COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 09.12.2025 N= 30579

OBIIASI XAPAKTEPUCTHUKA JEKAPCTREHHOTO TIPEAAPATA” 'Y

1. HAMMEHOBAHUME JIEKAPCTBEHHOI'O IIPEITAPATA

Kaputpomuius, 250 mr, TabieTku, MOKPHITHIC MJICHOYHONH 0007I0YKOM.

Knapurpomumus, 500 mr, TaGiIeTKH, MOKPHITHIC IICHOYHONH 000JIOUKOH.

2. KAUECTBEHHBII 1 KOJIMYECTBEHHBII COCTAB

JlencTByro11€e BEMECTBO: KIIAPUTPOMHULIMH.

Kiapurpomurng, 250 Mr, TabIeTKH, HOKPHITHIE INIEHOYHON 000I0YKON

Kaxxnas rabnerka cogepxut 250 Mr KIapUTPOMHUIIHHA.

Kimapurpomurng, 500 Mr, TablIeTKH, HOKPHITHIE INIEHOYHON 000I0YKON

Kaxnas Tabnerka cogepxut 500 Mr K1apuTpOMHIIMHA.

BermiectBa, HallM4yMe KOTOPBIX HAJ0 YYUTHIBATh B COCTAaBE JICKAPCTBEHHOIO Iperapara: HaTpui
(cm. paznmen 4.4).

ITomubrit MNEPCUCHDb BCIIOMOTI'aTCIIbHBIX BCIHICCTB IIPHUBCACH B Pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTku, TOKPHITHIE MIIEHOYHOU 000T0YKOM.

Kiapurpomunun, 250 Mr, TableTKU, HOKPHITHIE ILIEHOYHOM 000J10YKONU

prrﬂble ABOSIKOBBIITYKIIBIC Ta6J'ICTKI/I, IIOKPBITLIC IUIEHOYHOM 000704YKOH O€eI0oro OBECTA.

Kiapurpomuring, 500 Mr, TabIeTKH, HOKPHITHIE ILIEHOYHON 000JI0YKON

OBasibHbIE IBOSKOBBIYKJIbIE TA0JIETKH, MOKPBITHIE IJICHOYHOW 000109KO0M Oesioro 1BeTa.

4. KIMHUYECKHUE JAHHBIE

4.1. IToka3aHusl K NPUMEHEHHIO

[Tpenapar KnapuTpoMunmH moka3aH K MPUMEHEHHMIO IpH HHQEKIMOHHO-BOCIAIUTEIbHBIX
3a00JIeBaHUSAX, BBI3BAHHBIX UYBCTBUTEJIBHBIMH K KIAPUTPOMHUIMHY MHKPOOPraHU3MaMu, Yy
B3pOCIBIX U AeTel B Bo3pacte oT 12 no 18 ser:

MH()EKIMH HUKHUX JbIXAaTeNbHbBIX MyTeH (TaKkue Kak OpOHXUT, THEBMOHHSA);

MHQEKIUHN BEPXHUX JbIXaTeIbHbIX MyTeH (Takue Kak (papuHTUT, CHHYCHUT);

MH()EKINN KOKU U MATKUX TKaHEH (Takue Kak (POITUKYINT, BOCIaJIeHHE MOAKOKHOM KIIeTUaTKH,
poxa);

JTUCCEMUHHPOBAHHBIC WJIM JIOKAJIM30BAHHBIE MHUKOOAKTEpPHAILHBIC HWH(EKIUN, BBI3BAaHHBIC
Mycobacterium avium u Mycobacterium intracellulare; nokanuzoBaHHbIe HHPEKIINN, BHI3BAHHBIE
Mycobacterium chelonae, Mycobacterium fortuitum n Mycobacterium kansasii;

npoUIaKTUKA PaclpOCTpaHEeHUs] WHQEKIUH, OOYCIOBICHHON KoMIuiekcoM Mycobacterium
avium (MAC), BUY-undunupoBaHHBIM TaIMeHTaM ¢ coxepkanueM aumdorutor CD4
(T-xenmepHbix 1uMpoiuToB) He Gonee 100 B 1 Mm*;
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— opanukauus Helicobacter pylori i CHUXEHHE YaCTOThI pe%‘ﬂ&ﬁgg‘;{n '1“ Egéﬂhﬂﬁﬁ%@ﬁ%ﬂﬂﬁ
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KHUIIIKH;

— OJOHTOT€HHbIE HHPEKIHH.
4.2. Pe:kxuM 103MPOBaHUS U CI0CO0 MPUMeEHEeHHU s

PexxuM no3upoBanus

B3spocasie: 250 mr 2 pasa B 1eHb.
B cnydae 6ostee Tsokensix nH(eKui 103y yBenuuuBaroT 10 S00 mr 2 pa3a B JICHb.
OObIuHas TPOJOIHKUTEIBHOCTD JIGUSHHUSI COCTABISET OT 5 110 14 nHei.

HckimroueHne cocTaBisiioT BHEOOTbHUYHAS THEBMOHUS M CHHYCHUT, KOTOPBIE TPEOYIOT JICUEHUS OT 6
1o 14 nuen.

o361 0151 neuenuss MuKoOaKmepuaIbHulX UHGEKYUll, Kpome mybepkyie3a
[Ipu MukoOaxkTepuanbHbIX HTHPEKIUAX PEKOMEHI0BaHa J103a KiapuTpomuninaa 500 Mr 2 pasa B JIeHb.

Jleuenne auccemuHupoBaHHbIX MAC-uH(eKuMi y NanueHToB ¢ CHUHIPOMOM IPUOOPETEHHOTrO
ummynoznepunura (CIINUJ) crenyer mpomoipkath 1O TeX MOpP, MOKA UMEETCS KIMHUYECKas |
MuKpoOuonorndeckas 3¢dexruBHocTh. KnapuTpomuuuH cienyeT Ha3HauyaTh B KOMOMHALMU C
IPYTUMH aHTHUMUKPOOHBIMH TIperapaTaMy, aKTHBHBIMH B OTHOIICHWH IAHHBIX BO3OYIHTEIEH.
JUTUTETbHOCTD JICUEHUS IPYTUX HETYOEepKYJIe3HbIX MUKOOAKTepHabHbIX MH()EKINI YCTaHABIMBAET
Bpad.

s npopunakmuxu ungexyutl, svrzeannvix MAC

Pexomenayemas no3a kiapurpoMuiaa aist B3pocibix — 500 Mr 2 pasza B IeHb.

Ilpu 00oHmozcennwvix uH@eryusx

Jlo3a xknaputpomuninaa coctasisieT 250 mr (1 tabnerka) 2 pa3a B IeHb B TEUCHHE 5 AHEH.
s apaouxayuu Helicobacter pylori

VY mamueHToB ¢ s3BEHHOI 00Je3HbI0, BbhI3BaHHOW MHpekuuei Helicobacter pylori, knapurpomunuH
MOXKHO Ha3HauaThb 1mo 500 Mr 2 pa3a B JeHb B KOMOWHAIMM C JPYTMMH aHTUMHKPOOHBIMU
npenaparaMi ¥ MHTHOMTOpaMHM TMPOTOHHOTO Hacoca B TedueHWe 7—14 naHel, B COOTBETCTBUH C
HALMOHATBHBIMH M MEXIYHApPOAHBIMH PEKOMEHAANMIMHU o JeueHuto uHpekiuu Helicobacter

pylori.

Oco0nIe T'PpYHIIbI HAIWUCHTOB

HaqueHmbz C NOYEYHOU HeOOCMOMOYHOCHIbIO

[TarmenTtam ¢ kimpencoM kpearunuHa (KK) menee 30 Mi/MHUH Ha3HaYaroT MOJIOBUHY OOBIYHOM J103bI
KJIapuTpoMHuIuHa, T. €. 250 mr (1 Tabnerka) 1 pa3 B 1eHb Wik, IpH O0Jee TAKETBIX HHOEKIUAX, TI0
1 Tabnerke (250 mr) 2 pa3a B AeHb. JleueHue TakuxX MalMeHTOB MPOJIOKAIOT He Oosee 14 nHeil.

CTHU

Pexum nosupoBanus y nereil B Bo3pacte oT 12 1o 18 1eT cooTBETCTBYET PEKUMY JO3UPOBAHUS Y
B3pOCIIBIX.

HpI/IMCHCHI/IC KIIapuTpOMUIIMNHA B BUIC TabJIETOK y JeTel Mylaaiie 12 net He HU3Yy4aJioCh.

Cnooco0 nmpuMeHeHns

BHYTpB, HE3aBUCUMO OT IMpUCMa MMUILH.



4.3. IIpoTuBoONOKA3aAHUS

COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 09.12.2025 N= 30573

(NMOCNEOOBATENEHOCTE 0010)

['unepuyBCTBUTENBHOCTh K KJIAPUTPOMULMHY, MaKpoOJIHJIaM W/Wiad K Jo0oMy U3
BCIIOMOTI'aTeNIbHBIX BEIECTB, IIEPEUUCICHHBIX B paszeie 6.1;

OJTHOBPEMEHHBIN MPUEM KIAPUTPOMHUIIMHA CO CIICTYIOIIUMU MpenapaTamMu: aCTeMH30J1, ITU3apHu/I,
nuMo3su, Tephenaaus (cM. pasaen 4.5);

OJJTHOBPEMEHHBIN ITPUEM KJIAPUTPOMHUIIMHA C JIOMUTANIUIOM (cM. pas3zen 4.5);

OZIHOBPEMEHHBII NPHEM KIapUTPOMHUIIMHA C aJKAJIOUIAMH CIIOPBIHBH, HAIIPUMEDP, SPTOTAMUHOM,
JUTUIPOIProTaMuHOM (cM. pazzen 4.5);

OHOBPEMEHHBIN NIPUEM KIAPUTPOMHUIIMHA C MUA30JIaMOM JUIS IEPOPATHHOTO TIPUMEHEHHUS (CM.
paznen 4.5);

OJTHOBPEMEHHBIN TIpHeM KiapuTpoMulinHa ¢ uHruoutopamu ' MI'-KoA-penykrassl (ctaTuHamm),
KOTOpBIE B 3HAYMTENBHOM cTerneHn meradommusupyrorcs usopepmentom CYP3A4 (noBacrarun
WJIM CUMBACTaTHH), B CBSI3U C MOBBIILICHUEM PUCKA MUOTIATHH, BKJIIOUasi pabIOMHUOIN3 (CM. pa3zaen
4.5);

OJTHOBPEMEHHBIN MTPHEM KJIAPUTPOMHUIIMHA C KOIXUIIUHOM (cM. pazzen 4.5);
OJTHOBPEMEHHBIN MTPUEM KJIAPUTPOMUIIMHA C TUKArpesopoM, UBaOpaIMHOM UM PaHOJIA3UHOM;

yanuHenue untepana QT B anamHese (BpOXKIEHHOE WM MPUOOPETEHHOE 3apETUCTPUPOBAHHOE
yunHeHue uateppana QT) uiaum sxkemynoukoBasi apuTMUs, BKITIOYAs JKEITYIOYKOBYIO TaXUKap U0
TUMA «IUPYIT» (cM. pazzaensl 4.4 u 4.5);

KJIADUTPOMUIIMH HE CIEAyeT MPUMEHSTh Y TMAalHUEHTOB C AJICKTPOJIUTHBIMU HaPYIICHUSIMU
(TunokanueMuen Uiy rurnoMaruieMueii) B CBsi3u ¢ puckoM yuinHeHus uarepBaia QT (cm. pa3aen
4.4);

TsKCIad  IICYCHOYHasds  HCAOCTAaTOYHOCTD, MpoTcKaromass OAHOBPEMCHHO C TOYEYHOH
HEAOCTAaTOYHOCTBIO,

XoliecTaTU4ecKasl  JKeNTyXa/TemaTuT B~ aHaMHe3e, pa3BHUBIIMECS TPU  NPUMEHEHUU
KJIapuTpoMHuIIFHa (cM. pazaen 4.4);

nopupus;
MIEPUOJ] TPYAHOTO BCKaPMITMBAHHUS;

Bo3pact 10 12 net (3P PpeKTUBHOCTH 1 O€30MaCHOCTh HE YCTAaHOBIIEHBI).

4.4. OcoOble yKka3aHMsl M1 Mepbl NPeI0CTOPOKHOCTH NPH NPUMEHEeHUH

HpenapaT CICAYCT MPUHUMATL C OCTOPOIKHOCTBIO IIPU:

MOYEYHON HEOCTATOYHOCTH CPEAHEN U TSHKEIIOW CTETEHHU;
IEYEHOYHOM HEIOCTaTOYHOCTU CPEIHEN U TSKEIOU CTEIICHH,

OAHOBPEMCHHOM IIPUEME KIIApUTPOMUIIMHA C 6@H30}1Ha3eHI/IHaMI/I, TaKUMH KakK aJllrpasojiaMm,
TpHa30JjiaM, MHA30JIaM Ui BHYTPUBEHHOTO MPUMEHEHUS WM JUIS HAHECEHHs Ha CIU3UCTYIO
06omouky pra (cM. pasaen 4.5);

OJTHOBPEMEHHOM TIpHeMe C TpernaparaMu, KoTopsie MeTabonu3upyrorcs uzopepmentom CYP3A,
HampuMmep, KapOaMa3enmuH, IHI0CTa30Jl, IUKIOCTIOPHH, TU30MUPAMUI, METHINPEITHU30JIOH,
OMETIpa30J, HEMpsMble AHTUKOATYJSIHTHI (Hampumep, BapdapuH), XUHUAWH, pupaOyTHH,
cuaeHad I, TaKpoJIMMyc, BUHOTacTHH (cM. pasaen 4.5);

OJTHOBPEMEHHOM TpUeMe ¢ MpenaparaMu, nHAyHupyoomumu uzopepment CYP3A4, nanpumep,



COOTBETCTEBY

pubamnuiuH, (EHUTOMH, KapOaMa3eluH, (1)eHO6aD6I/II"FZIcl:JI:,:" '—E%Qddéc'):ﬁ = HBOBIp B ECHHE B

(cMm. pasnen 4.5);

— OJIHOBPEMEHHOM TIpUEME KJIAPUTPOMHUIIMHA CO CTATWHAMHM, HE 3aBHUCAIIMMHU OT METaboJM3Ma
nzodpepmenra CYP3A (manpumep, payBacratun) (cM. pazaen 4.5);

— OIHOBPEMEHHOM TIpueMe ¢ OJoKaTopaMH «MEJUICHHBIX» KaJbIMEBbIX KaHAJIOB, KOTOpHIE
MmeTabomusupyrotcs nuzopepmeatrom CYP3A4 (nanpumep, BeparmaMul, aMJIOJUIINH, THITHA3EM);

— OJIHOBPEMEHHOM IpHEME KIAPUTPOMHIMHA C IEPOPAJIbHBIMH AHTUKOATYJISSHTAMH IPSIMOTO
JeCTBUS, TAaKUMHU Kak na0urarpaH, puBapokcabaH, anmukcabaH M 3/10KcabaH, OCOOEHHO Y
HAlMCHTOB C BHICOKMM PHCKOM Pa3BUTHUS KPOBOTEUCHUI (cM. pazaen 4.5);

— wumemudeckor 6onesnn cepamna (MBC), Tsokemoit cepaedyHoll HEJOCTaTOYHOCTH, HAPYIICHHUSX
MIPOBOJIMMOCTH MJIH KIIMHHYECKU 3HAYUMOUN Opa/IuKapIny;

— OJIHOBPEMEHHOM MpPUEME aHTUAPUTMUYECKUX MpernapaToB A kiacca (XMHUIMH, TPOKAUHAMU) U
III kimacca (modeTrana, aMHOaapOH, COTAION);

— OepeMEeHHOCTH.

