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OBIIASA XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITIAPATA

1. HAMUMEHOBAHMUE JIEKAPCTBEHHOTI'O ITPEITAPATA

®pomunua yHo, 500 Mr, TabJIETKH ¢ IPOJIOHTUPOBAHHBIM BBICBOOOXKICHUEM, TTIOKPHITHIE IIJICHOUYHON
000JIOYKOU

2. KAYECTBEHHBIN 1 KOJIMYECTBEHHBIN COCTAB

JleficTByrOIEE BELIECTBO: KIIAPUTPOMHULIMH.
Kaxxnas Tabnerka comepkut 500 Mr KIapuTPOMHIIMHA.

BemiecTBa, Hamu4re KOTOPHIX HAJ0 YYUTHIBATh B COCTAaBE JIEKAPCTBEHHOTO IMpemapara: JIaKTo3a,
Hatpuil (cMm. pazzaen 4.4.).

[TonHblii nepeyeHs BCIIOMOTaTeNbHbIX BEIIECTB MPUBEICH B pasaene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TaGneTku ¢ NPOJIOHTUPOBAHHBIM BBICBOOOKICHUEM, TIOKPHITHIE IJICHOYHOM 000JI0UKOiA.

OBaJibHBIC, JBOSKOBBITYKJIbIE TA0JIETKH, MOKPBITHIEC IJICHOUYHOW 000JIOYKON KOPUYHEBO-KEITOrO
1BeTa, ¢ MapkupoBkor U Ha OJHOU CTOPOHE.

Bun Ha u3nome: mepoxoBaras macca 0eJIoro WM ModTd Oenoro mBeTa C IUIGHOYHOH 000JI0YKOiM
KOPHUYHEBO-KEJITOTO I[BETA.

4. KIMHNYECKHUE JAHHBIE
4.1. ITokazaHusl K IPUMEHEHHUIO

IIpenapat ®pomuing yHO IOKa3aH K IPUMEHEHUIO Y B3POCIIBIX U MOAPOCTKOB B Bo3pacTe oT 12 jer
Ui JedeHuss MH(EKIMOHHO-BOCIAJUTEIbHBIX 3a00JI€BaHUN, BBI3BAaHHBIX YYBCTBUTEIbHBIMH K
KJIAPUTPOMULIMHY MUKPOOpPraHU3MaMHu:

e uH(EKIUI HUKHUX JbIXaTeIbHBIX MyTeH (TaKMX KaKk OPOHXUT, THEBMOHUS);

e uH(EKIMHA BEpXHUX JbIXaTelbHbIX myTei u JIOP-opranoB (TOH3WUINT, (papHUHTHUT, CHHYCHUT);

e uHPEKIMA KOXM W MATKMX TKaHel (TakuxX Kak (OJUIMKYIUT, BOCHAJIECHUE MOIAKOXKHON
KJIETYATKH, POXKA).

4.2. Pesxum 103MpOBaHus U CNIOCO0 MPUMEHEHUs!

PexxuM J1o3upoBanus

Bspocnvie
ITo 1 Tabnetke (500 Mr) OIMH pa3 B CYTKU BO BpeMs €Ibl.

[Tpu TspKENBIX MHPEKIUAX 103y yBeIuuuBaoT 10 2 tabnetok (1000 Mr) oaun pa3 B CyTKH BO BpeMs
€ JIbL.

OObIuHas IPOJOIKUTENILHOCTD JICUEHUs OT 5 10 14 nHei.

HckimtoueHue coCcTaBsSIOT BHEOOIbHUYHASI THEBMOHUS U CHHYCHUT, KOTOPBIE TPEOYIOT JICUCHHUS OT 6
1o 14 nuen.
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Oco0ble rpyInbl HallMEHTOB

HalﬂleHmbl C NOYeYHOoll HeOOCMAMOYHOCHIbIO

JUis manueHToB ¢ MOYEYHON HEeIOCTaTOYHOCTBHIO TskeNnoi creneHu (knupenc kpeatuHuHa (KK)
Mmenee 30 mu/MUH) OOBIYHAS peKOMEHyeMas a03a cocTtaBiser 250 Mr ofuH pa3 B CyTKH, B 3TOM
cillyyae BO3MOXKHO TIpUMEHeHHe mpernapara OpoMuini, TaONETKH, TOKPHIThIE IUICHOYHOU
obonoukoi, 250 mr. IIpu 6oree TsxeNbIX HHPEKIUAX pEKOMEHIyeMas 103a cocTaBisieT 1 TabieTka
500 Mr ¢ IpOJIOHTMPOBAHHBIM BBHICBOOOXKICHUEM KIIAPUTPOMHUIMHA.

VY manueHToB ¢ MOYEYHOH HeocTaTOuHOCThIO cpenHelt crenenu TsokecT (KK ot 30 mo 60 mur/muH)
KOPPEKLHUs J03bI HE TpeOyeTCs.

CTHU

[Ipenapar ®@pomuing yHO TOKa3aH JETAM B Bo3pacTe oT 12 jer (3a MCKIIOYEHUEM IOKa3aHUs
TOH3HUJLINT).

Pexxum mozupoBanwst [1st eteit B Bo3pacte oT 12 10 18 et He oTiMyaeTcsi OT peKuMa JT03UPOBAHHUS
JUTSL B3POCIIBIX.

[Ipenapar @pomunug yHO HE ClIeAyeT MPUMEHSATH y aeteid B Bospacte oT 0 10 12 et (1o nmokazaHuio
TOH3WUIMT TIpernapaT He CIeAyeT NMPUMEHSTh y nereid B Bo3pacte oT 0 mo 18 yer), Tak Kak
6e3onacHOCTh M 3(PPEKTUBHOCTh MPUMEHEHHS KIAPUTPOMHIIMHA B BUJE TAOJIETOK HE M3ydajach B
yKa3aHHBIX BO3PACTHBIX IPYIIaxX JETeH.

Cnocob npruMeHeHus

Buytps. TabneTky ciemyer mporiaTeiBaTh HEIUKOM, HE Pa3liaMbIBaTh U HE pa3keBbIBaTh. [Ipemnapar
CleyeT IPUHUMATH BO BpEM: IIpreMa IHIIH.

4.3. [IpoTUBONOKA3AHUA

e [umep4yyBCTBUTENBPHOCTh K KIAPUTPOMHUIMHY, MAaKpoOJIHgaM WM K Jro0oMy H3
BCIIOMOT'aTeIbHBIX BELIECTB, IEPEUNCICHHBIX B pa3zeine 6.1.

e OJHOBpEMEHHBI MpHEM KJIAPUTPOMMIIMHA CO CIEAYIOIMMH IpernaparaMmu: acTeMHU30Jl,
U3arnpul, MMMo3us, Tepdenanus (cM. pasaen 4.5.).

o  OaHOBpPEMEHHBIN MPUEM KIAPUTPOMHUIIMHA C IOMUTAMKIOM (CM. pasfen 4.5.).

e OJHOBPEMEHHBI TPHEM KIAPUTPOMHUIIMHA C AIKAJIOWIAMHU CHOPBIHBH, HaIpUMeED,
3ProTamMuH, TUTHAPOIProTaMuH (cM. paznuen 4.5.).

e  OJIHOBpPEMEHHBIH PUEM KJIAPUTPOMHULIMHA C MUAA301aMOM JIJIsl IEPOPAIILHOTO IPUMEHEHUS
(cm. pasnen 4.5.).

e OpnHOBpEeMEHHBI TmpHeM KiapuTpomMunuaa ¢ wuHruouropamu ['MI-KoA-pemykrassi
(craTMHAmMH), KOTOpBIE B 3HAYUTEIBHOM CTENEHHM MeTabOMM3UPYIOTCS H30(epMEHTOM
CYP3A4 (noBactaTMH WM CUMBACTaTHH), B CBSI3M C MOBBIIIEHHEM pHUCKAa MHOMNATHUH,
BKJTFOYAs padaoMuonu3 (cM. pasfen 4.5.).

e  OgHOBpPEMEHHBIN MPUEM KIAPUTPOMHUIIMHA C KOJIXUIIMHOM (CM. pasnen 4.5.).

e OpnHOBpEeMEHHBIH TIpUEM KIAPUTPOMHUIIMHA C THUKArpeIopoM, HWBaOpaauHOM WA
paHOJIa3UHOM.

e Vmmnenne wuHTepBaia QT B aHamHe3e (BpOXKIEHHOE WIM  NPUOOpETEHHOE
3aperucTpUpOBaHHOE yyimHeHne mHTepBana QT) wimu kemyZodKoBas apUTMHS, BKIIOYas
HKEJTYIOYKOBYIO TAXUKAPANIO UITH JKEITyTI0UYKOBask TaXUKapAHs TUIIA KITHUPYIT» (CM. pa3aebl
4.4.u45.).

e KiapurpoMuiiuH He ciexyeT MPUMEHSATh Y MAlUeHTOB C 3JEKTPOJUTHBIMU HapYIICHUSIMU
(TMTIOKaIMEeMUEH WM TUTIOMarHueMue) B CBSI3W ¢ puCKOM yanuHeHus uarepana QT (cm.
paznen 4.4.).
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e Tskemass meYEeHOUYHAs HENOCTATOYHOCTh, NPOTEKAMOMIAs OJHOBPEMEHHO C TMOYEYHOM
HEJI0OCTaTOYHOCTHIO.

e XomecraTnyeckass IKeITyXa/TeNaTUT B aHaMHe3e, pa3BUBIIMECS MPH [PUMEHEHUH
KJIApUTpOMUIIMHA (cM. pa3zaen 4.4.).

e [llopdupus.

4.4. Oco0Oble ykazaHus 1 MepPbI IPEAOCTOPOKHOCTH NPH NMPUMEHEHUH

C OCTOPOKHOCTBIO IPUHUMATD IIPU:

® TI0YEYHOH HEJAOCTATOYHOCTU CPEIHEH U TSHKEIION CTETICHH TSKECTH;

® TICUCHOYHOW HEIOCTATOYHOCTHU CPEIIHEH U TSHKENOW CTENCHH TSDKECTH;

® OJHOBPEMEHHOM IpHeMe KIAPUTPOMHULIMHA ¢ OEH30JMa3eMMHaMuU, TAKUMHU KaK ajimpa3oiiam,
TpHa30JaM, MHIa30JIaM JUII BHYTPUBEHHOTO TIPUMEHEHUS WJTH JIJIsl HAHECCHHUS Ha CITM3UCTYIO
060s0uKy pTa (cM. paznen 4.5.);

e OJHOBPEMEHHOM IpHEME C TpernaparaMmi, KOTOpble MeTaboIM3UpPYIOTCs H30(epMEeHTOM
CYP3A, mwampumep, KapOamasenuH, IWIOCTA30J, [UKIOCIOPUH, JU3OMUPAMU,
METHIITPETHU30JIOH, OMENpa30i, HEMpsSMbIe AHTHKOATYISIHTHI (Hampumep, BapdapuH),
XUHHUIUH, puGadyTuH, cuiaeHadus, TaKpoJIuMyc, BHHOIacTHH (cM. pasnen 4.5.);

e OJHOBPEMEHHOM NpUeMe ¢ Ipenapatamu, HHIymupyoommmu uzopepment CYP3A4,
Hanpumep, pudamnunuH, QeHuTouH, KapOamaszenuH, (enobapOutan, 3Bepoboit
MPOJBIPSIBICHHBIN (CM. pazjen 4.5.);

® IIpH OJHOBPEMEHHOM IPHEME KIAPUTPOMHIIMHA CO CTATHHAMH, METa0OJIN3M KOTOPBIX HE
3apucuT oT n3odepmenta CYP3A (manpumep, payBacraTus) (cMm. pazaen 4.5.);

e OJHOBPEMEHHOM TIpHeMe C OJOKaTOpaMu «MeIJIeHHBIX» KanbleBbix kaHanoB (BMKK),
KoTopele  MeTabommsupyorcs uzopepmentom CYP3A4  (manpumep, Bepamammi,
aMIIOJIATINH, TUJITHA3EM);

® OJHOBPEMEHHOM TpHUeMe KIIAPUTPOMHUIIMHA C MIEPOPATHHBIMU aHTUKOATYASHTAMH TIPSIMOTO
JEeWCTBHS, TAKUMH KaK JaburarpaH, puBapokcadaH, anmukcabaH, 0COOCHHO y MAaIeHTOB C
BBICOKMM PHCKOM Pa3BUTHSI KPOBOTEUECHU;

e wumemuueckoir Oomesrm cepana (MbC), Tskenod cepAedyHON  HEIOCTATOYHOCTH,
HapYIIEHUSX MPOBOAMMOCTH WM KIMHUYECKH 3HAYUMOW OpaiukapIuu, a TaKxke Yy
MalMEeHTOB, OJHOBPEMEHHO INPHHUMAIONINX aHTHApUTMUYecKue mpenapatsl [A kmacca
(xunnauH, npokanHamun) u I knacca (nodernnua, aMmuoaapoH, COTanoN);

e OepemeHHoCTH (cM. pazzaen 4.6.).

JinuTenbHbI IpueM aHTUOMOTUKOB MOXKET NPHUBOAUTH K 00pa30BAHUIO KOJIOHUH C yBEIMUYCHHBIM
KOJINYECTBOM HEUYYBCTBHUTECNIBHBIX OakTepuii M rpuboB. [Ipu cynepundexkunun HE00X0aAUMO
Ha3HA4YUTh COOTBETCTBYIOLIYIO TEPAIHIO.

Hasnauenue KJIapUTPpOMUIIMHA 6epeMeHHbIM JKCHIONUHAM JOJIZKHO IMPOBOAWTHCA IIPHU TH.[aTe.TIBHOﬁ
OIICHKE COOTHOLICHUS pHUCKa U I10JIb3bI, OCOOEHHO B TEUEHHUE TEPBBIX TPEX MECALICB GCpeMeHHOCTI/I.

[Ipu nmpuMeHEHUH KIApUTPOMHUIIMHA COOOIIAJIOCh O HApymIeHHH (YHKIUU TedeHHU (TIOBBIIICHUE
AKTUBHOCTH «IEYCHOUYHBIX» (EPMEHTOB B IUIa3ME€ KPOBH, TEMATONCIUIIONSPHBIA ¥ (WIIN)
XOJIECTaTUUECKUN TernaTuT ¢ XKenTyxod win 6e3). Hapymenune QyHKIuM meuyeHM MOXKeT ObITh
TSDKEJIBIM, HO OOBIYHO sIBNSiCTCS 0OpaTUMbIM. MIMEIoTCs ciydau MeuyeHOYHOW HEJOCTaTOYHOCTH C
JeTaTbHBIM HCXOJOM, TJIaBHBIM O00pa30M CBSI3aHHBIE C HAJIMYHEM CEPBE3HBIX COITYTCTBYIOIINX
3a00eBaHU W/WIKM OJHOBPEMEHHBIM IPUMEHEHHEM JPYTHX JEeKapCTBEHHBIX cpeacTB. Ilpum
MOSIBJIGHUH NMPU3HAKOB U CUMIITOMOB IelaTuTa, TAKUX KaK aHOPEKCHS, )KeNTyXa, IOTEMHEHHE MOYH,
3ya, OOJE3HEHHOCTh KMBOTA MPHU MAJIbINAIUK, HEOOXOIMMO HEMEJICHHO IMPEKPATUTh TEParHio
KJIIAPUTPOMHUITUHOM.

