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OBILIASA XAPAKTEPUCTUKA JIEKAPCTBEHHOI'O IIPEITAPATA

1. HAUMEHOBAHHUE JIEKAPCTBEHHOI'O IIPEITAPATA
Knapurpomunus, 250 Mr, TaGIeTKH, MOKPHITHIC TUICHOYHONH 000JIOYKOH.

Knapurpomunus, 500 Mr, TaGIeTKH, MOKPHITHIC TUICHOYHONH 000JIOYKOH.

2. KAMECTBEHHBINA 1 KOJIMYECTBEHHBII COCTAB
JeiicTByrolee BEMECTBO: KIIAPUTPOMHUIIVH.

Kinapurpomunug, 250 mMr, TabaeTKH, HOKPHITHIE INIEHOYHONH 000JI0YKON

Kaxxnas tabnerka comepxut 250 Mr KIIapuTpOMHITUHA.

Kinapurpomunun, 500 Mr, TabneTku, HOKPHITHIE INIEHOYHOM 000J10YKON

Kaxnas Tabnerka cogepxut 500 Mr KJ1apuTpOMHUIIMHA.

[TonHbI# TepedeHb BCIIOMOTaTENbHBIX BEIIECTB MPHBEIEH B pa3zaene 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabneTku, NOKPHITHIE MIIEHOYHOW 000I0UYKOM.
TabneTkn NBOSKOBBIMYKJIbIE, OBaJbHbIE C PUCKONW C OJHOW CTOPOHBI, MOKPBITHIE IJIEHOYHON

o0ououkoii 6enoro 1Beta. Ha monepednom paspese sapo 6e1oro Uiy moyTH 0eoro BeTa.

4. KIMHUYECKHUE JAHHBIE

4.1. Iloka3aHusl K IPUMEHEHHUIO

NH}peKImoHHO-BOCTIAIUTENbHbIE 3a00JIeBaHuUA, BBI3BaHHBIE 4yBCTBUTEIHHBIMU K

KJIAPUTPOMUIIMHY MUKPOOPTaHU3MaMH Yy B3POCIBIX U JIeTel crapiie 12 ier:

—  uH(pEKIUU HUKHUX JbIXaTeJIbHBIX MyTel (Takue Kak OPOHXUT, THEBMOHUS);

—  uH(pEKIUU BEpXHUX JIbIXaTENbHBIX MyTeH (Takue Kak (papuHTUT, CHHYCHUT);

— uHQEKIMH KOXKM M MATKUX TKaHed (Takue Kak (OJUIMKYIUT, BOCMAJEHHE MOJKOXHOU
KJIETYATKH, POXKA);

—  JMCCEeMHUHUPOBAHHBIE WM JIOKAJIM30BaHHBIE MHUKOOAKTEepHalbHbIE MH(EKIUU, BHI3BAHHBIC
Mycobacterium avium u Mycobacterium intracellulare; nokanu3oBanHbie HHGbEKINH,
BeI3BaHHbIe Mycobacterium chelonae, Mycobacterium fortuitum u Mycobacterium kansasii;

— mpoduIaKTHKa pacupocTpaHeHus: HHPEKIMH, 00yCIOBIEHHON KoMIutekcom Mycobacterium
avium (MAC), BUY-uHHIMPOBaHHBIM MalMCHTaM ¢ cojaep:kanueM umdonuros CD4 (T-

XeNmepHbIX TuMdonuToB) He 6omee 100 B 1 Mm3;
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— opanukaius  Helicobacter  pylori  w  cHWkeHuMe  4YacTOTBI  PEIUAMBOB  SI3BBI
JIBEHAILATUIIEPCTHOMN KUIIKH;

- OJOHTOI'CHHBIC I/IH(1)GKI_II/II/I.

4.2. Pexxum 103MpOBaHNs U c1IOCO0 MPUMEHEHUs!

PexxuM 103upoBanus

Bspocnvie

OO0bIuHas peKkOMeHyeMas /103a KIapuTpOMUIMHa cocTaBisgeT 250 Mr 2 pas3a B CyTKH.

B ciydae 6osee Tsokenbix HHQEKIHA 103y yBennauBaroT 10 S00 Mr 2 pa3a B CyTKH.

OObIyHas TPOIOJKUTENBHOCTD JIEYEHUSI COCTABIIAET OT 5 110 14 nHel.

HcknroueHne coCTaBIsAIOT BHEOOIbHUYHASI THEBMOHMSI M CUHYCHT, KOTOPBIE TPEOYIOT JICUEHUS OT
6 1o 14 guen.

Jlo3bl 0715 1e4eHust MuK06aKmepuanbezx qu)eKum?, Kpome my6epl<w1e3a

[Tpr MUKOOaKTEpHATTEHBIX MHPEKIHMSIX PEKOMEHJ0BaHa Jj03a KiaputpomuimHa 500 mr 2 pasza B
CYTKH.

Jleuenune nucceMuHUpoBaHHBIX MAC-uH(eKIHi y NalueHTOB ¢ CUHAPOMOM NMPHOOPETEHHOTO
ummyHonedpunurta (CITAI) cremyer mpomoinkaTh 10 TeX MOp, MOKAa UMEETCS KIMHUYECKas |
MuKpoOuosiornyeckas 3ppexTuBHOCTh. KimapuTpoMuIuH cienyer Ha3HauyaTh B KOMOMHAIMK C
JPYTUMH aHTUMUKPOOHBIMH IperapaTtaMy, aKTUBHBIMH B OTHOLICHHWHM JaHHBIX BO30yIuTemnei.
JUIMTeNbHOCTh  JIGYEHUS  JPYTMX  HETyOepKyJe3HbIX MHUKOOAKTepHAJIbHBIX  HMHQEKIHit
yCTaHaBJIMBAET Bpau.

Jlna npodhunakmurku ungexyu, govizeannvix MAC

OObIuHas peKOMEeHIyeMas /103a KIapUTPOMUIIMHA AJis B3pocibiX — 500 Mr 2 pa3a B CyTKH.

IIpu o0onmozennbix ungexyusax n03a KIApUTPOMUIIMHA cocTaBisieT 250 Mr 2 paza B CyTKH B

TeUeHue 5 qHEN.

Jla spaduxayuu H. pylori

VY nanueHToB ¢ S3BEHHOW 00J1e3HbI0, BhI3BaHHOU UHGeKIen H. pylori, KTapuTPOMUIIMTH MOXKHO
Ha3HayaTh 1o 500 mr 2 paza B CyTKH B KOMOMHAIIMU C IPYTUMHU aHTUMUKPOOHBIMHU MIperapaTaMu
¥ UHTUOUTOpPAaMHU MPOTOHHOTO Hacoca B TeueHne 7—14 mHe, B COOTBETCTBHH C HAITMOHAITHHBIMH
U MEXTyHAPOJIHBIMH PEKOMEHIALUAMU 10 JieueHuto uudexuuu H. pylori.

Oco0ble rpyInbl NALMEHTOB

Tayuenmoi ¢ HapyweHuem hyHKyuu novex
[TaniuenTam ¢ KIUpeHCOM KpeaTnHuHa MeHee 30 MJI/MUH Ha3HAYalOT MOJOBUHY OOBIYHOM JT03bI

KJIapUTpOMHUIIMHA, T.€. 250 Mr 1 pa3 B cyTKH Wiy, npu 0oJiee TSKENbIX HHPEKIuUsIX, mo 250 mr
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2 pa3a B CyTKHU. JleueHue Takux MalueHToB MPOJOJDKAIOT He Oonee 14 nHeil.

eTu
Pexxum no3upoBanus s geted ot 12 no 18 jmer He oTanMyaercs OT pexuma JT03UPOBAHUS IS
B3pOCIIBIX.
[IpuMeHeHNEe KIApUTPOMUIIMHA B JIEKapCTBEHHOU (Gopme TabneTku y aeredt muaame 12 mer He
u3y4danoch (3GGEKTUBHOCTH U 0€30IaCHOCTh HE YCTaHOBIIEHBI) (CM. paszaen 4.3).

Croco0 rmpuMeHeHus

[ns npuema BHyTph. He3aBUCHMMO OT npriema NuIu.

4.3. IIpoTuBONOKA3aHUSA

— THUNEPYYBCTBUTEIBHOCTh K KIAPUTPOMHIIMHY, MAaKpOIuAaM WJIA K JO0OMy U3
BCIIOMOTaTeJIbHBIX BEIIECTB, IEPEUUCIICHHBIX B pa3zene 6.1;

—  OJIHOBPEMEHHBII MpUeM KIApUTPOMHUIIMHA CO CJIEAYIOUIMMH MpernapaTaMH: acTeMHU30,
nu3anpul, TuMo3u, Tepperaaut (cM. pazaen 4.5);

—  OJIHOBPEMEHHBII MpUEM KIapUTPOMUIIMHA C JJOMUTANUAOM (cM. pazzaen 4.5);

— OJIHOBPEMEHHBII MpueM KJIapUTPOMHUIMHA C aJKaJOWJaMU CIHOPBIHBU, HampuMmep,
AProTaMuH, JUTUIPOIPTOTaMUH (CM. pazzaen 4.5);

—  OJIHOBPEMEHHBII NIPUEM KJIAPUTPOMUIIMHA C MUIA301aMOM JUIsl IEPOPAILHOTO IPUMEHEHUS
(cm. paznen 4.5);

— OJHOBpPEMEHHBIH mpueM KiapuTpomuuumHa ¢ wuHruOutopamu ['MI-KoA-peaykrassl
(craTuHaMM), KOTOpPbIE B 3HAUMTEIBHON CTEMEHU META0OIU3UPYIOTCS H30(hEePMEHTOM
CYP3A4 (noBacTaTMH WM CHMBACTAaTHH), B CBS3M C TMOBBIIICHHEM pPHCKAa MHOIATHH,
BKIItOUasi pabaoMuonus (cM. pasnen 4.5);

—  OJIHOBPEMEHHBII NMpUEM KIAPUTPOMUIIMHA C KOJIXULIUHOM (CM. pasaen 4.5);

—  OJIHOBPEMEHHBII MpueM KIapUTPOMUIIMHA C TUKATPEIOPOM UJIU PaHOJIa3UHOM;

— ymuuHenue uHTepBaia QT B anHamHe3e  (BpOXXKIGHHOE WM  NPHOOpPETEHHOE
3aperucTpupoBaHHOe yinuHeHue uHrepBaia QT) wim kemyJodkoBas apUTMUS, BKIIOYAs
KENyTOYKOBYIO TaXUKAP/AUIO THMA «IUPYIT» (cM. paszensl 4.4 u 4.5);

—  KIApUTPOMHIIMH HE CJEAYyeT MPUMEHSTHh y MAlMEHTOB C AJIEKTPOJUTHBIMU HapyIICHUSIMU
(runoxkanueMuen WM TUIIOMarHUeMHeW) B CBA3M C PUCKOM yanuHeHus uHtepBana QT
(cm. paznen 4.4);

—  TsDKeNlas IEeYEHOYHas HEIO0CTaTOYHOCTb, IPOTEKAoLas OAHOBPEMEHHO C IOYEYHOMH

HEIOCTATOYHOCTBIO,
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—  XOJIeCTaTHMYeCKas JKeNTyXa/TelmaTUT B aHaMHe3e, pa3BUBIIMECS NpU NPHUMEHEHHUH
KJIapUTpOMHULIMHA (CM. pazaen 4.4);

— nopdupus;

—  Iepuoj rpyJHOro BCcKapMiIMBaHUs (CM. paszen 4.6);

— Bospact 10 12 net (cm. pazaen 4.2).

4.4. OcoOble yka3aHusl U MepPbI NPEAOCTOPOKHOCTH NPH MPUMEHEHHU U

C 0CTOPOKHOCTBIO

— TIOYEYHAas HEJOCTATOYHOCTh CPEAHEN U TSKEIIOW CTEIIECHHU;

—  TIE€YEHOYHAas HEIOCTATOYHOCTh CPEIHEN U TSKEJIOU CTENCHH;

—  OJHOBPEMEHHBIH NMPUEM KIAPUTPOMHIMHA ¢ OCH30AMAa3eIMHAMH, TAKUMH KaK aJIpas3ojam,
TpHa3oJjiaM, MUJA30J1aM JIJIsl BHYTPUBEHHOTO TPUMEHEHUS MIIK /111 HAHECEHUS Ha CIIM3UCTYIO
000510uKy pTa (cM. pasaen 4.5);

—  OJHOBPEMEHHBIH MpHEM C TIpernaparaMu, KOTOpPble MeTabOIM3HUPYIOTCS H30(EpPMEHTOM
CYP3A, wHanpumep, kapOamaszenuH, IWIOCTA30J, [HUKJIOCIOPUH, JHU30MHUPAMU]I,
METHINPEHU30JI0H, OMENpPa3ojl, HEeNpsMble AHTUKOAryJsiHTHI (Hampumep, Bapdapun),
XUHUIMH, pudabyTHH, cuigeHadui, TakpoluMyc, BAHOIAcTUH (cM. pa3zaen 4.5);

— OJHOBpPEMEHHBIH TMpHeM C mpenaparamu, HHAynupyoummu uzodpepment CYP3A4,
Harnpumep, pudamnunuH, (GEeHUTOMH, KapbamaszenuH, QeHobapOuTan, 3BepoOOit
MIPOJIBIPSIBIICHHBIN (CM. pa3zen 4.5);

—  OJIHOBPEMEHHBII MpHeM KJIapUTPOMHUIIMHA CO CTATUHAMHU, HE 3aBUCAILIUMHU OT MeTaboin3mMa
nzodepmenta CYP3A (manpumep, dpiayBactatun) (cm. pasuen 4.5);

— OJIHOBPEMEHHBII TpueM ¢ OJIOKaTopaMu «MEAJIEHHBIX» KaJbLIUEBBIX KaHAJIOB, KOTOpHIE
Metabomusupytorcs  uzopepmentom CYP3A4  (manpumep, BepamaMui, amJIOJUIINH,
TUITHA3EM);

—  OJIHOBPEMEHHBII MpHEeM KJIAPUTPOMUIIMHA C MEPOPATLHBIMU aHTUKOATYJISTHTAMH TMPSMOTO
NEeNCTBUS, TAKUMHU Kak Jaburatrpal, puBapokcabaH, anukcadaH, 0COOEHHO y MAIMEHTOB C
BBICOKUM PUCKOM Pa3BUTHSI KPOBOTCUCHMIA;

— TamueHTel ¢ umemudeckoi  OomesHpro  cepana  (MBC), Tsxkenolt  cepaedyHOM
HE/IOCTaTOYHOCThIO, HAPYUIEHUSAMH MPOBOJUMOCTH WM  KIMHUYECKH  3HAYUMOMN
Opanukapaved, a TakKe NalleHThl, OJHOBPEMEHHO MPHUHHUMAIOIINE AHTHUAPUTMHUYECKUE
npenaparbl [A knacca (xuHumuH, npokamHamun) u I kmacca (moderunua, amMuomapoH,
COTaJoN);

—  OepeMeHHOCTb.
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Oco0ble yKa3zauus

JlmiTeIbHBINA PUEM aHTHOMOTHKOB MOYKET ITPUBOIUTH K 00Pa30BaHUIO KOJIOHHH C YBEIMUYCHHBIM
KOJIMYECTBOM HEUYYBCTBHUTEIBHBIX OakTepuid W TpuOoB. Ilpm cynepuHdeKmy HEOOXOIUMO
HA3HAYUTh COOTBETCTBYIOIIYIO TEPAITHIO.