JUuTenpHbI IpUeM aHTUOMOTUKOB MOJKET NMPHUBOJUTH K 00pa30BaHUIO KOJIOHHUH C yBEIMUYEHHBIM
KOJIMYECTBOM HEUYBCTBHUTEIBHBIX Oaktepuii u rpuboB. [lpu cynepuHdekunn HE0OX0IUMO
Ha3HA4YUTh COOTBETCTBYIOLLYIO TEPAIUIO.

Haznaucune KJIIapUTPOMHIIMHA 6ep€MCHHBIM JKCHIIMHAM OOJIKHO IMPOBOAUTLCA IIPH TIIIaTCJII)HOI\/JI
OLCHKE COOTHOLICHUA pUCKA U ITOJIb3bI, 0COOEHHO B TEUECHHE ICPBLIX TPCX MCCALICB 6epeMeHHOCTI/I.

[Ipy TpuUMEHEHWH KJIAPUTPOMHUIIMHA COOOIIANIOCH O TEYEHOYHOW AMCHYHKIHMH (TIOBBIIICHHUE
aKTUBHOCTH I€YEHOYHBIX (EPMEHTOB B KPOBH, TE€NATOLEIUIFOJIAPHBIA W/WINM XOJeCTaTHYECKUI
TeraTUT ¢ JKentyxoi mim 6e3). IleyeHouHass MUCHYHKIHS MOXKET OBITh TSKEIOW, HO OOBIYHO
aBisieTca oOpatuMoil. VIMeroTcst ciydau Me4eHOYHOM HEJOCTAaTOYHOCTU C JIETAJIbHBIM HCXO/O0M,
TJIaBHBIM 00pa3oM, CBSI3aHHBIE C HAIMYHEM CEPhE3HBIX COIYTCTBYIOIIMX 3a00JICBaHMNA W/HIIN
OJIHOBPEMEHHBIM IIPUMEHEHUEM APYIUX JIEKApCTBEHHBIX CPeACTB. lIpu mosBieHUM NpU3HAKOB U
CUMIITOMOB T€MaTUTa, TAKUX KAaK aHOPEKCHS, JKEITyXa, MOTEMHEHHE MOYH, 3y[, O0JIE3HEHHOCTh
’KMBOTA MPH MaIbIALNKN, HEOOX0AUMO HEMEUIEHHO MPEKPATUTh TEPAHIO KIAPUTPOMHUIIMHOM.

[Ipu HanmMuum XpoHUYECKUX 3a00I€BaHUN TIEUEHH HEOOXOAMMO MPOBOIUTE PETYISIPHBIN KOHTPOJIb
(hepMEeHTOB CHIBOPOTKU KPOBH.

[lpy JcYCHWUM TPAKTHYECKH BCEMH AHTHOAKTEPHAIBHBIMUA CPEICTBAMH, B TOM YHCIIC
KJIAPUTPOMHIIMHOM, ONHKCAHBI CIIydad MCEBIOMEMOPAHO3HOTO KOJUTA, TSHKECTh KOTOPOTO MOXKET
BAPBUPOBATbCA OT JIETKOM 10 yrpokarouiend >ku3Hu. [Ipm JiedeHMH @IpakTUYECKH BCEMH
aHTHOAKTEepUATbHBIMH TIperapaTaMd, B TOM 4YHCIE KIAPUTPOMHUIIMHOM, OIKCAHbI CIydYau
Clostridioides difficile-acconunpoBanHoii nuapeu, TsHKECTh KOTOPOH MOXKET BapbHPOBATHCS OT
JIETKO#1 Inapen 10 yrpoXKaroIIero KU3HN KOJIUTa. AHTHOAKTepHAaIbHbIE TPEerapaTbl MOTYT H3MEHHTh
HOPMAJIbHYI0  MHKpOQUIOpYy  KHIIEYHHMKa, dYro Moxer mnpuBectm K pocty C. difficile.
[TceBmomemOpano3ublii  konut, Bb3BaHHBI C. difficile, HeoOxoammo mnomo3peBath y Bcex
MAIUEHTOB, Y KOTOPBIX MOCIIE MPUMEHEHUS aHTHOAKTEPUATIBHBIX CPEJICTB pa3Buiiack auapes. [locie
NPOBE/ICHHSI Kypca aHTUOMOTUKOTEPAITHMK HEOOXOIUMO TIIATEIbHOS MEIUIIMHCKOS HAOII0ICHHE 32
narnueHToM. OTIHCHIBATIMCE CITyYa Pa3BUTHS TICEBIOMEMOPAHO3HOTO KOJIMTA CITYCTS 2 MeCsIIIa MOCIie
npreMa aHTHOMOTHKOB.

[Ipyn nedeHnM MakpodMaAaMH, BKIIOYAs KIAPUTPOMHUIIMH, HAOIIOMAIOCh YIJIUHEHUE CEepPIACYHOU
penonsipuzanuu 1 uHTepBana QT, BhI3bIBas pUCK PA3BUTHUS CEPACUHOM apUTMUU U HKEITyI0YKOBOM
TaxUKapIuU THITA «upy I™» (cM. pazaen 4.8). Tak kak cleayroniiue CUTyallud MOTYT MPUBOIANTH K
YBEJIIMYEHHUIO PUCKA PA3BUTHS HKETYJOUYKOBBIX apUTMHUIA (B TOM UYHCIE KEITYAOYKOBOW TaXUKapIUU
THTIA «ITUPYITH), TO KIAPUTPOMHUIINH HE TOJDKEH MPUMEHSITHCS Y CICTYIONTUX KaTeTOPHUM AIMEeHTOB:

— y NaIMeHTOB ¢ THIOKanuemuei (cm. pasnen 4.3);

4
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(MOCNENOBATENLHOCTE 0010)

— y IalMeHTOB ¢ TUIOMarHueMuen (cMm. pasaen 4.3);

— OJHOBpPEMEHHOE HA3HAYCHHE KIAPUTPOMHIIMHA C aCTeMH30JIOM, IU3ANPHUAOM, MHUMO3HUIOM H
TepdeHaaMHOM MPOTHBOITOKa3aHo (cM. pasaen 4.3);

— y TalUeHTOB C BPOXACHHBIM WJIM NPUOOPETEHHBIM 3apErHCTPUPOBAHHBIM  YUIMHEHHEM
untepBaia QT wiu HaTUYUEM KeTyI0YKOBOW apUTMHUH B aHaMHe3e (cM. paszaedn 4.3).

K.HapI/ITPOMI/II_[I/IH AOJDKCH MPHUMCHATHCA C OCTOPOKHOCTBIO Y CICAYIOIUX KaTCFOpI/If/'I NalMCHTOB:

— y nauueHToB ¢ UBC, Tsxkenoil cepieuHoil HeJ0CTATOYHOCThI0, HAPYILIEHUSIMHU ITPOBOIUMOCTH WU
KIIMHUYECKH 3HAYUMOU OpaIuKapiaueii;

— 'y TAIMEeHTOB, OJJHOBPEMEHHO NMPUHUMAOIIUX JPYTHE JIEKAPCTBEHHBIC MPEIapaThl, CBI3aHHbIC C
yumnHeHuem uuatepBana QT (cm. paznen 4.5).

[lepen HazHaueHHEM KJIApUTPOMUIIMHA BCEM MalMEHTaM, IPUHUMAIOIIUM THAPOKCUXIIOPOXUH WU
XJIOPOXHH, TIIATEJIHO B3BECHTE COOTHOIICHHE MOIb3bI M PUCKa U3-3a MOTEHIIMAILHO MOBBIIIICHHOTO
PHUCKa CepJICYHO-COCYIUCTBIX COOBITUN U CEPAEUHO-COCYTUCTON CMEPTHOCTH (CM. pasnen 4.5).

B xone snuaeMHoiI0ri4eckux HCCiae0BaHUN MO U3YYEHHIO PUCKa HEONAronpusTHBIX CEpPAECYHO-
COCYJIUCTBIX UCXOJI0B IIPU MPUMEHEHUN MAKPOJIHMJI0B ObUIM MOJTY4YE€Hbl HEOJHO3HAYHbIE PE3YIIbTATHI.
B HekoTopbIX HAOIIOAATENBHBIX UCCIIEJOBAHUSIX OB yCTAHOBIIEH KPATKOBPEMEHHBIN PUCK Pa3BUTHUS
apuTMHM, UHpApKTa MHOKap/ia U CMEPTHU OT CepAEeYHO-COCYAMCTBIX 3a00JIeBaHUM, CBS3aHHBIN ¢
IIPUMEHEHUEM MaKpOJIMJIOB, BKJIIOUYas KJIapUTPOMULIMH. [Ipn Ha3HaYeHNN KIapUTPOMULIMHA CIIELYET
COOTHOCUTBD IIPEAIOIAraeMYIO I10JIb3Y OT IIpUEMa IIpenapara ¢ JaHHBIMU PUCKAMH.

Bo3MOkHO pa3BUTHE NTEPEKPECTHOM PE3UCTEHTHOCTU K KJIAPUTPOMMIMHY U JPYTUM aHTUOMOTUKAM
IPYIIIBI MAKPOJIUJIOB, @ TAKXKE JIMHKOMULMHY U KIIMHIAMULIVHY.

VYuuThIBas pacTyLIy0 PE3UCTEHTHOCTh Streptococcus pneumoniae Kk MakpoJiniaM, BaKHO IIPOBOIUTh
TECTUPOBAHUE YYBCTBUTEILHOCTH IIPH HA3HAUYEHUH KJIAPUTPOMMILIMHA MAI[IEHTaM ¢ BHEOOJIbHUYH O
nHeBMOHMEN. [Ipu rocnuTaibHON MTHEBMOHUHU KIIAPUTPOMUIIMH ClIeAYyeT IPUMEHATh B KOMOWHALIUU
C COOTBETCTBYIOIIMMHU aHTUOMOTHKAMH.

WHdeknnu KoK 1 MITKUX TKaHeH JISTKOW U CpeJIHeH TSHKECTH Yalle Bcero Bei3BaHbl Staphylococcus
aureus u Streptococcus pyogenes. Ilpu sTom o0a B030yauTens MOTyT OBITh YCTOHYHBBI K
Makpoiuaam. [103ToMy BaKHO IPOBOIUTH TECT HA YyBCTBUTEIBHOCTb.

Makponuasl MOKHO MPUMEHSTh Mpu HHOEKnusx, Bb3BaHHBIX Corynebacterium minutissimum,
TaKWX 3a00JIEBAHUSX, KaK yIPH BYJIbTapHbIC W POXKa, a TAKKE B T€X CHUTYAIMSIX, KOTJa HEJb3s
OPUMEHSITh ICHULMILIHH.

B cnyuyae mosiBlieHUsI OCTPBIX PEAKIMNA TUIEPUYBCTBUTEIHHOCTH, TaKWX KaK aHA(pUIAKTHYECKas
peaxius, TsOHKENble KOXHBbIE JIEKapCTBEHHBIE PEaKluu (HAmpUMep, OCTPBIA TeHepaTu30BaHHBIM
9K3aHTEMAaTO3HBIN MycTyine3), cuHapoM CtuBeHca — J[PDKOHCOHA, TOKCHYECKUM HSMHACPMAaTIbHBII
HEKpOJIM3 W JIEKapCTBEHHAs ChIMb C 203uHOGMIMEeld U cucteMHOil cumnromarukoir (DRESS-
CUHJIPOM) HEOOXOIMMO Cpa3y ke NMPEeKPaTUTh MPUEM KIAPUTPOMUIIMHA U HAYaTh COOTBETCTBYIOIIYIO
TEPAIUIO.

B cnyuae coBMeCcTHOro nmpuMeHeHHs ¢ BappapuHOM WIH IPYTUMHU HENPSIMBIMU aHTHKOAryJIssHTaMU
HEOOXOMMO KOHTPOJIHMPOBATh MEXIyHApOIHOE HopMmaiu3oBaHHOe oTHomeHne (MHO) wu
npoTpoMOUHOBOE BpeMst (cMm. paszen 4.5).

Crnenyer coONtOaTh OCTOPOXKHOCTh MPHU OJHOBPEMEHHOM IPHUMEHEHUHM KJIAPUTPOMHUIIMHA C
NepopabHBIMM aHTUKOATyJIIHTaMU MPSMOTO JENUCTBUS, TAKUMH Kak JaburaTpaH, puBapokcadaH,
anukcabaH W 370KcabaH, OCOOCHHO Yy MAIMCHTOB C BBICOKMM PHUCKOM Pa3BHTHS KPOBOTEUCHUS
(cMm. pasnen 4.5).
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BcnoMorarenpHEIC BEIISCTBA

JlaHHBIH TIeKapCTBEHHBIN TIperapar CoAep KUt MeHee | MMob (23 MT) HaTpus Ha OAHY TaOJIETKY, TO
€CTb, [10 CYTH, «HE COACPKHUT HATPUSI».

4.5. BzaumojaeiictBie ¢ JPYrUMH JIEKAPDCTBEHHBIMH TMpenapataMm #W Jpyrue BH/bI
B3aMMOJAEHCTBUSA

IIpoTuBOIOKa3aHHbLIE KOMOWHAIIUU

HpI/IMCHeHI/Ie CICAYIOIUX IIpErapaToB COBMECTHO C KIIAPUTPOMHUIMHOM ITPOTHBOIIOKA3aHO B CBA3HU
C BOBMOKHOCTBIO Pa3BUTHA CCPbC3HBIX HCKCIIATCIbHBIX peaKum”I.

Luzanpuo, numosuo, mepghenadur u acmemusoi

[Ipy COBMECTHOM MpHEME KIAPUTPOMHIMHA C MU3AMPHIOM, MHUMO3HUIOM, Tep(HEeHaTMHOM HIIH
aCTEMH30JI0M COOOIIAIOCh O MOBBINICHHN KOHIICHTPAIMH MOCIEAHUX B IUIa3Me KPOBHU, YTO MOXKET
OpUBECTH K yanuHeHWI0 uHTepBama QT W MOSBICHHIO CEPACYHBIX APUTMHUHN, BKIIFOYAS
KEITYJIOYKOBYIO TaXUKapui0, GUOPUILISIHNIO KETyI0YKOB M IKETyJOYKOBYIO TaXUKApIHIO THIA
«pyd T» (cM. paszaen 4.3).

