COOTBETCTBYET 3KCMEPTHOMY OTUETY

OBIIASI XAPAKTEPUCTHKA JI EKAP&*BEE%I&TEFM&ATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI O IIPEIIAPATA

Knaputpomunima CP, 500 mr, TabiaeTku ¢ MpOJOHTHPOBAHHBIM BBICBOOOXKIEHHEM, TTOKPBITHIC

[UIEHOYHOI 000JI0YKON

2. KAUECTBEHHbBIN 1 KOJIMYECTBEHHBIA COCTAB

JleiicTByo1Iee BEMECTBO: KIAPUTPOMHUITUH.

Kaxnas Tabnerka cogepxut 500 Mr KapuTpoMHUIIMHA.

BcenomorarenbHbie BelIeCTBa, HAIWYME KOTOPHIX HAJ0 YYUTHIBATH B COCTaBE JIEKAPCTBEHHOTO
mperapara: JakTo3bl MOHOTHIPAT (caxap MOJIOYHBIN) (cM. pasnen 4.3).

ITonnbI MEPCUCHb BCIIOMOTI'aTCIIbHBIX BCHICCTB IIPHUBCIACH B pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTku ¢ MPOIIOHTUPOBAHHBIM BBICBOOOKIEHNEM, TTOKPHITHIE MIEHOUYHOW 000I0YKOIA.
KancynooOpa3Hbie  TBOSKOBBIMYKJIbIE — TaOJETKH, TOKPHITBIE  IUICHOYHOM  000JO0YKOU
CBETJIO-)KEJITOr0 C KOPUYHEBATHIM OTTEHKOM LIBETA, ¢ puckoi. Ha nmonepeunoM paspese TabiaeTku

BHUAHBI: AAPO IIOYTH 6ejoro OBCTa U IJICHOYHAsA 000JI0YKa.

4. KIMHNYECKUE JAHHBIE
4.1. IToxka3zaHusi K NPUMEHEHUIO
NH}peKmoHHO-BOCTIATUTENbHbIE 3a0o0JeBaHus, BBI3BAHHBIE YyBCTBUTEIbHBIMU K
KJIAPUTPOMULIMHY MUKPOOPTaHU3MaMHU:
e MH(EKIUN HUKHUX JbIXaTeNIbHbIX MyTel (Takue Kak OpOHXHUT, THEBMOHUA);
e MH(EKIUHN BEPXHUX JbIXaTEIbHBIX MyTeH (Takue Kak (apUHTUT, CHHYCHUT);
e HH(EKIUN KOXKU M MATKUX TKaHEW (Takue Kak (DOJUTMKYIWUT, BOCHAJIECHUE MOIKOXKHOMN

KJICTYAaTKH, p0>1<a) .

4.2. Pe:kuM 103UPOBAHNS M CIIOCO0 MPUMEHEHUSI

Pexxum go3upoBaHus

Bspocnvie
ITo 1 Tabnetke (500 mr) 1 pa3 B 1eHb BO BpEMsI €]IbI.
[Tpu TsKenbIX MHPEKIUAX 103y yBeauunBaroT A0 2 tabnerok (1000 mr) 1 pa3 B 1eHb BO Bpems

elbl.
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OO6bIYHast TPOAOIKATENLHOCTE JIEYeHH s OT 5 1¢ 14 maeit | OCNEQOBATENBEHOCTL 0001)

HckmoueHne CoCTaBIIsAI0T BHEOOIbHIUYHAS THEBMOHUS U CHHYCUT, KOTOPBIE TPEOYIOT JICUEHUS OT
6 o 14 nueil.
[Tpu omonTorennbx nHpeknusx — 1 Tadnerka (500 mr) 1 pa3 B IeHb B TeUEHUE 5 THEH.

eTH
Pexxum no3upoBanus y aereit ¢ 12 1o 18 neT cOOTBETCTBYET PEKUMY JO3UPOBAHUS Y B3POCIIBIX.
Bbezonacuocts u 3¢ dexruBHOCTS Tpenapara Knaputpomunmn CP y nereit B Bo3pacte ot 0 10
12 net Ha naHHBIK MOMEHT HE YCTaHOBJIEHBL. J[aHHbBIE OTCYTCTBYIOT.

Oco0nlie T'PpYHOIIbI TAIKMEHTOB

Tayuenmoi ¢ Hapywenuem hyHKyuu novex

Jl1s nanMeHToB ¢ MOYEeYHOM HEeJ0CTaTOYHOCTHIO TskKeNIol creneHu (kaupeHc kpeatnHuHa (KK)
meHee 30 Mi1/MHUH) 00bIUHAs peKOMeHTyeMas J103a cocTasisieT 250 Mr 1 pa3 B 1eHb (B 3TOM cilydae
BO3MOXKHO NPUMEHEHHE KJIAPUTPOMHUIMHA B JIEKAPCTBEHHOM (opMe — TabIEeTKH, MOKPBITHIE
IICHOYHOU o0omoukoir 250 wmr). Ilpu Oosiee TsOKENBIX HHPEKIUSX pPEKOMEHIyeMas J103a
cocraBisieT 1 Tabnerka SO0 MT ¢ MPOJIOHTMPOBAHHBIM BBICBOOOXKICHHEM KIAPUTPOMHULIMHA.

VY nanueHToB ¢ MOYEYHOI HEOCTaTOYHOCTHIO CPEIHEHN CTENEHH TSHKECTH (KIIMPEHC KpeaTHHUHA
ot 30 10 60 MiI/MHH) KOppEKLIUU A03bl HE TpeOyeTCsl.

Cnoco0 nnpuMeHeHus

BuyTtps.

TabeTku He pasjiaMbIBaTb U HC Pa3’KCBbIBATb, UX H606XOI[I/IMO IMpOorjiaTblBaTb HCINKOM.

4.3. IIpoTuBONOKA3aHUS

e [unepuYyBCTBUTEIHHOCTh K KIAPUTPOMUIIMHY, MAKpOJIUIaM W JIPYTHM KOMIIOHEHTaM
npernapara, NepeyucIeHHbIM B pasaene 6.1.

e OpaHOBpEMEHHBIH MpPHUEM KIAPUTPOMHIIMHA CO CIEIYIOIUMH TpenapaTaMu: acTeMH30,
u3anpul, TuMo3u, Tepperanun (cM. pazzaen 4.5).

e OpaHOBpEMEHHBI TpUEM KIAPUTPOMHUIIMHA C QJIKAJOWJAMH CHOPBIHBH, HAIpUMED,
AProTaMuH, AUTUIPOIPTOTAMUH (CM. pazzen 4.5).

e OJHOBpPEMEHHBI TMpHEeM KIAPUTPOMHUIIMHA C MHJA30JIaMOM JUIsl  [IEPOPAIbHOTO
npuMeHeHus (cM. pasnen 4.5).

e OIHOBpPEMEHHBI mpueM kiaputpomunuHa ¢ wuHruouropamu ['MI-KoA-peaykrassi
(craTmHaMM), KOTOPBIE B 3HAYUTEIBHOM CTETICHHM META0OIU3HPYIOTCS H30(EepPMEHTOM
CYP3A4 (;ioBacTaTHH, CHMBACTATHH), B CBSI3U C TIOBHIIIEHUEM PUCKA MHOTIATHH, BKITIOYAs
pabaomuonu3 (cM. pazaen 4.5).

e OaHOBpEeMEHHBIN MPHUEM KJIAPUTPOMUIIMHA C KOJIXUIIMHOM (cM. pa3zen 4.5).
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e  OJHOBpPEMEHHBIN IPUEM KIIAPUTPOMHUIIAHA C Tnﬁﬂbéné%ﬁ'wﬁﬁ]&%éﬁn M

e VYmmnHenne wuHTepBaia QT B aHamHe3e (BpOXKIEHHOE WIM TNPUOOPETEHHOE
3aperucTpUpoOBaHHOE yaiuHeHne uHtepBaia QT) wim xemyqoukoBast apuTMHS, BKITIOYAst
KEIyTOYKOBYIO TaxWKapJHIO WM OJKEIyJOYKOBAas TaXWUKApAWsS TUIA <«ITUPYIT»
(cM. pazzaenst 4.4 u 4.5).

e KnapuTpomuLIuH HE ClIeAyeT IPUMEHSTH Y MAIIMEHTOB C 3JICKTPOJUTHBIMH HAPyILICHUSIMH
(rumokanareMueil UM runoMarHieMueii) B CBSI3M C PUCKOM yuTiHeHHs uaTepBana QT.

e Tskenas mMe4YeHOUYHAs HEJOCTATOYHOCTh, MPOTEKAOLIasi OJHOBPEMEHHO C IOYEYHOM
HEI0CTaTOYHOCTBIO.

e XosecTtaTU4ecKasi JKEITyXa/TelmaTUT B aHaMHe3e, pPa3BUBIIMECS TPH TNPUMCHECHUH
KJIapuTpoMHIIMHA (CM. pa3zaen 4.4).

o [lopdupwus.

e [lepuon rpyaHOrO BCKapMIITMBAHHUS.

e Bo3spacr 10 12 et (3¢ PekTUBHOCTD U OE30MMACHOCTh HE YCTAHOBJICHBHI).

e HenepeHOCMMOCTh TaJaKTO3bl, HEIOCTATOYHOCTH JIAKTA3bl, CHHIPOM MalbaOCOpOINH
[IFOKO3BI-TAJIAKTO3BI.

e OIHOBpPEMEHHBII IPUEM C JIOMHUTAIIHIOM (CM. paszen 4.5).

4.4. OcoOble ykazaHMsl M1 Mepbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTBIO

e [loyeuyHas HEIOCTATOYHOCTh CPETHEHN U TSKEIOMN CTETIEHHU TSHKECTH.

e [leueHOYHAs HEIOCTATOYHOCTH CPEIHEN U TSKEIOM CTENEHHU TSHKECTH.

e OpaHOBpeMEHHBI TIpHeM ¢ OeH30AMa3eNMHaMM, TAaKUMH Kak alllpa3ojiaMm, Tpuazojam,
MHUa30JIaM IS BHYTPHBEHHOT'O TPUMEHEHHWS WM JIJII HAHECEHUS Ha CIH3UCTYIO
obosouky pra (cM. pasaen 4.5).

e OJIHOBpPEMEHHBIN MpHEM C MpernapaTamMu, KOTOpble METa0OIU3UPYIOTCS U30(EPMEHTOM
CYP3A, mHampumep, KapOaMaszenuH, IIWJIOCTa30J, [HUKJIOCHOPUH, JTU30MUPAMU],
METHINIPETHU30JI0OH, OMEMpPa30ll, HeMpsMble aHTUKOATYJISHTHI (Hampumep, Bapdapun),
XUHUIUH, pudadyTHH, CriaeHaduI, TAaKPOIUMYC, BUHOIACTHH (CM. pas3aen 4.5).

e OpHOBpEeMEHHBIH TpHUeM ¢ mpenaparamu, WHAyIHpyomuMu u3odepment CYP3A4,
Harpumep, pudamnuiuH, ¢GeHuTonH, kapOamazenuH, GeHodbapOuTan, 3BepoOoit
IPOABIPSABICHHBIH (CM. pasen 4.5).

e OpnHOBpEeMEHHBI MpUEM KIAPUTPOMHUIIMHA CO CTaTMHAMH, HE 3aBUCSIIUMHU OT

meTabonusma m3opepmenta CYP3A (nampumep, diryBacratus) (cMm. pasmen 4.5).
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MeTtabommsupyroTces uzodpepmentom CYP3A4 (mampumep, BepanaMuil, aMJIOJIMITHH,

JTATITAA3EM).

o OmmOBpeMCHHbIi IPHEM C NIEPOPATLHBIMH AHTHKOATYJAHTAMH NPAMOTO ACHCTEHS,
TAKMMH KaK JaGHTraTpan, pusapokcaGa, anuKcabai, OCOGEHHO y MALHEHTOB C BICOKHM
PHCKOM PasBHTHS KPOBOTEUCHHIH.

e [lammentet ¢ wumemuyeckoi Oone3npto cepama (MBC), Tsokemoilt  cepaedHoi
HEJOCTAaTOYHOCTHI0, HAPYIICHUSMU TPOBOJAUMOCTH WM KIMHUYECKH 3HAYUMOU
Opanukapauei, a TakKe MalUeHTbl, OJIHOBPEMEHHO MPUHUMAIOIINE aHTHAPUTMUYECKUE
npenapatbl |A knacca (xuaunuH, npokanHamun) u Il kmacca (moderunua, aMmuogapoH,
COTAJION).

e bepeMEeHHOCTb.

Oco0ble yKa3auus

JUtuTenbHbli IpreM aHTUOMOTHKOB MOYKET IPUBOJIUTH K 00Pa30BaHUIO KOJIOHHH C yBETUYEHHBIM
KOJINYECTBOM HEUYBCTBUTEIbHBIX OakTepuil u rpu6oB. Ilpu cynepuHpexuuun HEoOX0IUMO
Ha3HAYUTh COOTBETCTBYIOLIYIO TEPAIHIO.

Haznauenue xiaputpoMuIHa 6epeMEeHHBIM JKEHIIWHAM JTOJDKHO MTPOBOAUTHCS MPH TIATELHOM
OLICHKE COOTHOIICHHsSI PHCKA U TIOJIb3bI, OCOOCHHO B TEYCHHE TIEPBBIX TPEX MECAIEB
OCpPEeMEHHOCTH.