Ha3nauenue kiapuTpoOMHIIMHA OEpEeMEHHBIM KEHIIUHAM JOJDKHO TPOBOIUTHCS MPH TIIATESIBHON
OIICHKE COOTHOIICHHUS PHCKa M TIOJIb3bl, OCOOCHHO B TEYCHHE IICPBBIX TPEX MECSIICB
OEpPEeMEHHOCTH.

[Tpy npUMEHCHUH KJIAPUTPOMHUIIMHA COOOIMIATIOCH O IMEYCHOYHOW AMCHYHKIMH (TIOBBIIICHHE
AKTUBHOCTH TCUYCHOYHBIX (PEPMEHTOB B KPOBH, I'CIATOLCIUTIOISPHBIA H/UIM XOJIECTAaTHUCCKHUIM
remnatut c xentyxod unu 0e3). [leyeHouHass TUCHYHKIUS MOXKET OBITH TXKEIOH, HO OOBIYHO
SIBIISIETCS 00paTHMOii. MIMeroTes ciy4an Me4eHOYHOM HeIOCTATOYHOCTHU C JICTAIbHBIM HCXOJIOM,
[JIABHBIM 00pa3oM CBsI3aHHBIC C HAJIMYMEM CEPhE3HBIX COMYTCTBYIOMIMX 3a00JCBAHUN W/HUIIA
OJTHOBPEMEHHBIM NMPUMEHECHHEM JIPYTUX JICKApPCTBEHHBIX CPEACTB. [IpH MOSIBIICHUH TPU3HAKOB U
CHUMIITOMOB T'elaTuTa, TAKMX KaK aHOPCKCHS, JKEJITyXa, IOTEMHEHHE MOYH, 31, 00JIC3HCHHOCTD
JKUBOTA TIPH TaJIbIIAIMH, HEOOXOUMO HEMEIJICHHO MPEKPATUTh TEPAIUI0 KIAPUTPOMHULIMHOM.
[Mlpy HaMMyMM XPOHMYECKMX 3a00JCBAaHUN TICUCHH HEOOXOIMMO TPOBOIUTH PETYJISPHBINA
KOHTPOJIb aKTUBHOCTH ()ePMEHTOB CHIBOPOTKH KPOBH.

[lpu JeYeHWH TPAKTHUYECKH BCEMH AaHTHOAKTEPUAIbHBIMH CpPEJACTBAMH, B TOM YHCIIE
KJIAPUTPOMHIIMHOM, OMTUCAHBI CITy4au TICEBIOMEMOPaHO3HOTO KOJUTA, TSHKECTh KOTOPOT'O MOXKET
BapbUPOBATLCS OT JIETKOH N0 yrpoXKawomed u3Hu. [Ipu JIeYeHHHM TNpPaKTHYECKH BCEMHU
aHTHOAKTEpUAIbHBIMU TIpenapaTaMd, B TOM YHCIIE KJIAPUTPOMHUIIMHOM, OIHKCAHBI CIydan
Clostridium difficile-accorunpoBannoit auapeu, TsSKecTh KOTOPOW MOXKET BapbHPOBATHCS OT
JIETKOM JHMapen JI0 YrpOKalolIero >KU3HMU KOJUTA. AHTHOAKTEepUalbHBIC MpenapaTbl MOTYT
U3MEHUTh HOPMAIBbHYI0 MHUKpOQIIOpY KHUIIEYHUKA, 4TO MOKeT mpuBectd K pocty C. difficile.
[TceBmomemOpano3ubiii konut, Bbi3BaHHbIN C. difficile, HeoOxomumo momo3peBaTh y Bcex
MAIMEeHTOB, Y KOTOPBIX IMOCIEC MPHUMEHEHHUS aHTHOAKTEPHAIbHBIX CPEICTB Pa3BUIIACH JHApes.
[Tocne mpoBeAeHUs Kypca aHTHUOHMOTHUKOTEPANMU HEOOXOJUMO TINATEILHOE MEIUIUHCKOE
HaOJroieHne 3a manueHToM. ONHCHIBAIUCH CIy4YaW Pa3BUTHS TCEBJOMEMOPAHO3HOTO KOJIHUTA
CITyCTS 2 Mecslia Mmociie mpruemMa aHTHOHOTHKOB.

[Tpu eyeHWH MaKpOJIHIAMH, BKIIIOUYAs KJIAPUTPOMHUIIMH, HAOIOAIOCHh YIJHHCHAE CEPIACUHON
penosisipu3aiiuu u uHTepBaia QT, BbI3bIBask PUCK PA3BUTHS CEPICUHON apUTMHH H JKEITYI0YKOBOM
TaXUKaAPAUU THIA «IHPYIT» (cM. pazaen 4.8). Tak kak CIEAyIOUIHe CUTYaIlUd MOTYT IPUBOIUTH

K YBEJIWYEHUIO PHUCKA DPA3BUTHUS JKETYJOUKOBBIX apUTMUU (B TOM YHCIE KEIYyAOYKOBOM
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TaxUKapJUU THUIA «IUPYIT»), TO KIAPUTPOMUIIMH HE AOJKEH MPUMEHSTHCA Y CIEAYIOMINX

KaTeropuii malueHToB:

— Yy HAIMeHTOB C THIoKanueMuen (cm. pasaen 4.3);

— Yy HAIMEeHTOB C THIIOMarHueMuen (cM. pazzaen 4.3);

—  OJIHOBPEMEHHOE Ha3HAuYE€HHE KJIIAPUTPOMUIIMHA C aCTEMHU30JIOM, [IU3AIPUIOM, IUMO3UOM U
TeppeHaIMHOM MPOTHBOIIOKA3aHO (cM. pazaen 4.3);

— Y MalMeHTOB C BPOXKICHHBIM WM HPUOOPETEHHBIM 3aperMCTPUPOBAHHBIM YUIMHEHHUEM
unTepBaia QT win HaTu4YHeM KeyI0YKOBOM apuTMHUU B aHaMHe3e (cM. paznen 4.3).

KnaputpoMuiivH 10KeH MPUMEHSTHCS C OCTOPOKHOCTHIO Y CIEIYIOMINX KaTerOpUil MallieHTOB:

— ynauuentoB ¢ UBC, Tspkemnoii cepaeuHoi HeI0CTaTOYHOCTHIO, HAPYIICHUSIMU IPOBOIUMOCTHU
WM KIIMHUYECKH 3HAYUMOU Opaaukapaueil;

— 'y TAIUeHTOB, OJHOBPEMEHHO MPUHUMAIOLIUX JApYyrue JIEKapCTBEHHbIE MPEnapaThl,
CBs3aHHbIE ¢ yanuHeHueMm unrepana QT (cMm. pazzgen 4.5).

B xo7€e a1mieMruoIornuecKux UCCIe0BaHUH 10 N3YYEHUIO PUCKa HEOIarompHusITHRIX CEPACYHO-

COCYJIUCTBIX HMCXOJOB TPH TNPUMEHEHHUH MAaKPOJHIOB OBbUIM TIOJYyYEHBl HEOJHO3HAYHbBIC

pe3ynbTaThl. B HEKOTOphIX  HAOMIONATENBHBIX  HCCIENOBAaHUSAX  OBLT  YCTAHOBJICH

KPaTKOBPEMEHHBII PHUCK pPa3BUTH apUTMUU, MHPApKTa MHOKapAa M CMEPTH OT CepACUHO-

COCYAMCTHIX 3a00JIeBaHUM, CBA3aHHBIN C MPUMEHEHHEM MaKpOIUIOB, BKIIIOYAsl KIAPUTPOMHUIIMH.

[Tpy Ha3HAUYEHUU KJIAPUTPOMUIIMHA CIEAYeT COOTHOCHUTH IMPEANOIaracMyo Mojb3y OT Ipuema

npenapara ¢ JaHHBIMH PUCKaMHU.

B0O3MOXHO pa3BuUTHE TMEPEKPECTHOM PE3UCTEHTHOCTH K KIAPUTPOMUIMHY U JIPYyTUM

AHTUOMOTHKAM TPYIIHI MAKPOJIHJIOB, a TAKXKE JIMHKOMUIIMHY U KITUWHAAMUIIUHY .

VYuuThiBas pacTyNIyl0 Pe3HMCTEHTHOCTh Streptococcus pneumoniae Kk MakpoJiUaaM, BaXKHO

MIPOBOJIUTh TECTUPOBAHNE YYBCTBUTEIHLHOCTH MPH Ha3HAYEHWUHW KJIAPUTPOMHIIMHA TAIMEHTaM C

BHEOONBHUYHON mHeBMOHUEH. [Ipu rocnmuTambHOW THEBMOHHUM KIAPUTPOMHUIIMH CIEAYyeT

MPUMEHSTh B KOMOMHAIIMH C COOTBETCTBYIOIIUMU aHTUOMOTHKAMHU.

NHdexnun KoKMW M MITKUX TKaHEH JIETKOW W CpeaHed TsHDKECTH 4Yalle BCETO BBI3BAHBI

Staphylococcus aureus u Streptococcus pyogenes. Ilpu stom oba BO30yauTeNss MOTYT OBITH

YCTOMUYMBBI K MakposugaM. [1o3ToMy BaxkKHO MPOBOAUTH TECT HA YYBCTBUTEIBHOCTD.

MakpomuIsl MOXKHO MPUMEHATH NPH WHQEKIUsIX, BbI3BaHHBIX Corynebacterium minutissimum,

3a00JIeBaHUSAX YIPU BYJIbrapHble M POXKa, a TAKKE B T€X CUTYalUAX, KOTJa HEIb3s MPUMEHAITh

IICHUIINJIJINH.
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B ciryuae mosiBIeHHsI OCTPBIX peakIiil THIIEPYyBCTBUTEILHOCTH, TAKMX KaK aHa(pHIaKTHYeCKast
peaxiusi, TSXKeJble KOXKHbIE JIEKAPCTBEHHbIE Peakuu (HampuMep, OCTPbIA reHepaaIn30BaHHbIHI
9K3aHTEMAaTO3HBIH MycTyJe3), cuHapoM CTuBeHca-/[)KOHCOHA, TOKCHYECKHH SIHIepMaTbHbIA
HEKPOJIU3 M JICKapCTBEHHAs ChIb C 303uHOMMIMel U cucremMHoi cumnromartukoil (DRESS-
CHUHApPOM), HEOOXOJMMO cpa3y K€ INpPEeKpaTUTh IMPUEM KIAPUTPOMULIMHA U HayaTh
COOTBETCTBYIOIIYIO TEPATHIO.

B cmywae coBmMecTHOro mpHMEHEHHs C BaphapuHOM WIM JPYTMMHU  HENPSIMbIMU
AQHTUKOAryJIsHTaMd  HEO0XOAMMO  KOHTPOJMPOBAaTh  MEXKIyHapOJHOE HOPMAJIU30BAaHHOE
orHourenue (MHO) u mporpomOuHOBOE Bpems (cM. paszen 4.5).

Cnenyer coOmroAaTh OCTOPOKHOCTh MPU OJHOBPEMEHHOM NPUMEHEHHU KIAPUTPOMHIIMHA C
nepopaTbHBIMA AHTUKOATYJISIHTAMU MPSMOTO JICUCTBUS, TAKUMHU KaK Ja0uratpaH, puBapokcadaH
U anukcabaH, OCOOEHHO Yy IAIMEHTOB C BBICOKMM PHCKOM pa3BUTHUS KpPOBOTEUEHUS
(cMm. pasnen 4.5).

[lepen HazHaueHHWEM KJIAPUTPOMHUIIMHA BCEM IALIMEHTaM, MPUHUMAIOLIUM THIPOKCHUXJIOPOXHH
WIM XJIOPOXWH, CIIeyeT TINATeJIbHO B3BECHTh COOTHOIIEHHE TIOJb3bl M pHUCKAa U3-3a
NOTEHIMAJIBHO MOBBIIIEHHOTO PUCKA CEPJICYHO-COCYAUCTBIX COOBITHM M cepliedHO-COCYAUCTON
cMepTHOCTH (CcM. paszzen 4.5).

4.5. B3amMmopeiicTBHMe ¢ JIPYTMMH JIEKAPCTBEHHBIMHM IIpenapaTamMM M JApyrue BH/bI
B3aMMO/EHCTBHA

[IpoTHBOIIOKAa3aHHBIE KOMOUHAIINHU

[IpuMeHeHHe CIEAYIOIUX MPernapaToB COBMECTHO C KIAPUTPOMHIIMHOM MPOTHBOIOKA3aHO B
CBSI3U C BO3MOKHOCTBIO Pa3BUTHSI CEPhE3HBIX HEKEIATEIBHBIX PEAKIIUH.

Luzanpuo, numosuo, mepghenadun u acmemuzon

[Ipu coBMeCTHOM mpHeMe KIApUTPOMHIIMHA C IU3ANPHUIOM, MUMO3UAOM, TepheHaTMHOM WU
ACTEMH30JI0M COOOIIATIOCH O MOBBIIICHHH KOHIICHTPAIIMHU MOCIEIHUX B TIa3ME KPOBH, YTO MOXKET
npuBecTH K yuiMHeHHI0 uHTepBana QT M MOSBICHUIO CEpACYHBIX APUTMUMA, BKIIOYAs
KEITYTOUYKOBYIO TaXUKAPIHIO0, GHOPHILIALINIO JKETYTOUYKOB U YKEITyTOUKOBYIO TaXUKAPIUIO THUIIA
«mpyaT™» (cM. paszaen 4.3).

Ankanouowt cnopviHbu

[TocTperucTpalluoHHbIE HCCICIOBAHUS IMOKA3bIBAOT, YTO TPH COBMECTHOM TMPHUMEHEHHUH
KJIAPUTPOMHIIMHA C SPTOTAMUHOM WIIU TUTHUAPOIPTOTAMHHOM BO3MOXKHBI ClIeAyIoIue 3 EeKTHI,
CBSI3aHHBIC C OCTPHIM OTpPABJICHUEM IIperapaTaMy TPYIIIbl SPrOTAMUHOB: COCYIUCTBIN CIIa3M,

WIIEMUsT KOHEUHOCTEH M NIPYTruX TKaHEH, BKIIOYas MEHTpalbHYI0 HepBHYI cuctemy (L[HC).
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OnHOBpeMEHHBI TIpUEM KJIAPUTPOMHUIIMHA C AalKAJIOWJaMH CIOPBIHBM MPOTHBOIIOKA3aH
(cm. paznen 4.3).