Anxanoudsi cnopvinbu

ITocTperucTpaliioHHBIE  MCCIIEJAOBAHUS  IIOKA3bIBAIOT, YTO IPH COBMECTHOM IPUMEHEHHH
KJIapUTPOMHIIMHA C 3PrOTAMHHOM HIIM JMTHIAPO3PTOTAMUHOM BO3MOXKHBI CleXyroImue 3(GdeKTsl,
CBSI3aHHBIE C OCTPHIM OTPABJIEHHEM IIperaparaMd TPYIIBI 3PrOTAMHHOB: COCYIHMCTBIA CIIa3M,
UIIEMUS KOHEYHOCTEH W JPYrMX TKaHed, BKJIOYas IEHTPAJbHYI0 HEPBHYIO CHCTEMY.
OJHOBPEMEHHBII TPHEM KIAPUTPOMHUIIMHA C  AIKAJIOMJAMH CIIOPBIHBM  IPOTHBOIIOKA3aH
(cMm. pazgen 4.3).

Muoaszonam 015 nepopanbHo20 npuMeHeHUs.

ITpy COBMECTHOM NMPUMEHEHWH MHUJa30j1aMa U KJIapuTPOMHIKHA B popme Tabdiaetok (500 mr 2 pasa
B JeHb) oTMedanoch yBenmuenne AUC mumaszonama B 7 pa3 moCie MEPOPATBHOTO IMPHUEMA.
OIHOBpPEMEHHBIH MPHEM KIAPUTPOMHIIMHA C MHIAA30JIaMOM ISl [EPOPATLHOTO PUMECHEHHS
MpoTHBOIOKa3aH (cM. pazaen 4.3).

Hneubumopor I'MI-KoA-pedykma3zwvl (cmamumbvl)

OnHOBpEMEHHBIN NMPUEM KIIAPUTPOMUIIMHA C JIOBACTaTUHOM WJIM CUMBACTaTHHOM IPOTUBOMNOKAa3aH
(cM. paznen 4.3) B CBSA3U C T€M, UTO JJaHHbIE CTATUHBI B 3HAUUTEIBHON CTENIEHN METa00IM3UPYIOTCS
nzopepmentom CYP3A4, u coBMECTHOE MNPUMEHEHHE C KJIAPUTPOMULIMHOM TNOBBIIIAET MX
CBIBOPOTOUHBIE KOHIIEHTPALIUH, YTO IPUBOJIUT K IMOBBILIEHUIO PHCKa Pa3BUTHSI MUOIIATHH, BKIIIOYAs
pabaomuonmn3. Coobmanoch O cilydasx pabJOMUONM3a Yy TAIMEHTOB, NPUHUMABIIUX
KJIQPUTPOMHIIMH COBMECTHO C JIaHHBIMHU IpenapaTamu. B ciyyae HEOOXOIUMOCTH HPUMEHEHHUs
KJIAPUTPOMMIIMHA CJIETYET MPEKPATUTh IPUEM JIOBACTaTUHA WJIM CUMBACTaTUHA HA BPEMsI T€paIruH.

KnaputpomuniuH cneayeT NPUMEHATH C OCTOPOKHOCTHIO MpPH KOMOWHHUPOBAHHOM Tepamuu ¢
JIPYTUMHU CTaTHHAMU. B ciiydae HEOOXOAMMOCTH COBMECTHOTO TMpHUeMa PEKOMEHIYETCSI IPHHUMATh
HAaUMEHBIIYIO T03y CTaTHHA. PeKoMeHayeTCsl MPUMEHSTh CTaTUHBI, HE 3aBUCSIIHNE OT MeTabonn3ma
m3odepmenta CYP3A (nanpumep, piyBactatun). CinenyeT KOHTPOIUPOBATH PA3BUTHE MMPU3HAKOB U
CUMIITOMOB MHOIIATHH.

Jlomumanuo

OnHOBpEMEHHBI IPUEM KIAPUTPOMULIMHA C JIOMHUTAIMJOM NIPOTHBOINOKA3aH U3-3a pHUCKa
CYLIECTBEHHOI'O MOBBIIIECHUS aKTUBHOCTH TPaHCaMHUHA3 B IJIa3Me KPoBH (cM. paznen 4.3).

[IpoTuBOMOKAa3aHO MPHMEHEHHE KIAPUTPOMHUIIMHA BMECTE€ C THUKArpeIopoM, WBaOpagTuHOM U
paHOJIa3uHOM, KOTOpBIe MeTabomm3upyroTcs npeumyiectBeHHO CYP3A4 (cMm. paznen 4.3).
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[Ipenapatel, sBustommecs uHHIyKTopamMu u3zopepmenta CYP3A (mampumep, pudamnuim,
(dbenutonH, kapOamazenuH, (peHoOapOHTaN, 3BEpOOOH MPOABIPSABICHHBIN), MOTYT WHIYIIHPOBATH
METa0OIM3M KJIAPUTPOMULIMHA. DTO MOXKET NPUBECTH K CyOTEpaneBTHYECKOW KOHIEHTpAIUu
KJIAQPUTPOMMIIMHA, YTO MPUBOAUT K CHIDKEHHIO ero 3(dextuBHOCTH. Kpome Toro, HeoOXoaumo
HaOIIt01aTh 32 KOHIEHTparuei naaykropa mzopepmenta CYP3A B mimazMe KpoBU, KOTOpasi MOXKET
MOBBICUTBCS W3-3a mHrHOMpoBanus u3odpepmenta CYP3A knapurpomurimaom. Ilpu coBMecTHOM
npuMeHeHHH pudadyTuHa ¥ KIAPUTPOMHUIMHA HAOJIOJANOCh IOBBIIIEHWE —IUIa3MEHHOU
KOHIEeHTpauuu pupadyTuHa U CHIKEHHUE CHIBOPOTOYHOW KOHIIGHTPAIMM KJIAPUTPOMHULIMHA C
MOBBIIICHHBIM PUCKOM Pa3BUTHS yBEHUTA.

CJ'ICI[YIOIHI/Ie IIpenaparsl O6J'Ia,I[aIOT JOKa3aHHbIM HWJIM IIpEAIrojaracMbIM  BJIMAHHEM  Ha
KOHIOCHTPAIIUIO KIIApUTPOMHUIIMHA B ILUIa3MC KPOBH; B CJIy4a€C HUX COBMCCTHOI'O IPUMCHCHHUA C
KIIapUTPOMHUIHMHOM MOXET HOTpC6OBaTBC$I KOppEeKOUA 003 HIMW IIEPEX0[J Ha aJIbTCPHATHUBHOC
JICUCHHUC.

D¢pasupens, Hesupanun, puchamnuyun, puchadbymun u puganenmun

CunbpHble UHAYKTOPBI cucTeMbl utoxpoma P450, Takue kak a¢aBupeH3, HEBUpPAIUH, pu(aMInLH,
pudabyTuH U puQaneHTUH, MOTYT YCKOPSITh MeTa0O0JIM3M KIapUTPOMHUIIMHA U, TaKUM 00pa3om,
MOHMXATh KOHIIEHTPALUIO KIAPUTPOMHUIIMHA B IUIa3ME€ KPOBH M BMECTE C TEM IOBBIIIATH
KoHIeHTpauuio 14-OH-kiapurpomMuiHa — MeTaboJInTa, TaKKe SBIISIOLIEr0cs MUKPOOHOIOTHYECKU
akTUBHBIM. [lOCKONBKY MHKpOOMOJIOTHYECKAss aKTUBHOCTh KiapuTpomunumHa #  14-OH-
KJIApPUTPOMMLIMHA OTJIMYAETCs B OTHOLIECHUM PA3IUYHBIX OakTepHii, TepamneBTUUECKUH 3¢ ¢eKT
MOJKET CHM)KATBCS TIPH COBMECTHOM MTPUMEHEHHUH KJIAPUTPOMHUIIMHA U UHIIYKTOPOB (PEPMEHTOB.

Ompasupun

KoHneHnTpanus KIApUTPOMHIIMHA CHUIKACTCSI TIPU HCIIOJIb30BAHWU STPABUPHHA, HO ITOBBIIIACTCS
KOHIIEHTpauuss  akTuBHoro  merabomuta  14-OH-xmaputpomuimna. Ilockombky — 14-OH-
KJIAPUTPOMHIIMH 00JaaeT HU3KOH aKTUBHOCTBIO MO OTHOLICHUIO K mHGekiusM Mycobacterium
avium complex (MAC), MoxeT MEHSAThCsI 00Masi aKTUBHOCTh B OTHOIICHUU 3TUX BO30OYAUTEICH,
no3tomy st teuenuss MAC cremyet paccMaTpuBaTh albTEPHATHBHOE JICUCHUE.

Dnykonason

CoBMmecTHBIN pueM QurykoHazoina B 103 200 MT eXeTHEBHO U KIApUTPOMUIHA B 103¢ 500 Mr 2
pasa B JeHb y 21 370poBOro 100pOBOJIbLIA NPUBEN K YBEIMUEHHIO cpeaHero 3HadeHus Cmin
knaputpomunrHa 1 AUC nHa 33 % u 18 % coorBercTBeHHO. IIpym 3TOM COBMECTHBI IpHEM
3HAYUTENbHO HE BIHUSJI HAa CPEAHIOI0 PABHOBECHYIO KOHLEHTpAIMIO AaKTUBHOTO MeTaboiuTa
14-OH-xnapurpomuraa. Koppekuus 1035l KJIapUTPOMHULIMHA B CITydae COIMYTCTBYIOIIETO MpUeMa
¢dnyxoHazona He TpedyeTcs.

Pumonasup

dapMaKOKMHETHYECKOE HCCIIeOBAaHUE I10Ka3an0, YTO COBMECTHBIM NpHEM PHUTOHABHpa B J103€
200 Mr KaXKaple BOCEMb YacOB M KiIapuUTpoMHUIMHA B 03¢ 500 Mr kaxapie 12 yacoB mpuBen K
3aMETHOMY IOJABJICHUIO MeTaboan3Ma KiIapuTpoMuluHa. [Ipu coBMECTHOM INpHeMe pUTOHaBHpa
Cmax kmaputpomunuHa yBennauiack Ha 31 %, Cmin yBenmmuninacs Ha 182 % n AUC yBennuuiack Ha
77 %. bbuto oTMEueHO MpaKTHYECKH MOJIHOE IMojaBieHue odpazoBanus 14-OH-knapurpoMunusa.
bnaromapst mmpoKoMy TeparneBTHYeCKOMY JHAINa3oHy KIAPUTPOMHUIIMHA YMEHBIICHHUE €0 JT03BI Y
NAIeHTOB C HOPMAJIbHOW MOYeyHOM (QyHKIMeld He Tpedyercda. Y MalMEHTOB C IOYEYHOU
HEIOCTaTOYHOCTHIO TeTIECO00PAa3HO PaCCMOTPETh CIIEAYIOIINE BapUaHThI KOppeKuu 103b1: pu KK
30—60 mMa/MHH 1032 KJIApUTPOMUIIMHA JOJKHA ObITh yMeHbIeHa Ha 50 %; npu KK menee 30 mi/mun
7103a KJIapuTPOMUIIMHA JI0JKHA ObITh yMeHbIeHa Ha 75 %. B no3ax Gonee 1 r/cyT kiapuTpoOMHUIIMH
HE cJielyeT IPUMEHSTh B COYETaHUN C PUTOHABUPOM.

CxoJiHbIe KOPPEKIINHU 103 AOKHBI pacCMaTpUBATHCS y NAIIMEHTOB CO CHIDKEHHOHN (pyHKIIMEH oYek,
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uHTUOUTOpOB  mpoTeassl BUWY, Bruouas aTtazaHaBUp W CaKBMHABUp  (CM. mOJpasfeln
«JIByHanpaBI€HHOE B3aUMOJICHCTBHE JIEKAPCTBY).

HeﬁCTBHe KJIapuTpOMHUIIMHA HAa APYTHUEC JICKAPCTBCHHLBIC NIPCIIapaThl

Anmuapummuueckue cpedcmea (XUHUOUH U OUZONUPAMUO)

B03MOXHO BO3HMKHOBEHHME JKEIYAOYKOBOM TaXWMKApAUM THUIA «IUPYIT» IPH COBMECTHOM
MIPUMEHEHUH KJIApUTPOMHUUMHA U XWHUJWHA WM au3onupamuja. [Ipm onHOBpeMEHHOM mpueme
KJIQpUTPOMMIIMHA C O3TUMHU [IpenaparaMu CIeAyeT peryjaspHO IMPOBOJUTh  KOHTPOJb
ANEKTPOKApAUOTpaMMBbl Ha MpeaMeT yinHeHust uHTepBaia QT, a Takxke cienyeT KOHTPOJIUPOBATh
CBIBOPOTOUHBIE KOHLIEHTPALUU 3TUX IIPErapaToB.

[Ipyn mocTperucTpallmOHHOM NMPUMEHEHHH COOOIIAIOCh O CIy4asX Pa3BUTHS THUIIOTJIMKEMUU IIPH
COBMECTHOM IIpHUEME KIAPUTPOMHIIMHA U Au3zonupamuga. HeoOXonumMo KOHTPOJIMPOBATH
KOHIICHTPALUIO TJIFOKO3bl B KPOBU MPU OJHOBPEMEHHOM TPUMEHEHUH KIAPUTPOMHUIIMHA H
JU30IMMpamMua.

Hepopaﬂbele cunociuKkemuvueckKue cpedcmea/uHchluH

[Ipy cOBMECTHOM NPHUMEHEHUU KIAPUTPOMULIMHA U MEPOPAIbHBIX TMIIOINIMKEMHUYECKUX CPEICTB
(HampuMep, NPOU3BOJAHBIE CYJIb(OHMUIMOYEBUHBI) W/MIM MHCYJIMHA MOXET HaOMII0aThCs
BbIpaK€HHasi runoriukemMus. OJZHOBPEMEHHOE NPUMEHEHHE KIApUTPOMHULIMHA C HEKOTOPBIMU
TMIIOTJIMKEMUUYECKUMH  IIpenapaTtamMu  (HampuMep, HaTerJMHHUJ, NHOIIMTA30H, pEeHariuHu] Hu
POCHUTIINTA30H) MOXKET PUBECTH K MHTruOmpoBanuio nzopepmenta CYP3A kmapuTpoMHUIMHOM, B
pe3yabTaTe 4Yero MOXKeT Pa3BUThCSA TMIIOIIMKEMHUs. PexoMeHIyeTcsl TiaTelabHbI KOHTPOJb
KOHLEHTPALUU TIIOKO3bI.

