COOTBETCTEBYET ZKCNEPTHOMY OTUETY

OBILASI XAPAKTEPUCTUKA JIEKAPCTBEHHOTO [TPEHAPATA
(NMOCNEOOBATENEHOCTRE 0001)

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IPEITAPATA
Knapurpomuniua — BEPTEKC, 250 mr, kancyisl.

2. KAUECTBEHHBII M1 KOJIMYECTBEHHBIN COCTAB

JleiicTByrolee BEIECTBO: KIIAPUTPOMMUIIVH.

Kaxnas kancyna conepxut 250 Mr KJIapuTpOMUIIMHA.

BcnomorarenbHble BeliecTBa, HaJIUMUWe KOTOPBIX HAJ0 YYUTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npenapara: JJakto3a, HaTpuid (cM. pazzaen 4.4.).

[TonHbIN TEpevYeHb BCIOMOTATEIbHBIX BEIIECTB MPUBEICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA

Kancynbl.

TBepabie xenmaTuHOBbIe Karcyibl Ne O 6emoro mBera. Colep)KHMMOE Karcyia — IMOPOLIOK WIIU
VILUIOTHEHHAas Macca 0enoro uiu 6esoro ¢ KeNTOBAThIM OTTEHKOM IIBETA, paclaarouiasics npu

Ha>XaTuH.

4. KIMHUYECKHUE JJAHHBIE

4.1. IToka3aHus1 K IPUMEHEHHUIO

Knapurpomunna — BEPTEKC noka3aH Kk IpMMEHEHHUIO y B3pOCIbIX U JETEW B Bo3pacTe oT 12 1o

18 ner npu MHPEKIMOHHO-BOCHAIUTENBHBIX 3a00JIEBaHUSAX, BbI3BAHHBIX UYBCTBUTEIBHBIMU K

KJIAPUTPOMUIIMHY MUKPOOPTaHU3MaMHu:

— WHQEKIUHM HUKHUX JIbIXaTeNNbHbIX MyTel (Takue Kak OpOHXUT, THEBMOHUS);

— HH(QEKIUHN BEpXHUX AbIXaTeabHbIX myTeil u JIOP-opranos (Takue kak (papuHTUT, CHHYCHT);

— HMHQEKIMM KOXXM MU MSITKMX TKaHed (Takue Kak (OJUITMKYJIUT, BOCHAJIEHUE TMOIKOXKHON
KJIETYATKH, POXKA);

— JIMCCEMHHHPOBAaHHBIE WJIM JIOKAJIW30BAHHbIE MHUKOOAaKTepuaibHble HWH(EKINH, BbI3BaHHBIC
Mycobacterium avium n Mycobacterium intracellulare;

— JIOKaJIM30BaHHBIC MH(EKIINH, BbI3BaHHBIE Mycobacterium chelonae, Mycobacterium fortuitum
u Mycobacterium kansasii;

— mpo¢UIaKTUKa pacpoCTpaHeHUs] WHPEKINH, 00YCIOBICHHOW KoMIiekcoM Mycobacterium
avium (MAC), y BUU-unduuupoBaHHbIX MaUEHTOB ¢ cojepxkaHuem naumdonuros CD4
(T-xenmepHbIX TuMpoLMTOB) He Gonee 100 B 1 Mm>;

— ospagukauus H. pylori i CHIXKEHHE YaCTOThI PELIUIMBOB S3BbI IBEHAILATHUIIEPCTHON KUIIIKH;

— OJOHTOI'CHHBIC I/IH(beKI_II/II/I.
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4.2. PexxuM 103MpOBaHNs U C1IOCO0 NPUMEHEeHUs! ot 15.01.2025 N= 631

(NOCNEQCBATENEHOCTE 0001)

PexxuM 1o3upoBaHus

OObIuHass pEKOMEHIOBaHHAs J103a KiIapuTpoMuirHa — 250 Mr 2 pa3a B CYTKH.

B Gosiee TspKeIBIX caydasx A03y yBeauduBaroT 10 S00 mr 2 pa3a B CyTKH.

OOBIYHO TIPOAOIDKUTENBHOCTh JICUEHHUS! COCTaBisieT oT 5 10 14 mHel, mpu BHEOOIBHUYHOU
ITHEBMOHHMHM U CUHYCUTE — OT 6 10 14 nHel.

s neuenus MuxobakmepuanibHulx uHgekyuil, Kpome myoepryneza

PexoMennoBanHas 103a kiaputpomunrda 500 Mr 2 paza B CyTKH.

Jleuenue ouccemunuposannvix MAC ungexyuti y nayuenmos ¢ BUY-unghexyuet

Jleuenwue cieayeTr MpoIoIKATh 70 TEX MOp, TOKAa UMEETCs] KIIMHUYECKas 1 MUKPOOHOJIOTHYecKast
3¢ pexTUBHOCTh. KilapuTpoMuImH ciexyer MNPUMEHATh B KOMOWHAIMM C  JIPYTHMHU
AHTUMHUKPOOHBIMU TIpeTapaTaMy, aKTUBHBIMU B OTHOILICHUH JIaHHBIX BO30YyIUTENCH.
JuTenbHOCTh  JICUEHHUs  JIPYTHMX  HETYOepKyJle3HBIX  MHUKOOAKTepuadbHBIX  HHGEKIUN
yCTaHaBJIMBAET Bpau.

s npogpunaxmuxu unghexyuii, evizeannvix MAC

Pexomenayemas 1o3a knapurpomuninaa coctasiseT S00 Mr 2 pasza B CyTKHU.

ns neuenus 000HmMoO2eHHbIX UHDeKyULl

Jo3a knaputpomuiHa cocrasiser 250 Mr 2 pa3a B CyTKU B T€UEHUE 5 JTHEH.

s sapaouxayuu H. pylori

VY nanueHToB ¢ A3BEHHOM 00JIe3HbI0, BbI3BaHHON MH(ekuuen H. pylori, KTapuTpOMUIIMH MOXKHO
HazHa4aTh 1o 500 Mr 2 pa3a B CyTKH B KOMOWHAIMH C IPYTUMHU aHTUMUKPOOHBIMHU TIpenapaTaMu
Y MHIMOMTOpaMU MIPOTOHHOI'O Hacoca B TeueHue 7—14 nHeil, B COOTBETCTBUU C HAIlMOHAJIbHBIMU
U MEXTyHapOJIHBIMHM PEKOMEHIallMsIMU 10 JieueHuto undexkuuu H. pylori.

Oco0bIe I'pynnbl HJaMCHTOB

Tayuenmoi ¢ HapyweHuem QyHKyuu novex
[Taniuentam ¢ knupencoM kpeatnanHa (KK) menee 30 mu/MUH Ha3HAYAIOT MOJIOBUHY OOBIYHOMN
J103bI KJIAPUTPOMHUIIMHA, TO e€cTh 250 Mr 1 pa3 B CyTKH WM, Npu Oojee TsHKEIbIX HHPEKIUIX, 10
250 mr 2 paza B cyTku. MakcumanbHasi cyrouHas jo3a coctaBiserT 500 mr. JleueHue Takux
NaIMEeHTOB MPOA0IDKAIOT He Oonee 14 nHE.

eTH
Pexxum no3upoBanus 1ist gereid ot 12 go 18 ner He oTiamyaeTcs OT pexuma JO3UPOBAHMS IS
B3POCJIBIX.
[IpuMeHeHre KIIapuTPOMUIIMHA B Karcynax y AeTei muaame 12 et He u3y4yanochk.

Croco0 IIpuMeHeHus

Bnaytpb. HezaBucumo ot npuema nuiiu.



COOTBETCTBYET 3KCII EF'TH MY OTUETY
4.3. [IporuBomoOKa3aHusl ot 15.0

(nocneno EIHTEJ_II:H"_"-.T 5 0001)

— THICPUYYBCTBUTCIBHOCTD K KIIAapUTPOMULTNHY, MaKpoOIngam N K JIFOO0OMY 3
BCIIOMOTaTeJIbHbIX BELIECTB, [IEPEUNCIICHHBIX B pa3zene 6.1;

— ymmHenue uHTepBasa QT B anamHe3e  (BpOXKIACHHOE WM  MPHOOPETEHHOE
3aperucTpupoBaHHoOe yanuHeHue uHTepBana QT) wim KeilynoukoBas apuTMUs, BKIIOYas
KEITYZ0UKOBYIO TaXUKaPAUIO TUIIA «IIUPYIT» (CM. paszzensl 4.4. u 4.5.);

— OJIHOBPEMEHHBIN ITPUEM KIAPUTPOMHULIMHA C IOMUTAIUAOM (CM. paszzen 4.5.);

— KIApUTPOMMLHMH HE CJledyeT NMPUMEHATh y MALlUEHTOB C AJIEKTPOJIMTHBIMU HapyIIECHUSIMU
(rumokanveMue WM TUIIOMarHMEMHUEeW) B CBS3M C pUCKOM YymiuHeHuss uHTepBaia QT
(cm. pasnen 4.4.);

— OJIHOBPEMEHHBIN ITPHUEM KIApUTPOMUIIMHA C TUKAIPEIOPOM UM PAaHOJIa3UHOM;

— OJIHOBPEMEHHBIM NpueM KIApUTPOMHIMHA C AacTeMHU30JI0OM, LM3ANpPHIOM, MHMO3UIOM,
tepdenanuaoM (cm. pazaen 4.5.);

— OJHOBPEMEHHBIM @pHeM KIAPUTPOMHUIMHA C aJKAJIOMJAMH CHOPBIHBM, HaIpUMep,
9ProTaMMHOM, TUTHAPOIProTaMUHOM (CM. pazzen 4.5.);

— OJIHOBPEMEHHBIM MpHeM KJIAPUTPOMHUIMHA C MHJA30JIaMOM [yl NIEPOPATLHOIO MPUMEHEHHS
(cm. pasnen 4.5.);

— OJIHOBpEMEHHBIM mnpueMm KiapuTpomuuumHa ¢ uHruouropamu ['MI'-KoA-peaykra3zsl
(cTaTMHaMU), KOTOpBIE B 3HAYUTEIBHOH CTeNeH! MeTabonu3upyrorcs nzopepmentom CYP3 A4
(JloBacTaTMH MM CHUMBACTaTHH), B CBA3M C IIOBBIIIEHHMEM pHUCKAa MHOIATHH, BKIIOYas
pabaomuonus (cM. pazaen 4.5.);

— OJHOBPEMEHHBIN IPHUEM KJIAPUTPOMMUIIMHA C KOJXUIIMHOM (cM. pa3zaen 4.5.);

— TsDKeNas TMEeYEHOYHas HeJAOCTAaTOYHOCTh, MpOTEKarolas OJHOBPEMEHHO C IOYEYHOMU
HEJ0CTaTOYHOCTHIO;

— XoJlecTaTHuecKas JKeJNTyXa/TenaTuT B aHaMHe3e, pa3BUBIIMECS NpU HPUMEHEHHU
KJIapUTpOMHUIIMHA (CM. pa3aen 4.4.);

— TEepUOoJ I'PYAHOTO BCKapMJIIMBAHUS;

— nopdupus.

4.4. OcoOble ykazaHMsl U1 MepPbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

[Tpenapar Knaputpomuina — BEPTEKC HazHadaroT ¢ OCTOpPOKHOCTBIO MPU:

— TOYEYHOW HEIOCTATOYHOCTH CPEIHEU U TSKEJIOU CTEIICHH;

— TNEYEHOYHOM HETOCTaTOYHOCTH CPENHEN M TSKEIION CTEIICHH;

— OJIHOBPEMEHHOM IIpUeMEe KJIAPUTPOMUIIMHA ¢ OEH30AMa3eNIMHAMU, TAKUMH KaK aJpa3ojaM,
TpHa30JlaM, MUAA30JIaM Ul BHYTPUBEHHOTO IIPUMEHEHUS NI JJI1 HAHECEHUS Ha CIU3HUCTYIO

0007109Ky TIOJIOCTH pTa (cM. pazaen 4.5.);



COOTBETCTBYET 3KCMNEFTHOMY OTHETY
— OJIHOBPEMEHHOM MpPHEME KﬂapI/ITpOMI/H_[I/IHIl ¢ apyruvu Grotoxbrasivi “genaparamu,
i )

MOCNEQOBATENEHOCTE 0001)

0COOEHHO aMUHOTJIMKO3UAaMH (CM. paznen 4.57);

— OJHOBPEMEHHOM TIpHEME C IpernapaTamM, KOTOpbIE METa0OIU3HPYIOTCS H30(hepMEHTOM
CYP3A4, mHampumep, kapOama3enuH, LWIOCTA30JI, IUKJIOCIIOPUH, JTU30MHUPAMUI,
METHWINIPETHU30JIOH, OMEIPa30Jl, HENpsSMbIe AHTHKOATYJSHTHI (Hampumep, BapdapuH),
XUHUIMH, pudaldyTHH, cuiaeHadui, TakpoIuMyc, BAHOIacTUH (cM. pa3zaen 4.5.);

— OJHOBPEMEHHOM IIpUeMe ¢ Tnpemaparamu, HHAynUpyommumu wu3opepmenr CYP3A4,
Harpumep, pudamnuimH, GeHUTOMH, KapOamasenuH, (eHoOapOuTan,  3BepoOOi
MIPOJIBIPSIBIICHHBIN (CM. pa3aen 4.5.);

— OJHOBPEMEHHOM IpHUeMe KJIApUTPOMHULIMHA CO CTaTHHAMU, HE 3aBUCALIMMHU OT MeTaboInu3Ma
uzopepmenta CYP3A4 (nampumep, diyBactatus) (cM. paszaen 4.5.);

— OJHOBPEMECHHOM TIpUeMe ¢ OJIOKaTOpaMH «MEIJICHHBIX» KAJIBIIHEBBIX KAaHAJIOB, KOTOPBIC
meTtabomusupytorcsi uzopepmentom CYP3A4 (nmampumep, BepanmamMui, amMmJIOJUIHUH,
TUITHA3EM);

— OJHOBPEMEHHOM IMpUEME KJIAPUTPOMHIIMHA C MEPOPATLHBIMU AHTUKOATYJISIHTAMHU TPSMOTO
JeUCTBUSI, TAKUMH Kak gaburatpaH, puBapokcabaH, anmukcabaH, OCOOCHHO Yy IMAIlMEHTOB C
BBICOKHM PUCKOM Pa3BUTHSI KPOBOTCUCHUM;

— umemudeckoit 6onesnu cepana (MbC), Tsoxeno cepaeuHo HEAOCTATOYHOCTH, HAPYIICHHUSIX
MPOBOAMMOCTH MIU KJIMHUYECKH 3HAUMMOHN OpaauKapAuH, a TakkKe MPH OJHOBPEMEHHOM
npreMe aHTHAPUTMUYECKUX mpenapatoB [A kmacca (xunuaus, npokanHamun) u 11l kmacca
(moderunua, aMmruoIapoOH, COTAION);

— OepeMeHHOCTH.

Oco0ble yKa3aHus

JlnurenbHbIN NpueM aHTUOMOTUKOB MOKET MMPUBOJIUTH K 00pa30BaHNIO KOJIOHUH C YBETUYEHHBIM
KOJINYECTBOM HEUYBCTBHUTEIBbHBIX OakTepuil u rpuboB. Ilpu cynepuHpexkuuu HeoOXoauMo
HA3HAYUTh COOTBETCTBYIOLIYIO TEPAIHUIO.

HazHnauyeHue k1apuTpoMHIIMHA OepeMEHHBIM KEHIIMHAM JI0JKHO MPOBOIUTHCS MPH TIIATEIBHON
OIICHKE COOTHONICHHS pPHCKAa M TI0Jb3bl, OCOOEHHO B TEUEHHE TMEpPBbIX TPEX MECSIEB
OepeMEeHHOCTH.