Muoaszonam 013 nepopanbHo20 nNpUMeHeHUs

[Tpr coBMECTHOM MPUMEHEHHHM MUJa30JiaMa U KJIapuTpoMuimHa B ¢opme Tabnerok (500 mr
2pa3a B CyTKHM) OTMEUYaJOCh YBEJIMYEHHE IUIOUIATU MOJa (apMaKOKHHETUYECKOH KpUBOU
«koHnentpanus — Bpems» (AUC) mumazonama B 7 pa3 mocie MEpOPaIbHOrO MpUEMa.
OpnHOBpeMEHHBIH MpUEM KIAPUTPOMUIIMHA C MHJIA30J1aMOM JIJISl MEPOPAIBHOIO MPUMEHEHUS
MIPOTHUBOIIOKA3aH (cM. pazzaen 4.3).

Hueubumopor I'MI-KoA-pedykmaszvl (cmamuiibl)

OpnHOBpeMEHHBI  MpUEM  KIAPUTPOMHIIMHA C  JIOBACTATMHOM WM  CHMBAacCTaTUHOM
MPOTUBOMNOKAa3aH (CM. paszzen 4.3) B CBA3M C TE€M, UTO JIaHHbIE CTATUHBI B 3HAYUTEIILHOMN CTEIIEHU
meTabomm3upyrorcs nzopepmerrom CYP3A4, u coBMECTHOE TPUMEHEHHUE C KIIAPHUTPOMHUIITHOM
MOBBIIIACT WX CHIBOPOTOYHBIC KOHIICHTPAIMH, YTO NMPUBOAMT K TMOBBINICHHIO PUCKA PA3BUTHS
MUOTMATHH, BKIIOYas padmomuonn3. CoolOmanock O Ciiydasx padJoMHUONIM3a y MAIMEHTOB,
MPUHUMABIIUX KJIAPUTPOMHULIMH COBMECTHO C JaHHBIMU Mpenaparamu. B ciydyae HeoOxoaumocTu
MPUMEHEHUS KIApUTPOMUIIMHA CIIeyeT MPeKpaTUTh MPHEM JIOBACTATHHA MIIM CUMBAcTaTHHA Ha
BpEMs Teparuu.

KnaputpoMuniiH ciieyeT MPUMEHSTh C OCTOPOKHOCTBIO MPH KOMOWHHPOBAHHOW TEparvu C
IpYTMMH CcTaTHHaMu. B cioyyae HEOOXOJMMOCTH COBMECTHOTO TMpHEMa PEKOMEHIYeTCs
MPUHUMATh HAUMEHBIIYIO 103y cTaThHA. PeKOMeHyeTcs MPUMEHSTh CTAaTHHBI, HE 3aBHUCSIIUE OT
metabonmusma uzopepmenta CYP3A (manpumep, QuyBactatun). CreayeT KOHTPOJIUPOBATH
pa3BUTHE MTPU3HAKOB ¥ CHMIITOMOB MUOTIATHH.

Jlomumanuo

OpnHOBpeMEHHBI TMPUEM KIAPUTPOMHUIIMHA C JIOMHUTAMUIOM TPOTHBOIIOKA3aH H3-3a PHUCKA
CYIIECTBEHHOTO MOBBIIICHHS AKTHBHOCTH TPaHCAMUHA3 B TUIa3Me KpoBH (cM. pasnen 4.3).

KoMOuHamu, tpeOvionme MpUMEHEHHS ¢ OCTOPOKHOCTHIO

T'uopoxcuxiopoxunlxropoxun

JlanHple  HAOMIOZEHMH TIOKa3ajld, 4YTO COBMECTHOE IIPUMEHEHUE a3UTPOMHUIMHA C
TUAPOKCUXTIOPOXHUHOM Yy IMAIIMCHTOB C PEBMATOMAHBIM ApTPUTOM CBA3aHO C ITOBBIIICHHBIM
PUCKOM  CEpAEYHO-COCYJIUCTBIX COOBITUH U CEplIeYHO-COCYAMCTON cmepTHOocTH. W3-3a
BO3MOJXHOI'O AHAJOTMYHOI'0O pPUCKA HNpU HNPUMCHCHHUU APYIrUX MAKpPOJUIAOB B COYCTAHUHU C
TUAPOKCUXITIOPOXUHOM WX XJIOPOXHUHOM CJIICAYCT TIIATCIIbHO B3BECUTh COOTHOILICHHUC ITOJIB3bI U
pHCcKa, @peXkae 4YeM Ha3HadyaTh KIApPUTPOMMLUH JIIOOBIM MAIMeHTaM, [PUHUMAIOIIUM

TUAPOKCUXIIOPOXUH WIIN XJIOPOXHUH.



COOTBETCTBYET 2KCNEPTHOMY OTYETY
o1 13.05.2024 N= 5241
(NOCNEOCBATENEHOCTE 0002)

Biusaue APYIuX JCKAPCTBCHHBIX IIPEIIapPaTOB HAa KJIIAPUTPOMUIINH

[Ipenaparsl, sBistonmecs wHAykTopamu uzodepmenta CYP3A (manpumep, pudaMIUILUH,
dbenutounH, kapbamazenuH, GpeHoGapouTal, 38epoO0i MPOABIPSABICHHBIN), MOTYT HHAYIIUPOBATh
METa00IM3M KIAPUTPOMULIMHA. DTO MOXKET MPUBECTH K CyOTEpareBTUYECKOW KOHIIEHTpPAI[UH
KJIApPUTPOMHMILIMHA, YTO MPUBOAMUT K CHWKEHHUIO ero ¢ ¢exktuBHOCcTH. Kpome Toro, He06Xxo1umo
HaOMIOJaTh 3a KOHIIGHTpanued uHaykropa uzodepmenta CYP3A B mimazme KpoBH, KOTOpas
MOXXET TOBBICUThCA W3-3a MHTHOMpoBaHus uzopepmenta CYP3A xnapurpomunmHoMm. I[lpu
COBMECTHOM TMpUMEHEHHH pudadbyThHa U KIAPUTPOMHUIIMHA HAOIIOAJI0Ch IOBBIIICHUE
IUTAa3MEHHOW KOHIIEHTpanuu puQaOyTiHA © CHIDKEHHE CHIBOPOTOYHOH KOHIEHTPAIUU
KJIAPUTPOMHUIIMHA C TMOBBIIIEHHBIM PUCKOM Pa3BUTHsI YBEUTA.

Crnenyromue mnpenapatbl 00JaJalOT JOKa3aHHBIM MM MPEANojiaraéMbIM BIHUSHHEM Ha
KOHLEHTPALUIO KJIApUTPOMHUIIMHA B IJIa3M€ KPOBHU; B CIyyae UX COBMECTHOIO NMPUMEHEHUS C
KJIAPUTPOMULIMHOM MOJKET MOTPeOOBATHCA KOPPEKLUS 103 WIH MEpPEeXo] Ha aJlbTepHaTUBHOE
JIeYEHUeE.

D¢pasupens, Hesupanun, puchamnuyun, puchadbymun u puganenmun

CunpHble HMHIYKTOPHI CcHCTeMbl LuUTOXpomMa P450, Takwe kak »¢aBuUpeH3, HEBUPAIUH,
pudamnunuH, pudadyTuH U pudaneHTHH MOTYT YCKOPATbh METa0OJU3M KIApUTPOMHUIMHA M,
TakuM 00pa3oM, IMOHMKATh KOHIIEHTPAIMIO KIAPUTPOMUIIMHA B IUIa3ME€ M OCJIa0NSTh
TepaneBTHYecKuil 3(h(HeKT, 1 BMECTE ¢ TeM MOBHIIIATh KOoHIIeHTpanuio 14-OH-kinaputpoMuIHa
— wMetabonuTta, TaKXKe SBISIONIETOCS  MHKPOOHMONOTHMYECKH aKTUBHBIM. [lOCKOIBKY
MUKpOOHOJIOTHYECKasi aKTUBHOCTh KiaputpoMulimHa u 14-OH-knapuTpoMuiimHa oTiandaercs B
OTHOIIEHUH pa3IU4YHbIX OakTepuil, TepaneBTHUECKUH dS(PPEKT MOXKET CHUXKATbCA IpHU
COBMECTHOM MPHUMEHEHUH KJIAPUTPOMHUIIUHA I UHIYKTOPOB (PEpMEHTOB.

Ompasupun

KonnenTpanus KIapuTpoMHUIIMHA CHUXKAETCS MPU UCIIOJIb30BAHUN STPABUPUHA, HO MOBBIIIAETCS
KOHIIEHTpalnus aktuBHoro Merabomura 14-OH-xnaputpomurinaa. Ilockonbky — 14-OH-
KJIAPUTPOMHMIIMH 00J1aJacT HU3KOW aKTUBHOCTBIO 110 OTHOIIEHHIO K uHpekiusam Mycobacterium
avium complex (MAC), MOXeT MEHSIThCsI 00IIasi aKTUBHOCTh B OTHOIIICHUU 3TUX BO30YIUTENCH,
nostomy aiist Jieuenuss MAC ciegyeT paccMaTpuBaTh ajlbTEPHATUBHOE JICYEHUE.

Dnykonason

CoBmecTHBIN mTpueM ¢uryKoHa3oma B 1o3e 200 Mr eXXeJTHEBHO M KJIapUTPOMUIIMHA B 03¢ 500 mMr
2 pa3a B cyTku y 21 310poBOro a00poBOJIbLIa MPHUBEN K YBEIMUYCHHIO CPEJHEr0 3HAYCHUS
MHHHAMAJIbHOM paBHOBECHOW KOHIeHTpaluu kiapurpomunuHa (Cmin) 1 AUC Ha 33 % u 18 %

COOTBETCTBCHHO. HpI/I 9TOM COBMECTHBIN INpueM 3HAYUTCIIBHO HE BJIHMAJI Ha CPEAHIOKO
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PABHOBECHYIO KOHIICHTpALMI0 akTuBHOro Mmerabonuta 14-OH-xmapurpomuiuna. Koppekius
J103bl KJIApUTPOMUIIMHA B ClTyyae COIyTCTBYIOIIEro Ipuema (piykoHa3osia He TpedyeTcs.
Pumonasup

®apMaKOKMHETUYECKOE MCCIEA0BAHNUE M10KA3aJl0, YTO COBMECTHBII IIPUEM PUTOHABHPA B J103€
200 mr kaxpie 8 yacoB U KiapuTpoMuLrHa B 103e 500 Mr kaxkapie 12 4acoB IpUBEN K 3aMETHOMY
NOJAaBJICHUIO0 MeTabosin3Ma KinapurpoMunuHa. IIpu coBmectHoM npueme putoHaBupa Cmax
KJIapuTpoMHLIMHA yBennumiach Ha 31 %, Cmin yBenmumnace Ha 182 % nu AUC yBenunuunach Ha
77%. BpIO OTMEUEHO TPAKTUYECKH TIONHOE TojaBieHue oOpasoBanusi  14-OH-
KJIApUTPOMULIMHA. briaronaps MIKMPOKOMY TepaneBTUUYECKOMY JMaNa3oHy KIApUTPOMUIIMHA
YMEHBLIEHUE €ro J103bl y MAalMEHTOB ¢ HOPMAalbHOM modyeyHoM ¢(yHkuMeld He Tpebyercs. Y
HAIMEHTOB C MOYEYHON HEeOCTATOUHOCTHIO 11€7IECO00PAa3HO PACCMOTPETh CIIEAYIOIINE BApUAHTHI
Koppekun 103b1: pH Kimpence kpearnHuHa (KK) 30—60 Mir/MuH 1032 KIIapUTPOMUIIMHA J0JKHA
ObITh ymenbieHa Ha 50 %; npu KK menee 30 mi/MUH 7032 KIapUTPOMHUIIMHA JTOJKHA OBITH
yMeHbllleHa Ha 75 %. PUToHaBUp HE clleyeT COBMECTHO NMPUHUMATh C KIApPUTPOMULMHOM B
J103aX, MPEBBIIANIIMNX 1 I/CyTKH.

CxoJHble KOPPEKLIUH 03 JOKHBI PacCMaTpUBaThCs Y MAllMEHTOB CO CHMKEHHOM (yHKIMen
MOYEK, €CJIIM PUTOHABUP MCHOJB3YyeTCS Kak (apMaKOKMHETHUYECKHH «YCHUIIUTENb» IpuU
NPUMEHEHUU JPYTruX MHruOuTOpoB mportea3sl BUY, Bkitoyas atazaHaBUp M CaKBUHABHpP (CM.
nojapasjien «/IByHampaBieHHOE B3aUMOCHCTBUE NPEMApaToOB).

JlelicTBHE KIapUTPOMUIIMHA Ha APYTHE JIEKAPCTBEHHBIEC MpEenapaThl

Aumuapummuuecxkue cpedcmea (XUHUOUH U OU3ONUPAMUO)

B03M0XHO BO3ZHHUKHOBEHHE >KEITYJIOYKOBON TaxWKapAUH THUIIA «IHUPYIT» IMPU COBMECTHOM
MPUMEHEHUN KIAPUTPOMUIIMHA U XUHHUIWHA WU Au3onupamuaa. [Ipu oqHOBpEMEHHOM MpuemMe
KIAPUTPOMUIIMHA C OTUMHU TMpenapataMu CIeAyeT peryjsipHO MPOBOJUTH KOHTPOIb
anextpokapauorpammel (OKI) Ha mpenmer yanuHeHus wunHTepBaia QT, a Takke clemyer
KOHTPOJINPOBATH CHIBOPOTOUYHBIE KOHIIEHTPAIIMH 3TUX MIPENapaToB.

[Tpu moCTperucTpallmOHHOM MPUMEHEHHH COOOIIANIOCh O CIyYasX Pa3BUTHUS TUTIOTIMKEMUU TIPU
COBMECTHOM TMpHEMe KIAPUTPOMHUIIMHA U au3onupamuiga. HeoOXoIuMo KOHTPOIHPOBATH
KOHIIGHTPAIIMIO TJIOKO3bl B KPOBH TPH OJHOBPEMEHHOM TNPHUMEHEHUH KIAPUTPOMHUIIMHA W
JTU30TTUPaMU/IA.

IlepopanvHule eunoznukemuyeckue cpeocmea/uHcyIuH

[Tpu coBMeCTHOM MPUMEHEHUH KIAPUTPOMHUIIMHA U IEPOPATBHBIX TUIOTIMKEMHYECKUX CPEICTB
(Hanmpumep, TPOM3BOAHBIC CYIh(OHUIMOUYEBUHBI) W/WIM HMHCYJIWHA MOXET HaOII0IaThCs

BbIpa’XKCHHAas T'UIIOTJIMKCMMUS. OI[HOBpCMeHHOC IMPUMCHCHHUEC KIIApUTPOMUIIMHA C HEKOTOPBIMU
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TUTIOTJIMKEMUYECKUMHU TIpernapataMu (Hampumep, HATErJIMHWUJ, MHOTJIMTA30H, PEeHarjivHujl U
POCHTIIUTA30H) MOXET MPUBECTH K MHruOupoBanuto nzopepmenta CYP3A ki1apuTpOMUIIMHOM,
B PE3yJIbTaTE YEro MOXKET Pa3BUTHCS TUIIOTJIMKEMUS. PEKOMEHIyeTCsl TIIATEIbHbIA KOHTPOJIb
KOHLEHTPALUH TJIHOKO3bI.