BsaumoneiictBusi, o0ycnosiaenHsle uzodpepmenrom CYP3A

CoBMecCTHBIN IPUEM KIAPUTPOMUIIMHA, KOTOPBIH, Kak n3BecTHO, HHTHOUpyeT nzopepmeHt CYP3A,
U TIpernaparoB, nepBUYHO MeTabonuzupyromuxcs uzopepmentom CYP3A, MOXKeT acCOIMUPOBATHCS
C B3aWMHBIM [OBBIIICHHEM WX KOHILEHTPAIM, YTO MOXET YCWJIUTh WM TMPOUIUTh Kak
TepaneBTHUeCKUe 3((dEeKThl, Tak W HeXelaTedbHble peakiuu. KiIapuTpoMuLUH cleayer ¢
OCTOPOXXKHOCTBIO TPUMEHSThH IMAlMEHTaM, IOJIyJalOlIUM IIpenapaTsl, SBISIONIMECS CyOcTpataMu
nzopepmenta CYP3A, ocobeHHO eciiu 3TU IpenapaTbl UMEIOT y3KUH TeparneBTUYECKUi Juana3oH
(Hanpumep, kapbamaszernuH), /WM UHTEHCHBHO METa0OMU3UPYIOTCS 3TUM (pepmenToM. B ciyuae
HEOO0XOJAUMOCTH JOJKHA NMPOBOAMTHCA KOPPEKIMs 03Bl Ipernapara, NPUHUMAeMOro BMeECTe C
KIAQPUTPOMHUIMHOM. Takke Mo BO3MOXXHOCTH JOJDKEH MPOBOIUTHCS MOHUTOPHHT CHIBOPOTOYHBIX
KOHIIEHTpAaLUi MpenapaToB, epBUYHO MeTaboau3upyoomuxcsa nzopepmenrom CYP3A.

Kopmuxocmepouout

Cnenyer co0moaaTh OCTOPOXKHOCTH MPU OJHOBPEMEHHOM TMPHUMEHEHUH KIApUTPOMHUIIMHA C
CUCTEMHBIMH ¥  WHTAIAIMOHHBIMH  KOPTHUKOCTEPOUJAMHU, KOTOpPHIE  MPEUMYIIECTBEHHO
Metabonmm3upytorcss uzopepmentom CYP3A, wu3-3a BO3MOXKHOCTH YBEITUYEHHUS CHUCTEMHOM
OKCIO3UIIUU  KOPTUKOCTpepou0B. [Ipu OJHOBpEMEHHOM NPUMEHEHUU CIIEIYeT TIATEIbHO
HaOII0/1aTh 32 MallMeHTaMH Ha TIPEIMET CUCTEMHBIX HEeXKeNaTeabHbIX () (PEKTOB KOPTUKOCTEPOUIOB.

MeTabonm3M CIIeIyIOIMUX MpernapaToB/KIIacCcoB OCymecTBiIseTcs TeM ke n3ohepmentrom CYP3A,
4TO M MeTaboyM3M KIapUTPOMMIIMHA, HAmpuUMep, almpasoiaM, KapOamasenuH, IHJIOCTa3oll,
[IUKJIOCTIOPHH, JH30MUPaMU, METHINPEAHU30I0H, MHJIa30JlaM, OMEINpa3ojl, IepopallbHbIC
aHTUKOATyJIsHTHl  (Hampumep,  BapdapuH,  puBapokcabaH,  anukcabaH),  aTUIHYHBIE
AHTUIICUXOTUYECKUE CpEJCTBa (HampuMmep, KBETHANMH), XWHUAWH, pUpadyTHH, cuiaeHadu,
TaKpoJIMMYC, TpHa3ojaM M BuHOmactuH. Tarke k aronucram uzodepmenta CYP3A ortHocsTCs
CIIEAYIONINE TIPeTapaThl, MPOTUBOIIOKAa3aHHBIE K COBMECTHOMY IPUMEHEHHIO C KIIAPUTPOMHUITTHOM:
acTeMU30J1, U3aNpu], TUMO3U, TepPeHaTUH, IOBACTATUH, CHMBACTATUH U AJKAJIOHU/IbI CTIOPBIHBH
(em. pasmen 4.3). K mpemaparaM, B3aUMOJICHCTBYIOIIMM TIOJOOHBIM 00pa3oM depe3 Jpyrue
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BaJILITPOCBAA KHUCJIOTA.
Hel’lp}l]l/lble anmuKkoazyJisiinivl

ITpu coBMecTHOM TpueMe BapdapuHa U KIAPUTPOMHUIIMHA BO3MOKHO KPOBOTEUEHHUE, BBIPAKEHHOE
yBenmuuenue MHO u mpoTpoMOMHOBOro BpeMmMeHH. B ciydae COBMECTHOTO NpPHUMEHEHUs C
Bap(papruHOM WK APYTUMH HENMPSIMBIMH aHTHKOATYJITHTAaMH He00xoquMo KoHTpoiupoats MHO u
MIPOTPOMOMHOBOE BpeMsl.

IlepopanvHble anmukoazyianmol NPAMO20 0elUcmeus

[lepopasibHble aHTUKOATYJISIHTHI IPSIMOTO JeHCTBUS Ja0uraTpaH U 310KcabaH sSBISIOTCSA CyOCTpaTOM
s 3¢durokcHOoro Oenka-nepeHocunka P-rmukonporenHa (P-gp). PuBapokcaban um ammkcaban
MeTabom3upyroTcs ¢ yuactueM nzodepmernta CYP3A4 u taxke sBisitoTes cyocTparamu ajis P-gp.
Crnemyer coOMrOaTh OCTOPOXKHOCTH TPHU OJHOBPEMEHHOM TPUMEHEHUHU KIATPUPOMHUIIMHA C
JaHHBIMH TIpeTapaTaMu, 0OCOOCHHO Y IAIIMEHTOB C BBICOKUM PUCKOM KpOBOTEUEHUs (CcM. pasnen 4.4).

Omenpa3zon

Knaputpomunus (1o 500 Mr kaxxple 8 4acoB) UCCIIEA0BAICS Y 310POBBIX B3POCIIBIX J00POBOJIBLIEB
B KoMOuHauuu c¢ omenpasoigoMm (mo 40 mr exeaHeBHo). IIpu coBMecTHOM HpPUMEHEHUU
KJIApUTPOMMILIMHA M OMENpa3oyia PaBHOBECHBIE IUIA3MEHHbIE KOHIIEHTPALMU OMeNpasoyia ObuIH
yBenuueHbl (Cmax, AUCo-24 u mepuon nonysbeiBeaenus (T12) yBemmummuch Ha 30 %, 89 % u 34 %
cooTBeTcTBeHHO). CpenHee 3HaueHue pH xenynka B TeyeHue 24 yacoB cocTaBUIIO 5,2 MpU pueme
OMeIpa30a B OTAEIBHOCTH U 5,7 IPH IIpUeMe OMENpa30ia COBMECTHO C KJIAPUTPOMHUIIMHOM.

Cunoenaghun, maoanaghun u éapoenagun

Kaxnpiit u3 3Tux ntHruouTopoB ocdoaudrcrepazbl MeTaboIU3NpyeTCs, 110 KpaitHEeH Mepe, YaCTUIHO
¢ yuactuem u3zodpepmenta CYP3A. B To ke Bpems nzodepment CYP3A MokeT UHTHOHPOBATHCS B
MPUCYTCTBUH KiIapuTpoMunmHa. COBMECTHOE NPHUMEHEHHE KIAPUTPOMHIMHA C CHIIeHA(UIOM,
TaganaduaoMm Wi BapaeHapUIOM MOXKET MPUBECTU K YBEIIMYCHUIO HHTUOUPYIOIIETO BO3ACHCTBUS
Ha (ocoamdcTepaszy. [Ipy npruMEeHEHNN STHX MPETapaToB COBMECTHO C KIIAPUTPOMHUIITHOM CJIETyET
paccMOTpeTh BO3MOKHOCTh YMEHbBILIEHHSI 103bl CUiieHadmIa, Tafganaduia 1 BapaeHaduia.

Teogunnun, kapoamazenun

HpI/I COBMCCTHOM NPUMCHCHHUU KIAPUTPOMHIIMHA U TGO(l)I/IJ'IJ'II/IHa NN Kap6aM33€HI/IHa BO3MOXHO
IMOBBIIICHUEC KOHIOCHTPALIWHN JAHHBIX NIPEapaToB B CUCTEMHOM KPOBOTOKC.

Toamepooun

[TepBudHBI MeTa0OIM3M TONTEPOIMHA OcymiecTBisieTcs yepe3 2D6 m3odopmy muroxpoma P450
(CYP2D6). Oanako B wactu mnomymsiuu, jiuiieHHoW wu3odepmenta CYP2D6, merabomusm
npoucxomut udepe3 m3opepment CYP3A. B oroii rpymme HaceneHHs MOJIaBiIeHHE M30(epMeHTa
CYP3A npuBOAUT K 3HAYUTEIHHO O0Jiee BHICOKMM KOHLIEHTPALMSIM TOJITEPOJMHA B CHIBOPOTKE. B
MIOIYJISIIIUK ¢ HU3KUM ypoBHeM MeTabonu3Mma depes nzopepmernt CYP2D6 moxer morpeboBatbes
CHIDKEHHE J103bl TOJNTEPOAMHA B MPUCYTCTBUM HMHIHOMTOPOB H3opepMmeHTa CYP3A, Takux Kak
KIJIQPUTPOMHMIIVH.

benszoouazenunvt (nanpumep, arnpazonam, Muoa3onam, mpuazonam)

[Tpu cOBMECTHOM NMPUMEHEHUU MHJIa30J1aMa U TabyieTok kiaputpomuimHa (500 mr 2 pas3a B JCHB)
ormeuanoch yBennueHne AUC wMupgazonama B 2,7 pa3za MoOcia€ BHYTPUBEHHOTO BBEICHUS
Muazonama. Eciam BMecTe ¢ KIapuTpOMUIIMHOM MPUMEHSIETCS] BHYTpUBEHHAs ¢hopMa MUa30j1ama,
clelyeT TIHIATeIbHO KOHTPOJIMPOBATH COCTOSIHUE MAIMEHTa JUIsI BO3MOXHOM KOPPEKIMU HO3BI.
BBenenune nekapcTBEHHOTO Iperapara 4yepe3 CIHU3UCTYI0 000JI0YKY MOJOCTH PTa, KOTOPOE NaeT
BO3MOXXHOCTh OOOWTH TMPECHCTEMHYIO SJTUMHUHAIMIO JIEKAPCTBEHHOT'O TMpemnapara, CKopee BCero,
MPUBEJET K B3aWMOJICHCTBUIO aHAJOTUYHOMY TOMY, KOTOPO€ HAOJIIOAAeTCs MPU BHYTPHUBEHHOM
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BBEJICHUU MH1a30j1amMa, a He NP NepopaIbHOM MTPUEME.

Takwue sxe Mepbl PEeOCTOPOKHOCTHU CIIEeyeT MPUMEHATh U K IpyruM OeH30ua3enuHaM, KOTOpbIe
Metabommsupytorest  m3opepmentom  CYP3A, Bxmouas Tpuazonam u - ajmpazosam.  Jis
OEH30/1Ma3eMMHOB, BBIBEJCHHE KOTOPbIX HE 3aBUCHUT OT u3odpepmenta CYP3A (temasemawm,
HUTpa3enaMm, Jiopa3enam), MaJOBEpOSTHO  KIMHUYECKH 3HAYUMOE  B3aUMOJCHCTBHE  C
KJIAPUTPOMUILIMHOM.

[Ipy COBMECTHOM NPUMEHEHUM KIAPUTPOMHUIMHA M TpHA30JlaMa BO3MOXKHO BO3JEHCTBUE Ha
neHTpainbHyto HepBHYIO cucteMy (ILIHC), Hanpumep, COHTUBOCTD U CITyTaHHOCTH CO3HaHUS. B cBsi3u
C OTUM, B CIIy4yae COBMECTHOI'O IIPUMEHEHHUsI, PEKOMEHAYETCsl CIAEAUTh 32 CUMIITOMAMU HapyLIECHUS
HC.

BzanmoieficTBHSA ¢ APYTHMH IIperapaTaMu

Konxuyun

Konxumun sBisercst cyoctpatom kak uzopepmenta CYP3A, tak u Oenka-nepeHocuuka P-gp.
W3BecTHO, 4TO KIAPUTPOMHIIMH U Ipyrue Makpoauasl nHruoupyoT uzopepment CYP3A u P-gp.
ITpu coBMecTHOM NpHeMe KJIApUTPOMUILIMHA U KOJIXUIIMHA HHTHOMpoBanue P-gp u/wim nzopepmenrta
CYP3A wMoxer TmpwBECTH K YCWICHHIO JCHCTBUS  KOJXHUIIMHA.  3apETUCTPHUPOBAHBI
MOCTPETUCTPALIMOHHbBIE COOOLIEHHUS O CIy4asX OTPaBJICHUS KOJIXUIIMHOM IPU €r0 OJHOBPEMEHHOM
npreMe C KIAPUTPOMHUIIMHOM, Yallle y MOKWIBIX MalieHToB. HeKOTOphle W3 ONMUCAHHBIX CIy4acB
IPOUCXOJMIIN C TAalMEHTaMH, CTPAJalolMMH IOYEYHOM HexocTarouHocThio. Kak cooOmianocs,
HEKOTOpbIE CIy4YaW 3aKaHUYMBAIMACH JIETAIBHBIM HCX0J0M. OJHOBpEMEHHOE NPUMEHEHHE
KJIAPUTPOMHIIMHA M KOJXHUIIMHA IIPOTHBOIMOKA3aHo (cM. pasnen 4.3).

Jlueoxcun

[Ipennonaraercsi, 4TO OUIOKCUH sBIsieTcs cyoctparom P-gp. M3BecTHO, YTO KIAPUTPOMUIIMH
uHrubupyer P-gp. Ilpu coBmMecTHOM mpuemMe KIapUTPOMHIMHA W IUTOKCHMHA HWHTHOMpPOBaHHE
P-gp  KIapUTPOMHUIIMHOM  MOXET  NPUBECTHM K  YCWIEHUIO  JIeHCTBHS  JAMIOKCHHA.
[TocTperncrpauiOHHBIE UCCIENOBAHMS II0OKAa3alM, 4YTO COBMECTHBIM IPHEM JUIOKCHHA W
KJIIApUTPOMUILIMHA TAaKXE MOXET IPUBECTH K IOBBILIEHUIO CBHIBOPOTOYHOM KOHILICHTPALUU
JUTOKCHUHA. Y HEKOTOPHIX NANUEHTOB OTMEYAJINCh KIMHUYECKHE CHMITOMBI OTpPABIICHMS
JUTOKCUHOM, BKIJIIOYas IIOTEHLUUAIbHO J€TalbHble apuTMuHM. IIpu coBMecTHOM mpueme
KJIApUTPOMMIIMHA U TUTOKCHHA CIIEIYEeT THIATEIBHO KOHTPOJIUPOBATh KOHIIEHTPALUIO JUTOKCUHA B
CBIBOPOTKE.

3uoosyoun

OnHOBpeMEHHBIH npueM TabIeTOK KIApUTPOMHUIIMHA U 3UJI0BYIMHA MepopasibHO B3pociasiMu BUY-
MH(QULIMPOBAHHBIMM TAIMEHTaAMHU MOXET IPUBECTH K CHUIKEHHIO PaBHOBECHON KOHLEHTpaluu
3UJI0OBYIMHA.

[TockoNMbKYy KIapUTPOMHUIIMH BJIMSET Ha BCACHIBAHWE 3WIOBYIMHA TPU IEPOPATHLHOM IPHEME,
B3aMMOJICHCTBUS MOXXHO B 3HAYMTEIbHOM CTeleHH H30ekaTh, NMPUHMMAs KIAPUTPOMHIMH U
3UJIOBYJIMH C UHTEPBAJIOM B 4 yaca.