[Tpu HaMMYMKM XPOHUYECKHUX 3a00JIEBAaHUH MEYSHN HEOOXOIUMO TIPOBOIUTH PETYISIPHBIA KOHTPOJIh
AKTUBHOCTHU «TI€YEHOYHBIX» (PEPMEHTOB CHIBOPOTKU KPOBHU.
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[lpu nedeHMM TNPaKTHYECKH BCEMH aHTHOAKTEPHAJIbHBIMU CPEICTBAMH, B TOM YHCIE
KJIAPUTPOMUIIMHOM, OMHUCAHBI CIydyau IMCEBIOMEMOPAHO3HOTO KOJHTA, TSHXKECTh KOTOPOTO MOXKET
BapbUPOBATHCS OT JIETKOH CTEMEHH N0 yrpo’karomei >Ku3Hu. [Ipu JIedeHnn MpakTUYeCKH BCEMHU
aHTUOAKTEpPUATIBHBIMU TpernapaTaMd, B TOM YHCIE KIAPUTPOMHUIMHOM, OIHMCAHBI CIy4au
Clostridioides difficile-acconmupoBaHHOM nuapen, TSHKECTh KOTOPOW MOMKET BapbHpOBATHCA OT
JIETKOM TUapeu 10 yTPOKAFOIIETO KU3HU KOJIUTa. AHTHOAKTEpHaIbHBIE IPETIapaThl MOTYT H3MEHUTh
HOPMaJIbHYI0 MHKpPOQIIOPY KHIIEYHHKA, YTO MOXeT npuBectd K pocty Clostridioides difficile.
[IceBnomemOpaHo3HbIi KouT, BeI3BaHHbIN Clostridioides difficile, He06X0auMO OA03pEBATh Y BCEX
MAIUEHTOB, Y KOTOPBIX TIOCIIE MPUMEHEHHS aHTHOAKTEpHAIILHBIX CPEICTB pa3Bmiachk auapes. [locme
MIPOBEIEHHS Kypca aHTUOMOTUKOTEPANUU HEOOXOIUMO TIIATEbHOE MEAUIIMHCKOE HAOII0IeHHE 3a
narreHToM. ONUCHIBATIMCH CIIydau pa3BUTHS NICEBAOMEMOPAHO3HOIO KOJIUTA CIYCTS 2 MecsLa 1mociie
npreMa aHTHOMOTHKOB.

[Ipu nmedeHnn MakpoidWaaMu, BKIIOYAs KIAPUTPOMHIIMH, HAOIIOAATOCH YUIMHEHHE CEpIIeYHOMN
penonsipuzannu ¥ uHTepBaia QT, BbI3bIBasi pUCK Pa3BUTHUS CEPACYHON apUTMHUH U KEITYyIO0YKOBON
TaXUKapAMM TUNA «UpysI™» (cM. pasaen 4.8.). Tak kak ciemyrone CUTyallud MOTYT TPUBECTH K
YBEIIMYCHUIO PUCKA PA3BUTHS JKEITYJAOYKOBBIX apUTMUI (B TOM YHCIIE JKETYJTOYKOBOU TaXUKapIuu
TUIIA ITUPYIT»), TO:

® KJIAPUTPOMHUIIMH HE JODKEH MPUMEHATHCS Y CICIYIONINX KaTeTOPUi TTAIlMeHTOB:

- Yy HaIMeHTOB C TUTIOKanueMuen (cM. pasjaen 4.3.);

- Yy HaIlMeHTOB ¢ TUNoMaraueMueit (cm. pasuen 4.3.);

- Y TaIHMEHTOB, OJHOBPEMEHHO IOJYYAIONIMX KIAPHUTPOMHUIIMH C aCTEMH30JIOM,
LU3AMPHUIOM, TUMO3KIOM U TepdeHaauHoM (cM. pasznen 4.3.);

-y TallMeHTOB C BPOXKICHHBIM WM TPUOOPETEHHBIM 3apPETHCTPUPOBAHHBIM
ynnuHeHueM nHaTepBana QT win HaMIreM ey I09KOBO apUTMHU B aHAMHE3€ (CM.
pasnen 4.3.);

® KIAPUTPOMHULUH JOJDKEH INPUMEHATBCA C OCTOPOKHOCTBIO Y CIECAYIOIIMX KaTeropui
MAlUEHTOB:
-y namueHtoB ¢ WBC, Tsbkenod cepaedyHoil HEIOCTaTOYHOCTBIO, HAPYIIEHUSMU
MPOBOAMMOCTH WM KIMHUYECKU 3HAYUMOH Opafukapauneii;
-y NAUUEHTOB, OJHOBPEMEHHO IPUHUMAIOIIMX APYIHe JICKAPCTBEHHbIE IPENaparsl,
cBsi3aHHBIC ¢ yuymmHeHueM natepsana QT (cm. pazmen 4.5.).

[lepen HaznaueHneM npemapara poMUITHL YHO, SBIISIOMIETOCS MAKPOJIHTHBIM aHTHOMOTHKOM, BCEM
nayueHTaM, MPUHUMAIOLIMM THIPOKCUXJIOPOXUH HIIH XJIOPOXHUH, TIIATEIILHO B3BECHTE COOTHOLICHUE
IMOJIb3bl U PHCKA H3-3a MOTCHUOUAJIBbHO ITOBBIIICHHOI'O pHCKa CEPpACHYHO-COCYIUCTBIX cOOBITHH U
CEPIIEYHO-COCYTUCTON cMepTHOCTH (cM. pazzaen 4.5.).

B xozxe »nuIeMuOIOrMYecKuX HCCIEIOBAHUNA IO M3YYEHHIO PHCKAa HEOJAronpUATHBIX CEpAECYHO-
COCYIUCTBIX UCXO0B IPU MPUMEHEHUN MaKpOJIUJOB ObUIHM MOJYyYEHbl HEOAHO3HAUHbIE PE3YIbTaThI.
B HexoTophIX HAOIIOJATENBHBIX UCCIIEJOBAaHUSX ObUT YCTAaHOBIIEH KPATKOBPEMEHHBIH PUCK Pa3BUTHS
apuTMHH, MH(ApKTa MHOKapJa U CMEpPTH OT CepIEeYHO-COCYAUCTHIX 3a00JI€BaHUM, CBS3aHHBIM C
NPUMEHEHUEM MaKpOJIMJIOB, BKIOYask KJIapuTpoMULKH. [Ipy Ha3HaUE€HUU KJIAPUTPOMULIMHA CIIEAYET
COOTHOCHUTB IIPEATIONIAraceMyIo 013y OT IIPHEMa IIpenapara ¢ JaHHbIMU PUCKAMHU.

Bo3MokHO pa3BUTHE MEPEKPECTHON PE3UCTEHTHOCTH K KIIAPUTPOMULIMHY U APYTUM aHTHOMOTHKAM
TPYIIIBI MAKPOIHUIOB, @ TAKKE JIMHKOMUIVHY W KIVMHIAMULIVHY.

YuyutsiBas pacTymyro pe3uCTCHTHOCTDb Streptococcus pneumoniae K MakpoJinJaM, BaXXHO ITIPOBOAUTDb
TCCTUPOBAHUEC YYBCTBUTCIIbHOCTH IIPU HASHAYCHUHN KIIAPUTPOMHUIIMHA MIAIUCHTaM C BHEOOILHUYHOMN
MMHEBMOHUEH. HpI/I TOCIHTAILHOM ITHEBMOHHUHU KIIApUTPOMHUIIUH CICAYCT IPUMCHSATH B KOM6HHaHI/II/I
C COOTBCTCTBYHOIIMMU AHTUOMOTHKAMH.
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Nudexknnn KoKM M MATKUX TKaHEH JISTKOW W CPEJHEH CTENCHHM TSIKSCTH 4Yallle BCETO BBbI3BaHBI
Staphylococcus aureus w Streptococcus pyogenes. Ilpm 3ToM 00a BO30YIUTENST MOTYT OBITH
YCTOHYMBHI K Makposmaam. [103ToMy BasKHO MMPOBOIUTH TECT Ha YYBCTBUTEIHLHOCTb.

Makponuabl MOKHO HPUMEHATh NpH HWHOGEKIUIX, BbI3BaHHBIX Corynebacterium minutissimum,
3a00JeBaHMSIX KOKU (YIpH BYJIbIapHbIE U POKa), @ TAKXKE B TEX CUTYaLUX, KOT/Ia HEJb3s IPUMEHSTh
MEHUIIIITHH.

B ciiygae mosiBeHUS OCTPBIX pEaKIUi THIIEPIYBCTBUTEIBLHOCTH, TAKMX KakK aHa(MIaKTHYeCcKas
peakiusi, cepbe3Hble KOXKHBIE HEKeJaTelIbHbIE PEeakIuu (HampuMep, OCTPBIA TeHepaTu30BaHHBIN
9K3aHTEMATO3HBIN MycTyne3), cuHapoMm CTuBeHCa-/[PKOHCOHA, TOKCHYECKHHA JIUACPMAabHBIN
HEKpPOJM3 W JIEKapCTBEHHAs ChIIb C d03uHOGWIMEd M cuctemMHod cumnromatukoil (DRESS-
CUHJIPOM) HEOOXOIUMO Cpa3y K€ MPEKPATUTh ITPUEM KIAPUTPOMHUITMHA U HAYaTh COOTBETCTBYIOIIYIO
Teparnuio.

B cityuae coBMecTHOrO MpUMEHEHHUs ¢ BaphapuHOM WIN IPYTUMU HEMPSIMBIMH aHTUKOATYJISIHTaMHU
HEO0OXOJMMO KOHTPOJHMPOBATh MEXKIyHApPOAHOE HOpManu3oBaHHoe oTHomenne (MHO) wu
MPOTPOMOHMHOBOE BpeMmst (cM. pazzen 4.5.).

Cnenyer coOmoJaTh OCTOPOXKHOCTH IPU OJHOBPEMEHHOM INPUMEHEHMH KJIAPUTPOMHIUHA C
MepOpaTbHBIMU AHTUKOATYJISTHTAMH TPSMOTO JACWCTBUS, TAKUMU Kak Ja0uratpaH, puBapokcadaH,
anukcabaH u 310KcabaH, 0COOCHHO Y MAlMEHTOB C BHICOKUM PUCKOM Pa3BUTHSA KPOBOTEUEHHS (CM.
pasnen 4.5.).

BcnoMorarenbHbIe BelllecTBa

Jlakxmo3sa

JlaHHBIN JeKapCTBEHHBIA MpernapaTr He clieqyeT NMPUHUMATh NalMeHTaM C PEAKO BCTpEedarollencs
HAaCJIEJICTBEHHOW HENEePEHOCHMOCTBIO TaIaKTO3bl, JIAKTA3HON HEJIOCTATOYHOCTHIO WIJIM TIIFOKO30-
raJakKTO3HOM MabaOCOpOIIHE.

Hampuii

JlaHHBIN JIeKapCTBEHHBIN mpenapaT coiepkUT MeHee 1 mMmoinb HaTpus (23 mr) Ha 1 Tabnerky, To
€CTb, 110 CYTH, «HE COACPIKUT HATPHUSI».

JlaHHBIN JIEKapCTBEHHBIN MperapaT COAEpKUT 25,7 Mr HaTpus Ha 2 TaOJETKH, YTO HKBUBAJICHTHO
1,285 % ot pexomenmyemoro BO3 s B3poCIOro 4YenoBeKa MaKCHUMAallbHOTO €XKEJTHEBHOTO
MOCTYIUICHUS, PAaBHOTO 2 T HaTpHsl.

4.5. B3aumojeiicTBMe ¢ JAPYrHMM JIEKAPCTBEHHLIMHM MpemapaTaMd W JApPyrue BHAbI
B3aHMOdeHCTBUSA

IIpoTuBOIOKa3aHHBIC KOMOHMHAINKN

[IpmeHeHune ciaenyronmx npenapaToB COBMECTHO € KIAPUTPOMULIMHOM IPOTHBOIIOKA3aHO B CBSI3U
C BO3MOXHOCTBIO Pa3BUTHS CEPbE3HBIX HEXKETATEIbHBIX PEaKIil.

Luzanpuo, numosuo, meppenadun u acmemu3on

[Ipn coBmecTHOM mpueMe KIApUTPOMHUIIMHA C LU3ANPHAOM, MUMO3HIOM, TeppeHAIUHOM WU
aCTEMHU30JI0OM COOOIIAIIOCH O TIOBBIIICHUH KOHIIEHTPAIMH HOCJIEAHUX B IJIa3Me KPOBH, YTO MOJXKET
OpUBECTH K yAnuHeHuto wuHTepBaa QT ¥ TOSABICHUIO CEpAEUHBIX AapUTMHM, BKIIOYas
KEIYIOUYKOBYIO TaXUKaApAMIO0, GUOPHIUIALMIO KEyJOYKOB M SKEIYAOYKOBYIO TaXMKapJHIO THUIA
«apya T (cM. paszznen 4.3.).

Anxanoudwvl cnopvinbu

ITocTperucTpauiOHHBIE HCCIENOBAaHMSA IOKAa3bIBAIOT, YTO IPU COBMECTHOM IIPUMEHEHHUH
KJIQPUTPOMUIIMHA C 3PTOTAMUHOM WM JUTHIPOIPrOTAMHUHOM BO3MOKHBI clenyromue 3¢ QeKTsl,
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CBSI3aHHBIC C OCTPBHIM OTpaBICHUEM TpernapaTamMu TPYIIbl SPrOTaMHUHOB: COCYAUCTBIA CIa3M,
WIEMUs KOHEYHOCTEH W JIPYrMX TKaHEW, BKIIIOYas IEHTpabHYyl0 HepBHYIO cucremy (ITHC).
OnHOBpEeMEHHOE TIPUMEHEHNE KIAPUTPOMUIIMHA U aJKAJIOUI0B CIOPBIHBM MPOTHBOIIOKA3aHO (CM.
pasznen 4.3.).