[Ipy nmpuMeHeHHMH KJIAapUTPOMULIMHA COOOINANIOCh O MEYECHOYHOH IUCHYHKUUU (TIOBBILICHUE
AKTUBHOCTH TIE€YEHOUYHBIX ()EPMEHTOB B KPOBH, T€MATOIEIUTIOJIIPHBIN W/MIIN XOJECTaTHIECKUI
renaTtut c xentyxod unu 0e3). IleueHouHas nucyHKUIHS MOKET OBITH TSXKEJIOH, HO OOBIYHO
aBJsieTcs oopaTuMoil. imerores ciydyan meuyeHOYHOH HeI0CTaTOYHOCTH C JIETAIbHBIM UCXOJIOM,
IJIaBHBIM 00pa3oM CBSI3aHHBbIE C HaJIMYUEM CEpPhE3HBIX COMYTCTBYIOIIMX 3a00J€BaHUN W/Win
OJTHOBPEMEHHBIM IMPUMEHEHUEM JIPYTUX JIEKAPCTBEHHBIX CpeACTB. [Ipn mosBIeHnN MPU3HAKOB U
CHUMIITOMOB T'elaTuTa, TAKMX KaK aHOPEKCHS, )KETyXa, TOTEMHEHHE MOYH, 3y, OO0JIE3HEHHOCTh
YKUBOTA MPH MajbIalUU, HEOOX0AUMO HEMEICHHO MPEKPATUTh TEPAITHIO KIAPUTPOMHUIIMHOM.
[lpy HanmuuuM XpOHMYECKUX 3a00JIeBaHMN IE€YEHW HEOOXOAMMO TPOBOAUTH PETYISIPHBIN
KOHTPOJIb (PEPMEHTOB CHIBOPOTKH KPOBH.

[lpy neyeHMHM TPAaKTUYECKA BCEMH aHTHOAKTEpHUATBHBIMH CPEICTBAMH, B TOM YHCIIE
KJIAPUTPOMULIMHOM, OITUCAHBI CIydau MCeBAOMEMOPAHO3HOTO KOJIUTA, TAKECTh KOTOPOTO MOXKET
BapbUPOBAThCSl OT JIETKOM J10 yrpoxaromeil >xu3Hu. [Ipu JeueHuMH MNpaKTUYeCKH BCEMH
aHTHOAKTepUAIGHBIMU TIpenapaTaMd, B TOM YHCJIE KIAPUTPOMHUIIMHOM, OIMCAaHBI CITydau
Clostridium difficile — acconuupoBanHOl qHapeu, TSKECTh KOTOPOH MOXKET BapbHPOBATHCS OT

JIETKOM AUuapen N0 YrpoKarolmero >XHU3HHU KOJIWTA. AHTI/I6aKTepI/IaJ'ILHBIe npemnaparbl MOI'yT
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[TceBnomemOpano3ubiii koaut, Bbhi3BaHHbIA Clostridium difficile, Heooxomumo momo3peBats y
BCEX IMAIIMEHTOB, Y KOTOPBIX MMOCJIE MIPUMEHEHUS aHTHOAKTEPHAIbHBIX CPEICTB Pa3BHIIACh IHAPES.
[Tocne mpoBeneHusi Kypca aHTHOMOTHKOTEpANHH HEOOXOAMMO THIATEbHOE MEIUIIMHCKOE
HaOmoieHue 3a manueHToM. ONHCHIBAIKMCH Clyd4ad Pa3BUTHUS IICEBJAOMEMOpPAHO3HOTO KOJIMTA
cnycTs 2 MecsIia mociie mprueMa aHTHOUOTHKOB.
[Tpu yeyeHNM MaKpOIUAAMH, BKIIOYAS KIAPUTPOMHUIIMH, HAOIIOANOCH YIJIMHEHUE CEPICIHON
penonspuzanuu U uatepsaia QT, BEI3bIBas PUCK PA3BUTHSI CEPCUHON apUTMHHU U KEITy10YKOBON
TaXUKapIUU THIA «TUPyIT» (cM. paszaen 4.8). Tak Kak CIeAyIOIIUe CUTYaIl[Md MOTYT PUBOIUTh
K YBEJIMUECHUIO PUCKA PA3BUTHS JKEITYI0YKOBBIX apUTMUH (BKITIOUAs )KEJTYI0YKOBYIO TaXUKAPIUIO
TUTIA «IUPYIT»), TO KIAPUTPOMHUIIMH HE JODKEH NPHUMEHSTHCS Y CISAYIONUX KaTeropui
MAIMEHTOB:
® Y MAlMEHTOB C runokanueMuei (cm. paszaen 4.3);
e Yy MMAIMCHTOB C THIIOMarHueMuel (cM. pasaen 4.3);
® OJHOBpPEMEHHOE Ha3HAUEHHUE KIAPUTPOMHUIIMHA C ACTEMHU30JI0M, IU3ANPUAOM, TUMO3UIOM
U TeppeHaTMHOM IMPOTUBOIMOKA3aHO (CM. pazjen 4.3);
® y MAlUEHTOB C BPOXJCHHBIM WJIH MPUOOPETEHHBIM 3apETUCTPUPOBAHHBIM YAJIMHEHUEM
uatepBayia QT win HaTMYKEM KETyI0YKOBOM apuTMUU B aHamMHe3e (cM. pas3zaen 4.3).
KnaputpoMuivH A0IKEeH IPUMEHSATHCS C OCTOPOKHOCTHIO Y CIEAYIOIIUX KAaTerOpyid MallMeHTOB:
® y TManMeHToB ¢ wumemuueckoil Oonesnpto cepaua (MBC), tsxenod cepaedHoi
HEJOCTAaTOYHOCTHIO, HApPYIICHUSMH TPOBOJMMOCTH WM KIMHUYECKH 3HAYUMOMU
Opanukapauei;
e Yy TMAaIMEHTOB, OJHOBPEMEHHO MPUHUMAIONINX JPYTU€ JIEKAPCTBEHHBIC IIpernaparsl,
cBsi3aHHbBIE ¢ ymHeHneM uutepsana QT (cm. pasaen 4.5).
B Xxome »SnuaeMHONOTHYECKHUX HCCIAEAOBAaHUN 10 W3YYEHUIO pUCKAa HEOIarompusTHRIX
CEPJICYHO-COCYAUCTHIX HCXO/I0B MPU MPUMEHEHUN MAKPOJIH/IOB OBLITU MOTYYeHBl HEOJTHO3HAYHBIE
pe3ynbTaThl. B HEKOTOphIX  HAOMIOAATENBHBIX  HUCCIEJOBAHMSIX  OBLI  yCTAHOBIICH
KPaTKOBPEMEHHBI pPUCK PAa3BUTHS apUTMUM, WH(PApPKTa MHOKapla W CMEPTH OT
CEP/IEUYHO-COCYAUCTHIX 3a00JIeBaHUM, CBS3aHHBIX C TMPUMEHEHHEM MAaKpOJIHUIOB, BKJIOYAs
KiaputpoMuiivH. [Ipy Ha3HAYeHHH KIAPUTPOMHUIIMHA CIEAYeT COOTHOCUTH MPEANOIaraeMyro
MOJIb3Y OT MpHEMa MperapaTa ¢ JaHHBIMU PUCKAMH.
Bo3MOXXHO pa3BuTHE TEPEKPECTHOW PE3UCTEHTHOCTH K KIAPUTPOMHUIIMHY U JIPYTUM
AHTHOMOTHKAM TPYIIITBEI MAKPOJIHJIOB, a TAKXKE JIMTHKOMUIIUHY U KJIMHJIaAMULIAHY.
YuuThiBas pPACTYIIYI0 PE3UCTEHTHOCTh StreptococCcus pneumoniae kK MakpoiugaMm, BajkKHO

MpOBOAUTH TCCTUPOBAHUC YYBCTBUTCIBHOCTU IPHU HA3HAYCHUU KIIAPUTPOMHIHWHA IMAIIUCHTAM C
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CMEPTHOMY OTYETY

MPUMEHSTh B KOMOUHAIINH C COOTBETCTBYIOIIUMU aHTUOMOTUKAMHU.

Wudeknnn KOXKM W MITKHUX TKAaHEH JErKOW M CpelHeH TSDKECTH dYalle BCEro BbI3BaHBI
Staphylococcus aureus u Streptococcus pyogenes. Ilpu 3Tom 00a BO30YyAHMTENsT MOTYT OBITH
ycTON4MBBI K Makposugam. [103ToMy BaskHO MPOBOJIUTE TECT HA UYBCTBUTEIHHOCTb.
Makponuisl MOXKHO MPUMEHSTh pU MH(MEKIMIX, BbI3BaHHBIX COrynebacterium minutissimum,
3a00JICBaHUSX YTPH BYJIbrapHBIC U POXKA, a TAKXKE B TEX CUTYalUsAX, KOTJa HEIb3s MPUMEHSThH
NEHUIWILINH.

B ciydae nosiBieHHs OCTPBIX peakUUi TMIepuYyBCTBUTENIHOCTH, TAKUX KaK aHadUIaKTHYeCcKas
peaKIusi, TSHKENbIE KOXKHBIC JIGKAPCTBEHHBIC peaKIuu (HApuMep, OCTPBIA TeHepaTu30BaHHBIN
AK3aHTEMATO3HBbIN MycTyne3), cuHapoM CTuBeHCa-/[>KOHCOHA, TOKCHYECKUN SIUIEpPMaIbHBIN
HEKpPOJIU3 M JIGKAPCTBEHHAas ChIIb C J03MHOQUIMEH ¥ CHCTEeMHON CHUMIOTOMATHUKOMN
(DRESS-cuHapoM) HEOOXOIMMO cpasy JKe MPEKPaTHTh MPHEM KIAPUTPOMHMIIMHA M Ha4YaTh
COOTBETCTBYIOILYIO TEPAIIUIO.

B cinysae coBMecTHOrO mpuUMEHEHHS C BaphapuHOM WM JPYTHMH  HENPSIMBIMU
aHTUKOAryIssHTaMu HeoOxoaumo koHTponupoate MHO u npotpoMOuHOBOE BpeMsi (CM. pa3zaen
4.5).

Crnenyer coOnroaTh OCTOPOKHOCTH TPH OJHOBPEMEHHOM IMPUMEHEHUH KJIApPUTPOMHUIIMHA C
NePOPATLHBIMHA AHTUKOATYJISTHTAMHE TIPSMOTO JICHCTBYS, TAKUMH KaK JJa0uraTrpaH, puBapokcadaH
U anukcabaH, OCOOCHHO Yy TMAalKMEeHTOB C BBICOKUM PHCKOM pPa3BUTHS KPOBOTECUEHUS

(cm. moapaszaen «C 0CTOPOKHOCTBIO» U pasjen 4.5).

4.5. B3aumojeiicTBue ¢ JAPYrHMH JIEKAPDCTBEHHBIMHM MpenaparaMu W JApyrde BH/bI
B3auUMOAEelCTBUSA

[IpuMeHEHNHE CAEAVIONIMX IPENapaTOB COBMECTHO C KIAPUTPOMUIIMHOM IIPOTHUBOIIOKA3aHO B

CBSI3U C BO3BMOYKHOCTBIO PA3BUTHS CEPHE3HBIX MOOOYHBIX dYDDEKTOB:

Luzanpuo, numosuo, mepghenaour u acmemuson

[Tpu coBMECTHOM IpHeMe KJIApUTPOMHUIMHA C LU3AMPUIOM, MUMO3UA0M, Tep(heHaAUHOM WU
aCTEMHU30JI0M COOOIIATIOCH O MOBBIIIEHUN KOHIIEHTPALMU OCIETHUX B IJIa3Me KPOBH, YTO MOXKET
NpUBECTH K ymiIuHEeHWI0 wuHTepBata QT M TMOSBICHWIO CEpIEYHBIX apUTMHUH, BKIFOYAs
KEITyTOUYKOBYIO TaXUKAPIUI0, GUOPIILISINIO JKEITYA0UYKOB H HKETYIOYKOBYIO TaXHKAPIHIO THITA
«upyaT» (cM. pazzaen 4.3).

Ankanouost cnopuitbu

[TocTperucTpalnOHHBIE WCCIIEAOBAaHUS TIOKA3bIBAIOT, YTO TIPU COBMECTHOM NPUMEHEHUHU

KJIIapyuTpOMHUIIMHA C SPTOTAMUHOM HJIM JUTUAPOIPIrOTaAMUHOM BO3MOXKHBEI CIICAYIOIINEC 3(1)(1)6KTI)I,
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CBSI3aHHBIE C OCTPBHIM OTPABJIIEHHEM MpENapaTaMu rpﬂﬁg::éajf:tﬂrl it %ﬂé&gfﬁﬂzﬁrﬁ Ehaswm,

UIIEMUS] KOHEYHOCTEH M IPYTUX TKaHEH, BKIIIoYasi HEHTPAIbHYIO HEPBHYIO CHCTEMY.
OnHOBpEMEHHBIN MpHEM KIAPUTPOMHUIIMHA C aJKaJOWAAMU CIOPBIHBUM IPOTUBOIMOKA3aH
(cm. paznen 4.3).