[TonoGHOro B3ammozelcTBus He HaOmonanu y BUY-uHbuIMpoBaHHBIX AeTed, MPUHUMABIINX
JETCKYIO0 CYCIIEH3UIO KIAPUTPOMHUILMHA C 3WJIOBYAMHOM WIM AWAEC30KCUUHO3MHOM. [locKoibKy
KJIApUTPOMMULIH MOKET IIPETSATCTBOBATH BCACBIBAHUIO 3UI0BYIMHA IIPU UX OTHOBPEMEHHOM IIPUEME
BHYTPB Y B3pOCJIbIX NAIIUEHTOB, MOJ00OHOE B3aUMOIEUCTBHE BPS/I JTM BOZMOYKHO IPHU UCIIOJIb30BAHUN
KJIApUTPOMMUIIHA BHYTPUBEHHO.

Denumoun u edjlbnpoesast Kucioma

HmeroTcs naHHBIE O B3auMojeicTBusx HHruoutopoB wuzopepmenta CYP3A  (Bkirouas
KJIAPUTPOMMIIMH) C MpernapaTamMH, KOTOpble HE MeTa0OJM3HPYIOTCS C TMOMOIIbI0 H30(pepMeHTa
CYP3A (penuTonHOM M BaJbIPOEBOW KHUCIOTOM). [lJisi NaHHBIX MpenapaToB, MPU COBMECTHOM
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(CMEPTHOMY OTYETY

KOHIIEHTPAIIUH, TaK KaK UMEIOTCSI COOOIIEHUS 00 MX MOBBIIICHHUH.

JIByHanpaBiaeHHOE B3aMMOJICHCTBHUE JICKAPCTB

Tuopoxcuxnopoxun u x10poxun

Jlanuble  HaAOMIOJEHUN  MOKa3ajM, YTO COBMECTHOE TMPHUMEHEHHUE  a3UTPOMHUILIMHA C
TUAPOKCUXJIOPOXMHOM y TAIMEHTOB C PEBMATOUIHBIM aPTPUTOM CBSA3aHO C MOBBIIICHHBIM PUCKOM
CepICYHO-COCYIUCTBIX COOBITUN M CEPIECYHO-COCYAUCTON cMepTHOCTH. KnmaputpoMuuuH cremnyer
HCIIOJIb30BaTh C OCTOPOXHOCTHIO y MAIMEHTOB, MOJYYAIOMIMX A3TH IpernapaThbl, KOTOpHIE, Kak
W3BECTHO, YUTHHSIOT nHTepBai QT, n3-3a BO3MOXKHOCTH Pa3BUTHSI CEPICUHON apUTMHUU U CEPbE3HbBIX
HEXeJaTelIbHBIX CEPJIEYHO-COCYAUCTHIX SIBICHUN.

Ama3zanasup

KnaputpoMunnH 1 atrazaHaBUp SIBIISIIOTCS KaK CyOCTpaTamu, Tak M MHTHOMTOpaMH U30(epMeHTa
CYP3A. CymecTByeT CBHAETEIbCTBO JIBYHANPABICHHOTO B3aMMOJICHCTBHS OSTHUX IPENapaToB.
CoBmecTtHOe npuMeHeHue kiaputpomunaa (500 mr 2 pasa B neHb) u atazanasupa (400 mr 1 pa3 B
JI€Hb) MOXET HPHUBECTH K JIBYKPaTHOMY YBEJIWYEHHUIO BO3JEHCTBUS KIAPUTPOMHULMHA U
yMeHblIeHnto Bo3aencTBus 14-OH-knapurpomunmaa Ha 70 %, ¢ yBennuenunem AUC aTa3zaHaBupa
Ha 28 %. bnaronaps mupokoMy TepaneBTHYeCKOMY AMANa30Hy KIapUTPOMULIMHA YMEHbILIEHHE €r0
70361 Y TAalMEHTOB C HOPMAIbHON (pyHKIMEH moyek He TpeOyeTcs. Y MalueHTOB C YMEPEHHOH
noyeuyHort HemocraroyHocThio (KK 30-60 Ma/MuH) 103a  KIapUTPOMHUIIMHA JIOJDKHA  OBITH
ymenbiieHa Ha 50 %. Y manuenToB ¢ KK menee 30 Mir/MuH 103y KIIapUTPOMUIIMHA CIIEAYET CHU3HTD
Ha 75 %, uCHonb3ys A 3TOTO COOTBETCTBYIOILYHO JIEKAPCTBEHHYIO (DOpPMY KIApUTPOMHUIMHA.
Knapurpomunya B no3ax, npesblmaromux 1000 Mr B CyTKH, HENb3sl NPUMEHSITh COBMECTHO C
MHTUOMTOpaMHU IIpOTEas.

BJZOKamopbl «MEOJIEHHBIXY KaJlbyuesvlx Kanaios

[Tpu OHOBPEMEHHOM MPUMEHEHUH KIIAPUTPOMHIIMHA M OJIOKATOPOB «MEUICHHBIX» KAJIbIIUEBBIX
KaHaJoB, KOTOpble Metabonusupyores uzopepmearom CYP3A4 (Hampumep, Bepamamu,
aMJIOJIMIHH, AWITHA3eM), CIEAYyeT COON0aTh OCTOPOKHOCTH, IMOCKOIBKY CYIIECTBYET PHCK
BO3HHKHOBEHHUS apTePHAITLHON THITOTeH3UH. [[1a3MeHHbIe KOHIICHTPAITUHU KIIAPUTPOMHUIIHHA, TAKKE,
KaK 1 OJIOKaTOPOB «MEIJIEHHBIX» KaJTbI[UEBBIX KAHAIOB, MOT'YT MOBBIIIATHCS MIPH OJHOBPEMEHHOM
MPUMECHCHUN. ApTepuaibHas THIIOTCH3US, OpaguapuTMUs H JIAKTOAIMJI03 BO3MOXHBI TPH
OJTHOBPEMEHHOM TMpreMe KIapUTPOMUIIMHA U BepanamMuia.

Umparonason

KnapuTpoMHuIIMH ¥ UTpaKoOHA30J1 ABJISAIOTCA cyOcTparaMu U mHruouropamu uzopepmenta CYP3A,
4TO OMNpeAessieT JBYHANpaBIIEHHOE B3aMMOJCHCTBHE TpenapaToB. KIapUTpOMUIIMH MOXKET
MOBBICUTH KOHIIEHTPAIIMIO UTPAKOHA30J1a B IUIa3Me, B TO BPEMsl KaK UTPAKOHA30JI MOXKET IOBBICUTh
TUTa3MEHHYI0 KOHIICHTPALMIO KIapUTpOMHIKHA. [lalMeHToB, OJHOBPEMEHHO MPUHHMAIOIIIX
UTPAaKOHA30J M KJIAPUTPOMUIMH, CJEIyeT TIIATeJbHO OO0Ciea0BaTh Ha HAJMYUEe CHUMIITOMOB
YCHUJICHHS WJIH YBEITMUEHUS [UTUTEIBHOCTH (papMaKoJIOTHIeCKuX d((HEKTOB ITUX MPETapaToB.

Caxeunasup

KnaputpoMunnH u cakBUHaBHp SIBISIOTCS cyOcTpatamu ¥ mHTHOMTOpamu m3opepmenta CYP3A,
YTO OIpeeNseT IABYHANpPaBICHHOE B3aMMOJAEWCTBUE mpenapaToB. OAHOBpEeMEHHOE NMpPHUMEHEHHE
knaputpomunuHa (500 Mr 2 pasa B JIeHb) M CakBHHaBHpa (B MSATKHX JKEITaTHHOBBIX Karcylax,
1200 mr 3 pa3a B neHb) y 12 31mopoBbix 100poBosbieB Bb3biBajio yBenuueHHe AUC u Cmax
cakBuHaBupa Ha 177 % u 187 % COOTBETCTBEHHO, B CPaBHEHHWU C NPHUEMOM CaKBHUHaBUpa B
otaenbHOCTH. 3HaYeHU AUC 1 Cmax KITapUTPOMUIIMHA ObUTH TpuOIM3uTeNnsHO Ha 40 % BhIlIE, yeM
MIPU MOHOTEPANTUU KIAPUTPOMHUIIMHOM. [Ipyn cOBMECTHOM NPUMEHEHHWH 3THX JBYX IpenapaToB B
TE€YEHUE OTPAHMUYEHHOTO0 BPEMEHHM B J103aX/COCTaBaX, YKa3aHHBIX BBIIIE, KOPPEKIHs I03bI HE
TpeOyercs. Pe3ynbraTel WCCIIEIOBaHUS JIEKAPCTBEHHBIX B3aUMOJICHCTBUI C HCIIOIB30BAaHHEM
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CakKBHHaBHpa B MATKUX JKCIATHHOBBIX KallCyjax MOFVT HC

HaO0II0AaeMBbIM TIPU MIPUMEHEHUH CaKBHHABHpA B TBEPABIX >KEIATHHOBBIX Kancynax. PeBy.IIBTaTBI
UCCJIEJOBAaHMs JIEKAPCTBEHHBIX B3aMMOJICHCTBUA NpPU MOHOTEpANuy CAKBUHABHPOM MOTYT HE
COOTBETCTBOBATh 3(deKTam, HAOIOZAeMBbIM IpPH TEpaluu CaKBUHApUHOM/pUTOHAaBHUpOM. llpm
IpueMe CakBHHAaBHUpPAa COBMECTHO C PHUTOHABHPOM CJEYyeT YYUTHIBATh MOTCHIMAIBHOE BIIUSHHE
PUTOHABHpA HA KIAPUTPOMHUIIVH.

4.6. ®epTUIBLHOCTH, 0EPEMEHHOCTD U JIAKTALMS

bepemeHHOCTD

be3onacHOCTh mNpHUMEHEHHs] KIAPUTPOMHIMHA BO BpeMs OEpPEMEHHOCTH HE YCTaHOBJICHA.
OCHOBBIBasCh Ha Pa3JIMYHBIX PE3yJibTaTax, INOJIYUYCHHBIX B UCCICAOBAHUAX HA )KUBOTHLBIX, a4 TAKIKC
Ha OIIBITE IPUMEHEHUS y JIFOJICH, HEelb3s1 UCKIFOYUTh BO3MOXKHOCT HEOJIArOMPUSTHOTO BO3ICHCTBHS
Ha sMOpuoderanbHoe pa3BuTHE. Hekoropeie HaOIIOAATENbHBIE HCCIEAOBAHMS, OLIEHUBAIOIINE
Bo3eiicTBUe KinapurpomunuHa B | u |l TpumecTpax OepeMEeHHOCTH, BBISIBUIN ITOBBIMICHHBIH PUCK
CaMOIIPOM3BOJIBHOTO abopTa [0 CPaBHEHHIO C OTCYTCTBUEM aHTHOMOTHKOTEPAIUH WIH
OPUMEHEHUEM JpPYruX AaHTHOMOTMKOB B aHAIOTHYHbIE CPOKH OepeMeHHOCcTH. HMeromuecs
AMUJCMUOJIOTUYECKUE HCCICIOBAHUS PHCKA CEPhE3HBIX BPOXKIACHHBIX IOPOKOB PA3BHUTHS IPU
OPUMEHEHUH MaKpOJHJOB, BKIIFOYAs KIAPUTPOMHIIUH, BO BpeMsi OEPEMEHHOCTH IEMOHCTPUPYIOT
[IPOTUBOPEUYUBBIE PE3YJIbTATHI.

[IpumeneHne KIapUTPOMHUIIMHA PU OepeMeHHOCTH (0COOeHHO B | TpuMecTpe) BOZMOXKHO TOJBKO B
cilydae, KOTJa OTCYTCTBYET allbTepHATHMBHAs Tepalus, a MOTCHIMAJbHAs IOJb3a ISl MaTepu
MPEBBIIIAET MOTCHIIMATBHBIA PUCK AJIS TUIOAA.

JlakTarms

bbu10 ycTaHOBIEHO, YTO peOEHOK, HAXOAMBIIUIICS Ha IPYIHOM BCKapMJIMBAaHUU, MOXKET MOIYYUTh
okoso 1,7 % oT MaTepUHCKON J03bl KJIAPUTPOMHUIIMHA, C MONPABKOM Ha Maccy Teja MaTep.
bezonacHOCTh NpPUMEHEHHs KIAPUTPOMHUIMHA Ui JeTeid Ha TpYAHOM BCKApMIIMBAHUU HE
ycraHoBjeHa. [Ipu HeoOxoauMocTH mpuema B EpHO] TPy IHOT0 BCKapMIIMBaHUSI KOPMIICHUE TPY/IbIO
HE00XO0AUMO MPEKPATHUTb.

DepTIbHOCTD

HCCJ’ICI[OBB.HI/IH, IMPOBCACHHLIC Ha KPbICAX, ITOKa3aJIn OTCYTCTBUC BJIUAHUSA HA (bepTHHBHOCTB.

4.7. BiusiHMe Ha CHOCOOHOCTH YHOpaBJjsAaTb TPAHCHOPTHBIMU CpEACTBAMU H paﬁoTaTb C
MEXaHM3MaMu

I[aHHBIG OTHOCHUTCIIbHO BJIUAHUA KIIAPUTPOMHUIIMHA HA CIIOCOOHOCTH K YIIpaBJICHUIO aBTOMOOMJIEM U
MCXaHU3MaMH OTCYTCTBYIOT.

Crnenyet co01101aTh OCTOPOKHOCTD MPH YIIPABICHUH TPAHCIIOPTHBIMU CPEICTBAMHU U MEXaHU3MaMHU,
YUUTBIBasi MOTEHLUAIbHYIO BO3MOYKHOCTH T'OJIOBOKPYXXEHHS, BEPTUIO, CIIyTAHHOCTH CO3HAHUS U
JI€30pUEHTAIH, KOTOPbIE MOTYT BO3HUKHYThH ITPU IPUMEHEHUH JAHHOTO IperapaTa.

4.8. Hexkes1aTeibHbIe peaKkuM

Tabnuynoe pE3FOME HEXKENATSIbHBIX PeaKIIHi

HexenarenbHble peakluy, 3aperuCTPHPOBAaHHBIE B XOJ€ KIMHUYECKMX WCCICIOBaHHA M B
MOCTPETUCTPALIMOHHOM OIIBITE MPUMEHEHHS, IPEICTABICHBI B COOTBETCTBHH C MEPEYHEM CHCTEMHO-
OpraHHBIX KJIACCOB B TOCIEIOBATEIFHOCTH MEIUIIMHCKOTO CIIOBApsl TEPMUHOB ISl PETYJISTOPHON
nestensHocTH (MedDRA) HacToTa BOZHMKHOBEHUS ONPEILIISIIACH B COOTBETCTBUH CO CIICIYIOIIUMHE
KaTerOpHsAMHU:

12



COOTBETCTBYET ZKCNEPTHOMY OTUETY
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(NOCNEQCBATENEHOCTE 0010)

oueHb yacto (> 1/10);

gacto (> 1/100, Ho < 1/10);
Hedacto (> 1/1000, vo < 1/100);
penxo (> 1/10000, vo < 1/1000);
oueHb peako (< 1/10000);

qacToTa HCM3BCCTHA (Ha OCHOBAHWHU UMCHOIIUXCS JAaHHBIX OUCHUTDH HGBO3MO)KHO).