Uneubumopwr I' MI-KoA-pedyxma3zwl (cmamutiovi)

OIHOBpEMEHHBIH NPHeM KIapUTPOMHUIIMHA C JIOBACTATHHOM WM CHMBAacTaTHHOM IPOTHBOIOKa3aH
(cM. pa3zen 4.3.) B CBSA3U C TEM, UTO JAHHBIC CTATHHBI B 3HAYUTEIBHON CTENICHH META00IN3UPYIOTCS
m3opepmentom CYP3A4, u coBMECTHOE HPUMEHEHUE C KIAPUTPOMHUIMHOM IOBBINIAET HX
CBHIBOPOTOYHBIE KOHLIEHTPALMH, YTO IIPUBOJNT K MOBBIIICHUIO PHCKA Pa3BUTUS MUONIATUH, BKJIIOYAs
pabmommomms. CooOmiamock o0 ciydasx pabgomMuonn3a y TAIMeHTOB, TNPUHUMABIIUX
KJIApUTPOMHUIIMH COBMECTHO C JIaHHBIMH IIpenaparamu. B ciiydae HE0OXOIMMOCTU HPUMEHEHUs
KJIAPUTPOMUIIMHA CIIEAYET MPEKPATHTh MIPUEM JOBacTaTHHA WM CUMBACTaTHHA HA BpeMs TE€paIHy.

KnapurpoMunua cienyer HpUMEHSTh C OCTOPOYKHOCTBIO IMPH KOMOWHUPOBAHHOM TEpamuu C
JPYTUMU CTaTUHaMH. B cirydae He0OXOIMMOCTH COBMECTHOTO TIpHeMa PEKOMEHIYETCsl TPUHUMATh
HaMMEHBIIYIO 103y CTaTWHA. PeKOMEHyeTcs MPUMEHTh CTaTUHBI, HE 3aBHCAIINE OT METa0OoIM3Ma
nzopepmenta CYP3A (nanpumep, ¢piayBactatun). CreayeT KOHTPOJIUPOBATh pa3BUTHE MTPU3HAKOB U
CHUMIITOMOB MUOTIATHH.

Muoaszonam ona nepopanvbroeo npumeneHus

[Tpu coBMeCTHOM MPUMEHEHUH MH1a30IaMa M KIIApUTPOMHIIMHA B JIEKAPCTBEHHON (opMe TaOIeTKH
(500 Mr 2 pasa B CyTKH) OTMEYAJIOCh YBEJIHMUYCHHE TUIOIMAIN 1Mo (papMaKOKHHETHUECKONH KPHBOM
«xoHueHtpamusi-spems» (AUC) wmmmazonmama B 7 pa3 TOCiHe TEpPOPAIBHOTO  TpueMa.
OnHOBpeMEHHBI NpPUEM KIAPUTPOMHUIIMHA C MHUJA30JIaMOM I TEPOPAIBHOTO NPUMEHEHUS
MPOTHUBOIIOKAa3aH (cM. pazzen 4.3.).

Jlomumanuo

OnHOBpEeMEHHBI TpPUEM KIAPUTPOMHULKMHA C JIOMUTAaNUAOM HPOTHUBOIOKAa3aH H3-3a pHUCKa
CYLIECTBEHHOI0 MTOBBIIEHHS aKTUBHOCTH TPaHCAMUHAa3 B IIa3Me KpoBHU (cM. paszaen 4.3.).

Tukaepenop, usabpaour u paHona3un

[TpoTuBOMOKa3aHO TNPHUMEHEHHE KIAPUTPOMHUIIHA BMECTE C THKAarpeiopoM, HBAaOpaAWHOM H
paHoJIa3uHOM, KOTOpble MeTabonu3upyorcs npeumymiectBeHHO CYP3A4 (cm. paznen 4.3.).

Buusiane npyrux gekapCcTBEHHBIX IIPENAPATOB HA KIAPUTPOMUIINH

[Ipemapatsl, sBistomecst wuuAykTopamu m3opepmenta CYP3A (mampumep, pudaMmummH,
¢denuTonH, kapbamaszenuH, GpeHobapOuTan, 3BepoOOil TPOABIPSBICHHBIN), MOTYT WHAYIIUPOBATH
MeTaboIM3M KIAPUTPOMULIMHA. DTO MOKET NPUBECTH K CyOTepaneBTHUECKON KOHILIEHTpaluu
KJIAPUTPOMUIIMHA U COOTBETCTBEHHO K CHIDKEHUIO ero 3¢ dextuBHOCTH. Kpome ToTr0, HE00X0anMo
HaOI0aTh 3a KOHIEHTpaIe naykTopa nzopepmenra CYP3A B murazme KpoBH, KOTOpask MOKET
MOBBICUTHCS M3-3a MHrHOupoBaHus uzodepmenta CYP3A kmapurpomunmuaom. IIpu coBmMecTHOM
npuMeHeHuu pudadyTiHa W  KIAPUTPOMUIIMHA HAONIONATOCh  MOBBIIICHHWE IUIa3MEHHOM
KOHIeHTparu pudadyTiHa W CHWKCHHE CHIBOPOTOYHOW KOHIIGHTPAIMW KIAPUTPOMHUITMHA C
MOBBILIEHHBIM PUCKOM Pa3BUTHUS YBEUTA.

Crnenyromue npenaparsl 007aJalOT JOKAa3aHHBIM WM OPEANojaraéMbiM BIMSHHEM Ha
KOHIICHTPAIMIO KIAPUTPOMHIIMHA B TUIa3ME€ KPOBH; B CIIydae MX COBMECTHOTO TPUMEHEHHS C
KJIAPUTPOMUIIMHOM MOJET IOTpeOOBaThC KOPPEKLHUS /103 WM IEPexoj] Ha ajJbTepPHATHBHOE
JICYCHHE).

Dgpasupens, nesupanun, puchamnuyun, pugadbymun u pughanenmun

CusbHBIE MHIYKTOPHI cUcTeMBI uToxpoma P450, Takue kak 3paBupeH3, HeBUpanuH, puQamIuiyH,
pudalbyTHH M puaneHTHH MOTYT YCKOPSATh MeTaboJIM3M KIApUTPOMHUIIMHA W, TaKUM 00pa3oM,
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MOHWKaTh KOHUEHTPAIMIO KJIAPUTPOMHUIIMHA B IUIa3ME€ KpPOBHM, M BMECT€ C TEM IIOBBIIIATh
KOHIIEHTpaIMio B Tuia3Me KpoBu 14-OH-knmapuTpomMuiiHa — MeTa0OJUTa, TAKKE SBIISIOMIETOCS
MHUKPOOHOJIOTHYECKH aKTUBHBIM. [10CKOIBKY MUKpPOOHOIOTHYEeCKast aKTHBHOCTh KIIAPUTPOMHUITNHA U
14-OH-kyapuTpoMuIIMHa OTJIMYAETCS B OTHOLIEHUM PA3JIMYHbIX OaKTepHii, TepaneBTHUYECKUI
3G (deKT MOXKET CHIKAThCS TMPH COBMECTHOM NPHUMEHEHUHM KIAPUTPOMHUIIMHA U HHIYKTOPOB
(bepMeHTOB.

Ompasupun

KoHnnentpauys Ki1apuTpoOMHMLIMHA CHI)KAETCSl IPU HCIIOJIB30BAaHUM 3TPaBHpPUHA, HO IOBBIIIAETCS
KOHIEHTpanus:  akTuBHoro  Merabomura  14-OH-knaputpomunmna.  I[lockomeky — 14-OH-
KJIAPUTPOMHUIIMH 00JIaZlaeT HU3KOW aKTUBHOCTHIO MO OTHOHmEHHIO K MAC-nH(peKuusM, MOXKEeT
MEHSTBCSL O0IIasi aKTMBHOCTh B OTHOIIEHHM 3THX BO30yauTeneil, mostomy st jedenus MAC
CJIElyET paccMaTpUBaTh AJIbTEPHATUBHOE JICUEHHE.

DnykoHazon

CoBmecTHbIi ipueM (urykoHaszona B 703e¢ 200 MI eXeJHEBHO U KJIapuTpoMuiimHa B 03¢ 500 mMr
2pa3a B cytku y 21 3m0poBoro A00pOBOJbIIA MPHUBENT K YBEIUYCHHIO CPEAHETO 3HAYCHUS
PaBHOBECHON MHHUMAJIBbHOM KOHUEHTpanuu KiapuTpoMuiuHa (Cmin) 1 AUC Ha 33 % u 18%
COOTBETCTBEHHO. [Ipy 3TOM COBMECTHBIH NMpHEeM 3HAYUTEIHLHO HE BIMSI Ha CPEIHIOI0 PABHOBECHYIO
KOHIICHTpAIlMI0  akTHBHOTO  Merabonmta  14-OH-knmaputpomunmua.  Koppekmust 10361
KJIApPUTPOMUIIMHA B CIIy4ae COMYTCTBYIOIIETO MpreMa (iayKoHa3oja He TpedyeTcsl.

Pumonasup

dapMaKOKMHETHUECKOE HCCIIEeI0OBaHHE IMOKAa3ana0o, YTO COBMECTHBIN NpPUEM pPUTOHABHpAa B JI03€
200 Mr kaxkasle 8 yacoB M KiapuTpomMuiuHa B fo3e 500 Mr kaxapie 12 yacoB MpUBEN K 3aMETHOMY
MOJAaBJICHUIO MeTaboin3Ma  KiapuTpomuuuHa. Ilpy  coBMecTHOM mpueme pHUTOHAaBHpa
MaKcUMajbHas IIa3MeHHas KOHLIEHTpalus (Cmax) KiIapuTpoMuiusa ysenuumwiach Ha 31 %, Cmin
yBenmuninack Ha 182 % m AUC yBenuuninack Ha 77 %. Bbulo OTMEUEHO NPaKTUYECKH IOIHOE
nojasieHne obpazoBanus 14-OH-knmapurpomunyuHa. briaromaps mmpokomMy TepaneBTHUECKOMY
JMana3oHy KJIapUTPOMHUIIMHA YMEHBIIEHHWE €ro J03bl Yy MAlMeHTOB C HOPMAJbHON MOYEHYHOMH
¢yHkuuerr He TpebyeTcs. Y TAIMEHTOB € TMOYEYHOH HEAOCTAaTOYHOCTHIO —IEIecO00pa3Ho
paccMOTpeTh  CIIEAYIONIMEe BapHaHThl Koppekmuu go3bl: mpu KK 30-60 m/muH  1o3a
KJIQpUTPOMUIIMHA JoJkHa ObITh yMeHblieHa Ha 50 %, npu KK wmenee 30 ma/mun nmo3a
KJIAPUTPOMUIIMHA JTOJKHA OBITH yMeHbIeHa Ha 75 %. B nmo3ax Gosee | r/cyT KIapuTpOMHMLIMH HE
ClIeTyeT IPUMEHSITh B COYCTAaHUH C PUTOHABHPOM.

CxoJHBIe KOPPEKIIMU 703 JOKHBI PACCMATPUBATHLCS Y TIAIIMEHTOB CO CHU)KEHHOW (DYHKITHEH MOYeK,
€CJIM PUTOHABHUP UCMOIb3YeTCs KaK (PapMaKOKMHETUUYECKUN «yCHIINTENb» MPU IPUMEHEHUH JIPYTUX
WHTHOWTOPOB TipoTeassl BHMY, Bkiaoyas arazaHaBUp M CakBHHABUP (CM. Tojpasfen
«JIByHanpaBJIeHHOE B3aMMO/ICHCTBUE JIEKAPCTBY).

eiicTBHE KJIAPUTPOMUIIMHA Ha M€ JCKapCTBEHHBIC MPEMapaThl
Anmuapummuueckue cpedcmea (XUHUOUH U OUZONUPAMUO)

B03MOXXHO BO3HUKHOBEHHME JKEIYIOYKOBOM TaXuMKapIuWu THUMA «IUPYIT» TPU COBMECTHOM
MPUMEHEHUU KJIAPUTPOMHIIMHA W XWUHHUIUHA WU Au3onupamuna. [Ipm ogHOBpeMEHHOM mpueme
KJIQpUTPOMHUIIMHA € O3TUMH [pernaparaMud  CIEAyeT pErysipHO IPOBOAMTH  KOHTPOJIb
anekrpokapauorpammel  (OKI') na mnpeamer ymiumHenuss uHTepBana QT, a Take ciemyeT
KOHTPOJINPOBATH CHIBOPOTOYHBIE KOHIIEHTPAIIMH STUX MPENapaTos.

B moctperucrpaniioHHOM TPUMEHEHHH COOOINATOCh O CIIydasX Pa3BUTHS TUIOTIIMKEMHH TIPU
COBMECTHOM TIpHEME KIAPUTPOMHUIIMHA H Ju3onupamuga. HeoOXoauMo KOHTPOJIUPOBATH
KOHIICHTPAIMIO TIIOKO3bI B KPOBU TIPU OJHOBPEMEHHOM MPUMEHEHUH KIAPUTPOMHUIIMHA H
JIM30TTHPaMHJIA.
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Ilepopanvuvie cunoznukemuveckue cpedcmea/ UHCyIuH

[Ipy coBMeCTHOM NMpPHUMEHEHUHM KIAPUTPOMMIIMHA U MEPOPATbHBIX THIOITTMKEMUYECKHX CPEICTB
(Hampumep, TPOM3BOAHBIC CYIb()OHWIMOUYEBUHBI) W/WIA WHCYJIMHA MOXKET HaOII0IaThCs
BbIpa)KE€HHAs TUNOrauKeMus. OJHOBpEMEHHOE NpPHUMEHEHHE KIAPUTPOMHUIMHA C HEKOTOPBIMH
TUMOTTIUKEMUYECKMMH  TIpernapataMu  (HampuMep, HATEeTJIMHUJ, MNUOMJIMTA30H, pENariidHug U
POCHUTIINTa30H) MOKET MpHUBECTH K MHruOupoBanuio nm3opepmenta CYP3A kmapuTpoMUIITHOM, B
pe3ynbTaTe Yero MOXKET Pa3BUThCS THIIOTIMKEMHUs. PekoMeHmyeTcs TIIATeNbHBIH KOHTPOIb
KOHIIEHTPAIMHU TIFOKO3HI.

Bzaumooeiicmesus, o6ycnosnennvie uzogpepmenmom CYP3A

CoBMeCTHBIN NpUEM KIAPUTPOMUIIMHA, KOTOPBIH, KaKk U3BeCTHO, UHTHOUpyeT nzopepment CYP3A,
U TIpenaparoB, IepBUUHO MeTabonmsupytomuxcs nsodhepmeHToM CYP3A, MOKeT acCOMUPOBATHCS
C B3aUMHBIM MOBBIIIEHHEM HX KOHIEHTpAalMHd, 4YTO MOXKET YCWIUTh MM TPOJUIMTH Kak
TepaneBTu4Yeckre 3(HEeKThl, TaK U HEXKEIATEIbHbIC PEaKIIH.