Bzaumooeticmeus, odycrosnennvie uzogpepmenmom CYP3A

CoBMecTHBI TpHEM KIAPUTPOMUIIMHA, KOTOPBIH, KaK M3BECTHO, MHTHOUPYET H30(EpMEHT
CYP3A, u mnpenaparoB, nepBuyHO Metabonumsupyronmxcs uzopepmentom CYP3A, moxer
aCCOIIMUPOBATHCS C B3aMMHBIM TOBBIIICHUEM WX KOHIEHTpAIMd, YTO MOXET YCHUJIIUTh WIIU
IPOJUINTh KaK TEparneBTUUECKUE, TaK M HEeKeJaTelbHble peakuuu. KiapuTpoMHUIMH clieyer ¢
OCTOPOKHOCTBIO TIPUMEHSTH MAlMEeHTaM, MOJyYalolUM MpenapaTsl, IBISIONIMECS CyOcTpaTaMu
uzopepmenta CYP3A, ocobeHHO eciu 3Tu penapaThl UMEIOT y3KUii TepaneBTUUECKUIA 1hara3oH
(Hammpumep, kapOamMa3eIvH), U/WIH UHTCHCHBHO METa0OIU3UPYIOTCS ATHM (hepMeHTOM. B cimydae
HEOOXOJMMOCTHU JIOJIKHA MPOBOJUTHCS KOPPEKLMs A03bl Ipenapara, IpUHUMAeMOIro BMECTE C
KJIApUTPOMHULIMHOM. Takke, 10 BO3MOXHOCTH, [JOJDKEH IPOBOIAUTHCS  MOHUTOPHHT
CBIBOPOTOYHBIX KOHIIEHTPAIMK MpernapaToB, MEPBUYHO META0OIUZUPYIOMUXCS N30(hEepMEHTOM
CYP3A.

Metabonus3M cleAyomux IpenapaToB/KIaccOB OCYIIECTBISETCS TeM XKe H30(pepMEeHTOM
CYP3A, uro u wmeraboiu3M KIApUTPOMHIIMHA, HAlpuMep, ainpaszonaM, KapOaMasenuH,
LUJIOCTA30JI, IUKIOCHOPUH, AM3OMUPAMMJ, METHINPEIHU30JI0H, MHa30JaM, OMEINpasod,
nepopaibHble aHTHKOATYJISHTHI (Hanmpumep, BaphapuH, puBapokcadbaH, anukcabaH), aTUITHYHBIE
AHTUTICUXOTHYECKUE Cpe/CTBa (Hampumep, KBETHAIWH), XUHUIWH, pudalOyTuH, cuineHadu,
TaKpoOJIUMYC, TpruazojaM U BuHONacTuH. Taxxke k aronuctam uzopepmenta CYP3A otHocsATcs
clenylollue  Ipenaparbl, POTHUBOINOKA3aHHbIE K  COBMECTHOMY  MPUMEHEHUIO C
KIAPUTPOMUIIMHOM: aCTEeMH30J1, IIU3AMPHI, TUMO3H, TepPeHaInH, JOBACTATHH, CHMBACTATUH U
ankajgouapl cropelHbM (cM. pazaen 4.3). K mpenaparam, B3auMOJCHCTBYIONIUM T10I00HBIM
o0pasoMm uepes npyrue n30GpepMEHTHI B paMKax cucTeMbl iutoxpoma P450, otHocsaTes peHuTonH,
TEO(WILITUH U BaJIbIIPOEBasi KUCIIOTA.

Henpsamvie anmuxoazynsanmoi

[Ipu coBmecTHOM mpueme BapdapuHa U KIAPUTPOMMIIMHA BO3MOXKHO KpPOBOTEUEHHE,
BolpaxkeHHOe yBenunueHne MHO u mporpomOGuHOBOro Bpemenu. B ciyuae coBmecTHOTo
NPUMEHEHUS C BappapuHOM WM JPYTUMU HENPSIMBIMU AQHTHKOATYJSHTAMH HEOOXOAMMO
koHTpoaupoBath MHO u nmpoTpoMOHHOBOE BpeMsi.

Ilepopanvrvle aHmukoa2ynsHmel NPAMO20 0eUCmausl

[lepopanbHblif aHTHUKOAryJIsSHT NPSMOTO JEHCTBUS JMaburaTtpaH sBIsSeTcsl cyOcTpatoMm JUis
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s dmokcHoro Oenka-nepeHocunka P-rmukonporenHa (P-gp). PuBapokcaban u anmkcabax
MeTabon3upyrTcs ¢ yuactueM u3odepmenta CYP3A4 u Taxke sBisStOTCS cyOcTpaTaMu st
P-gp. Crenyet co0moaaTh OCTOPOKHOCTh MIPU OJTHOBPEMEHHOM MPUMEHEHUU KIApUTPOMHUIIMHA
C JaHHBIMH TIpernapaTraMu, OCOOEHHO Y TMAIMEHTOB C BBICOKMM PHUCKOM KPOBOTEUYCHUS
(cMm. pasnen 4.4).

Omenpason

Kmaputpomunma (mo 500 Mr kaxkaple 8 4YacoB) HCCICAOBAICA Yy 3I0POBBIX B3POCIBIX
TO0OpOBONBIICB B KOMOMHamuu ¢ omenpaszoioMm (mo 40 mr exemneBHo). IIpu coBMecTHOM
IPUMEHEHUU KJIAPUTPOMUIIMHA M OMEINpa3ojia PABHOBECHbIE IUIA3MEHHBIE KOHLEHTPALUU
omenpaszona Obiu yBenu4yeHbl (Cmax, AUCo-24 u Tz yBemmummuces Ha 30 %, 89 % u 34 %
cooTBeTcTBeHHO). Cpennee 3HaueHue pH >xenyaka B TedueHue 24 4acoB COCTaBWIO 5,2 MpHU
IpUeMe oOMempas3oja B OTIACIBHOCTH M 5,7 INpU INpuUeMe OMeEINpa3ojia COBMECTHO C
KJIAPUTPOMUIIMHOM.

Cunoenaghun, maoanaghun u éapoenaghun

Kaxaplii 3 3THX MHrUOUTOPOB (docdoaudcTepasbl MeTaOOIU3UPYETCs, MO KpaiHel wmepe,
yactuyHO ¢ yudactueM uzodepmenta CYP3A. B 1o xe Bpems usodepment CYP3A moxer
MHTHOMPOBATHCA B IPUCYTCTBUU KiapuTpoMulinHa. COBMECTHOE NPUMEHEHNE KIApUTPOMHUIIMHA
¢ cuiageHagwioMm, TajganaguioM WM BapAeHAQUIOM MOXKET TPUBECTH K YBEINYEHUIO
UHTHOMpymomero Bo3JeiicTBus Ha ¢ochoanscrepasy. Ilpu nmpuMeHeHMHM 3THX NpenapaToB
COBMECTHO C KIAQPUTPOMHUIIMHOM CIEAYET PACCMOTPETb BO3MOXXHOCTH YMEHBIIEHHUS J1O3BI
cunieHaduia, Tagainaduia u BapaeHaduia.

Teogpunnun, kapbamazenun

[Tpu cOBMECTHOM NMPUMEHEHUH KJIAPUTPOMHUIIMHA M Teo(pUIUTMHA UK KapOaMa3zenuHa BO3MOKHO
MOBBILIEHNE KOHLEHTPALUN JaHHbIX [IPENAapaTOB B CHCTEMHOM KPOBOTOKE.

Tonmepooun

[TepBuuHBIiT METaOOIN3M TONTEPOANHA OCyIIeCTBIsAeTCS Yepe3 2D6 uzodopmy muroxpoma P450
(CYP2D6). Onnako B yacTd MOMyJsiuH, JuiieHHOM u3odepmenta CYP2D6, merabonusm
npoucxoauT yepe3 uzopepmenT CYP3A. B 3r1oii rpynmne HaceneHHs NoJaBlieHHe U30(pepMeHTa
CYP3A npuBOIuT K 3HAUUTETHLHO 00JI€€ BHICOKUM KOHIIEHTPAIMSAM TOJITEPOANHA B CHIBOPOTKE.
B nonynsuuum ¢ HU3KMM ypoBHeM MeTabomu3ma uepe3d uzopepment CYP2D6 wmoxer
noTpeOOBaThCSl CHWKEHHE JI03bl TOJNTEPOJUHA B MPUCYTCTBUH HMHTHOMTOPOB H30(epMeHTa
CYP3A, Takux Kak KJIapuTPOMULMH.

benzoouazenunvl (nanpumep, arnpazonam, Muoazonam, mpuasonam)

[Ipu coBmMecTHOM NpUMEHEHUH MHUAa3ojdama M TabieTok kiaputpomunuHa (500 Mr 2 pasza B
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cyTkH) otMeudanoch yBennueHne AUC muaasonama: B 2,7 pa3a 1ociae BHyTPUBEHHOTO BBEJCHUS
myjaazonama. Eciu BMecTe ¢ KIAQPUTPOMHMIIMHOM IPUMEHSETCSl BHYTpUBEHHas (opma
MH/la30/1aMa, CIeAyeT TIATEeIbHO KOHTPOJUPOBATh COCTOSIHME MAalMeHTa Uil BO3MOKHOMU
KOPPEKLUH J103bl. BBeieHNE JIeKapCTBEHHOTO IpenapaTa 4epe3 CIM3HCTYI0 000JI0UKY MOJIOCTH
pTa, KOTOpPOE€ JaeT BO3MOXHOCTb OOOHTH IPECUCTEMHYIO DSIMMHHALMIO JIEKAPCTBEHHOIO
npenapara, CKOpee BCEro, MpHUBEIET K B3aMMOJEHCTBHIO, aHAJIOTMYHOMY TOMY, KOTOpOE
HaOJr01aeTcsl IPU BHYTPUBEHHOM BBEIEHUHM MUJa30J1aMa, a He NP epOPaATIbHOM IpUEME.
Taxwue >xe MepbI MPEIOCTOPOKHOCTH CIEAYET IPUMEHSTD U K IPYTHM O€H30/1a3eMHaM, KOTOpbIe
metabonm3upytorcst m3opepmentom CYP3A, Bkmowas Ttpuazonam u - anmpaszonam. s
OEH30/1Ma3eNNHOB, BbIBEIICHUE KOTOPBIX HE 3aBUCUT OT u3zodpepmeHta CYP3A (remazenam,
HUTpa3enaM, JopasernamM), MaJOBEpPOSATHO KIMHUYECKH 3HAYMMOE B3aUMOJEHCTBHE C
KJIQPUTPOMHILIMHOM.

[Ipr coBMECTHOM NPUMEHEHHWH KIAPUTPOMHUIIMHA M TpHa3ojaMa BO3MOXHO BO3JICHCTBHE Ha
I[THC, nanpumMep, COHIMBOCTb U CIIyTaHHOCTb CO3HaHUs. B CBsA3M ¢ 3TUM, B Cllyyae COBMECTHOTO
IPUMEHEHHUs, PEKOMEHyeTCsl caeIuTh 3a cumnTomamu Hapymenus LIHC.

BzauMoeicTBHe ¢ APYTUMHU IIpenapaTamMu

Konxuyun

Konxunun sBngercs cyocrpatom kak uzopepmernta CYP3A, tak u Oenka-nepeHocuuka P-gp.
M3BecTHO, YTO KIAPUTPOMULIMH U JPyTrUe MAKPOIHUAbI SBISAIOTCS MHIMOUTOpaMu M30(epMeHTa
CYP3A u P-gp. [Ipu coBMecTHOM npuemMe KIapUTPOMHIIMHA M KOJIXUIIMHA HHTHOnpoBanue P-gp
u/nm  n3odpepmenta CYP3A MoxeT mnpuBecTH K YCHIEHHUIO JEMCTBHUS KOJXMIIMHA.
3aperucTpupoBaHbl HOCTPETUCTPALIMOHHBIE COOOLIEHHMS O CIIy4asiX OTPaBIEHUS KOJIXULUHOM U
€ro OJJHOBPEMEHHOM IIPUEME C KJIAPUTPOMMIIMHOM, Yallle Yy TOKUIIBIX MalueHToB. HekoTopsle u3
OINMCAHHBIX CIy4YaeB IPOUCXOJUIHN C MALIMEHTAMU, CTPAJAI0IIMMH [I0YEUYHON HEAOCTATOYHOCTBIO.
Kak cooOmanocs, HEKOTOpbIE Clydyad 3aKaHUMBAJIUCH JIETAIbHBIM UCX0A0M. OIHOBpEMEHHOE
NpUMEHEHHE KJIapUTPOMHUIIMHA U KOJXUIIMHA TPOTHBOIIOKAa3aHo (CcM. pa3zaen 4.3).

Jueokcun

[Ipeamonaraercsi, 4TO AMTOKCUH siBJsieTcst cyocTparom P-gp. M3BecTHO, YTO KIAPUTPOMUIIMH
uHruoupyer P-gp. [Ipu coBMecTHOM mpueMe KJIapUTPOMMIIMHA M JIMTOKCHMHA MHTMOMpOBaHUE
P-gp  KJIapUTPOMHUIIMHOM  MOXXET HPHUBECTM K YCWICHHMIO JEWUCTBUS  JUTOKCHHA.
[TocTperucrTpallMOHHBIE MCCIAEAOBAaHUSA IOKAa3aJyd, YTO COBMECTHBI IPUEM JAWIOKCHMHA U
KJIQPUTPOMULIMHA TAaKXXE MOXKET IPHUBECTH K IOBBILIEHUIO CHIBOPOTOYHOW KOHIIEHTpPALUU
JUTOKCHHA. Y HEKOTOPBIX MAIUEHTOB OTMEYAIUCh KIMHUYECKHE CUMIITOMBI OTPABIICHUS

JUTOKCUHOM, BKJIIOYasd IMMOTCHLOUAJIBbHO JICTAJIBHBIC AapUTMHUH. HpI/I COBMCCTHOM IIpUEMC
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KJIAPUTPOMMUIIMHA U JUTOKCHHA CJIEAYET TIATEIbHO KOHTPOJIUPOBATh KOHIIEHTPALIMIO TUTOKCUHA
B CBIBOPOTKE.

3udosyoun

OpnHOBpeMeHHBIN TpueM TaOleTOK KIAapUTPOMHILMHA M 3UAOBYAMHA TEPOPAIBLHO B3POCIBIMU
BUY-uHGUIMPOBAHHBIMU ~ MALMEHTAMH MOXET TPUBECTH K CHIDKCHHIO DPaBHOBECHOM
KOHLEHTPALUU 3UJOBY1HA.