Muoa3zonam ona nepopanbHo2o npuUMeHenus

[Tpu coBMeCTHOM MPUMEHEHUH MHUIa30J1aMa U KIapuTpoMuIiHa B popme tabaerox (500 mr nBa
pasa B JE€Hb) OTMEYAJIOCh YBEIWYCHHE IUIOHIATU TOJ (HapMaKOKMHETHUECKOW KpPUBOM
«koHUeHTpauuss — Bpems» (AUC) mmpazomama B 7 pa3 Imocie IEpOpabHOTO IpHEMa.
OnHOBpEMEHHBIN MPUEM KIAPUTPOMHUIIMHA C MUA30JaMOM [Ull IEepOpaIbHOTO NPUMEHEHHUs
MpPOTHUBOIIOKa3aH (cM. pazzaen 4.3).

Hueubumopwr I'MI-KoA-pedykmaszvl (cmamuiibl)

OpnHOBpeMEHHbIII  IpUeM  KJIApUTPOMULIMHA C  JIOBACTAaTUHOM  WJIH  CHMBAcTaTUHOM
IPOTHBOIIOKA3aH (CM. pa3zien 4.3) B CBA3M € TEM, YTO JIaHHbIE CTATUHBI B 3HAUUTEIBHOM CTENIEHU
meTabomm3upyrorcs nzopepmearom CYP3A4, u coBMecTHOE MPUMEHEHHUE C KIIAPUTPOMHUIIMHOM
MOBBIINIAET WX CHIBOPOTOYHBIE KOHICHTPAIWH, YTO MPUBOIUT K IMOBBIIICHUIO PUCKA Pa3BHTHUS
MHUOINATHH, BKIIouYas padaomuonu3. CooOmiamock o ciydyasx pabIoOMHMONIM3a y MAlMEeHTOB,
IPUHUMABIIUX KJIApUTPOMULIMH COBMECTHO C JAaHHBIMU NpenaparaMu. B ciiyuae Heo6xoauMocTu
NPUMEHEHHS KJIAPUTPOMHUIIMHA, CIIEAYET MPEKPATUTh MPUEM JIOBACTATHHA WIIM CHMBAcTaTHHA Ha
BpeMs TepaIuH.

KnaputpoMuuiuH ciegyer NpUMEHATh C OCTOPOXKHOCTBIO IPU KOMOMHHUPOBAHHOW Tepamuu C
JpyrUMH cTaTMHaMu. B ciydae HEOOXOJUMOCTH COBMECTHOIO IIpHeMa, PEKOMEHIyeTcs
NPUHUMATh HANMEHBIIYIO 103y CTaThHA. PeKOMEHIyeTCsl MIPUMEHSTh CTATUHBI, HE 3aBUCAIINE OT
metabonmusma uzopepmenta CYP3A (nmampumep, ¢ayBacratuH). Crenyer KOHTPOJIHPOBATh
pa3sBUTHE NPU3HAKOB M CUMIITOMOB MUOIIATHH.

Jlomumanuo

OMHOBpEMEHHBIN TpHUeM KJIApUTPOMHUIIMHA C JIOMHTANUJAOM NPOTHBOINOKA3aH H3-3a pPUCKa
CYILIIECTBEHHOTO MTOBBIILIEHUS aKTUBHOCTH TPAaHCaMUHA3 B IJIa3Me KPOBH (CM. pazjen 4.3).

BausHue Ipyrux JI€KapCTBEHHBIX IpeHapaToB HA KIAPUTPOMUIIMH

[Tpenapatsl, saBnstomuecs uHaykropamu uzodpepmenta CYP3A (manpumep, pudammuius,
¢dbenuTonH, kapbamazenuH, GpeHobapouTa, 38epoOOH MPOABIPSIBICHHBIIN), MOT'YT HHIYLIUPOBATh
MeTaboNIu3M KIAPUTPOMUILIMHA. DTO MOMKET MPHUBECTH K CyOTEepaneBTHUYECKON KOHIEHTpaluu
KJIApUTPOMMIIMHA, YTO NMPUBOJUT K CHIDKEHHIO ero 3¢dextuBHocTH. Kpome Toro, Heo6xoanumo
HaOIr0aTh 3a KOHILEHTpaiued uHaykropa usopepmenta CYP3A B miasme KpoBH, KOTOpas
MOJKET TIOBBICHTHCS H3-3a mHTHOMpoBanusa u3odepmenta CYP3A xmapurpomuimHom. [lpu

COBMECTHOM TMpUMEHEHHH pHupadyTuHa ¥ KIAPUTPOMHUIIMHA HAOIIOJANIOCh TIOBBIIIEHUE
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MJIa3MEHHOW KOHIIEHTpamuu pudadyTuHa | CHHﬂEhﬂejgégtﬁﬁﬂgﬂgﬁl

KJIAPUTPOMHUIIMHA C TIOBBIIIEHHBIM PUCKOM Pa3BUTHSI YBEUTA.
Cnenyrone mpenaparsl 00JIaJal0T JIOKa3aHHBIM WM TPEANojaraéMbIM BIHMSHUEM Ha
KOHIEHTPALMIO KJIAPUTPOMHUIIMHA B IJIa3M€ KPOBH; B CIydae UX COBMECTHOTO NMPUMEHEHHS C
KJIAPUTPOMUILIMHOM MOKET MOTpeOOBaThCsl KOPPEKLHUs /103 WU IMEpPexo] Ha allbTepHATHBHOE
JIeYEHUE.

Dgpasupens, nesupanun, puchamnuyun, puchadbymun u puganenmun

CwibHBIE HMHAYKTOPHI cHUCTeMbl muToxpoma P450, Takue kak d3¢aBUpeH3, HEBHUpPAIUH,
pudamnuH, prudadyTuH U pUDANCHTHH MOTYT YCKOPSITh METa0O0JIM3M KJIApUTPOMHUIIMHA H,
TakuM 00pa30M, HOHM)KATh KOHIICHTPALMIO KJIAPUTPOMHIIMHA B IJIa3M€ M BMECTE C TEM IOBBIIIATH
KOHLICHTPALUIO 14-OH-knaputpoMuniHa  —  MeTaboiMTa,  TaKKe  SBJIOIIErOCs
MUKPOOHOIOTHYECKU AKTHUBHBIM. [Tockonbky MUKpPOOHOJIOTHuecKas aKTUBHOCTD
knaputpomuiinia U 14-OH-kiapuTpoMHIIHA OTIWYAEeTCSd B OTHOUICHUH Pa3jIMYHbIX OaKTepUid,
TepaneBTHYECKUI () (HEKT MOKET CHUKATHCS IPU COBMECTHOM MTPUMEHEHHH KJIAPUTPOMHUIIMHA U
HUHIYKTOPOB (DePMEHTOB.

Ompasupun

KonnenTpanus KI1apuTpoOMHUIIMHA CHHXKAETCS IPU UCIOJIB30BAaHUU STPABUPUHA, HO MOBBIIIAETCS
KOHIICHTpaLUs AKTUBHOIO MeTabonura 14-OH-knapuTpoMHULIMHA. ITockoneky
14-OH-knapuTpoMulluH 00J1alaeéT HU3KOW AKTHBHOCTBIO 110 OTHOLICHHUIO K HH(PEKIUIM
Mycobacterium avium complex (MAC), MOkeT MEHSITbCs 001I1ast AKTHBHOCTh B OTHOIIIEHUH 3TUX
B030yauTenel, nosromy st aeueHust MAC crefyeT paccMaTpuBaTh allbTEpHATUBHOE JICUEHHE.
DnyKkonason

CoBMecTHBIN npueM ¢ykoHazona B go3e 200 Mr exxeJHEBHO M KiIapuTpoMuiuHa B g1o3e 500 mr
7Ba pa3a B JeHb y 21 370poBOro 100poBOJIblLIA MPHUBET K YBEJIWYEHUIO CPEAHEr0 3HAUCHHS
MUHHMMaJIbHON paBHOBECHOW KOHLEHTparuu kiapurpoMuuta (Cmin) 1 AUC Ha 33 % u 18 %,
COOTBETCTBEHHO. IIpM 3TOM COBMECTHBIM MpHEM 3HAYUTEIBHO HE BIMSUI Ha CPEAHION
PAaBHOBECHYIO KOHIIEHTpaluio akTUBHOro merabonurta 14-OH-knapurpomununa. Koppexius
J103bI KIIAPUTPOMUIIMHA B ClTyyae COIMyTCTBYIOIIEro puema (hiykoHa3osa He Tpedyercs.
Pumonasup

DapMaKOKMHETUYECKOE UCCIIEOBAHHUE MOKA3aJI0, YTO COBMECTHBIA NMpPUEM PUTOHABHpA B J103€
200 Mr kaxxaple BOCEMb 4acOB M KJIapuTpoMulnHa B 03¢ 500 Mr kaxable 12 yacoB mpuBen K
3aMEeTHOMY TOJIaBJICHUIO MeTa0oIu3Ma KiaputpoMuiinta. [Ipu coBMecTHOM mpreMe pUTOHaBUPA
MakcUMalbHast KOHIEHTPAIUs (Cmax) KJIApUTPOMHUITUHA yBeaHumiach Ha 31 %, Cmin yBeTUUMIACH
Ha 182 % u AUC yBenuuunace Ha 77 %. BpU10 OTMEYEHO MPAKTUUECKH TOJTHOE TO/IaBJICHHE

oOpazoBanus 14-OH-knaputpomununHa. biarogapsi mupokoMy TepaneBTUYECKOMY JAHMANa30HYy
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TpeOyeTcs. Y TMalMeHTOB € TOYEYHOH HEJOCTATOYHOCTBIO LENeco0Opa3HO pPacCMOTPETh
CIIeyIOIINEe BapuaHThl KoppeKuuu n03bl: mpu KK 30-60 mu/MuH 1032 KIapuTPOMUIIMHA JOKHA
ObITh yMeHbIlleHa Ha 50 %. PutoHaBup He clielyeT COBMECTHO MPUMEHSTH C KIAPUTPOMHUIITHOM
B J103aX, IPEBbIIAOMUX | I/1eHb.

Cxo/iHbIE KOPPEKIMH 103 JOJDKHBI PACCMATPUBATHCS y MAIMEHTOB CO CHIDKEHHOW (DYHKIUEH
MOYCK, ©€CIM PUTOHABHP HCIOJIB3YETCS Kak (PapMaKOKHHETUUYECKUH «YCWIIMTEIb)» IPHU
NPUMEHEHUU JpYyrux UHruOutopoB mporeassl BUY, Biitouas aTazaHaBUp U CAKBHHABUD
(cM. monpazaen «/IByHanpaBieHHOE B3aUMOJICICTBHE JIEKAPCTBY).

I[eflCTBI/Ie KJIapuTpOMHUIIMHA HAa APYTHUEC JICKAPCTBCHHBIC MIPCTIapaThl

Anmuapummuueckue cpedcmea (XUHUOUH U OU3ONUPAMUO)

B03M0OXHO BO3HUKHOBEHHE KENyJOYKOBOM TaXWKaApAWU THUMA «IHPYIT» IMPH COBMECTHOM
OPUMEHEHUU KJIApUTPOMUIIMHA U XUHUAWHA WK aAu3onupamuza. [Ipu oqHoBpeMeHHOM npueMe
KJIApUTPOMUIIMHA C O3TUMHU I[pernaparaMd CleIyeT pPEryjispHO MPOBOAUTH KOHTPOJIb
AJIEKTpOKapAMOrpaMMbl  Ha IpeaMeT ysenuwdeHuss wuHrepBana QT, a Takxke cruemyer
KOHTPOJIMPOBATh CHIBOPOTOUHBIE KOHIIEHTPALIMH 3THX IpenapaToB.

[Tpu mocTperucTpalluOHHOM IPUMEHEHUH COOOLIANIOCh O CIy4yasX pa3BUTHs TUIOTIMKEMUH IPU
COBMECTHOM TMpHEME KIAPUTPOMHUIIMHA U Ju3onupamuia. HeoOXommmMo KOHTPOJIMPOBATH
KOHLEHTPALUIO TJIIOKO3bl B KPOBH IPU OJHOBPEMEHHOM IPUMEHEHMM KIAPUTPOMMIIMHA U
30U PAMUA.

IlepopanvHule eunoziukemuyecKkue cpeocmea/uHcyaun

[Tpu coBMECTHOM MPUMEHEHUHU KJIAPUTPOMUIIMHA U MIEPOPATbHBIX THUITOTTIMKEMUYECKUX CPECTB
(Hampumep, MPOU3BOJHBIE CYIb()OHUIMOYEBHHBI) H/WIM HWHCYJIUHA MOXET HaOI0aaThCs
BBIpaXEHHAsI TUNOIIMKeMUsA. OJHOBPEMEHHOE NPUMEHEHUE KIAPUTPOMHIMHA C HEKOTOPBIMU
TUMOTTIMKEMUUYECKUMH TIpenapaTaMy (HampuMep, HATerJIMHU[, MHOITIUTA30H, penariuHul U
POCUTIIMTA30H) MOXKET IPUBECTU K MHTMOMpoBaHuto uzopepmenta CYP3A kmapuTpoMHuLIMHOM, B
pe3ynibTare 4ero MOXKET pa3BUThCS TUIOTJIUKEeMHUs. PekoMeHayeTcsi THIaTeNbHbIM KOHTPOJIb
KOHIEHTPALUH TIHOKO3bI.