KnapurpoMunua criemayer ¢ OCTOPOKHOCTBIO MPHUMEHSATh NMAIlMEHTaM, MOIYyYaloluM MpenapaTsl,
sBisitonrecs cyocrparamu m3odepmenta CYP3A, ocoOeHHO ecnu 3TH Tpenaparhl UMEIOT Y3KUi
TepaneBTUYECKUN TUanazoH (Hampumep, kapOamasenuH), /Uil UHTEHCHBHO METa0OIH3UPYIOTCS
3TUM (epMeHToM. B ciyuae HE0OXOAMMOCTH AOJKHA MPOBOJUTHCS KOPPEKLUS 03Bl Mperapara,
MIPUHUMACMOT'0 BMECTE C KIAPUTPOMUIIMHOM. Takke 1O BO3MOXKHOCTH JOJDKCH MNPOBOJUTHCA
MOHUTOPUHT CHIBOPOTOYHBIX KOHIIEHTpPAIM{ MpernapaToB, IEPBUYHO META0OIM3UPYIOIIUXCS
nzopepmentom CYP3A.

Kopmuxocmepouowt

Crnenyer coOmogaTb OCTOPOXKHOCTh TPU OJHOBPEMEHHOM MPHMEHEHUH KJIAPUTPOMHIIMHA C
CUCTEMHBIMHM WM  WHTAIAIMOHHBIMH  KOPTHUKOCTEPOUJAMH, KOTOpBIE  MPEUMYIICCTBEHHO
Mertabonusupyrotcs uzopepmentom CYP3A, wu3-3a BO3MOXHOCTH YBEIWYCHHS CHUCTEMHOM
3KCIO3ULIMM  KOPTUKOCTpepousi0B. llpu OJIHOBpEMEHHOM MPUMEHEHUH ClIeyeT TIIATEIbHO
HaAOJTI0IaTh 32 MAIIMEHTaMH Ha TIPEJMET CUCTEMHBIX HEXeJIaTeIbHBIX 3(p()EKTOB KOPTUKOCTEPOUIOB.

MeTabou3M CIeayImuX MpenapaToB/KIaccoB OCyIecTBIseTCsS TeM ke n3opepmentoM CYP3A,
YTO W MeTadoMu3M KIAPUTPOMUIIMHA, HANpUMEp, alnpo3ojiaM, KapOamasemnuH, IHJI0CTa30ll,
OUKJIOCTIOPUH, JU30MUPAMUT,, METHINPEAHU30JI0H, MHUAA30JaM, OMEINpa3oll, MepopaIbHbIE
aHTUKOAryJsiHTBl  (Hampumep,  BapdapuH,  puBapokcabaH,  anukca0aH),  aTHUIIWYHBIC
AQHTUIICUXOTUYECKHE CpelICTBa (HampuMep, KBETHANWH), XUHUIWH, pudadbyTuH, cuiiaeHadu,
TaKpOJIUMYC, TpHazonaM M BuHOmactuH. Takxke k aronmcram m3opepmenta CYP3A orHOcsTCS
ClIeIyIOIUe Tpenaparhl, IPOTUBOIIOKAa3aHHbIE K COBMECTHOMY ITPUMEHEHHUIO C KIAPUTPOMUIIMHOM:
acTeMM30J1, IIU3anpU], TUMO3H, TepPeHa 1H, JOBACTATUH, CHMBACTAaTHH M AJKAJIOH]Ibl COPBIHBU
(cm. pasgen 4.3.). K mnpenaparam, B3auMOCHCTBYIOIIMM TIOJOOHBIM 00pa3oM uepe3 Ipyrue
n3opepMeHThI B pamkax cucteMbl CYP, oTHOCSATCS peHUTOMH, TEOMILTUH U BaJbIIPOEBas KMCIIOTA.

Henpsamvle aumukoazynsnmol

[Ipu coBmecTHOM IpueMe BaphaprHa U KIAPUTPOMHULIMHA BO3MOKHO KPOBOTEUEHHUE, BHIPAKEHHOE
yBenmmyenne MHO u mporpomOuHOBOrO BpemeHH. B ciydyae COBMECTHOrO NPUMEHEHHUS C
BaphapHHOM WU IPYTHMH HENPSIMBIMHI aHTUKOATYJITHTaMU HE00X0anMO KoHTpoupoBath MHO u
IPOTPOMOUHOBOE BPEMSI.

Ilepopanvnvie anmukoacynanmsi IpAMO20 0eucmeus

[epopainbHbIe aHTUKOATYJISIHTBI TIPSIMOT'O JICHCTBUS JaOUraTpaH U 370KcadaH sSBISIFOTCS CyOCTpaToM
i dddmokcHoro Oenka-nepeHocunka P-rmukomnporenna (P-gp). PuBapokcabanm m ammkcabaH
MeTabonu3upytores ¢ yuactueM uzopepmenta CYP3 A4 u taxke apiusroTcst cyocTpatamu amst P-gp.
Crnenyer coOmofaTb OCTOPOXKHOCTh HPU OJHOBPEMEHHOM MMPUMEHEHUH KJIAPUTPOMUIIMHA C
JAaHHBIMU TIpeTapaTaMu, OCOOCHHO Yy MAlMEHTOB C BHICOKMUM PHUCKOM Pa3BUTHUS KPOBOTECUCHHS (CM.
pasznen 4.4.).
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Omenpa3zon

Knapurpomunus (1o 500 Mr kaxapie 8 4acoB) UCCIIEIOBAJICS Y 30POBBIX B3POCIBIX 100pOBOJIBIIEB
B KoMmOuHammu c omenpazonoM (mo 40 mr exemHeBHo). [Ipum coBMeCTHOM MpHUMEHEHUU
KJIAPUTPOMUIIHA M OMEINpa3ojia paBHOBECHBIE IUIa3MEHHBbIE KOHIEHTPALMU OMeNpa3oiia ObLIH
yBenu4eHbl (Cmax B 1a3me kpoBu, AUCo.24 u nepuon nonysbiBeaenus (T72) yenuuunuce Ha 30 %,
89 % u 34 % cootBeTcTBeHHO). Cpennee 3HaueHHe pH *xenyjka B TeueHue 24 4acoB COCTaBUIIO 5,2
(mpu mpuemMe omemnpaszojia B OTACIBHOCTH) M 5,7 (OIpu MpUEME OMenpas3oja OJHOBPEMEHHO C
KJIAPUTPOMULITHOM ).

Cunoenagun, maoanaghun u eapoenaghun

Kaxxaprit u3 3tux nHruOuTOpoB dochoanscrepazbl MeTabOMU3UPYETCS, 110 KpaliHEeH Mepe, YaCTUIHO
¢ yuactueMm nzodpepmenta CYP3A. B 1o e Bpems msopepment CYP3A moxer HHruOupoBaThes B
NPUCYTCTBUU KiapuTpoMmunyHa. COBMECTHOE NPHUMEHEHHE KIAPUTPOMHIMHA C cuineHaduiom,
TajanaduioM WIu BapJeHa(QUIOM MOXKET IPUBECTU K YBEIMYEHUIO HHTUOUPYIOLIETO BO3AECHCTBHS
Ha (poconmrcrepaszy. Ilpu mpruMeHEHNH 3THX PENAPaTOB COBMECTHO C KJIAPUTPOMHIIMHOM CIIETyeT
paccMOTpeTh BO3MOXKHOCTh YMEHBIICHHS JI03bI cuuieHadmia, Taganaduia u BapaeHaduia.

Teogunnun, kapbamazenun

[Ipu coBMecTHOM NPUMEHEHHH KJIApUTPOMHIIMHA M Teo()UUIMHA WM KapOaMasernuHa BO3MOXKHO
MOBBIIEHNE KOHIIEHTPALMU JAHHBIX IPENApaTOB B CHCTEMHOM KPOBOTOKE.

Toamepooun

[TepBuuHbIii METaOOIU3M TONTEPOAMHA OCymiecTBIsIeTcss yepe3 2D6 m3odopmy muroxpoma P450
(CYP2D6). Opmnako B 4yacTu nomyiasiuuu, JunieHHoW wuzodepmenta CYP2D6, merabonusm
npoucxoaut yepes uzopepment CYP3A. B »Toii rpynme HaceneHus mojaBieHHe u3ohepMeHTra
CYP3A npuBoauT K 3HAYUTETHHO OOJiee BBICOKMM KOHIICHTPAIMSAM TOJTEPOAMHA B CHIBOPOTKE
KpoBU. B momymsauum ¢ HM3KUM ypoBHeM Metabonm3ma uepe3 m3odpepment CYP2D6 moxer
noTpeOOBATHCS CHIKEHHUE J103bI TOJITEPOAMHA B MPUCYTCTBUH HHTHOUTOPOB M30depmenta CYP3A,
TaKWX KaK KIapUTPOMHUIIHH.

benzoouaszenunvl (nanpumep, annpazonam, Muoasonam, mpuasonam)

[Ipu coBMecTHOM IPUMEHEHNHU MU1a301aMa 1 TabseTok kiapurpomuiaa (500 Mr 1Ba pas3a B CyTKH)
ormeuanock yBenuueHue AUC wmupazonama B 2,7 pa3a Mmocie BHYTPUBEHHOIO BBEACHHUS
Mugazonama. Ecim BMecTe ¢ KIIApUTPOMUIIMHOM TPUMEHSIETCS BHYTPUBEHHAs (hopMa MHa30jiaMa
CJIelyeT TIATEIbHO KOHTPOJINPOBATh COCTOSHUE MAllMEHTA JUIsl BO3MOKHON KOPPEKLMHU JA03bI.

BBCI[GHI/IG JICKApCTBCHHOT'O IIperiapara 4€pe3 CIU3UCTYIO 06OJ'IO‘IKy IMMOJIOCTH pPTa, KOTOPOC OaCT
BO3MOYKHOCTE 000HTH MNPECUCTEMHYIO JJIMMHUHAIUIO JICKAPCTBCHHOI'O IIp€riapara, CKOpEEC BCEro,
MMpUBEACT K B331/IMOZ[€I71CTBI/IIO, AHAJIOTUYHOMY TOMY, KOTOPOC Ha6H}OJIaeTC$I npu BHYTPUBCHHOM
BBCIACHHUU MHJ1a30JIaMad, a HC IIPpU IICPOPAJIbHOM IIPpUEMC.

Takue sxe Mepbl IPeAOCTOPOKHOCTU CIEAYeT IPUMEHSTh U K IpyrUM O€H301Ma3eHaM, KOTOpbIe
Merabonmusupyrorcss  u3zopepmentom CYP3A, Brmouas TpuazojaM | anmpaszojam.  Jlis
0eH30/1Ma3eNMHOB, BBIBEJICHHE KOTOPBIX He 3aBUCHT OT m3opepmenta CYP3A (Temasemawm,
HUTpa3enaM, Jiopas3enaMm), MaJOBEPOSTHO KJIMHUYECKHM 3HAUMMOE  B3aUMOJCHCTBHE C
KJIAPUTPOMUILIMHOM.

[Ipu coBMecTHOM NMPUMEHEHUH KJIAPUTPOMUIIMHA U TpUa30JiaMa BO3MOXHO BozaercTBue Ha LIHC,
HalpUMep, COHJIMBOCTb M CIIyTaHHOCTb CO3HaHMs. B CBf3M ¢ 3TUM B cilydyae COBMECTHOIO
MIPUMEHEHUS! PEKOMEHAYETCs CIeUTh 3a cuMmnTomMamu Hapymenust LIHC.

B3anMoelicTBHS ¢ ApYyTUMHU IpenapaTaMu

Konxuyun
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Konxunun sBnsercs cyOctpatom kak u3odepmenta CYP3A, tak u Oenka-nepeHocunka P-gp.
W3BecTHO, YTO KIAPUTPOMHUIIMH MU JAPYrHe€ MAKpOJHUIbI SBISIOTCS HHTHOUTOpaMH H30(epMeHTa
CYP3A u P-gp. IIpu coBMecTHOM npueme KJIAPUTPOMHIIMHA M KOJXHIWHA MHrHOupoBanue P-gp
u/umu  u3zodepmenta CYP3A MoxeT mnOpuBeCTH K YCWICHHIO JEHCTBUA  KOJXHIIMHA.
3aperucTpupoBaHbl MOCTPETUCTPAIMOHHBIE COOOIICHUSI O CIy4asx OTPABJICHUS KOJXULIUHOM NpPHU
€ro OJHOBPEMEHHOM MpHeMe C KIApUTPOMHUIIMHOM, dYalle y MAIHEeHTOB MOXHJIOTO BO3pACTa.
HekoTopsle 13 ONMCAaHHBIX CIy4aeB MPOUCXOIWIN Yy MAlMEHTOB € MOYEYHOH HEeI0CTaTOYHOCTHIO.
Kak coo0mianock, HEKOTOpbIE CIydan 3aKaHYMBAIUCH JIETAIBHBIM HCXOJOM.

OnHOBpEeMEHHOE TTPUMEHEHHE KIIAPUTPOMHUIIMHA U KOJIXUIIMHA TTPOTHUBOIIOKA3aHo (CM. paszen 4.3.).
Jlueokcun

[Ipenmonaraercsi, 4To IUTOKCHH sBisieTcsa cyoctpatom P-gp. M3BecTHO, YTO KIAPUTPOMHIIUH
uHrubupyer P-gp. Ilpu coBMecTHOM npueMe KIapuTPOMMIIMHA U IUTOKCHHA UHrHOupoBaHue P-gp
KJIapUTPOMHULIMHOM MOKET NPHUBECTH K YCWJIEHHIO NEWCTBUA IUrokcuHa. IlocTperucrpauroHHbIe
HCCJIEJOBAHUS NOKA3aJId, YTO COBMECTHBIM IPUEM JMIOKCHHA M KIAPUTPOMUIIMHA TaKXKE MOXKET
IIPUBECTH K IOBBIIIECHUIO CHIBOPOTOYHOM KOHLIEHTpAaIlMM IWTOKCHUHA. Y HEKOTOPBIX NAlMEHTOB
OTMEYAJUCh KIMHUYECKUE CHMITOMBI OTpPAaBJIEHUS JUTOKCHHOM, BKJOYas MOTEHLUUAIbHO
JeTanabHble apUTMHHM. [Ipyu COBMECTHOM IpuemMe KIIapUTPOMULIMHA U IUTOKCHHA CIEAYET THIATEIbHO
KOHTPOJIMPOBATh KOHLIEHTPALMIO JUTOKCHHA B CHIBOPOTKE KPOBH.

3u008youn

OnHOBpEeMEHHBIH NpreM TabJIeTOK KIApUTPOMUIIMHA U 3UJI0OBYAMHA NEpopabHO B3pociasiMu BUY-
MHQUIUPOBAHHBIMU TAIUEHTAMHU MOXKET MPHUBECTH K CHIDKEHUIO PaBHOBECHOW KOHIIEHTPALUU
3UIOBYIMHA.

