUTOHABHUPOM.

CxoniHble KOPPEKIMH 103 JOJDKHBI pacCMaTpUBATHCS y MAllMEHTOB CO CHIKEHHOW (yHKuMen
MOYEK, €CIM PUTOHABHP HCIOJB3YyeTCs KaK (apMaKOKMHETHUECKUH «YCUJIUTENb» MpU
NPUMEHEHUU APYTUX UHrHOUTOpOB mpoTea3sl BUY, Britouas atazaHaBUp U CaKBUHABHUP (CM.
NYHKT «/IByHanpaBieHHOE B3aUMOICHCTBUE JIEKAPCTBY).

JlelicTBHE KIapUTPOMHUIIMHA Ha APYTHUE JIEKaPCTBEHHBIEC IIpenapaThl

Aumuapummuuecxue cpedcmea (XUHUOUH U OUZONUPAMUO)

B03M0XHO BO3HMKHOBEHHUE 3JKENTYJIOYKOBOM TaXUKapJIWW THIA «IUPYIT» IMPU COBMECTHOM
MPUMEHEHUHU KJIAPUTPOMULIMHA U XUHUJIMHA WK Au3onupamuaa. [Ipu ogqHoBpeMeHHOM npuemMe
KJIApUTPOMUIIMHA C O3TUMH TpernapaTaMH CJlelyeT perysipHO MPOBOJIUTH KOHTPOJIb
JMIEeKTpPOKapAMOrpaMMbl  Ha TMpeaMeT YyuinHeHus wuHTepBaga QT, a Takke ciemgyer
KOHTPOJIMPOBATh CHIBOPOTOYHBIE KOHIICHTPAIIUH 3THUX MPENapaToB.

[Ipu mocTperucTparioOHHOM MPUMEHEHHH COOOIAIOCH O CIIyYasiX pa3BUTHUS THIIOTIMKEMHUHU MIPH
COBMECTHOM TMpHeMe KJIApUTPOMULIMHA U Ju3onupamuia. HeoOXoamMo KOHTpPOJIMPOBATH
KOHLICHTPALMIO TIJIOKO3bl B KPOBHU IIPU OJHOBPEMEHHOM IPUMEHEHUU KIAPUTPOMULIMHA
U AU30nUpamMuaa.

IlepopansbHule eunoziukemuyecKkue cpeoCcmaea/uHcyaiun

IIpu cOBMECTHOM IPUMEHEHUU KIAPUTPOMHULMHA U MEPOPAIBHBIX TMIOTTIMKEMUYECKUX CPELICTB
(Hampumep, TMPOM3BOJHBIC CYJIb()DOHUIMOYCBUHBI) W/WIM WHCYJWHA MOXKET HaOIIOAaThCS
BbIpakeHHasi TunoriukeMus. OIHOBpEMEHHOE MPUMEHEHHE KIAPUTPOMHIIMHA C HEKOTOPBHIMU
TUINOTIMKEMUYECKUMH TIpenapartaMu  (HampuMmep, HaTerJIMHUI, TMHOTJUTa30H, penariuHujl
¥ POCUTIIMTA30H) MOKET MPUBECTU K MHTHOUpoBaHuto n3odepmenta CYP3A kirapuTpoMHuIinHOM,
B PE3YyJIbTATC YCr0 MOKCET PAa3BUTHCSA T'HIIOTTIUKCMUS. PGKOMGHI[yeTCH TIHaTeHBHBIﬁ KOHTPOJIb
KOHICHTPAUHX I''TFOKO3bI.

Bzaumooeticmeus, obycnosnennvie usopepmenmom CYP3A

CoBMeCTHBI TpUEM KJIAPUTPOMHUIIMHA, KOTOPBIA, KaK H3BECTHO, MHTHOMpPYET H30(EepMEHT
CYP3A, u mpenaparoB, nepBu4yHO MeTabonusupyrounmxcs uzopepmentom CYP3A, moxer
ACCOIIMMPOBATHCS C B3aMMHBIM IIOBBIIICHHEM WX KOHLIEHTPAIMH, YTO MOXET YCWIHTh WJIH
IOPOAJUTh KaK TepaneBTHUeCKUe 3((EKThl, TaK U HEKeNaTeslbHble peakuuu. KiapurpomMunux
CJIEyeT C OCTOPOXKHOCTHIO MPUMEHSATH MalMeHTaM, IMOJYyYarollUM Ipenapathl, SBISIOMINAECS
cyoctpatamu  m3odepmernta CYP3A, ocoOeHHO ecnu 53TH Tpenaparbl HUMEIOT  Y3KUU
TepaneBTUYECKHI Trara3oH (HanmpuMep, kapoama3enuH ), U/Wii HHTEHCUBHO METa0O0IU3UPYIOTCS
3TUM pepMeHTOM. B ciyuae HEOOXOAMMOCTH J10JKHA POBOAUTHCA KOPPEKLIUS TO3bI IIpernapara,
IPUHUMAEMOT0 BMECTE C KJIAPUTPOMHUIIMHOM. Takxke, 0 BO3MOXKHOCTH, JAOJDKEH MPOBOIUTHCS
MOHUTOPHHI CBHIBOPOTOYHBIX KOHIEHTpAIMi MpenapaToB, MEPBUYHO METAOOIM3HPYIOIUXCS
uzopepmerntom CYP3A.

Kopmuxocmepouovt

Crnenyer coOmogaTh OCTOPOKHOCTH MPH OJHOBPEMEHHOM IPUMEHEHUHU KIAPUTPOMHIIMHA C
CUCTCMHBIMHU n HUHTaJIIONOHHBIMHA KOpTI/IKOCTepOI/I,Z[aMI/I, KOTOpre HpGI/IMyH_IGCTBeHHO
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MeTtabonmzupyroTces uzopepmentom CYP3A,| uz-3a 13'35\'/1671596;‘1’;}'“J@ﬁ%'ﬁﬁﬂT%ﬂc{"e—MHoﬁ

HKCHO3ULUU KOPTUKOCTpepouaoB. [Ipr OJHOBpEeMEHHOM IPUMEHEHUH CIEAYEeT TIIATEIbHO
HaOro#aTh 3a MAIMEHTaMH Ha IpeIMEeT CHCTEMHBIX  HEeXeJaTelbHBIX  APQPEeKTOB
KOPTHUKOCTEPOH/IOB.

MeTabo13M CIeay0muX MpenapaToB/KIaccoB OCYIIECTBIsIETCs TeM ke n3opepmenTom CYP3A,
YTO U METabOJU3M KIAPUTPOMUIIMHA, HAMpUMEp, almpo3ojiaM, KapOamaszemnuH, LHUI0CTa30d,
[UKJIOCIIOPHUH, JU30MHPAMUJ, METUJIPEAHU30JIOH, MHJAA30JIaM, OMEIpa3oj, IepopalibHbIC
AHTUKOATyJAHTHl  (Hampumep, BapdapuH, puBapokcabaH, anukcabaH), AaTUIUYHbIC
AQHTUIICUXOTHYECKHE CPEACTBA (HAaNpUMep, KBETHANMH), XUHUIUH, pudadyTHH, cuieHaduI,
TaKpOJIMMYC, TpHUazosiaM M BHHOMAacTHH. Taxxke k aronuctam uzodpepmenta CYP3A orHocsTCS
CIeyIOIINe npernaparsl, MIPOTUBOINOKAa3aHHbIE K COBMECTHOMY MPUMEHEHUIO
C KJIapUTPOMUILIMHOM: aCTEMH30J1, IU3anpu, TUMO3H A, TepdeHaanH, JIOBACTaTUH, CUMBACTaTUH
W ajkamouapl cropbiHbd (cM. pazgen 4.3.). K mpenapaTtam, B3aMOJICHCTBYIOIIMM TOI00HBIM
o0pa3oM uepes apyrue n30hepMEeHTHI B paMKaxX CUCTEMBI IuToxpoma P450, oTHocsTCS peHUTONH,
TeO()UIUTMH U BaBIIPOEBasi KUCIIOTA.

Hel’lpﬂMble aAHMuUKoazcyJislHnbl

IIpu coBmecTHOM mnpueme BapdapuHa M KJIAPUTPOMUIMHA BO3MOXHO KpPOBOTEUEHHE,
BelpakeHHOe yBennmueHne MHO wu mnporpomOuHOBOrO BpeMeHH. B ciydyae coBMecTHOTO
OpUMEHeHHs ¢ Bap(apuHOM WM JPYTMMH HENPSMBIMH aHTUKOAryJsHTaMd HE00XOIUMO
koHTposrpoBatb MHO u nmpoTpoMOHHOBOE BpeMsi.

Ilepopanvrvle aHmukoa2ynsHmMel NPAMO20 0eUCmBUs.

[lepopanbHble aHTUKOATYJSHTHl NPSAMOTO JCHCTBHS JaOUraTpaH M 3J0KcabaH SBISIOTCS
cyocrparom st dddrokcHoro OGenka-nepenocunka P-rimmukonporenna (P-gp). PuBapokcaban u
anukcabaH Merabonu3upyroTcs ¢ ydactuem wuzodepmenta CYP3A4 u Ttakxke SBIAIOTCA
cybctpatamu juist P-gp.

Cnenyer coOmroAaTh OCTOPOKHOCTh IPU OJHOBPEMEHHOM MPUMEHEHUHU KIAPUTPOMUIIMHA

C TaHHBIMHU IperapaTaMu, 0COOEHHO Y MalMEHTOB C BBICOKMM PUCKOM KPOBOTEUEHHS (CM. pa3en
44.).

