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OBIIASA XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O ITPEITAPATA

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IIPEITIAPATA
®pomunua, 250 mr, TabJIETKH, TOKPHITHIC IFICHOYHON 000JIOUKOM

®pomunua, 500 mr, TabIETKH, TOKPHITHIE MIICHOYHON 000JTI0UKON

2. KAYECTBEHHBI 1 KOJIMYECTBEHHbI COCTAB
JencTByromiee BEMECTBO: KIaPUTPOMHULIVH.

Dpommnna, 250 Mr, TabJIETKH, MOKPHITHIE INIEHOYHOW 000JI0YKON

Kaxnas Tabmetka comgepxut 250 MT KITapUTPOMHUIIUHA.

Opomunna, 500 Mr, TabIETKH, MTOKPBITHIE IJIEHOYHON 000JI0YKOil

Kaxnas Tabmetka comepxut S00 MT KI1apuTpOMHUIIAHA.

[TonHbIil nepeyeHb BCIOMOTraTeNIbHBIX BEIIECTB MPUBEACH B paznedie 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabeTku, MOKPHITHIE INIEHOYHON 000IOUKOM.

Opomunn, 250 Mr, TabJIETKH, MTOKPBITHIE IIEHOYHON 000JI0YKOi

OBasibHbBIE, TBOSIKOBBIMYKJIbIE TA0JIETKH, OKPHIThIE IUIEHOUYHOW 000JI0YKOI CBETIO-KOPUYHEBO-
JKEJITOrO LIBETA.
Bun Ha usnome: mepoxoBaTas Macca 0elIOro 1BeTa CO CJI0eM 000JIOUKHM CBETIO-KOPUYHEBO-
JKEJITOrO LIBETA.

Dpommnma, 500 Mr, TaOJIETKH, MOKPHITHIE INIEHOYHONW 000JIOYKON

OBaJ'ILHBIe, JABOAKOBBIITYKJIBIC Ta6J'I€TKI/I, IOKPBITBIC IJICHOYHOM 000JI0YKOM CBCTIIO-KOPHUYHEBO-
KCJITOIO 1BCTA.
Bupg na uznowme: mepoxoBarasa mMacca oeoro OBE€Ta CO CI0OEM 000JI0YKH CBCTIIO-KOPHUYHEBO-

KCJITOIO IBCTA.

4. KIMHUYECKHUE JAHHBIE
4.1. [lokazaHus K NPUMEHEHUI0
WHbeKmoHHO-BOCTIAIUTEIBHBIC 3a0o0seBaHus, BBI3BAHHbIC YyBCTBUTEJIbHBIMU K
KJIAPUTPOMULIMHY MUKPOOPTraHU3MaMH Y B3pOCIbIX U JieTel crapiie 12 ner:

e uH(pEKINUU HIKHUX JIBIXaTeIbHBIX IMyTeH (Takue Kak OpPOHXUT, THEBMOHUS);

e uH(DEKINUU BEPXHUX JBIXaTEIbHBIX MyTeH (TaKkue Kak (PapHUHTUT, CHHYCHT);

e uH(pEKIUH KOKM U MIATKMX TKaHeW (Takue Kak (OJUIMKYIIUT, BOCIMAJICHHE IMOJKOXKHOM

KJIETYATKH, POXKA);
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® [MCCEMHHUPOBAHHBIC WM JIOKAJM30BAHHBIE MUKOOAKTEpUAIbHbIC WH(EKIINH, BHI3BAHHBIC
Mycobacterium avium u Mycobacterium intracellulare;, nmoxanm3zoBaHHbIE HH(]EKIUH,
BbI3BaHHBIC Mycobacterium chelonae, Mycobacterium fortuitum w Mycobacterium
kansasii;

e TmpoduIaKTHKA  pacmpocTpaHeHuss  WHPEKIuH,  O0OYCIOBIEHHOW  KOMIUIEKCOM
Mycobacterium avium (MAC), BUY-uHQUIMPOBAaHHBIM MAallUEHTaM C COJACPIKaHUEM
nmumporutos CD4 (T-xenmepHbix tuMdonuTos) He Gonee 100 B 1 mm?;

e opamukamus  Helicobacter pylori W CHWKEHHWE  YaCTOThI  PEIMIUBOB  SI3BBI
JIBEHAIIIATUIIEPCTHON KUIIIKH;

® OJIOHTOTCHHBIC HH(D)EKIUH.

4.2. Pe:xxuM 103MPOBaHMS M CIIOCO0 NPMMEHEHHUS

PexuM no3upoBaHus

Bspocnvie

OObIyHasT peKOMEHIOBAaHHAS 7032 KIapuTpoMulinHa — 250 Mr 2 pa3a B CyTKH.

B ciyuae 6onee Tskensix nHGEKIMHA 103y yBenuuuBaoT 10 500 Mr 2 pa3a B CyTKH.

OObIyHas TIPOAOHKUTENLHOCTD JISYSHHS COCTABISAET OT 5 10 14 nHei.

HcxitoueHue cocTaBisOT BHEOOIbHUYHAS [THEBMOHUS M CUHYCHT, KOTOPbIE TPEOYIOT JIEUEHUS OT
6 no 14 nuei.

Ho3vl 015 1eyetus MukobakmepuaibHobix uH@exyuil, Kpome mybepkyiesa

ITpu MukoGakTepuanbHbIX HH(pEKIUAX peKOMEH10BaHa 103a penapara @pomunua 500 mr 2 paza
B CyTKHU.