ITockonpKy KIApUTPOMHLIMH BIMSET HA BCAChIBAaHUE 3UAOBYAMHA IIPU NEPOPAIBHOM IIPHEME,
B3aMMOJICHICTBHS MOXHO B 3HAYUTEIBHOM CTENeHU H30eXaTh, MPUHUMAs KIAPUTPOMHIUH U
3UJIOBY/IMH C UIHTEPBAJIOM B 4 yaca.

[Topo6Horo B3aumoxencTBus He HaOmronanu y BUY-unpunupoBaHHbIX feTell, IPUHUMABIINX
JETCKYI0 CYCIIEH3UI0 KJIAPUTPOMUILIMHA C 3UJAO0BYIMHOM WIHM JUJE30KCUMHO3UHOM. [lockosbky
KJIAPUTPOMULIMH MOXET IPENSTCTBOBATh BCACBIBAHUIO 3UJOBYJIMHA IPU UX OJHOBPEMEHHOM
IpUEME BHYTPb Y B3pOCIBIX MAllMEHTOB, NOAOOHOE B3aWMOJAEWCTBUE BPSA JIM BO3MOXKHO NpU
IPUMEHEHUHU KJIAPUTPOMHULIMHA BHYTPUBEHHO.

Denumour u 8a1LNPOEBAs KUCIOMA

HmeroTcs naHHBIE O B3auMojieiicTBUAX uHruouropos wuszodpepmenta CYP3A (Bkirouas
KJIAPUTPOMMUIIMH) C MpenapaTaM, KOTOpble HE METa0OJIM3UPYIOTCS C MOMOIIBIO M30(hepMeHTa
CYP3A (¢dheHuTonHOM U BaJbIIPOEBON KHUCIOTOM). [[s1 AaHHBIX MpenapaTroB MPU COBMECTHOM
IPUMEHEHUN C KIAPUTPOMULIMHOM PEKOMEHAYETCS OINpENEIeHUE HX CBIBOPOTOUYHBIX
KOHIIEHTpAaLU, TaK KaK UMEIOTCs COOOIIeHNs 00 X MOBBIILICHHH.

JIBYHapaBJeHHOE B3aUMOJIEUCTBHUE MIPEapaToB

Amaszanasup

KnaputpomuiinH 1 atazaHaBHp SBISIOTCS Kak cyOcTpaTamMu, Tak M UHTMOUTOpaMu n3odepmMeHTa
CYP3A. CymecTByeT CBUAETENBCTBO JBYHANPABICHHOIO B3aMMOJECHCTBHUS 3TUX IPENaparos.
CoBMecTHOE MpuMeHeHue KiaaputpomuninHa (500 mr 2 pasa B cyTkH) v aTazaHaBupa (400 mr 1 pa3
B CYTKH) MOXET IMPHUBECTH K JIBYKPaTHOMY YBEIMYEHHUIO BO3JCHCTBHS KIApUTPOMHUIIMHA WU
yMeHblIeHnto BozaeictBus  14-OH-knaputpomununa Ha 70 %, c  yBenmuenuem AUC
aTazaHaBupa Ha 28 %. bnaronapsi IIMpoKOMy TepaneBTHUECKOMY JHaNa3oHy KJIApUTPOMMIIMHA
YMEHBIIIEHUE €0 J103bl y MAllMeHTOB C HOPMaJIbHOU (YHKIIMEH oyek He TpedyeTcs. Y NalieHToB
¢ yMepeHHo# novyeuHoil HegocraTouHocThio (KK 30-60 Mi/MuH) 1032 KIIapUTPOMHIIMHA JOHKHA
ObITh yMeHbIIeHa Ha 50 %. Y nanmentoB ¢ KK menee 30 Mi/MUH 103y KIAPUTPOMHUIIMHA CIICTYET
CHM3UTh Ha 75 %, HUCHONB3ys [UIA OTOrO COOTBETCTBYIOUIYIO JIEKAPCTBEHHYIO (OopMy
KinapurpomuiimHa. Kmapurpomuima B npo3ax, npesbimaromux 1000 Mr B CyTKH, HENb3d

MPUMEHSITh COBMECTHO C HHTUOMTOpaMH MpoTeas.
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Bnokamopbl «meonennuixy Kanoyuevlx KaHaulos

ITpy 01HOBpPEMEHHOM MPUMEHEHUU KIAPUTPOMULIMHA U OJIOKATOPOB «MEUIEHHBIX» KaJbLIMEBBIX
KaHAJIOB, KOTOphie MeTabonu3upyrorcs uzodpepmentom CYP3A4 (manmpumep, Beparmammui,
aMIIOJIMTINH, JUITHA3EeM), CJIEIyeT COOJII0AaTh OCTOPOXKHOCTb, TMOCKOJIBKY CYIIECTBYET PHCK
BO3HUKHOBEHUS apTepUAIbHON TUIIOTEH3UH. [11a3MeHHbIe KOHLIIEHTPALUK KIAPpUTPOMULIMHA TaK
ke, Kak U OJIOKaTOpOB «MEIJICHHbIX» KaJbI[MEBBIX KaHAJIOB, MOTYT IIOBBIIIATHCS MpPU
OJTHOBPEMEHHOM IPUMEHEHUH. ApTepuajbHas TUIOTEH3Us, OpaJuapuTMHs M JIAKTOALU103
BO3MO>KHBI IIPY OJTHOBPEMEHHOM IpUeMe KIapUTPOMULIMHA U BepanaMuia.

HUmpaxonaszon

KnaputpoMMLluH W MTpakoHa30J SBIAIOTCS CcyOcTpaTaMM M HHTUOMTOpaMH H30(epMeHTa
CYP3A, uro ompezenser ABYHaIpaBJICHHOE B3aUMOJAEWUCTBHE IpenaparoB. Kiapurpomuuux
MOJKET MOBBICUTh KOHIIEHTPALIMIO UTPAKOHA30J1a B IIJIa3Me, B TO BPEMS KaK UTPAKOHA30J MOKET
NOBBICUTh IUUIA3MEHHYIO KOHILIEHTpALUI0 KJIapuTpoMulMHA. [lanueHToB, OJHOBPEMEHHO
NPUHUMAIOIINX UTPAKOHA30JI M KIAPUTPOMUIMH, CIEIyeT TIIATEIbHO 00CIIe0BaTh HA HAIMYHE
CHUMIITOMOB YCHJICHHsI WJIN YBEJIWYEHHUs JUIMTENbHOCTU (papmakoioruyeckux 3¢dexkToB 3Tux
IIPENapaToB.

Caxksunasup

KnaputrpoMmuiivs u cakBUHaBHp SIBISIFOTCS cyOcTparamMu 1 nuHruOutopamu nuzopepmenta CYP3A,
4TO OINpEAEIAET ABYHAIIPABIEHHOE B3aUMOJIEHCTBUE MpenaparoB. OTHOBPEMEHHOE IPUMEHEHUE
kiaaputpomuiinHa (500 mMr 2 paza B CyTKH) U CAKBUHABUPA (B MATKHX JKEJIaTHHOBBIX Karcylax,
1200 mr 3 pasza B cyTtku) y 12 3m0poBbix 100poBoibiieB Bb3bBaio yBenndeHne AUC u Cmax
cakBuHaBupa Ha 177 % u 187 %, cOOTBETCTBEHHO, B CPaBHEHHH C MPUEMOM CaKBHUHaBUpa B
otaensHocTH. 3HaueHUus! AUC U Cmax KIapUTpOMUIIMHA ObLTH IpuOau3uTensHo Ha 40 % Belie,
4eM IpU MOHOTEpANMM KIApUTPOMHULMHOM. [IpM COBMECTHOM NpPUMEHEHHUH 3THUX JBYX
[IPenapaToB B TE€UEHNE OrPAaHUUYEHHOTO BPEMEHH B /103aX/COCTaBaX, yKa3aHHbIX BBILIE, KOPPEKLIUS
n03bl  He TpeOyercs. Pe3ynbraTel HCClIeIOBaHUS JIEKAPCTBEHHBIX B3aMMOJEUCTBUN ¢
WCIIOJIb30BAHNEM CAaKBHHABUPA B MSATKHMX JKEIaTHMHOBBIX KaICyJlax MOTYT HE COOTBETCTBOBATh
s dexTam, HaOI01aeMbIM IPU IPUMEHEHUHN CAKBUHABUPA B TBEPABIX KEJTATMHOBBIX Karcyax.
Pe3ynbTarhl nccienoBaHus JIeKapCTBEHHBIX B3aUMOJICHCTBUI MTPU MOHOTEPANIUU CAKBUHABHUPOM
MOTYT HE COOTBETCTBOBATH addexram, Ha0TI0JTaeMbIM npu Tepanuu
CaKBMHABUPOM/pUTOHABUPOM. [Ipu mpreme cakBHHaBHpa COBMECTHO C PUTOHABHUPOM CJEIyeT

YUUTBIBATh NOTCHIHUAJIBHOC BJIMSIHNUC PUTOHABUPA HA KIIAPUTPOMUIIHH.
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4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD U JJAKTALMS

bepemeHHOCTD

be3onacHOCTh MPUMEHEHHS KJIAPUTPOMUIIMHA BO BpeMsi OEPEMEHHOCTH HE YCTaHOBJICHA.
OCHOBBIBasICh Ha Pa3IMYHBIX pe3yJIbTaTaX, MOJYUYEHHBIX B UCCIICIOBAHUSAX HA )KUBOTHBIX, a TAKXKE
Ha OIBITE TMPUMEHEHHUS Yy JIIOJIeH, HENb3sd HUCKIIOUYUTh BO3MOXKHOCTh HEOJIAronpusTHOIO
BO3JICUCTBUS Ha sMOpuodeTranbHOoe pa3BuTHE. HekoTopbie HaOIOAATENIbHBIC HCCIEIOBAaHUS,
OIleHUBAOIIKME Bo3jcicTBUEe KiapuTpomuiHa B | u Il Tpumectpax OepeMEHHOCTH, BBISIBHIN
MOBBIIIICHHBIA ~ PUCK  CaMOIPOU3BOJIBHOIO  a0opTa IO CPaBHCHHIO C  OTCYTCTBHEM
AHTUOMOTHKOTEPANMK WM TPUMEHEHUEM JPYruX aHTHUOMOTHMKOB B aHAJOTUYHBIE CPOKHU
OepemeHHOCTH. MMerommmecs  SMHISMHOJOTHYECKUE  HCCIACAOBAHHMS  PHUCKA  CEPbE3HBIX
BPOXJICHHBIX TTOPOKOB Pa3BUTHUS MPU MPUMEHEHUH MAKpPOJUI0B, BKJIIOYAsl KJIAPUTPOMHUIIUH, BO
BpeMsi OEPEMEHHOCTH ICMOHCTPUPYIOT TPOTUBOPECUUBBIC PE3YIIHTATHL.

[TpruMmeHeHne KIapuTPOMHUIIMHA ITPU OepeMeHHOCTH (0COOCHHO B | TpuMecTpe) BO3MOKHO TOJIBKO
B Clly4ae, KOTJa OTCYTCTBYET aJIbT€pHATHBHAS TEpamus, a MOTCHIMaIbHAs IOJb3a JIJIi MaTepu
MPEBBIIIAET MOTCHIMAIBHBIA PUCK JJIS TUI0JIA.

JlakTanus

Br110 ycTaHoBNIEHO, UTO peOEHOK, HAXOAUBIIHUICS HA TPYTHOM BCKapMIIMBAHUU, MOXKET MOJTYYUTh
okosio 1,7 % oT maTepuHCKOI 103bl KIApUTPOMUIIMHA, C MOMPABKOMW Ha Maccy Tejla MaTepHu.
be3onacHOCTh TpPUMEHEHUs KIAPUTPOMHUIMHA JUIsl AETel Ha TPyJHOM BCKapMIIUBaHUU HE
yCTaHOBJIEHA. be30MacHOCTh NPUMEHEHUs KIAPUTPOMHUIMHA [JJs JIeTed Ha TPyJHOM
BCKapMJIUBaHUU HE YycTaHOBJeHa. [lpm HeoOXoaumocTH mpuemMa B TMEpPUOJA TPYAHOTO
BCKapMJIUBaHUSI KOPMJICHUE TPYAbI0 HEOOXOAMMO MPEKPATHUTb.

DdepTUabHOCTD

HccnenoBanus, poBeIeHHbIE HAa KpbICaX, MOKA3aJIl OTCYTCTBUE BIUSHUS Ha (PEPTUIBHOCTb.

4.7. Bausinue Ha CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMHU CpeJCcTBaMU U padoTath ¢
MeXaHU3MaMHu

JlaHHbBIE OTHOCUTENHHO BIUSHUS KJIAPUTPOMUIIMHA HAa CTIOCOOHOCTD K YIPABJICHUIO aBTOMOOMIIEM
U MeXaHU3MaMH OTCYTCTBYIOT. Crnemyer coOJII0AaTh OCTOPOXKHOCTh IPH  YIPaBICHUU
TPAHCIIOPTHBIMU CPEACTBAMU M MEXaHU3MaMH, YYMTHIBas MOTEHIMAIbHYIO BO3MOKHOCTb
TOJIOBOKPY>KEHHUS, BEPTUTO, CIYTAHHOCTH CO3HAHHUS M JE30PUEHTALIMH, KOTOpPbIE MOTYT

BO3HUKHYTb IIPY IPUMEHEHHUH JTaHHOI'O IIpernapara.
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4.8. HexenarejbHbIe peaKnuu

Pe3roMe HexxenaTeabHbIX DEAKIINN

YacToTa pa3BUTHs HEXENATEIbHBIX PEAKIMi, ONpeaeeHa CISAYIONUM 00pa3oM: OYEeHb 4acTo
(> 1/10); gacto (>1/100, Ho < 1/10); Heuacto (> 1/1000, HO < 1/100); peaxo (> 1/10000, HO
< 1/1000); ouens peako (< 1/10000), gvactora HeM3BecTHA (HA OCHOBAHWW MMECIOIIMXCS TaHHBIX
OILICHUTHh HEBO3MOXHO).

Hngpexyuu u uneasuu

HEYacTo — METIONUT., KaHAWI03, TaCTPOIHTEPHT?, BTOPHYHBIE HMHPEKIHHS (B TOM 4YHCIE
BarMHaJIbHBIE);

Y4acTOTa HEU3BECTHA — MICEBIOMEMOPAHO3HBII KOJIUT, pOXKa.