[Ipy mpUMeHEeHMH KJIApUTPOMHUIIMHA COOOINATOCH O TMEYCHOYHOH IUCHYHKUMU (TOBBILICHUE
AKTUBHOCTH IMEYEHOYHBIX (DEPMEHTOB B KPOBH, I'€NaTOLECIUTIOJISIPHBIN M/WIM XOJeCTaTUYeCKUil
renaTut ¢ xkentyxod unu 0e3). [leueHouHas nucyHKUHS MOXKET OBITH TSAXKEJIOH, HO OOBIYHO
aBisieTcs oopaTumoil. imeroTes ciyyan meuyeHOYHON HEI0CTaTOYHOCTH C JIETaIbHBIM UCXOJIOM,
[JIABHBIM 00pa3oM CBSI3aHHBIE C HAJIMYUEM CEpPhE3HBIX COIMYTCTBYIOIIMX 3a00JE€BaHUN W/WiN
OJIHOBPEMEHHBIM IIPUMEHEHHEM JIPYTUX JIEKAPCTBEHHBIX CpeicTB. IIpu MosBIEHUN NIPU3HAKOB U

CHUMIITOMOB I'€lIaTUTA, TAKUX KaK aHOPCKCHUA, XKEJITyXa, IOTEMHCHUE MOYH, 3y, 00JIE3HEHHOCTD
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
KUBOTA MPH THaJbIalud, HEOOX0AUMO HEMEJICHHO HperaTI/ITE %Eﬂhﬁlﬂ-KﬂApﬁ’k};OMHHHHOM

UCIEOOBATENEHOCTL 0001)

[lpy HanmuuuM XPOHMYECKUX 3a00JCBaHUN HEHCHI —HEOOXOANMO—HPOBOANTE —PErYAPHBIt
KOHTPOJIb aKTUBHOCTH ()EPMEHTOB CHIBOPOTKU KPOBH.
[Ipu 7neyeHuH TPAKTUYECKH BCEMH AaHTHUOAKTEPHUAIBHBIMH CpPEICTBAMH, B TOM 4YHUCIE
KJIAPUTPOMHLIMHOM, OITMCAHBI CIy4Yau MCEeBAOMEMOPAHO3HOTO KOJINUTA, TSKECTh KOTOPOTO MOXKET
BAPBUPOBATHCS OT JIETKOM [0 YyIrpoXarlled Ku3HU. lIpu JedeHuH NpakTUYEeCKH BCEMHU
aHTUOAKTEpUAIbHBIMU IIpelapaTaMi, B TOM 4YHCIIE KIAPUTPOMMIIMHOM, OIMCaHbI Cllydau
Clostridioides difficile-acconuupoBaHHONW AWAPEH, TSHKECTh KOTOPOW MOXKET BapbUPOBATHCS OT
JIETKOW JMaper [0 YrpoXKAaIoUIero >XU3HU KouTa. AHTHOAKTEepHalbHBIE Mpernaparbl MOTYT
U3MEHUTh HOPMAJIbHYI0O MHUKPO(DIIOPY KHUIIEYHHMKA, 4TO MOXXeT mpuBectH K pocty C. difficile.
[IceBnomemOpano3Hblii  KonuT, BbI3BaHHBI C. difficile, HEOOXOOMMO TMOA03pEBATh y BCEX
MAIMEHTOB, Y KOTOPBIX MOCJE MPUMEHEHUS aHTHOAKTepUATbHBIX CPEACTB pa3BHIIACh IUapes.
[Tocne mpoBeneHUs: Kypca aHTHOMOTHKOTEpANWH HEOOXOAMMO TIIATENIFHOE MEIULIMHCKOE
HaOo/IeHue 3a mauueHToM. ONMChIBANIMCH Cllydyaud pa3BUTHS IICEBJAOMEMOpPAHO3HOIO KOJIUTA
cnycTs 2 Mecdlia ociie npueMa aHTUOUOTHKOB.
[Tpu neyeHNH MaKpOJIUAAMHU, BKIIOYAS KIAPUTPOMHUIIMH, HAOIIOJANOCH YATUHEHHE CepIeUHOM
penonspuzanu U uHTepBaiga QT, BbI3bIBarolee PHUCK pPa3BUTHS CEPACYHOM apUTMHH U
JKEITYJIOYKOBOM TaxUKapIuW THUMA «IUPYIT» (cM. pazzaen 4.8.). Tak kak cCienyronme CUTyaluu
MOTYT MPHUBECTH K YBEJIMUYEHUIO PHUCKA Pa3BUTHUS JKEITYJOYKOBBIX apUTMHUHA (B TOM HHCIE
KEIyTOUYKOBON TaxMKapJUM THIA «ITUPYIT»), TO KIAPUTPOMMIUH HE JOJKEH MPUMEHSTHCA Y
CIIEYIOIINX KaTErOpUi MalueHTOB:
— Yy NalMeHTOB ¢ TUNoKanuemMuen (cm. pasnen 4.3.);
— y NAIMEeHTOB ¢ TuromMaruueMueii (cm. paszaen 4.3.);
— IIpY OJHOBPEMEHHOM HAa3HAYEHHWM KIAPUTPOMMIMHA C aCTEMHU30JIOM, LHM3AIpPUIOM,
NUMO3UIOM U TepheHaanHoM (cM. pazaen 4.3.);
— y TAalUeHTOB C BPOXXICHHBIM WJIM TNPHOOPETEHHBIM 3aperuCTPUPOBAHHBIM YyUIMHEHHEM
unTepBasia QT win Hamu4MeM >Key104KOBOM apuTMUU B aHaMHe3e (cM. paszen 4.3.).
KnaputpoMHLIMH 1OKEH IPUMEHSATBHCS C OCTOPOKHOCTBIO Y CIEAYIOINX KaTerOpuil NalleHTOB:
y nanueHToB ¢ UBC, Tskenol cepaedHol HeTOCTaTOYHOCTBIO, HAPYIICHUSIMU ITPOBOIUMOCTH
WIM KIIMHUYECKH 3HAaYUMOM Opaaukapaueil;
y MalMeHTOB, OJJHOBPEMEHHO NMPUHUMAIOIINX APYTUe JIEKApCTBEHHBIE MTPenapaThl, CBI3aHHbIE
¢ ynmuaenueM uatepBana QT (cm. pazmen 4.5.).
B xone snuaeMuonornueckux UCCie0BaHuN 10 U3YUYEHUIO pUCKa HEOIAaronpusTHBIX CepAeuHO-
COCYIHUCTBIX HCXOAOB NPU MNPUMEHEHHHM MAaKpOJUJOB OBUIM TIOJNy4yeHBbl HEOJHO3HAUHBIC
pe3yibTatel. B HEKOTOphIX  HAOMIOJATENbHBIX  HCCIEAOBAaHHMSX OBUIO  yCTAHOBJIEHO

KPaTKOBPEMEHHOE TOBBIIIEHHE PUCKA PA3BUTHUSI apUTMHUH, MH(PApKTa MHOKapAa U CMEpPTH OT
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COOTBETCTBYET ZKCNEPTHOMY OTHETY

CEpJICYHO-COCYIUCTRIX 3a00JIeBaHUN, CBs3aHHOE C H uMedHien | ma ]EOHI/I e‘ﬂ BKJIIOYast

OCNEOOBATENEHOCTE 0001)

KIapuTpoMuiuH. [Ipy Ha3HAYEHUM KIAPUTPOMHIHA CACAYET COOTHOCH TS HPEAHOAAFacMYIO
M0JIb3Y OT IIpHEMa MpernapaTa ¢ JaHHBIMU PUCKAMH.

Bo3MoXHO pa3BUTHE TEPEKPECTHOM PE3UCTEHTHOCTH K KJIAPUTPOMHULMHY U APYTUM
AHTUOMOTHKAM T'PYIIIBEI MAKPOJIUJIOB, & TAKKE JIMHKOMUIIMHY U KIMHIAMUIIUHY.

VYuurbiBas pacTyLIyl0 PE3UCTEHTHOCTb Streptococcus pneumoniae K aHTUOMOTHKAM TIPYIIIbI
MakpoOJHJ0B, BaXXHO MPOBOJAUTh TECTUPOBAHME YYBCTBUTEIBHOCTH TMPU HA3HAYECHUU
KJIAPUTPOMHUIIMHA MAlMEHTaM C BHEOOJIbHUYHOI mHeBMOHUEH. [Ipu rocnuranbHONM MHEBMOHUU
KJIAPUTPOMHUILIUH CJIEyeT MPUMEHSTh B KOMOMHAIIMH C COOTBETCTBYIOIIMMU aHTUOUOTHKAMHU.
WNupeknnn KOXU ¥ MITKUX TKAHEH JIETKOW U CpelHEH CTEIEeHU TSKECTH Yallle BCErO BBI3BAHBI
Staphylococcus aureus wu Streptococcus pyogenes. Ilpu 3TroM 00a BO30yIUTENsT MOTYT OBITH
ycToi4mBBI K Makponuaam. [103ToMy BasKHO MPOBOJUTH TECT HA UYBCTBUTEIBHOCTD.
Maxkponuabsl MOXXHO MPUMEHSTh NMpU HMHGEKIusX, BbI3BaHHBIX Corynebacterium minutisimum
(opuTpasma), mpu 3a00JICBAHUSX: YIPH BYJbIAapHBIC M POXKa, a TAKXKE B TEX CUTYaIUAX, KOTJa
HEJIb3s IPUMEHSTh CHUIMILUTHH.

B ciydae nosiBieHus OCTPBIX peakUuil THIEepUyBCTBUTENILHOCTH, TAKUX KaK aHadUIaKTHYeCKas
peaxiusi, TSHKENbIE KOXKHBIC JIEKAPCTBEHHBIC peaklnu (HampuMep, OCTPbI reHepaTn30BaHHBIN
AK3aHTEMATO3HBbIN TycTyse3), cuHapoMm CTuBeHCa-/[PKOHCOHA, TOKCHUECKUN SIUIEPMATbHBIN
HEKpOJIHM3, JIEKAPCTBEHHAas ChIIIb C DJO03UHODWIMEH W CHUCTEMHOW CHUMIITOMATHUKON
(DRESS-cunapom) HeoOXoAuMO cpasy K€ MpeKpaTUTh MPHEM KIAPUTPOMHIIMHA U HayaTh
COOTBETCTBYIOLIYIO TEPAIHUIO.

B ciysae coBmecTHOTO TIpUMEHEHHUs C BappapyuHOM WIA JPYTUMH  HENPSMBIMU
AQHTUKOATYJSIHTAaMH ~ HEOOXOJWMO  KOHTPOJIUPOBATh  MEXKIYHApOIHOE  HOPMAJIM30BAHHOE
otnomenne (MHO) u mpotpomOuHOBOE BpeMs (cM. pazaen 4.5.).

Cnenyer coOnroAaTh OCTOPOKHOCTH TPHU OJHOBPEMEHHOM NPUMEHEHHH KJIAPUTPOMHUIIMHA C
MepopaIbHBIMU aHTUKOATYJITHTAMH TIPSIMOTO JCHCTBHUSA, TAKUMHU KaK Ja0uraTpaH, puBapokcadaH
W anukcabaH, OCOOCHHO Yy TAIIMEHTOB C BBICOKUM PHCKOM pPa3BUTHS KPOBOTCUYCHUS
(cM. moapazaen «C ocTOpOKHOCTBION U pazfen 4.5.).

[lepen HazHaueHUWEM KIAPUTPOMHUIIMHA BCEM MALMEHTaM, MPUHUMAIOIIMM THIPOKCUXJIOPOXUH
WM XJIOPOXWH, TIIATEIIbHO B3BECHTE COOTHOIICHHE IOJB3bI M PUCKA H3-32 TMOTCHITHATHHO
MOBBIIIEHHOTO PHCKA CEPJAECYHO-COCYIUCTBIX COOBITUH M CEPIIEYHO-COCYAUCTOM CMEPTHOCTH
(cM. pazzmen 4.5.).

BcnomorarenbpHbI€ BelllecTBa

B cocraB mpemapara BXOAMT JaKkTO3bl MoOHOTWapar. [lamueHTam ¢ peako BCTpedarolencs
HACJICJACTBEHHON HEMEPEHOCUMOCTHIO TallaKTO3bl, ASUIIUTOM JIAKTa3bl JIOMAPEeH WM TITFOKO30-

raJlakTO3HOHM MallbabcopOLuel He clieAyeT MPUHUMATh 3TOT Mpemnapar.



COOTBETCTBYET 3KLCT EF'TH MY OTUETY

JlekapCTBEHHBII TIpENapaT COACPKHUT HATPUH. ot 15.0

(NOCNEAOQ EuuTEJ'II:H'”'I-.T b 00071)

I[aHHBIﬁ npenapar CoACpKUT MCHEC 1 MMoOab ( 3 1vu) HaTpss Ha 1 KanCyiny, ToCCTh, O CYTH, HC

COACPIKHUT HATPH.

4.5. BzaumoaeiictBue ¢ JPYrUMH JIEKAPCTBEHHBIMH IpenaparaMv W Jpyrue BH/bI
B3auMOJelCTBHUS

[IpoTHBONOKAa3aHHBIE KOMOWHAIINNA

[IpuMeHeHrne CIeAYIONUX MpernmapaToB COBMECTHO C KIAPUTPOMHUIIMHOM IPOTHBOIIOKA3aHO B
CBSI3HM C BOBMOXXHOCTBIO Pa3BUTHS CEPbE3HBIX MOOOUHBIX 3 (HEKTOB:

Luzanpuo, numosuo, mepghenaour u acmemusoi

[Tpr coOBMECTHOM TpHeMe KJIApUTPOMHUIIMHA C [U3AMPHUAOM, MTHUMO3HIOM, TepPEHATUHOM WU
ACTEeMH30JIOM COOOINATIOCh O MOBBINICHUU KOHIICHTPAIMU WX B IUIa3ME KPOBH, YTO MOXKET
OpUBeCTH K YyAuuMHeHWI0 uHTepBaia QT U MOSABIEHUIO CEpPACUHBIX AapUTMUM, BKIIOYas
KEITY0YKOBYIO TaXHKapIUI0, GUOPUILIAILUIO JKETYJOUYKOB U JKEITYAOYKOBYIO TaXUKaAPAUIO THIA
«apyaT» (cM. paszen 4.3.).

Ankanoudvi cnopviHvu

[TocTMapKkeTUHTOBBIE HCCIEAOBAaHUSA I[IOKa3bIBAIOT, YTO TPU COBMECTHOM MPUMEHEHUU
KJIAPUTPOMHUIIMHA C IPTOTAMUHOM WJIH JTUTHIPOIPTOTAMUHOM BO3MOXKHBI cliefyromnine 3¢ (eKTsl,
CBSI3aHHBIC C OCTPBIM OTPaBJICHHEM IIperapaTaMy TPYIIBI SPTOTAMHHOB: COCYIMCTHIN CIa3M,
UIIeMHsT KOHEYHOCTEH W JpYyrux TKaHEW, BKIOYas IICHTPAIBHYIO HEPBHYIO CHCTEMY.
OnHOBpeMEHHBI TpUEeM KIAPUTPOMUIIMHA C aJKaJoOuJaMH CIOPBIHBM TMPOTHUBOIOKA3aH
(cM. pazzmen 4.3.).

Muoaszonam 0115 nepopanbHo20 nNPUMeHeHUs

[Ipu coBMeCTHOM NMPUMEHEHHH MHUJa30jamMa W KiaputpomuiinHa B ¢opme Tadmetok (500 mr
2paza B JEHb) OTMEYAIOCh YBEIWYEHHE IUIOMIAAU TOJ (HapMaKOKMHETUYECKOW KPHUBOM
«xoHueHtpanus — Bpemsi» (AUC) wmupasonama B 7 pa3 mocie NEpopaIbHOro MpHUeMa.
OnHOBpEeMEHHBI TPHEM KJIApUTPOMHUIIMHA C MHUIA30JIaMOM JUISl MTEPOPATLHOTO IPUMEHCHUS
MPOTHUBOIIOKA3aH (cM. pazzaen 4.3.).