B3zaumooeiicmsus, obycnoenennvie uzogpepmenmom CYP3A

CoBMeCTHBI MpHEM KIAPUTPOMHIIMHA, KOTOPBIA, KaK HM3BECTHO, MHTUOUpPYET H30(EpMEHT
CYP3A, u mpemnapaToB, mepBHYHO MeTadonusupytomuxcs uzopepmentom CYP3A, moxer
acCOLMMPOBATHCA C B3aMMHBIM IOBBIIIEHUEM HX KOHUEHTpPALUM, YTO MOXXET YCWIMTH WU
OPOAJUTh KaK TepaneBTHUECKHe, Tak M moOouHble 3¢ddextsl. Knaputpomuuuu cieayer c
OCTOPOKHOCTBIO IPUMEHATH MallMeHTaM, MMOJIYYarolIuM MpenapaTsl, sBISIOMNEcs cyocTpaTaMu

uzopepmenta CYP3A, oco6eHHO eciu 3T IpenapaTbl UMEIOT Y3KUH TepaneBTUUECKUM uana3ox
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HampuMep, kapOamMa3eIuH ), U/WIH HHTEHCHBHO MeTabo AP b ST Metiront. B edyuac
(Hampumep, Kap ) p

HEOO0XOIMMOCTH JIOJDKHA MPOBOAMTHCS KOPPEKLHUs J103bl MpenapaTa, MIPUHUMAEMOr0 BMECTE C
KJIAQpUTPOMHULIMHOM. Takxke, TO BO3MOXXHOCTH, [JOJDKEH IPOBOJUTHCS  MOHHTOPUHT
CBIBOPOTOYHBIX KOHIIEHTpAIMil MpenapaToB, NEPBHYHO METAO0O0IU3UPYIOLUIUXCS U30(EePMEHTOM
CYP3A.

MeTab01m3M CIIeIyOIINX MIPEnapaToB/KIaccoB OCYIIeCTBIsIeTCs TeM ke n3odepmentom CYP3A,
4TO M METabOoIM3M KIAPUTPOMHUIIMHA, HApUMep, almpaszonaM, KapOamasemnwH, UIOCTa30l,
UKIJIOCIIOPUH, JU30MUPAMUJl, METUJIIPETHU30JIIOH, MHJA30JlaM, OMEMpas3ojl, MepopaibHbIe
AHTUKOATyJSHTHl  (Hampumep, BapdapuH, puBapokcabaH, anukcabaH), AaTUIHUYHBIC
AQHTUIICUXOTHYECKHE CPEICTBa (HAaNpHMep, KBETHANWH), XHHUIWH, pudadyTHH, cuijeHapu,
TaKpoOJIMMYC, Tpra3ojaM U BUHOMAcTHH. Takxke k aronucram uzopepmenta CYP3A oTHocsTCs
CIeylollue  Tpenaparbl, MPOTHBOMOKa3aHHbIE K  COBMECTHOMY  IPUMEHEHHIO  C
KJIQPUTPOMUIIMHOM: aCTEMH30J1, IU3aNPUI, MUMO3U], TeppeHaauH, JOBaCTaTHH, CHMBACTATHUH U
ankajmouabl cnopeiHbM (cM. pazgen 4.3). K mpemaparam, B3anMOJEHCTBYIOIIMM IOJOOHBIM
o0pa3omM gepe3 apyrue n30(pepMeHTHI B paMKax cicTeMbl iuToxpoma P450, oTHOCsATCS eHUTOMH,
TEO(PWLITUH U BaJIbIIPOEBasi KUCIIOTA.

Henpsmvie anmuxoaeynaumer

[Ipu coBmecTHOM mnpueme BapdapuHa H KIAPUTPOMHUIIMHA BO3MOXKHO KpPOBOTEUCHHE,
BblpaxkeHHOe yBesnueHne MHO wu nporpomOuHOBOro BpeMeHU. B ciydae coBMecTHOro
NpUMEHEHUS ¢ BaphapHHOM WM JPYTUMH HENPSMBIMH aHTHUKOAryJISHTaAaMH HEOO0XOAMMO
koHTpopoBaTh MHO u mpoTpoMOHHOBOE BpeMs.

Ilepopanvrvie anmukoa2ynsaHmel npsAMo20 0elucmeus

[lepopanbHbIii aHTUKOATYJISHT HOPSIMOrO JAEMCTBUS JgaburaTpaH sBIseTcsl cyOcTpaToM st
saddmarokcHoro Oenka-nepeHocurka P-rmukonporenna (P-gp). PuBapokcaban u anmkcaban
MeTabonmu3upytotcs ¢ yuactuem uzopepmenta CYP3A4 u takke sBISIOTCS CyOCTpaTaMu IS
P-gp. Cienyet co6irogaTh OCTOPOKHOCTH IMTPU OJJHOBPEMEHHOM IMTPUMEHEHUHN KIAPUTPOMHUIIMHA C
JTAHHBIMH TIpeTapaTaMi, 0COOCHHO Yy MAIlEHTOB C BBICOKMM PHUCKOM KPOBOTEUEHHS (CM. pasien
4.4).

Omenpaszon

Knaputpomunya (mo 500 Mr kaxzabsle 8 4YacoB) HCCIEAOBAJICS Y 3J0POBBIX B3POCIBIX
T0OpOBOJIBIIEB B KOMOWHanuu ¢ omenpazoyiiom (mo 40 mr exenneBHo). Ilpu coBmecTHOM
NPUMEHEHUN KJIAPUTPOMUIIMHA W OMENpa3ojia PaBHOBECHBIE IJIa3MEHHBIE KOHIICHTPAIIUU
omernpazona O0butn yBenmuueHbl (Cmax, AUC 0-24 u nepuoj nonysbiBeneHus (T12) yBEIUIHIUCH

Ha 30 %, 89 % u 34 %, coorBeTcTBeHHO). CpenHee 3HaueHue pH xemynka B TeueHue 24 4acoB
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C KJIapUTPOMHUITTHOM.
Cunoenaghun, maoanaghun u éapoenaghun

Kaxnaplii u3 »TuX MHrHOMTOpOoB (ochoaudcTepassl MeTaboNMM3UpPyeTCs, MO KpailHeld wMepe,
yactuyHo ¢ ydactueM uzodepmernta CYP3A. B 1o ke Bpems uzodpepment CYP3A moxer
WHTHOUPOBATHCS B MPUCYTCTBUU KIIapUTpoMHIHA. COBMECTHOE MPUMEHEHUE KIapUTPOMHUITTHA
¢ cuineHapmioM, TananaduiIoM WM BapAcHA(QUIOM MOXKET NPUBECTH K YBEIUYCHHIO
MHTHOUpYIOLIero Bo3aeicTBUS Ha (ocdoaudcrepasy. [lpu mpuMeHeHMH STUX MpenaparoB
COBMECTHO C KIIAPUTPOMHIIMHOM CIIEIlyeT pPacCMOTPETh BO3MOKHOCTh YMEHBIIEHHUS H03bl
cuineHaduia, Taganaduia u BapacHadua.

Teoghunnun, kapbamazenun

[Tpu coBMECTHOM MPUMEHEHHUH KJIAPUTPOMUIIMHA U TeOPIIITIMHA UK KapOaMazernruHa BO3MOXKHO
MOBBIIICHHE KOHLIEHTPALUU JaHHBIX MIPENapaToOB B CHCTEMHOM KPOBOTOKE.

Tonmepooun

[TepBUYHBI METa0OIU3M TOJITEPOUHA OCYIIECTBIIsICTCS Yepe3 2D6 uzodopmy murtoxpoma P450
(CYP2D6). Ognako B uyactu momyisuuu, juiieHHoM uzodepmenta CYP2D6, merabonuzm
npoucxoaut yepes uzopepment CYP3A. B a1oit rpynne HacenaeHus noAaBlieHue u3opepMeHTa
CYP3A npuBOIUT K 3HAYUTENILHO 00JI€€ BHICOKUM KOHIIEHTPAIUSAM TOJITEPOJIMHA B CHIBOPOTKE.
B momymsaumm ¢ Hu3kuM ypoBHeM MeTabonmu3ma uepe3 wuzopepment CYP2D6 wmoxer
noTpeOOBaThCA CHUKEHHE JI03bl TONTEPOJIMHA B MPHUCYTCTBUU HHTHOUTOPOB H30(epMeHTa
CYP3A, Takux Kak KIapUTPOMUILMH.

benzoouazenunvl (nanpumep, annpazonam, Muoaszonam, mpudasonam)

[Ipu coBMecTHOM MpUMEHEHWH MHJa30jlaMa U TalieTok kiapuTpomununHa (500 Mr gBa pasza B
neHb) otMedanoch yBennuenne AUC mumazonama B 2,7 pasa mocie BHYTPUBEHHOTO BBEIICHUS
Mugazonama. Ecnu BMmecTe ¢ KIAapUTPOMUIIMHOM TIPUMEHSIETCS BHYTPUBEHHas Qopma
MH/Ia30J1aMa, CIIEAYeT TIIATEIbHO KOHTPOJMPOBATh COCTOSHUE NAIMEeHTa IS BO3MOXKHOU
KOPPEKINH J103bl. BBeieHNe JIekapCTBEHHOTO Mpernapara yepe3 CIM3UCTYI0 000JI0UYKY IMOJIOCTH
pTa, KOTOpPO€ JaeT BO3MOXHOCTh OOOWTH MPECHUCTEMHYIO SIUMHUHAINIO JIEKapCTBEHHOTO
mpemnapaTta, CKOpee BCEro, MPUBEAECT K B3aUMOJCHCTBHIO aHAJIOTHYHOMY TOMY, KOTOpPOE
HaOJr01aeTCsl MPU BHYTPUBEHHOM BBEICHUU MHJIa30J1aMa, a He TIPH TIEPOPATTbHOM IIpHUEME.
Taxwue sxe Mepbl IPETOCTOPOKHOCTH CIIETyeT MPUMEHSTH U K JPYTUM O€H30/1Ha3eTnHaM, KOTOPbIe
meTtabommsupytorcss u3odpepmentom CYP3A, Bkimowas TpuwazoinaM u  anmpaszonam. Jlis
OCH30/IMa3eMUHOB, BHIBEJICHHE KOTOPHIX HE 3aBUCUT OT m3odepmenta CYP3A (temasemam,
HUTpasenam, Jiopa3ernamM), MaJlOBEPOSTHO KIMHUYECKH 3HAYMMOE B3aUMOJICHCTBHE C

KJIAPUTPOMHIITHOM.
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HeHTpanbHyto HepBHYIO cuctemy (LIHC), Hanmpumep, COHIMBOCTh U CITyTAaHHOCTh CO3HAHUS. B
CBSI3U C 3THUM, B ClIy4ya€ COBMECTHOTO NPUMEHEHUS, PEKOMEHAYETCS CIECAWTh 32 CUMITOMaMHU
Hapymenus [THC.

BzanmoeiicTBHS ¢ IPYTUMH IIpenapaTaMu

Konxuyun

Konxunun sBusercst cyocrtparom kak u3zodpepmenta CYP3A, tak u Oenka-mepeHOCUHKA
P-rnmukonporenna (P-gp). M3BecTHO, 4TO KIApUTPOMULIMH U JPYrHE€ MaKpOJIHUIBI SBISIOTCS
uaruouTopamu nzodepmerra CYP3A u P-gp. Ilpu coBMecTHOM mpueme KIapUTPOMHUIIMHA U
KoJIXxunuHa uHrubuposanue P-gp n/mmm m3odepmenta CYP3A MoxxeT mpHUBECTH K YCHIICHUIO
JEHCTBUS KOJXULMHA. 3aperucTpUpOBaHbl IOCTPETUCTPALIMOHHBIE COOOLIEHMSI O Cllydasx
OTpaBJICHHS] KOJIXUIIMHOM IIPH €ro OJHOBPEMEHHOM IMpHEME C KJIAPUTPOMUIIMHOM, 4Yalle Yy
MOXKUJIBIX TAIIMEHTOB C MOYEYHOM HeAocTaTOYHOCThIO0. Kak coo0Imanoch, HEKOTOpBIE Clydau
3aKaHYUBAJIUChH JIETAIbHBIM HMCX0AOM. OJHOBPEMEHHOE INPUMEHEHUE KIAPUTPOMUIIMHA U
KOJIXHMIIMHA MPOTUBOIOKa3aHo (cM. pazzen 4.3).

Jueokcun

[Ipenmonaraercs, 4TO JUTOKCUH sIBIsieTcs cyOcTpatom P-gp. M3BecTHO, YTO KIAPUTPOMUIIUH
uHruoupyer P-gp. [Ipu coBMecTHOM npueme KIapuTPOMULMHA U JUTOKCHHA MHIMOMpOBaHUE
P-gp  KJIAapUTPOMHUIIMHOM  MOXXET MPUBECTH K  YCUJIEHHUIO JCHCTBUS  JMIOKCHHA.
[TocTperucTpalliOHHBIE HUCCIEAOBAHUS TMOKa3aldd, YTO COBMECTHBIM TpUEM JUTOKCHHA U
KJIAQpUTPOMULIMHA TaKXe MOXKET IPHBECTH K TIOBBIIIEHUIO CHIBOPOTOYHOM KOHIEHTpalUu
JUTOKCHHA. Y HEKOTOPbIX MAallMeHTOB OTMEYAJINCh KIMHUYECKHE CHUMITOMBI OTpPaBIICHUS
JUTOKCHHOM, BKJIIOYas IMOTEHLMAJIbHO JIeTajbHble apuTMHH. llpu coBMecTHOM mpueme
KJIApUTPOMMIIMHA U IUTOKCUHA CJIEeIyeT TIaTeIbHO KOHTPOIUPOBATh KOHIEHTPAIIMIO JUTOKCHHA
B CBIBOPOTKE.