Hapywenus co cmopornvl ummyHnot cucmemvl

4acTO — KOYKHAsI ChIIIb;

HEYacTO — aHa(MIAKTOMAHAS pEaKIus', THIEPUYyBCTBUTEIBHOCTb, OYIUIE3HBIH epMATHT.,

KOKHBIH 3yJ1, KpAaMBHHIIA, MAKyJIOTAMyJIE3HAs ChITbS,

YacToTa HEW3BEeCTHA — aHA(pUIAKTHYECKas peaklMs, aHTMOHEBPOTHUECKUN OTEK, Cepbe3HbIe
KOXKHBIE HEKeNaTelbHbIe Peakiuu (HalpuMep, OCTPBIH T'e€HEepATU30BAHHBIN YK3aHTEMATO3HBIN
nycrynes3), cuHapoM CruBeHca-J[>KOHCOHA, TOKCHYECKMH SNUJepMaibHBIH  HEKPOJU3,
JIEKapCTBEHHASI CHITIb ¢ 203MHOGUINEN U cucteMHoi cumnToMmatukoit (DRESS-cunapom).
Hapywenus memabonuzma u numanus

HEYacTO — aHOPEKCUS, CHUJKEHUE allleTUTa.

Hapywenus co cmoponvl HepeHot cucmembl

YacTO — rojoBHas 00J1b, 0ECCOHHHIIA, JUCTEB3U,

HEYaCTO — TMOTCPA C03H8.HI/I$I1, ,Z[I/ICKI/IHC3I/I$I]', TOJIOBOKPY>KCHUC, COHJIMBOCTb, TPEMOpP,

6ECIIOKOICTBO, TIOBBIIIEHHAs BO30YNMOCTES;

4acTOTa HEW3BECTHA — CYJOPOTH, TICHXOTUYECKHE PaCCTPOMCTBA, CITYTAHHOCTh CO3HAHWS,
JIeTIepCOHANIM3AIUs, JENpeccHs, AC30pPHCHTAINS, TAUTIONWHAIINN, HapYIICHUS CHOBHJICHUMA
(«KoIIMapHBIe» CHOBHJICHUS), MAapecTe3usi, MaHHs, areB3us (MOTEps BKYCOBBIX OIIYIICHUN),
MapOCMMsI, AHOCMHUSI.

Hapywenus co cmoponvl opeana ciayxa u nabupunma

HEYaCTO — BEPTHUTO, HAPYIIIEHUE CITyXa, 3BOH B yIIIaX;

4acTOTa HEU3BECTHA — IITyXOTa.

Hapywenus co cmoponwvl cepoya

HEYacTo — OCTAHOBKA cep/na’, pHOpMILIANMS Tpeacepauit’, yamnaenne natepsana QT ma DKT,

BKCTpaCI/ICTOJ'II/Iﬂl, OIIIYIIICHUE Cep/IIIeOneHNS,;
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YaCTOTa HEU3BECTHA — JKEJTYIOUYKOBAs TAXUKAP/IKS, B TOM YHCIIE THIA KIIUPYITY, HUOPHILISILHS
JKEITyT0UKOB.

Hapywenus co cmopomsl cocyoos

YACTO — BA30AMIIATAIHS

YacTOTa HEM3BECTHA — KPOBOTCUCHHE.

Hapywenus co cmoponsl OvixamenbHOU cucmemsl, Op2aHo8 2pyOHOU KIeMKU U CPeOOCHEeHU.:

1

HEYacCTO — 6pOHXI/IaJ'II>HaH acTMa”, HOCOBOC KpOBOTe‘IeHI/Iez, TpOM603M6OJ'II/IH JIETOYHOH apTepnnl.

Kenyoouno-Kuuieunvie HapyuleHus

4acTo — Auapes, pBOTa, IUCIICTICHS, TOUTHOTA, 00JIb B 00JIACTH KUBOTA;

1 2 2

HEYacTo — 330¢arur, racrpodsodareansHas pedirokcHas O0Je3Hb”, TaCTPUT, MPOKTAITHS”,

CTOMATHUT, I'JIOCCUT, B3AYTHC )I(I/IBOTa4, 3a11op, CyXOCTb CIM3UCTON 00O0JOYKH ITOJIOCTHU pTa,

OTpPBIKKA, MCTCOPH3M, XOJIeCTa34, I'¢raTuT, B T. 4. XOJIECTAaTHUCCKUN HIIN FGH&TOHGHHIOHﬂpHBIﬁ4;
qacToTa HCHU3BCCTHA — OCTpBIﬁ IMaHKpPCaTUT, U3MCHCHUC LBCTA sA3bIKa U 3y60B, Ne4YCHOYHaA
HEAOCTAaTOYHOCTD, XOJCCTATUYCCKAs KCIITyXa.

HapymeHuﬂ CO CMOPOHBL KOJMHCU U NOOKOICHBIX MKAHEU

4aCTO — MHTCHCHUBHOC ITOTOOTACICHUC,

qacToTa HCM3BCCTHA — aKHCE.

Hapywenus co cmoponul mbiuieunotl, CkeiemHot u coeOuHUmMenbHOU MmKaHu

HEYaCTO — MBIIICYHBIN CHa3M3, KOCTHO-MbBIIICYHAasA CKOBaHHOCTbl, MI/IaJ'Il"I/ISIZ;

2,*

JaCcTOTa HCU3BCCTHA — pa6I[OMI/IOJ'II/I3 , MUOITIaTHs:A.

Hapywenus co cmoponsl nouek u mMouesvbi800awux nymeti
4acTOTa HEU3BECTHA — IIOYEYHAs HEJ0CTaTOYHOCTh, MHTEPCTUIIHANIbHBIN HE(PPUT.
Obwue napyuienus u peaxyuu 8 mecme 68e0eHus

O4YC€Hb 49acCTO — (1)H€6I/IT B MCCTC I/IH’beKI_[I/II/Il;

1 1

gacTo — 00JIb B MECTe HWHBCKIMN~, BOCIIAJICHUEC B MECTC MHBCKIINU ",

HeJacTo — HexoMoranue’, FI/IHepTepMI/ISIS, acTeHus, Oolb B TPyAHOU Kierke®, 03H00,

TIOBBIIIEHHAs YTOMIISAEMOCTS" .,
Jlabopamopnvle u uncmpymenmanbHvle OaHHblE

4acTo — OTKJIOHEHUE JIaOOpaTOPHBIX MMOKa3aTenell PyHKIUY [TeYeHH;

HEYACTO — MOBBINICHUC KOHUCHTpalWn eraTI/IHI/IHal, IMOBBIIICHHUE KOHICHTPAIUU MO'—ICBI/IHBIl,

1 4 4

U3MEHEHHE OTHOIICHUS albOyMHH/TIIOOYTUH", JEHKOMEHUs,, HEUTPONEeHUS , SO3MHOPHIUS ",

TPOMOOIUTEMHS, TIOBBIIIEHHE CIBOPOTOUHOM aKTHBHOCTH ajaHMHaMUHOTpaHchepassl (AJIT),
acmapratammHoTpanchepassl  (ACT), rammarmyramunrpanchepasst  (I'TT)*,  menounoit

4

docdarassr’, makrarneruaporenass: (JIJI)?;
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Y4acTOTa HEW3BECTHA — arpaHyJoLWTO3, TpoMmOouuToneHus, yBenuueHue 3Hauenus MHO,
YAJUHEHHE MPOTPOMOMHOBOIO BPEMEHM, U3MEHEHUE 1IBETa MOYH, MOBBIIIEHUE KOHILIEHTPALUU
OmnMpyOrHa B TUTa3Me KPOBH.
* B HEKOTOPBIX COOOMICHUSX O PabIOMHOIN3E KIAPUTPOMHUIIMH MTPHHUMAJICS OJTHOBPEMEHHO C
JPYTUMH JIEKApCTBEHHBIMU CPEJICTBAMHU, C IPHEMOM KOTOPBIX, KaK H3BECTHO, CBSI3aHO Pa3BUTHE
pabaoMuonu3a (CTaTuHbl, GUOPATHI, KOJXUITUH WIIA aJUTOITYPHUHOI).
1 Coobmenns 0 MaHHBIX HEXeNaTeNbHBIX PEAKIHUAX OBLIH MOTydeHbl TOJTBKO MPH IMPHUMEHEHUH
KJIApUTPOMHIIMHA B JICKAPCTBEHHOW (opme TroduiIM3ar Ui MPUTOTOBICHHS pacTBOpa s
UHQY3HH.
2 CoobmLieHns 0 JaHHBIX HEXENaTeNbHBIX PEaKIUAX OBUIM TONydeHbI TONBKO TIPH MPUMEHEHHH
KJIAPUTPOMHUIIMHA B JIEKAPCTBEHHON (popMe TaOJIETKH C MPOJOHTMPOBAHHBIM BBICBOOOKICHUEM,
MOKPBIThIE IIJIEHOYHON 000JI0UKOH.
3 CoobmieHns 0 JaHHBIX HEXKENATeNbHBIX PEaKIUAX OBUIM TOMydeHbI TONBKO TIPH HPUMEHEHHH
KJIApPUTPOMHIIMHA B JIEKAPCTBEHHOMW (hopMe TpaHyJIbl JUIst IPUTOTOBICHHUS CYCIICH3UH IS TIpHEeMa
BHYTPb.
* CoobmLIeHNs O JAHHBIX HEXKEJATENbHBIX PEAKIMAX ObLIM MOJYYEHBI TONLKO MPU MPUMEHEHHH
KJIApPUTPOMHUIIMHA B JIEKAPCTBEHHOM (popMe TabsIeTKH, MOKPHIThIE IUIEHOYHON 000JI0UKOH.

eTn
[Ipenmonaraercs, 4To 4aCTOTa, THUII U TSHKECTh HEXKENATeIbHBIX PEaKIUi y JeTel Takas ke, Kak y
B3pOCIIBIX.

[Tpoune ocoObIe MOMYIAINNA

Tayuenmol co CHUMCEHHBIM UMMYHUMEMOM

VY namMeHToB ¢ cHUHApoMOM TnpuoOpereHHoro ummyHnonedunmra (CIIMIA) wu apyrumu
UMMYHOJICUIIMTAMH, TOJYYAIOUIMX KIAPUTPOMHUIMH B Oojiee BBICOKMX J103aX B TEUYEHHUE
JUIUTETILHOTO BPEMEHU IS JICYeHUs MUKOOAKTEepUATbHBIX MH(GEKINH, YacTO TPYAHO OTIUYUTH
HexxenaTenbHble 3¢ (deKTsl npenapara oT cuMntoMoB BUY-uH(ekuu uiam comyTCTBYIOIIETO
3a00JIeBaHMS.

Haubosnee yacTpIMU HeXeNaTeNbHBIMU PEAKLUSIMH Y MAIIMEHTOB, IPUHUMABIIUX CYTOUHYIO 103y
KJIapuTpoMuiivHa, paBHyto 1000 mr, 6bUIM TOIIHOTA, PBOTA, U3BpalllEeHUE BKyca, 00JIb B 00J1aCTH
JKUBOTA, Juapes, KOXKHas Cblllb, METEOPU3M, TOJIOBHas O0jb, 3amop, HapylleHHe Ciyxa,
noseiieHue axkTuBHOCTH ACT um AJIT B mnasme kpoBu. Taxke oTMeuanuch ciydau
HEKeNaTeNIbHBIX PeaKInii ¢ HU3KOW YaCTOTON BO3HUKHOBEHUS, TAKUE KaK OJBIIIKA, OECCOHHUIIA

U CYXOCTb CIIM3UCTON 00OJIOUKH MOJIOCTH PTa.
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VY narueHToB CO CHUKEHHBIM MMMYHUTETOM IMPOBOJAWIIN OLEHKY JIA0OPATOPHBIX MOKa3aTeseH,
AHAIM3UPYS WX 3HAYUTENIbHbIE OTKJIOHEHHsI OT HOPMBI (pe3KOe MOBBILICHUE WK CHIDKeHue). Ha
OCHOBAaHUU JAHHOTO Kputepus y 2—3 % NaluueHToB, OIy4YaBIIUX KIapuTpoMuLuH B 7o3e 1000 mr
€XKEIHEBHO, OBLIO 3aperUCTPUPOBAHO 3HauyWTeNbHOE MOBhIMIeHUE akTHBHOCTH ACT u AJIT B
1a3Me KpOBH, a TaKXKe CHIKCHHE YMCIA JICHKOIUTOB U TPOMOOLUTOB. Y HEOONBIIOTO YHCIia
NAlMEHTOB TakXke ObUIO 3aperiuCTPUPOBAHO TMOBBIIMICHHE CBHIBOPOTOUYHOM KOHLIEHTPALUU

OCTAaTOYHOI'O a30Ta MOYCBUHBI.

COO6HI€HI/IG 0 ITOA03PEBACMBIX HEXKCIIATCIbHBIX PCAKIINAX

BaxxHo cooOmarh 0 10A03pEBaEMbIX HEKENIATEIbHBIX pEaKLUUAX II0CIE PErucTpanuu
JIEKapCTBEHHOT'O Tpernapara ¢ 1ejblo 00ecrieueHus: HeMPEePbIBHOTO MOHUTOPHHTAa COOTHOIICHHUS
«T0Jb3a — PHUCK» JIEKAPCTBEHHOTO IMpernapata. MenuIUHCKUM pPa0OTHHUKAM PEKOMEHIyeTCs
coolmiate O JOOBIX TOA03PEBAEMBIX HEXKETIATEIbHBIX PEaKIUsaX JIEKapCTBEHHOTO Iperapara
Yyepe3 HAIlMOHAIBHBIE CUCTEMBI COOOIICHUS O HEXENATeIbHBIX PEAKIHIX TOCYIapCTB — YJICHOB
EBpa3uiickoro 3K0HOMHYECKOTr0 COI03a.

Poccuiickas ®enepanus

®denepanbHas cityx0a 1o HaJ30py B cdepe 3ApaBOOXpaHEHUs

Anpec: 109012, r. Mocksa, CnaBsHCKas TUIOIIA b, 1. 4, cTp. 1

Tenedon: +7 800 550 99 03

OnekrponHas modra: pharm@roszdravnadzor.gov.ru

Caiit B nHGOPMAIMOHHO-TEIEKOMMYHHUKAITMOHHON ceTn «IHTepHeT»:
www.roszdravnadzor.gov.ru

4.9. llepeno3npoBka

CuMOTOMBI

[Tpriem GONBIION O3Bl KIAPUTPOMHUIIMHA MOKET BBI3BATh CHMIITOMBI HAPYIICHHA CO CTOPOHBI
KCITYJOUYHO-KHIICYHOI'O TPAKTaA.

Y oaHoro mnamueHTa C OWIONSPHBIM PpAcCTPOIICTBOM B aHaMHe3€ Iocie mpuemMa 8T
KJIAPUTPOMHUIIMHA OTMCAHBI U3MEHEHHUS IICUXUYECKOT0 COCTOSIHUSA, MAPaHOUAAIBHOE MTOBEICHUE,
TUTMIOKAJIMEMUS U TUIIOKCEMUS.