Jleuenne nuccemMuHupoBaHHBIX MAC-uH(peKIuil y ManueHToB ¢ CHHAPOMOM MPHOOPETEHHOTO
nmmyHonedunura (CITU/) cremyer mpomomkaTh 0 TeX MOp, MOKAa MMEETCS KIMHUYECKas W
MuKpoOuosorunyeckas 3¢gdexkruBHOCTs. KiapuTpoMuIMH ciieayeT Ha3Ha4yaTh B KOMOMHAIMM C
JIPYTUMHU aHTUMHUKPOOHBIMH TpernapaTamMy, aKTUBHBIMU B OTHOIIEHUHU JIaHHBIX BO30YIHUTENCH.
JUITITENbHOCTh  JIGYEHUS]  JIPYTUX  HETYOepKyJIe3HbIX  MHMKOOAKTepHalbHbIX  HH(EKLHi
YCTaHaBJIMBAET Bpau.

s npopunaxmuku unchexuuit, evizeannvix MAC

Pexomennyemast no3a npenapara @pomumnua — S00 Mr 2 pa3a B CyTKH.

Ipu 0donmozennovlx undexyusax

Jo3a npenapara @pomuinug coctapisieT 250 Mr 2 pa3a B CyTKH B T€UEHUE 5 THEH.

Jlna spaoukauuu Helicobacter pylori

VY mamnueHToB ¢ S3BEHHOH 00JIe3HBIO, BBI3BaHHOW MH(ekumen Helicobacter pylori, mpenapar
Opomunua MoXHO TpuMeHATh mo 500 Mr 2 pa3a B CyTKM B KOMOWHAIIMM C JPYTHMH

AHTUMUKPOOHBIMHU TIpeNapaTaMu ¥ MHTHOMTOpPaMU MPOTOHHOTO Hacoca B TeueHue 7—14 nHel, B
2
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COOTBETCTBUH C HAIMOHAIBLHBIMU M MEXYHAPOJAHBIMUA PEKOMEHIAIMAMH 10 JICIYCHHIO HHPEKIINH
Helicobacter pylori.

Oco0blIe rPyHIIbI MAIMEHTOB

Tayuenmul ¢ napywenuem yHKyuu nouex
[Tatimentam ¢ kiupencoM kpeatunuHa (KK) menee 30 Ma/MuH Ha3Ha4yaroT MOJIOBUHY OOBIYHOM
JI03bl KJIIAPUTPOMUIMHA, T. €. 250 Mr 1 pa3 B cyTku wim, npu OoJiee TSDKEIBIX MHPEKIHX, 10
250 mr 2 pa3a B cyTkH. JledeHue Takux NallMeHTOB MPOAOIDKAIOT He Oosee 14 nHeid.

eTH
Pexum no3upoBanus y nereil B Bo3pacte oT 12 10 18 neT coBnagaer ¢ pexxuMoM 103UPOBAHUS Y
B3POCIIBIX.
ITpumeHeHne KIapUTPOMHUIIMHA B JIEKapCTBEHHOM (hopme TabneTku y aereil miamme 12 et He
n3y4anock (3¢ GeKTUBHOCTH U 6€30MaCHOCTh HE YCTaHOBIIEHBI) (CM. pasznen 4.3.).

Croco0 npruMeHeHns

Buytps, He3aBucHUMO OT npuema nuinu. TabieTky HeoOXOAMMO NPOTJIOTUTh LEIUKOM, 3aluBast
KHUJIKOCTBIO.
4.3. IlpoTuBonoKa3anus

e [UNepuyyBCTBUTENBHOCTh K KJIAPUTPOMULIMHY, MakKpoiIuJaM WIA K JOO00OMYy U3
BCIIOMOTaTEJIbHBIX BEIIECTB, IEPEUYHUCICHHBIX B pasnene 6.1.

e OaHOBpEMEHHBIM MpHEM KIAPUTPOMHIIMHA CO CIEAYIOIIMMU IpernapaTamMu: acTeMHU30,
U3anpu, MUMo3u, Tepdenanus (cM. pasaen 4.5.).

e  OJIHOBpPEMEHHBIH MPUEM KIAPUTPOMUIIMHA C JIOMUTAITUAOM (CM. pasnen 4.5.).

e OJHOBpEMEHHBII NpuUeM KIApUTPOMHUIMHA C aIKaJOMJaMU CIHOPBIHBH, Halpumep,
AProTaMHH, TUTHIPOIPTOTAMHUH (CM. pazaeln 4.5.).

e (OaHOBpEMEHHBIM TMpHUEM KJIAPUTPOMULIMHA C MHJIA30JaMOM JUIsl [EPOpPaIbHOro
npuMeHeHus (cM. pazzaen 4.5.).

e OpaHOBpeMEHHBI mpueM KiapuTpomunuHa ¢ uHruOutopamu ['MI-KoA-pemykrassl
(craTuHaMM), KOTOpbIE B 3HAYUTENILHOM CTENEHH METaboNM3UPYIOTCsS H30(hepMeHTOM
CYP3A4 (noBacTaTWH WM CHMBACTaTHH), B CBSI3M C IOBBIIICHHEM PHUCKAa MHUOIIATHH,
BKJIIOYast pabaomuonus (cM. pazzaen 4.5.).

e  OmHOBpEMEHHBIN MPUEM KIAPUTPOMHUIIMHA C KOJIXUIIMHOM (CM. pazzaen 4.5.).

e  OJIHOBPEMEHHBIH NMPHEM KIAPUTPOMUIIMHA C THKArpeIOpPOM WIIH PAHOJIA3HHOM.

e Vnnunenue wuHTepBaia QT B aHamHe3e (BpPOXKIACHHOE WJIM NPUOOPETEHHOE
3aperucTpupoBaHHOe yanuHeHue naTepBaia QT) winm xemyqouKkoBast apuTMHUs, BKIIIOUast