3uoosyoun

OpnHoBpeMEeHHBIH MpUeM Ta0JIETOK KIAPUTPOMUIIMHA W 3UAOBYJIMHA MEPOPATBHO B3POCIBIMU
BUY-uHpuUMpOBaHHBIMU TAlMEHTAaMH MOXXET TPUBECTH K CHIDKEHMIO PaBHOBECHOM
KOHIIEHTpaluH 3UJ0ByAHHA. [TOCKONBKY KIAPUTPOMUIIMH BIMAET HA BCAChblBAaHUE 3MJOBYAMHA
IpU TEpPOpalbHOM MpHEME, B3aUMOACHCTBHS MOXHO B 3HAUMTEIbHOW CTENEHH H30eXaTb,
MPUHUMAs KJIAPUTPOMHUIIMH U 3UJOBYANH C HHTEPBAJIOM B 4 yaca.

[TonoGHoro B3ammozelcTBUs He HaOmoganu y BUY-unGuumupoBaHHbIX aeTel, TPUHUMABIINX
JETCKYIO CYCIIEH3UI0 KJIAPUTPOMMIMHA C 3WJOBYAMHOM MIIM JUAE30KCUMHO3MHOM. ITockoibky

KIIApUTPOMUIIUH MOXET NPCHATCTBOBATH BCACBIBAHUIO 3HMJOBYJAHMHA IIPU UX OJHOBPEMCHHOM
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IpUeMe BHYTPh y B3POCIHBIX MAIMEHTOB, MOJ00HOE BSQ;}QGﬁggC}gIEéLEEHE T :Il'IpI/I

OMY OTUETY

MCII0JIb30BaHUU KJIapUTPOMULIMHA BHYTPUBEHHO.
Denumoun u 8a1LNPOEBAs KUCIOMA

NmeroTcss nmaHHBIE O B3auMOJEHCTBUSIX HHrHOMTOpOoB wu30hepmenta CYP3A (Bkiarouas
KJIAQPUTPOMHUIIMH) C MpenaparaMu, KOTOpble HE METa0OIM3UPYIOTCA C MOMOUIBI0 H30(epMeHTa
CYP3A (¢dhenuTonHOM M BambIpOeBON KUCIOTOMN). sl JaHHBIX MpenapaToB, IPU COBMECTHOM
IPUMEHEHUH C KIAPUTPOMMIIMHOM, PEKOMEHIYETCS ONPEIENIEHUE MX CBhIBOPOTOUHBIX
KOHIEHTPALUH, TaK KaK UMEIOTCSI COOOIIEHUS 00 UX MOBBILICHUH.

JIByHaIIpaBJIEcHHOE B3aMMOJICHCTBHE JIEKAPCTB

Amasanasup

KnaputpomMuinH 1 arazaHaBup sIBISIOTCS KakK CyOCTpaTaMu, Tak 1 HHTHOUTOpaMu U30(epMeHTa
CYP3A. CymiecTByeT CBHIETENBCTBO ABYHAIIPABICHHOTO B3aUMOICHCTBUSA ATUX MPENapaToB.
CoBMecTHOe npuMeHeHHe kinapuTpomuiuHa (500 mr nBa pasa B AeHb) U atazaHaBupa (400 mr
OJIMH pa3 B JIEHb) MOXKET NIPUBECTH K ABYKPATHOMY YBEJIMYEHHUIO BO3JCHCTBUS KIapUTPOMULIMHA
U yMeHblleHHto Bo3aedcTBus 14-OH-xnmaputpomununa Ha 70 %, c ysennuenuem AUC
aTazaHaBupa Ha 28 %. brnarogaps mmpokomy TeparneBTUYECKOMY AHMAMa30Hy KIAPUTPOMUIIMHA
YMEHBILIEHUE €T0 J103bl y MAIUEHTOB C HOpMaIbHOH (pyHKIIMEH movek He TpeOyeTcs. Y NalleHToB
¢ yMepeHHoU nmoveyHoi HegoctaTouHocThI0 (KK 30-60 Mit/MuH) 1032 KIapUTPOMUIIMHA JTOJDKHA
ObITh yMeHbIIeHa Ha 50 %. V manmenToB ¢ KK menee 30 Mur/MuH 103y KIApUTPOMHUIIMHA CIISTYET
CHU3UTh Ha 75 %, HCHONb3ys M ASTOrO0 COOTBETCTBYIOUIYIO JIEKAPCTBEHHYIO (OpMy
KkinaputpoMunvHa. Knaputpomuime B no3ax, npesplmatonmx 1000 Mr B CyTkH, HENb3s
NPUMEHSTh COBMECTHO C HHTUOMTOpPaMHU MPOTEA3.

Bnoxamopul «mednennvixy Kanblyueswbix KaHAN08

[Tpu o1HOBpEMEHHOM MPUMEHEHUH KIAPUTPOMUIIMHA U OJIOKATOPOB «MEJIEHHBIX)» KaJlbLIUEBBIX
KaHaJIOB, KoTopble MeTabonusupyrorcss uzopepmentrom CYP3A4 (mampumep, Bepamamui,
aMJIOAMINH, JWITHA3EM), CIEAYeT COONIOAATh OCTOPOKHOCTb, MOCKOJIBKY CYIIECTBYET PHCK
BO3HUKHOBEHHUS apTepHaIbHOW TUINOTeH3UHU. [lnasmMeHHbIe KOHILIEHTpalMM KIapUTPOMHULIMHA,
TaKke Kak M OJOKAaTOpOB «MEIJICHHBIX» KalbLIMEBBIX KAaHAJIOB, MOTYT MOBBIIIATHCS MpPU
OJTHOBPEMEHHOM TPUMEHEHUH. ApTepualibHas TUNOTEH3Us, OpaJuapuTMHUs M JIAKTOALUI03
BO3MO>KHBI IIPY OJTHOBPEMEHHOM NpUeMe KIapuTPOMUIIMHA U Bepanamuia.

HUmparonaszon

KnapuTpoMulluH ¥ HMTpakoHa3oJl SBIAIOTCA cyOcTparaMd W HMHTHOMTOpaMu H30(epMeHTa
CYP3A, 4ro ompenenser AByHamnpaBI€HHOE B3auMOJEHCTBHE MpenaparoB. KiapuTpomMunux
MOJKET MOBBICUTH KOHIIEHTPAIMIO UTPAKOHA30J1a B IJIa3Me, B TO BPeMsI KaK UTPAKOHA30J MOKET

MOBBICUTE INNIABMCHHYIO KOHICHTPAIMIO KJIApUTPOMHUIIMHA. HaHHeHTOB, OIHOBPEMCHHO
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OT Vo U LULs

MPUHUMAIOIINX UTPAKOHA30J U KIAPUTPOMHUIINH, cnenﬁ@'%ﬁ%%-%%@%@%&g Ha HAHume

CMEPTHOMY OTYETY

CUMITOMOB YCWJICHHSI WJIM YBEIMYCHUS JIUTEIBHOCTH (hapmakomoruueckux 3()QeKToB 3THX
[IpenapaToB.

Cakeunasup

KnaputpoMunyiH 1 cakBUHABUP SIBISIOTCS cyOocTpatamMu U mHTHOUTOpamu u3opepmenta CYP3A,
4TO ONpeeisieT AByHAIIpaBIeHHOE B3auMoaelicTBre npenapaToB. OTHOBPEMEHHOE IPUMEHEHUE
kiaputpomuiiaa (500 Mr aBa pasa B JIeHb) U CAKBUHABHpPA (B MSTKUX >KEJTATUHOBBIX KarlCyliax,
1200 mr Tpu pasa B aeHb) Y 12 310poBbIX 100poBObIeB BbI3bIBaIO yBenrudeHHE AUC B Cmax
cakBuHaBupa Ha 177 % u 187 %, cOOTBETCTBEHHO, B CPaBHEHUU C NMPUEMOM CaKBHHABHpa B
ornenbHOCTH. 3HaUeHUsI AUC u Cmax KJIapuUTpOMHIIHA ObUTH MpubIu3uTenbHo Ha 40 % BbIIIE,
YyeM MpU MOHOTEpANUHU KIAPUTPOMUIMHOM. I[Ipy COBMECTHOM MNPUMEHEHHH 3THUX JABYX
MpernapaToB B TCYEHHUE OIPAaHUYCHHOT'O BPEMEHHU B /103aX/COCTAaBaX, yKa3aHHBIX BbIIIE, KOPPEKIIUS
no3pl  He TpeOyercs. Pe3ynbTarhl ucClenoOBaHUS JICKAPCTBEHHBIX B3aMMOJACUCTBUU €
WCIIOJIb30BAaHUEM CAaKBHHABHPA B MSTKUX JKEJIATUHOBBIX KarCyJiaXx MOTYT HE COOTBETCTBOBATh
s dekram, HAOTIOJACMBIM TIPU MPUMEHEHUH CAKBHHABHPA B TBEPIBIX JKEIATHHOBBIX KarlCyax.
Pe3ynbrathl uccienoBaHus J€KapCTBEHHBIX B3aUMOACUCTBUN MTPU MOHOTEPANIUU CAKBUHABUPOM
MOTYT HE COOTBETCTBOBATH s dexTam, HaOII0/TaeMbIM npu Tepanuu
CaKBHHABHPOM/pUTOHABUPOM. [Ipu mpueme cakBHHABHpPa COBMECTHO C PUTOHABUPOM CIICAYET

YUUTBIBATE HOTCHIHWAJIBHOC BJIMAHHUEC PUTOHABUPA HA KIIAPUTPOMUIIHH.

4.6. ®epTHIBHOCTDH, 0€PEMEHHOCTD H JIAKTALUSA

bepeMeHHOCTB

be3zonacHocTh MpuMeHEeHHs KJIapUTPOMHULIMHA TPU OEPEMEHHOCTH HE ycTaHOBIEHA. OCHOBBIBASICh
Ha Pa3JINYHBIX PE3yJbTaTaX, NOJYYEHHBIX B UCCIEJOBAHUAX HA KUBOTHBIX, a TAK)KE Ha OIBITE
NPUMEHEHHS Yy JI0JIel, Hellb3sl UCKIIYUTh BO3MOXKHOCTh HEOJIAromnpHsITHOTO BO3JEHCTBUS HA
ambOproderaribHOe pasBuTHe. HekoTopble HaOMIOAATENbHBIE HWCCIEAOBAHMS, OIICHHBAIOIINE
Bo3/eiicTBre kiapuTpomuninHa B [ u Il TpumecTpax 6epeMeHHOCTH, BBISIBIIIN HOBBIIIEHHBIN PUCK
CaMONPOM3BOJILHOTO a0OpTa IO CPaBHEHUIO C OTCYTCTBUEM AaHTUOMOTHUKOTEpANMU WM
OPUMEHEHHEM JpYruX aHTHOMOTHMKOB B AaHAJOTM4YHBbIE CPOKH OepeMeHHocTH. MMerommecs
SMUAEMHOJIOTHYECKUE HCCIIeIOBaHUSl PUCKA CEPbE3HBIX BPOXKICHHBIX MOPOKOB Pa3BUTHS MpU
MPUMEHEHUH MaKpOJIUA0B, BKII0Yas KIapUTPOMUIIMH, BO BpeMsi OEpeMEHHOCTH IEMOHCTPUPYIOT
IPOTHBOPEUYMBBIE pe3ybTaThl. [[puMeHeHne KiapuTpoMHUIIMHA TPH GepeMeHHOCTH (0c0OeHHO B |
TPUMECTPE) BO3MOXKHO TOJBKO B Cllyyae, KOTJa OTCYTCTBYET ajbT€pHATUBHAS Tepamus, a

MNOTCHIUAaJIbHAs 110JIb3a JJIs1 MAaTCPH MPECBLIIACT l'IOTeHI_[I/IaJ'H)HI)II\/’I PHUCK AJId TLU1044.
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(MOCNEOOBATENBHOCTE 0001)

MY OTUETY

JlakTamus

Bbu10 ycTaHOBJIEHO, UTO peOCHOK, HAXOIUBIIMICS HA TPYJHOM BCKapMIIMBAaHUH, MOXKET MTOJTyIHUTh
okoJi0 1,7 % OT MaTepuHCKON 103bl KJIAPUTPOMUIIMHA, C IONPABKOM Ha Maccy Tejla MaTepH.
bezonacHOoCTh NMpHUMEHEHMs KIAPUTPOMMIIMHA JJs JeTel Ha IpyJHOM BCKapMJIMBaHUM He
ycraHosieHa. [Ipu HeoOXoaMMOCTH IpHeMa B NEPUOJ I'PYJHOrO BCKapMIIMBAHMS KOPMIICHHE
IPyIbI0 HEOOXOAUMO MIPEKPATUTb.

DdepTUabHOCTD

I/ICCJ'Ie,I[OBaHI/IX, IMPOBCACHHBIC HA KPBICAX, IMOKa3ajll OTCYTCTBHUC BIUAHUA HA (bepTI/IJ'IBHOCTB.

4.7. BiusiHue Ha CcrnocoOHOCTH YNPaBJATH TPAHCIOPTHBIMM CpeJCcTBaMH M padorarh ¢
MeXaHUu3MaMH

JlaHHBIE OTHOCUTENBHO BIUSHUS KJIAPUTPOMUIIMHA HA CTIOCOOHOCTD K YIIPaBJIEHUIO aBTOMOOUIIEM
U MEXaHU3MaMHU OTCYTCTBYIOT.