ITockonbKy KIApUTPOMHUIIMH BIMSAET HA BCACBIBAHME 3HMIOBYAMHA IIPU IIEPOPAIBHOM IIPHEME,
B3aUMOJICHCTBUS MOXHO B 3HAUUTEIILHON CTENEHM M30€XaTh, NPHUHUMAs KIAPUTPOMHLUH U
3UJOBYIUH C uHTepBasoM B 4 yaca. IlogoGHoro B3ammopeilcTBust He HaOmogamu y BUU-
MHQUIMPOBAHHBIX JETEH, MOTyYarOLIUX AETCKYIO CYCIIEH3HIO KIAPUTPOMHUIIMHA C 3UI0BYANHOM HIIH
JUIE30KCUMHO3MHOM. [IOCKOIBKY KIAapUTPOMHULIMH MOXKET IPEIATCTBOBATH  BCACHIBAHHUIO
3UJOBYJIMHA IIPU MX OJHOBPEMEHHOM IIpUe€ME BHYTPh Yy B3pOCIbIX MAIEHTOB, MOJO0HOE
B3aMMOJEHCTBUE BPsJL JIM BO3ZMOKHO IIPH MCIIOJb30BaHUH KIIAPUTPOMHULIMHA BHYTPUBEHHO.

Denumour u sajibnpoesas Kucioma

Nmerorcs  npaHHple o0 B3auMopaeWcTBUM  MHruOuropoB uszopepmenta CYP3A  (Bkimrouas
KJIAPUTPOMUIIMH) C IpernapaTtaMH, KOTOpble HE MeTa0OIM3HPYIOTCS C IOMOINBI0 H30(pepMeHTa
CYP3A (denutomn wu BamblipoeBas KHCIOTa). [l IaHHBIX MpernapaToB HpPH COBMECTHOM
NPUMEHEHNH C KJIIAPUTPOMULIMHOM PEKOMEHIYETCsI OIIpeIeICHUE UX CHIBOPOTOYHBIX KOHIIEHTPALINH,
TaK KaK UMEIOTCSl COOOUIeHHS 00 UX MOBBIIICHUU.

JIByHaImpaBJIeHHOE B3aMMOJICUCTBHE JIEKAPCTB

T'uopoxcuxnopoxun u X10poxun

Jannple  HaAOMIOAGHWH  TIOKAa3aJiMd, 4YTO COBMECTHOE IMPHMEHEHHE a3UTPOMHIIMHA C
THJIPOKCUXJIOPOXUHOM y MAllMEHTOB C PEBMATOUHBIM aPTPUTOM CBSI3aHO C MOBBIIIEHHBIM PUCKOM
CepACYHO-COCYAUCTHIX COOBITHI U CEepPAEYHO-COCYIUCTON CMEPTHOCTH. KiapuTpomuuuH criemayeT
HCIIONIb30BaTh C OCTOPOXKHOCTHIO Yy MAIlMeHTOB, MOJIYYAIOIIUX 3TH MpPErmapaThl, KOTOPHIE, Kak
M3BECTHO, yUINHSAIOT uHTepBai QT, 13-3a BO3MOKHOCTH pa3BUTHS CEPACUYHON apUTMHUH U CEPhE3HBIX
HEXeNaTeNbHbIX CEPIEYHO-COCYAUCTHIX SBJICHUN.

Ama3zanasup

KnapurpoMunina 1 atazaHaBup SIBJISIOTCS Kak cyOCTpaTamu, TaK U MHTHOMTOpaMHU M30(epMeHTa
CYP3A. CymecTByeT CBUAETEILCTBO JIBYHANPABICHHOTO B3aMMOJEHCTBHUS ATHX HPENaparos.
CoBmecTHOe npuMeHeHue kinapurpomuuHa (500 mr aBa pas3a B cyTku) u atazanaBupa (400 mr onuH
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pa3 B CyTKHM) MOXET MPHUBECTU K JBYKPATHOMY YBEJIMYEHHUIO BO3IEHCTBUS KIApUTPOMHIIMHA U
yMeHblIeHuto Bo3aencteus 14-OH-knapurpomuninaa Ha 70 % c yBennuennem AUC aTazaHaBupa Ha
28 %. bnaromapsi mIMpoOKOMY TepaneBTUYECKOMY AHMANA30HY KIAPUTPOMHUIIMHA YMEHBIIEHUSI €ro
7103l Y MAIMEHTOB C HOPMaJbHOW (yHKUHMEH mouek He Tpedyercs. Y NalMEeHTOB C MOYEYHOMH
HEJO0CTaTOYHOCThIO cpeaneit crenenu TsukecTH (KK 30-60 mur/MuH) 1o3a KI1apuTpOMHUIIMHA JOKHA
ObITh yMenbiieHa Ha 50 %. Y manuenToB ¢ KK menee 30 Mii/MUH 103y KIapUTPOMHIIMHA CIIETYET
CHM3UTh Ha 75%, mpuMeHssl [UI1 53TOTO COOTBETCTBYIOUIYIO JIEKapCTBEHHYIO (opmy
KJIapuTpoMuluHa. KinaputpoMuuuH B 1o3ax, npessimatomux 1000 Mr B CyTKH, HENb3s IPUMEHSTh
COBMECTHO ¢ MHTHOMTOPaMH MpoTeas.

bMKK

[Ipu omnoBpemenHoM mnpumeHeHuHn kinaputpomuiinia U BMKK, koropeie mertabonmzupyrorcs
nzopepmentom CYP3A4 (manpumep, BepamnaMusl, aMJIOAMIINH, TWITHA3EM), CIelyeT COOJII0JIaTh
OCTOPO’KHOCTh, TOCKOJIBKY CYHIECTBYET PHUCK BO3HHMKHOBEHHS apTEpUANbHON THUIOTEH3WU.
[Ina3mMeHHbIE KOHIIGHTpanWMU KiapuTpomunuHa, kak u BMKK, Moryr moBbeimarthcs mpu
OJTHOBPEMEHHOM TPUMEHEHUHU. ApTepHajbHas THIOTEH3Ms, OpajiuapuTMUs M JIAKTOALMJ03
BO3MOJKHBI ITPH OJTHOBPEMEHHOM IpHEME KJIapUTPOMUIIMHA U BeparaMuia.

Hmpaxonazon

KnaputpoMuiiia 1 uTpakoHa3ol SIBISIOTCA cyOcTpataMu U uHruouropamu msogpepmenta CYP3A,
4TO ONpeJenseT BYHAIPaBIEHHOE B3aMMOAEHCTBHE IpenaparoB. KIapuUTpOMUIIMH MOXET
MOBBICUTh KOHLEHTPALMIO UTPAKOHA30JIa B IIa3M€ KPOBH, B TO BpeMs KaK UTPAKOHA30J MOXKET
MOBBICUTh  IIA3MEHHYIO  KOHIGHTPALMWIO  KJIAPUTPOMHMIMHA. [lalMeHToB, OJHOBPEMEHHO
IPUHUMAIOLIMX HUTPAKOHA30J1 U KIAPUTPOMHLUH, CIEeIyeT TINATEeIbHO OOCIEeN0BaTh HA HAIUYUE
CHUMIITOMOB YCWJIEHHMsS WM YBEIWYEHUS [UINTEIbHOCTH (apMakonornyeckux 3¢¢exkroB 3Tux
Ipernaparos.

Caxkeunasup

KrnaputpoMuiine u cakBUHABHUD SIBISIOTCS cyOcTparamMu W mHrHOMTOpamu m3odepmenta CYP3A,
YTO ONpeAesseT ABYHANpaBICHHOE B3auMOJAeWCTBUE mIpemnaparoB. OIHOBpeMEHHOE MPUMEHEHUE
kimapurpomuiHa (500 Mr fBa paza B CyTKH) M CaKBHHaBHpa (B MSTKHX KEJATHHOBBIX Karlcyiax,
1200 mr TpUM pasza B cyTku) y 12 3mopoBbix moOpoBosblieB Be3bBai0 yBeaumdeHHe AUC 1 Crax
cakBuHaBupa Ha 177 % wu 187 % COOTBETCTBEHHO B CpaBHEHMU C INPHUEMOM CAaKBHHAaBHpa B
oraenbHOCTU. 3HaueHUs AUC U Crax KITapuTpoMUIIHA ObUTH TpHOIH3UTENsHO Ha 40 % BhIIIE, YeM
MIPH MOHOTEPANUH KIAPUTPOMHUIIMHOM. [Ipy COBMECTHOM NMPUMEHEHWH STHX JIBYX NpErapaTtoB B
TE€YEHUE OTrPaHMYEHHOI'0 BPEMEHH B J103aX/COCTAaBaX, yKa3aHHbBIX BBILIE, KOPPEKUUH H03bI HE
TpeOyercs. PesynmbTaThl wHcciienoBaHMA JIEKAPCTBEHHBIX B3aMMOJCUCTBUN C HCIOIb30BAHUEM
CaKBHHABHpa B MSTKHX OJKEJATHMHOBBIX KalCyllaXx MOTYT HE COOTBETCTBOBaTh d(derram,
HaO0JI0JaeMbIM NIPU NIPUMEHEHUU CAaKBHUHABHMpA B TBEP/BIX JKEJIATUHOBBIX Kallcynax. Pe3ynbTarhl
WCCJIEIOBAHUS JICKApPCTBEHHBIX B3aWMOJICHCTBHM NMPH MOHOTEpANMU CAaKBUHABUPOM MOTYT HeE
COOTBETCTBOBaTh dd¢exram, HaOII0AaeMbIM TIPU TEpaliiid PUTOHABHPOM/CaKBUHABUpPOM. [lpu
IIpUEME CAaKBHMHABHpA COBMECTHO C PUTOHABUPOM CIEIYeT YYHUTHIBATH MOTEHUUAIBHOE BIIMSHUE
PUTOHABUPA HA KIAPUTPOMHULIMH.

4.6. DepTUIBLHOCTD, 0€PEMEHHOCTDH U JIAKTAIUSA

bepemeHHOCTD

be3onacHoCTh MpUMEHEHNS KIAPUTPOMUIIMHA ITPU OEPEMEHHOCTH HE YCTaHOBJICHA.
OcCHOBBIBasICh Ha Pa3jIMYHbIX PE3YJbTaTaX, MOJYYCHHBIX B UCCIEIOBAHUAX HA KUBOTHBIX, & TAKXKe
Ha OMBITE IPUMEHEHUS Y JIFOJICH, HeJb351 HCKITIOYUTh BO3MOYKHOCTH HEOJIArOMPHUATHOTO BO3IACHCTBHUS

Ha »MOpHoderanbHoe pa3zButue. HekoTopwle HabmOAaTerabHbIE HCCIEAO0BAaHUS, OLEHUBAIOIINE
Bo3aeiicTBue kinapurpomuiimHa B [ u Il Tpumectpax 6epeMEeHHOCTH, BBISIBUIIA MOBBIIIEHHBIH PUCK
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CaMOTIPOM3BOJILHOTO a0opTa 1O CpPaBHEHUIO C OTCYTCTBUEM AaHTHOMOTHUKOTEPANMH WM
MPUMEHEHUEM JIDYTHMX aHTHOMOTMKOB B aHAJIOTHYHbIE CpPOKM OepemeHHocTH. VMeromuecs
SMHUIEMUOJIOTUIECKHE HWCCIICIOBAHUS PHUCKA CEPHE3HBIX BPOXKICHHBIX IOPOKOB PA3BUTHS TPHU
NPUMEHEHUH MaKpOJIU/IOB, BKJIIOYAs KIAPUTPOMUIMH, BO BpeMsi OEPEMEHHOCTH JEMOHCTPUPYIOT
MIPOTUBOPEUMBBIE PE3YJIbTATHI.

[IpumeneHne kIapuTpoOMUIIMHA TPU OepeMeHHOCTH (0CO0eHHO B | TpuMecTpe) BO3MOKHO TOJIBKO B
cilyyae, KOT/Ia OTCYTCTBYET albTE€pHATHBHAs TEpamus, a MOTCHUHUAIbHAs IOJib3a AT Marepu
MIPEBBIIIAET MOTCHIUATBHBIN PUCK VIS TUIO/A.

JlakTanus

BbI10 ycraHoBneHO, 9TO peOCHOK, HAXOMISIIUICS HA TPYJHOM BCKapMIIMBAHHH, MOXKET ITOIYYHThH
okono 1,7 % oT MarepuHCKOW NO3bI KIAPUTPOMHUIIMHA C IONPaBKOW Ha MacCy Tella MaTepH.
besonacHocTh NpHUMEHEHHsS KIAPUTPOMMIMHA JUIS JAeTeil Ha TIPYyIHOM BCKapMJIMBAaHUHM HE
ycTaHoBleHa. [Ip1 He0OX0AMMOCTH IpHeMa B IEPUOJ TPy THOTO BCKapMIIMBaHUS KOPMIICHHUE IPYAbIO
HEOOXOIMMO MPEKPATHUTb.

DepTUIBHOCTD

HCCJ’IC,I[OB&HI/IH, IMPOBCACHHDBIC HA KPbICAX, ITOKA3aJIM OTCYTCTBUC BJIMAHUA HaA (bCpTI/IJ'IBHOCTB.

4.7. BausiHde Ha CHOCOOHOCTH YNPABJSTH TPAHCHOPTHBLIMHM CpeJACTBAMHM M PadoTaTh €
MeXaHU3MaMH

I[aHHBIe OTHOCHUTCJIbHO BJIMAHUA KIIApUTPOMHUIHMHA Ha CIIOCOOHOCTH YIpaBJIAATh TPaHCIIOPTHBIMHA
cp€acrtBaMu, MEXaHU3MaMH OTCYTCTBYIOT.

Crenyet co0r01aTh OCTOPOKHOCTH NPH YIPABICHUU TPAHCIOPTHBIMU CPEICTBAMH, MEXaHU3MaMH,
YUUTBIBas MOTEHLMAIbHYIO BO3MOXXHOCTH T'OJIOBOKPY)KEHHUS, BEPTHIO, CIIyTaHHOCTH CO3HAaHUS U
J€30pUEHTALINN, KOTOPbIE MOTYT BOZHUKHYTb IIPU IPUMEHEHUH JaHHOTO IIPerapara.

4.8. HexkennaTeJbHbIC peaknuu

Pe3roMe HexenaTeNnbHBIX PeaKIIUi

YacroTa BCTpeyaeMOCTH ONpe/iesieHa CIeAyOIM 00pa3oMm:

odeHb yacto (> 1/10);

gacto (> 1/100, Ho < 1/10);

Heuacto (> 1/1 000, Ho < 1/100);

penko (= 1/10 000, vo < 1/1 000);

oueHb peako (< 1/10 000);

94acTOTa HEU3BECTHA (HA OCHOBAHMH MMEIOLIUXCSI JAHHBIX OIICHUTh HEBO3MOXKHO).

HexenaTenbHble peakiMi CrPYNIMPOBAHbI B COOTBETCTBUU C IEPEUYHEM CHCTEMHO-OPTaHHBIX
kimaccoB (COK).