JKETYJOUYKOBYIO TaXUKAPAUIO THIA «IUPYIT» (cM. pasnensl 4.4. u 4.5.).
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e KiapurpoMuIuH He clieyeT MPUMEHATh Y TAIIMEHTOB C AJIEKTPOJIUTHBIMUA HAPyIICHUSIMH
(TuTIOKaIMeMHUel WM TMITOMarHueMHe ) B CBA3H C pUCKOM yutnHeHus uHTepBaia QT (cm.
paznen 4.4.).

e Tsoxenmas HeUyeHOUYHAs HEJOCTATOYHOCTb, IMPOTEKAIOUIAss OAHOBPEMEHHO C IOYEHHOM
HEI0CTaTOYHOCTHIO.

e XoslecTaTHYeCKasi JKENTyXa/TEMaTUT B aHAMHE3€, pPa3BUBIIMECS NpPU MPUMCHECHUH
KJIapUTpOMUITMHA (CM. pazzaein 4.4.).

o [lopdupus.

4.4. Oco0ble yka3aHusl M MepPbl IPEIOCTOPOKHOCTH NPU NPUMEHEHNH
C 0CTOPOKHOCTBIO IPUMEHSTD TPHU:

® [OYEYHOW HEJOCTATOYHOCTH CPEIHEH U TSKEION CTENEHH TSKECTH;

® [ICYCHOYHON HEJOCTATOYHOCTH CPEIHEN U TSKEION CTENEHU TSKECTH;

® OJHOBPEMEHHOM IpHEME KIApPUTPOMHUIIMHA C OCH30[Ha3eNMHaMi, TaKHUMH Kak
annpaszojiaM, TpHas3ojaM, MHUAA30jaM Ul BHYTPUBEHHOTO NPUMEHEHMS WIHM Ui
HaHECEHUs Ha CIIM3UCTYI0 000104UKy pTa (cM. pasaen 4.5.);

e OJHOBPEMEHHOM IIpHEMe C IpernapaTaMy, KOTOpble METaboIn3upyIOTCs U30(hepMEHTOM
CYP3A, mnampumep, KkapOamasenuH, IWJIOCTa30Jl, IUKIOCIIOPHH, JTU30MUPAMHUII,
METHJITIPETHU30JIOH, OMENPAa30JI, HEMpsMble AHTUKOATYJSHTHI (Hampumep, BapdapuH),
XUHUJUH, pudadyTuH, cuinaeHadus, TakpoauMyc, BUHOIAcTHH (cM. pa3zaen 4.5.);

e OJHOBPEMEHHOM IIpHEME C MpemnapaTamu, HHIynupyoomumu unzopepment CYP3A4,
HanpuMmep, pudamnuiuH, ¢GEHUTOMH, KapOamasenuH, ¢eHoOapOuTan, 3BepoOoi
MIPOBIPSIBIICHHBIN (CcM. pazmen 4.5.);

® OJHOBPEMEHHOM IIpHEME KIAPUTPOMHUIIMHA CO CTaTHHAMH, HE 3aBUCAIIMMH OT
meTtabonusma nzopepmenta CYP3A (manpumep, guryBactatus) (cM. paznen 4.5.);

e OJHOBPEMEHHOM IpHEMe C OJIOKATOpaMH «MEUIeHHBIX» KanblmeBbix kananoB (BMKK),
KoTopble MeTabonmu3upytotcst uzopepmentom CYP3A4  (manpumep, Bepamamui,
aAMJIO/IMIINH, TUIITHA3ZEM);

® OJHOBPEMEHHOM TMPHEME KIAPUTPOMUIIMHA C TIEPOPATHHBIMU AaHTUKOATyJISTHTAMH
MpsIMOTO JICHCTBHS, TaKUMU Kak Ja0uratrpaH, puBapokcabaH, ammkcabaH, OCOOCHHO Y
MAIEHTOB C BEICOKUM PUCKOM Pa3BUTHS KPOBOTEUCHUI;

e wumemuueckoir Oosesnn cepaua (MBC), Tsokenod cepIevyHOd HEIOCTaTOYHOCTH,
HapyIIEHUSX TPOBOJMMOCTH WM KIMHUYECKH 3HAYMMOW Opaaukapauu, a TaKke y
NaIMEeHTOB, OJHOBPEMEHHO MPUHUMAIOIINX aHTHApUTMHUYECKUE mpernaparbl [A kimacca