Uneubumopwor I' MI-KoA-pedykma3swi (cmamutul)

OnHOBpeMEHHBIH  MpUEM  KIAPUTPOMHUIIMHA C  JIOBAaCTAaTUHOM WJIM  CHUMBACTaTHHOM
MPOTHUBOIIOKA3aH (CM. pa3jaen 4.3.) B CBSI3H C TEM, UTO JJAHHBIC CTATUHBI B 3HAYUTEIIBHON CTEIIEHU
MeTtabonuzupyrorcs uzopepmentrom CYP3A4, u coBMecTHOE TPUMEHEHHUE C KIAPUTPOMHUIIUHOM
MOBBIIIACT WX IJa3MEHHBIC KOHIIEHTPAIMH, YTO MPHUBOIUT K TOBBIIICHUIO PUCKA Pa3BUTHUS
MUOMATUH, BKIIOYass padbmomuonu3. Coobmanoch 0 ciaydasx pabIoMHOIN3a Yy TaIEeHTOB,

MPUHUMABIIUX KIAPUTPOMUIIMH COBMECTHO C IaHHBIMHU IpenapaTamu. B ciiydae HeoOXxoaumocTu



COOTBETCTEBYET ZKCNEPTHOMY OTUETY

- E 01 9098 k= 72
MPUMCHCHUA KIIApUTPOMUIIMHA CICAYCT MPCKPATUTL ITPUCM HOBECHTPI}-I-& VT r(&I/If;i'BACTaTI/IHa Ha

(NOCNEOOBATENEHOCTE 0001)

BpeMs TepaIuH.
KnaputpoMuinH cieayer MpUMEHSATh ¢ OCTOPOKHOCTBIO MPU KOMOMHHMPOBAHHOW TEpamuu ¢
JNPYTUMH CTaTHHAMHU. PEeKOMEHIyeTcsi NMPUMEHSTh CTAaTHHBI, HE 3aBHCAIIME OT MeTaboym3Ma
uzopepmenra CYP3A4 (mampumep, duayBacrtaTtuH). B cioydae HEOOXOAMMOCTH COBMECTHOTO
npreMa pPeKOMEHAYeTCs NMPUHUMATh HAaMMEHBIIYI0 103y cratuHa. Crenyer KOHTPOJIMPOBATH
pa3BUTHE MPU3HAKOB M CHAMIITOMOB MUOIIATHH.

Jlomumanuo

OMHOBpEMEHHBIN TpHUEM KJIAPUTPOMHIIMHA C JIOMHTANUAOM MPOTHBOIIOKA3aH H3-3a PHCKA
CYILLECTBEHHOI'O ITOBBIIIEHUS aKTUBHOCTHU TPAaHCAaMUHA3 B IIJIa3Me KPOBH (CM. pazjnen 4.3.).

Bimmsaue APYIuX JICKAPCTBCHHBIX ITPCTIAPATOB HAa KIIAPUTPOMUIINH

[Ipenapatsl, sBnstomuecs HHAyKTopamu u3zodpepmenta CYP3A4 (manpumep, pudamnuius,
pudabytus, dhenutounH, xkapbamasenuH, GpeHoOapOuTas, 3Bepo0Ol MPOABIPSIBICHHBIN), MOTYT
MHAYLUUPOBAaTh META00IU3M KJIAPUTPOMUIMHA. DTO MOXKET IPUBECTU K CyOTEepaneBTUYECKOM
KOHIICHTPALUH KJIAPUTPOMHIIMHA, YTO MPUBOIUT K CHIDKEHHIO ero 3¢ dextuBHOCTH. Kpome Toro,
HE00X0IuMO HAOII0IaTh 32 KOHIIEHTpaluei nuaykropa uzopepmenta CYP3A4 B mnazme KpoBu,
KOTOpasi MOXKET MOBBICUTHCS U3-3a HHrHOMpoBaHus uzopepmenta CYP3A4 kiapuTpoMULIIHOM.
[Ipy coBMecTHOM MpUMEHEHMHM pUpadyTHHA M KIAPUTPOMHIIMHA HAOJI0aJ0Ch IOBBILIEHUE
IUIa3MEHHOW  KOHLEHTpauuu pudpadyTMHa M  CHIDKEHHE IUIa3MEHHOW  KOHLIEHTpalluu
KJIAPUTPOMMUILIMHA C MOBBIIIEHHBIM PUCKOM Pa3BUTHSI YBEUTA.

Crnenyromue mpenaparbl 00JalalOT JIOKa3aHHBIM WM  TPEAINOJaraéMbIM BIIMSHUEM Ha
KOHLEHTPALUIO KJIApUTPOMUIIMHA B IJIa3M€ KPOBM; B CIIy4ae MX COBMECTHOI'O IMPHUMEHEHUS C
KJIAPUTPOMUILIMHOM MOKET NMOTpeOOBaThCsl KOPPEKLMs /103 WM IMEpPeXo] Ha aJbTepHaTHUBHOE
JIEYEHUE:!

Oghasupens, nesupanun, pugpamnuyun, pugpadymun u puganenmun

CunpHble HMHAYKTOpPHI cUCTeMbl nutoxpoma P450, Takume kak »3(daBupeH3, HEBHUpAIUH,
pudamnuid, pugaObyTuH U pudaneHTHH MOTYT YCKOPSTh MeTabolIM3M KIapUTPOMHUIIMHA U

TaKUM o6pa30M MOHWKAaTb KOHLCHTPAIIMIO KIApUTPOMHIIMHA B IUIa3MC U ocnadIaTh

TepaneBTUYECKUI ¢ dexT, 51 BMECTE c TeM MIOBBIILIATH KOHILICHTPALUIO
14-TuIpOKCUKIIAPDUTPOMHUIIMHA — MeTa0oJInTa, TakKKe SIBISIOMIErocs MHUKPOOUOIOTHYECKU
AKTUBHBIM. [Tockonbky =~ MuUKpoOHOJNIOrMYecKas  aKTHUBHOCTh  KIAPUTPOMHIIMHA U

14-TUAPOKCUKIIADUTPOMHUIIIHA ~ OTIMYAETCSs B OTHOIIEHWH  Pa3jMYHBIX  OaKTepui,
TepaneBTuYecKuil 3p(HEeKT MOKET CHUKATHCS NMPU COBMECTHOM NMPUMEHEHHUH KIAPUTPOMHUIINHA U
WHIYKTOPOB (DEPMEHTOB.

Ompasupun

KOHI.[CHTpaL[I/IH KIIapUTpOMUIIMHA CHUKACTCA IMPHU UCIIOJIB30BAHUN 3TPABUPUHA, HO IOBBIIIACTCA
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
KOHIIGHTpalusi ~ aKkTUBHOro  Mmerabomnurta | 14- FI/II[HOKCI/IK JbHT*prH Artr, ﬂHOCKOHLKy

EuuTEJ'I HOCTE 0001)

14-rUIPOKCUKIIAPUTPOMHUIIMH ~ 00JaNaeT  HASKOH —aKFHBHOCTHIO OTHOHICHIO—K
MAC unpexkuusm, MOXKET MEHAThCS 0O0IIas aKTUBHOCTh B OTHOLIEHHWH 3THX BO30YyIUTENEH,
nostomy s iedenuss MAC cienyer paccMaTpuBaTh ajabTEPHATUBHOE JICUCHHUE.

DnyKkonaszon

CoBmecTHBIi pueM (iaykoHazomna B 103¢ 200 Mr exeIHEBHO M KJIApUTPOMUIIMHA B 103 500 M
2pa3a B JgeHb y 21 340poBOro 100pOBOJbIA MPHUBEN K YBEIUYEHUIO CPEAHETO 3HAYCHUS
MUHUMAaNbHON KOHIEHTpAUH (Cin) kitaputpomuniriia 1 AUC Ha 33 % u 18 % cooTBETCTBEHHO.
[Tpu 5TOM COBMECTHBIN ITPUEM 3HAYUTEIBHO HE BIMSII HA CPEAHIOI0 PABHOBECHYIO KOHIIEHTPALIUIO
aKTUBHOTO MeTabonuta l4-ruapokcuxiapurpomuiinia. Koppekuus 103bl KJIApUTPOMUIIMHA B
ClIydae COMYTCTBYIOLIETO MpreMa (IyKoHa30J1a He TpeOyeTcsl.

Pumomnasup

dapMaKOKMHETUYECKOE HMCCIeI0BaHNEe T0KAa3aJl0, YTO COBMECTHBIM NMpPUEM PUTOHABUpPA B J103€
200 Mr xaxable 8 yacoB W KiaapuTpoMuimHa B Jo3e 500 Mr kaxable 12 yacoB mpuBen kK
3aMETHOMY I10JIaBJICHUIO METa00Iu3Ma KiapuTpoMulinHa. [Ipu coBMeCcTHOM npreMe puTOHaBUpa
MakcuMaibHast KOHIEHTPAUs (Cmax) KIapuTpoMuLMHa yBenuumiach Ha 31 %, Cmin yBEIUUMIACH
Ha 182 % u AUC yBenuumnace Ha 77 %. bbulo OTMEUeHO MOJHOE MOJaBJieHHEe 00pa3oBaHUS
l4-rugpokcukiaputpoMuliiHa.  biarogapst  MIMPOKOMY — TepaneBTUYECKOMY — JUANa3oHy
KJIAPUTPOMMUIIMHA YMEHBILIECHHE €ro J103bl y MAMEHTOB ¢ HOPMAJIbHON Mo4YeyHOM (pyHKUMENH He
TpeOyeTcs. Y MamUeHTOB ¢ TMOYEYHOH HEJO0CTAaTOYHOCTBIO LEIeco00pa3HO pPacCMOTPETh
cieAyrome BapuanThl Koppekiuu 10361 npu KK 30—-60 mi/MuH 103a KJIapUTPOMHIIMHA T0JIKHA
ObITh yMmeHblieHa Ha 50 %; npu KK menee 30 Mi/MUH 103a KIapUTPOMHUIIMHA JOKHA OBITH
yMmeHbllieHa Ha 75 %. PuToHaBUp HE cieayeT COBMECTHO NMPUHUMATh C KIAPUTPOMHUIIMHOM B
J103aX, MPeBbIIAONINX | I//1eHb.

CxoJHble KOPPEKLUMH 103 JIOJDKHBI pacCMaTpUBAThCS y MAlMEHTOB CO CHUKEHHOM (yHKuMen
MOYEK, €CIM PUTOHABHP HCIOJB3YeTCS Kak (PapMaKOKHMHETUYECKUH «YCHIIUTEIbY» MpPHU
IPUMEHEHUN JpYyrux UHruOutopoB mnporeassl BUY, Bkitowas atazaHaBUp M CaKBUHaBHP
(cM. mozpazzen «/{ByHamnpaBiIeHHOE B3aUMOICHCTBHE MIPEMApPAaTOBy).

JIeicTBHE KIIApUTPOMUIIMHA HA APYTHUE MpenapaThl

Anmuapummuuecxkue cpedcmea (XUHUOUH U OUZONUPAMUO)

B03MO0OXHO BO3HHKHOBCHHE >KEITyJOYKOBOH TaxXHKapJIWU THUIA «ITHPYIT» TPH COBMECTHOM
MPUMEHEHUU KIapUTPOMUIIMHA U XUHUAWHA WK Au3onupamuaa. [lpu oqHOBpeMeHHOM TpreMe
KIAPUTPOMUIIMHA C OTUMH TperaparaMd CJIeIyeT pPeryispHO MPOBOAUTH KOHTPOJb
AJNIEKTPOKAPAMOTPAMMBI  Ha TpeAMeT ymuiumHeHuss wuHTepBana QT, a Takke cuemyer

KOHTPOJIMPOBATh IJIA3MEHHbIE KOHLIEHTPALIUK ITUX IPErapaTos.



COOTBETCTBYET ZKCNEPTHOMY OTHETY
[Ipyn mMOCTMAapKETHHIOBOM HPUMEHEHHH COOOIaIoch O ciaydaiX A3BAEIE PO PR KeMIH npu

(NOCHE CIEI.-i.TEJ_I EHOCTE 0001)

1T

COBMECTHOM TIpHeME KJIApUTPOMHUIIMHA H JH3onHpamvitaa—HeobxoAnMo—KoHTPOAHPOBATH
KOHIEHTPALUIO TJIIOKO3bl B KPOBH IPU OJHOBPEMEHHOM MPUMEHEHHU KIAPUTPOMHUILIMHA U
JTU30MHpaMuU/a.

IlepopanvHule eunoziukemuyeckue cpeoCmaea/uHcyaiun

[Tpu coBMECTHOM NMPUMEHEHUH KIAPUTPOMUIIMHA U MEPOPATHHBIX THIOTTTUKEMHUYECKUX CPENICTB
(HampuMep, TPOM3BOJHBIC CYIb()OHWIMOUYCBUHBI) W/WIM WHCYIMHA MOXET HaOIr0aThCsa
BbIpaXeHHasi TunoriukeMus. OJHOBpeMEHHOE MPUMEHEHHE KIAPUTPOMHIIMHA C HEKOTOPHIMHU
TUIOTIMKEMUYECKUMH TperapartaMu (HampuMmep, HATeTJIMHM]I, MHUOTJIUTA30H, pPENariivHuj U
POCHUTIIMTA30H) MOXET MPUBECTH K MHruOupoBanuto mzopepmenta CYP3A4 kiapuTpoMUIITHOM,
B pE3yJIbTaTe Yer0 MOKET Pa3BUTHCS THIOTIUKEMHs. PeKoMeHIyeTcsl THIaTelnbHbI KOHTPOIb
KOHIEHTPAIUU TIFOKO3bI.

Bzaumooeiicmeus, obycnosnennvie uzogpepmernmom CYP3A4

CoBMecCTHBI TIpUEM KIAPUTPOMHUIIMHA, KOTOPBIA, KaK HM3BECTHO, MHTHOMPYET H30(epPMEHT
CYP3A4, u npenapatoB, nepBuyHo Metadbonmsupyoomuxcs nzopepmentom CYP3A4, moxer
ACCOLIMHMPOBATHCA CO B3aMMHBIM TOBBIIICHHEM UX KOHIEHTpPALUH, YTO MOKET YCHUJIUTh WU
IPOJUIUTh KaK TepameBTHUYECKHe, Tak W moOouHble 3hdexThl. Kmapurpomuuuu cienyer c
OCTOPOKHOCTBIO IPUMEHAThH MallMeHTaM, MOIY4aroIlIUM Ipernaparsl, ABISIOIIUEcs cyocTpaTaMu
nzopepmenta CYP3A4, ocoOeHHO eciu 3T mpenaparbl UMEIOT Y3KHH TepaneBTUYEeCKUil
JMarnasoH (HarpuMep, kapoamasernuH), U/UiIi THTEHCUBHO METa0O0JIM3UPYIOTCS ’TUM (PEPMEHTOM.
B cnydyae HE0OOXOIMMOCTH JOJIKHA NMPOBOAUTHCS KOPPEKIMs J03bl Mpernapara, MIpUHUMAeMOro
BMECTE C KJIAPUTPOMHUIIMHOM, & COBMECTHBIA NMPHEM HEKOTOPBIX MpEenapaToB IMPOTHBOIOKA3aH
(cm. paznen 4.3.). Taxxe, 0 BO3MOXXHOCTH, JOJKEH MPOBOJUTHCS MOHUTOPUHT TJIA3MEHHBIX
KOHIIEHTpaLuil penaparoB, epBUYHO MeTaboausupyoomuxcsa uzopepmenrom CYP3A4.
Metaboiu3M cleaylonmMx MpenapaToB/KJIACCOB OCYLIECTBISETCS TeM XKe H30(epMEHTOM
CYP3A4, uro m Meraboiu3M KIAPUTPOMHIIMHA, HAMpPUMEp, ajmpa3oyiaMm, KapOamaszernuH,
UIOCTAa30JI, IMKJIOCHOPUH, JU30MUPAMUJ, METWINPEIHU3O0JIOH, MHUa30jlaM, OMENpasod,
nepopaibHble aHTHKOATYJISHTHI (HampuMmep, BapdapuH, puBapokcadaH, anukcadaH), aTUIUYHBIC
AHTUTICUXOTHYECKUE CPEJCTBa (HAMpUMep, KBETHUANUH), XUHUAWH, pudaldyTuH, cuIaeHa(uI,
TaKpOJIUMYC, TpUa3oyiaM U BUHOMAacTHH. Taxxke k aronuctam uzodepmenta CYP3A4 oTHOCSTCS
Cleylolllie  Tpenaparbl, I[POTHBONOKA3aHHbIE K  COBMECTHOMY  NPHUMEHEHHIO  C
KJIAPUTPOMULIMHOM: aCTEeMM30J], LU3aNPU, MUMO3U, Tep(eHaanH, JOBaCTaTHH, CHMBAaCTaTUH U
asnkajmouJbl cropblHbM (cM. paszzen 4.3.). K mpenaparam, B3auMOJEHCTBYIOIIUM MOJIOOHBIM
00pa3oMm uepes apyrue n30hepMeHThI B paMKaxX CUCTEMBI IuToxpoma P450, oTHocsATCs GeHUTONH,

TEO(QWILIIUH U BaJIbIIPOEBasi KUCIIOTA.
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

~r 15 01 2025 N2 £3
Henpsamvle anmukoazynanmul o1 15.01.2025 N= 631

(NOCNEOOBATENEHOCTE 0001)

[Ipu coBmecTHOM mpueMe BaphapuHa U “KAAPHTPOMUHIHA —BOIMOKHO —KPOBOTCHCHIIE;
BbIpaxkeHHOe yBennueHne MHO wu nporpomOuHOBOro BpeMeHu. B ciydae coBMecTHOTro
OpUMEHEHUS ¢ BaphapyUHOM WM JAPYTUMH HENPSMBIMH aHTUKOATYJISHTAMH HEO0XOAMMO
KoHTpoarpoBath MHO u mpoTpoMOHHOBOE BpeMsi.