Owmenpas3zon

Knaputpomumua (mo 500 mr kaxasle 8 4YacoB) HMCCIENOBAICS Yy 3I0POBBIX B3pOCIBIX
TOOpOBONBIICB B KOMOWHAIMM ¢ omemnpazonoMm (mo 40 mr exemaneBHo). [Ipu coBMecTHOM
NPUMEHEHUH KJIAPUTPOMHUIIMHA M OMENpa3ojia PaBHOBECHBIC IUIA3MEHHBIC KOHILIEHTPAIUH
omenpa3oia 0sutH yBeaHueHbI (Cmax, AUCo24 1 iepuoa nonyssiBeneHus [T12] yBennuuiaucy Ha
30 %, 89 % u 34 % coorBercTBeHHO). Cpennee 3HadeHue pH xemynka B TedueHue 24 yacos
COCTaBWJIO 5,2 MpH IpUEME OMENPa3oJia B OTAEILHOCTH U 5,7 TIpU MpUeMe OMEINPa3ojia COBMECTHO
C KJIapUTPOMULITHOM.

Cunoenaghun, maoanaghun u eapoenaghun

Kaxnprit u3 3tux WMHrHOUTOPOB (Qocdommudcrepazbl METa0OIU3UPYETCs, MO KpailHed wmepe,
gactuyHo ¢ ydactuem mzodepmenta CYP3A. B 1o xe Bpems m3odpepmeHT CYP3A Moxer
MHTHOMPOBATHCA B MPUCYTCTBUU KiIapuTpoMuliiHa. COBMECTHOE IPUMEHEHUE KIAPUTPOMUIIMHA
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¢ cungeHaduaoM, TajganaQuIoOM WM Bap nadundM ~ hokket - fprsecti | *- yEduttmo

WHTHOUPYIOMIEro Bo3neicTBUs Ha Qochoamdcrepasy. [Ipu mpuUMEHEHMH 3THUX TIPENapaToB
COBMECTHO C KJIApUTPOMHIIMHOM CIIEAYET PACCMOTPETh BO3MOXHOCTH YMEHBIICHHUS J103bI
cungeHaduia, Taganagpuia u BapaeHapuia.

Teogunnun, kapoamazenun

[Ipu coBMeCTHOM NPUMEHEHUH KIApUTPOMUIIMHA U Teo(pUUIMHA MK KapOaMasernuHa BO3MOXKHO
MOBBIIICHUE KOHLICHTPALMY JaHHBIX IIPENapaTOB B CUCTEMHOM KPOBOTOKE.

Tonmepooun

[TepBuuHEIl MeTabO0IM3M TONTEPOIMHA OcyIIecTBIseTcs uepe3 2D6 nzodopmy nuroxpoma P450
(CYP2D6). Opnako B 4YacTH mOMyJsinuM, JuiieHHoW u3opepmenta CYP2D6, merabomusm
npoucxoauT uepe3 uzopepment CYP3A. B ato#i rpynmne HaceneHus nojasieHne uzodepMenta
CYP3A npuBOIUT K 3HAYUTEIHHO 00OJIee BRICOKHMM KOHIICHTPALIUSIM TOJITEPOJANHA B CHIBOPOTKE.
B mnonmynsaumm ¢ HU3KUM ypoBHeM Merabonm3ma uepe3 uzodpepment CYP2D6 wmoxer
noTpedOoBaThC CHUKEHHE J103bl TOJITEPOJMHA B MPHUCYTCTBUU HHTHOUTOPOB H30(PEpMEHTa
CYP3A, Takux Kak KJIapuTPOMULIMH.

benzoouaszenunvl (nanpumep, annpazonam, Muoazonam, mpuasonam)

[Ipu coBMecTHOM NMpUMEHEHHWH MHa30jiaMa U TabjeTok kiaputpomunmHa (500 mMr gBa pasa
B JIcHb) oTMeudanoch yeennueHne AUC Muaazonama B 2,7 pa3a nocje BHyTPUBEHHOTO BBEJICHUS
muaazonama. Ecim  BMmecTe € KIAPUTPOMHUIIMHOM TpPUMEHSETCSs BHYTpUBEHHas (opma
Myja3ojlama, CJeIyeT TIIATENbHO KOHTPOJUPOBAaTh COCTOSHHUE MAlMEHTa ISl BO3MOXKHOM
KOPPEKLIMH JO3BI.

BBenenue iekapcTBEHHOTO TpenapaTa 4epe3 CIM3UCTYI0 000JI0UKY IMOJIOCTH PTa, KOTOPOE TaeT
BO3MOXXHOCTh OOOMTH MPECUCTEMHYIO SJTMMHHAIUIO JICKAPCTBEHHOTO Iperapara, CKopee BCero,
MMPUBCICT K B3aHMO,Z[€I>'ICTBI/IIO AHAJIOTUYHOMY TOMY, KOTOPOC Ha6JHOI[aeTC$I IMIpU BHYTPUBCHHOM
BBCICHUU MHJ1a30J1aMad, a HC IpHU ICPOPAJIbHOM IIPHUEME.

Taxue e Mepbl IPEeI0CTOPOKHOCTHU CIEAYyeT MIPUMEHATD U K IPYTUM O€H301ua3enuHaM, KOTOpbIe
MetabonmzupyroTcs u3opepmentom CYP3A, Bxmowas TtpuazojamM U anmpaszojam. Jlms
OCH30/IMa3EeMHOB, BHIBEJCHUE KOTOPHIX HE 3aBUCHUT OT u3odepmenta CYP3A (temazemawm,
HUTpa3emnaMm, Jopaseram), MaJOBEpOSITHO  KIMHUYECKHM  3HAYMMOE  B3aWMOJICHCTBUE
C KJIapUTPOMUIIUHOM.

[Ipy coBMECTHOM MPUMEHEHUH KJIAPUTPOMUIIMHA U TpUa3ojiama BO3MOXKHO Bo3zaeiicTeue Ha [IHC,
HalpUMep COHJIMBOCTb W CIYTaHHOCTh CO3HaHUSA. B CBA3M C 3TuUM, B cllydae COBMECTHOIO
MPUMEHEHUSI, PEKOMEHIYEeTCs CIeanTh 3a cumnTomaMu Hapymenus [THC.

BzauMoaencTBHUs ¢ APYTUMH OpenaparaMu

Konxuyun

Konxummu sBasercs cyocrparom kak uzopepmenta CYP3A, tak u P-gp. U3BectHo, uTO
KJIApPUTPOMMLIMH U JAPYTUe MaKpOJIUIbI ABISAIOTCS HHruouropamu nzopepmenta CYP3A u P-gp.
[Ipu coBMecTHOM mnpueMe KJIApUTPOMHULIMHA W KOJXHUIMHA WHruOupoBanue P-gp w/mmm
nzodepmenta CYP3A MOXET MPUBECTU K YCUIICHUIO JICHCTBHS KOJXHITMHA. 3apeTUCTPUPOBAHBI
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OIHOBPCMCHHOM IMPUEMEC C KIAPUTPOMHUIIMHOM, HallC Y MOXKUJIBIX IMMAIIUCHTOB. HGKOTOpre u3
OMMCAHHBIX CIIYy4YaCB MPOUCXOJUIIN C MAIUCHTAMU, CTpaJat0oUMHU MMOYCYHOM HEAOCTATOYHOCTBIO.
Kak COOGH.IEUIOCB, HCKOTOPBIC ClIy4an 3aKaHYUBAJIUCH JICTAJIbHBIM HCXOJ0M.

OpnHoBpeMEHHOE MPUMEHEHHE KIAPUTPOMHIIMHA M KOJXUIMHA MPOTHBOIIOKA3aHO (CM. pas3fen
4.3)).

Jueokcun

[Ipenmonaraercs, 4To AUTOKCUH siBIsieTcsl cyOcTpatom P-gp. M3BecTHO, 4TO KIapUTPOMHULIMH
unruoupyer P-gp. [Ipu coBMecTHOM npueme KIapuTPOMHUIIMHA M TUTOKCHMHA WHTHOMpOBaHUE
P-gp  kiapuTpOMMIIMHOM  MOET HPHUBECTM K  YCHJIEHUIO  JEHCTBUS  JMIOKCHHA.
[locTperucTpalluOHHbIE HCCIIENOBaHUS I10Ka3ajld, YTO COBMECTHBIM IIPUEM JUTOKCUHA H
KJIQPUTPOMULIMHA TAaKXE MOXKET IPUBECTH K IIOBBIIIEHUIO CHIBOPOTOYHOW KOHLEHTpaLUU
JUTOKCHHA. Y HEKOTOPbIX IMAllMEHTOB OTMEUYAINCh KIMHUYECKUE CHUMITOMBI OTpPABIICHUS
JUTOKCUHOM, BKJIKOYAas MNOTCHUHMAIBHO JIeTadbHble apuTMuu. lIpum coBMecTHOM mnpueme
KJIApUTPOMHUIIMHA U JUTOKCUHA CJIETyET TIIATEIbHO KOHTPOIMPOBATh KOHIICHTPALIUIO JUTOKCHHA
B CBIBOPOTKE.

3uoos8youn

OpnHoBpeMEHHBI MpUEM TaOJIETOK KIAPUTPOMUIIMHA U 3UAOBYAMHA MEPOPATBHO B3POCIBIMU
BUY-unpunrpoBaHHBIMHA ~ MMAallMEHTAMH MOXXET TPHUBECTH K CHW)KCHUIO PaBHOBECHOU
KOHIEHTPALlUU 3U0OBYINHA.

[TockonpKy KIapUTPOMMIIMH BIUSET HA BCAaChlBAaHUE 3HMJIOBYAMHA MPHU NEPOPAIBHOM MpHUEME,
B3aMMOJICCTBUSI MOXXHO B 3HAYHMTEIILHOW CTENMEHW W30eKaTh, MPUHUMAs KIAPUTPOMUIIMH U
3UJIOBYJIMH C MHTEPBAJIOM B 4 Haca.