(xunauauH, npokanHamun) u Il kmacca (nodeTwnma, aMuoIapoH, COTAJION);
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e OepemeHHOCTH (cM. pazzen 4.6.).
JmuTenbHbINA IpueM aHTUOMOTUKOB MOXKET MPUBOAUTH K 00Pa30BaHUIO KOJIOHUH C YBEJIIMYEHHBIM
KOJIMYECTBOM HEYYBCTBUTEIbHBIX Oakrepuii W rpuboB. [Ipu cynepuHpeknuun HE0OX0IUMO
Ha3HAYUTH COOTBETCTBYIOILYIO TEPATIHIO.
Haznavenue kaapuTpoMHUIIMHA OEPEMEHHBIM KEHIIMHAM JTOJHKHO TPOBOJUTHCS MPH TIIATEIBHOM
OLICHKE COOTHOIICHUSI PHUCKA W TOJB3bI, OCOOCHHO B TEUCHHE TMIEPBBIX TPEX MECSAIECB
OEpEeMEHHOCTH.
[Tpu nmpuMeHeHNH KIApUTPOMHIIMHA COOOIIANIOCh O HAPYIICHUH (QYHKIIUU TIeUeHH (TIOBBIIICHHUE
aKTUBHOCTU «II€YEHOYHBIX» (EPMEHTOB B IIJa3Me€ KpPOBH, TEMaTOLEUTIONSPHBIN W/Win
XOJIECTaTUUECKUN TenmaTHT C XKenTyxod wim 0e3). Hapymenue QpyHKIMHM MEYeHH MOXKET OBITH
TSKEIIBIM, HO OOBIYHO sIBIIsIETCsE 00paTUMbIM. VIMEIOTCS citydan 1e4eHOYHO HeJOCTaTOYHOCTH C
JIETaNbHBIM MCXOJIOM, TJIABHBIM 00pa30M CBSI3aHHBIE C HAJTHMYUEM CEPbE3HBIX COMYTCTBYIOIIUX
3a00JIeBaHUI W/WIM OJIHOBPEMEHHBIM INPUMEHEHUEM JpPYTuX JIeKapCTBEHHBIX cpencTB. [lpu
MOSIBJICHUU TPU3HAKOB W CHMIITOMOB I'e€NaTHTa, TAKUX KaK aHOPEKCHS, JKEJITyXa, MOTEeMHEHHE
Mo4Hu, 3yn, 0O0JIE3HEHHOCTh JKUBOTA npu Mnajblialiuu, HCO6XOI[I/IMO HEMCIAJICHHO IPCKPATUTDH
TEPAIHUIO KIAPUTPOMUIITHOM.
[lpy HamMUMM XpOHHYECKUX 3a00JICBaHUN TEYEHW HEOOXOIAMMO MPOBOJIUTH PETYIISPHBIH
KOHTPOJIb aKTUBHOCTH «TI€YEHOUYHBIX» (DEPMEHTOB CHIBOPOTKH KPOBH.
[lpy nedeHWM TNPAKTUYECKH BCEMU aHTHOAKTEpPHATbHBIMU CpPEACTBAMHU, B TOM YHCIC
KJIQPUTPOMHUIITHOM, OITUCAHBI CITy4aH MCEeBJOMEMOPaHO3HOTO KOJINUTA, TSXKECTh KOTOPOTO MOXKET
BapbUPOBATHCS OT JITKOW CTENEHH J0 YrpoXkKaroliel ku3Hu. [Ipy neueHnn npakTU4eCKu BCEMH
aHTHOAKTepUAIbHBIMU TIpenapaTaMd, B TOM YHCIE KIAPUTPOMUIIMHOM, OIMCAHBl CIIy4au
Clostridium difficile-accounupoBaHHON AUAped, THKECTh KOTOPOH MOXKET BapbHPOBATHCS OT
JIETKOM Juapen 10 YrpoXKarolllero >KU3HM KoJiuTa. AHTHOAKTEpUalbHbIE IpernapaTrbl MOTYT
M3MEHUTh HOPMAIBHYI0 MUKPOQIIOPY KHUIIEYHUKA, YTO MOXKET mpuBecTu K pocty Clostridium
difficile. TlceBmomeMOpaHO3HBIH KOJUT, BbI3BaHHbIN Clostridium difficile, Heo0XxoauMoO
M0/I03PEBATh Yy BCEX MAlMEHTOB, Y KOTOPHIX IOCIIE MPUMEHEHUsI aHTHOAKTEPHAIBHBIX CPEICTB
pasBmiach auapes. Ilocre mpoBeneHHs Kypca aHTUOMOTHKOTEpanmuu HEOOXOJMMO TIIATEIbHOE
MEAMIIMHCKOe  HaOmiofeHwe  3a  mamueHToM.  ONHMCHIBAIMCH — CIOy4yaW — Pa3BUTHSA
IICEBJIOMEMOPAHO3HOT0 KOJIMTA CITyCTS 2 Mecsla [ocje npuemMa aHTHOMOTHKOB.
[Ipu neyennn MakpoIuAaMy, BKIIIOYAs KIAPUTPOMHIIMH, HAOJIOJAIOCH yIUIMHEHUE CepJeUHOM
penonsipuzanun 1 uaTepBaia QT, BbI3bIBast pUCK PAa3BUTHUS CEPICYHON apUTMUH U HKETYI0YKOBOM
TaxuKapAuK TUTIA «ITUPYIT» (cM. pazaen 4.8.). Tak Kak cienyrone CUTyalii MOTYT MTPUBECTH K
YBEIIMYCHHUIO PUCKA PA3BUTHS JKEITYTOUYKOBBIX APUTMUH (B TOM YHCIIE )KETYJOUKOBOU TaXHKap K

TUIIA «ITUPYIT»), TO:
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® KJIAPUTPOMUIIMH HE JIOJDKEH MPUMEHSTHCS y CIASAYIONINX KAaTETOPUl MalUeHTOB:

— y TIAIMEHTOB C TUTIOKaIreMueit (cM. pazzaen 4.3.);

— y MAIMEHTOB C TUITOMaruueMuei (cM. pasuen 4.3.);

— OJHOBPEMEHHOE NPUMEHEHHE KIAPUTPOMHIIMHA C AacCTEeMH30JIOM, IH3apPUIOM,

MUMO3HJIOM U Tep(heHaaAMHOM MPOTUBOMOKA3aHO (CM. pazaen 4.3.);

— y NAIUEHTOB C BPOXKJICHHBIM WJIM TPHUOOPETECHHBIM 3aPETUCTPUPOBAHHBIM Y/UIMHEHUEM

uaTepBaia QT Wiy HaTMYMeM >KeTyJ0YKOBOM apUTMUU B aHaMHe3e (cM. pazaen 4.3.);

e KJIAPUTPOMHILIMH JIOJDKEH IMPUMEHSATHCS C OCTOPOKHOCTBIO Y CIEIYIOIIMX KaTeropuii

MAIMEeHTOB!