Cnenyer co0nrofaTh OCTOPOXKHOCTb IIPU  YNPAaBICHUM TPAHCHOPTHBIMH CpPEACTBAMH U
MEXaHU3MaMH, YUUThIBas IOTEHIIMAIBbHYIO BO3MOXHOCTb MOSIBJIIEHUS FOJIOBOKPYKEHUS, BEPTUTO,

CIIYTAHHOCTHU CO3HAHUSA U NJC30PHUCHTANU IIPU IIPUMCHCHHUU NAHHOT'O IIpIiapara.

4.8. Hexkes1aTelbHbIE peaKIUH

PesroMe HexxenaTeabHbIX PEAKIU

YacToTa moOOYHBIX peakiuii MPUBEICHA B BUE CICIYIONIeH rpafamun: ovens wacmo (> 1/10);
yacmo (>1/100, vo < 1/10); neuacmo (>1/1000, Ho < 1/100); peoxo (>1/10000, Ho < 1/1000);
ouenv peoko (< 1/10000); wacmoma wneuzéecmna (He MOXKET OBITH OIIGHEHA Ha OCHOBE
UMEIOIINXCS TAaHHBIX).

Hnpexyuu u uneasuu

Heuacmo - TENTIONUTY, KaHAWA03, TACTPOPHTEPHTZ, BTOPHUHBIE MH(EKIMH® (B TOM YHCIIE
BarMHaJIbHBIE);

Yacmoma neuzeecmua: TICEBIOMEMOPAHO3HBIN KOJIHT, POXKA.

[Ipenmonaraercs, YTO YACTOTA, TUII U TSHKECTh HEXENATEIBHBIX PEaKIUi y IeTel Takas ke, KakK y
B3pOCJIBIX.

Hapywenus co cmopoHbl uMMYHHOU cUCmembl

Yacmo: Chllb.

Heyacmo — TUNepuyBCTBUTENLHOCTD, aHAUIAKTOMIHAS PEaKIHs ., IepMaTHT Oy/Ie3HbIA, 3y,
KpANMBHHIIA, MaKyJIO-TIAMy/Ie3Has CHIb .

Yacmoma ueuzsecmua - aHa(bI/IJ'IaKTI/I'-IeCKaSI pcakuus, aHFHOHeBpOTquCKI/Iﬁ OTCK, CCPBC3HLIC

KOXKHBbIE HE)KeJaTeNIbHbIE peakluu (HarpuMep, OCTPbI I'e€HEepaIN30BAHHBIN 3K3aHTEMaTO3HBIN
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nyctyne3), cuHapom CrtuBeHca-/[KoHCOHa, TOKC&%CIIGJEE‘]‘%&J%M{?IT: }'tle-IH) "Jms:,

MY OTUETY

JIEKapCTBEHHAsI CHITIb ¢ 203WHOGUINEN U cucTeMHo cumnToMmatrkoit (DRESS-cunapom).
Hapywenus memabonuzma u numanus

Heuacmo - anopekcus, CHUYKEHHUE alleTuTa.

Hapywenus co cmoponvl HepeHoll cucmembl

Yacmo - ronoBHast 0016, 0ECCOHHMIIA;

Heuacmo - TOTeps CO3HAHMA', JUCKUHE3UA', TOJOBOKPY)KEHHE, COHIHBOCTb, TPEMOD,
0€ECIIOKOMCTBO, ITOBLIIIICHHAS B036yﬂI/IMOCTBS;

Yacmoma neuzgecmua - CyIOpPOTH, TCUXOTHUYECKUE PACCTPOMCTBA, CIHYTAHHOCTh CO3HAHMS,
JenepcoHaln3alus, Oenpeccus, Ae30pUEHTAlMs], TaUTIOUWHALUY, HApYIIEHUs CHOBHUACHUN
(«koIIMapHBIE» CHOBUJCHUS ), TAPECTE3HsI, MaHUS.

Hapywenus co cmopoHul opeana ciyxa u iabupunma

Heuacmo - BepTuro, HapyuieHue ciyxa, 3BOH B yIIax;

Yacmoma HeuzsecmHa — TIIyX0Ta.

Hapywenus co cmoponwl cepoya

Heuacmo - ocraHoBKa cepaual, oubpwmranus mpencepauitl, yanmnaenne untepsana QT Ha
37IEKTPOKAPNOTPAMME, IKCTPACHCTOIHMS, OIIyIEHNE CepAeONeHNS;

Yacmoma neussecmua - ’Ke1yJOUYKOBask TAXUKAPHS, B TOM YHUCIIE TUTIA «TUPYIT», PUOpHILIALIUs
HKEITYT0YKOB.

Hapywenus co cmoponwl cocyoos

Yacmo - Ba30MIATAIHS

Yacmoma HeuzsecmHa - KPOBOTEUCHUE.

Hapywenus co cmoponwl OvixamenbHOU cucmemsl, Op2aHos epyOHOLL KIemKU U CPedoCHeH s,
Heuacmo - acTMal, HOCOBOE KpOBOTeUeHHe?, TPOMO0IMOOIHS JIETOUHO apTepHH-.
Kenyoouno-kuuieunvie HapyuleHus

Yacmo - nuapesi, pBoTa, TUCTETICHs, TOIIHOTA, O0JIb B 00JIACTH KUBOTA;

Heuacmo - »30(arut?, TactporzodareansHas pedurokcHas 6GOIe3HbZ, TaCTPUT, MPOKTAITUSZ,
CTOMATHT, TJIOCCHUT, B3[yTHE KHBOTA*, 3a10p, CYXOCTh BO PTY, OTPHIKKA, METEOPH3M;

Yacmoma neuzsecmna - "3MEHEHHE 1IBETA SI3bIKA U 3y0OOB.

Hapywenus co cmopoHbvl newenu u scenuesvi800auux nymet

Heyacmo - xonectas*, remaTuT B T.4. X0JI€CTaTHUECKUH MM TeNaTOLE ITIOIAPHBINH;

Yacmoma HeuzgecmHa - OCTPBIA AHKPEATUT, TICUCHOYHAST HEJOCTATOYHOCTD, XOJIECTaTHIECKas
KenTyxa.

HapyweHuﬂ CO CMOPOHbL KOJHCU U NOOKOJMCHBIX MKAHell

Yacmo - THTEHCUBHOE IIOTOOTACICHUC,
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5.0 CTk 0001)

Yacmoma Heuz8ecmHa - akHe. (MOCNEAOBATENEHO

MY OTUETY

Hapywenusa co cmoponvl mbluieunoll, ckelemuo U cOeOUHUmMenNbHou MmKaHu
Heyacmo - MBIIEUHBIH CTIa3M°, KOCTHO-MBIIIEYHAs CKOBAHHOCTB., MUANTHs;
Yacmoma neussecmua - pabioMUONH3>*, MUOTIATHSL.

Hapywenus co cmopoHbl nouex u Mouegbleo0suyux nymetu

Yacmoma Heuzgecmua - TOYSUHAsI HEOCTATOYHOCTh, HHTEPCTHIIHATBLHBIA He(QPUT.
Obwue napyweHus u peakyuu ¢ Mmecme 68e0eHUs.

Ouenb uacmo: GpreduUT B MecTe UHBEKIHAUL:

1 1

Yacmo: JUCTCB3Us, 00/b B MecTe WHBCKIUHN ", BOCIIAJICHUEC B MECTC NHBCKLNU

Heuacmo: wuenomoranue®, THIepTepMHS, acTeHHs, Oomb B TrpymHoil kietke?, 03800
YTOMIIIEMOCTB?;
Yacmoma Heuzsecmua - areB3us (OTEPs BKYCOBBIX OIIYIICHUI), TAPOCMHUSI, aHOCMHUSL.

Jlabopamopnvie u uncmpymenmanvHvle OaHHble

Yacmo - OTKIIOHEHHE B TIEYCHOYHOM MTPOOE;
1

Heuacmo - noBpleHne KOHICHTpAaun eraTI/IHI/IHal, MOBBIICHNEC KOHUCHTPAINN MOYCBHUHBI

1 4 4

HU3MCHCHUEC OTHOLICHHA aJ'IB6YMI/IH'l"J'IO6y.]'II/IH . HeﬁKOHeHI/IH, HeﬁTpOHCHPISI , 303I/IHO(1)I/IJ'II/I$I,

TpoMGoIUTEMHS’, IIOBBILICHHE AKTUBHOCTH: aJlaHMHaAMHUHOTpaHchepasbl (AJIT),
acmapraramuHoTpancdepassl  (ACT), rammarmyrammirpanchepassl  (I'TT)*, — menounoii
docdaraser*, maxraraerunporenassr (JII)*,

Yacmoma meuzgecmuna - arpaHylIOLMTO3, TpoMmOouMTONEHus, yBeiauueHue 3HaueHuss MHO,
yIUIMHEHUE MPOTPOMOMHOBOTO BPEMEHHU, M3MEHEHHE I[BE€Ta MOYHM, MOBBIIIEHUE KOHLEHTpAIUU
OmMpyOrHa B KPOBH.

Tayuenmol ¢ noOagnIeHHLIM UMMYHUMEMOM

V¥ namuenTtoB co CIIM/lom u apyrumu uMMyHoAeULIUTAMU, TOTYYAIONUX KIAPUTPOMHIIMH B
0osiee BBICOKMX [03aX B TE€UEHHE UIMTEIBHOTO BPEMEHH I JICYEHUS MUKOOAKTEpHAIbHBIX
MH(EKINHA, YaCcTO TPYIHO OTIUYMUTH HEXenaTreabHble 3pPeKTrl npenapara oT cumnromos BUY-
MH()EKINN WIH COMYTCTBYIOIIEro 3a00JI€BaHNUS.

HanOonee yacTbIMM HeXeNnaTeIbHBIMU SIBICHUSMH Y MTALMEHTOB, IPUHUMABLINX CYTOYHYIO J03Y
KJIapuTpoMHLIMHA, paBHYI0 1000 Mr, OBLTH: TOIIHOTA, PBOTA, U3BpAlllEHUE BKYyca, 00Jb B 001acTH
JKUBOTA, JHUapesi, ChIllb, METEOPHU3M, TOJIOBHas 0OJb, 3alOp, HapyIIEHHE ClIyXa, MOBBIIICHUE
aktuBHOCTH ACT 1 AJIT B kpoBu. Takxke OTMEUANHCh CITy4an HeXKeIaTeIbHBIX SIBICHUH C HU3KOU
4aCTOTOW BO3ZHUKHOBEHUS, TAKHE KaK OJIBIIIKA, OECCOHHUIIA H CYXOCTh BO PTY.

VY manueHToB C MM0/IaBJICHHBIM UMMYHUTETOM IPOBOJMIM OLIEHKY Ja0OpaTOPHBIX MOKa3aTesei,
AHAIM3HUPYS UX 3HAYUTENbHbIE OTKIOHEHHS! OT HOPMBI (pe3Koe MOBBIIIEHUE WIN CHIDKeHue). Ha

OCHOBaHUU JAHHOTO KpUTepus y 2-3 % manueHToB, NoJy4yaBUINX KIapuTpoMULuH B 103¢ 1000 mr
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©KEHEBHO, OBLIO 3aPETMCTPHPOBAHO 3HAYMTE[IEHOE ndBbineinte AxtsrociH-ACT W AT »

MY OTUETY

KPOBH, a TAK)KE CHIDKEHUE YUCIIA JICHKOIIMTOB U TPOMOOIIUTOB. Y HEOOJBIIOTO YUCIIa AI[IEHTOB
Tak)Ke OBUIO 3apETUCTPUPOBAHO MOBBIIICHHE KOHIIEHTPAIIUNA OCTATOYHOTO a30Ta MOUYEBUHBI.

*B HEKOTOpBIX COOOIIEHUSAX O PabAOMHUONIM3E KIAPUTPOMHIIMH MPHUHUMAJCS COBMECTHO C
JIPYTMMHU JIEKAPCTBEHHBIMU CPEACTBAMHM, C IPUEMOM KOTOPBIX, KaK U3BECTHO, CBA3aHO Pa3BUTHE
pabmomuonu3a (cTaTUHBL, GUOPATHI, KOJIXUIIUH WU AJJIOMYPUHOII).

! Coobmenns o naHHBIX MOGOYHBIX PEAKIMAX OBUIM TONYYEHBI TOIHLKO MPH MPUMEHEHHH
KJIAPUTPOMHUIIMHA, JINOPUIHU3AT JIsl IPUTOTOBIICHUS PACTBOPA Ui UH(DY3UH.

2Coo0mmenns O JaHHBIX MOOOYHBIX PEAKIHAX ObLTH MOTydeHbl TONBKO MHPH NPUMEHEHHH
KIIAPUTPOMHUIIMHA, TaOJETKU C MPOJIOHTHUPOBAHHBIM BBICBOOOXICHHEM, MOKPBITHIC TMIICHOYHON
000JI0UKOH.

3Coo0Ommenns 0 JaHHBIX MOOOYHBIX PEAKIHAX OBLIM MONYYEeHB TONBKO IPH MPUMEHEHHH
KJIQPUTPOMHUIIMHA, TPAHYJIBI AJI IPUTOTOBICHUS CYCIICH3UU AJIs TPUEMa BHYTPb.