Hngpexyuu u uneazuu:

HEYacTo — LEUIIONUT!, KaHIWI03, TacTPOIHTEPMT?, BTOPUYHBbIE HH(EKIHH (B TOM 4HCIe
BarvHaJbLHBIC),

4acTOTa HEU3BECTHA — MICEBIOMEMOPAHO3HBIN KOJIUT, POXKa.
Hapywenus co cmoponvl uMMyHHOU cucmembi:
Y4acTO — CHIIb;

HeyacTo — aHa(MIaKTOMIHAs PEaKUHs', THIEePYyBCTBUTEIBHOCTD, OYJUIE3HBIH aepMmartut', 3y,

KpallMBHUILIA, MAKYJIOIIAITYJIC3HAA CBIHB3;
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94acTOTa HEU3BECTHA — aHA(MIIAKTUYECKAs PEaKInsl, aHTMOHEBPOTHYECKHI OTEK, CEPhE3HBIC KOIKHBIE
HEe)XeNaTeNbHbIe PEaKuH (HalpUMep, OCTPbI TeHepaJIu30BaHHBIN IK3aHTEMATO3HBINA IMyCTYyJeE3),
curanpoM CtuBeHca-/[>KOHCOHA, TOKCHYECKHN STUACPMATBHBIA HEKPOJIH3, JIGKAPCTBEHHAS! CHITb C
s03uHOGuIHel u cucteMuoi cumnromatukor (DRESS-cunmpom).

HapymeHuﬂ Mema60ﬂu3jvza U numaHus.

HEYaCTO — aHOPEKCHSI, CHIDKCHHUE aIeTHTA.
Tcuxuueckue napywenus.:

4acTO — OECCOHHUIIA,;

HEYacTo — 6eCMOKOMCTBO, MOBBILIEHHAS BO30YIMMOCTD;

JacToTa HECU3BCCTHA — IICUXOTUYCCKHUC paCCTpOﬁCTBa, CITYTAaHHOCTb CO3HAHU:A, ACTICPCOHAIU3AIINAA,
AcIpeccus, AC30pHUCHTal A, rajjIronyHanuuy, HapyHICHUA CHOBI/II[CHI/Iﬁ («KOH_[MapHBIC»
CHOBI/II[CHI/IH), napeCTe3unsa, MaHus.

Hapywenusi co cmopoHul HepaHOU cucmembi:

YacTo — roJIOBHAs 00JIb, JUCTEB3U,

HEYacTo — NOTeps CO3HAHMS', TUCKUHE3Hs ', TONOBOKPYKEHHE, COHIUBOCTD, TPEMOD;

94acTOTa HEU3BECTHA — CYJIOPOTH, areB3us (IIOTEPsl BKYCOBBIX OIIYIIECHHI), TAPOCMHUs, aHOCMHUSI.
Hapywenus co cmoponvl opeana ciyxa u 1abupunma.

HEYaCcTO — BEPTUTO, HAPYIIIEHUE CITyXa, 3BOH B yIIIaX;

4acTOTa HEM3BECTHA — TITyXOTa.

Hapywenus co cmoponul cepoya:

HEYacTo — ocTaHoBKa cepiual, ¢pubpumnsius npencepauit!, ymmuenue unteppana QT ma DK,
SKCTPACHCTONHA ', OIIyILEHHE CepLeOHeHHUS;

4acTOTa HEU3BECTHA — KEIYJIOYKOBas TaXUKaplus, B TOM YHUCIE THMA «IHPYIT», GUOPHILIAIUSL
KEIYyJOYKOB.

Hapywenus co cmopoHbl cocy0o08:

YacTo — Ba30IMIATALHS |

4acTOTa HEM3BECTHA — KPOBOTCUCHHUE.

Hapywenusi co cmoponvl OvixamenvbHOU cucmembl, 0peano8 epyOHOU KIemKU U CPeOOCHEeHUsL:
HEYacTo — acTMa', HOCOBOE KPOBOTeUeHHe’, TPOMO0IMOOIHNS JIErOUHO apTepHu’.
Hapywenusi co cmoponwl dceny0ouHo-KUesHo20 mpaKkma.

4acTo — JIMapesi, PBOTA, JIUCIICTICHS, TOIIHOTA, 00JIb B 00JIACTH KHBOTA;

HeyacTo — »530(arut’, racrpossodareanpHas pediokcHas OONE3Hb?, TACTPHT, NPOKTAITMs’,
CTOMATHT, TJIOCCHT, B3yTHE KHBOTA*, 3a10p, CyXOCThb BO PTy, OTPBIKKA, METEOPU3M, XolecTas?,
I'eraTuTr, B T. Y. XO0JIECTATUYECKUN MITH reHaTOHeHHIOHﬂpHBIﬁ4;

yacToTa HCHU3BCCTHA — OCprIf/’I IMaHKpPEaTuT, MU3MCHCHUC 1IBCTA A3bIKA H 3y6OB, IICYCHOYHAaA
HEAOCTATOYHOCTD, XOJIECCTAaTUYCCKAA XKEIITyXa.

Hapywenus co cmoponul Kodtcu u NOOKOICHbIX MKAHEU:
4acTO — UHTEHCUBHOE MTOTOOT/IEIICHUE;
4acTOTa HEM3BECTHA — aKHE.

Hapymeﬂu}z CO CMOpPOHbL szmelmoﬁ, KOCIMHOUL U COCOUHUMENbHOU MKAHU:
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HEYacTO — MBIIICUHBIH CIIa3M°, KOCTHO-MBIIIEYHAasl CKOBAHHOCTb', MUAJITHS;
4aCcTOTA HEM3BECTHA — PabIOMHONN3>*, MHONIATHS.

Hapywenus co cmoponbl no4eK u MO4e8bl800AUUX NYyMelL:

4acTOTa HEM3BECTHA — MOYEYHAsl HEIOCTAaTOYHOCTh, MHTEPCTUIHATIBHBIA HEQPHT.
Obwue napyulenus u peakyuu 8 Mecme 66e0eHUsL:

OYEeHb YacTo — (pIeOUT B MeCTe HHbEKIUK ' ;

4acTo — 60JIb B MECTE MHBEKIIUHU', BOCHIAIEHHE B MECTE MHBEKIIUN';

HCYACTO — HCI[OMOF&HI/IG“, FI/IHepTepMI/I513, aCTCHUA, oonp B I‘pyI[HOﬁ KIJICTKC

yTOMIAEMOCTE "

4 03H00%,

Jlabopamopuvie u uHcmpymenmanbHvle OaHHbLE.

YacTO — OTKJIOHEHHE B MIEUCHOYHON TIPOOE;

HEYAaCTO — IIOBBIMICHUEC KOHULCHTPALUH eraTI/IHI/IHal, IMOBBIIICHHUEC KOHLOCHTpalUunu MOLIGBI/IHBII,

M3MEHEHUE OTHOMICHHS albOyMUH/TIOOYIMH', Jeilikonenus, HelTponenus’, >03uHOPUIMS,
TpoMGoLUTEMHS’, HOBBIIIICHUE aKTHBHOCTHU aJlaHMHAMHUHOTpaHchepasbl (AJIT),
acmapraramusoTtpancdepassl (ACT), rammariayramunrpancdepassl (ITT)*, menounoit pocharassl

(LL®)*, naxraraeruaporenasst (JIAI)?;

YacTOTa HEM3BECTHA — arPaHyJIOIUTO3, TPOMOOIIUTONICHUS, yBenndeHue 3HaueHuss MHO, yummaeHne
IPOTPOMOWHOBOTO BPEMEHH, U3MEHEHHUE I[BETA MOYH, TOBBIIICHHE KOHIEHTpAIMN OWInpyOnHa B
KpPOBH.

* B HEKOTOPBIX COOOMIEHHUAX O pabaoMHONM3e KIAPUTPOMUIINH IPUHUMAJICS COBMECTHO C JPYTMMH JI€KapCTBEHHBIMH

CpEICTBaMH, C MPUEMOM KOTOPBIX, KaK H3BECTHO, CBSI3aHO Pa3BUTHE pabaoMuoiIn3a (CTaTHHBL, (prOpaThl, KOJIXHIUH HITH
AJJIOMYPHHOI).

' CoobIeHns 0 JaHHBIX HEXKEIATENbHBIX PEAKIMAX ObLIM MOIyYEHBl TOJIBKO IIPM NPUMEHEHWH KJIAPUTPOMHMIIMHA B
JICKapCTBEHHOW (hopMe THOPUITH3AT IJIsl IPUTOTOBICHHUS PACTBOPA JJIsl HH(Y3HIA.

2Coo0IIeHs O JTaHHBIX HEXKENAaTeNbHBIX PEaKIUAX OBbUIM MOJTyYeHbl TOJBKO MPH MPUMEHEHHM KIAPUTPOMULMHA B
JICKapCTBEHHOM (hopMe TabJIETKU C MPOJIOHTUPOBAHHBIM BBICBOOOKACHUEM, TIOKPBITHIE MJICHOUHOW 000JI0UKOH.

3COO6H.I€:HI/I$I O JAaHHBIX HEXKCJIATCIbHBIX PEaKIUIX ObLTH MOJYYCHBI TOJIBKO IpHU MNPUMCHCHHHU KIApUTpOMHUIHWHA B
HeKapCTBCHHOﬁ dpopMe TPaHyJIbl JUIA IIPUTOTOBJICHUA CYCIICH3UU JJIS1 TPUEMa BHYTPb.

4 Coo0IEeHNs O JAHHBIX HEKENATENBHBIX PEAKIMAX OBUIM MOTyYEHBl TOJBKO NPHM MPUMEHEHHM KIAPUTPOMHUIMHA B
JIEKapCTBEHHOH (hopMe TaOIeTKHN, TOKPHITHIE INICHOYHOH 000I0UYKO.

Oco0ble rpyInbl HAIMEHTOB

Hauuenmbz € NOOAGNEHHbIM UMMYHUMENOM

VY mam@eHToB ¢ cHHApPOMOM mpuHoOpereHHoro ummyHoxedummra (CIIMIA) wu  apyrumu
UMMYyHOAe(UIUTAMH, MOIYYalOIIUX KIAPUTPOMUIMH B 0Oojiee BBICOKMX J03aX B TEUYCHUE
JUINTEIIHOTO BPEMEHM IS JICUEHHMs MMKOOAKTEepUAJIbHBIX MH(EKUUH, 4acTO TPYAHO OTIMUYMTH
HexxenaTenbHble 3(dexTsl mpenapata oT cuMnTomMoB BUY-mH(EKIMH HIM COMYTCTBYIONIETO
3ab0JieBaHusL.

Hanbonee vacTeIMM HeXeNnaTeIbHBIMU SIBICHUSMH y TMAlMEHTOB, MPUHUMABIIUX CYTOYHYIO 103y
KIapUTpoMuIlMHa, paBHyto 1000 mMr, ObTM TOIIHOTA, PBOTA, M3BpAIICHUE BKyca, 00Ib B 00JIacCTH
JKUBOTA, JHMapes, ChIllb, METEOPHU3M, TIOJOBHas 0O0Jb, 3amop, HapylICHHE CIyXa, MOBBILICHHE
aktuBHocTd ACT u AJIT B kpoBu. Takke OTMEUaNUCh CIIydyau HEXKeNaTelbHbIX SIBJICHUN ¢ HU3KOM
4acTOTOW BOSHUKHOBEHUS, TAKHE KAK OJIBIIIKA, OECCOHHUIIA M CyXOCTh BO PTY.

VY manuMeHTOB € IMOJABIEHHBIM HMMYHHUTETOM HPOBOAMIM OIEHKY J1a0OpaTOPHBIX IOKa3aTelei,
aHAJIM3UPYS MX 3HAUYUTENbHbIE OTKIOHEHHSI OT HOPMBI (pe3Koe MOBBIIIEHHE WM CHIbKeHue). Ha
OCHOBAaHMH JaHHOrO KpuTepus y 2—3 % NauueHTOB, MOJIy4aBIIUX KIApUTPOMULUH B Ao3e 1000 mr
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€XKeTHEBHO, OBbLIIO 3aperucTpUpPOBaHO 3HaUnTeabHOE NoBbliieHre akTuBHOCTH ACT u AJIT B kpoBy,
a TaKXKe CHIDKEHHE YMCia JIGHKOIMTOB U TPOMOOIMTOB. Y HEOONBIIOrO YUCIIa MAUEHTOB TaKKe
OBLITO 3aPETUCTPUPOBAHO MOBBIIIICHNE KOHIIEHTPAINN OCTATOYHOTO a30Ta MOYEBHHBI.

CTH

[Ipeanonaraercs, 4To 4acToTa, TUI U TSKECTh HEKENATENBHBIX PEAKIMHA y NETEM Takue Ke, KaKk y
B3pOCJIBIX.

COO6HICHI/IG O ITOAO03PEBACMBIX HCKCIATCIbHBIX PCAKIINAX

Baxxno coo0mareh 0 MOMO3PEBAEMBIX HEKEIATENBHBIX PpEaKIUsIX I0CIEe  PETUCTPalluu
JIEKApPCTBEHHOTO TIperapaTta ¢ IeNbl0 00ecredeHus HEeMPEephIBHOTO MOHUTOPHUHTA COOTHOLIEHUS
«IoNb3a — PUCK» JIEKAPCTBEHHOIO MpemnapaTa. METUIMHCKUM paOOTHUKAM PEKOMEHIYEeTCs
coo0maTh 0 JTOOBIX MOI03PEBAEMBIX HEKEIATEIBHBIX PEaKIUIX JIEKAPCTBEHHOTO Iperapara yepe3
HAI[MOHAIBHBIE CHCTEMBbI COOOIICHHS O HEXKEIAaTeIbHBIX pEaKIUsIX TOCYIapCcTB — UICHOB
EBpasuiickoro s5koHOMUYECKOIo co03a.