CucremHo-
.« YacroTa HesxkenareabHble peakuuu
OPraHHbIN KJacc
WNudexnnn u naBazuu | Hewacto L[emnonml, KaHAU03, FaCTpOBHTepI/ITZ,
BTOPHYHBIC HHOEKIUI® (B TOM YHCIIE
BarvHaJIbHbIC)
Yacrota [IceBnoMeMOpaHO3HBIN KOJIHT, pOXkKa
HEU3BECTHA
Hapymenus co Yacro Coinp
CTOPOHBI UMMYHHOM
cncI;eMH i Heuacto AHaduIaKTONTHAS PEaKIHs
TUIEPUYBCTBUTENLHOCTD, 1€PMATUT OYyJIIe3HbIitL,
3yJ1, KpaIMBHAUIA, MAKyJIONAITyIe3Has ChITh
Yacrorta AnadunaktTudeckas peakius,
HEU3BECTHA AQHTMOHEBPOTUYECKHUM OTEK, CEPHE3HBIC KOKHBIC
HeXelaTeNbHbIE peakluy (HampuMep, OCTPHIiA
reHEpaAIM30BaHHBIN 9K3aHTEMATO3HBIN MYCTYJIE3),
cunapoM CTtuBeHca — J[>KOHCOHA, TOKCUYECKHI
SMUEPMATBHBIN HEKPOJIU3, JIEKAPCTBEHHAS ChHITTb
C 203MHOPUIMEH M CHCTEMHOM CUMIITOMATHKOM
(DRESS-cunmpom)
Hapymienus Heuacto AHOpeKcHUsl, CHUKEHHE allleTuTa
MeTaboy3Ma u
MUTaHUS
[Tcuxuueckue Yacro becconnuna
Ha eHUs v
Py Heuacto BecnoKkoicTBO, MOBBINIEHHAS BO30YIMMOCTE®
Yacrora [IcuxoTnueckue paccTpoicTBa, CIyTAHHOCTD
HEW3BECTHA CO3HaHUs, JIETIEPCOHANIU3AIIHS, ICTIPECCHUS,
J€30pUEHTALMs, TAJUTFOMHALIMN, HApYIIEHUs
CHOBHJIEHUH («KOIIMapHBIE» CHOBUJICHUS),
MapecTe3nsi, MaHHs
Hapymenus co Yacro lNonoBHas 6011k, qUCTEB3US
CTOPOHBI HEPBHOM
p p Heuacto [oTeps coszHanus!, muckunesus’,
CUCTEMBI
TOJIOBOKPYKEHHE, COHIIMBOCTH, TPEMOP
Yactora Cynoporu, areB3us (TIOTepsi BKYCOBBIX
HEU3BECTHA OIIYIICHUH ), TAPOCMUSI, AaHOCMHUS
Hapymenus co Heuacto Bepruro, Hapyiienue ciryxa, 3B0H B yIIax
CTOPOHBI OpTaHa
p P Yacrora I'myxora
cllyxa U JJaOupHuHTa
HEU3BECTHA
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OcTaHOBKa cepiaL - huOprIEIM 1PeACe DA, |~

COOTBETCTBYET ZKCNEPTHOMY OTUETY

Hapymenus co Heuacro
CTOPOHBI cep/ia yaHenue uHTepBana QT Ha
3JIEKTPOKAPANOTPAMME, IKCTPACHCTONHSAL,
OLIyIIIEHUE cepALieOneHus
Yactora KenynoukoBasi TaxuKapusi, B TOM YHCIIE TUIIA
HEWU3BECTHA «IUPYITY», GUOPHIUIALMS KETYIOUYKOB
Hapymenus co Yacro Bazounaramus’
CTOPOHBI COCYJIOB
p ya Yacrota KpoBoteuenue
HEU3BECTHA
Hapymenus co Heuacto AcrtMal, HocoBoe KpoBOTEUEHHE?,
CTOPOHBI TPOMO0IMOOIHS JIETOUHOH apTepHu’
NBIXaTeIbHON
CUCTEMBI, OPTaHOB
TPYJIHOU KJIETKH U
CpPENOCTEHUS
Hapymenus co Yacro Huapesi, ppoTa, TUCHENCHS, TOIIHOTA, O0JIb B
CTOPOHBI JKETyI0YHO- 00J1acTH KUBOTA
KHILIEYHOTO TPAaKTa
p Heuacto D30¢arut!, ractposzodareansuas peduroKCHas
6OJIe3HB?, TACTPHT, IPOKTANITHAZ, CTOMATHT,
[JIOCCUT, B3yTHE )KMBOTA, 3a110p, CYyXOCTh BO PTY,
OTPBDKKA, METEOPU3M, XO0JIECTa3, TeNaTuT B T. Y.
XOJIECTATUYECKUH UM IeNaToeLI0IApHbIi*
Yacrora OcTpblii MAaHKPEATUT, U3MEHEHUE LIBETA A3bIKA U
HEU3BECTHA 3y0OB, NIEYCHOYHASI HEJIOCTATOYHOCTb,
X0JIECTaTUYECKAS JKENTyXa
Hapymenus co Yacro HHTEeHCHBHOE OTOOTAETIEHUE
CTOPOHBI KOXKH U
p . Yacrora AKHe
MTOJKOHBIX TKaHEH
HEW3BECTHA
Hapymenus co Heuacro MBEIIIeuHbIi cra3M°, KOCTHO-MBIIIEYHAS
CTOPOHBI MBIIIIEYHOM, CKOBAaHHOCTB', MHAJIT US>
KOCTHOM U
. YacrtoTa Pa6moMuomn3?*, MUOIaTHs
COCJIMHUTEIIbHON
HEW3BECTHA
TKaHU
Hapymenus co Yacrota [Toueunas HEAOCTATOUHOCTh, HHTEPCTULIHATBHBII
CTOPOHBI MOYEK U HEU3BECTHA HepuT
MOYEBBIBOISIIINX
yTei

OO61ue HapylieHus u
peakiuu B MecTe
BBEJICHUS

OueHp 4acTo

®1e6UT B MECTE MHBEKITHH

Yacro BoJb B MECTe HHBEKIMH', BOCIIATICHUE B MECTE
HMHBEKIIIH
Heuacro Henomoranue?, FI/IHepTepMI/IHS, acTeHus, 00JIb B

rpyaHoit kineTke?, 03106, yromnseMocTh
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COOTEBETCTEYET 3KI(
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JlaGoparopHsbie 1 Yacro OrkoHdHKe B EUCHOUHON PO
HUHCTPYMCHTAJIbHBIC T
AHHLIC Heuacro [ToBbllIeHHE KOHIICHTPAIIMN KPEATHHHUHA",
JaHHBI 1

MOBBIIICHUE KOHIICHTPAIIMA MOYCBHHEI",
M3MEHEHHE OTHOIICHHUS albOyMUH/TI00Y I,

neiikonenus, HelTponenus®, 303uHOpUIU®,

TPOMOOIUTEMHS", IOBBIIEHHE AKTHBHOCTH
anannHamuHoTpanchepassl (AJIT),
acnaptaramuHoTpanchepassl (ACT),

rammarnytammitpancdepassl (IT'T)*, menounoit

docdarassr?, makrarneruaporenasst (JIII)*
Yacrora ATpaHynonuTo3, TPOMOOIUTONICHHSI, YBEITHYCHHE
HEHU3BECTHA 3HaueHnss MHO, yniimHeHne mpoTpoMOMHOBOTO

BPEMEHH, U3MEHECHHE 1[BETA MOYH, ITOBBIIICHUE
KOHIICHTpalluu OMIMpyOrHa B KPOBHU

* B HEKOTOPBIX COOOLICHHUAX O PAOIOMHUONU3E KIAPUTPOMULINH NPUHUMAJICS COBMECTHO C JPYIUMH JIEKApCTBEHHBIMU
CpeICTBaMH, C IPHEMOM KOTOPBIX, KaK U3BECTHO, CBS3aHO Pa3BHTHE PabJOMHOIIN3a (CTATHHBI, (GHOPATHI, KOJIXHUIMH WA
AJUTOITypUHOI).

1 CoobieHust 0 JMaHHBIX HEXKENATEJIbHBIX PEaKIMAX ObLIH MOMY4EHBI TOJLKO MPH NPUMEHEHHU KJIAPMTPOMHUIMHA B
nekapcTBeHHO# hopme (JID) muodunuzar Ak IPUTrOTOBICHHS PACTBOPA s HH(Y3HIA.

2 CooOIIEHHs 0 TaHHBIX HEXENATENbHBIX PEaKIUAX ObLIM MOTy4eHbl TOIBKO IIPY IPUMEHEHMH KIapUTpoMHULHa B JID
TaOJIETKH C MPOJIOHTMPOBAHHBIM BHICBOOOKAEHHEM, OKPHITHIEC INIEHOYHON 000JI0YKOH.

3 Coo0leHHs 0 NaHHBIX HEXENATENbHBIX PEaKIUAX ObLIM MOTy4eHbl TOIBKO IIPY IPUMEHEHMH KIapUTpoMHULMHa B JID
IPaHyJIbl 1Sl IPUTOTOBJICHUS CYCIIEH3UM JUIs IPUEMa BHYTDb.

4 COO6H.[€HI/I$[ O JaHHBIX HCIKCJIATCIbHBIX PCAKIUAX ObLIN TOJIYYUCHBI TOJIBKO IMPU NPUMCHCHUU KJIApUTPOMHUIINHA B JID
Ta6HeTKI/I, TOKPBITHIC IJICHOYHOM 000JI0YKOM.

Onucanue OTACIBHBIX HCXKCIATCIIbHBIX DeaKHI/Iﬁ

HauueHmbz ¢ N00AsIeHHbIM UMMYHUMENTOM

V¥ nauuentoB co CIINJ u npyrumu uMMyHOAePUIUTaAMH, TOTYyYAIOUINX KJIAPUTPOMULIMH B OoJiee
BBICOKUX /103aX B T€UEHHE JUIMTEIBHOTO BPEMEHH IS JICUCHHs] MUKOOAKTepUAIbHBIX MH(EKIHH,
4acTo TPYAHO OTJIMYUTH HEXeJaTenbHble 3pQeKTrl npenapara o cumnroMoB BUYU-undexuun nim
COITYTCTBYIOLIETO 3a00JI€BaHUS.

Haubonee yacTbiMu HeenaTeabHbIMU SIBJCHUSIMH y MAllMEHTOB, NPUHUMABIIUX CYTOYHYIO J03Y
KJIapuTpoMHLIMHa, paBHyto 1000 mr, ObUIM: TOLIHOTA, PBOTA, U3BpAllleHHE BKyca, O0Ib B 00JacTu
KUBOTA, Auapes, Cblllb, METEOPU3M, TOJOBHasg O00Jb, 3alop, HapyIIEHHE CyXa, IOBBIIICHUE
aktuBHOCTH ACT u AJIT B kpoBu. Takke oTMeUaICh Cliydyan HeKeJIaTeNIbHBIX SBJICHUN ¢ HU3KOH
4acTOTOW BO3ZHUKHOBEHHS, TAKUE KaK OJBIIIKA, OECCOHHULIA U CYXOCTh BO PTY.

VY NanueHToB C MOJABIEHHBIM MMMYHUTETOM MPOBOJMIIMA OLEHKY J1aOOpaTOPHBIX MOKa3aTeleH,
aHAJIM3HUPYsl UX 3HAUMUTENIbHBIE OTKJIOHEHHS OT HOPMBI (pe3Koe MOBBILIEHHE WM CHUXkeHHue). Ha
OCHOBAaHUU JAHHOTO KpUTepHs y 2—3 % MalMeHTOB, NMOJyYaBIIMX KIApUTPOMULIUH B j103e 1000 mr
eXKeTHEBHO, OBIJIIO 3apPETUCTPUPOBAHO 3HAYNTENbHOE TToBBIIeHHEe akTUBHOCTH ACT n AJIT B kpoBH,
a TaKKe CHIDKEHUE YMCIa JEUKOLUTOB U TPOMOOIMTOB. Y HEOOJIBLIOrO YKCa MAallMEHTOB TaKXkKe
ObLIO 3apPErUCTPUPOBAHO MOBBIIIEHHE KOHLEHTPALUN OCTATOYHOTO 230Ta MOYEBUHBI.

CTH

[Ipenmonaraercs, 4To 4acToTa, TUI U TSHKECTh HEXKETATENbHBIX PEeaKIMi y JeTei Takas ke, Kak y
B3POCJIBIX.

Co00111eHrE 0 TT003PEBAEMBIX HEXKEIATEIBHBIX PEAKIINIX

Baxno COO6IJ_IaTL 0 TOAO3PCBACMBIX  HCKCIATCIBbHBIX  PCAKIUAX TOCJIC PCrucTpanuu
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JICKapCTBCHHOT'O TIperapara ¢ Leidblo O0eCreueHUs Henpepﬁﬂi;'é;;l %;E'F%EE%HJOIOJ@I}I‘EQH/IIISI

COOTBETCTBYET ZKCNEPTHOMY OTUETY

«T0JIb3a — PUCK»  JICKApPCTBEHHOTO IMpernapara. MeIuIuHCKUM —paOOTHUKaM PEKOMEHIYeTCs
coo01IATh O JIOOBIX M10103PEBAEMBIX HEKEJIATEIIbHBIX PEAKIMAX JEKAPCTBEHHOrO IpenapaTa yepes
HAIlMOHAJIBHBIE CHUCTEMbI COOOIIECHUS O HEXENaTeIbHBIX peakIUsX TroCylapCTB — WICHOB
EBpa3uiickoro 3KOHOMHYECKOT0 COH3a.

Poccuiickas @edepayus

@enepanbHas ciryx0a 1o Haa30py B cepe 31paBoOXpaHeHUs

Anpec: 109012, r. MockBa, CnaBsiHCKas II0IIaab, 1. 4, cTp. 1
Tenedon: +7 800 550 99 03

DnektponHas moura: pharm@roszdravnadzor.gov.ru

i npr@roszdravnadzor.gov.ru

CaiiT B nH(pOPMAIIMOHHO-TEIEKOMMYHUKAITMOHHON ceTn «HTepHeT»:
https://www.roszdravnadzor.gov.ru

4.9. llepeno3upoBka

CHUMIITOMBI

[Tpuem OoONBIION O3B KIAPUTPOMHUIIMHA MOXKET BBI3BATh CHMIITOMBI HApyIIEHHH CO CTOPOHBI
KEJITYJOYHO-KHILIEYHOI O TPAKTA.