Jleuenue

[Ipu mnepeno3upoBke cleAyeT yAaauThb HeaObcOpOMPOBAaHHBIN Npemnapar M3 KEeIyIdo4YHO-
KHILIEYHOI'O TpakTa (MPOMBIBAHUE KeEy/lKa, IPUEM aKTHBUPOBAHHOIO YIJI U Jp.) U IPOBECTH

CUMIITOMATUYCCKYIO TCpAIMIO. FGMOI[I/IaJII/IS u HCpHTOHeaHBHBIﬁ JUuaJin3 HE OKa3bIBaIOT

20


mailto:pharm@roszdravnadzor.gov.ru
http://www.roszdravnadzor.gov.ru/

COOTBETCTBYET 2KCNEPTHOMY OTYETY
o1 13.05.2024 N= 5241
(NOCNEOCBATENEHOCTE 0002)

CYHICCTBCHHOI'O BJIMAHHA HAa KOHOCHTPALUIO KIIAPUTPOMUIIMHA B CBIBOPOTKEC, UTO XaPAKTCPHO U

JUTSL IPYTUX MIPernapaToB rPyIIIbl MAaKPOJIUIOB.

5. PAPMAKOJIOTHUYECKUE CBOHMCTBA

5.1. ®apmakoaMHAMHYeCKHe CBOICTBA

dapmakoTepaneBTHUECKasi TIpyNna: aHTHOAKTepUalbHbIE CPEJICTBA CHCTEMHOIO JIeHCTBHUS;
MaKpOJIU/bl, TMHKO3aMHUHBI U CTPENTOTPAMUHBL; MAKPOJIH/IBL.

Kox ATX: JO1FAQ09

Mexanusm neiicteus u hapMakoauHaMmudeckue dhheKThl

KnaputpoMuniua sBisieTCsT MOMYCHHTETUYECKUM aHTUOMOTUKOM TPYIIBI MaKpOIUIOB U
OKa3bIBaeT aHTHOaKTepualbHOE JeiicTBUe, B3aumojeiictBys ¢ 50S  pubocomanbHOM
CcyOBeTMHUIICH U TIOJABIIsIsl CHHTE3 Oelka OaKTepuil, UyBCTBUTEIBHBIX K HEMY.
KnapuTpoMuIIiH MPOJIEMOHCTPUPOBA BBICOKYIO AaKTHBHOCTH IN VIO B OTHONICHHH Kak
CTaHJAPTHBIX J1a00OPAaTOPHBIX INTAMMOB OaKTEpHii, TaK W BBIICICHHBIX y TMAIlUCHTOB B XOJIE
KIIMHUYECKON MPakTUKU. [IposBIsSeT BBICOKYIO aKTUBHOCTh B OTHOIIEHUHM MHOTHUX a3pOOHBIX U
aHa’POOHBIX TPAMIONIOKUTEIBHBIX U TPAMOTPHUIATENLHBIX MUKPOOPTaHU3MOB. MUHHUMAaIbHBIC
nonasistomue koHueHtpauuu (MIIK) kmaputpomunuHa s OOJBIIMHCTBA BO30yauTenei
Menblie, ueM MIIK sputpomuninaa B cpeiHeM Ha oJ1HO log2 pa3BeneHue.
Krapurpomuius in Vitro BeicokoaktuBeH B otHomieHuu Legionella pneumophila, Mycoplasma
pneumoniae. Oka3biBaeT OakTepuituaHoe aelicTBue B otHomienun Helicobacter pylori, qannast
AKTUBHOCTH KJIAPUTPOMHUIIMHA BBIIIIE MPU HEUTPAIILHOM pH, 4eM mipu KHCIIOM.
Kpome Toro, monydeHHble JaHHBIC IN VILrO ¥ IN VIVO yKa3bIBalOT HA TO, YTO KIAPHUTPOMHIIUH
JICMCTBYET HA KJIMHUYSCKH 3HAYMMbIE BUJIbI MUKOOakTepuii. Enterobacteriaceae u Pseudomonas
Spp., Tak ke, Kak U JApyrue He (EepMEHTHUPYIOIINE JTaKTO3y IpaMOTpHIlATeIbHbIe OaKTepHH, HE
YYBCTBHUTEIBHBI K KIIAPUTPOMHUITHHY.
AKTHBHOCTh KJIAPUTPOMHUIIHA B OTHOIICHHH OOJILITUHCTBA IITAMMOB IEPCUMCIICHHBIX HIDKE
MHUKPOOPTIaHU3MOB JIOKa3aHa Kak IN VItro, Tak ¥ B KJIMHUYECKOM MpaKTHKE MPU 3a00JICBaHUSAX,
MEPEYUCIICHHBIX B pazzaene 4.1.
AspoOHBIE TPAaMIIONIOKUTEIbHBIE MUKPOOPTaHU3MBI

e Staphylococcus aureus

e Streptococcus pneumoniae

e Streptococcus pyogenes

e Listeria monocytogenes
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AspoOHBIEC TPAaMOTPUIIATEIILHBIE MUKPOOPTaHU3MbI

e Haemophilus influenzae

e Haemophilus parainfluenzae

e Moraxella catarrhalis

e Neisseria gonorrhoeae

e Legionella pneumophila
Jpyrue MUKpOoOpraHu3Mbl

e Mycoplasma pneumoniae

e Chlamydia pneumoniae (TWAR)
MukoOakTepuu

e Mycobacterium leprae

e Mycobacterium kansasii

e Mycobacterium chelonae

e Mycobacterium fortuitum

e Mycobacterium avium complex (MAC) — kommuieke, Brirouaronuii Mycobacterium avium

u Mycobacterium intracellulare

HpO}IYKHI/ISI Oera-lakTaMa3bl HE OKAa3bIBA€T BIHIHUA HAa aKTUBHOCTH KIIapUTPOMUIIMHA.
BonpmuHCTBO MmITaMMOB CTa(bI/IJ'IOKOKKOB, PE3UCTCHTHBIX K MCTUIHUIUIMHY W OKCAalWJIJIMHY,
06J'Ia,ZLaIOT YCTOI>'I‘II/IBOCT1910 U K KIIApUTPOMHUIIUHY .
Helicobacter pylori
YysctBuTenbHOCTh H. pylori k kiaputpoMulnHy u3ydanack Ha u3oisrax H. pylori, BeieneHHbIX
ot 104 manueHToB, 10 Havajga Teparuu KIAPUTPOMHUIIUHOM. Y 4-X MAIMEHTOB ObUTH BBIJIEICHBI
PE3HMCTEHTHBIE K KJIAPUTPOMHUIMHY InTamMMbel H. pylori, y 2-Xx — mrTamMMbel ¢ yMepeHHOH
PE3UCTEHTHOCThIO, Y OCTANbHBIX 98 mamueHToB u30J8Thl H. pylori ObUIM 4yBCTBUTEIBHBI K
KJIapUTPOMUILIMHY.
KnaputpoMunima okas3bIiBaeT JelCTBUE in vitro m B OTHOmEHWH OOJBIIMHCTBA INTAMMOB
cIcayromux MHUKpPOOPraHnu3MOB (OJIHaI(O 0€30IMacCHOCTh | 3(1)(1)CKTI/IBHOCTB IMPUMCHCHU
KIIapyuTpOMHUIIMHA B KIIMHUYECKOU MMPAKTUKE HC ITOATBCPKACHA KIIMHUYCCKUMU UCCIICTOBAHUSAMU,
H MPAKTUYCCKOC 3HAYCHUC OCTACTCA HGSICHI)IM)Z
AspoOHBIE TPAaMITOJI0KUTEITLHBIE MUKPOOPTaHU3MBI

e Streptococcus agalactiae

o Streptococci (epynnot C, F, G)

e Viridans group streptococci
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AspoOHBIEC TPAaMOTPUIIATEIILHBIE MUKPOOPTaHU3MbI

e Bordetella pertussis

e Pasteurella multocida
AHa3poOHBIE TPAMITONIOKUTENBHBIE MUKPOOPTaHU3MBI

e Clostridium perfringens

e Peptococcus niger

e Propionibacterium acnes
AHaspoOHbIE TPaMOTPULIATEIbHBIE MUKPOOPTaHU3MBI

e Bacteroides melaninogenicus
CrnupoxeTsl

e Borrelia burgdorferi

e Treponema pallidum
Kamnunobakrepun

e Campylobacter jejuni
OcCHOBHBIM ~ MeTAa0OJUTOM  KIApUTPOMHIIMHA B  OpraHM3Me  4eJoBeKa  SBISAETCS
MHUKPOOMOJIOTHUECKH  aKTHUBHBIM  MeTabomut  l4-ruapokcuxnaputrpomuriud  (14-OH-
KJIApUTPOMULIMH). MUKpoOHoIornyeckass akTHUBHOCTh METAab0OIMTa Takas )ke, Kak y MCXOJHOTo
BEIIEeCTBA, WK B 12 pa3a ciabee B OTHOIIEHUH OOJBIIMHCTBA MUKPOOPraHU3MOB. Mckiitouenue
cocrasisier H. influenzae, B oTHomenun koTopoii 3ppekTHBHOCTE MeTaboauTa B 2 pas3a BBIIIE.
HcxonHoe BEIIECTBO M €ro0 OCHOBHOM METAa0OIUT OKa3bIBAIOT JUO0O aJJIUTHUBHEINA, JIMOO
cunepruueckuii 3dpdext B otHotenuu H. influenzae B ycnoswusix in vitro u in vivo B 3aBUCMOCTH
OT IITaMMa OakTepuil.
Tecm Ha uyecmeumenbHOCMb
KonuuecTBeHHbIE METO/BI, TpeOyIONIME U3MEPEHUs TUaMeTpa 30HbI MOJABICHUS POCTa, JAOT
Haubosiee TOYHBIE OLIEHKH YYBCTBUTEIBHOCTU OAKTepUil K aHTUMUKPOOHBIM npenaparam. OnHa
U3 PEKOMEHAYEMBIX METOOUK [UIsl OIpPENEICHMsS] YyBCTBUTEIBHOCTH MCIIONB3YET JUCKH,
UMIIPErHUPOBaHHbIE 15 MKI KiapuTpoMuiuHa (qucko-auddy3nonnsii meron Kupou-bayspa);
IIPY UHTEPIIPETALIMU TECTa AUAMETPhI 30H MOJIaBJICHUS POCTa KOPPEIUpyroT co 3HaueHusimu MITK
knaputpomunivHa. 3uadenust MIIK onpenensitorcss MeroaoM pasBefeHus B OyJIbOHE WU B arape.
[Ipy uCcnONB30BaHMM 3THUX METOJUK OTYET W3 JAOOpAaTOPHH O TOM, YTO INTAaMM SIBIISETCS
«4YyBCTBUTEIIbHBIM», YKa3bIBa€T Ha TO, YTO BO30yAMTENb MHQEKIMH, BEPOSITHO, OTBETUT Ha
neueHure. OTBET «PE3UCTEHTHBIN) yKa3bIBAET HA TO, YTO BO30YUTENb, BOZMOYKHO, HE OTBETUT Ha

neuyenne. OTBET KIIPOMEKYTOYHAsA HYBCTBUTCIBHOCTBL) IIPEAIIojgaract, 4To TepaHeBTI/I‘IeCKI/Iﬁ
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3 PEKT KIAPUTPOMHUILIMHA MOXKET ObITh HEOAHO3HAUEH WMJIM MHKPOOPTaHH3M MOXKET OKa3aTbCs
YYBCTBUTEJbHBIM TIPU HCIIONB30BAHUKM O0Jee BBICOKUX [03 Ipernapata (IpoMexXyTouHas
YYBCTBUTEJIHHOCTb TAK)KE HA3BIBACTCS «YMEPEHHON UyBCTBUTEIHHOCTHION).

5.2. apMaKkoKHHeTHYeCKHUe CBOHCTBA

AOGcopouus

[Ipu mpueme BHYTPb KJIAPUTPOMHIIMH OBICTPO BCACHIBACTCS B KEIYAOYHO-KHIIEYHOM TPAKTE.
AGcomoTHas OMOAOCTYMHOCTh cocTaBisier okoino 50 %. Ilpu MHOrokpaTHOM mpHeMe I03bl
KJIApUTPOMHILIMHA KyMYJISLMK TPAaKTHYeCKH HE OOHApyKEHO, W XapakTep MeTaboimu3Ma B
OpraHM3Me 4ejoBeKa He u3MeHsuIcs. llpueM NHMIIM HENOCPEACTBEHHO IEepesl IMPUEMOM
KJIAPUTPOMHUIIMHA YBEIMUYMBAJI OMOJOCTYIMHOCTh IpemnapaTta B cpeaneM Ha 25 %. B memom 3to
MOBBIIICHHE HE3HAUYUTEIbHO U JIOJDKHO HMMETh HEOOJBIIYI0 KIMHUYECKYI0 3HAYUMOCTH IPHU
PEKOMEHAYEMBIX peKUMax 103upoBaHus. Takum 00pa3zom, KIApUTPOMULIMH MOXKET IPUMEHSATHCS
HE3aBUCHUMO OT IIpUeMa MUIIIHU.

Pacupenenenue, ouorpanchopMalvs U dIAMMAHALNAS

In vitro

HUccnenoBanus in Vitro mokasainu, 4T0 KIAQPUTPOMUIIMH CBSI3bIBACTCS C OEIKaMU TJ1a3Mbl KPOBHU Ha
70 % B xonmnentpamuu ot 0,45 no 4,5 mxr/mi. Ilpu xoHuenTparuu 45 MKI/MJI CBS3bIBAaHUE
cHmkaercs 110 41 %, BepoATHO, B pe3ysIbTaTe HACBIILIEHUSI MECT CBSI3bIBAaHUSA. JTO HAOJI01aeTCs
TOJIBKO IIPU KOHLEHTPALUAX, MHOTOKPAaTHO ITPEBBILIAIOIINX TEPAIEBTUYECKYIO.

In vivo

HccnenoBanus in VIVO Ha XHBOTHBIX MOKa3aJid, YTO KIAPUTPOMHUIIMH MPHCYTCTBYET BO BCEX
TKaHsX, 3a uckimodeHneM [[HC, B KoHLEHTpauusax, B HECKOJIbKO pa3 MPEBBIIIAIOIINX
wia3MenHble. Haunbonee Bbicokue koHueHTpauuu (B 10-20 pa3 Bble IUIa3MEHHBIX)
00HapYKUBAINCH B MIEYEHU U JIETKHX.