Poccuiickas @enepauus

®denepanpHas ciryx0a 1o Haa30py B chepe 31paBOOXpaHESHUS

109012, r. MockBa, CnaBsiHCKasl III0Imas, a. 4, ctp. 1

Tenedon: +7 800 550 99 03

Anpec snexkTpoHHON mouThl: pharm@roszdravnadzor.gov.ru wim npr@roszdravnadzor.gov.ru

CaiiT B nH(OpMAITMOHHO-TEIEKOMMYHHUKAIIMOHHOU cetn «MHTepHeT: https://roszdravnadzor.gov.ru

Pecnybnuka benapychb

VII «lleHTp 3KCTIepTU3 U UCHBITAHUN B 31PAaBOOXPaHEHUI

220037, r. Munck, ToBapuiieckuii mep., 1. 2a

Tenedon: +375 (17) 242 00 29

®axc: +375 (17) 242 00 29

Anpec >neKkTpoHHON ToYTH: repl@rceth.by

CaiiT B mH(OpMaIIMOHHO-TEIICKOMMYHHUKAIIMOHHOHN ceTn «HTepHeT: https://www.rceth.by

Pecnybnuka Kazaxcran

PI'TI wa IIXB «HamuoHanbHBIA LEHTP 3KCHEPTU3bI JIEKAPCTBEHHBIX CPEJCTB W MEAUIIMHCKUX
mynemuiny  Komurera MemummuHCKOro ¥ (apMameBTUYECKOrO0  KOHTPOJIS  MMHHCTEpCTBa
3npaBooxpaneHus Pecnyonuku Kazaxcran

010000, r. Acrana, paiion baiikonslp, yi. A. Imanosa, 1. 13, BL] «Hypcayner 2»

Tenedon: +7 7172 235 135

Anpec snexktpoHHON ouThl: farm@dari.kz

CaiiT B MH(OpMaLIMOHHO-TEIEKOMMYHHUKAIIMOHHOW ceTH «HTepHeT: https://www.ndda.kz

Pecniy6nuka Apmenus

I'HKO «LleHTp 3KCHIEpTU3BI IEKAPCTB U MEAULUHCKUX TEXHOJIOTUI)

0051, r. EpeBan, ip. Komuraca, n. 49/5

Tenedon: (+374 10) 20 05 05, (+374 96) 22 05 05

Anpec 3neKkTpoHHON ouTHI: vigilance@pharm.am

Caiit B nuH(pOpPMAITMOHHO-TEIEKOMMYHUKAIIMOHHOM ceTh « HTepHeT: https://pharm.am

Kwipreizckas PecryOnmka

JlemapTaMeHT JIEKapCTBEHHBIX CPEICTB U MEAMIIMHCKUX M3/EITHIA

720044, Uyiickas obmnacts, r. bumkex, yi. 3-s Jlunus, 1. 25

Tenedon: +996 (312) 21 92 86

Anpec snexkTpoHHoN nouThl: pharm@dlsmi.kg

Caiit B nH(pOpMAaIIMOHHO-TEIEKOMMYHHUKAIIMOHHOH cetn «MHTepreT: https://www.dlsmi.kg

4.9. llepeno3npoBka
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CHUMOTOMBI

HpI/IeM OOoIBIION J03bI KJIIApUTPOMHUIHMHA MOXKET BbI3bIBATb CHUMIITOMBI HapymeHI/Iﬁ CO CTOPOHBI
KEIIYAJOYHO-KHUIICYHOI'O TPAaKTa.

VY opHOrO maryeHTa ¢ GUIOISAPHBIM PAacCTPOWCTBOM B aHAMHE3€ IIOCIIE TpHeMa 8 T KJIapUTPOMHUIIMHA
OIUCAHbl U3MEHEHUS INCUXMYECKOIO COCTOSHUS, MAPAaHOMJAIBHOE IMOBEICHHUE, TMIOKAIMEMUS U
TUIIOKCEMUSL.

Jleuenue

ITpu mepeno3upoBKe cieayeT yAaluTh HeabCOpOUPOBaHHBIN Mpenapar nu3 >KelyA04HO-KUIIETHOTO
TpakTa (IPOMBIBAaHUE JKEIyAKa, IPUEM AaKTHUBUPOBAHHOIO yIJIsI M Jp.) M IPOBECTH
CUMITOMATUYECKYI0 Tepamuio. ['eMoauanu3 M MEepUTOHEATbHBIM JAMaIN3 HE OKa3bIBAIOT
CYIIECTBEHHOTO BIMSHUS Ha KOHIICHTPAIMIO KJIAPUTPOMUIIMHA B CHIBOPOTKE KPOBH, YTO XapaKTEPHO
U JJI APYrUX IpenapaToB IPYyHIbl MAKpPOJIUI0B.

5. PAPMAKOJIOTMYECKHUE CBOMCTBA

5.1. ®apmakoanHaMnyecKHe CBOiicTBa

dapmakoTepaneBTHYECKass TPYIIa: aHTHOAKTEPUAIbHBIE CPEACTBA CUCTEMHOTO  JEHCTBUS;
MaKpOJIU/IbI, THHKO3aMHHBI H CTPETITOTPAMUHBL, MAaKPOJIU/IBI.
Kong ATX: JOIFAQ09.

MexaHu3M AeicTBUSI U d)&DM&KOI[PIH&MPI‘-I@CKI/IC Bd)d)CKTBI

KnaputrpoMunut sBaseTCs MOIYCUHTETUYECKUM aHTUOMOTUKOM TPYIIIBI MAKPOJIUJOB M OKa3bIBAET
aHTHOAKTEepHaILHOE AeHCTBUE, B3auMOIeHCTBYs ¢ S0S pubocomanbHO CyObeIUHUIICH U TTOIABIISSA
cHHTe3 OenKa OaKTepHii, YyBCTBUTEIBHBIX K HEMY.

KitapuTpoMULIMH TPOJAEMOHCTPHUPOBAII BEICOKYIO AKTUBHOCTD B YCIIOBHSX i1 Vifr0 B OTHOILIEHUH KaK
CTaHJAPTHBIX JIAOOPATOPHBIX IITAaMMOB OaKTEpui, TaK M BBIJIEJCHHBIX Yy MAllMEHTOB B XOJE
KJIWMHUYECKOMN MIPaKTUKH. HpOHBHHeT BBICOKYHO aKTHMBHOCTb B OTHOIICHHHU MHOTHX a3pO6HI>IX n
aHadPOOHBIX TPAMIIOJIOKHUTENBHBIX M TIPaMOTPULATEIbHBIX MHKPOOPTraHM3MOB. MUHHMaIbHBIC
noaasisitone konueHTpauu (MIIK) knapurpomuiivba ass O0JbIIMHCTBAa BO30YAUTENEH MEHBIIIE,
yem MIIK spurpomunaa B cpenaem Ha onHo logz pa3Benenue.

KnapurpoMuiiH B YCHOBHUSIX in Vifro BBICOKOAKTHBEH B OTHOIICHWW Legionella pneumophila,
Mycoplasma pneumoniae. Oxa3biBaeT 6akTepulluIHOE JAeiicTBUE B oTHOIIeHUH Helicobacter pylori;
JlaHHAs! aKTUBHOCTH KJIAPUTPOMUIIMHA BBIIIE IPU HEHTpabHOM pH, yem mpu KUciIoM.

Kpome Toro, nanssle, mojaydeHHble B YCIOBHUSIX i1 Vifro W in Vivo, yKa3blBalOT Ha TO, UTO
KJIAPUTPOMHUIIMH JICUCTBYET Ha KIIMHUYECKU 3HAYMMbIe BUIBI MUKOOaKkTepuil. Enterobacteriaceae n
Pseudomonas spp. Tak e, Kak ¥ Apyrue He (EpMEHTHPYIOIIHME JAKTO3y IpaMOTpULIATENIbHbIE
OaxkTepuu, He YyBCTBUTEIbHBI K KIIAPUTPOMUIIUHY.

AKTHUBHOCTh KJIAQPUTPOMHUIIMHA B OTHOIIECHWW OOJIBITMHCTBA IITAMMOB TIEPEUUCIICHHBIX HIKE
MHUKPOOPTaHU3MOB JIOKa3aHa KaK B YCJIOBHUSIX in Vitro, Tak W B KIMHUYECKOH NpPaKTUKE TPU
3a0051eBaHUSX, IEPEUUCICHHBIX B pazzene 4.1.

e  AbpoOHBIE TPAMITOIOKHUTEILHBIE MUKPOOPTaHU3MBI:

— Staphylococcus aureus,
— Streptococcus pneumoniae,
— Streptococcus pyogenes,

— Listeria monocytogenes.
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e A»spoOHBIE rPaMOTPULIATEIILHBIE MUKDOOPTAHU3MBL:

— Haemophilus influenzae,

— Haemophilus parainfluenzae,
— Moraxella catarrhalis,

— Neisseria gonorrhoeae,

— Legionella pneumophila.

e JIpyrue MUKpPOOPraHU3MBIL:

— Mycoplasma pneumoniae,
— Chlamydia pneumoniae (TWAR)

e MuxkobOaKkTepuu:

— Mycobacterium leprae,

— Mycobacterium kansasii,
— Mycobacterium chelonae,
— Mycobacterium fortuitum,

— Mpycobacterium avium complex (MAC) — xomriekc, BKIodaromuii: Mycobacterium avium,
Mycobacterium intracellulare.

[Mpomykums Oera-makTamMa3bl HE OKa3blBaeT BIHMSHUS Ha aKTHBHOCTh KJIAPUTPOMHIIMHA.
BonbIMHCTBO IITaMMOB  CTa(pUIOKOKKOB, PE3UCTEHTHBIX K METUIWUIMHY W OKCAIWJUIMHY,
0071a/1a10T YCTOWYMBOCTHIO U K KJIAPUTPOMHUIIIHY.

e Helicobacter pylori

UysctBuTensHOCTh Helicobacter pylori X KIIapuTpOMUILIMHY M3ydajach Ha m3odstax Helicobacter
pylori, Beinenennpix ot 104 manueHTOB, A0 Hadana Tepanvuyd KIApUTPOMUIIMHOM. Y 4 MarMeHTOB
OBLTH BBIICTICHBI PE3UCTEHTHBIC K KIIAPUTPOMHIMHY mTaMMbl Helicobacter pylori, y 2 mauneHToB —
IITAMMBI C YMEPEHHON PE3UCTEHTHOCTHIO, Yy OCTANbHBIX — 98 manmenToB — u3onsatel Helicobacter
pylori OB AyBCTBUTEIHHBI K KJIAPUTPOMHUIIHHY.

KnaputpoMuiiia okas3bIBaeT AeWCTBUE B YCIOBHSIX i1 Vitro U B OTHOIICHUH OOJIBIIMHCTBA ITAMMOB
CIEIYIOIMX MHUKpPOOPraHu3MOB (OgHAaKo Oe3omacHOCTh U A(P(PEKTUBHOCTH MPUMEHEHUs
KJIQPUTPOMULIMHA B KIMHUYECKOW MPAKTHKE HE MOATBEPXKACHA KIMHUYECKUMU UCCIECIOBAHUAMU, U
MIPAKTUYECKOE 3HAYEHHE OCTAETCS HEACHBIM):

o A3DO6HI>IC I'PaMIIOJIOXKUTCIBHBIC MUKPOOPTaHU3MBI:

— Streptococcus agalactiae,
— Streptococci (epynnvt C, F, G),
— Viridans group streptococci

e A»spoOHBIE rPAaMOTPULIATEIILHBIE MUKDOOPTaHU3MBL:

— Bordetella pertussis,
— Pasteurella multocida

° AHaBDOGHHe I'paMIIOJIOKHUTCIbHBIC MUKPOOPTaHU3MBI:

— Clostridium perfringens,

— Peptococcus niger,
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— Propionibacterium acnes

e  AHa’poOHEIE TPaMOTPULIATSIBLHBIE MUKPOOPTaHU3MBbI:

— Bacteroides melaninogenicus
e  CHOMpoXeThl:

— Borrelia burgdorferi,

— Treponema pallidum

o Kamnwmiobakrepuu:

— Campilobacter jejuni

OCHOBHBIM MeTa0OJIMTOM KIAPUTPOMHIINHA B OPTaHU3ME YEIIOBEKa SBISICTCS MUKPOOHOIOTHYECKU
aKTUBHBIA MeTabonuT 14-ruapokcuknaputpomuniv (14-OH-knapurpoMuiivs).

MukpoOuoiornyeckas akTUBHOCTh METa0OJIMTa TaKasi Jke, KaK y UCXOIHOTO COSTMHEeHUS, WK B 1-2
pa3a cirabee B OTHOIICHHUH OOJIBIIIMHCTBA MUKPOOPTraHu3MoB. Vckimouenue cocrasusieT Haemophilus
influenzae, B oTHOmEHWH KOTOpoil 3¢ (deKTHBHOCTH MeTabosmTa B 2 pas3a Bbime. VMcxomHoe
COCIMHCHHE M €ro OCHOBHOW MeTaOOJUT OKa3bIBAOT JIMOO aJIUTHBHBIN, JTHOO CHHEPTHUYCCKUIN
s ekt B oTHOmeHun Haemophilus influenzae B ycnoBUSsIX in vitro W in vivo B 3aBUCUMOCTH OT
mTaMMa OaKTepHii.

Tecm na uyecmeumeilbHoCms

KonnuectBennble MeTozpl, TpeOyrolIMe HU3MEpEeHHs AuaMeTpa 30HbI MOJAABIEHHUS POCTa, JAIOT
HauboJsiee TOYHbBIC OLICHKH YYBCTBUTEIBHOCTU OaKTepHii K aHTUMUKPOOHBIM npenapatam. OaHa u3
PEKOMEHIyeMbIX  METOIWK JJIS  ONpEeACNeHHs  YYBCTBUTECIHBHOCTH  HCIIONB3YeT  JIUCKH,
MMIIpEerHUpOBaHHbIe 15 MKT KknaputpomuimHa (aucko-auddysunonnsiit meton Kupou-bayapa); npu
HWHTEpHpEeTaluyd TecTa AUaMeTpbl 30H MOJABIEHUS POCTa KOPPEIUpyroT co 3HayeHusiMu MIIK
knapurpomuimHa. 3Hauenuss MIIK ompexnenstoTcss MeTooM pa3BeneHHs] B OyJIbOHE WM B arape.
[Ipr wCrONB30BaHUM ATUX METONUK OTYET W3 JA0OpaToOpud O TOM, YTO INTAMM SIBJISETCS
«4YyBCTBUTEJIbHBIM», YKa3bIBa€T Ha TO, YTO BO30YIUTENh HH(EKINN, BEPOSITHO, OTBETUT HA JICUCHHUE.
OTBeT «PE3UCTEHTHBIN» YKa3bIBa€T Ha TO, YTO BO30YIUTENb, BO3MOXKHO, HE OTBETUT Ha JICUCHHE.
OTBeT «IIPOMEXYTOYHAsh UYyBCTBUTEIBHOCTH» MPEAINOJIATaeT, 4YTO TEparneBTUUCCKUH APQeKT
npernapara MOXET ObITh HEOJHO3HAUEH WJIM MUKPOOPTaHM3M MOKET OKa3aThCsl UyBCTBHUTEIbHBIM
Mpu TpUMEHeHHH Ooyiee BBICOKHMX 03 mpernapara (IpOMEXYTOYHAs YyBCTBUTEIBHOCTh TaKKe
Ha3bIBACTCSI KYMEPEHHOI YyBCTBHTEIBHOCTBIO).