Ilepopanvrvle anmukoaz2yisAHmel nPAMO20 0eucmeus

[lepopasibHBIi AHTUKOATYJASHT MPSIMOTO NEHCTBUS JaburatpaH SBJSIETCS CyOCTpaToM st
s durokcHOoro Oenka-nepeHocunka P-rnukonporenna (P-gp). PuBapokcaban u anukcaban
Merabonu3upyroress ¢ ydactuem uszopepmenta CYP3A4 u Ttakke SBIAIOTCS cyOcTpaTaMu
s P-gp. Crnenyer coOnromaTe  OCTOPOKHOCTH IMPH  OJHOBPEMEHHOM  MPHMEHEHHUH
KJIApUTPOMHIIMHA C JaHHBIMH [perapaTtaM, OCOOCHHO y TMAalMEHTOB C BBICOKHM PHCKOM
KpoBOTeUEHHS (CM. pasnen 4.4.).

Omenpason

Knaputpomunma  (mo 500 Mr  kakaple 8 4acoB) HCCIEAOBAICS Yy 3A0POBBIX B3POCIBIX
T00pOBONBIICB B KOMOMHammu ¢ omenpaszojoMm (mo 40 mr exemaneBHo). [lpu coBMecTHOM
MPUMEHEHUU KJIAPUTPOMHIIMHA U OMEMpa30Jia PaBHOBECHbIE KOHIIEHTPALMU OMEINpasoya ObLIn
yBenn4eHbI (Cmax, AUCo-24 1 mepuoj nonysbiBeienus (T12) yBemmuwmiuck Ha 30 %, 89 % u 34 %
cootBeTcTBeHHO). Cpennee 3HaueHue pH B xenyake B TeueHune 24 4acoB COCTaBIsIO 5,2 mpu
IpHeMe TOJBKO OMENpa3oiia u 5,7 Mpu npuemMe oMernpas3ola COBMECTHO C KIAPUTPOMUIITHOM.
Cunoenachun, maoanaghun u eapoenaghun

Kaxnplii 13 3TuX MHruOUTOpoB Qochoaudcrepassl MeTabOIM3UpPYETCs, MO KpailHell mepe
yacTU4yHO, ¢ yyacthueMm uzopepmenta CYP3A4. B 1o xe Bpems nzopepment CYP3A4 moxer
MHTHMOMPOBATHCA B MPUCYTCTBUU KiIapuTpoMuIHa. COBMECTHOE PUMEHEHUE KIapUTPOMHULIMHA
¢ cunaeHapwioMm, TaganaQuiIoM WIM BapAeHA(QHUIOM MOXKET TPUBECTH K YBEIUYCHHIO
UHTUOMpYyIoLero Bo3JedcTBus Ha (ocdoaudcTepasy. [Ipy mpumMeHeHHMM 3TUX MpenapaToB
COBMECTHO C KIIAPUTPOMHIIMHOM CIIEIyeT pPacCMOTPETh BO3MOKHOCTh YMEHBIICHHS 03blI
cuneHaduia, Taganaduia u BapaeHadua.

Teogunnun, kapbamazenun

[Tpu coBMECTHOM MPUMEHEHUU KIAPUTPOMHUIIMHA U TeODUITNHA WM KapbaMaszenrHa BO3MOKHO
MOBBILICHHE KOHLEHTPALIMU JaHHBIX [IPENapaToB B CHCTEMHOM KPOBOTOKE.

Tonmepooun

[TepBryHBI MeTabOJIN3M TOATEPOIUHA OCYILECTBIIAETCS uepe3 2D6 nzodopmy nuroxpoma P450
(CYP2D6). Ongnako B 4YacTH HOMyJsAIuH, JuimeHHoW uzopepmenta CYP2D6, merabomusm
npoucxoauT uepes nzopepmeHT CYP3A4. B sToii rpynme HaceneHus moaaBieHne n30hepMeHTa
CYP3A4 npuBOIUT K 3HAYUTEIHHO OOJie€ BBHICOKMM KOHIICHTPALUSIM TOJTEPOJIMHA B IIJIa3Me

KpoBU. B momynsnum ¢ HU3KMM ypoBHeM Merabomu3ma yepe3 uzopepment CYP2D6 moxer
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
OTpeOOBaThCSl CHWKEHHE J103bl TONTEPOJAMHA B IIPU I_PITCTBM'EU HHIJI/Ié}I‘P(I:?ﬁ{l'B ﬂ%o (bepmeHTa

OCNEOOBATENEHOCTE 0001)

CYP3A4, Takux Kak KJIapUTPOMUIIMH.
benzoouazenunvl (Hanpumep, ainpazonam, Muoa3oniam, mpuasoiam)

[Tpu coBMECTHOM IPUMEHEHUHU MH/1a30J1aMa M Ta0seTok kiaputpomurraa (500 mr 2 pasa B JIeHb)
ormeuasioch yBenumueHne AUC mupazonama B 2,7 paza mocie BHYTPUBEHHOI'O BBEIEHUS
mMyaazonama. Eciam BMmecTe € KIAPUTPOMUIIMHOM MpPUMEHSIETCs BHYTpPHBEHHas (opma
MyJa3ojlaMa, CIEIyeT TINATENbHO KOHTPOJIUPOBATh COCTOSHUE IallMEHTa JUIsl BO3MOXKHOM
KOppEeKLHU J103bl. BBeneHue nekapcTBEHHOr0 Ipernapara 4epe3 CIU3UCTYI0 000JIOUKY MOJIOCTH
pTa, KOTOpPOE JaeT BO3MOXHOCTh OOOWTH MPECHUCTEMHYIO SIUMHUHAIMIO JIEKAPCTBEHHOIO
Ipernapara, CKOpee BCEro MPUBEIAET K B3aUMOJCHCTBUIO AHAJOTMYHOMY TOMY, KOTOpPOE
Ha0JII0/1aeTCsl IPU BHYTPUBEHHOM BBEJICHUU MUJa30J1ama, a He IpU NEPOPATILHOM IIPUEME.
Taxkue e Mepbl IPEeIOCTOPOKHOCTHU CIEAYET IPUMEHATD U K IPYTUM O€H301ua3ernuHaM, KOTOpbIe
meTtabomusupytorcsi u3zopepmentom CYP3A4, Bkmouas Ttpuazonam W anmpasonam. Jlms
OCH30IMa3eTMHOB, BBIBEACHNWE KOTOPBHIX He 3aBUCUT oT m3odepmenta CYP3A4 (temazemawm,
HUTpa3enaM, Jiopas3ernaM), MaJOBEpOSITHO KJIMHUYECKHM 3HAUMMOE B3aUMOJCICTBHE C
KIIAPUTPOMHUIIMHOM.

[Tpr coBMECTHOM HCIIONB30BAaHUH KIAPUTPOMUIIMHA M TPUA30JIaMa BO3MOXHO BO3JICHCTBUE Ha
HeHTpaibHy0 HepBHYIO cuctemy (LIHC), Hanpumep, COHIMBOCTD U CITYyTaHHOCTH CO3HAHUSI.

B cBsi3u ¢ 3THM, B cilydae COBMECTHOIO MPUMEHEHUS PEKOMEH]IYEeTCs CIEIUTh 32 CUMITOMAMU
Hapymenusa [THC.

BzanmoeicTBrE ¢ IPYTUMH J€KapPCTBEHHBIMM CPEACTBAMU

Amunoznuxo3uowvt

[Ipy ogHOBpEMEHHOM MpHEME KJIAPUTPOMHUIMHA C JIPYTUMH OTOTOKCHUYHBIMM Ipenaparamu,
0COOEHHO aMMHOTJIMKO3MJaMH, HEOOXOJIUMO COOJ0JaTh OCTOPOKHOCTh U KOHTPOJIMPOBATH
(GyHKIMN BeCTHOYISPHOTO M CIYXOBOT'O alapaToB Kak BO BpeMs TepaluM, TaKk U IOcCie ee
OKOHYAHUSI.

Konxuyun

Konxunun sBisiercst cyocrparom kak usopepmenta CYP3A4, tak u 6enka-nepeHocunka P-gp.
W3BeCcTHO, YTO KIAPUTPOMHUIMH M JpyrHe Makpoiauabl MHruoupyror msodepmentr CYP3A4
u P-gp. [Ipu coBMecTHOM npueme KIapUTPOMUIIMHA U KOJXULMHA UHTHOMpoBaHue P-gp w/mnu
CYP3A4 moxeT NpUBECTH K YCWICHHMIO JEHCTBHS KONXHIMHA. CleayeT KOHTPOJHUPOBATh
pa3BUTHE  KIMHUYECKUX CHMIITOMOB  OTpaBJIEHHS  KOJXMIMHOM.  3aperucTpUpOBaHbI
MOCTMAapKETUHTOBBIE COOOIICHHUS O CITyyasiX OTPABJICHUS KOJIXUIIMHOM IIPH €r0 OJHOBPEMEHHOM
IIpreMe ¢ KJIapUTPOMULIMHOM, Yallle Y IOKUJIBIX MaueHTOB. HeKOTOphIE N3 ONMCAHHBIX CI1y4acB

MPOUCXOAMIA C TAIMEHTaMH C TMOYEYHOW HEJAO0CTaTOYHOCThIO. Kak coolimanochk, HEKOTOpHIS

12



COOTBETCTEBYET ZKCNEPTHOMY OTUETY

~r 15 V1 2075 k= £3
CIIy4yau 3aKaHYMBAJIUCH JETAIbHBIM UCX0A0M. JIHOBpEMEHHOE 11 ANMICHeHHE Kjrlh_p‘iﬂ OMULIMHA U

(NMOCNEOOBATENEHOCTS 0001)

KOJIXMIIMHA MPOTUBOIOKa3aHo (cM. pa3zaen 4.3.):
Jueoxcun

[Tpennonaraercsi, 4TO JUTOKCHH sABIsieTca cyOctpaTtoM P-gp. M3BecTHO, 4TO KIApUTPOMUIIMH
uHrubupyetr P-gp. IIpu coBMECTHOM mpHeMe KIApUTPOMHULIMHA W JUTOKCHHA MHTHOWpOBaHHE
P-gp xnmapuTpOMHULIMHOM MOXKET MPUBECTH K YCWIECHUIO JEMCTBHUS IUrokchHa. COBMECTHBIN
IIPUEM JIUTOKCHHA U KJIAPUTPOMHUIMHA TAKXKE MOXKET IPHUBECTH K IOBBINICHUIO IIa3MEHHOMN
KOHLEHTPAlUU IUTOKCHUHA. Y HEKOTOPHIX MALMEHTOB OTMEYAINCh KIMHUYECKUE CUMIITOMBI
OTpaBJICHMsI JUIOKCHHOM, BKJIIOYas IMOTEHIUAJIBHO JIETaJbHble apuTMuU. [Ipm coBMecTHOM
[pyueMe KIAPUTPOMHULIMHA U JUIOKCHUHA CIIENYET TINATEIbHO KOHTPOJIUPOBATH KOHIICHTPALMIO
JUTOKCUHA B IIJIa3M€ KPOBH.

3udosyoun

OpnHOBpeMEHHBIII NEPOPAJIBHBIM NPUEM  KIAPUTPOMULIMHA U 3UIOBYAMHA  B3POCIBIMU
BUY-uHQUIMPOBAHHBIMK ~ MALIMEHTAMH MOXET TPUBECTH K CHIDKEHHIO PaBHOBECHOU
KOHIICHTpaluu 3UI0ByAHHA. [I0CKONIBKY KIAPUTPOMHUIMH BJIMSET HA BCACBIBAHHME 3UJIOBYAMHA
OpU NEpOpPAIbLHOM IpHEME, B3aUMOACUCTBUS MOXHO B 3HAUUTEJILHOW CTENEHU H30exarsb,
IpUHUMas KJIApUTPOMULIMH U 3UI0BYIUH ¢ HHTepBaioM B 4 yaca. [lonoOHoro B3anmoseiicTBus
He HaOmoganmu y BUY-unpuuupoBaHHBIX [eTeil, NPUHUMABIIUX JETCKYIO CYCIEH3HIO
KJIApUTPOMHUIIMHA C 3UA0OBYUHOM HJIU TUJI€30KCUMHO3UHOM. [10CKOIBKY KIIAPUTPOMHUIIMH MOXKET
MIPENATCTBOBATH BCACBIBAHUIO 3UOBYIUHA [IPU UX OJHOBPEMEHHOM IPUEME BHYTPD Y B3POCIBIX
NalMeHTOB, MOJ00HOE B3aWMOJIEHCTBHE Bpsil JM  BO3MOXKHO IpPH  HCHOJIb30BAHUHU
KJIApUTPOMHUIIMHA BHYTPUBEHHO.

Denumoun u 6a1bNPOEBas KUCI0Ma

NmeroTcs naHHble O B3auMojeiictBuM MHruOuTopoB u3opepmenta CYP3A4  (Bkmrouas
KJIApUTPOMMIIMH) C IpernapaTamMH, KOTOpble He METaOOIM3UPYIOTCS € MOMOUIbI0 N30(epMeHTa
CYP3A4 (heHnTOMHOM M BaJbIIPOEBOM KUCIOTON). [[1s1 TaHHBIX MpenapaToB MPU COBMECTHOM
INPUMEHEHNN C KJIAPUTPOMULMHOM PEKOMEHIYETCS  ONpENEIeHUE HX  IUIa3MEHHBIX
KOHIIEHTPALUH, T.K. UMEIOTCS COOOIEHHs 00 UX MOBBIIICHUH.