300posvie 006posonbYbL

IIpn Ha3HayeHUM KIApUTPOMULIMHA B 103€ 250 Mr 2 pa3za B CyTKH MAaKCHUMaJbHas PaBHOBECHAs
koHueHTpanus (Cmax) knaputpomunaa u 14-OH-knapuTpoMHIIMHA B TIa3Me JIOCTUTANACHh Yepes3
2-3 nmHs u coctaBisia 1 Mkr/mi u 0,6 MKr/mi cootBeTcTBeHHO. [lepuon nonyssiBeaeHus (T1/2)
KJIAPUTPOMHUIIMHA U €r0 OCHOBHOI'O MeTaboauTa coctaBuil 3—4 yaca u 5—6 4acoB COOTBETCTBEHHO.
IIpn HazHauenum kimapurpomunimHa B a03€ 500 mr 2 paza B cyTKU Cmax KJIAPUTPOMHUIIMHA U
14-OH-knaputpoMHIIMHA B IUIa3Me JAOCTUTajach mocie nmpuema 5-oit 1o3sl. Ilocne npuema 5-oi
u 7-oi 1036l Cmax Ki1apurpoMuivHa u 14-OH-knaputpoMulivHa B I1a3Me COCTaBUIIA B CPEIHEM
2,7-2,9 mxr/ma u 0,88-0,83 MKr/mMi1 cOOTBETCTBEHHO. T1/2 KIAPUTPOMHUIIMHA U €TO OCHOBHOTO

MeTabonuTa coctaBui 4,5—4,8 yaca u 6,9-8,7 yaca COOTBETCTBEHHO.
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Cmax 14-OH-kmapuTpoMHIIMHA HE YBEITUYMBAIACh MPOMOPIHUOHAIBHO 03¢ KIAPUTPOMUIIMHA, B
TO BpeMs Kak IE€PHUO/ MOITYBbIBEICHHS KaK KIAPUTPOMULIMHA, TaK M €ro I'MJIPOKCUINPOBAHHOTO
MeTa00IMTa UMeJT TEHJCHIIMIO K YBEJIMUYEHUIO C [TOBBIIIEHUEM JI03bI.

Takast HenuHeWHas (papMaKOKMHETHKA KIAPUTPOMHUIIMHA B COYETAHUU C YMEHBIICHHEM
oOpa3oBaHus 14-ruIpOKCUIINPOBAHHBIX U N-1€METUIMPOBAHHBIX ITPOYKTOB IPU BBICOKUX J03aX
YKa3blBA€T HA HEJMHEHHbI MeTaboJaM3M KIApUTPOMMIMHA, KOTOpPBIM CTaHOBHUTCA Ooee
BBIPA)KEHHBIM IIPU BBICOKHX J03aX.

[Toukamu BeIBOAMTCS OKOO 37,9 % mocie mepopaibHOrO MpHeMa KIAPUTPOMHIIMHA B J103€
250 mr 1 46 % mocne npuema KiaapuTpoMunrHa B 103€ 1200 Mr; KUIIEYHUKOM BBIBOJUTCS OKOJIO
40,2 % u 29,1 % (BKJIIOYAs UCTBITYEMOTO JIMIIb ¢ OJHON MpoOO# Kana, comepkariei 14,1 %)
COOTBETCTBEHHO.

DapmaxokuHemuka y nayueHmos

Knapurpomuniua u ero merabonut 14-OH-kinapuTpoMULMH OBICTPO NPOHUKAIOT B TKAHU U
KUAKOCTU opraHuzma. VMerorcs orpaHuyeHHbE JaHHbIE, CBUJETEJIBCTBYIOIIME O TOM, YTO
KOHIIGHTpaLusl KJIapUTPOMHULIMHA B LEpeOPOCIMHAIBHON KHUIKOCTH MPH MEPOPATBLHOM IIpUeMe
He3HauuTeNnbHa (T.e. TOJbKO 1-2 % OT KOHLEHTpPAIMH B CHIBOPOTKE KPOBU IPHU HOPMaJIbHOU
IPOHUIAEMOCTH TremaTtodHIedanuueckoro Oapbepa). KoHueHTpauus B TKaHAX OOBIYHO B
HECKOJIBKO pa3 BBIILIE, YEM B CHIBOPOTKE KPOBH.

B Ttabnune nmpuBeneHsl MpUMEpbl TKAaHEBBIX U CHIBOPOTOYHBIX KOHIIEHTpALUH IMOCie Mpuema

KJIAPUTPOMULIMHA BHYTPS B 03¢ 250 Mr kaxable 12 yacos:

Konuenrpauun
Bun tkanu
TkaneBble (MKI/T) CbIBOPOTOYHBIE (MKI/MJI)
MuHpanuael 1,6 0,8
Jlerkue 8,8 1,7

IToyeuyHas HEJOCTATOYHOCTh

[Tpu HapymieHur QYHKIUU MOYeK YBETHUUBAIOTCS Cmax ¥ MUHUMabHast KOHIEHTpAHs (Cmin)
KJIApUTPOMHUIIMHA B TUIa3Me KpoBH, Tnepuoja momyBbiBeneHus, AUC KIapuTpoOMHUIIMHA U €ro
metabomura 14-OH-kmaputpomuiiuHa. KoHcTaHTa »AMMHHALIMA W BBIBEIEGHHE TOYKaMHU
yMeHbInatTcs. CTeneHh N3MEHEHUH ITHX MapaMeTPOB 3aBUCHUT OT CTETICHU HapyIIeHUs (PyHKIIUN
MOYEK.

IleueHOYHAS HEAOCTATOYHOCTh

VY manueHToB co CpeAHEN U TSHKENOH CTeNeHbI0 HapyIIeHus (PyHKIIMH IeUYeHH, HO C COXpaHEHHOM

(byHKIMEH ToYeK KOPPEKIHs 1036l KIApUTPOMUIIMHA He TpeOyercsi. PABHOBECHas: KOHIIEHTPAIUs
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B IUIa3M€ KPOBHU U CUCTEMHBIM KJIMPEHC KIAPUTPOMUIIMHA HE OTIMYAIOTCA Y NAIMEHTOB JaHHOU
TpYyNIbI U 3I0pOBbIX NalMeHToB. PaBHOBecHas kKoHIeHTpauus 14-OH-knaputpoMunimua y Jiroaen
C HapylIeHUs MU (YHKIIUU MIEUECHU HIKE, YEM Y 3/I0POBBIX.

JInna mosKujioro Bo3pacra

VY manueHTOB MOXHIIOTO BO3pacTa KOHIEHTpAlUs KJIapUTpOMHULIMHA U ero metabonuta 14-OH-
KJIApUTPOMMILIMHA B KPOBU ObliIa BBILIE, a BBIBEACHUE MEAJICHHEE, YEM Y I'PYIIIIbI MOJIOBIX JIFOCH.
OpHako nociue KOppeKIMUU ¢ y4eTOM MOYEYHOI 0 KIIMPEeHca KpeaTHHUHA He ObLIIO0 OTIINYMIA B 00enX
rpynnax. TakuMm o00pa3oM, OCHOBHOE BIMSHME Ha (apMaKOKMHETUYECKUE MapaMeTpbl
KJIApPUTPOMMUIIMHA OKa3bIBaeT (PYHKIIMS [TIOYEK, & HE BO3PACT.

ITamueHTEI ¢ MI/IKO6aKTeDI/IaHLHLIMI/I I/IHd)eKI_II/ISIMI/I

PaBHOBecHBIE KOHIIEHTpauu Ki1apurpomuvaa U 14-OH-knapurpomuninza y nanuenros ¢ BUU-
UHQEKIMeH, MOMyJYaBIIuX KIAPUTPOMUIIMH B OOBIYHBIX 103ax (500 Mr 2 pasza B CyTKH), ObLIH
CXOJHBIMU C TAKOBBIMH y 3/10pOBBIX Jitojiel. OJIHAaKO MpU NPUMEHEHUH KJIApUTPOMUIIMHA B OoJiee
BBICOKHX /033X, KOTOPbIE MOTYT TMOTPeOOBAThCS IS JICYCHUS MUKOOAKTEPHATbHBIX WHPEKITUH,
KOHIIEHTPALlMM aHTUOMOTHKA MOTYT 3HAUUTENbHO IpEBbIIaTh 0ObIuHbIE. Y manueHToB ¢ BIU-
UHOEKIMel, MPUHUMaBIINX KiIapuTpoMuluH B fo3e 1000 mr/cyt unu 2000 Mr/cyT B 2 npuema,
paBHOBeCHBIE 3HAUEHHS Cmax OOBIYHO COCTaBIISLIA 2—4 MKT/MI 1 5—10 MKT/MJI, COOTBETCTBEHHO.
[Tpu npuMeHeHUH KIapUTPOMUIIMHA B O0Jiee BBICOKHX J103aX OTMEUaloCh yIJIMHEHHE Mepuojia
MIOJTyBBIBEJICHUS 10 CPABHEHUIO C TAKOBBIM Y 3I0POBBIX JIFOAEH, MTOJIy4aBIINX KIAPUTPOMULIMH B
OOBIYHBIX J03aX. [IOBbIIIEHNE KOHLIEHTPAMH B IJa3Me U YAJMHEHUE MEepUo/ia MOJTyBbIBEECHHS
Ipy TNPUMEHEHUM KJIApUTPOMHUIIMHA B 0o0Jiee BBICOKMX J103aX CBS3aHO C HEJIMHEHHOMN
(apMaKOKMHETHKON Ipernapara.

KOM6I/IHI/IDOB2[HHOC JE€YCHHUE C OMCNIPa30JIoM

Knaputpomunima mo 500 mr 3 pas3a B CyTKM B KOMOMHAIIMHM C OMEINPa30j0oM B 103¢ 40 Mr/cyTku
cnoco0ctByeT yBenuueHuto Ti2 u AUCo24 omenpaszona. Y BCeX MalMEHTOB, MOJIYYaBIIUX
KOMOMHHMPOBAHHYIO TEpanuio, B CPAaBHEHUU C IMOJY4aBIIMMHU OJIMH OMEIpPa3oJ, HabI0Janoch
nossienne Ha 89 % AUCo-24 u Ha 34 % T2 omenpaszona. Y kinapurpoMuniiHa Cmax, Cmin 1
AUC.g yBennunBaInuch, cOOTBeTcTBeHHO, Ha 10 %, 27 % u 15 % mo cpaBHEHHUIO C NaHHBIMH,
KOrJla TPUMEHSJICS TOJBKO KIAPUTPOMHUIIMH 03 omernpasosia. B paBHOBECHOM COCTOSTHUHU
KOHIEHTpAlluu KJIApUTPOMHULIMHA B CIM3UCTOM >KelyJKa yepe3 6 4 mocje mpueMa B TpYIIIE,
nojy4aBIeii KOMOMHAIMIO, B 25 pa3 MPEBOCXOAMUIN TAKOBBIE 110 CPABHEHHIO C MOIY4aBIIMMU
OJIMH KjiapuTpoMulH. KoHIEeHTpauy KIapuTPOMMIIMHA B TKaHIX JKeIyJKa depe3 6 4 mocie
npuema 2-x IpenaparoB B 2 pa3a NPEBBIAIM JAHHBIE, MOJyYEHHbIE B TPYIIE MAIHEHTOB,

MoJIy4yaBIINX OAWH KIIApUTPOMUIINH.
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6. PAPMAIIEBTUYECKHUE CBOMCTBA

6.1. Ilepeyenb BcnoMoOraTe/ibHbIX BellleCTB

[{emnron03a MUKPOKPUCTAIIINYECKAS

Kpaxman kyKypy3HbIil YaCTHYHO MPEKEITATHHU3UPOBAHHBIN
[MoBugon K30

Maruus creapat

Kpockapmennosa narpus

Kpemuus auokcur KOJUTOUIHbBIN

Kucnora creapunoBas

Tanpk

[Tnenoynas 06004YKa

I'mnpomennosa
TTonmstrnenrnukonas 6000
Tutana auokcun (E171)

[Tonmucop6at 80

6.2. HecoBmecTUMOCTH

He npumennmo.

6.3. Cpok rognocTu (CpOK XpaHeHus )
5 ner.

6.4. Oco0ble Mepbl NPEIOCTOPOKHOCTH NIPH XPAHEHUHU

He xpanuth npu Temnepatype Boiie 25 °C. XpaHUTb B OpUTHHAJIBHOM yIIaKOBKE (Iauke).

6.5. Xapakrep u coaepkaHue NePBUYHON YIIAKOBKH

ITo 7, 10 mim 14 TabneTok B KOHTYPHYIO SYEHKOBYIO YIAKOBKY M3 IUIEHKHU ITOJIMBUHIIIXJIOPUIHOM
¥ QOJIBIU ATFOMUHHUEBOH M€YaTHOM JTaKHMPOBAHHOM.

[To 10 TabneTok B 0aHKy CTEKISIHHYIO JIJIsl XpaHEHHs JekapcTBeHHbIX cpenctB tuma BTC c
TPEYroJbHBIM BEHUYUKOM, YKYIIOPEHHYIO KPBIIIKOW MOJMATHIEHOBOM HaTsaruBaeMoi. CBOOOIHOE
IPOCTPAHCTBO B OaHKE 3alOJIHSAIOT BATONH METUIIMHCKOIN TUTPOCKOIMYECKOH.

Opny ©Oanky, 1, 2 wim 3 KOHTYpHbIE SYEHKOBBIC YIAKOBKM BMECTE€ C HHCTPYKIHMEH IO

MCIUIUHCKOMY IMMPUMECHCHUIO ITIOMCIIAIOT B MMAYKy M3 KapTOHA.
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6.6. OcoOble Mepbl MNPEIOCTOPOKHOCTH MNMPH YHHYTONKEHHH HCHOJIH30BAHHOTO
JIEKAPCTBEHHOI0 TMpenaparta WM OTXOJ0B, TMOJYYEHHbIX IOcjde TNpPUMeHEeHHs
JIEKAPCTBEHHOI0 Mpenapara, ¥ Apyrue MaHuIMyJsiiHU ¢ NpPenapaTom

Oco0ble TpeOOBaHUS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPALIUOHHOI'O YJOCTOBEPEHUS
Poccuiickas ®@enepanus

AO «buoxumMuk

Anpec: 430030, Pecriy6mka Mopmosus, r. Capanck, yi. Bacenko, a. 15A
Tenedon: +7 (8342) 38-03-68

Anpec 21eKTpoHHO# mouTsl: biohimic@promomed.pro

7.1. llpeacraBuTe/b epKaATENsA PETHCTPALMOHHOIO Y10CTOBEPEHHUS

[Iperen3uu norpedbuTeNed HAOPABIATE 110 aAPECY:

Poccniickas @enepanus

AO «brnoxuMuk»

Anpec: 430030, Pecniy6nmka MopaoBus, r. CapaHck, yi. Bacenko, a. 15A

Tenedon: +7 (8342) 38-03-68

Kpyrnocyrounslii Tenedon ropsiaeit muann papmakonanzopa: 8-800-777-86-04 (6ecruiaTHO)

Anipec anekTpoHHO# ouTh: biohimic@promomed.pro

8. HOMEP PET'HCTPALHMOHHOI'O YAOCTOBEPEHUA

9. TATA NEPBUYHOM PETUCTPAIIUU (IOATBEPXXJIEHWS PETMCTPAIIMU,
HEPEPETUCTPALINN)

[laTa nepBoi perucTpanum:

10. JATA IEPECMOTPA TEKCTA

OOmast  XapakTepUCTHKa JIEKapCTBEHHOro mpemapara KiapuTpoMuMH JOCTynHa Ha
UHPOPMALIMOHHOM TopTaie EBpasuilckoro SKOHOMHYECKOTO COK3a B HH(POPMALMOHHO-

KOMMYHUKaIMoHHO# cetn «HTepueT» http://eec.eaeunion.org/
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