[TonoOHoro B3aumoneiicTBust He HaOmoga y BUY-unGuIMpoBaHHBIX AeTel, TPUHUMABIIUX
JETCKYI0 CYCIIEH3MIO KIAPUTPOMMIMHA C 3UJOBYIMHOM WIM JUAC30KCUMHO3UMHOM. IIoCKONIBKY
KJIADUTPOMULIMH MOXKET IIPEISATCTBOBATH BCACBIBAHUIO 3UJOBYAHMHA IIPU UX OJAHOBPEMEHHOM
IprUeMe BHYTPb Y B3POCIHBIX MALMEHTOB, MOJAOOHOE B3aUMOJEHCTBHE BPSJ JIM BO3MOXKHO IPH
MCIIOJIb30BaHUU KJIAPUTPOMULIMHA BHYTPUBEHHO.

Denumoun u 6ajlbnpoesas Kucioma

WmeroTcst maHHble O B3auMoOeHcTBUAX uUHruoutopoB wuzodpepmenra CYP3A (Bkimoyas
KJIAPUTPOMHUIIMH) C TperapaTaMu, KOTOPbIE HE METAO0OIU3HPYIOTCS ¢ TIOMOIIBI0 M30(epMeHTa
CYP3A (dbeHuTonHOM U BaJbIIPOCBOW KUCIOTOM). JIJIs TaHHBIX TpenapaTroB, MPU COBMECTHOM
OPUMEHEHUH C KIAPUTPOMHUIIMHOM, PEKOMEHIYETCSl OMNpeIelieHHe HX CBhIBOPOTOYHBIX
KOHIIEHTpAIUH, TaK KaK UMEIOTCSI COOOIIEHHUS 00 X MOBBILICHHUH.

JIByHaIpaBjgeHHOE B3aUMOJIENCTBHE JIEKAPCTB

T'uopoxcuxnopoxun u x10poxun
JlanHple  HaONIOACHUN TOKa3alid, YTO COBMECTHOE MPUMEHEHHE Aa3UTPOMHUIIMHA C

I‘I/I,Z[pOKCI/IXJIOpOXI/IHOM y IIagueHTOB C peBMaTOI/I,Z[HBIM aprI/ITOM CBsA3aHO C ITIOBBLIIILICHHBIM

PHCKOM CEpACUYHO-COCYIUCTHIX COOBITUI U CEPICUHO-COCYAUCTON cMepTHOCTH. Kitaputpomumma

CJIeyeT UCIOJIB30BaTh C OCTOPOKHOCTHIO Y TAIMEHTOB, MOJIYYAIOITUX dTH IIpenapaThl, KOTOPHIE,
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CEPbE3HBIX HEXKENATEIbHBIX CEPACUHO-COCYAUCTHIX SBJICHUM.
Amaszanasup

KnaputpomunuH u ata3aHaBup sIBISIOTCS Kak cyOCTpaTamMu, TaKk ¥ HHTHOUTOpamMu n3ohepMeHTa
CYP3A. CymecTtByeT CBUAETENLCTBO JABYHAIIPABIEHHOIO B3aMMOJECHCTBUS 3THUX IIPENapaToB.
CoBMecTHOe mpuMeHeHne kinaputpomuiHa (500 mr nBa pasa B JeHb) U arazanaBupa (400 mr
OJIMH pa3 B JI€Hb) MOXET IPUBECTU K JBYKPATHOMY YBEIMUYEHUIO BO3IECHCTBUS KIAPUTPOMUIIMHA
u ymeHblieHuto BosaeucTBus 14-OH-kimaputpomunmna Ha 70 %, ¢ yBenmnuennem AUC
aTaza”aBupa Ha 28 %. biaronaps mmpokoMy TepaneBTHUYECKOMY AUANa30Hy KIAPUTPOMHULIMHA
YMEHBILIEHUE €0 J103bl y MAIllMeHTOB ¢ HOPpMaJIbHOM (yHKIMEH mouek He TpedyeTcs. Y HalieHToB
¢ ymMepeHHou nmovyeunoi HegoctarouHocThio (KK 30-60 mir/MuH) 103a KIIapUTPOMHUIIMHA TOHKHA
ObITh YyMeHblIeHa Ha 50 %. YV nanuenTtos ¢ KK menee 30 mui/MuH 103y KJIapUTPOMHULIMHA CIIEAYET
CHM3UTh Ha 75 %, HCIONB3ys A 3TOTO COOTBETCTBYIOUIYIO JICKAPCTBEHHYIO (opMy
kinaputpomunivHa. Kiaputpomunua B npo3ax, npesbimaromux 1000 Mr B CyTKHM, HeEnb3s
IPUMEHSATh COBMECTHO C HHTUOUTOpAMH MTPOTEas.

EﬂOKamopbl «MEOJICHHBIXY KajJlbYueevlx KaHaloe

[Ipu ogHOBpEeMEHHOM MPUMEHEHHUHU KIAPUTPOMHIIMHA U OJIOKATOPOB «MEIJICHHBIX)» KaJIbIIUEBBIX
KaHaJIOB, KOTOpble MeTabonusupyiorcss uzopepmentom CYP3A4 (mampumep, Bepamamu,
aMJIOJIMTIINH, IUITHA3eM), CIeIyeT COOJII0aTh OCTOPOKHOCTb, MOCKOJIbKY CYIIECTBYET PHUCK
BO3HUKHOBEHUS apTepUaIbHON rMnoTeH3uH. [1a3MeHHble KOHIIEHTpAuK KJIApUTPOMHIIMHA, TaK
*Ke, Kak U OJIOKaTOpOB «MEIJICHHBIX» KaJbIUEBBIX KAaHAJIOB, MOTYT IOBBIIIATHCS MpPH
OJTHOBPEMEHHOM IPUMEHEHUHU. ApTepualibHas TUIOTEH3Us, OpajuapUTMHUS M JIAKTOALUI03
BO3MOXHBI IIPY OJJHOBPEMEHHOM IpUeMe KJIApUTPOMUIIMHA U BepanaMuia.

HUmpaxkonaszon

KnaputpoMuniiH u HMTpPaKOHA30Jl SBIAIOTCSA CyOcTpaTaMu W WHTHOWTOpamMu u30(epMeHTa
CYP3A, 4ro omnpenenser ABYHANpPaBJICHHOE B3aWMMOJCHCTBHE TmpemnaparoB. KiapuTpomMunmH
MO>KET MOBBICUTH KOHIICHTPAIIMIO UTPAKOHA30J1a B TJIa3Me, B TO BPeMsI KaK UTPAKOHA30J MOKET
MOBBICUTH INUIABMCHHYIO KOHICHTPAIMIO KJIIApUTPOMUIIMHA. HaI_II/IeHTOB, OOAHOBPEMCHHO
MMPUHHUMAIOIMUX UTPAKOHA30J U KIIAPUTPOMUIINH, CICAYCT TIIATCIILHO OGCJ’IGI[OB&TB Ha HaJIN4yue
CHUMIITOMOB YCWJICHUSI WM YBEIUYEHUS [UIUTEIBHOCTH (PapMaKOJOTHUECKUX HPPEKTOB ITUX
IpernapaToB.

Caxkseunasup

Knaputpomunys u cakBUHaBHp SBIISIOTCS cyOcTpaTtamu U uHruouTopamu uzopepmenta CYP3A,
YTO OINpEEIISIET IBYHANPABICHHOE B3auMOeiicTBIE ITpenapaToB. OTHOBPEMEHHOE IPUMEHEHHE
knaputpomuiivia (500 mr aBa pas3a B IeHb) U CAKBUHABUPA (B MATKHUX JKEJATMHOBBIX KamcyJjax,
1200 mr Tpu pa3a B AeHb) Y 12 310poBbIX 100poBobIeB BhI3bIBANIO yBeIMYeHHE AUC U Chax
cakBuHaBupa Ha 177 % u 187 % COOTBETCTBEHHO, B CPABHEHUU C MPUEMOM CAaKBUHABHpa B
oraensHocTH. 3HaueHUsI AUC 1 Cmax KJIApUTpOMULIMHA ObUTH MPUOIM3UTENBHO Ha 40 % BhINIE,
YeM IIpd MOHOTEpanuu KJIApUTPOMUIMHOM. IIpu COBMECTHOM HpPUMEHEHUM O3THUX [BYX
IpenapaToB B TeUEHHE OIPaHUUYEHHOT0 BPEMEHH B /103aX/COCTaBaX, YKa3aHHBIX BBIIIE, KOPPEKLIUS
n03bl HEe TpeOyercs. Pe3ynpTarhl uWcCClIeNOBaHWS JIEKAPCTBEHHBIX B3aUMOJICHCTBUN ¢

Crpanuna 13 u3 27



COOTEBETCTEYET 3KLC _EF'TH '|"| Y OTUETY
oT 13.12.2024 Nz 2
MICIIOJIB30BAHNEM CAKBUHABUPA B MATKHX KEJ: THHOBBIN | KATICY A% %TOFWCOOIWTH obats

s dexTam, HaAOIIOIAEMBIM ITPH IPUMEHEHUN CAKBHHABHPA B TBEP/BIX JKEIATUHOBBIX Karcyax.
Pe3ynbraThl nccnenoBaHus JEKapCTBEHHBIX B3aUMOACUCTBUI IPU MOHOTEPANINM CaKBUHABHPOM
MOTYT HE COOTBETCTBOBATb apdexTam, Ha0II01aeMBbIM pu Tepanuu
CaKkBMHApWHOM/pUTOHaBUpOM. [IpH mpueme cakBHHaBHpa COBMECTHO C PUTOHABUPOM CIIEIyeT
YUHUTHIBATh MOTEHIIMATBHOE BIUSHUE PUTOHABHPA HA KJIAPUTPOMHIIMH.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD U JAKTALMS
bepemeHHOCTD

BezonacHOCTh MpUMEHEHHsI KIIAPUTPOMHIIMHA BO BpeMsi OEPEMEHHOCTH HE YCTaHOBIICHA.