4CoobuieHns 0 MaHHBIX MOOOYHEIX PEAKIHMAX OBUIM IIONYYeHHl TOIBKO HPU TPHUMEHEHHH
KJIAPUTPOMHUIIMHA, TAOJIETKH, TOKPBITHIE TUICHOYHON 000JI0UKOH.

COO6H.I€HI/IC 0 IMOA03PCBACMBIX HCKCIATCIAbHBIX PCAKIIHUAX

BaxxHO co001IaTh 0 Mo03peBaeMbIX HeXKEIATSIIbHBIX PEAKIUAX ITOCIIE PErUCTPAIIMH ITpenapara ¢
LEJIbI0 OO0CCIEYEeHHS] HENMPEPHIBHOIO MOHUTOPUHIAa COOTHOIICHHUS «IOJb3a — PHCK»
JICKapCTBEHHOTO TIpernapara. MeauImHCKUM pa0OTHUKAM PEKOMEHIYeTCs COOOMAaTh O JIFOOBIX
MOI03PEBACMBIX HEXKENATEIbHBIX PEaKIUAX JICKAPCTBEHHOT'O IMperapara 4epe3 HallmOHAIbHbBIC
CHUCTEMBl COOOIIEHHsI O HEXKeJIaTeNbHBIX pPEaKIUsIX TOoCyAapcTB — uJIeHOB EBpasuiickoro
SKOHOMHYECKOTO COI03a.

Poccniickas @enepanus

109012, r. Mocksa, CrnaBsiHCKasl Iiiomanip, 1. 4, ctp. 1

®denepanbHas cryx0a 1Mo Haa30py B cdepe 3apaBooxpanenus (Poc3apaBHanzop)

Tenedonsr: +7 (499) 578-02-20, +7 (499) 578-06-70

dakc: +7 (495) 698-15-73

E-mail: pharm@roszdravnadzor.ru

www.roszdravnadzor.ru/people

4.9. lepeno3npoBka

CHMIITOMBI

[Tpriem GONBIION O3Bl KIAPUTPOMUIIMHA MOKET BBI3BaTh CUMITOMBI HapyIIEHUH CO CTOPOHBI
YKEITYTOYHO-KHUIIIEYHOTO TPAaKTa. Y OJHOTO MAIMeHTa C OUMOJISIPHBIM PaCCTPOMCTBOM B aHAMHE3E

ocJjIc I1mpuema 8 T KIIapUTpOMHUIIMHA OIMMCAHbI HU3MCHCHUSA IICUXHUYECKOTO COCTOSHMHA,
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apaHOMJAILHOE TIOBEICHUE, THIIOKATMEMHUS U rmoxceMny =/ IEDOBATENEHOCTE 0001)

Jleuenne

[Ipn mepeno3upoBKe CcleqyeT YAAIUTh HEa0COPOMPOBAHHBIA MpenapaT W3 KEIyI0YHO-
KHIIIEYHOTO TpakTa (MpOMBIBAaHUE JKEIyJIKa, TPHUEM aKTHBHPOBAHHOTO YIJIs M Ap.) U MPOBECTH
CHUMITOMATUYECKYIO0 Tepanuio. ['emMoauanu3 W MEePUTOHCAbHBIM JUajii3 HE OKa3bIBAIOT
CYIIECTBEHHOTO BJIMSHHUS HAa KOHUECHTPALMIO KIIADUTPOMHULIMHA B CBIBOPOTKE, YTO XapPAKTEPHO U

JUISL IPYTHUX IIPENapaToB IPYIIIBI MAaKpPOJIAIOB.

5. PAPMAKOJIOTMYECKHE CBOMCTBA

5.1. ®apmakoaMHaMHUYeCKHe CBOMCTBA
dapMakoTepaneBTUYECKas TPyIa: aHTHOAKTepUaldbHBbIE CpPEACTBA CHUCTEMHOTO JEHCTBUS;
MaKPOJII/IIH)I, JIMHKO3aMHWHBI 1 CTpGHTOFpaMI/IHI)I; MaKpOJII/Il[bI.

Kon ATX: JO1FA09

MexaHu3M ASHCTBHUS U d)aDMaKOHI/IHaMI/I‘leCKI/IC B(bd)eKTLI

KnaputpoMuniuH sBIsieTCs IOJYCHUHTETMYECKUM aHTUOMOTHUKOM TIpYHIbl MaKpOJIHIOB U
OKa3bIBaeT aHTHOAKTepHalbHOE JelicTBHE, B3amMoieucTBys ¢ S50S  pubocomanbHOU
CyObeMHHIICH 1 TTOJIABIISIS CHHTE3 Oesika OaKTepHid, YyBCTBUTEIBHBIX K HEMY.

KiiapurpoMHIIMH TPOJEMOHCTPUPOBANl BBICOKYKO aKTHBHOCTH IN VILr0O B OTHOIICHHH Kak
CTaHJAPTHBIX J1A0OPATOPHBIX LITAMMOB OAaKTEpPHH, TaKk U BbIIEIECHHBIX y MAllUEHTOB B XOJ€
KJIMHUYECKON NpakTUKU. [IposiBisieT BHICOKYI0 aKTUBHOCTh B OTHOLIEHHM MHOIMX a3pOOHBIX U
aHAPOOHBIX TPAMITONIOKUTENFHBIX U TPAMOTPUIATEIBHBIX MHKPOOPTaHM3MOB. MHUHUMAaIIbHBIC
nonasistome koHueHtpauuu (MIIK) kmaputpomunuHa s OOJBIIMHCTBA BO30yIuTENEH
menbiie, ueM MITK sputpomunnna B cpeHeM Ha oaHo 1092 pa3BeneHue.

Kraputpomuiis in Vitro Beicoko aktuBeH B oTHomenun Legionella pneumophila, Mycoplasma
pneumoniae. Oka3biBaeT OakTepuiuaHoe AelcTBue B otHomeHun Helicobacter pylori, nannas
AaKTUBHOCTh KJIAQPUTPOMHIIMHA BHIIIE MpH HeWTpanbHOM pH, wem mpu kmciaom. Kpome Toro,
JaHHbIe N VItro u in VivOo yka3bIBalOT HA TO, YTO KIAPUTPOMHUIIMH JCHCTBYET HAa KIMHUYECKH
3HAYMMBIC BUIBI MUKOOakTepuil. Enterobacteriaceae u Pseudomonas spp., Takxe kak u Ipyrue,
HE (EepPMEHTHPYIOIIHE JaKTO3y TpaMOTpUIATeNbHbIe OakTepuu, HE UYYBCTBHUTENBHBI K
KJIAPUTPOMHIINHY.

AKTHUBHOCTh KJIAQPUTPOMMIIMHA B OTHOIIEHHH OOJBIIMHCTBA IITAMMOB IE€PEYHCICHHBIX HUXKE
MHKpPOOPTaHU3MOB J0Ka3aHa Kak IN Vitro, Tak ¥ B KIIMHUYECKOH MpaKTUKE MpH 3a00JIeBaHUSIX,

IIEpEYNCIICHHBIX B paszzaene 4.1.
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(NOCNEQCBATENEHOCTE 0001)

A3D06HBIC T'PaMIIOJIOKHUTECIBbHBIC MUKPOOPIraHNUSMbI.

Staphylococcus aureus
Streptococcus pneumoniae
Streptococcus pyogenes
Listeria monocytogenes

AnpoOHBIE PAaMOTPULIATENILHBIE MUKDOOPTaHU3MBI

Haemophilus influenzae
Haemophilus parainfluenzae
Moraxella catarrhalis
Neisseria gonorrhoeae
Legionella pneumophila

Jlpyrue MUKPOOpPTaHU3MEbI

Mycoplasma pneumoniae
Chlamydia pneumoniae (TWAR)

Mukobakrepuu

Mycobacterium leprae

Mycobacterium kansasii

Mycobacterium chelonae

Mycobacterium fortuitum

Mycobacterium avium complex (MAC) — komiutekc, Bkmrowaromuii: Mycobacterium avium,
Mycobacterium intracellulare.

HpO}IYKIII/Iﬂ OeTa-1aKkTaMa3 He OKa3bIBAET BIMIHUA Ha aKTUBHOCTH KIIapuTpOMUIIUHA.
BonsmuHCTBO mTaMMOB CTa(l)I/IJ'IOKOKKOB, PE3UCTCHTHBIX K MCTUIHUIIJIMHY W OKCAallUJIJIMHY,
O6J'Ia,ZLaI-OT YCT OMYHUBOCTBIO U K KIIAPUTPOMHULIUHY.

Helicobacter pylori

YysctBuTenbHOCTh H. pylori kK KIIapuTpoMuUIMHY U3yvaiack Ha uzonstax H. pylori, BerieneHHbIX
or 104 mamuweHTOB, A0 Havaja Tepamuu npemnaparoM. Y 4 TanUMeHTOB ObUIM BBIJCICHBI
pE3UCTEHTHBbIE K KiapuTpoMuiuHy mmrammel H. pylori, y 2-x — mrammel ¢ yMmepeHHOIt
PE3UCTEHTHOCTBIO, y OCTaNbHBIX 98 mareHToB u30iaThl H. pylori ObutM YyBCTBUTENBHBI K
KJIAPUTPOMHUIIUHY.

Kiapurpomuiind okaspiBaeT JeiicTBUe IN VIO U B OTHOUICHWH OOJBIIMHCTBA INITAMMOB
CIIEYIONIMX MHUKPOOPTaHU3MOB (OZHAKO 0€30macHOCTh U A(PPEKTHBHOCTh HCIIOJIB30BAHUS
KJIAPUTPOMHIIMHA B KITMHUYECKOW MPAKTHUKE HE MOJITBEPKICHA KIMHHYECKUMH UCCIIeJOBAaHUIMH,
U MIPAKTUYECKOE 3HAYCHUE OCTACTCS HESCHBIM):

Adp0o0OHBIE TPAMIIOIOKUTEIBHBIE MUKPOOPTAHU3MEI
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Streptococcus aga|actiae ':I-Il:“:._l E.l:l.':: BATENEHOCTE 0001 |

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

Streptococci (epynnet C, F, G)
Viridans group streptococci

A3D06HBIC I'paMOTpHULIATCIIbHBIC MUKPOOPTIaHU3MBbI

Bordetella pertussis
Pasteurella multocida

AHa3po0OHbBIE MPAMIOJIOKUTEILHBIE MUKDOODPTaAHU3MBL

Clostridium perfringens
Peptococcus niger
Propionibacterium acnes

AHa3po0OHbBIE IPAMOTPULIATENILHBIE MUKPOODPTaAHU3MBL

Bacteroides melaninogenicus

CrupoxeTsl
Borrelia burgdorferi
Treponema pallidum

KaMHI/IHO6aKTeDI/II/I

Campylobacter jejuni

OCHOBHBIM METa0OIUTOM KJIAPUTPOMHIIHA B OPraHM3ME YEJIOBEKA SBISETCS MUKPOOHOJIOTHUYECKH
aKTUBHBINA MeTabommT 14-ruapokcuknaputpoMunivH (14-OH-knaputpomurms).
Muxkpobuonoruyeckas akTUBHOCTb MeTa00JIUTa TaKasl kK€, KaK y HCXOJAHOTO0 COEIUHEHUs, WU B
1-2 pa3a cnabee B OTHOIIEHUHM OOJIBIIMHCTBA MHMKPOOPTraHU3MOB. VICKIIOUEHHE COCTaBIsET
H. influenzae, B oTHOIIEHHH KOTOPO#i A PEKTUBHOCTh MeTaboMTa B IBa pa3a Bhiiie. McxomHoe
COCIMHEHHUE U €r0 OCHOBHON METa0OJIUT OKa3bIBAIOT JTMOO aJIMTUBHBIN, TUOO CUHEPTUYECKUN
apdext B otHomenun H. influenzae B ycmoBusix in Vitro u in vivo B 3aBHCUMOCTH OT IITaMMa
OaKTepHil.

Tect Ha YYBCTBUTCJIBHOCTH

KonnuecTBeHHbIE METO/BI, TpeOyIOLIME U3MEPEHUs JUaMeTpa 30HbI MOJABIECHUS POCTa, JAlOT
Han0oJiee TOYHbIE OIIEHKH UyBCTBUTEIBHOCTH OAKTEPHI K aHTUMUKPOOHBIM npenapatam. OnHa
U3 PEKOMEHAYEMBIX METOOUK [UIsl OIpPENEICHMS] YyBCTBUTEIBHOCTH HCIIOJIB3YET IHUCKH,
UMIIPETHUPOBaHHbIE 15 MKr kiapuTpomuiuHa (aucko-auddy3nonnsnii meroa Kupbu-bayspa);
IIPY UHTEPIPETALIMU TECTa AUAMETPhI 30H MOJABICHHS POCTa KOPPEIUpYIoT co 3HaueHusmMu MITK
kiIapuTpomuiinHa. 3Hadenus MIIK onpeaenstoTcst MeTo10M pa3BeIcHH B OyJIbOHE WM B arape.
[Ipy WCHONB30BAHMU ATUX METOAMK, OTYET M3 JIAOOPATOPUU O TOM, YTO INTAMM SBIISETCS
«4yBCTBUTEIIbHBIM», yKa3blBaeT Ha TO, YTO BO30YyAMTENb MH(EKLUUHU, BEPOSTHO, OTBETUT Ha

nmeueHue. OTBeT ((pe3HCTeHTHBIﬁ>> YKa3bpIBa€T Ha TO, YTO B036y211/ITeJ'H), BO3MOXHO, HEC OTBECTHUT Ha
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CMEPTHOMY OTYETY

addekt mpemnapara MOXET OBITh HEOJAHO3HAYCH WJIM MHUKPOOPTaHU3M MOXKET OKa3aThCs
YyBCTBUTEIBHBIM TIPU HCIOJNB30BaHUM OoJiee BBICOKMX [03 mpemnapara. lIpomexyrouHas
YYBCTBUTEIHLHOCTh TAK)KE HA3bIBACTCS «yMEPEHHOU UYBCTBUTEIHHOCTHION.