T'uopoxcuxnopoxun u Xa0poxun

Jannble HaOmOAEHUH TOKa3ajld, YTO COBMECTHOE IpPUMEHEHHE Aa3uTPOMHUILMHA C
TUAPOKCUXIIOPOXVUHOM Y MAIllMEHTOB C PEBMATOUIHBIM apTPUTOM CBS3aHO C ITOBBIIICHHBIM
PHCKOM  CEepAECYHO-COCYIUCTBIX COOBITUH M  CepleYHO-COCYAMCTOM cMepTHOCTH. M3-3a
BO3MOJKHOI'O AaHAJOTMYHOIO pPHUCKAa IIPU NPUMEHEHUM JAPYTUX MAaKpPOJIMAOB B COYETAaHUU C
TUAPOKCUXJIOPOXUHOM WM XJIOPOXHUHOM CIIEyeT THIATEIIBHO B3BECUTh COOTHOLIEHUE IOJIB3bI U
pHucKa, Mpekae YeM Ha3HayaThb KJIAPUTPOMUIMH JIIOOBIM MNalMEHTaM, [PUHUMAIOIIUM

TUAPOKCUXIIOPOXHH HUJIN XJIOPOXUH.
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COOTBETCTBYET 3KLCT EF'TH MY OTUETY

JIBYHAOPABJIEHHOE B3aUMOJICHCTBUE MIPEIapaToB ot 150

(nocneno EIHTEJ_II:H"_"-.T 5 0001)

Amasanasup
KnaputrpoMmuiivs u atazaHaBup SBJSIOTCS Kak cyOCTpaTaMH, Tak M1 HHTUOMTOpaMu u3odepMeHTa
CYP3A4. CyiiectByeT CBUAECTEIBCTBO JBYHANPABICHHOTO B3AMMOACHCTBUS ATUX IIPENapaToB.
CoBmecTHOE npuMeHeHue kiaputpomuiria (500 mr 2 pa3a B 1eHb) u arazanaBupa (400 mr pa3 B
JIEHb) MOJKET IPHUBECTH K JBYKPAaTHOMY YBEJIMUYEHHUIO BO3ACUCTBUSA KJIAPUTPOMUIIMHA U
YMEHBIIEHUIO BO3JAEHCTBUS  14-ruppokcukiaputpomunmia Ha 70 %, ¢ yBeIMYeHHEM
AUC ara3anaBupa Ha 28 %. biaromaps mMHUpPOKOMY TEparneBTUYECKOMY JHAMNA30HY
KJIAPUTPOMHUIIMHA YMEHBUICHHE €r0 J03bl y MalMEHTOB ¢ HOPMAJIbHON MOYEUHON (QyHKIMEH He
TpeOyeTcs. Y manueHToB ¢ yMepeHHOH nmoueuynoit HenoctaTogHOCThIO (KK 30-60 mMu/mMuH) no3a
KJIAPUTPOMHIIMHA JOJDKHA ObITh yMeHbIeHa Ha 50 %; y manmenToB ¢ KK menee 30 mu/MuH 103y
KIAPUTPOMHUIIMHA CJeAyeT CHU3UTh Ha 75 %, WCHONb3ys IJs 3TOTO0 COOTBETCTBYIOIIYIO
JeKapcTBeHHYI0 popmy kinapuTpomunuaa. Knaputpomunus B qo3ax, npesbimaromux 1000 mMr B
CYTKH, HEJIb351 IPUMEHSTh COBMECTHO C HHTHOUTOPAaMU TPOTEas3.

broxamopul «meonennvixy Kanvyuesvix KaHAnI08

[Tpu oqHOBpEMEHHOM MPUMEHEHUH KIAPUTPOMUIIMHA U OIIOKATOPOB «MEJJICHHBIX) KaIbIIHEBBIX
KaHaJoB, KoTopble MeTabomusupyrorcs wuzodpepmentom CYP3A4 (mampumep, Bepamammi,
aMJIOJWINH, JUITHA3EeM), CIEAyeT COONIOAAaTh OCTOPOXKHOCTb, MOCKOJIBKY CYIIECTBYET PHCK
BO3HUKHOBEHHUS apTepHaIbHOW TUINOTeH3UHU. [lnasmMeHHble KOHILIEHTpalMM KIapUTPOMHUILIMHA,
TaKke Kak M OJOKaTOPOB «MEIJIEHHBIX» KaJIbLIMEBBIX KaHAJIOB, MOTYT IOBBIIIATHCS MpU
OJTHOBPEMEHHOM TPUMEHEHUH. ApTepHalbHas TUIOTEH3Us, OpaauapuTMHs M JIAKTOAILU03
BO3MO>KHBI IIPY OJTHOBPEMEHHOM NpUeMe KIapuTPOMUIIMHA U Bepanamuia.

HUmparonaszon

KnaputpoMulluH M MTpakoHa3oJl SBIAIOTCA cyOcTpaTaMM W HMHTHOMTOpaMH H30(epMeHTa
CYP3A4, uro omnpenenser ABYHAIPABICHHOE B3aUMOJAEHUCTBHE IpenaparoB. KiapuTtpoMunuH
MOJKET MOBBICUTh KOHIIEHTPAIMI0 UTPaKOHA30J1a B TJIa3Me, B TO BpeMs KaK UTPAKOHA30J7 MOKET
MOBBICUTh IJJA3MEHHYIO KOHIEHTpPALUI0 KJIapUTpoMulMHa. [lalnMeHToB, OJHOBPEMEHHO
IPUHUMAIOIIMX UTPAKOHA30JI M KJIAPUTPOMHULIMH, CIIEAYeT TIATeIbHO 00cIe10BaTh Ha HAJMUne
CHUMIITOMOB YCHJICHHUSI WIM YBEIMUYEHHs IIUTENBbHOCTH (papmakoioruyeckux 3¢(QexrToB sTux
IpernapaToB.

Cakeunasup

KnaputpoMuliluH ¥ CakBUHaBHp SBISIOTCS CyOcTparaMd M HUHTuOMTOpamMu H30(epMeHTa
CYP3A4, uro ompezaenser IByHANpPaBICHHOE B3auMoOJEHCTBUE IpenapaToB. OIHOBPEMEHHOE
npuMeHeHue kiaapurpomuiinaa (500 Mr 2 pasza B IeHb) U CaKBUHABHPA (B MATKHX JKEJTATHHOBBIX
karcynax, 1200 mr 3 pa3a B 1eHb) y 12 310poBBIX 100poBOJIBbIIEB BhI3bIBaI0 yBennueHne AUC u

Cax cakBuHaBupa Ha 177 % u 187 % cOOTBETCTBEHHO B CPaBHEHHMM C IPUEMOM CaKBHHAaBHpa
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B oTaenbHOCTH. 3HaueHHsA AUC U Crax KITAPUTPOMULIUHA ObLIH 1T NBHIBHECTHHO ﬁa‘ 40 % ppume,

(NOCNEQCBATENEHOCTE 0001)

YeM OpH MOHOTEpAlUM KIAPUTPOMULMHOM. —Hpr—eoBMecTHOM —HpHMEHEHIT—FHX—ABYX
[IpernapaToB B TEYEHHUE OIPAaHUYCHHOT'O BPEMEHHU B /103aX/COCTAaBaX, YKa3aHHBIX BbIIIE, KOPPEKIIUS
no3pl  He TpeOyercs. Pe3ynbrarbl wuccieqoBaHMs —JIEKAPCTBEHHBIX B3aUMOJEUCTBUN ¢
MCIIOJIb30BAaHUEM CAKBMHABUPA B MATKUX JKEJIATUHOBBIX KallCyslax MOTI'YT HE COOTBETCTBOBATb
s dexTam, HaAOIIOIAEMBIM ITPH IPUMEHEHNU CAaKBUHABUPA B TBEPJBIX KEJTATMHOBBIX KaIlCyJax.
PesynbTathl nccnenoBaHus JIEKapCTBEHHBIX B3aMMOIEHCTBUM TP MOHOTEPANINK CAKBUHABUPOM
MOTYT HE COOTBETCTBOBATh s dexram, Ha0JI0JTaeMbIM npu Tepanuu
cakBHHaBHpOM/puToHaBupoM. [Ipu mpueme cakBHHaBHpa COBMECTHO C PUTOHABUPOM CIIEAYyeT

YUYUTBIBATH NOTCHIHUAJIBHOC BJIMAHWC PUTOHABUPA HA KIIAPUTPOMHUIIHH.

4.6. ®epTHIBHOCTD, 0EPEMEHHOCTD U JAKTAUMS

bepemeHHOCTD

be3zonacHOCTh MpUMEHEHUS KIIAPUTPOMUIIMHA ITPU OEPEMEHHOCTH HE YCTAaHOBJICHA.
OcHOBBIBasICh Ha Pa3JIMYHBIX PE3Y/IbTATAX, IOJYUYEHHBIX B UCCIIEI0OBAHUAX Ha )KMBOTHBIX, & TAKKE
Ha OIBITE MPUMEHEHMSI Yy JIIOJEH, HeNb3s MCKIIOUUTh BO3MOXKHOCTh HEOIaronpusTHOTO
BO3JICiicTBUS Ha »MOpuoderanpHoe paszBuTtHe. HekoTopbie HaOMIOAATENbHBIE HCCIEIOBAHUS,
OlleHMBaroIIMe BozneicTBue KiapuTpomuimHa B I u Il Tpumectpax GepeMeHHOCTH, BBISIBIIIU
MOBBILICHHBIH ~ PUCK  CaMONPOM3BOJIBHOIO abopTa MO CPaBHEHHIO C  OTCYTCTBHUEM
AHTUOMOTHKOTEpAUM WM TNPUMEHEHHEM JApPYTUX AaHTUOMOTUKOB B AHAJOTUYHBIE CPOKHU
O6epemenHocTH. MMeromuecss  3MUIEMHUOJIOTHYECKUE  UCCIEAOBAHUS  PUCKA  CEPbE3HBIX
BPOKICHHBIX ITIOPOKOB PAa3BUTHS NPU IMPUMEHEHUN MAKPOJIMIOB, BKIKOYAsl KIAPUTPOMHIIVH, BO
BpeMsi OEpeMEHHOCTH IEMOHCTPUPYIOT IPOTUBOPEUUBBIE PE3YIBTATHI.

[TprMeHeHre KIapuTpOMHUIIMHA ITPU OepeMEHHOCTH (0COOEHHO B | TprMecTpe) BO3MOKHO TOJIBKO
B Cly4ae, KOrja OTCYTCTBYET aJbTepHATHBHAs TEpalus, a NOTEHUHaIbHAs M0Jb3a Ul MaTepu
IIPEBBINIAECT MOTEHIIMAIBHBIA PUCK AJIA TUIOAA.

Jlakranms

bruio ycTaHoBiI€HO, YTO peOEHOK, HAXOIMBIIUIICS HA TPYIHOM BCKapMJIMBAHUHU, MOKET MOTY4YUTh
okosi0 1,7 % OT MaTrepuHCKOW 103bl KIApUTPOMHUIIMHA C IOMPABKONH Ha Maccy Tejla MaTepu.
be3onacHOCTh NpUMEHEHUs KIApUTPOMULIMHA Ul J€Tel Ha TpyJHOM BCKapMJIMBaHWU HeE
ycraHoBjieHa. [Ipu HeoOXoauMocTH MpHeMa B NEepUoj TPYAHOrO BCKAapMIIMBaHUS KOpPMIICHHE
IpyAbl0 HEOOXOAUMO PEKPATUTD.

DdepTUabHOCTD

I/ICCJ'ICI[OBaHI/IH, IMPOBCACHHBIC HA KPbICAX, IMOKA3aJIM OTCYTCTBHUC BIIUAHUA HA (I)epTI/IJ'ILHOCTB.
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4.7. Biusinue Ha CIOCOOHOCTH YNPaBJATH pancnoHTHHMﬁ 1nge):1(c=rBﬂaM

JCNEQOBATENEHOC

MeXaHU3MaMu
JlaHHblE OTHOCHUTEIBHO BIMSHHUS KIAPUTPOMHUILIMHA HAa CIHOCOOHOCTh K  YIPABICHHUIO
TPAHCIIOPTHBIMU CPEACTBAMH U MEXaHU3MaMH OTCYTCTBYIOT.

Crnenyer coOMIOAAaTh OCTOPOXKHOCTH TMPU YINPABICHHH TPAHCIIOPTHBIMU CPEICTBAMH U
MEXaHU3MaMH, VYUYWTbIBasg TMOTECHIHAIbHYI0O BO3MOXHOCTh T'OJIOBOKPY>KEHHUS, BEPTHTO,
CIIYTAaHHOCTH CO3HAHUS W JI€30PUEHTAIlMU, KOTOPbIE MOTYT BO3HUKHYTh IPU NPUMEHEHUU
JAHHOTO Ipernapara.

[Tpu mosiBICHUH HEXEJIaTeNbHbBIX SBJICHUN CO CTOPOHBI [IEHTPAIbHON HEPBHOM CUCTEMBI CIIEAYET

BO3JCP7KATHCA OT BBIIIOJIHCHUSA YKAa3aHHbIX BUIOB ACATCIBHOCTH.

4.8. HexenarejbHbIe peakKuuu

Pe3roMe HekenaTeIbHBIX PeaKIUN

Knaccugukaiuss 4acToThl pa3BUTHS HEXKENATEIbHBIX PEAKIUH COMIACHO PEKOMEHIAIUIM
Bcemupnoii opranmuzanuu 3npaBooxpanenus (BO3):

oueHn yacto > 1/10;

4acTo >1/100, HO < 1/10;
HEYACTO >1/1000, o < 1/100;
penKo >1/10000, 1O < 1/1000;

oudeHb peako < 1/10000;

4acTOTa HEU3BECTHA — HA OCHOBAHUU MMEIOIIUXCS JaHHBIX OLEHUTH HEBO3MOXKHO.

Hngpexyuu u uneasuu:

HEYacTo — LEJUIIOJIUT!, KaHAU03, TacTPOJIHTEPHMT’, BTOPHYHbIE HMHpEKIUH® (B TOM 4HCIe
BarMHaJIbHBIE);

4acTOTa HEU3BECTHA — IICEBJJOMEMOPAHO3HBIHN KOIUT, pokKa.

Hapywenus co cmoponsl uMMYHHOU cucmemvl.

Y4acTO — ChIIb;

HEYacTo — aHa(UIAKTOMIHAS PeaKlysi', FUMepuyBCTBUTENLHOCTD, AEPMATHT OyJle3HbIi!, 3y,
KparMBHUIIA, MAKyJIONAMyJIe3Has ChIIb;

4acTOTa HEM3BECTHA — aHauIaKTHUYeCcKas peaklus, aHTMOHEBPOTHUYECKHH OTEK, Cephe3HbIe
KOXKHbIE HE)KeJaTeNbHbIe peakluu (HampuMep, OCTPbI IeHepalu30BaHHBIA IK3aHTEMATO3HBIN
nycryne3), cunapom CruBeHca-/[>KOHCOHA, TOKCHYECKUH SHUAEPMAIbHBIA  HEKPOJIU3,
JIeKapCTBEHHAsl ChIIb C Y03MHOGMINEH U cucTeMHOi cumntoMaTikoil (DRESS-cunapom).
Hapywenusa memaboauzma u numanus:

HEYACTO — aHOPCKCHUA, CHUXKCHHUEC aAIlIICTHUTA.
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Tcuxuyeckue napywenus: ot 15.(

(NOCNENOBATENLHOCTS 0001)

4acTo — OECCOHHMIIA;
HEYACTO — 6ECTIOKOWCTBO, MOBBILIEHHAS BO30YIMMOCTh>;

yacToTa  HEW3BECTHA  —  IICUXOTUYECKME  pacCTPOMCTBA,  CIYTAHHOCTb  CO3HAHMI,
JeNepCoOHAN3alNs, Jenpeccus, AE30pUEHTAlMs], TAJUIIOLMHALMY, HAapyLIEHUs CHOBUACHUMN
(«xomIMapHbIe» CHOBUJIEHUS ), TAPECTE3US], MAHUS.

Hapywenus co cmoponuvl HepeHoU cucmembl:

4acTo — rojIoBHas 00JIb, AUCTEB3US;

HEYACTO — MOTEPS CO3HAHMUA', TUCKUHE3MS', TOJOBOKPY/KEHHE, COHJIMBOCTh, TPEMOP;

4acTOTa HEU3BECTHA — CYJOPOTH, areB3us (MOTepsi BKYCOBBIX OIIYIIECHHI), TAPOCMUS, aHOCMHUSI.
Hapywenus co cmoponul opeana ciyxa u 1abupunma:

HEYacTo — BEPTUT'0, HapyIIEHHUE CIyXa, 3BOH B yIIaX;

4acTOTa HEU3BECTHA — IIIyXOTa.