OCHOBBIBAsICH HA PAa3JINYHBIX PE3YJIbTATAX, IOJYUYEHHBIX B HCCIEAOBAHUAX HA )KUBOTHBIX, 4 TAKIKE
Ha OIbIT€ MNPUMEHEHUs Y JIOACH, HeNb3sl HUCKIIOYUTh BO3MOXHOCTh HEOIAronpHUATHOTO
BO3JICHCTBUS Ha »MOpuoderanpHoe pa3BuTHe. Hekoropble HabOMIOIaTENbHBIE HCCIEAOBAHUS,
OlLIEHUBAIOIIME Bo3AelcTBHE KiapuTpomurmHa B I u Il Tpumectpax GepeMEHHOCTH, BBISBUIH
NOBBIICHHBIA ~ PUCK  CaMOINpPOU3BOJIBHOTO abopTa 1O CpPaBHEHHIO C  OTCYTCTBHEM
AHTHUOMOTUKOTEpANIUK WIM NPUMEHEHHEM JpPYyTuX AaHTHUOMOTHUKOB B AaHAJIOTMYHBIE CPOKHU
O6epemeHHocTH. MMerommecss  3MUIEMHOIIOTMYECKHE  UCCIEAOBAaHMS  PUCKA  CEPbE3HBIX
BPOKICHHBIX ITIOPOKOB PAa3BUTHUSA MPU NIPUMEHEHUN MaKpOJIUAOB, BKIIIOYAs KIAPUTPOMULMH, BO
BpeMsl OEpEMEHHOCTHU IEMOHCTPUPYIOT IPOTUBOPEUMBBIC PE3YJIbTATHI.

[IpumeneHue KIapuTpOMULIMHA TpU OepeMeHHOCTH (0co0eHHO B I TprMecTpe) BOZMOKHO TOIBKO
B Cllydae, KOTJia OTCYTCTBYET ajbTepHATHBHAs TEpamlus, a MOTCHIMAIbHAs MOJb3a JUIsl MaTepu
IPEBBIIIACT MOTCHINAIBHBIN PUCK JUIS TIIOAA.

JlakTamus

Bru1o ycTanoBieHo, 4T0 peOEHOK, HAXOSAIIUICS Ha TPYTHOM BCKapMIIUBAaHUH, MOXKET MOJIyYUTh
okoso 1,7 % oT MarepHHCKON A03bI KIAPUTPOMHUIIMHA C MOMPABKOM HA Maccy Tena MaTepH.
be3onacHocTh mpuMeHEHHUS KIApUTPOMHULIMHA AJI JeTel Ha TPyJHOM BCKapMIIMBaHUU HeE
ycraHoBjeHa. [Ipu HeoOXoauMocTH MpHeMa B MEpUOJ TPYJHOTO BCKapMIIMBAaHUS KOpPMIICHHE
rpyAbI0 HEOOXOAUMO MPEKPATUTh.

depTUabHOCTD

HccnenoBanusi, mpoBeieHHbIE HAa KPbICaX, MOKa3aJli OTCYTCTBHE BIUSHUS HA PEPTUIHHOCTD.

4.7. BausiHMe Ha CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CPeACTBAMH H pPadoraTh
¢ MeXaHM3MaMH

JlaHHBIE OTHOCUTENHHO BIUSHUS KJIAPUTPOMUIIMHA HAa CTIOCOOHOCTD K YIPABJICHUIO aBTOMOOUIIEM
U MexaHu3MaMu OTCyTCTBYIOT. Cremyer coOoaTh OCTOPOKHOCTh TIPU  YIIPaBJICHUU
TPAHCHOPTHBIMU CPEACTBAMU M MEXAaHU3MAaMH, YUYWTHIBAs IOTECHUUAIbHYI) BO3MOXHOCTb
TOJIOBOKPY>KEHMS, BEPTUIO, CIYTAHHOCTH CO3HAaHUS M JE30pPUEHTAlMH, KOTOPbIE MOTYT
BO3HUKHYTb IIPU IPUMEHEHHUH JTAHHOI'O Ipernapara.

4.8. He:xkesnaTesibHbIE peaKIIUU

PesroMe HexxenaTeabHbIX peaKIIui
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Knaccudukanus YacToThl pa3BUTHUS HEWKEIIS

remsueik | pear - Bebm5ion - bpranHsaumm

3npaBooxpanenus (BO3): ouensb uacro —>1/10;

1o < 1/100; peaxo — ot > 1/10000 mo < 1/1000;

gacTo —oT > 1/100 mo < 1/10; Hewacto —> 1/1000
oueHb peako — < 1/10000, BkiIrovast OTACIbHEIC

COOOIICHUS; YaCTOTa HEM3BECTHA (HA OCHOBAHWHM MMCIOIIUXCS JTAHHBIX OILICHUTh HEBO3MOIKHO).

IIepedyeHs HexkenaTENbHBIX PEAKLUN C TPYIIIUPOBKOM 110 CUCTEMHO-OPTaHHBIM KJIACCAM U YaCTOTE

npeacrasieH B Tabmure 1.

Taéumuna 1 CBeieHHs 0 YACTOTE HeKeJIATEIbHBIX PeaKIUii, 3aperiCTPHPOBAHHBIX B KINHHYECKHX

HCCICTOBAHUAX KJIAPUTPOMHUIIHHA

CucTeMHO-OpraHHbII Yacrora

KJI1accC

HexenarenbHble peakunu

Nudexunn u nHBa3zun Heuacto

1
LIEJUTIOJINT

KaHJUA03,
racTPOIHTEPUT,

BTOpUYHblE MHpeKIuu® (B TOM  uMCie

BarMHaJbHBIC)

YacTora
HEN3BECTHA

MICEBIOMEMOPAHO3HBIN KOJIUT,
poxa

Hapymenus co croponsl | Yacto

CBIITb

MMMYHHOU CUCTEMBI Heuacro

aHaUITaKTOUTHAS pealculfm1 ,
TUIEPYYBCTBUTEIHHOCTD,

nepMatuT GysIe3HbIi!,

3yA,
KpanuBHUIIA,
MakyJionamyJie3Has CBIIB’

YacTora
HEU3BECTHA

aHaduIaKTHYECKas peaKkus,
AHIMOHEBPOTUYECKUM OTEK,

CEpbE3HBIE KOXKHBIE HEXEJIaTeIbHbIE PEAKIUU
(Hampumep, OCTpBII  TE€HEpPaIN30BAHHBIN
HK3aHTEMATO3HbIN MyCTYJIE3),

cunapoM CtuBeHca-J[>KoHCOHa,

TOKCUYECKHUH AMUICPMATIbHBIN HEKPOIIU3,
JIEKapCTBEHHAs ChIlIb C J03MHODUINEH U
(DRESS-

CHUCTEMHOH CUMIITOMATUKOMI

CHUHJIPOM)

Hapymenus Heuacro

MeTadoJIM3Ma U MUTAHUI

AQHOPEKCHS,
CHMXKCHHUC aIllIICTHUTA

Ilcuxuyeckue Yacto

OeccoHHMIA

HapyUIECHUS Heuacto

0ECIOKOMCTBO,
TIOBBINIEHHAS BO30YAMMOCTD’

Yacrtorta
HEU3BECTHA

NICUXOTUYECKHE PACCTPOICTBA,
CIyTaHHOCTh CO3HAHUS,
JieTiepCoHaIn3aus,
Jenpeccus,

JI€30pUEHTAIHS,
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YacTora

MRS ARAEIET phiRagk 0007

raJUIIOIMHALIAY,
HapylI€HUS  CHOBHUJICHHI
CHOBU/ICHUS ),

napecresus,

MaHuA

(«xomIMapHBIe»

Hapymenus co ctoponsl
HEPBHOU CUCTEMBI

Yacto

roJIOBHast 00JIb,
JIACTEB3US

Heuacto

TOTeps CO3HAHMS ',

JMCKHHE3NS ',
TOJIOBOKPYKEHHE,
COHJIHBOCTb,
TpeMop

YacrtoTta
HEU3BECTHA

CyJOpOrH,
areB3us (MOTEPst BKYCOBBIX OLYIIEHUH),
napocmus,

aHOCMUS

Hapymenust co ctopoHnsl
oprasa ciyxa U
TabupuHTA

Heuacto

BEPTHUTO,
HapylIeHHE CITyXa,
3BOH B yIlIaxX

Yacrtorta
HEW3BECTHA

[JIyXoTa

Hapymenus co ctoponsl
cepana

Heuacto

OCTAaHOBKA cepua’,
GubpunnAIMs npeacepauii’,
YIUTHHEHNE MHTEpBaIa
3JIEKTPOKAPIHOTPAMME,

SKCTpacucTonus!,

QT Ha

OIIyIIIeHUE cepIeOneHus

Yacrtorta
HEW3BECTHA

KEITYA0UKOBAsT TAXUKAPAUS, B TOM YHCIIE THIIA
«IHPYITY,
GUOPUILIALINS KEITyT0UKOB

Hapymenus co ctopoHbl
COCY/IOB

Yacto

Ba30IMIATAITHS

YacTora
HEN3BECTHA

KPOBOTCUCHHE

Hapymenus co ctoponsl
JbIXaTEJIbHON CHUCTEMBI,
IPyAHON
KJIETKU U CPEIOCTEHUS

OpraHoB

Heuacto

actMal,
HOCOBOE KPOBOTEUEHHE,
TPoMO0IMOOIIHS IErOYHOM apTepu’

KenynouHo-KueyHbIe
HapyIICHUS

Yacto

rapes,

pBOTa,

JIACITETICHS,

TOIIHOTA,

0016 B 00JIACTH JKUBOTA

Heuacto

a30darut!,
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CHCTeMHO-OpTaHHbIii Yacrora \ rﬁbﬁlﬁ%ﬁﬁﬁgﬁgﬁgﬁﬂh g 9007]