5.2. DapmakoKMHEeTHYECKHE CBOMCTBA

AOGcopouus

dapMaKOKHHETHKA KIAPUTPOMUIIMHA B JIEKAPCTBEHHOM (popMe TabieTKH C MPOJIOHTUPOBAHHBIM
BBICBOOOKJIEHMEM ObUla H3Yy4€Ha Yy B3pPOCHBIX IO CPAaBHEHUIO C KIAPUTPOMULIMHOM B
JIEKapCTBeHHOW (opme TabyieTku ¢ OOBIYHBIM BBICBOOOXIeHHEeM B nmo3ax 250 m 500 wmr.
BcaceiBanue npenapara B 000uX ciiydasix ObUIO OIMHAKOBBIM IPH HA3HAYEHUH B SKBUBAJICHTHBIX
J103ax.

[Ipuem muIIM yBeIMUYMBAET BCACHIBAHUE KIAPUTPOMHUIIMHA, CJIEIOBATENbHO, KIAPUTPOMUIIMH,
TaOJIETKU C MPOJIOHTHUPOBAHHBIM BBICBOOOXKICHUEM, JTOJDKHBI MPUHUMATHCS BO BpeMsi IpueMa
. Knapurpomunua metabonmsupyercst B cucteme mutoxpoma P450 3A (CYP3A) neyenn.
AOcomoTHas OMOJOCTYITHOCTE cocTaBisieT okoyio S0 %. [Ipu nmpueMe MOBTOPHBIX J103 TIperapara
KyMYJISIIUU MIPAKTUYECKU HE OOHAPYKEHO, U XapakTep MeTaboju3Ma B OpraHM3Me 4ejoBeKa He
M3MEHSJICS.

Pacnpenencuue, 6I/IOTDaHCd)ODMaHI/I$I W SJIMMHUHAaNuA

In vitro

Knaputpomunyia cBsizpiBaeTcs ¢ OenkamMu 1ia3Mbel KpoBu Ha 70 % B koHueHtpanuu ot 0,45 1o
4,5 mxr/min. Ilpu koHuenTpauuu 45 MKI/MJ cBA3bIBaHHE CHIDKaeTcs 1m0 41 %, BeposiTHO, B
pe3yabTaTe HACBIIMICHHUS MECT CBA3BIBAHUA. DTO HAOIIOJAETCS TOJIBKO TPH KOHIEHTPAIUsX,
MHOTOKPATHO MPEBBIMIAIOIINX TEPATIEBTUUYECKYIO.

300posuie

VY nanuenToB, npuHuMaBmux 500 Mr KJIapUTPOMHULIMHA OJIMH Pa3 B IEHb BO BpeMsl IpUeMa MUY,
Cmax KmaputpomuimHa U 14-OH-kimaputpoMuniHa B Ijia3Me KpOBH COCTaBisuia 1,3 MKT/MI u
0,48 MKr/mi, COOTBETCTBEHHO. Ti1 KIapUTPOMHUIIMHA W METa0OJMTa COCTaBWIM 5,3 yaca u
7,7 yacoB, cooTBeTcTBeHHO. [Ipu nmpueme pazoBoii 10361 kinapurpomunaa 1000 mr (2x500 mr)
Cmax KJIApUTPOMHIIMHA M €r0 TUIPOKCHIMPOBAHHOTO MeTabonurta pocturana 2,4 MKr/MI U
0,67 MKr/mi1, COOTBETCTBEHHO. T1/2 KIapuTpoMHIlMHaA TIpu mipueme B jgo3e 1000 mr cocraBmi
5,8 4aca, Torjia Kak aHaJIOTUYHbIN nokaszaTtens s 14-OH-knaputpomuninaa coctaBui 8,9 daca.
Bpewms nacTymiienust MakcumainbHOU KOHIEHTpAMH (Tmax) mpu npueme kak 500 mr, Tak u 1000 mr
coctaBmiio, npubmu3nuTenbHo, 6 4. Cmax 14-OH-ximapurpoMuiiiHa He yBEIHMYMBAIACh
MPOTOPIIMOHAIIBHO J103€ KJIAPUTPOMUIIMHA, B TO BpEeMs KakK TIEPHOJ TOJTYBBIBEICHHUS Kak

KIIapuTpOMHUIIMHA, TaK H €ro THAPOKCUIWPOBAHHOI'O MeTa0oauTa UMeEI TCHACHIUIO K
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YBEJIIMYECHUIO C TOBBIIIEHUEM J03bl. Takas He HeiiHast %Qpﬁl%%%iéﬁ%g %H&Bh&t—ﬁbﬁﬂﬁﬂlha B

COYETaHUU C YMEHBIICHUEM o0pa3oBaHUs 14-ruapoKCUIIMpPOBaHHBIX "
N-1eMeTHIUPOBaHHBIX MTPOAYKTOB MPH BHICOKHX J03aX YKa3bIBa€T HA HEMTMHEHHBIH MeTaboIn3M
KJIApUTPOMMLIMHA, KOTOPbIl CTaHOBUTCS 00Jiee BBIPAXKEHHBIM IIPU BBICOKUX J03aX.

[Toukamu BbIBoAUTCA NpuOAM3UTENBbHO 40 % NOCTYNUBIIErO B OPraHU3M KJIapUTPOMMLMHA.
KummeunukoM BeiBogurcs okoiio 30 %.

Tayuenmor

Knaputpomuniun u ero meradonut 14-OH-knapuTpoMuiH ObICTPO NPOHUKAIOT B TKAaHU U
KHUJIKOCTH opraHu3ma. VIMErTcs orpaHHMuYEHHbIE AAaHHBIE, CBUAETEJIBCTBYIOIIUE O TOM, YTO
KOHIIGHTPALuUsl KJIApUTPOMHULIMHA B LEpeOPOCTTMHATBHON KHUIKOCTH MPH MEPOPATLHOM IMIpHEeMe
He3HauuTeNbHa (T. €. TONBKO 1-2 % OT KOHIIEHTpalKu B CHIBOPOTKE KPOBU MPU HOPMAIBHOM
IPOHMILIAEMOCTH TemaTo’Huedannueckoro Oapbepa). KoHueHTpanus B TKaHSIX OOBIYHO B
HECKOJIBKO pa3 BBIIIE, YeM B CHIBOPOTKE KPOBH.

Oco0ble IPVIIILI TAIUEHTOB

THayuenmoi ¢ HapywieHuem yHKYuU neveHu

VY manueHToB co cpeiHel U TSKENOM CTEeNeHbI0 HapylIeHHs QYHKINUU MEYeHHU, HO C COXPaHEHHOU
byHKIIMEH mouek, KOPPEKIUs 103bl KIapUTPOMHULIMHA HE TpeOyeTcs. PaBHOBecHas! KOHIIEHTpAIHs
B IJIa3M€ KPOBU M CUCTEMHBIN KIMPEHC KJIAPUTPOMULIMHA HE OTJIMYAIOTCS Y NALUEHTOB JIaHHOMN
IpYNIbI U 370pOBbIX NAlMeHTOB. PaBHOBecHas koHLeHTpauus 14-OH- kinaputpoMuniuza y jronen
C HapylIeHUs MU (DYHKIIMHU TICUEHU HIDKE, YEM Y 3JI0POBBIX.

Tayuenmsi ¢ HapyweHuem QyHKyuy novex

[Tpu HapymieHnn QyHKIMK TOoYeK YBETUUUBAOTCS Cmax M Cmin KIIAPUTPOMUIIMHA B IJIa3M€E KPOBH,
T12, AUC xmaputpomunmaa u ero werabommrta 14-OH-xmapurpomunaa. KoncraHTa
NIMMHAHALUMU WU BBIBEJCHHE INOYKaMU yMeHbHIatoTCs. CTENEeHb M3MEHEHUHM 3TUX IapaMeTpoB
3aBUCUT OT CTENIEHU HapylleHUs (QyHKIUU TOYEeK.

Tlayuenmul nodxxcunoco 6o3pacma

VY mnanMeHToB MOXWJIOTO BO3pacTa KOHLEHTpAlMs KIApUTPOMHMIIMHA U €ro Merabonura
14-OH-knapuTpOMUIIMHA B KPOBHU ObljIa BBILIE, a BBIBEACHNUE MEAJICHHEE, YEM Y TPYIIIBI MOJIOIBIX
moaelt. OnHako, Mociie KOPPEeKIMH C y4eTOM IOYeYHOro KIUpeHCa KpeaTHHHWHA, He ObLIo
oTiimunii B obOeux rpynmax. Takum o0Opa3oM, OCHOBHOE BIHWsSHHE Ha (DApMaKOKWHETUUYECKHE

napaMeTpbl KJIapUTPOMHULIMHA OKa3bIBaeT (PyHKIIMS MTOYEK, a He BO3PacCT.

6. PAPMAIIEBTUUECKHE CBOMCTBA

6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

I'nmipomennoza 100 cll3
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JlakTO3bI MOHOTHIPAT (CaXap MOJIOUHBII) (MOCNELOBATENBHOCTE 0001)

I'nnipomernnosa 6 cll3

Maruus creapat

Kpemuus nuokcu KoJTOuaAHbIA
CocTaB 000JIOYKH:

Axsapuyc IIpedpepen HSP BPP314016 xentslif, B T. u:

I'unpomernosa

Konosunon

Tpurnuuepuabl CpeHEEIOYHbIE

Turana quOKCUL

Maxkporon-3350

[TomunekcTposa

Kpacurens xene3a OkCcu JKenTbli

6.2. HecoBmecTUMOCTD

He npumennmo.

6.3. Cpok rogHocTu (CpOK XpaHeHUs1)

3 rona.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NIPH XPAHEHUHU

B 3amumnierHoM oT cBeTa Mecte mpu Temneparype He Boiie 25 °C.

6.5. Xapakrep u coepkaHue NEPBUYHON YIIAKOBKHU

ITo 5, 7 umu 10 TabneToK B KOHTYPHYIO SIUEHKOBYIO YIIAKOBKY U3 IUIEHKH MOJIMBUHUIXJIOPUIHOM
1 (OJIbIY ATIOMUHUEBOM MeYaTHOM JIaKUPOBAaHHOM.

ITo 5, 7, 10, 14, 20, 30, 40, 50 wiu 100 TabneTox B OaHKK U3 MONMATWIEHTEpedTanaTa s
JIEKAPCTBEHHBIX CPEJICTB WJIM MOJUIPONUIICHOBBIE IJIs1 JIEKAPCTBEHHBIX CPEJICTB, YKYIIOPEHHBIE
KpBIIIKAMHA W3 TOJIMATUJIIEHA BBICOKOTO JaBJICHHUS C KOHTPOJEM IIE€PBOTO BCKPBITHS, WU
KPBIIIKAMHA TIOJUIPONMICHOBBIMA C CUCTEMON «HaXaTbh-TIOBEPHYTh» WM KpBIIIKAMH U3
MOJIMATUIIEHA HU3KOT'O 1aBJIEHUS C KOHTPOJIEM MEPBOTO BCKPBITHUS.

6.6. OcoOble Mepbl MPEIOCTOPOKHOCTH MNPH  YHMYTOXXKEHUH  HMCIOJIb30BAHHOIO
JIEKAPCTBEHHOI0  Mpemnapara WJIM OTX0A0B, IOJYYEHHBIX I0CJie TNPUMEHEHUs
JIEKApPCTBEHHOI'0 MpenapaTa u Apyrue MaHUIYJISIUM C IPenapaToM

Het ocoObix TpeOoBaHUi K yTHIH3AIUH.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHU S
Poccuiickas @enepanus

000 «ATomn»
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7.1. IlpencraBuTtenb AepaaTessi PperiCTPALMOHHOIO YA0CTOBEPEHHUS

[IpeTeH3un HOTDG6HTCJ'ICI>1 HaIrpaBJIATh IO aAPECy.

Poccuiickas @enepanus

000 «O308»

445351, Camapckas 00:1., r.0. XKurynesck, T. Kurynesck, yia. ['uapocrpoutenei, 1. 6.
Ten.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru

8. HOMEP PET'MCTPAIIMOHHOTI'O YIOCTOBEPEHUA

9. JIATA TIEPBUYHOM PEIUCTPALIMU (IIOATBEPXKIEHUS
PETUCTPALIMMU, IEPEPETUCTPALIUN)

Jlara nepBoii peructpanumu:

10. JATA IEPECMOTPA TEKCTA

OOmast xapakTepucTHKa JekapcTBeHHoro mnpenapara Kiaputpomunun CP  noctynmHa Ha
uH(pOpMallMOHHOM TmopTaje EBpasuiickoro SKOHOMHMYECKOTO COr03a B HH(OPMALMOHHO-

KOMMYHHKaIMOHHOM cetu «HTepHeT https://eec.eaeunion.org/.
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