— y mnauueHtoB ¢ HMBC, Tsokenoil cepaeyHOM HEIOCTaTOYHOCThIO, HAapyIIEHUSMHU

MIPOBOMMOCTH WJIM KIMHUYECKH 3HAYMMOU Opaaukapaue;

— y TMalWeHTOB, OJHOBPEMEHHO NPUHUMAIOIIUX JPYTrUe JEKapCTBEHHBIC Iperaparshl,

cBs3aHHBIC ¢ ynnuHeHueMm uHteppana QT (cMm. pazgen 4.5.).
[lepen nHaznauenuem npemnapara OpoMHIUA, SABISIOMIETOCS MAKPOIUIHBIM aHTUOMOTHKOM, BCEM
MalyeHTaM, NPUHUMAIOIMIMM THAPOKCUXJIOPOXHH WM XJIOPOXMH, THIATEBHO B3BECHTE
COOTHOIIIEHHE TOJIb3bI U PUCKA U3-3a TOTEHIUAIBHO MOBBIIICHHOTO PUCKA CEPIEYHO-COCYANCTHIX
COOBITUH U CEPJICYHO-COCYTUCTON CMEPTHOCTH (CM. pazzaen 4.5.).
B xoje anuaeMuonoruueckux UCeiaeI0BaHui 1Mo U3Y4EeHHUI0 PUCKA HEOIArONMpUATHBIX CepeUHO-
COCYIUCTBIX HCXOJIOB TPU NPUMEHEHHH MAaKpPOJIUJOB ObUIM TIOJY4EHBbl HEOJHO3HAYHBIC
pe3yabTaThl. B HEKOTOphIX  HAOJIOAATENbHBIX  UCCIEAOBAaHUSAX  OBT  YCTaHOBJIECH
KPaTKOBPEMEHHBI PHCK DPa3BUTHUS apUTMUU, WH(ApKTa MHUOKapJa M CMEPTH OT CEpIeHHO-
COCYIUCTBIX 3a00JIeBaHUI, CBA3AHHBIN C MPUMEHEHUEM MAKPOJIUIOB, BKIIOYAs KIApPUTPOMMUIIMH.
[Ipu Ha3HAUYEHUM KIAPUTPOMHIIMHA CJEIYyEeT COOTHOCUTH IPENIoaraeMyro MOoJb3y OT MpHeMa
npenapara ¢ JaHHbBIMU pUCKaMH.
Bo3MOXXHO pa3BUTHE TEPEKPECTHOW PE3UCTEHTHOCTH K KIAPUTPOMHUIMHY U JIPYTUM
AHTHOMOTUKAM TPYIIIBI MAKPOJIHUIOB, & TAKXKE JIMHKOMUIIMHY U KJIMHIAMUIIUHY.
VYuuteiBasi pacTyllyl0 Pe3UCTEHTHOCTb Streptococcus pneumoniae K MaKpOIUAaM, Ba)KHO
MPOBOJIUTH TECTUPOBAHUE YYBCTBUTEILHOCTU MPHU HA3HAYCHHH KJIAPUTPOMHUIIMHA MALUEHTAM C
BHEOOJILHUYHOW mMHEeBMOHMEH. [Ipw rocmuTanbHON THEBMOHHH KJIAPUTPOMHUIIMH CIIEIYET
MPUMEHSTh B KOMOWHAIIMH C COOTBETCTBYIOIUMH aHTUOMOTHKAMH.
Nudexnum Kok 1 MITKHX TKaHEW JIETKOW U CpeHEeH CTENeHH TsDKECTH Yallle BCETO BBI3BAHBI
Staphylococcus aureus n Streptococcus pyogenes. llpu 3TomMm 006a BO30yAHuTENs] MOTYT OBITH

YCTOWYUBBI K Makpoaugam. [1o3ToMy Ba)XKHO IPOBOJUTH TECT HA YyBCTBUTEIBLHOCTD.
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Maxkpoauisl MOKHO IPUMEHATh Npu UHPEKIUAX, BbI3BaHHBIX Corynebacterium minutissimum,
3a00JIeBaHUSAX KOXHU (YrpH BYJIbrapHbIe M POXa), a TaKKEe B TEX CHUTYaIMsIX, KOT/Ia HEJb3s
MPUMEHSThH TICHUIIAJUTNH.

B ciydae mosiBIeHHS OCTPBIX PEaKIMid THIIEPUyBCTBUTEIBHOCTH, TAKMX KaK aHA(MIAKTHYEeCKAas
peakius, cepbe3Hble KOXKHbIE HEXKeNaTeIbHbIE peakiy (HalpuMep, OCTPhIi TeHepaTn30BaHHbIH
9K3aHTEMATO3HBIN TMycTyne3), cuuHapoMm CTuBeHca-/[KOHCOHA, TOKCHUYECKUI SMUIepMabHbIHN
HEKpOJIU3 U JIEKapCTBEHHAs ChIllb C 303uHO(UINEe M cucreMHoi cumnromarukoit (DRESS-
CHHJIPOM) HEOOXOOUMO Cpa3zy K€ NpPeKpaTHTh MpHUeM KIApUTPOMHIIMHA M HavaTh
COOTBETCTBYIOIIIYIO TEPATHIO.

B caydae coBmecTHOro mpUMEHEHHS C BapQapuHOM WM JAPYTUMH  HENPSIMBIMH
AaHTUKOAryJIssHTaMM  HEOOXOAMMO  KOHTPOJIMPOBATh  MEXAYHapOAHOE HOPMAJIM30BaHHOE
otrnomenne (MHO) u npotpomOuHOBOE Bpems (cM. pazzen 4.5.).