Hapywenus co cmoponul cepoya:

HEYacTo — OUIyLIeHUe cepauedueHus, yainHeHue uHrepBasa QT Ha 31IeKTpoKapAHOrpaMMe,
GubpunsIuMs npencepauit’, sxcTpacucTonus’', ocraHoBka cepual;

4acTOTa HEU3BECTHA — KEIYJ0UKOBAs TaXUKApUs, B TOM YHCIIE THIA «ITUPYIT», GUOPMILIALUS
HKEITy104YKOB.

Hapywenus co cmoponsl cocy0os:

YacTo — Ba30oUIATaIM

4acTOTa HEU3BECTHA — KPOBOTEUEHUE.

Hapywenus co cmopoHbl 0bixamenbHou CUCeMbl, OP2AHO8 2PYOHOU KIeMKU U CPEOOCHEHUSL:
HEYacTo — acTMa', HocoBoe KpoBOTeueHue?, TPOMOOIMOOIIHS JIErOUHOMN apTepHu ' .
Kenyoouno-kuweunvle napyuienus:

4acTo — Jiapesi, pBoTa, JUCIEIICHUs], TOITHOTA, 00JIb B 00JaCTH )KUBOTA;

1

HewacTo — »30darut’, 2

racTpods3odareanpHas pedIoKCHas OONE3Hb>, TaCTPHUT, TPOKTAITHAZ,
CTOMATHT, TJIOCCHT, B3IyTHE KHBOTA*, 3a110p, CYXOCThb BO PTY, OTPBIKKA, METEOPH3M, XoJIecTas”,
renaTuT, B TOM YHCIIe XONEeCTATUUECKUH U reNaToeLTIoApHbIiA’;

YacTOTa HEW3BECTHA — OCTPBIA TAHKPEATHT, M3MEHEHHe I[BeTa A3bIKa M 3y0OB, IeYeHOYHas
HE/I0CTATOYHOCTb, XOJIECTATHYECKas JKeNTyXa.

Hapyuienus co cmoponul Kodcu t ROOKONCHBIX MKAHEIL.

9aCTO — HHTEHCUBHOE TI0TOOT/IEICHHUE;

YaCcTOTa HEU3BECTHA — AKHE, TEMOPPATHHL.

Hapyuienus co cmoponvl MblueuHoll, cKenemnoll U COeOUHUMENbHOU MKAHUL:

HEYacTO — MBIIICYHBIH CITa3M°, KOCTHO-MBIIICYHAs] CKOBAHHOCTB |, MUAJITHSZ;

YaCcTOTa HEU3BECTHA — PAOIOMHUONIN3’ , MUOMATHS.
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Hapywenus co cmoponbl nouexk u Mo4esbleo0suyux nymetl ot 15.0

(iocneno EIHTEJ'II:H"'I_.T L 0001)

9acTOTa HEU3BECTHA — MOYEUHAsI HEAOCTATOYHO
Hapywenus co cmopoHbl Kposu u tumpamuseckoi cucmembl.
HEYACTO — TPOMOOLUTEMHS .

Obwue napyuweHus u peakyuu 8 Mecme 66€0eHUsL:
OueHb YacTO — (pJIEOUT B MECTE UHBEKIMH

4acTo — 6OJIb B MECTE MHBEKIUH ', BOCIIAJICHHE B MECTE HHBEKIINH '

HEuacTo — HejoMoranue’, THIepTepMHUsa’, acTeHHs, Oonb B TpyaHoil kieTke?, 03HO06Y,

YTOMJIAIEMOCTB,
Jlabopamophvie u uHcmpymeHmanvHvle OaHHble:
94acTo — OTKJIOHEHHE B TIEYCHOYHOM MTPOOE;

HCYAaCTO — IMOBBLIICHUC KOHUCHTPpAIIUH eraTI/IHI/IHal, IMMOBBIIICHUC KOHOCHTPAIUH MO‘ICBI/IHLII,

M3MEHEHHE OTHOIIEHHS anbOyMUH-TIOOY/IMH', nelikonenus, Heifrponenus®, sosunodummsa’,
TpOMOOLMTO3®, MOBBIIIEHHE AKTHBHOCTM B KpOBU: ajaHuHamuHoTpaHcdepassl (AJIT),
acnapraramunotpancdepassl (ACT), rammarnyramunrpancdepasbl!, menounoit pocdarassr’,
JNIAKTaTeruIporeHaspl’;
4acTOTa HEW3BECTHA — arpaHyJjouuTOo3, TpoMmOouuToneHus, ysenuueHue 3HaueHus MHO,
yAJMHEHHE TPOTPOMOMHOBOTO BpEMEHH, U3MEHEHHE 1IBETa MOYH, THIIEpOUINPYOUHEMUS.
* B HEKOTOpPBIX COOOIICHUSX O PadJOMHOJIM3E KIAPUTPOMHUIIMH MPUHUMAJICS COBMECTHO C
JPYTMMH JIEKAPCTBEHHBIMH CPEACTBAMH, C IPUEMOM KOTOPBIX, KaK U3BECTHO, CBA3aHO Pa3BUTHE
pabaomuomnm3a (CTaTuHbl, GUOPAThI, KOJIXUIMH WIH aJUIOIYPUHOIT).
' CoobmieHnss 0 JaHHBIX TMOOOYHBIX PEAKIUAX OBLIM HOJTyY4eHbl TOJNBKO IIPU HPUMEHEHHH
KJIAPUTPOMHUIIMHA B JIEKAPCTBEHHOM (opMe Iuouin3ar Juisi NMPUTOTOBIEHUS pacTBopa s
UHOY3UH.
2 CooOlIeHHst O JaHHBIX TOOOYHBIX PEAKIUAX OBUIM MOJYYEHBI TOJBKO IIPH MPUMEHEHHH
KJIAPUTPOMHUIIMHA B JIEKaPCTBEHHOM (hopMe TabJIeTKU MPOJIOHTUPOBAHHOTO JIEHCTBUS, TOKPHIThIE
IUIEHOYHOU 00O0JI0YKOH.
3 CooOuIeHMs] O JaHHBIX TOOOYHBIX PEAKIHUAX OBUIM MOJYYEHBI TOJBKO IIPH MPUMEHEHHH
KJIApUTPOMMIIMHA B JIEKApPCTBEHHOI (hopMe OPOIIOK JUIsl IPUTOTOBJICHUS CYCIIEH3UH [T TpHeMa
BHYTPb.
4 CooblLieHust O JAHHBIX TOOOYHBIX PEAKIUAX ObLIH ITOJYYeHbl TONBKO INPH IPHMEHEHHH
KJIApUTPOMMIIMHA B JIEKAPCTBEHHOH (popmMe TabneTKH, MOKPHITHIE MIIEHOYHOH 000I0UKOH.

eTH

[Ipenmonaraercs, 4To 4aCTOTa, THUII U TSHKECTh HE)KENATEIbHBIX peaklUi y JeTel Takas ke, Kak y

B3POCIIBIX.
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COOTBETCTBYET 3KLCT EF'TH MY OTUETY

[Ipoune 0coObIe MONYIISILIUNA ot 15.0

(nocneno EIHTEJ_II:H"_"-.T 5 0001)

Tlayuenmvi ¢ N0OAGNIEHHLIM UMMYHUMEMOM.:
Y  namuentoB ¢ BUY-undexknumerr u  apyrumMu  UMMYyHOJE(HIIMTAMH, IOJy4YaOIIUX
KJIApUTPOMULIMH B Oo0Jiee BBICOKMX J03aX B TEUEHHE JUIUTEIHLHOTO BPEMEHM MJis JICYCHHS
MHUKOOAKTEpUATBbHBIX WHPEKIUI, YaCTO TPYIHO OTIIMYUTH HeXesaTelbHbIe 3((EeKThI mpemnapara
ot cumntTomMoB BUU-uH(EKIu Wim cComyTCTBYIOMIETO 3a00ICBaHMS.

HaunbGonee yacTeiMy HexeNaTeNbHBIMU SBJICHUSMH Y NALUEHTOB, IPUHUMABIIUX CYTOYHYIO 103y
KJIapuTpoMulivHa, paBHyto 1000 mr, 6bUH: TOIIHOTA, PBOTA, U3BpAIllEHUE BKYyCa, 00JIb B 00JIaCTH
JKUBOTA, JUApesi, Chlillb, METEOPHU3M, IoJIOBHasi 0OJb, 3alop, HapyIICHHWE CIyXa, MOBBIIICHUE
aktuBHOCTH ACT u AJIT B kpoBu. Takke 0TMEUaINCh CITy4au HEXKeEJIaTEIbHbIX IBJICHUHN C HU3KON
YacTOTOM BO3HMKHOBEHHS, TAKHE KaK OJIBIIIKA, OECCOHHMIIA M CYXOCTb CIHM3UCTOH OOOJIOYKH
MOJIOCTH PTa.

VY nanueHToB ¢ MOJaBICHHBIM HMMYHUTETOM IPOBOAMIIN OLICHKY JIAOOPATOPHBIX MOKa3aTeleH,
AQHAIN3UPYS UX 3HAYUTENIbHbIE OTKJIOHEHHS OT HOPMBI (PE3KOe MOBBILLIEHUE WIH CHIDKeHue). Ha
OCHOBAaHUHU JIAHHOTO KpuTepus y 2-3 % MalueHTOB, NOJy4YaBUIMX KJIAPUTPOMULMH B J103€
1000 Mr exxeqHEBHO, OBUIO 3aperuCTPUPOBAHO 3HAUYHTENbHOE MoBbiieHne akTuBHOCTH ACT u
AJIT B KpoBH, a TakKe CHIDKEHUE YHCIa JICHKOIMTOB U TPOMOOIUTOB. Y HEOONBIIOr0O YHcia
NAlMEHTOB TaKKe ObUIO 3aperMCTPUPOBAHO TOBBIIIEHHWE KOHIEHTPALMKM OCTATOYHOIO a30Ta
MOYEBHUHBI.

COO6H.ICHI/IC 0 TOAO03PEBACMBIX HCXKCIIATCIBbHBIX PCAKIINAX

BaxxHo co00111aTh 0 0103pEBaEMbIX HEXENATEIbHBIX PEAKIIUIX TOCIE PETUCTPALIMU TIperapara ¢
1EeIbl0  00ECTeUeHUs]  HEMPEPHIBHOTO  MOHUTOPUHTA  COOTHOIICHHS  «II0JIb3a — PHUCK
JIEKApCTBEHHOTO TIpenapara. MeIuIMHCKIM pabOTHUKAM PEKOMEHIYETCsl cOOOIIaTh O JHOOBIX
MOJI03PEBAEMBIX HEKENATeIbHBIX PEaKIUIX JIEKAPCTBEHHOTO IMpernapara uepe3 HalMOHAIbHbBIE
CHUCTEMBI COOOIIEHHsI O HEXKeJIaTeNbHBIX pPEeaKIUsIX ToCyAapcTB — uJIeHOB EBpasuiickoro
SKOHOMHYECKOTO COI03a.

Poccuiickas @enepanus

®denepanbHas cryx0a 1Mo Haa30py B cdepe 3apaBooxpanenus (Poc3apaBuanzop)

Anpec: 109012, r. MockBa, CnaBstHCKas 1J101Iab, 1. 4, cTp. 1

Tenedon: 8 (800) 550 99 03

DnekTpoHHas nmovra: pharm@roszdravnadzor.gov.ru

Caiit B nHGOPMAIMOHHO-TEIEKOMMYyHUKAIIMOHHOM ceTu «HTepHeT»:

https://www.roszdravnadzor.gov.ru
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COOTBETCTBYET 3KI
4.9. Ilepeno3nposka ot 15.0

CHMIITOMBI
[Tpuem GoJBIION T03bI KIIAPUTPOMHMIIMHA MOXKET BBI3BaTh CHMIITOMBI HapyIIEHUHW CO CTOPOHBI
JKEITYTOYHO-KHMIIIEYHOTO TPAKTa. Y OHOTO MaIMeHTa C OUIOISPHBIM PACCTPOWCTBOM B aHAMHE3E
nocyie mpuemMa 8T KIAPUTPOMHUIIMHA OBUIM OINKCAHBl W3MEHEHUs MCHUXMYECKOTO0 COCTOSHMS,
napaHoOUIaJIbHOE TTOBEJACHUE, TUTTOKATMEMHUS U TUTIOKCHUS.

JleueHue

[Ipu mnepeno3upoBKe cienyeT YyAaIuTh HeaObCOPOMPOBAHHBIN mMpernapaT W3 JKEIyJI0YHO-
KHIIIEYHOTO TpakTa (MPOMBIBAaHUE KEIyJKa, IPHEM aKTHBUPOBAHHOTO YIJIs M Ap.) U MPOBECTH
CUMIITOMATUYECKYIO Tepanuio. ['eMoauanu3 M NEepUTOHEATbHBIM AHAIU3 HE OKAa3bIBAIOT
CYILIECTBEHHOTO BJIMSHUSA Ha KOHIICHTPALMIO KJIAPUTPOMHUIIMHA B TJIa3ME KPOBH, UTO XapaKTEPHO

U IJId APYTrux npenaparoB rpyIibl MaAKpOJINI0B.

5. DPAPMAKOJIOTMYECKHE CBOVMCTBA

5.1. ®apmakoauHaMHuYecKHne CBOiCTBA

®dapMakoTepaneBTUYECKass TpyIa: aHTUOAKTepUaldbHBbIE CpPEACTBA CHUCTEMHOTO JCHCTBHS;
MaKpOJIUIbI, INHKO3AMHU/IBI U CTPENITOTPAMHUHbI; MAKPOJIH/IbI.

Kon ATX: JO1IFA09

Mexaumnsm nerctBus U dhapMakogruHaMudecKrne 3P exTol

KnaputpomuniuH sBisieTCsT MONYCHMHTETUYECKUM aHTUOMOTHKOM TPYIIBI MakKpOIUIOB U
OKa3bIBaeT aHTHOaKTepHalbHOE JeilicTBHe, B3auMofeictBys ¢ S50S  pubocomanbHOI
cyObeIMHUIICH U TTOAABIIsIs CHHTE3 OeTka OaKTepuil, YyBCTBUTEIIBHBIX K HEMY.

Knaputpomunirin BeICOKO3((HEKTUBEH in Vitro B OTHOIICHUH KaK CTaHMAAPTHBIX JIA0OPATOPHBIX
MITaMMOB OaKTepuil, Tak M BBIACNEHHBIX Yy MAallMEHTOB B XOJ€ KIMHUYECKOW mpakTuku. OH
MPOSIBIISIET BBICOKYIO AKTHBHOCTh B OTHOIICHHWU HIMPOKOTO psga a’poOHBIX U aHAIPOOHBIX,
TPaMIIOJIOKHUTEIBHBIX M TPAMOTPHUIIATEIILHBIX MUKPOOPTaHU3MOB. MUHUMAIBHBIC ITOIABIISIONINE
koHnentpanuu (MIIK) knaputpoMunmHa 17151 60IBIIMHCTBA BO30OyauTeneld menbie, yem MITK
SPUTPOMHUIIMHA B CPETHEM Ha OJIHO log> pa3BeneHue.

OxkaspiBaeT OakTepunuaHOE NeicTBUE B OTHOuIeHUH Helicobacter pylori, naHHas aKTUBHOCTb
KJIApUTPOMHUIIMHA BBIIIIE TIPU HENUTpaibHOM pH, ueM mpu Kuciom.

Kpome Toro, maHHsle in vitro u in vivo yKa3bIBalOT HAa TO, YTO KJIAPUTPOMHUIIUH JEHCTBYET Ha
KITMHUYECKH 3HAUUMBbIE BHJIbI MUKOOAKTEPHIA.