KJIacC

ractpossodareanbHas pedaokcHas 6one3 s>,
racTpHT,
TIPOKTANTHSA,
CTOMATHT,
TJIOCCHT,
B3OYTHC )XUBOTaA,
3amop,

CyXOCTb BO PTY,
OTpPBIKKA,
METEOPHU3M,
XO0JIecTas,

rernaTtuTr B T.4. X0JIECTATHUECKUI 1501041
4

renaToeUTIOJISIPHBIN
Yacrora OCTpBIN NIAHKPEATHUT,
HCHU3BCCTHA NU3MCHCHHUCEC IIBCTA sSA3bIKa 1 3y60B,

NNCYCHOYHAasA HEAOCTATOYHOCTD,
XOJICCTATUYICCKAA KCIITyXa

Hapymenust co croponsl | Yacto MHTEHCUBHOE MOTOOT/IEIICHUE
KOXHM M TOJIKOXHBIX | YacToTa aKHe
TKaHen HEN3BECTHA
Hapymenus co ctopons! | Hewacro MBIIIEYHBIH CrazM’,
MBIIIICYHON, CKEJIEeTHOU KOCTHO-MBIIICYHAs: CKOBAHHOCTD ',
u COEJIMHUTEIIbHON MHAITHs>
TKaHU Yacrora pabaomuonmz®’,
HEU3BECTHA MUOTATHS
Hapymenus co croponsl | Yactora MOYeYHask HeI0CTaTOYHOCTb,
LS U | HEU3BECTHA WHTEPCTUIIUAIBHBIN HePpUT
MOYEBBIBOSIIIUX MyTEH
O6mue wHapymenus u | O4eHb 4ACTO (ebur B MecTe HHBEKIMH!
peakiumn B Mmecre | Yacto 0OIIb B MECTEe MHBEKILIHH ',
BBEJICHUS BOCIaJIeHHE B MeCTe UHbEKIUHK!
Heuacro HegoMoranue”,

TUNepTepMus,

acTeHus,

601b B IrpyIHOI KileTke?,

03H00%,

YTOMIISIEMOCTD
Jlabopartopubie u | Yacro OTKJIOHCHHE B TICYCHOYHOU MpoOe
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CHCTeMHO-OpTaHHbIii Yacrora \ rﬁ'e’mé'ﬁhjréﬂﬂdﬁé'ﬁﬂmn g 9007]
KJIace
s03uHOpUIHS®,
TpOMOOIIUTEMHS,

MOBBILICHHE aKTUBHOCTHU
ananmHamuHoTpaHcdepassl (AJIT),
acnaptatamuHoTpancdepassl (ACT),
rammarnytamuitpanchepassl (ITT)?,
nenouHoit gocgarassr’,
JAKTaTAETUAPOTeHA3bI (HI[F)4

Yacrora arpa”yJIOLMTO3,

HEU3BECTHA TPOMOOLIUTONEHHUS,

yBEJIMUEHUE  3HAYCHHUs]  MEXIyHapOIHOTO
HOpMann3oBaHHOTO oTHOMIeHUs: (MHO),
yAJMHEHNE TPOTPOMOUHOBOTO BPEMEHH,
W3MEHEHHUE I[BETa MOYH,

MOBBIIIICHHE  KOHIIEHTpAallUd  OwInpyOuHa

B KPOBHU

* — B HEKOTOPBHIX COOONICHUAX O PadAOMHONIN3E KIAPUTPOMUIIMH MPUHUMAJICS COBMECTHO C
JPYTUMU JICKApPCTBEHHBIMU CPEIICTBAMH, C IIPUEMOM KOTOPBIX, KaK U3BECTHO, CBSI3aHO Pa3BUTHE
pabaomuonusa (cTaTuHbl, (GUOPATHI, KOJXUIIMH WU aJUIONYPHHON); | — COOOIIEeHHsT O TaHHBIX
HEXKEMATENBHBIX PEAKIHIX OBUIM TOJXYYEeHBI TOJBKO TPU MpPHUMEHEHHWH mpemapara Kiamu,
nuoduIM3aT IS TPUTOTOBJICHHUS pacTBopa s WHQY3W; 2 — COOOIICHHS O JIaHHBIX
HEKENaTeNIbHBIX PeaklusaX ObLTH MOJy4eHBI TOJBKO MpH IpuMeHeHuu npemnapata Kmamua CP,
TabJETKH C TPOJIOHTUPOBAHHBIM BBICBOOOXK/IEHUEM, IMOKPBITHIE IUIEHOYHON OO0OJO0YKOW; 3 —
COOOIIEHUsI O NaHHBIX HEXKEIATENbHBIX PEAKIUAX ObUIM TMOJyYEeHBI TONBKO MPU MPUMEHEHUU
npenapata Knanun, rpanyiisl 171sl IPUTOTOBICHUS CYCIIEH3HUH JIJIS IpUeMa BHYTPb; 4 — COOOIIeHNUs
O JIaHHBIX HEKENATENBHBIX PEAKIHIX OBbUIM TOJXYYEHBI TOJBKO NMPH MPUMEHEHHWH Iperapara
Kianmn, TabieTku, MOKPHITHIC INIEHOYHOU 000I0UKOM.

CTH

[Ipenmonaraercs, 4To 4acTOTa, TUIl U TSKECTh HEXKETATeNbHBIX peaklUuil y JeTeil Takas ke, Kak
y B3pOCIIBIX.

ITarmeHThI ¢ IOAaBJICHHBIM UMMYHHUTCTOM

Y namueHToB ¢ cuHApoMOM mnpuoOpereHHoro ummyHoaedunura (CIIU) w apyrumm
UMMYHOJICDUIIUTAMH, TONyYAIOMINX KIAPUTPOMHUIIMH B 0OJiee BBICOKHMX J103aX B TECUCHHE
JUTMTEIIFHOTO BPEMEHU ISl JICYCHHUST MUKOOAKTePHATIbHBIX WHPEKIUI, YacTO TPYJHO OTIHYUTH
HexenarenbHble 3 dekTsl mpenapara or cuMnToMoB BUU-nHpEKIMM Wi COMyTCTBYIOLIETO
3a00JIeBaHUI.

Haubonee yacTbIMu HexKellaTeNbHBIMU SBICHUSAMH Y MAlMEHTOB, IPUHUMABILINX CYTOUHYIO J103Y
KJIapuTpoMuIirHa, paBHyio 1000 mr, ObLIH: TOIIHOTA, PBOTA, M3BpaIlleHUE BKyca, 00Jb B 00J1aCTH
JKUBOTA, JMUApesi, Chillb, METEOPHU3M, IojIOBHas 00Jb, 3amOp, HApYLIEHHE CIIyXa, MOBBIIICHUE
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aktuBHOCTH ACT n AJIT B kpoBH. Takxke OTMEURIIUCH cﬂ}ll_ll{apr R T BT B 3B len i ¢ Hi Kot

YacTOTOH BOZHUKHOBEHHMS, TAKHE KaK OJBIIIKA, OECCOHHUIIA U CYXOCTh BO PTY.

VY nanueHToB ¢ MOJaBJICHHBIM UMMYHHUTETOM MPOBOJIWIM OLEHKY JTaOOPaTOPHBIX MOKa3aTesei,
AQHAIM3UPYS WX 3HAYUTENIbHbIE OTKIOHEHUS! OT HOPMBI (PE3KOe MOBbIIIEHNE UK cHUXkeHue). Ha
OCHOBAaHUU JAHHOTO KpuTepus y 2—3 % NanueHToB, OIy4aBIIMX KIapuTpoMUuLKH B 7o3e 1000 mr
€XEIHEBHO, OBUIO 3apErHCTPUPOBAHO 3HAUYHMTENIbHOE ToOBBIMIeHHEe akTHBHOCTH ACT u AJIT
B KPOBH, a TaKX€ CHIDKEHHE YHCIA JICHKOIMTOB W TPOMOOIMTOB. Y HEOOJIBIIOrO 4YHCIa
NannuCHTOB TaKXKEC 6]:1)10 3apCruCTPpUPOBAHO TMOBBINICHUEC KOHICHTPALMKU OCTATOYHOI'O a30Ta
MOYECBUHBI.

COO6H_ICHI/IC 0 ITOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

BaxxHo cooOmarh 0 TOM03PEBAEMBIX HEXKENATEIbHBIX PEAKIUAX T[OCIEe PETUCTPAIUH
JICKapCTBEHHOTO Tperapara ¢ melibio 00ecredeHnsi HeMPephIBHOTO MOHUTOPUHTA COOTHOIICHHUS
«TOJb3a — PHUCK» JIEKAPCTBEHHOTO Tpernapara. MeTuIuHCKUM pa0OTHUKAM PEKOMEHIYeTCs
coo01aTe O JIIOOBIX MOJ03pPEBAaEMbIX HEXKeNaTeIbHBIX PEeaKIUsAX JEKapCTBEHHOIO Ipernapara
yepe3 HalMOHaJIbHbIE CHCTEMBI COOOIICHHSI O HEXEJIaTeNbHBIX PEaKlUsiX TIOCyIapCTB-UJICHOB
EBpa3zuiickoro 3KOHOMHUYECKOTO COH03a.

Poccuiickas @edepayus:

109012, r. Mocksa, CnaBsiHCKas iomansp, 1. 4, ctp. 1

®denepanbHas ciryx0a 1Mo Ha3opy B cdepe 3apaBooxpanenus (Poc3apaBHanzop)
Tenedon: +7 800 550 99 03

On. moura: pharm@roszdravnadzor.gov.ru

https://roszdravnadzor.gov.ru

4.9. Ilepeno3npoBka

CUMIOTOMBEI

[Ipuem GOJbIION 103l KIAPUTPOMHUIIMHA MOXKET BBI3BaTh CUMITOMBI HAapYIIEHUI CO CTOPOHBI
JKEITYIOYHO-KHILIEYHOT O TPAKTA.