5.2. @apmakoKuHeTHYECKHUE CBOIiCTBA

AbGcopbums

dapMakOKMHETHKA KIAPUTPOMUIIMHA B JICKAPCTBEHHOW (hopMme TaOJIETKH C MPOJOHTUPOBAHHBIM
BBICBOOOKICHHEM OblIa H3y4eHa Yy B3pPOCIIbIX M0 CPABHEHMIO € KIAPUTPOMHULIMHOM B JIEKAPCTBEHHON
¢dopme TabneTku ¢ OOBIYHBIM BBICBOOOXKIeHHEM B 103ax 250 u 500 mr. BeackiBanue npemnapara B
o0oux ciydasx OBIJIO OJUHAKOBBIM IPH HA3HAUYCHWM B OSKBHUBAICHTHBIX Ao3ax. [lpumem mwmimm
YBEIMUUBACT BCACHIBAHHE KIAPUTPOMUIMHA, CIIEIOBATENbHO, KIAPUTPOMUIIMH, TaOJNETKH C
MPOJOHTHUPOBAHHBIM  BBHICBOOOKJICHHEM, JIOJDKHBI TPUHUMATBCS BO BpeMs MpUEMa MUIIH.
Knapurpomunma  metabommsupyercss B cucteme 1mroxpoma P450 3A (CYP3A) medeHn.
AbconroTHass 6MOAOCTYHHOCTh cocTaBisieT okono 50 %. [Ipu nmpueme MOBTOPHBIX 03 Hpenapara
KYMYJISIIUM TPaKTHYECKU HE OOHApYKEHO, M XapakTep MeTaboiu3Ma B OpraHH3MeE ueloBeKa He
W3MEHSIJICS.

Pacnpenenenue, 6uorpancdopmariys, SIUMUHALNAS

In vitro
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Knaputpomunina cBsizbiBaeTcsi ¢ O6enkamu mma3Mbel kpoBu Ha 70 % B konuentparuu ot 0,45 mo
4,5 mxr/mn. Tlpu xoHueHTpauuu 45 MKr/Mi1 cBA3bIBaHUE CHmkaercs a0 41 %, BeposTHO, B
pe3ynapTaTe HACHIIICHUS MECT CBS3BIBAHHs. OJTO HAOMIOAAETCS TOJNBKO TPU KOHIIEHTPAIUSX,
MHOTOKPATHO MPEBBIIAIOIINX TEPANEBTHUECKYIO.

In vivo

UccnenoBanus in vivo Ha )KMBOTHBIX TTOKA3aJd, YTO KJIAPUTPOMUIIUH MPHUCYTCTBYET BO BCEX TKAHSX,
3a WCKIIOYCHWEM IICHTPaJbHOH HEPBHOM CHCTEMBI, B KOHIICHTpAIMsIX, B HECKOJIBKO pa3
MpEBbINAINUX Tu1azMeHHbie. Hanbomee Bricokue koHeHTpanuu (B 10—20 pa3 Bhiilie T1a3MeHHBIX )
0OHapYXKUBATUCh B TICYCHU U JIETKHUX.

300posvle 006posoILYDL

VY manueHToB, NPUHUMABIIMX KIAPUTPOMHUIMHA B JIEKapCTBEHHOH (opme Tabnmetku ¢
MIPOJIOHTHPOBAHHBIM BBICBOOOKICHUEM, TOKPBITHIE IICHOYHOW oOomoukoid, 500 Mr oauH pa3 B
CYTKH BO BpeMs npuema nuiiu, Cmax K1apurpoMunyaa u 14-OH-knapurpoMunvza B naa3smMe KpoBU
cocraBisuia 1,3 mxr/mit u 0,48 MKr/mMi cooTBeTCTBeHHO. T2 kimapurpomunaa u T2 metabonuta
cocraBwiM 5,3 yaca u 7,7 4acoB cOOTBETCTBEHHO. [Ipu npueme pa3oBoil 1036l KIAPUTPOMHIIMHA B
JeKapcTBeHHOU (popMe TabIeTKU ¢ MPOJIOHTUPOBAHHBIM BBICBOOOXKICHUEM, TIOKPBITHIE TUIEHOYHOM
o0ooukoit, 1000 mr (500 mr nBa pa3a B CyTKH), Cimax KTAPUTPOMHULIMHA U €70 THIPOKCHUIUPOBAHHOTO
Mmetabonura gocturana 2,4 Mxr/ma u 0,67 MKr/MiI COOTBETCTBEHHO. T’ KIApUTPOMHUIIMHA TIPH
npueme B go3e 1000 mMr coctaBun 5,8 waca, ToTJa Kak aHaJOTWYHBIA Tokazarenb ais 14-OH-
KJIapUTPOMUIIMHA cocTaBuia 8,9 yaca. Bpems Hactymienus makcumanbHOi KoHUEHTpAHH (TCmax)
npu npueme kak 500 mr, Tak 1 1000 Mr cocTaBriio npuOIM3UTENBHO 6 YacoB.

Ciax 14-OH-knaputpomMuiiuHa He yBEIMYHUBAJIACH MPOMOPIMOHAIBHO JI03€ KIAPUTPOMHUIIMHA, B TO
BpemMs Kak T2 Kak KIapUTPOMMIIMHA, TaK M €ro TUIPOKCHIMPOBAHHOTO METAa0OIUTa HMEN
TEHJCHIUIO K YBEJIMYCHHUIO C TIOBBIIICHHEM J03bl. Takasg HenuHelHas (apMaKOKMHETHKA
KJIQPUTPOMHUIIMHA B COYETAHWH C YMEHbBIIEHHEM OO0pa3oBaHUs |4-THIPOKCHIMPOBAHHBIX U N-
JEMETUIMPOBAHHBIX IMPOIYKTOB IMPH BBICOKMX [03aX YKAa3bIBACT HAa HEJIMHEWHBIM MeTaboau3Mm
KJIAPUTPOMUIIMHA, KOTOPBIH CTAHOBUTCA 00Jiee BHIPAKCHHBIM IPHU BHICOKUX J03aX.

[Toukamu BeIBOAMTCS TpHOIM3UTENBHO 40 % TMMOCTYNMHUBIIET0O B OpPraHU3M KJIAPUTPOMUIIMHA.
Kumeunnkom BeiBogurces npumepHo 30 %.

Tayuenmuol

Knaputpomuiima u ero merabonut 14-OH-xmapurpomMuinH OBICTPO TPOHUKAIOT B TKAaHH H
KHUJIKOCTH opraHu3Mma. VMewTcs orpaHWYeHHble [aHHbIE, CBUAETEIBCTBYIOIIME O TOM, YTO
KOHIICHTpAIMs KIAPUTPOMHIIMHA B TEPEOPOCTTMHATBHONW KHUIKOCTH TPU TEPOPATHHOM TpHUeMe
He3HauuTenbHa (T. €. TOAbKO 1-2 % OT KOHUEHTpalMM B CHIBOPOTKE KPOBU IPH HOPMaIbHOMN
MPOHUIIAEMOCTH remMaTodHIedatnueckoro 6apbepa). KonuenTpamnus B TKaHsIX 00BIYHO B HECKOJIBKO
pa3 BBIIE, YEM B CHIBOPOTKE KPOBH.

Oco0Bble rpyHITLEI HAllMEHTOB

ITleuenounas nedocmamounocmeo

VY nmauueHTOB €O CpeAHel M TSKENOW CTEeNEeHbI0 HapylleHUs (YHKIMHM NEYEHU, HO C COXPAaHECHHON
¢yHKIMEN moYeK, KOPPEKLUUH 103bl KIApUTPOMHIIMHA HEe TpebyeTcsa. PaBHOBeCHass KOHIIEHTpAIUS B
MJa3Me KPOBHM M CHUCTEMHBIM KIHMPEHC KIAPUTPOMHUIIMHA HE OTJIWYAIOTCS y MAIlMEHTOB JIAHHOM
IPYIIIBI U 30pOBBIX NMalMeHTOB. PaBHOBecHas koHeHTpauus 14-OH-knaputpomunuza y monei ¢
HapyleHUus MU (QYHKIUU TICYEHU HIKE, YEM Y 37I0POBBIX.

Tloueunas neoocmamounocmo

[Tpn nHapymeHuu GYHKIMM TOYEK yBETMYMBAIOTCS Cmax M MUHHMaibHasg KOHHEHTPALUS (Cmin)
KJIapUTpoMulMHa B Mia3sme kpoBu, T'2, AUC knaputpomuuuHa u ero Merabonura 14-OH-
kinapuTpoMuniiHa. KoHcTaHTa 3IMMUHALMU U BbIBEJEHHME IIOYKaMU yMeHbIIaroTcs. CTeneHb

19




COOTBETCTBYET 3KCNEPTHOMY OTYETY

oT 2005 2026 M= 9920

T TR B R

(MOCNEOCBATENEHOCTE 0009)

W3MEHEHUH dTHX NnapaMeTpOB 3aBUCUT OT CTCIICHU HAPYHICHUA (I)YHKI_[I/II/I ITOYCK.
ﬂuua noa#cuiioeo eo3pacma

VY mamueHToB MOXKUJIOTO BO3pAcTa KOHLEHTpALUS KIApUTPOMUIMHA M ero mertabomuta 14-OH-
KJIApUTPOMUIIMHA B KPOBH ObLiIa BBIIIE, a BHIBEICHHE MEJICHHEE, YEM Y TPYIIIBI MOJIOBIX JIFOACH.
Opnako nocne koppekuuu ¢ yderom nodeuyHoro KK He Obuto oTianuunii B o0eux rpynnax. Takum
0o0pa3oM, OCHOBHOE BIUSHHE Ha (PApMaKOKMHETUYECKHE MapamMeTpbl KIAPUTPOMUIIMHA OKa3bIBACT
(GyHKIUS 1TOYEK, a He BO3PACT.

6. PAPMAIIEBTUYECKHUE CBOMCTBA

6.1. Ilepedyenn BcioMoraTeIbHbIX BelICCTB

Anpo:

Harpus anrunar

Harpus xanpuus anruaat
JlakTO3BI MOHOTHIPAT

IToBupon K25

[Monucopbart-80

Kpemuusa nuokcu KOJTOUHBII
Maruus cteapat

Tamsk

O06oJ1049Ka MIIeHOYHAS:

Tl'unpomennosa

Tanbk

Kpacurens xxenesa okcup sxentsiii (E172)
Turana nuokcun (E171)
[IponuyieHrnuKob

6.2. HecoBMecTUMOCTD

Henpumenumo.

6.3. Cpok roaHocT (CPOK XpaHeHH)

3 roxa.

6.4. Oco0Obie MepbI MPEAOCTOPOKHOCTH IIPH XPAHEHUH

Xpauutp npu Temnepatype He Boiie 30 °C, B opuruHagbHOM OJIMCTEepe IS 3aIIUThI OT BJIATH.
6.5. XapaxkTep u coaepkaHue YNIAaKOBKH

ITo 5 unmu 7 Tabnerox nomermatot B 6muctep u3 [IBX/TIBAX — amomunuesoit ¢poasru (PVC/PVDC-
Al).

ITo 1 6mmcrepy (6mcTep mo S Tabnetok) wiu 1o 1 wum 2 6muctepa (6muctep mo 7 TabiIeTok) BMecTe
C JIMCTKOM-BKJIQJIBIIIIEM [TOMEIIAIOT B TAYKy KapPTOHHYIO.

He Bce pazMepsl ynakoBOK MOTYT OBITh JJOCTYITHBI JUIsl PeaTu3aliy.

6.6. OcoObie Mepbl NMPETOCTOPOKHOCTH NMPH YTHIU3ANUU HCNOJH30BAHHOTO JIEKAPCTBEHHOTO
npenapara WjiM OTX00B, NMOJYYEHHBIX MOC/e NMPUMEHEHUs JIEKApCTBEHHOI0 Npenapara, u
Apyrue MAHUMYJISIIUU ¢ IPenapaTomM
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Oco0ble TpeOOBaHUS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPALHIUOHHOI'O YAOCTOBEPEHUSA

CrnoBeHHs

AO «KPKA, n.1., HoBo MecTo»
[Imapwenika necta 6, 8501 HoBo mecto
Tenedon: +386 7 331 21 11

®dakc: +386 7 332 15 37

Anpec snexTpoHHo#i ouThl: info@krka.biz

7.1. llpencraBuTtennb aepaaTessi pericTPALMOHHOIO Y10CTOBEPeHUs!

[Iperen3un norpeduTeneil HaPaBJIATh MO aIpecy:

Poccuiickas ®enepans

000 «KPKA-PYC»

143500, MockoBckas 00:1., T. Mctpa, yin. MockoBckas, 1. 50
Tenedon: +7 (495) 994 70 70

®daxkc: +7 (495) 994 70 78

Anpec anexrponnoii moutsl: krka-rus@krka.biz

Pecrry6nmuka Bemapych

[IpencraButenscTBOo AkmonepHoro obmiectBa «KRKA, tovarna zdravil, d.d., Novo mesto»
(Pecnyonuka CrnoBenusi) B PecniyOnuke benapych

220114, r. MuHnck, yi. ®unumonoBa, 1. 2517, oduc 315

Tenedon: 8 740 740 9230

®dakc: 8 740 740 9230

Anpec snextponHoii moutsl: info.by@krka.biz

Pecniyonuka Kazaxcran
TOO «KPKA Kazaxcram»

050040, r. Anmmatsl, Mukpopaiion KOKTEM-1, nom 15A, oduc 601
Tenedon: +7 (727) 311 08 09
Anpec anextponHoi outhkl: info.kz@krka.biz

Pecniybnvka Apmenus

[IpencraButensctBo «Kpka, n.1., HoBo Mmecto» B PecnyOmirke ApmeHust

0001, r. EpeBan, yn. Hanbaunnsn, 1. 106/1 («CAAT-HOBA» BUBHEC-LIEHTP), oduc 103
Tenedon: +374 11 560011

Anpec snexktpoHHOM mouTsl: info.am@krka.biz

Keipreckas Pecybnmka

[IpeacrasutensctBo AO «KPKA, ToBapna 3apaBui, a.1., HoBo mecto» B Keipreizcrane
720040, Yyiickas obnacts, T. buiikek, OynbBap DpKUHAMK, 1. 71, 6110k A

Tenedon: +996 (312) 66 22 50

Anpec anextponHo# nouthl: info.kg@krka.biz

8. HOMEP PETUCTPAIIMOHHOI'O YAOCTOBEPEHUA

JITT-Ne(002190)-(PT-RU)
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9. KATEI'OPUS OTITYCKA JIEKAPCTBEHHOI'O ITPEITAPATA

HeKapCTBeHHbIﬁ npenapat OTHOCUTCA K KaTCTOPUH OTITYCKa «I10 PCUCIITY».

OOm1asi XxapakTepUCTHKA JIGKAPCTBEHHOTO Ipenapata OpoMumiIH YHO TOCTYITHA B €IMHOM pPeecTpe
3aperMCTPUPOBAHHBIX JIGKAPCTBEHHBIX CPENCTB EBpa3sHiicCKOr0 HKOHOMHYECKOTO COK3a M Ha
oumansHOM caiite YIOJIHOMOYEHHOTO oprana (9KCcTIepTHOM OpraHM3aIHn)
(https://lk.regmed.ru/Register/EAEU _SmPC).
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