VY oaHOro nanueHTa ¢ OUIoJIIPHBIM PacCTPONCTBOM B aHaMHE3€ MOCJE IpUeMa 8 T KIIapUTPOMUIIMHA
OIMCAaHbl M3MEHEHHs] NCUXUYECKOrO0 COCTOSHUS, MapaHOUJAIbHOE MOBEACHUE, TMIIOKAIUEMUsS U
TUIIOKCEMHMSL.

Jleuenue

[Ipu nepeno3upoBke ciieyeT yIaluTh HeaOCOPOUPOBaHHBIN Ipenapar U3 KelyA0UHO-KUILIEYHOIO
TpakTa (NpOMBIBAaHUE JKENMyJIKa, MpPHEM AaKTUBUPOBAHHOTO YIIsi W Jp.) U TPOBECTH
CUMIITOMaTHYECKYI0 Tepanuio. lemonuanu3 | MEepUTOHEATbHBIM JMAIU3 HE OKa3bIBalOT
CYLIECTBEHHOI'O BIUSHUSA HAa KOHLEHTPALNIO KIIADUTPOMUIIMHA B CBIBOPOTKE, YTO XAPAKTEPHO U IS
JPYTUX IpenapaToB IPYyNIbl MaKpPOIUI0B.

5. PAPMAKOJIOTMYECKHUE CBOMCTBA

5.1. ®apmakoaMHaMHYecKHe CBOlicTBa

CDapMaKOTepaHeBTI/I‘-ICCKaH rpyimia: aHTI/I6aKTepI/IaHBHBIe cpeacrea CHUCTEMHOI'O HeﬁCTBHH;
MaKpOJU/Jbl, THHKO3aMHWHBI U CTPCITOrPAMHUHBI; MAKPOJIHUIBI.

Kon ATX: JO1FAO09.

MexauusMm JIercTBus U hapMakoarnHaMmudeckue YOO EKThI

KnaputpoMuIvH sIBISIETCS MOTYCUHTETHUECKUM aHTUOMOTUKOM TPYIIBI MAKPOIHUIOB U OKa3bIBAET
aHTHOaKTEepUaIbHOE JIeUCTBHE, B3auMOIeHCTBYs ¢ S0S prubocomMalibHON CyObeTMHUIICH W TIOIaBIIsIs
CUHTe3 Oenka OakTepuil, YyBCTBUTEILHBIX K HEMY.

KnaputpoMuninH MpoAeMOHCTPUPOBAT BBICOKYIO aKTHBHOCTH IN VIIF0O B OTHOIIEHHH Kak
CTaHJIAPTHBIX JAOOPATOPHBIX IITAMMOB OaKTEpUil, TaK M BBIJCICHHBIX y TAIMEHTOB B XOJe
KIIMHAYECKOW TPaKTUKH. [IposiBIsSET BBICOKYIO aKTHBHOCTH B OTHOIIEHUH MHOTHX a’pOOHBIX U
aHad’pPOOHBIX TPAMIIONIOKHUTEIBHBIX W TPAMOTPHIIATEIBLHBIX MHUKPOOPTaHU3MOB. MUHUMAaNbHbBIE
noaasssttonue kKonnentpanuu (MIIK) kmaputpomuiiHa i1t 00JBITMHCTBA BO30OYIUTENCH MEHBIIIE,
gem MIIK sputpomuiaa B cpeineM Ha ofHo log2 pa3BeneHue.
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Knaputpomunua in Vitr0 BBICOKOAKTHBEH B OTHOINCHHUH Lé&on%ﬂé%néﬂ?n—ozpﬁha M\;-Cf)plasmé

pneumoniae. Oxka3biBaeT OakTepuituaHoe neiictBue B oTHouieHuu Helicobacter pylori, mannas
AKTHBHOCTH KJIAPUTPOMHUIIMHA BBIIIIE TPU HEUTpaibHOM pH, Y4eM mpH KHCIIOM.

Kpome Ttoro, mannbie in VItro u in ViVvO yka3blBalOT Ha TO, YTO KIAPUTPOMHIIMH JEHCTBYET Ha
KJIMHUYECKU 3HAUMMBbIe BHIbI MUKOOakTepuid. Enterobacteriaceae u Pseudomonas spp., Tak e, Kak
U JIpyrue, He (EepMEHTHPYIOIIUE JIAKTO3Y IPaMOTpPUIATEIbHbIC OAKTEPUU, HE YyBCTBHTEIBHBI K
KJIapUTPOMHUILIUHY.

AKTHBHOCTh KJIAQpUTPOMHIIMHA B OTHOLICHWU OOJIBIIMHCTBA INITAMMOB IE€PEUYHCICHHBIX HIKE
MHKPOOPTraHU3MOB JIOKa3aHa Kak IN Vitro, Tak W B KIMHUYECKON MpaKTHKE MpU 3a00JeBaHMUSIX,
IIEPEYUCIICHHBIX B pa3zaene 4.1.

AspobHBIC TIpaMITOJIOKUTENbHBIE MHUKpoopranm3mel:  Staphylococcus aureus, Streptococcus
pneumoniae, Streptococcus pyogenes, Listeria monocytogenes.

AspoOHbIe TpaMoTpHIlaTeibHbic MuKpoopranusmel: Haemophilus influenzae, Haemophilus
parainfluenzae, Moraxella catarrhalis, Neisseria gonorrhoeae, Legionella pneumophila.

Jpyrue mukpoopranu3mbl: Mycoplasma pneumoniae, Chlamydia pneumoniae (TWAR).

Muxkobaktepuun: Mycobacterium leprae, Mycobacterium kansasii, Mycobacterium chelonae,
Mycobacterium fortuitum, Mycobacterium avium complex (MAC) — KOMIUIEKC, BKJIFOYArOLIHiA
Mycobacterium avium, Mycobacterium intracellulare.

HpOI[YKI_II/IH OeTa-TakTamMasbl HE OKa3bIBaeT BIHMSHHSI Ha AaKTUBHOCTD KJIapUTPpOMHUIMHA.
BoabmMHCTBO MmMITaMMOB CTa(i)I/IJIOKOKKOB, PE3UCTCHTHBIX K MCTHULIUWUIMHY H OKCAaUWJUIMHY,
o6naz[a10T YCTOP'IQHBOCTBIO U K KIIapUTPOMUIIHUHY.

Helicobacter pylori

YyscrBuTeabHOCTH H. pylori k KmapuTpoMuIMHy u3yvaiachk Ha uzonsatax H. pylori, BeieieHHbIX OT
104 manMeHToB 10 HaYaJla Tepanuu rnpenapaTtom. Y 4 mainueHToB ObUTH BbIICJIEHBI PE3UCTEHTHHIE K
KJIapUTPOMHUIIKHY mTaMMbl H. pylori, y 2 — mrraMMbl ¢ yMEpEHHON pe3UCTEHTHOCTBIO, Y OCTAIbHBIX
98 mareHToB M30ATH H. pylOri ObUTH YyBCTBUTENBHBI K KIIAPUTPOMHUIIUHY.

Knaputpomuiins oka3siBaeT AeHcTBHE iN Vitr0 1 B OTHOIICHUH OOJBIIMHCTBA [ITAMMOB CIICAYFOILIHMX
MHUKpPOOPTraHU3MOB (OJHAaKO 0e30MacHOCTh U IPPEKTUBHOCTh HCIIOJIb30BaHUS KIApPUTPOMUIIMHA B
KIIMHUYECKOW TPAaKTUKE HE MOATBEPXKIECHA KIMHWUYECKHMH HCCIEAOBAHUSAMU, M IPAKTHYECKOE
3HAQYEHHE OCTAETCSl HESCHBIM):

— a’poOHbIe TPAaMIIONOKUTEIbHBIE MHKpOOpraHu3Mbl: Streptococcus agalactiae, Streptococci
(rpynmet C, F, G), Viridans group streptococci;

— a’poObHbIe rpaMoTpHLaTeNbHbIe MUKpoopranu3mbl: Bordetella pertussis, Pasteurella multocida;

— aHa’poOHbBIC TpaMIIONIOXHUTENbHBIe MHUKpoopranusmbl: Clostridium perfringens, Peptococcus
niger, Propionibacterium acnes;

— aHa’poOHbBIC rPaMOTPUIIATENIbHBIE MUKpOOpranu3Mel: Bacteroides melaninogenicus;
— croupoxetsl: Borrelia burgdorferi, Treponema pallidum;
— kammutobakrepun: Campylobacter jejuni.

OCHOBHBIM MeTa0OJUTOM KJIAPUTPOMHIIMHA B OpraHU3Me YeIOBeKa SBISETCS MUKPOOHOIOTHUECKU
AKTUBHBIN MeTaboIuT 14-ruapOKCUKIApUTPOMULIMH (14-OH-xnapuTpOMHULIKH).
Muxkpobuosiornyeckass akTHBHOCTh METa0OJUTa Takas e, Kak y UCXOJHOro BellecTBa, win B 1-2
pa3a ciabee B OTHOUIEHMH OOJBIIMHCTBA MHUKpoOpraHu3MoB. Hckmouenue cocrasuser H.
influenzae, B oTHOmIEHNN KOTOPOU AP PEKTUBHOCTH MeTaboIMTa B 2 pa3a Bhimie. FIcXo1HOE BEIECTBO
U €ro OCHOBHOI MeTaboNMT OKa3bIBalOT JMOO aJAUTHUBHBIN, J1HO0 cuHEprudeckuit ekt B
orHomrennn H. influenzae B ycnousix in vitro u in vVivo B 3aBHCUMOCTH OT mITaMMa OaKTepHi.
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COOTBETCTBYET 3K(
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(MOCNENOBATENLHOCTE 0010)

Tecm na uyecmeumeibHocnbd

KonmdaecTBeHHbIe METOABI, TpeOyrOIIMEe H3MEPEeHHs AMaMeTpa 30HBI TOJABJICHUS POCTa, NAIOT
HanOoJiee TOYHBIC OI[CHKH YYBCTBHTEIBHOCTH OAaKTEpHUH K aHTUMHUKPOOHBIM mpemaparam. OaHa u3
PEKOMEHIYEMBIX  METOJMK JUIS  ONPEACNCHUS  YyBCTBUTEIBHOCTH  HCIONB3YeT  JWCKH,
HMIIPETHUPOBaHHbIC 15 MKr KinaputpomuimHa (aucko-nuddysnonnsiii meroq Kupou — bayspa);
[IPY MHTEPIPETAIMH TECTA JUAMETPBI 30H MOAABJICHUS POCTa KOPPEIUPYIOT co 3HaueHusmMu MITK
kinaputpomunuHa. 3Hadenuss MITK onpenenstorcst MeToioMm pa3BejieHus B OyJIbOHE WK B arape.

[Ipy WCHONB30BaHUM ATUX METOAMK OTYET W3 JIAOOPAaTOPUM O TOM, YTO INTAMM SIBJISIETCS
«4yBCTBHUTEILHBIMY, YKa3bIBa€T HA TO, YTO BO30YIUTENIb MH(PEKINHU, BEPOSITHO, OTBETUT Ha JICUCHUE.
OTBeT «pPE3UCTEHTHBIN» YKa3bIBAET HA TO, YTO BO30OYIUTENb, BO3MOXHO, HE OTBETUT Ha JICUCHHUE.
OTBeT «IIPOMEXKYTOUHAs YYBCTBUTEIBHOCTH» IMPEAINOJAraeT, 4YTO TeparneBTUYECKUud 3PdekT
npernapara MOKeT ObITh HEOJHO3HAYEH MM MUKPOOPTaHHU3M MOXKET OKa3aThCsl YYBCTBUTEIHHBIM
IIPU KCIIOJIb30BAHUK 0O0Jiee BBICOKHX 103 Mpernapara (IpoMeKyTOoYHas YyBCTBUTEIBHOCTh TaKXKe
Ha3bIBAETCS] «YMEPEHHOM YyBCTBUTEIBHOCTHIOY).

5.2. @apMaKkoKHHeTHYECKHE CBOiicTBA

AOGcopbrms

IIpemapatr jerko u OBICTPO BCAachbIBAaeTCAd B IKEIYJOYHO-KUIIEYHOM TpakTe. AOCONIOTHas
OnonocTynHoCTh cocTaBisieT 0koio 50 %. IIpu MHOrokpaTHOM IpreMe 036l IpenapaTa KyMyJIsInun
IPAKTUYECKH HE OOHApPYXEHO, U XapaKTep MeTabolM3Ma B OpraHU3Me YeJOBEKa HE M3MEHSJICS.
[Ipyem mnuIIM HENOCPEACTBEHHO Iepel MPUEMOM Ipernapara yBEJIWYMBal OHOJOCTYIHOCTh
npenapara B cpenHeM Ha 25 %. B 1enom, 3TO NOBBILIEHHWE HE3HAYUTEIBHO U JOJDKHO HMMETh
HEOOJIBIIYI0 KIMHUYECKYI0 3HAYMMOCTh IPU PEKOMEHIYEMBIX PEeKUMax I03UpOBaHUs. Takum
00pa3zoM, KJIAPUTPOMHUILIMH MOXKET IPUMEHAThCS HE3aBUCUMO OT ITpHeMa IHILH.

Pacopenenenune, onorpanchopMarus, DIINMUHALIS

In vitro

HccnenoBanust in Vitro mokasaii, 4To KJIAPUTPOMHIIMH CBSI3BIBACTCS € OCIKaMH IJIa3Mbl KPOBH Ha
70 % B xonmentpamuu ot 0,45 no 4,5 mxr/miu. Ilpu xoHumentpamuu 45,0 MKI/MJ CBS3bIBaHUE
camxaetcst 10 41 %, BEeposATHO, B pe3yJbTaTe HACHIIMICHHUS MECT CBSI3bIBaHUS. JTO HaOIIOMaeTCs
TOJIBKO IIPH KOHIIEHTPALIUSIX, MHOTOKPATHO MPEBBIIIAIOIINX TEPATIEBTUYECKYIO.

In vivo

HWccnenosanust iN VIVO Ha )KUBOTHBIX MOKA3aJIH, YTO KJIAPUTPOMHIINH IPUCYTCTBYET BO BCEX TKAHSX,
3a HCKJIIOYEHUEM IEHTPAJIbHOW HEPBHOW CHUCTEMbI, B KOHLEHTPAIMSAX, B HECKOJBKO pa3
MpeBBIIAOIINX TU1a3MeHHble. Hanbomnee Bricokue koHIeHTparuu (B 10—20 pa3 BbllIe Mi1a3MeHHBIX )
O0OHApYKMBAIHCH B TICYCHU U JIETKUX.

300posvie 00bposobYbI

[Ipn Ha3HaueHUHU KiIapuTpoMuluHa B Ao3e 250 Mr 2 pa3a B CyTKM MaKCHUMaJlbHash PaBHOBECHAas
KoHIeHTpalus (Cmax) KapuTpomunuta u 14-OH-knapuTpoMuiinHa B IU1a3Me JJOCTHranach 4yepes
2-3 nast u cocraBisuia 1 Mkr/min u 0,6 MKI/MII COOTBETCTBEHHO. T1/2 KIapUTPOMHUIIMHA H €TO
OCHOBHOT'0 MeTabosinTa coctaBui 3—4 yaca U 5—6 4acoB COOTBETCTBEHHO.