Y oagHOoro mamueHTa ¢ OWIOJSPHBIM PACCTPOMCTBOM B aHaMHE3€ IIOCie TpueMa 8T
KJIAPUTPOMHUIIMHA OMUCAHbl U3MEHEHUSI TICHXUYECKOTO COCTOSIHUS, TapaHOU1aIbHOE TTOBECHHE,
TUIOKAJIMEMUS U TUITOKCEMMUSI.

Jleuenue

[Ipu nepeno3upoBke cleqyeT YIaJIWTh HEaOCOpOMPOBAaHHBIA Mpenapar M3 KEIyIOYHO-
KHILIEYHOTO TpakTa (MpOMbIBaHUE XKEIyAKa, IPUEM aKTUBUPOBAHHOTO YISl U Jp.) U MPOBECTU
CUMITOMAaTUYECKYI0 Tepanuio. ['eMoauanu3 M INEpPUTOHEAIbHBI JAMAIN3 HE OKa3bIBAIOT
CYILIECTBEHHOTO BJIMSIHUSI HA KOHIEHTPAIMIO KJIAPUTPOMHUIIMHA B CHIBOPOTKE, YTO XapaKTEPHO
U JUIsL IPYTUX MPENapaToB TPyl MAaKPOJIUIOB.
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5. DAPMAKOJOTMYECKHUE CBOMCTBA (NOCNEOOBATENBHOCTL 000

5.1. ®apmakoauHaAMHYeCKHe CBOICTBA

dapmakoTrepaneBTHUECKasi Tpymnmna: AHTHOaKTepHalbHBIE CpPEIACTBA CUCTEMHOTO JEHCTBUS;
MaKpOJIU/bI, TMHKO3aMH/Ibl M CTPENITOTPAMUHBI; MAKPOJIUIBI.

Kox ATX: JO1IFA09

MexauusM aeiictus 1 dhapMakoaruHaMudeckne YO hEKTHI

Knaputpomuniua  sBAS€TCSl  MOJYCHHTETHUYECKUM aHTHOMOTHKOM TPYHIbl  MaKpOJIUAOB
Y OKa3bIBa€T aHTHOAKTepUalbHOE JACHCTBUE, B3amMmonenctBys ¢ S50S  pubGocomanbHOU
cyObeMHULIeH U TOJaBIIsisl CUHTE3 Oenka OaKTepuil, YyBCTBUTENbHBIX K HEMY.

KiaputpoMuIIMH NpOIEMOHCTPUPOBAI BBICOKYIO AKTUBHOCTH i1 Vitro B OTHOILIEHUU KakK
CTAaHJAPTHBIX JTAOOPATOPHBIX INTAMMOB OAaKTEpHUH, TaK M BBIJCICHHBIX y MAIlUCHTOB B XOJIEC
KIIMHUYECKOU MpaKTUKU. [IposiBIsSET BHICOKYIO aKTUBHOCTh B OTHOIIICHHH MHOTHX a’pPOOHBIX U
aHa’POOHBIX TPAMIIOJIOXKHUTEIBHBIX W TPAMOTPUIIATEIBLHBIX MUKPOOPTaHU3MOB. MHUHUMAaIbHBIC
noxasisitonue KouieHntparuu (MIIK) kmaputpomMunmaa 11 OOJBIIMHCTBA BO30OYAUTENCH
menbIne, yem MIIK spurpomuiiiaa B cpeiHeM Ha ogHO logr pa3BeneHue.

Knaputpomunue in vitro BRICOKOAKTHBEH B OTHOIIeHUU Legionella pneumophila, Mycoplasma
pneumoniae. Oka3pIBaeT OaKTEpUIIMIHOE NEeWicTBHE B oTHOIeHUU Helicobacter pylori, nanHas
AKTUBHOCTH KJIAPUTPOMUIIMHA BBIIIC MPU HEUTpabHOM pH, 4eM mpu Kuciom.

Kpome Toro, nanuele in vitro u in vivo yKa3blBalOT Ha TO, YTO KJIAPUTPOMMIMH JIEHCTBYET Ha
KJIMHUYECKH 3HAuUuUMble BUABI MUKOOaKTepuil. Enterobacteriaceae n Pseudomonas spp., Tak xe
KaK U Ipyrue He PepMEHTHUPYIOLIHE JTAKTO3y ITPaMOTPHIIATEIbHbIE OAKTEPHH, HE YyBCTBUTEIIBHBI
K KJIApUTPOMULIUHY.

AKTHBHOCTh KJIAPUTPOMHIMHA B OTHOIICHWH OOJBIIMHCTBA INTAMMOB IEPEUYHCICHHBIX HIDKE
MHUKPOOPTaHU3MOB JIOKa3aHa Kak in Vitro, Tak U B KJIMHUYECKOH MpakTUKE MpU 3a00JIEeBaHUSAX,
IIEPEYUCIICHHBIX B pa3zaene 4.1.

AspobHule epamnonodcumenbHble MUKPOOP2SAHUIMBL:
o Staphylococcus aureus
e Streptococcus pneumoniae
e Streptococcus pyogenes
e Listeria monocytogenes
AspobHbie epamompuyamenbHble MUKPOOPSAHUZMbL
e Haemophilus influenzae
e  Haemophilus parainfluenzae
e Moraxella catarrhalis

e Neisseria gonorrhoeae
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(NOCNEQCBATENEHOCTE 0007)

e Legionella pneumophila

Hpyaue muxkpoopeanusmbl

e Mycoplasma pneumoniae

o  Chlamydia pneumoniae (TWAR)
Muxobaxmepuu

e  Mpycobacterium leprae

e  Mpycobacterium kansasii

e  Mpycobacterium chelonae

e  Mpycobacterium fortuitum

e Mpycobacterium avium complex (MAC) — komIiekc, Bkitovaromuit Mycobacterium avium
u Mycobacterium intracellulare

HpOI[yKI_II/I}I Oera-1akTaMasbl HE OKA3hIBAET BIUSHUS Ha aKTUBHOCTD KJIIapUTpOMHUIIUHA.

BonbmMHCTBO MITaMMOB CTa)UIOKOKKOB, PE3UCTEHTHBIX K METHLIWUIMHY U OKCAlWJUIUHY,
00J1a/1a10T YCTOWYMBOCTBIO U K KIIAPUTPOMHUIIMHY.

Helicobacter pylori

UyBCTBUTENBHOCTH H. pylori K KIapuTpOMUIIMHY U3ydanach Ha u3oisaTax H. pylori, BbIIETIEHHBIX
or 104 mamueHTOB, O HaYala Tepanmu mpenaparoM. Y 4 TMalueHTOB ObLIM BBIICICHBI
PE3UCTEHTHBIE K KIAPUTPOMHUIMHY IuTamMmbl H. pylori, y 2 — mTamMMbl C yMEPEHHOM
PE3UCTEHTHOCTBIO, Y OCTaNbHBIX 98 manmeHToB M30MATHl H. pylori ObUIM YyBCTBHTEIBHBI
K KJIADUTPOMULIUHY.

KnaputpoMuninH OKa3bIBaeT JEWCTBUE in Vifro W B OTHOUICHWH OOJBIIMHCTBA INITAMMOB
CIICNYIOMNUX MHUKPOOPTaHU3MOB (OJHAKO 0e30macHOCTh M 3(P(HEKTUBHOCTh HCIIOIB30BAHUS
KIIapyuTpOMHUIIMHA B KJIIMHUYECKOU MPAaKTUKC HC IMOATBCPKACHA KIIMHUYICCKUMU UCCIICIOBAHUSAMU,
U TIPAaKTHYECKOE 3HAYCHUE OCTACTCS HESICHBIM):

Aspobuvie epamnonoxcumenbHvle MUKPOOP2AHUMbL
e Streptococcus agalactiae
o Streptococci (rpynmsi C, F, G)
o Viridans group streptococci
AspobHbie epamompuyamenbHvle MUKPOOPSAHUZMbL
e Bordetella pertussis
e Pasteurella multocida
Anaspobusvie epamnonoxcumenbHvle MUKPOOP2AHUIMbL

o Clostridium perfringens
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e Peptococcus niger

e Propionibacterium acnes
Anaspobuvie epamompuyamenbHvle MUKPOOPSAHUZMbL
e Bacteroides melaninogenicus
Cnupoxempwi
e Borrelia burgdorferi
e Treponema pallidum
Kamnunobaxmepuu
o Campylobacter jejuni

OCHOBHBIM ~ METAa0OJUTOM  KJIAPUTPOMMIIMHA B  OpraHuU3ME  4eJoBeKa  sBIAETCS
MHUKPOOHMOJIOTHYECKH  aKTUBHBIH  Merabomut  l4-ruapokcuxmaputpomuriud  (14-OH-
KJIAPUTPOMHUIIMH). MHUKpOOHOIOrHYecKasi akTUBHOCTh METAa0OIUTa Takas e, KaK y HMCXOJHOTO
BEIIECTBA, WU B 1—2 pasa ciabee B OTHOIICHHH OOJIBITMHCTBA MUKPOOPTaHU3MOB. VIcKiTIoueHne
cocrasiisieT H. influenzae, B OTHOIIEHHH KOTOPOH 3()(peKTUBHOCTH METa0OMTA B IBA Pa3a BHIIIE.
HcxogHoe BEIIECTBO M €r0 OCHOBHOH METaOOJUT OKa3bIBAIOT JIMOO aIJWTHUBHBIA, JIHOO
CHHeprudeckuii 3ppexT B oTHomeHnu H. influenzae B yCcnoBUSX in Vitro ¥ in vivo B 3aBUCIMOCTH
OT mTamMMa OaKTepHid.