B wuccnenoBanusix in vifro 1OKa3aHO, YTO KJIAQPUTPOMUIMH BBICOKOAKTUBEH B OTHOILIECHUU
Legionella pneumophila  w Mycoplasma pneumoniae. Onnako  Enterobacteriaceae,
Pseudomonas spp. u  npyrue He  (QepMEHTUPYIOUIME JIAKTO3y TIpaMOTpULIaTeIbHbIE

MHKPOOPTaHU3Mbl HCBOCIIPUUMYHNBBI K HGﬁCTBHIO KJIIapUTPOMUIINHA.
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COOTBETCTBYET ZKCNEPTHOMY OTHETY
AKTHBHOCTb KJIAPUTPOMHIIMHA B OTHOLICHHH |DOJBIIMHCTBA MTaMMOB “TIept dadhehHpx Hivke

(NOCNEAOBATENBHOC 'I;:u 0001)

MHUKPOOPraHU3MOB JOKa3aHa Kak in vitro, Tak WBKAHHIYCCKO HpaKTHKke HpH3a00ACBaHILEK;

MEepEUYUCIICHHBIX B pazzene 4.1:

— a’poOHBIE TPaMIIOJIOKUTENbHbIE MHUKPOOPraHu3MbL: Staphylococcus aureus, Streptococcus
pneumoniae, Streptococcus pyogenes, Listeria monocytogenes;

— adpoOHBIC TpaMOTpHULIATEIbHBIE MUKpOOpraHu3Mbl: Haemophilus influenzae, Haemophilus
parainfluenzae, Moraxella catarrhalis, Legionella pneumophila, Neisseria gonorrhoeae;

— Jpyrue MUKpoopranusmel: Mycoplasma pneumoniae, Chlamydia pneumoniae (TWAR);

— wmukoOaktepuu: Mycobacterium avium complex (MAC): Mycobacterium  avium,
Mycobacterium  intracellulare; ~ Mycobacterium  leprae,  Mycobacterium kansasii,
Mycobacterium chelonae, Mycobacterium fortuitum.

[Tpoxykius GeTa-1akTaMasbl HE OKa3bIBAET BIUSHUS Ha aKTHBHOCTH KJIAPUTPOMHIIMHA.

BobImMHCTBO MITaMMOB CTa(MIOKOKKOB, PE3MCTEHTHBIX K METULIWUIMHY H OKCAMJUIMHY,

00J12/1a10T YCTONYMBOCTHIO U K KIIAPUTPOMHUIIUHY.

Helicobacter pylori

UyBCTBUTENBHOCTD H. pylori K KTapuTPOMHULIMHY U3y4allach HA U30JTax H. pylori, BEIEIEHHBIX

or 104 marmeHTOB 10 Havajga Tepanmuu mnpernapatoMm. Y 4-X MAalMEHTOB OBLIM BBIJICICHBI

PE3UCTEHTHBIE K KIAPUTPOMULIMHY MmTammbl H. pylori, y 2-X — mTaMMbl C yMEpEHHOU

PE3UCTEHTHOCTBIO, Y OCTANbHBIX 98 ManueHToB W30MAThl H. pylori ObUIM 4YyBCTBUTENBHBI K

KIJIAPUTPOMHUIINHY.

KnaputpoMuninH OKa3bIBaeT JeHCTBHE in Vitro M B OTHOUICHWH OOJBIIMHCTBA INTAMMOB

CIENYIOIUX MHUKPOOPraHu3MOB (o1HaKo Oe30macHOCTh U APPEKTUBHOCTH MPUMEHEHUS

KJIAPUTPOMHUIIMHA B KJIMHUYECKOM MPAKTHKE HE MOATBEPKICHBI KITMHUYECKUMU HCCIIEI0BAHUSMU,

U MPAKTUYCCKOC 3HAYCHUC OCTACTCA HCSICHBIM)Z

a’poOHBIE TPAMITONIOKUTEIbHBIE MUKPOOPTaHU3MBL: Streptococcus agalactiae, Streptococci

(rpynmet C, F, G), Viridans group streptococci;

— adpoOHBIE TPaMOTPHUIATEIBHBIE MHUKPOOPTaHU3Mbl:  Bordetella pertussis, Pasteurella
multocida;

— aHa’pOOHBIE TPAMITOIOKUTENbHBIE MUKpoopranm3Mel: Clostridium perfringens, Peptococcus
niger, Propionibacterium acnes;

— aHa’pOOHBIE TPaMOTPHIIATEIBHBIE MUKPOOPTaHU3MEIL: Bacteroides melaninogenicus;

— cnupoxeTsl: Borrelia burgdorferi, Treponema pallidum;

— xamrobakrepun: Campylobacter jejuni.

OCHOBHBIM  META0ONUTOM  KIAPUTPOMHUIIMHA B  OpraHU3ME  4YeloBeKa  SIBISETCS

MHUKPOOHOJIOTHIECKH AKTUBHBII MeTa0oJIUT 14-ruIpOKCUKIAPUTPOMHUIIVH.

MuxkpoOuonornyeckasi akTUBHOCTb METa0ONMUTa Takas ke, KaK Yy KIapUTPOMHUIIMHA, WIU
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COOTBETCTEYET = |‘_ C __ EPTHOMY OTUETY

B 1-2 pasa ciaGee B OTHOLICHMH GONBIIMHCTBA MHUKpoopraufidMos. Mekmodenne lcocrapnser

(MOCNEOOBATENEHOCTE 0001)

H. influenzae, B OTHOIIEHUH KOTOPOTO 3PPEKTHB
KnaputpoMuniua u ero MeTra0OJIUT B COYETAaHUU MOTYT OKa3blBaThb KaK aJJUTUBHOE, TaK U
cuHepruyeckoe newictsue Ha H. influenzae in vitro  in vivo, B 3aBUCUMOCTH OT IITaMMa OaKTepUH.
Tecm nHa uyecmeumenbHOCMb

KonnyecTBeHHBIE METO/BI, TPEOYIOIINE U3MEPEHUS JAUaMETpa 30HBI MOJABICHHUS POCTA, JAIOT
Han0oJiee TOYHBIC OIICHKH YYBCTBHTEIHHOCTH OAKTEPHH K aHTUMUKPOOHBIM npenapatam. OnHa
U3 PEKOMEHAYEMBIX METOJMUK JUIsl ONPEIEICHUS YYBCTBUTEIBHOCTH HCIOJIB3YET JIMCKH,
UMITPErHUPOBaHHBIC 15 MKT KimapuTpoMunmHa (aucko-auddy3nonnsii meton Kupou-bayapa);
IIPY UHTEPIIPETALIMU TECTA JUaMETPBhI 30H MTOAABJICHUSA pOCTa KOPPEIUPYIOT o 3HaueHussMu MIIK
kiaputpomuniaa. 3uadeHust MIIK onpezgenstorcss MeTooM pa3BeieHus B OyJIb0HE WM B arape.
[Ipy uCnoONB30BaHUU STUX METOJUK OTYET W3 JIA0OpATOPUU O TOM, YTO IITAMM SBISETCS
«4yBCTBUTEIIbHBIM» YKa3blBa€T Ha TO, YTO BO30yAMTENh WH(GEKIHU, BEPOATHO, OTBETUT Ha
nedeHue. OTBET «PE3UCTEHTHBII» yKa3bIBa€T HA TO, YTO BO30YUTEINb, BO3MOKHO, HE OTBETUT Ha
nedyeHue. OTBET «IIPOMEXKYTOUHAs UYBCTBUTEIBHOCTHY» IIPENIOJIaraeT, YToO TEparneBTUYECKUN
ekt mnpemapata MoOKET OBITh HEOJHO3HAUEH WM MHUKPOOPTaHU3M MOXET OKa3aThCs
YyBCTBUTEIBHBIM TPU HCIIOJIB30BaHUMU Oo0Jiee BBICOKMX J03 IMpernapara (MpOMEKyTOYHas

YYBCTBUTCIIbHOCTDb TAKIKC HA3bIBACTCS «yMepeHHOI\/JI ‘IYBCTBI/ITCJ'H)HOCTBIO»).

5.2. ®apmakokuHeTHYECKHE CBOWCTBA

Abcopbrus

[Tpenapat ObICTPO BCACHIBAETCS B XKENYIOUYHO-KUIIEUHOM TpakTe. AGCONIIOTHAs OMOIOCTYITHOCTh
KJIapUTpOMHUIIMHA cocTaBisgeT okono 50 %. IlpueM nmumm HEMOCpenCTBEHHO NEpe] MPHUEMOM
npernapara yBeJIMYuBaeT OMOJOCTYITHOCTh KJIAPUTPOMUIIMHA B cpeaHeM Ha 25 %. B menom, 3to
MOBBIIIEHNE HE3HAYMTEIbHO M JIOJDKHO HMETh HEOONBIIYI0 KIMHHYECKYI0 3HAUYMMOCTh MpHU
PEKOMEH/IyeMbIX pexXUMax A03upoBaHus. TakuM 00pazom, KIapUTPOMULIUH MOKET IPUMEHSThCS
HE3aBHCHUMO OT IIpUeMa MUIIIH.

Pacopenenenue, OnorpanchopManus M dIUMHUHAIIAI

Knaputpomunima merabonusupyercss B cucteme nuroxpoma P450 (CYP3A4) neuenu. Ilpu
nprueMe TMOBTOPHBIX 03 Ipernapara KyMYJSLWU HpPaKTUYeCKH He OOHApYKEHO, U XapakTep
MeTaboIM3Ma B OPraHU3Me Y€I0BeKa HE N3MEHSIICS.

UccnenoBanus in vitro mokasaiu, 4To B cpefHeM okosio 70 % KIapUTpOMMIIMHA CBSI3bIBAETCS
c OenkaMu TUIa3Mbl KpPOBU UeJNOBEKa IpU KOHIEeHTpauusax mnpenapara 0,45-4,5 Mxr/mi.
[Tpu xoHueHTpammu 45 MKI/MII cBsi3bIBaHUE CHIDKaetca 10 41 %, BeposSsTHO, B pe3yibTare
HACBIILEHUS] LIEHTPOB CBA3BIBAHMUS. JTO SBJICHHE HAONIOJAIOCHh TOJIBKO IPU KOHLEHTPALMSIX

nmpemnapara, 3SHa4YMTCIbHO MPCBLIIIAIUX TEPATICBTUICCKUC.
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HccnenoBanust in vivo Ha KUBOTHBIX ITOKAa3all

-

TKaHAX, 3a UCKIIFOYEHUEM LIEHTPAJIbHOU HEPBHO pat BH
MPEBBIMIAIOIMX IUIa3MeHHbIe. Haunbonee Bbicokne koHmeHTpamuu (B 10-20 pa3 Bbime
MJIa3MEHHBIX ) 0OHAPYKUBAIKUCH B IEYEHH U JIETKHX.

VY 3710pOBBIX JOOPOBOJBLIEB IPU NPUMEHEHUU KIApUTPOMHULIMHA B 103e 250 Mr 2 pa3a B CyTKH
Cmax KJIapuTpoMHIIMHA H  14-TUIPOKCUKIAPUTPOMHULIMHA B ILJIJa3ME€ KPOBH JTOCTUTAIUCH
gyepes 2—3 nHs U cocTaBisui | MKr/mut u 0,6 MKT/MJT COOTBETCTBEHHO. T1/2 HICXOMHOTO Mpernapara
U €ro OCHOBHOT'O MeTaboIuTa cOCTaBIsIN 3—4 yaca U 5—6 4acoB COOTBETCTBEHHO.

[Ipu npumenennn kiaputpomunviHa B go03e 500 mr 2 paza B CYTKU Cmax KIQPUTPOMHUIIMHA U
14-ruapoKCUKIIapUTPOMUIIMHA B IUIa3ME€ KPOBU JOCTUTAIUCh IOCJHE IpuemMa S5-0M J03bl U
cocraBisui B cpenHem 2,7-2,9 mxr/ma u 0,83—0,88 Mkr/Mi cooTBeTCTBEHHO. T1/2 MCXOIHOTO
mpermapaTa ¥ €ro OCHOBHOTO MeTa0OJMTa COCTaBISUIM COOTBETCTBeHHO 4,5-4,8 yacoB
16,9 — 8,7 yacoB. Cmax 14-rugpOKCUKIIApUTPOMUIIMHA HE YBEIMUYNBAJIACh IIPOIOPLUOHAIBHO 103€
KJIApPUTPOMMUIIMHA, B TO BpeMsl Kak T12 Kak KIIApUTPOMMIIMHA, TaK U €r0 IMAPOKCHIMPOBAHHOTO
METa0OoJINTa MMEIH TEHICHIIMIO K YBEJIWYCHHWIO C TOBBIINICHHWEM O03bl. Takas HenuHeiHas
dbapMakOKMHETHKA  KIAPUTPOMHUIIMHA B  COYETAaHUUM C  YMEHBIICHHEM OOpa3oBaHUs
14-ruapOKCUKIIAPUTPOMHUIIMHA W N-IeMETHIMPOBAHHOTO MeTaboiuTa TpU BBICOKHX 033X
YKa3bIBa€T Ha HEJWHEHHBbIH MeTadoM3M KJIAapUTPOMHULIMHA, KOTOpBIM CTaHOBUTCS Ooiee
BBIPQXEHHBIM IIPU BBHICOKHX J03aX.

[Toukamu BeIBOAUTCS OKOJIO 37,9 % mocne npuema BHYTpPb KJIapUTpoMUIMHA B 103€ 250 mMr u
46 % nocine npuema knapuTpomuHa B 1o3e 1200 Mr; kumeuyHukoM BeiBoauTcs okoio 40,2 % u
29,1 % COOTBETCTBEHHO.

VY nmanueHToB KJIAPUTPOMHULMH U 14-TUAPOKCUKIAPUTPOMULIMH OBICTPO MPOHUKAIOT B TKAHU U
KUAKOCTH opraHuszma. VIMerTcs OrpaHWYEeHHbIE IAHHBIE, CBUICTEIBCTBYIOIIME O TOM, YTO
KOHLEHTpalusi KJIApUTPOMHUIMHA B CIHMHHOMO3TOBOM JKMJKOCTM TIpU IIPHUEME BHYTPb
He3HaunTenbHa (1-2 % OT KOHILIEHTpaluu B IUIa3Me€ KPOBH IMPH HOPMaJIbHOW MPOHUIIAEMOCTH
remaTodHIeaTnaeckoro 6aprepa). KoHmneHnTpamus B TKaHIX OOBIYHO B HECKOJBKO pa3 BHIIIE,
4yeM B IJ1a3Me KpoBH. B Tabnmiie npuBeaeHbl MpUMEphl TKAHEBBIX U IUIa3MEHHBIX KOHIICHTPALUi:

IIpuMepbl TKAHEBBIX U MJIa3MEeHHbIX KOHIIEHTPaLMii

KonuenTpauum (250 mr ka:kabie 12 yacoB)
Bua tkanu TkaHeBble (MKI/T) IlnasMeHHbIe (MKI/MJI)
MuH1aJIMHBL 1,6 0,8
Jlerkne 8,8 1,7

[IeueHOYHAs HEAOCTATOYHOCTh

VY ManueHToB co CpeAHEN U TSHKENOM CTEeNeHbI0 HapyIIeHUs (QYHKIIMH TIeYSHH, HO C COXPaHEHHOU
(GyHKLHEH MoYeK KOPPEeKIHs 103bl KIApUTPOMUIIMHA HEe TpeOyeTcsi. PaBHOBECHAs: KOHLIEHTpaLUs

B I1IJIa3M€ KPOBU U CHCTEMHBII KIIMPCHC KIAPUTPOMHUIIMHA HE OTJIMYAIOTCA Y TaIMCHTOB ,I[aHHOfI
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TPYIIIBI U 37I0POBBIX 100poBoIIbLEB. PaBHOBEC 51KOHL[CHT_pa]_L]HEﬁ-Jl:Igg‘dgf%eﬁﬁﬂhﬁpﬂTp?MI@lHHHa
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Yy NallUCHTOB C HAPYIICHUAMUA (pyHKHI/H/I MNCYCHU HITAKC; HCM Y SAOPOBBIXT

IloyeyHast HETOCTATOYHOCTh

[Tpu HapymieHnn QyHKIMK T0YeK YBETUUUBAIOTCS Cmin U Cinax KIIAPUTPOMUIIMHA B I1JIa3Me KPOBH,
Tip, AUC xnaputpoMuiinHa u ero merabonurta l4-ruapokcukinapurpomununa. KoHcraHTa
NMMHUHAIMKA U BBIBEJACHUE TOYKaMH yMEHbIaroTcs. CTerneHb M3MEHEHHUs STUX MapaMeTpoB
3aBUCHT OT CTEIICHU HApyIIeHUs! (yHKIIUH MOYCK.