[Ipu naznHayeHun knapuTpomunimHa B go3¢ 500 Mr 2 pa3a B CYTKM Cmax KIQPUTPOMUILIMHA U
14-OH-knapuTpoMHIIMHA B IJIa3Me JOCTUTANIACh TTocie mpuema S5 1036l [locne npuema 5 u 7 1036,
Cmax kmaputpomunimHa #  14-OH-knapuTpoMuiiHa B IUIa3M€  COCTaBUJIa B CpPEAHEM
2,7-2,9 mxr/ma u 0,88-0,83 mkr/min coorBeTcTBeHHO. T1/2 KIApUTPOMHIIMHA U €0 OCHOBHOTO
MeTabonuTa coctaBuia 4,5—4,8 yaca u 6,9-8,7 yaca COOTBETCTBEHHO.
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COOTEBETCTEYET 3KI(

oT 09.12 25 N2 057

1 T~
Cmax 14-OH-knaputpoMuIiiHa HE YBEJIUYNBAIACh nponopuHd%i:ﬁl%g@%nl—agwﬁﬂpﬁi&ﬂ 'H)

BpeMs Kak T12 kak KIapUTPOMULMHA, TaK ¥ €ro T'HIPOKCHIMPOBAHHOTO META0OIUTAa HMEI
TEH/ICHIUIO K YBEJIMYEHHUIO C TIOBBIIICHUEM J03bI.

Takas HenuHelHas apMaKOKMHETHKA KIIAPUTPOMHUIIMHA B COUETAHUN C YMEHBILICHHEM 00pa30BaHUs
14-runpokcunupoBaHHbiX U N-IE€METUIMPOBAHHBIX MPOJYKTOB IPHU BBICOKMX J103aX YKa3bIBaeT Ha
HEJIMHEHHBI MeTaboNIM3M KIAPUTPOMUIIMHA, KOTOPHIH CTaHOBHUTCS Oojiee BBIPAKEHHBIM MpU
BBICOKHUX J03aX.

[Toukamu BeIBoaUTCS 0KOJIO 37,9 % mociie nepopaibHOrO MprueMa KIapuTPOMHIIMHA B 103€ 250 Mr
u 46,0 % mocie nmpuema KiapuTpoMuirHa B 703¢ 1200 Mr; KUIIEYHUKOM BBIBOIUTCS 0K0J10 40,2 %
u 29,1 % (Bkirouass HUCHBITYEMOTrO JIMINb C OJHOW mpoOoit kama, coaepxamieit 14,1 %)
COOTBETCTBEHHO.

Hayuenmuol

Knaputpomurimia u ero merabonmut 14-OH-knaputpoMuiiuH OBICTPO TPOHUKAIOT B TKAaHU H
KHUJKOCTU oOpraHusma. VIMerTcsi OrpaHMYeHHbIE JaHHBIE, CBUJETENIbCTBYIOUIME O TOM, 4YTO
KOHIIEHTpAallUsl KJIAPUTPOMUIIMHA B I€pEOPOCIHHAIBHON >KUIKOCTH MpPU IMEPOPAIBHOM IpHEeMe
He3HAUuTeNbHA (T. €. TOJMBKO 1-2 % OT KOHIIEHTPAIMH B CHIBOPOTKE KPOBHU MPH HOPMAIIbHOU
MIPOHHUIIAEMOCTH TeMaTodHIedanuyeckoro 6apbepa). KonneHTpaius B TKaHIX 0OBIYHO B HECKOJIBKO
pa3 BbIILIE, YEM B CBIBOPOTKE KPOBH.

B Ta6J'II/II_[C IMPUBCACHBI IIPUMECPLI TKAHCBBLIX U CBIBOPOTOYHBIX KOHHeHTpaHHﬁ.

Konuentpamum (250 mMr kas:kabie 12 yacoB)

Bua tkanu TkaneBble (MKI/T) CbIBOpPOTOUYHBIE (MKI/MJI)
MuHaIuHEL 1,6 0,8
Jlerkue 8,8 1,7

IleueHouHas HEAOCTAaTOYHOCTD

VY nmanueHToB co CpeAHed M TSDKENIOH CTeNeHbI0 HapylleHUs (QYHKIMU MEYeHH, HO ¢ COXPaHEHHOU
(GyHKIMEH oueKk KOppeKus 103kl KJIapUTPOMHULIMHA He TpedyeTcs. PaBHOBeCHasi KOHIIEHTpalus B
IJ1a3Me KpPOBU M CUCTEMHBIN KIMPEHC KJIAPUTPOMUILIMHA HE OTIMYAIOTCS y NALMEHTOB JAHHON
IpyNIbl U 30pPOBLIX MalMeHTOB. PaBHOBecHas koHeHTpauus 14-OH-knaputpomMuiivza y jroaei ¢
HapylmeHUsIMUA (PYHKIIMY I€UYEeHH HUXKE, YeM Y 3/J0OPOBBIX.

TloyeyHas HETOCTATOYHOCTD

[lpu HapymeHun (GYHKIUM MOYeK yBeanuuBaloTcsi Cmax U MUHHMMaibHas KoHueHTpauus (Cmin)
KJIApUTPOMMIIMHA B IJIa3M€ KPOBHU, EPUOJ MOTYBBIBECHHUS, MIIOIIAb 0T (apMaKOKMHETUYECKOU
KpUBOW «koHIeHTparus — Bpems» (AUC) knaputpomunmHa u ero wmerabonura 14-OH-
KJIapuTpoMuliMHa. KoHCTaHTa >IMMHHAIMM U BBIBEJEHHE IOYKaMH YyMeHbInatorca. CreneHb
M3MEHEHMH 3THX MapaMeTpOB 3aBUCUT OT CTENIEHH HapyIeHHUs (PyHKIIH MTOYEK.

JInna moXujioro Bo3pacra

VY nanMeHToB MOXKUJIOTO BO3pacTa KOHILIEHTpALUs KIapUTpPOMULMHA M ero merabonurta 14-OH-
KJIApUTPOMMIIMHA B KPOBU Obljia BbIIIE, & BHIBEIEHUE MEUVIEHHEE, YEM Y TPYIIBI MOJIOJABIX JIIOJIEH.
Onnako nocne Koppekiuu ¢ yuetoM noyeuHoro KK He Obuto omnuumii B 06eux rpynmax. Takum
o0pa3oM, OCHOBHOE BJIHMSHHE Ha (apMaKOKMHETHYECKHE MapaMeTpbl KJIapUTPOMHULIMHA OKA3bIBAET
(byHKIMS TTOYEK, a He BO3pacT.

ITarmeHTHl ¢ MUKOOAKTEpUAIILHBIMI HH(MEKIIUIMU

PaBHOBecHBIE KOHLIEHTpauuu kinaputpomunuia u 14-OH-xnaputpomunysaa y nanuestos ¢ BUY-
WHQEKIMEH, MOoNyJaBIInX KIAPUTPOMHUIIMH B OOBIMHBIX m03ax (500 mr 2 pasa B CyTKH), ObUIH
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BBICOKMX J103aX, KOTOpBIE MOT'YT HOTPEeOOBATHCS Ui JICUCHUS] MHKOOAKTEpUAIbHBIX HH(EKUui,
KOHIICHTPALMU aHTUOMOTHKA MOTYT 3HAYMTEJIBHO TNPEBBINIATh OObIUHBIC. Y manueHToB ¢ BUY-
uHEKIel, TpUHIMAaBIIUX KiapuTpoMunuH B go3e 1000 mr/cyt uimu 2000 Mr/cyT B 1Ba mpuema,
paBHOBeCHBIE 3HaYEHUS Cmax 00BIYHO cocTaBisIM 2—4 MKr/mit 1 5—10 Mkr/mi cootBeTcTBeHHO. [Ipn
NPUMEHEHUH Tpenaparta B 0ojiee BBHICOKMX J103aX OTMEYalIOCh yAnuHeHue T12 MO CpaBHEHHIO C
TAKOBBIM Yy 3JIOPOBBIX JIIOJICH, IMOJIyYaBIIMX KIAPUTPOMHUIIMH B OOBIYHBIX J03ax. [loBbimieHHE
KOHIIGHTpPAlMd B IUIa3M€ U Yy/UIMHEHHWE [epHUoja TMOJYBBIBEICHUS TPU IPUMEHEHUHU
KJIQPUTPOMHMIIMHA B 00JIee BEICOKMX JI03aX CBSI3aHO C HEJIMHEHHON ()apMaKOKMHETUKOM Iperapara.

KOM6I/IHI/IDOBaHHOe JICYCHHUEC C OMETIPA30JIOM

Kiaputpomuima mo 500 mr 3 pa3a B CyTKM B KOMOMHAIIMK C OMeEIpa3oioM B go03e 40 Mr/cyTku
cnocooctByer yBenumueHHo Tiz2 m AUCo.24 omenpasona. Y Bcex MAlUEHTOB, IMOJIy4YaBIINX
KOMOMHHPOBAaHHYIO TEpaIvi0, B CPaBHEHUU C MOJYYaBIIMMU OJUH OMEIPa3oli, HaOII0AaNoCh
noseimenue Ha 89 % AUCo-24 u Ha 34 % Ti12 omenpazona. ¥V kinaputpoMunuHa Cmax, Cmin #
AUC.g yBemuunBaInuch, COoTBeTcTBeHHO, Ha 10 %, 27 % 1 15 % mo cpaBHEHUIO C JaHHBIMH, KOTJa
MIPUMEHSIICS TOJBKO KIAPUTPOMHUIIMH O0€3 oMmernpasona. B paBHOBECHOM COCTOSTHUM KOHIICHTPAIHN
KJIQPUTPOMUIIMHA B CIU3UCTOM XKelylka dYepe3 64 Tmocie MmpuemMa B TpyIe, MOIydaBIlen
KOMOMHAIHMIO, B 25 pa3 MpPEeBOCXOAMIN TAKOBBIE IO CPAaBHEHUIO C TOJYyYaBIIMMH OJUH
KIapuTpoMulinH. KOHIIEHTpaIuy KIapUTPOMHIIMHA B TKAHAX JKeIyJKa yepe3 6 4 mocie npuema 2
MpermapaToB B 2 pasa MPeBBIIAIN JaHHBIC, TOJYYCHHBIC B TPYIITE MAIMCHTOB, MOTYYaBIINX OJUH
KJIAPUTPOMHUIIKH.

6. PAPMAIIEBTUUECKHUE CBOMCTBA
6.1. Ilepeyenb BCIOMOraTeJibHbBIX BelIeCTB

Kpaxman npexxenaTHHU3UPOBaHHBIN

[emtrono3a mukpokpuctammmyeckas (MKI[-101)
Kpockapmennosza Hatpust

[ToBunon-K30

Kpemuus nuokcua KoJIOUIHBINA O€3BOTHBII
Marnus creapar

CocTtaB 000J104KH

Omnanpait 11 6enbrit 85F28751:

TTOJTWBUHHUIIOBBIN CITUPT

tutana auokcua (E 171)
maxkporox 3000

TaJIbK
6.2. HecoBMeCTUMOCTH

He nmpumenumo.

6.3. Cpok roaHocTH (CpoOK XpaHeHusl)

3 rona.

20



COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 09.12.2025 N= 30579

(MOCNEQOBATENEHOCTE 0010)

6.4. OcoOble Mepbl MPEI0CTOPOKHOCTH MPH XPaAHEHUH

XpaHUTh B 3alIUIIICHHOM OT CBETa MECTE IpH Temrneparype He Boimie 25 °C.
6.5. XapakTep u coaep:kaHue YNaKOBKH

Kinapurpomurmg, 250 Mr, TabJIETKH, ITOKPBITHIE INIEHOYHOH 000I0YKOM

7 wm 10 Tabmerok TOMENIAIOT B KOHTYPHYIO SYCHKOBYIO yIAKOBKY U3 IUJICHKH
MOJUBUHIIXJIOPUAHOMN U (DOJIBIH aTFOMUHHEBOH.

1 wim 2 KOHTYPHBIX SYEHKOBBIX YIAaKOBOK BMECTE C JIMCTKOM-BKJIAbIIIEM IOMEUIAIOT B MAaYKy U3
KapTOHa.

Kimapurpomurma, 500 mr, TabieTKi, DOKPBITHIE INIEHOYHONH 000JI0YKON

5, 7 nmmm 10 Tabierok MNOMEUIAIOT B KOHTYPHYIO SYEHKOBYK YNAKOBKY M3 IUICHKHU
MOJMBUHWIXJIOPUIHON U (DOJIBTU AJIFOMHUHUEBOM.

1 waum 2 KOHTYPHBIX STIEHKOBBIX YIIAaKOBOK BMECTEC C JIMCTKOM-BKJIAJAbINICM ITOMCIIAIOT B MMAYKY U3
KapToOHa.

6.6. OcoOble MepbI MPEIOCTOPOKHOCTH NMPH YTHIM3ALUUH MCNOJIB30BAHHOIO J€KAPCTBEHHOI 0
npenapara WJid OTXO0J0B, NMOJYYEHHBIX MOCJe NMPUMeHEeHHs JIeKAPCTBEHHOro mpenapara, u
Apyrue MAHMIYJISIIMH € IPenapaTom

Oco06ble TpeOoBaHUs OTCYTCTBYIOT.

7. AEP)KATEJIb PETUCTPAIMOHHOI'O YAOCTOBEPEHUSA

Poccuiickas ®@edepayus

AO «Padapmay

399540, JIunenkas o611., TepOyHckuit paiioH, c. TepOynsl, yi. JlopoxHas, 1. 6A
Ten.: +7 (47474) 2-16-72

OnektponHas nouta: rafarma@rafarma.ru
7.1. llpencTaBuTENIb IEPKATEST PETHCTPANMOHHOIO YOCTOBEPEHHS

IIpereH3un HOTDG6I/ITCHGI\/’I HaIIpaBJATH 110 aApPECy:

Poccutickas ®@eoepayus

AO «Padapmar»

399540, Jluneuxas o61., TepOyHckuit paiion, c. TepOynsl, yi. JlopoxkHasi, 1. 6A
Ten.: +7 (47474) 2-16-72

DrektponHas moura: pharmacovigilance@sotex.ru

8. HOMEP (HOMEPA) PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS

JITI-Ne(001404)-(PT-RU)
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9. KATETOPHS OTITYCKA JEKAPCTBEHHOT'O IPENAPATA - EATENEHOCTE 0010)

JlexapcTBeHHBIN IpenapaT OTHOCUTCS K KATETOPUU OTITYCKa IO PELIEITY.

OO111as XxapakTepUCTHKA JIEKAPCTBEHHOT 0 Npenapara KinapuTpoMHUIIMH JOCTYIHA B €JMHOM peecTpe
3apETUCTPUPOBAHHBIX JIEKAPCTBEHHBIX CpeJCTB EBpa3uiickoro »KOHOMHUYECKOTO COK03a M Ha

oduIMaILHOM caire YIOJIHOMOYEHHOT'O oprasa (3xcriepTHOM OpraHu3aIum)
https://Ik.regmed.ru/Register/EAEU_SmPC.
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