Tecm na uyecmeumelbHoCnb

Konnuecrsennnie MCTOOBI, TPGGYIOH_II/IG HU3MCPCHUA AUaMCTpa 30HLI MMOAABJICHUA POCTA, AAKOT
HanboJIee TOYHBIC OLICHKN YyBCTBUTEIHLHOCTH OAKTEpUl K aHTHMHKPOOHBIM mpernaparaM. OnHa
U3 PEKOMEHAYEMBIX METOMUK JUIsl OINpEAeNeHUS YyBCTBUTEIBHOCTH HCHOJIb3YET JUCKH,
UMIIPErHUPOBaHHBIC 15 MKr kimaputpoMunimHa (aucko-nuddysnonusiii meron Kupou-bayspa);
IIPY UHTEPIIPETALMU TeCTa AUAMETPhI 30H MOJABICHHS POCTa KOPPEIUpYIOT co 3HaueHusmMu MITK
kinaputpomunrHa. 3uadeHuss MIIK onpenensitorcs MeTooM pa3BeieHus B OyJIbOHE UITH B arape.
HpI/I HUCIIOJIB30BAaHUMU J3THUX MCTOAUK OTUCT U3 na60paT0pHH O TOM, 4YTO HITaMM ABJIACTCA
«YYBCTBUTCIIbLHBIM», YKa3bIBACT HA TO, YTO BOBGYI[I/ITG.HB I/IH(beKI_[I/II/I, BCPOATHO, OTBCTUT HaA
neueHue. OTBET «peBI/ICTeHTHBII\/'I» YKa3bIBaCT HA TO, YTO BO36y,Z[I/IT€.HB, BO3MOXHO, HC OTBCTHUT Ha
neuenue. OTBeT KMPOMCIKYTOYHASA YYBCTBHUTCIBHOCTL» IMPCANOJaracrt, 4ro TepaHGBTI/IquKHﬁ
adext mpemapara MOXKET OBITh HEOJHO3HAYCH WM MHKPOOPTaHM3M MOXKET OKa3aThCs
YYBCTBUTEJIbHBIM TIPU HCIOJIB30BAaHUM 0OoJiee BBICOKMX [03 Ipemnapara (IpoMeXyTOuHas
YYBCTBUTEIHHOCTb TAK)KE HA3bIBACTCSA «YMEPEHHON UYBCTBUTEIHHOCTHION).

5.2. apmakokuHeTHYECKHE CBOHCTBA
AbGcopbuus

[Ipemapar nerko u OBICTPO BCAChIBA€TCA B JKEIYJOYHO-KHILIEYHOM TpakTe. AOCOIIOTHAs
O6uogocTynHocTh coctapisier okojio 50 %. Ilpu MHOrokpaTHOM mpHeMe 103bl Ipernapara
KyMYJISILIMK MPAKTUYECKU HE OOHApY» EHO, U XapakTep MeTabojau3Ma B OpraHM3Me 4ejoBeKa He
u3MeHsicsa. IlpueM mnMINM  HENOCPEICTBEHHO IEpel MPUEMOM IIpernapara yBEJIWYUBall
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OMOJOCTYHOCTh Tpenapara B cpenneM Ha 25| %. B Ligilt_)'l\;l,_lgr‘g O BrTetie- fres Fad N eABHO

U JIOJDKHO HMETh HEOOJIbIIYI0 KIMHUYECKYI0 3HAYUMOCTh MpPH PEKOMEHIYEMBIX peKUMax
no3upoBaHus. TakuMm 00pazoM, KIAPUTPOMUIIMH MOXKET NMPUMEHATHCS HE3aBUCHMO OT MpueMa
MULIN.

Pacopenenenne, onorpanchopMaliis ¥ dIUMAHALIIS

In vitro

WccnenoBanus in vitro moka3aiu, 4TO KJIAPUTPOMHUIIMH CBA3BIBACTCS ¢ O€IIKaMU IJIa3Mbl KPOBU HA
70 % B xonneHtpanuu ot 0,45 mo 4,5 mxr/mu. Ilpu konunentpanuu 45,0 MKI/MIJI CBS3bIBAaHUE
cHmkaetcs 10 41 %, BeposiTHO, B pe3yIbTaTe HACHIIIICHUS MECT CBS3bIBaHUS. JTO HAOIIOIaeTCs
TOJIBKO TP KOHIICHTPAIIUSX, MHOTOKPATHO MPEBBIMIAIOIINX TEPATIEBTUICCKYIO.

In vivo

HccnenoBanust in vivo Ha JKUBOTHBIX TOKAa3ald, YTO KJIAPUTPOMMLUH NPUCYTCTBYET BO BCEX
TKaHsX, 32 UCKIIOUYEHUEM LIEHTPAJIbHON HEPBHOH CHUCTEMBI, B KOHIIEHTPALUAX, B HECKOJIBKO Pa3
IpeBbIIAIOIMKX TIa3MeHHble. Hambonee Beicokme konueHtpammu (B 10-20 pa3 Bblmie
IUTa3MEHHBIX ) 0OHAPYKUBAIKCH B TIEYCHU U JIETKHX.

300posvie 006posonbYbLL

[Ipn Ha3HaueHun wiIapuTpomuMHa B no3e 250 mr 2 pasa B CyTkHM paBHOBECHAS Cmax
KjaputpoMulivHa U 14-OH-kiapuTpoMuIMHa B IJ1a3Me JOCTUTANIACh Yepe3 2—3 THA U COCTaBIIsuIa
1 mMxr/mia u 0,6 MKI/MJ COOTBETCTBEHHO. T1/2 KJIApUTPOMUILIMHA M €r0 OCHOBHOTO METa0OJIMTa
cocraBuil 3—4 yaca ¥ 5—6 4aCOB COOTBETCTBEHHO.

[Ipn Ha3zHauenuun kiapurpoMunHa B no3e 500 mMr 2 pa3za B CyTKHM Cmax KIQPUTPOMHUIIMHA
u 14-OH-kiaputpoMuIiMHa B IJIa3Me JOCTUTANIach nocie npuema 5 no3el. [locne npuema 5 u 7
103bl, Cmax KimapuTpomunuHa u 14-OH-knmapurpoMuuyHa B IUIa3ME€ COCTaBMJIA B CPENHEM
2,7-2,9 Mxr/mn u 0,88—0,83 MKI/MII COOTBETCTBEHHO. T1/2 KIAPUTPOMHIIMHA U €r0 OCHOBHOTO
MeTtaboauTa coctaBui 4,5-4,8 yaca u 6,9-8,7 yaca COOTBETCTBEHHO.

Cmax 14-OH-knapuTpoMulliHa HE YBEIWYMBAJIACH MPOMOPLUHUOHAIBHO J03€ KIAPUTPOMUIIMHA,
B TO BpeMsl KaK MEpUOJ] MOITYyBbIBEICHUS KaK KIAPUTPOMUIIMHA, TaK U €r0 TUAPOKCUIMPOBAHHOTO
MeTaGOHI/ITa HUMCJI TCHACHIHIO K YBCIIMUYCHUTIO C TOBLIICHUCM OO3bI.

Takas HenuHelHas (QapMaKOKMHETHKA KIAPUTPOMHIIMHA B COYETAHUU C YMEHbBIICHUEM
oOpa3zoBanus 14-ruIpOKCUINPOBAHHBIX U N-1eMETUIMPOBAHHBIX MTPOIYKTOB IMPU BHICOKUX 033X
yKa3blBaeT Ha HEJIWHEHHBbIH MeTadoNM3M KIApUTPOMHUIIMHA, KOTOPBIM CTaHOBHUTCA Oolee
BBIPAKEHHBIM ITPU BBICOKHUX J103aX.

[Toukamu BeIBOAMTCS OKOJO 37,9 % mocie mepopaibHOrO MpUeMa KIApUTPOMHULIMHA B J103€
250 mr u 46,0 % mnocne npuema KiapuTpoMulHa B 03¢ 1200 Mr; KUIIEUHUKOM BBIBOJUTCA
okoio 40,2 % u 29,1 % (BkiIOYas MCIBITYEMOTO JIMIIbL C OJHOM MpoOoil Kana, copepxaliei
14,1 %) coOTBETCTBEHHO.

@apmaKOKuHemuKa Yy nayuenmoes
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U JKUJKOCTH OpraHu3Mma. MIMeloTcsi orpaHuYeHHbIC JaHHbIC, CBUACTEIbCTBYIOIINE O TOM, YTO
KOHIIGHTPaLUsl KJIApUTPOMUIIMHA B LEPEeOPOCTIMHAIBHOM JKUAKOCTH TPU MEPOPATBHOM IpUEMe
HE3HauuTeNbHa (T.e. TONBKO 1-2% OT KOHIIEHTpAalUU B CBHIBOPOTKE KPOBH MPH HOPMAIbHOU
NPOHMIIAEMOCTH TeMaTodHIedannueckoro Oapbepa). KoHIeHTpanus B TKaHIX OOBIYHO
B HECKOJIBKO pa3 BHIIIE, YEM B CHIBOPOTKE KPOBHU.

B tabnuie npuBeaeHb! IPUMEPHl TKAHEBBIX U CHIBOPOTOYHBIX KOHIICHTPAIIUM:

Konuenrpanumn (250 mr kaxxapie 12 yacos)
Bua tkanu TkaneBble (MKI/T) CbIBOpOTOYHBIE (MKI/MJI)
MuHaTHHE 1,6 0,8
Jlerkue 8,8 1,7

IleyeHnouyHas HEJOCTATOYHOCTh

YV nmanueHToB CO CpeTHel U TSHKEIION CTENeHbI0 HapyeHHs (PYHKITUY MIEUYeHU, HO C COXPaHEHHOM
byHKIMEH MoYeK KOppeKIus A03bl KJIapuTpOMUIIMHA He TpeOyeTcs. PaBHOBecHast KOHIIEHTpaus
B IJIa3M€ KPOBH U CUCTEMHBINA KIMPEHC KIAPUTPOMUIIMHA HE OTJIMYAIOTCS Y MAlMEHTOB JaHHON
rpyNIbl U 310pOBbIX NanMeHToB. PaBHOBecHas koHIeHTpauus 14-OH-knaputpomMunimua y noaen
C HapyIICHUSAMHU (PYHKLUH IIEYCHU HIDKE, YEM Y 310POBBIX.