Cnenyer coOmroaTb OCTOPOXKHOCTh NPU OAHOBPEMEHHOM INPUMEHEHHU KJIAPUTPOMHIIMHA C
MEepOpAILHBIMU AHTUKOATYJITHTAMHU IPSMOTO ASHCTBHS, TAKUMH KakK JaOuratpaH, puBapokcadaH
n anukcabaH, OCOOCHHO y IMAIMEHTOB C BBICOKMUM PHCKOM pa3BUTHS KPOBOTECUEHHUS (CM.
paznen 4.5.).

4.5. B3aumopaeiicTBHe ¢ JIPYrMMM JIeKAPCTBEHHbIMH IpenapataMd M JApyrue BHABI
B3aMMOJCCTBUSA

HDOTHBOHOKaSaHHBIC KOMOMHAINH

[IpuMeHeHue CleayoIMX MpenapaToB COBMECTHO C KJIAPUTPOMMUILMHOM MPOTHBONOKA3aHO B
CBSI3U C BO3MOYKHOCTBIO Pa3BUTUS CEPbE3HBIX NOOOUHBIX 3(h(PEKTOB.

Luzanpuo, numo3uo, mepghenadun u acmemu3zoi

ITpy coBMECTHOM MpHEMe KJIApUTPOMMILMHA C LU3ANPUIOM, MHMO3HUIOM, Tep(eHaanHOM HIIH
aCTEMHU30JI0M COOOIIIATIOCh O MOBBIIICHUN KOHIIEHTPAIUU TIOCJIEIHUX B IUIa3Me KPOBHU, YTO MOXKET
NpPUBECTH K YyANMHEHWIO wuHTepBasa QT W MOSBICHUIO CEPACYHBIX APUTMUH, BKIOYAS
KEJTYIOUYKOBYIO TaXUKAPAUIO, GUOPMILISAIIMIO KEITyT0UYKOB U KETyJOYKOBYIO TaXUKapAUIO THUIIA
«mupyasT™» (cM. paznen 4.3.).

Ankanouowl cnopuinbu

ITocTperucTpallioHHbIE HCCIIEAOBaHMUSA IIOKa3bIBalOT, YTO IIPU COBMECTHOM IPHUMEHEHUH
KJIAPUTPOMUIIMHA C SPTOTAMHHOM HJIH JUTHAPOIPrOTAMHHOM BO3MOXKHBI cletyromue 3G QeKTsl,
CBSI3aHHBIE C OCTPHIM OTpPABICHHEM IIpernapaTaMy TPYNIbl YPrOTAMUHOB: COCYIHUCTBIM CIasM,
UIIeMHUs] KOHEYHOCTeH M Jpyrux TKaHeW, BKJIIouYas IeHTpaibHylo HepBHyIo cuctemy (LJHC).
OnHOBpEMEHHOE MPUMEHEHNE KIIAPUTPOMUIIMHA U AJTKAIONI0B CIIOPBIHBY TPOTHUBOIIOKA3aHO (CM.
paznen 4.3.).

Hneubumopwur ' MI-KoA-pedykmaswl (cmamumbt)
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OJHOBpPEMEHHBIM  NpUEM  KIApUTPOMHUIIMHA C  JIOBACTATUHOM  WMJIM  CHUMBACTaTUHOM
MIPOTUBOIIOKA3aH (CM. pasnen 4.3.) B CBSI3U C TEM, YTO JIaHHBIC CTATUHBI B 3HAYUTEIBHON CTENICHH
MeTtabonusupyroTcs nzopepmentom CYP3A4, u coBMecTHOE MPUMEHEHHUE C KIAPUTPOMUITTHOM
MOBBIIIAET UX CHIBOPOTOYHBIC KOHIIEHTPALMU, YTO MPUBOAUT K TOBBIINICHUIO PHUCKA Pa3BUTHS
MUoONaThH, BKIOYass pabdaomMuonui3. Coobmiamoch O ciiydasx paOAoMHOIM3a y MAIlMEHTOB,
MPUHUMABIINX KIAPUTPOMHULIMH COBMECTHO C JaHHBIMHU Ipenapatamu. B ciryuae HeoOXoauMocTu
MPUMEHEHUS KIIAPUTPOMUIIMHA CJICYeT MPEKPaTUTh MPHEM JIOBACTaTUHA WJIM CHMBACTAaTHHA Ha
BpeMsl Teparuu.

KnapurpoMuiue cieayer mpUMEHSTh C OCTOPOKHOCTBIO MpH KOMOWHUPOBAHHOW TEpamuu C
JIPYTUMHU CTaTMHaMu. B cioydae HEOOXOIMMOCTH COBMECTHOTO NpHeMa PEKOMEHIYeTcs
MIPUHUMATh HAMMEHBIIYIO 103y CTaTHHA. PEKOMEHIyeTCss IPUMEHSITh CTaTHHBI, HE 3aBUCSIIINE OT
Metabonn3ma uzopepmenta CYP3A (manpumep, QuyBacratu). CremayeT KOHTPOJIMPOBATH
pa3BUTHE MPU3HAKOB ¥ CHMITOMOB MHOIIATHH.

Muoazonam ons nepopanvHo2o npumeHneHus

[Ipn coBMecTHOM NpHUMEHEHHH MHUa30jaMa W KIAPUTPOMHIIMHA B JIEKApPCTBEHHOU (opme
tabneTku (500 Mr 2 pa3a B CyTKH) OTMEUYAIOCh YBETMUEHUE TUIOIIA M O (hapMaKOKUHETHUECKOM
KpuBoi «koHIeHTpanus-spems» (AUC) mMumazonama B 7 pa3 mociie MEepopajbHOTO IMpHEMA.
OMHOBpPEMEHHBII TPHUEM KJIAPUTPOMHUIIMHA C MHUAA30JIaMOM Ui TIEPOPaIbHOrO MPUMEHEHUS
MPOTUBOIIOKAa3aH (cM. pazaen 4.3.).