JInIia moKMI0Tro BO3pacTa

VY DanueHTOB MNOXHJIOTO BO3pPAacTa KOHLIEHTpALUs KIApUTPOMHMIMHA U €ro Meradbonura
14-ruIpOKCUKIIAPUTPOMHIIMHA B KPOBU ObLIa BBIIIE, a BHIBEJACHUE MEMJICHHEE, YEM Yy TPYIIIbI
MosionbIx  moge.  OpHako — mocine  Koppekuuu ¢ ydyetoM  nodeyHoro KK
He Obpui0 oTaMuuii B ob0eux rpymmax. Takum o0pa3oM, OCHOBHOE BIMSHHE Ha
(bapMaKOKUHETHYECKHE TapaMeTphl KIAPUTPOMHULIMHA OKa3bIBaeT (PYHKLUA MOYEK, a HE BO3PACT.

[NanueHThl ¢ MUKOOAKTEPUAITEHBIMA HHMEKIIUSIMUA

PaBHOBeCHBIE KOHLEHTpALMU KIAPUTPOMULMHA U 14-THIPOKCUKIAPUTPOMMIIMHA Y TAIIMEHTOB
¢ BUY-unpekuue, nmosyyaBmux KIApUTPOMHULIMH B 00bIYHBIX A03axX (500 Mr 2 pa3a B CyTKH),
ObUIM CXOJHBIMHU C TAKOBBIMHU Y 3/10pOBbIX JtoJiell. OHAaKO NMpH NPUMEHEHUU KJIapUTPOMUIIMHA
B 0OoJiee BBICOKHX J1033aX, KOTOpbIE€ MOTYT HOTPEOOBAThCA JUIsl JICUEHUS MUKOOAKTEpHAIbHBIX
MH(QEKINH, KOHUEHTpalluu AaHTHOMOTHMKAa MOTYT 3HAUUTEIbHO IMPEBBINIATh OOBIYHBIE.
VY nauuentoB ¢ BUY-undekunelt, npuHUMaBmuX KIapuUTpoMUIMH B A03e 1000 Mr B jaeHb U
2000 Mr B neHb B 2 mpueMa, paBHOBECHblE 3HAUEHUS Cmax OOBIYHO COCTABISLIU 2—4 MKI/MII
u 5-10 mxr/mn coorBercTBeHHO. Ilpu mnpumeHeHuu mpenapata B 0ojee BBICOKMX J03ax
OTMEYaJIoCh yaiauHeHue Tiz MO CpaBHEHHIO C TAKOBBIM Y 3I0POBBIX JIIOJEH, MOTyYaBIIMX
KJIApPUTPOMMLIMH B OOBIYHBIX J103axX. [IoBbIIEHNE KOHLIEHTpAIMi B TU1a3Me U yJuITnHeHue T1/2 mpu
NPUMEHEHUU KJIApUTPOMHUIIMHA B 00Jiee BBICOKUX J03aX COTJIACYeTCsl ¢ U3BECTHOM HelnnHEeHOH
(bapMaKOKMHETHKON Mpernapara.

KOM6I/IHI/IDOBaHH06 JCYCHHUEC C OMCNIpa3oIoM

Knaputpomunina mo 500 mr 3 pasza B cyTKM B KOMOMHAIIUK C OMemnpa3oioM B fo3e 40 mMr/cyTku
cnocoOcTtByeT yBenmuueHnto Ti2 u AUC omemnpaszona. Y Bcex NalMEHTOB, MOJTYyYaBLIMX
KOMOMHHMPOBaHHYIO TE€paluio, B CPAaBHEHUHU C MAIMEHTaMM, MOJYYaBIIMMU OIWH OMEIpasol,
HaOmoganock yBenudeHue Ha 89 % AUC u Ha 34 % T, omenpazona. Y knaputpoMuiiuia Cmax,
Cumin 1 AUC yBenmunBanuchk cootBeTcTBeHHO Ha 10 %, 27 % u 15 % 1o cpaBHEHHUIO C JTaHHBIMU,
KOTJa TNPHUMEHSJICS TOJBKO KIAPUTPOMHUIIMH 0Oe3 omemnpa3ojia. B paBHOBECHOM COCTOSIHUU
KOHIIEHTPALMU KJIApUTPOMUIIMHA B CIIM3UCTOMN XKellyKka yepe3 6 4acoB MOcCIIe IpHeMa B rpyme,
NOoJy4aBlIeil KOMOMHAIMIO, B 25 pa3 MIPEeBOCXOIMWIN TaKOBbIE IT0OKA3aTENIM B TPYIIE NAllUEHTOB,

NOJIyYaBUIMX OJUH KIApUTPOMULIMH. KOHIIEHTpanuy KIapuTpOMUIIMHA B TKAHAX JKEIyJKa Yepes3
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(MOCNEOCBATENEHOCTE 000T)

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ManuCHTOB, MOJTYYaBIIUX TOJIBKO KIIAPpUTPOMUIIHH:

6. PAPMAIIEBTUYECKHE CBOMCTBA

6.1. IlepeueHb BCIOMOraTe/IbHBIX BelIECTB

JlakT03BI MOHOTHIPAT

[ToBunon K-17 (monuBUHUINUPPOIUIOH HU3KOMOJIEKYIISIPHBII)
Kpaxman kykypy3HbIi

Kpockapmemnnosa HaTpus

Tanpk

Kanbuus creapar

[Tomucopbat 80

Kancynbl TBepJible KeJIaTHHOBBIC:

Turana nnokcuna

Kenatun

6.2. HecoBMecTHMOCTEL

He npumenumo.

6.3. Cpok rognocTu (CpoOK XpaHeHus1)

3 rona.

6.4. Oco0ble MepbI NPEAOCTOPOKHOCTH NPH XPAHCHUHU

XpaHI/ITB B 3allIUIICHHOM OT CB€TAa MECTC IIPU TEMIICPATYPEC HE BBILIC 25 °C.

6.5. Xapakrep u coaepxaHue NEPBHYHOH YIIAKOBKH

7, 10 unu 14 karcyn B KOHTYpHOM SYEMKOBOW YHNAKOBKE M3 IJICHKU MOJIMBUHWIXJIOPUIHOW U
donbru amoOMHUHUEBON. 2 WM 4 KOHTYPHBIE SYEWKOBBIE YMAKOBKH MO 7 Kamncyid, 1 wim 2
KOHTYpHBIE STUEMKOBBIE YIIAKOBKY 1O 14 karicyn, 1, 2 nian 3 KOHTYpHBIE SIYEHKOBBIE YIIAKOBKH 110

10 KarcyJ BMECTEC C JIMCTKOM-BKJIAJABIIIICM B ITAYKE U3 KAPTOHA.

6.6. OcoOble  Mepbl  NPEAOCTOPOKHOCTH  TNPU  YHUYTOKEHUM  HCIOJIb30BAHHOIO
JIEKAPCTBCHHOI'0 nmpemapara nJIn 0TX0/10B, MOJTYYCHHBIX mocJjae NPUMEHECHUSA
JIEKAPCTBEHHOT0 Mpenapara, u pyrue MaHUMyJIsIHHU ¢ MpenapaTom

Het oco6bix TpeGoBaHuii.
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7. IEPJKATEJb PETUCTPALIMOHHOI O|Y IOCTOBEPEHMSI | 2025 =631
(NMOCNEOOBATENEHOCTRE 0001)

Poccus

AO «BEPTEKC»
Anpec: 197350, r. Cankr-IletepOypr, lopora B Kamenky, a. 62, aut. A
Tenedon: 8 (800) 2000 305

Anpec 31eKTPOHHOM MOYTHI: vertex@vertex.spb.ru

7.1 Hpe}ICTaBHTeJ'[L AEPKATECIA PETrUCTPAINUOHHOIO YI0CTOBEPECHUA

[Iperen3zun HOTDC6HTCHCﬁ HaIIpaBJIATH I10 aAPECY.

Poccus

AO «BEPTEKC»

Anpec: 197350, r. Caukr-IletepOypr, lopora B Kamenky, a. 62, mut. A
Tenedon: 8 (800) 2000 305

Anpec anekTpoHHoM ouThl: pharmacovigilance@vertex.spb.ru

8. HOMEP PETUCTPALIMOHHOI'O YAOCTOBEPEHUA

9. IATA NMEPBHYHON PEIMCTPAIIMM (IIOJATBEPXKJIEHHNS PETHUCTPAIIAMH,
INEPEPETUCTPALIMN)

JlaTa nepBoii perucTpanuu:

10. IATA IEPECMOTPA TEKCTA

OOm1as xapakTepucTHKa jekapcTBenHoro npenaparta Knapurpomunusa — BEPTEKC nocrynna Ha
UHPOPMALIMOHHOM TopTane EBpa3uiickoro 3SKOHOMHYECKOTO COK3a B HH(POPMALMOHHO-

TeJIeKOMMYHUKAIIMOHHOU cetn «MHTepHeT» https://eec.eaeunion.org
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	 гиперчувствительность к кларитромицину, макролидам или к любому из вспомогательных веществ, перечисленных в разделе 6.1;
	 удлинение интервала QT в анамнезе (врожденное или приобретенное зарегистрированное удлинение интервала QT) или желудочковая аритмия, включая желудочковую тахикардию типа «пируэт» (см. разделы 4.4. и 4.5.);
	 одновременный прием кларитромицина с ломитапидом (см. раздел 4.5.);
	 кларитромицин не следует применять у пациентов с электролитными нарушениями (гипокалиемией или гипомагниемией) в связи с риском удлинения интервала QT (см. раздел 4.4.);
	 одновременный прием кларитромицина с тикагрелором или ранолазином;
	 одновременный прием кларитромицина с астемизолом, цизапридом, пимозидом, терфенадином (см. раздел 4.5.);
	 одновременный прием кларитромицина с алкалоидами спорыньи, например, эрготамином, дигидроэрготамином (см. раздел 4.5.);
	 одновременный прием кларитромицина с мидазоламом для перорального применения (см. раздел 4.5.);
	 одновременный прием кларитромицина с ингибиторами ГМГ-КоА-редуктазы (статинами), которые в значительной степени метаболизируются изоферментом CYP3A4 (ловастатин или симвастатин), в связи с повышением риска миопатии, включая рабдомиолиз (см. раздел 4...
	 одновременный прием кларитромицина с колхицином (см. раздел 4.5.);
	 тяжелая печеночная недостаточность, протекающая одновременно с почечной недостаточностью;
	 холестатическая желтуха/гепатит в анамнезе, развившиеся при применении кларитромицина (см. раздел 4.4.);
	 период грудного вскармливания;
	 порфирия.
	 почечной недостаточности средней и тяжелой степени;
	 печеночной недостаточности средней и тяжелой степени;
	 одновременном приеме кларитромицина с бензодиазепинами, такими как алпразолам, триазолам, мидазолам для внутривенного применения или для нанесения на слизистую оболочку полости рта (см. раздел 4.5.);
	 одновременном приеме кларитромицина с другими ототоксичными препаратами, особенно аминогликозидами (см. раздел 4.5.);
	 одновременном приеме с препаратами, которые метаболизируются изоферментом CYP3A4, например, карбамазепин, цилостазол, циклоспорин, дизопирамид, метилпреднизолон, омепразол, непрямые антикоагулянты (например, варфарин), хинидин, рифабутин, силденафил...
	 одновременном приеме с препаратами, индуцирующими изофермент CYP3A4, например, рифампицин, фенитоин, карбамазепин, фенобарбитал, зверобой продырявленный (см. раздел 4.5.);
	 одновременном приеме кларитромицина со статинами, не зависящими от метаболизма изофермента CYP3A4 (например, флувастатин) (см. раздел 4.5.);
	 одновременном приеме с блокаторами «медленных» кальциевых каналов, которые метаболизируются изоферментом CYP3A4 (например, верапамил, амлодипин, дилтиазем);
	 одновременном приеме кларитромицина с пероральными антикоагулянтами прямого действия, такими как дабигатран, ривароксабан, апиксабан, особенно у пациентов с высоким риском развития кровотечений;
	 ишемической болезни сердца (ИБС), тяжелой сердечной недостаточности, нарушениях проводимости или клинически значимой брадикардии, а также при одновременном приеме антиаритмических препаратов IА класса (хинидин, прокаинамид) и III класса (дофетилид, ...
	 беременности.
	 у пациентов с гипокалиемией (см. раздел 4.3.);
	 у пациентов с гипомагниемией (см. раздел 4.3.);
	 при одновременном назначении кларитромицина с астемизолом, цизапридом, пимозидом и терфенадином (см. раздел 4.3.);
	 у пациентов с врожденным или приобретенным зарегистрированным удлинением интервала QT или наличием желудочковой аритмии в анамнезе (см. раздел 4.3.).
	 у пациентов с ИБС, тяжелой сердечной недостаточностью, нарушениями проводимости или клинически значимой брадикардией;
	 у пациентов, одновременно принимающих другие лекарственные препараты, связанные с удлинением интервала QT (см. раздел 4.5.).
	Беременность
	Безопасность применения кларитромицина при беременности не установлена.
	Основываясь на различных результатах, полученных в исследованиях на животных, а также на опыте применения у людей, нельзя исключить возможность неблагоприятного воздействия на эмбриофетальное развитие. Некоторые наблюдательные исследования, оценивающи...
	Применение кларитромицина при беременности (особенно в I триместре) возможно только в случае, когда отсутствует альтернативная терапия, а потенциальная польза для матери превышает потенциальный риск для плода.
	Лактация
	Было установлено, что ребенок, находившийся на грудном вскармливании, может получить около 1,7 % от материнской дозы кларитромицина с поправкой на массу тела матери. Безопасность применения кларитромицина для детей на грудном вскармливании не установл...
	Фертильность
	Исследования, проведенные на крысах, показали отсутствие влияния на фертильность.
	4.7. Влияние на способность управлять транспортными средствами и работать с механизмами
	 аэробные грамположительные микроорганизмы: Staphylococcus aureus, Streptococcus pneumoniae, Streptococcus pyogenes, Listeria monocytogenes;
	 аэробные грамотрицательные микроорганизмы: Haemophilus influenzae, Haemophilus parainfluenzae, Moraxella catarrhalis, Legionella pneumophila, Neisseria gonorrhoeae;
	 другие микроорганизмы: Mycoplasma pneumoniae, Chlamydia pneumoniae (TWAR);
	 микобактерии: Mycobacterium avium complex (MAC): Mycobacterium avium, Mycobacterium intracellulare; Mycobacterium leprae, Mycobacterium kansasii, Mycobacterium chelonae, Mycobacterium fortuitum.
	 аэробные грамположительные микроорганизмы: Streptococcus agalactiae, Streptococci (группы C, F, G), Viridans group streptococci;
	 аэробные грамотрицательные микроорганизмы: Bordetella pertussis, Pasteurella multocida;
	 анаэробные грамположительные микроорганизмы: Clostridium perfringens, Peptococcus niger, Propionibacterium acnes;
	 анаэробные грамотрицательные микроорганизмы: Bacteroides melaninogenicus;
	 спирохеты: Borrelia burgdorferi, Treponema pallidum;
	 кампилобактерии: Campylobacter jejuni.
	Препарат быстро всасывается в желудочно-кишечном тракте. Абсолютная биодоступность кларитромицина составляет около 50 %. Прием пищи непосредственно перед приемом препарата увеличивает биодоступность кларитромицина в среднем на 25 %. В целом, это повыш...
	Распределение, биотрансформация и элиминация