IToueunast He1OCTATOYHOCTD

ITpy HapymeHuM QYHKUIMHU MOYEK YBEIMUUBAKOTCS Cmax U MUHUMaNbHAsE KOHUEHTPAUs (Cuin)
KJIAapUTPOMMLIMHA B IUIa3M€  KPOBHM, IEpUOJ  MOJIyBBIBEACHHSA,  IUIOLIAJb  IOA
(apMaKOKMHETUYECKOH KpUBOW «KOHIEHTpauusi — Bpems» (AUC) KiIapuTpoMHLIMHA U €ro
merabonuta 14-OH-kmapurpomunimna. KoHcTaHTa 5SIMMHHAIMM W BBIBEACHUE IOYKAMHU
yMeHbIaTes. CTeneHb 3MEHEHUH 3THX apaMeTPOB 3aBUCUT OT CTENICHU HapyIIeHUs (PyHKIH
MOYEK.

JINIta MoKMUJIOro Bo3pacTa

VY manueHTOB MOXHJIOTO BO3pacTa KOHIEHTpAIM KIapUTPOMHIIMHA U ero meradbonura 14-OH-
KJIApUTPOMMILIMHA B KPOBH ObliIa BBIIIIE, a BBIBEACHUE MEAJICHHEE, YEM Y IPYTIITBI MOJIOBIX JIIOICH.
OpHako mociue KOPPEeKIMY ¢ y4eTOM IOYEYHOT0 KIIMPEeHca KpeaTuHNHA He ObLUTO OTIIMYHM B 00enx
rpynmnax. Takum o00pa3oM, OCHOBHOE BIHSHME Ha (apMaKOKMHETUYECKHE MapaMeTphl
KJIApUTPOMMILIMHA OKa3bIBaeT (YHKIMS IOUYEK, a HE BO3PACT.

[TanmeHTHI ¢ MI/IKO6aKTeDI/IaJ'IBHBIMI/I I/IHd)eKHI/IHMI/I

PaBHOBecHBIE KOHLEHTpauuu KinapuTpomunuHa u 14-OH-knapurpomMunyHa y DalMEHTOB
¢ BUY-un¢exuueit, momyyapmux KIapuTPOMHUIIMH B 00BIYHBIX 103ax (500 Mr 1Ba pa3a B CyTKH),
ObUIM CXOJIHBIMHU C TAKOBBIMH Y 3710POBBIX JtoAel. OIHAKO MpHU NPUMEHEHUH KIApUTPOMHUIIMHA B
0ojiee BBICOKHMX J1033aX, KOTOpble MOTYT MOTPeOOBaThCA MAJsl JIEYEHHS] MUKOOAKTEpPHATbHBIX
UH(pEKIUd, KOHUEHTPAallMu aHTUOMOTHKA MOTYT 3HAUUTEIbHO IMPEBBIIIATh OOBIYHBIE.
VY nanuentoB ¢ BUY-undeknueit, npuHUMaBmuxX KiapuTpoMuH B mo3e 1000 mr/cyt wmm
2000 mr/cyT B aBa mpuemMa, paBHOBECHBbIC 3HAYEHUS Cmax OOBIYHO COCTABISIIN 2—4 MKT/MII
u 5-10 Mxr/mn  coorBercTBeHHO. IIpu npumMeHeHum mpemnapara B 0ojee BBICOKMX J103aX
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OTMEYAJIOCh Y/UTMHEHHUE TepHOo/Ia MOTYBBIBEICHHSI 11O cph@&ﬁ%%';ﬁﬁggﬂ %@%hgﬁh&:.};&gheﬁ,

NOJYYaBIIUX KJIAPUTPOMULIMH B OOBIMHBIX J03ax. [loBbIIeHME KOHIEHTpAaMU B ILIa3Me
U YIUIMHEHHUE TEepPHOAa TOIYBBIBEJCHUS MPU NMPUMEHEHUH KJIApUTPOMULIMHA B 0o0Jiee BBICOKUX
J103axX CBSI3aHO C HEIMHEHHO! (apMaKOKMHETUKOM Mpemnapara.

KoMOMHHpOBaHHOE JICUCHHE C OMEIPA30I0M

Knaputpomunun no 500 mr 3 pa3a B CyTKM B KOMOMHALIMU C OMETNpa3oiioM B 03¢ 40 Mr/cyTku
cnocooctByeT yBenuueHuto Ti2 u AUCo24 omenpasona. Y BceX HAlMEHTOB, IOJYYaBIINX
KOMOMHHUPOBAHHYIO TEpaluio, B CPAaBHEHUM C TOJIyYaBUIMMU OJUH OMEINpa3oil, HaOI0Janoch
noseiieare Ha 89 % AUCo.4 u Ha 34 % Tin omenpazona. Y kmapuTpoMuiiHA Cmax, Cmin
1 AUCo-g yBeIMUMBAIUCH, COOTBETCTBEHHO, HAa 10 %, 27 % u 15 % 1o cpaBHEHHIO C TaHHBIMH,
KOTJa MNPHUMEHAJCS TOJIBKO KIApUTPOMUIMH Oe3 omenpaszona. B paBHOBECHOM COCTOSHUM
KOHIIGHTPallMU KJIAPUTPOMUIIMHA B CIM3UCTOH JKeslyaka uyepe3 6 4 Imocie mpuema B IpyIie,
nojyyaBlleil KOMOMHAIMIO, B 25 pa3 MPeBOCXOAMIN TAKOBBIE 110 CPABHEHHIO C MOJTY4aBIIMMHU
OJIUH KJIApUTpOMHULKH. KOHIIEHTpaluy KIApUTPOMMIIMHA B TKaHIX JKeNyJaKa depe3 6 1 mocie
npremMa o0OMX IpenapaToB B 2 pa3a MPEBHIIATH JaHHbIC, OJTYUYCHHBIE B TPYIIE MAIMEHTOB,
MOJTYYaBIIUX OJIUH KIAPUTPOMUIIMH.

6. PAPMAIIEBTUYECKHUE CBOVICTBA

6.1. [Iepeuenb BcnoMorareJibHbIX BellleCTB

Snpo TabieTkn

Kpockapmeninosa HaTpust

[enmron03a MUKPOKpUCTAIITMYECKAS
Kpaxman npexxkenaTuHU3UPOBAHHBIN
Kpemuus nuokcuna

[ToBunon (K 29 - 32)

CreapuHOBas KHUCJIOTA

Marnus creapat

Tanpk

Kpacurtens xuHOMMHOBEIHN sxenthiit (E-104)

IInenounas 060104YKa

['mnpomennosa

l'unponoza (I'uApOKCUTTPONIIIIIEIIITION03a)
[IponuneHrnuKoib

CopOurana onear

Twutana quokcug
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(NOCNEQCBATENEHOCTE 0007)

CopOuHOBast KHUCIIOTa

Banunun

Kpacurtens xuHomHOBEIH sxenthiit (E-104)

6.2. HecoBMecTUMOCTD

He npumenumo.

6.3. Cpok rogHocTH (CPOK XpaHeHUs)

3 roxa.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NPH XPAHEHUH

XpaHUTh B 3alIMIIEHHOM OT CBETa MECTE MpHU TemnepaType He Boie 25 °C.

6.5. XapakTep u coaep:kaHue NEPBUYHONH YIIAKOBKH

ITo 10, 14 nnm 20 Tabnerok 3amauBatot B 6xucrep u3 [IBX/TIBJAX/AL donbru.

B kapronHyto nauky nomemarot 1 GiucTep BMECTE € TUCTKOM-BKJIA IBILIEM.

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTHM MNPH  YHUUYTOKEHHH  HCIOJb30BAHHOIO
JIEKAPCTBEHHOT0 MpenapaTa U 0TX0J10B, MOJYYeHHBIX MOCJIe MPUMEHEeHNs penapara u
Apyrue MaHUMYJISINUHU ¢ MPenapaTomM

Oco0ble TpeOOBaHMS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIIMUOHHOI'O YIOCTOBEPEHUSA
I'epmanus

2660T1T JI360paropuz 'mOX,

30173, r. 'annoBep, @poiinnamiee 9A

7.1. llpencraBuTeb Aep:KaTeis PeriCTPALMOHHOIO yI0ocTOBepeHnsi Ha Tepputopuu Coro3a

[Iperen3un noTpeOUTENEN HAIPABIIITH 110 aJPECY:

Poccus

000 «32660tT JI360paTopus»

125171, r. Mocksa, JIenunrpaackoe mocce, 1om 16A, ctp. 1
Ten.: +7 (495) 258-42-80

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

abbott-russia@abbott.com

8. HOMEP PEIT'HCTPAIMOHHOI'O YAOCTOBEPEHHUA
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9. JIATA MEPBAUYHOI PETMCTPALIMMU (HOMTBEPHIEHNSA PEFHCTP AL,

HEPEPEI'MCTPALIUN)

JlaTa nepBoi perucTpanuu:

10. JATA IEPECMOTPA TEKCTA

OO0mmas xapakTepucTUKa JEKapCTBEHHOTO mpenapara Kmamun moctynHa Ha WHGOPMAIMOHHOM
noptane EBpa3uiickoro 3KOHOMHUYECKOTO COI03a B MH(POPMAIMOHHO-KOMMYHUKAIIMOHHOW CETH
«uaTeprer» http://www.eec.eaeunion.org
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