Jlomumanuo

OZHOBpPEMEHHBIM TpUEM KJIApPUTPOMHIIMHA C JIOMHTAIIMAOM IIPOTUBOINOKA3aH M3-3a pPUCKA
CYIIECTBEHHOTO MOBBIIICHUSI aKTUBHOCTH TPAaHCAMMHA3 B TIa3Me KpoBH (cM. paszaen 4.3.).

Biausnue apyrux JIeKapcTBEHHBIX IPENapaToOB Ha KIAPUTPOMUIIUH

Jannple HaOMIOAEHUN TOKa3ald, YTO COBMECTHOE IPUMEHEHHE a3UTPOMHUIIMHA C
THJIPOKCUXJIOPOXMHOM Yy TAIIMEHTOB C PEBMATOUIHBIM apTPUTOM CBSI3aHO C IMOBBIIICHHBIM
PHUCKOM  CEpACYHO-COCYIMCTBIX COOBITUH H  CEpPACUYHO-COCYIUCTONM cMmepTHocTh. M3-3a
BO3MOKHOTO aHAJOTMYHOTO PHCKAa TMPHU MPUMEHEHUH JPYTUX MAaKpPOJIUIOB B COYETAaHUU C
THAPOKCUXIIOPOXUHOM HJIU XJIOPOXHUHOM CJIICAYCT THIATCIIbHO B3BCCUTH COOTHOMICHUEC IMOJIb3bI U
pUCKa, TpeXae 4YeM Ha3HA4yaTh KIAPUTPOMUIIMH JIOOBIM MAlUEHTaM, NPHHUMAIOUIIM
TUAPOKCUXJIOPOXHUH HUIIN XJIOPOXHUH.

[Ipenapatel, sBisrommecs wHAyKTOopamu wm3odepmenta CYP3A (mampumep, pudaMIuimH,
(denuTonH, kapbamasenuH, heHobapOuTal, 3Bepo0OH MPOABIPSIBICHHBIN), MOTYT HHIYITUPOBAThH
MeTaboNIM3M KIApUTPOMULIMHA. DTO MOXKET NMPHUBECTU K CyOTEeparneBTUYECKONW KOHIEHTpAIHH
KJIQPUTPOMUIIMHA M COOTBETCTBEHHO K CHWXEHHIO ero »¢dextuBHocTH. Kpome ToTO,

HeoO0XOMMO HalOJI0JaTh 3a KOHIEHTpaluel nuaykropa usopepmenra CYP3A B miazme KpoBH,
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KOTOpasi MOKET MOBBICUTHCS W3-3a MHrHOMpoBanus n3zopepmernta CYP3A kimapuTpoMUIITHOM.
[Ipu coBmecTHOM npuMeHeHMH pu(aOyTHHA M KIAPUTPOMHUIIMHA HAOIIOJANOCH TOBBIIICHHE
MJJa3MEHHOM KOHIEHTpanuu pudadyThHa # CHWKEHHE CBIBOPOTOYHOW  KOHIIEHTPAIMH
KJIAPUTPOMUILIMHA C IMOBBIIIEHHBIM PUCKOM Pa3BUTHSI YBEUTA.

Cnenyromue mpenaparbl 00JaNalOT JOKa3aHHBIM WM TPENINOJIaracMblM BIIUSAHUEM Ha
KOHIICHTPAIMIO KJIAPUTPOMHUIIMHA B TUIa3M€ KPOBHU; B CIy4ae MX COBMECTHOTO NMPHUMEHEHUS C
KJIIAPUTPOMUIIMHOM MOXKET MOTpPeOOBaThCA KOPPEKLHMS /103 WIM MEePexo]] Ha allbTepHATUBHOE
JIeYeHue.

Dgpasupens, nesupanun, pugpamnuyun, pucadbymun u puganeHmun

CunbHblE HMHIYKTOPBI CUCTEMBI IuToXpoma P450, Ttakwe kak 5(]aBUpeH3, HEBUpPAINWH,
pudamnunuH, pupadbyTuH U pudaneHTHH MOTYT YCKOPSATh METabO0JIM3M KIApUTPOMHIIMHA H
TaKMM 00pa3oM MOHMKATh KOHIEHTPALUIO KIAPUTPOMHUIIMHA B TUIa3Me€ KPOBH, U BMECTE C TEM
MOBBIIIATH KOHIIEHTpAMI0 B IiazMe kpoBu 14-OH-xmaputpomunvHa — MeTaOoIuTa, TaKKe
SIBJISIFOIIIETOCS. MUKPOOMOJIOTUYECKH aKTUBHBIM. [10CKOIBKY MHUKpOOHOJIOTHYECKas aKTUBHOCTh
knaputpomuiinHa U 14-OH-kmapuTpoMHIIMHA OTIMYAETCS B OTHOIICHWW Pa3IMYHBIX OaKTEepHUi,
TepaneBTUYeCKuit 3H(HEKT MOKET CHUKATHCS MTPH COBMECTHOM NMPUMEHEHUHU KIAPUTPOMHUIINHA
WHIYKTOPOB (DEPMEHTOB.

Ompasupun

KoHneHTparms KiapuTpoMUIliHa CHUXKAETCS IPH UCTIOJIB30BAHUN 3TPABUPUHA, HO TIOBBIIIIACTCS
KOHIIeHTpanust aktuBHoro wmetabonmuta 14-OH-knaputpomummua. [lockonmsky — 14-OH-
KJIIAPUTPOMUIIMH 00J1alaeT HU3KOW aKTUBHOCTBHIO MO OTHOWIEHUI0O K MAC-UH(EKIUIM MOXKET
MEHSTHCS 00IIass aKTUBHOCTh B OTHOIICHUHW ITHX BO30yauTeneid, mosromy s aedenus MAC
ClIe[lyeT paccMaTpuBaTh aJbTEpPHATUBHOE JICUEHUE.

@DnykoHnazon

CosmecTHbIi preM (iaykoHazona B 03¢ 200 Mr eXXeJHEBHO U KJIapUTpoMuIiHa B 03¢ 500 Mr
2 pa3a B cytku y 21 3m0poBOT0O J00pOBOJIBIIA MPUBET K YBEIWYEHHUIO CPEIHETO 3HAYCHUS
PaBHOBECHON MUHUMAaJIbHOW KOHUEHTpauuu KiaaputpoMuuHa (Cmin) 1 AUC Ha 33 % u 18 %
COOTBETCTBEHHO. IIpM 3TOM COBMECTHBIM NpHeM 3HAUUTEIBHO HE BIUSJI Ha CPEIHIOI0
PaBHOBECHYIO KOHIICHTpalmuio akTuBHOro meradonura 14-OH-xmapurpomunmua. Koppekmms
J103bl KJIAPUTPOMMIIMHA B Cllydae COIYTCTBYIOLIETo Npuema (irykoHa3osa He TpeOyercs.
Pumonasup

dapMaKOKMHETUUECKOE HCCIIEI0BaHUE MOKAa3aj0, YTO COBMECTHBII IIPUEM PUTOHABUpA B J03€
200 mr kaxpie 8 4acoB U KiIapuTpoMuIinHa B 103e 500 mr kaxapie 12 yacoB npuBes K 3aMETHOMY
MOJIABJICHUIO MeTa0onu3Ma KiIapuTrpomMunuHa. [Ipy  COBMECTHOM TMpHEMe pUTOHABUPA

MaKCUMaJIbHasl Tu1a3MeHHasi KOHIEHTpalus (Cmax) KiapuTpoMuiinHa yBenudmiach Ha 31 %, Cin
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yBenuunaack Ha 182 % u AUC yBennuwmiachk Ha 77 %. BpU10 OTMEUEHO NMPAKTUYECKHU ITOJIHOE
nojasineHue oopazoBanus 14-OH-knaputpomunaa. brarogaps mupokoMy TepaneBTHYECKOMY
AWara3oHy KIIapuTpoOMUIIMHA YMCHBIICHHUE €ro J03bl Yy IMAIlUCHTOB C HOpMaJIBHOﬁ MMOYEYHOMI
¢bynkuueir He TpeOyercs. Y TAIMEHTOB C IMOYEYHOM HEJOCTATOYHOCTHIO IIeJIecoo0pa3Ho
paccMOTpeTh cleAyromue BapuaHThl Koppekuuu g03bl: npu KK 30-60 ma/mun  1o3a
KJIApUTPOMUIIMHA J0JDKHA ObITh ymenbmieHa Ha 50 %, nmpu KK wmenee 30 mu/muH 1o3a
KJIApUTPOMUIIMHA JOJDKHA OBITh yMeHblleHa Ha 75 %. PuToHaBHp He clenyer COBMECTHO
MPUHAMATH C KIAPUTPOMHUIIMTHOM B J103aX, IPEBBIAIONINX | T' B CYTKH.

CxopHbIe KOPPEKLUUH 03 JOJDKHBI pacCMaTpUBATHCS Y IMAI[MEHTOB CO CHMKEHHOW (yHKIHEH
MOYEK, €CJIM PUTOHABUP MPHUMEHSETCS Kak (apMaKOKHHETHUECKUH «YCHWIIMTENb» MpH
MPUMEHEHUH JIPYTUX WHTHOMTOPOB mpoTeassl BUY, Biiroudas aTa3aHaBUp M CaKBUHABUP (CM.
nojpaszen «/IByHanpaBieHHOE B3aUMOEHCTBUE JIEKAPCTBY ).

JIeHCTBHE KIAPUTPOMUIIMHA HA APYTHUE JICKAPCTBEHHBIC MPernapaThl

Anmuapummuyeckue cpeocmaa (XUHUOUH U OU30NUPAMUO)

B03MOXHO BO3HHMKHOBEHHME J>KEITYIOYKOBOM TaXWKApAWW THUMA «IIHPYIT» MPH COBMECTHOM
MPUMEHEHUH KJIAPUTPOMUIIMHA U XUHHUIWHA WK aAu3onupamuaa. [Ipu onHOBpeMeHHOM mpHreMe
KJIQpUTPOMUIIMHA C OJTUMHU [IpenapaTaMH CleQyeT peryisipHO MPOBOJUTH KOHTPOJb
anektpokapauorpammel (OKI') Ha mpeamer ymiuHenust uHTepBana QT, a Takxke cienyer
KOHTPOJUPOBATH CHIBOPOTOYHBIC KOHIIEHTPAIIMH STUX MPENapaToB.

B moctperucTpaninoHHOM MPUMEHEHUH COOOINATIOCh O CIy4asX Pa3BUTHS THIIOTIUKEMHUH IPH
COBMECTHOM TMpUEME KJIApUTPOMHUIIMHA U Au3onupamuna. HeoOXoaumMo KOHTPOJIUPOBATH
KOHIICHTPAIMIO TJIIOKO3bl B KPOBU NPU OJHOBPEMEHHOM IPHUMEHEHUU KIAPUTPOMUILIMHA H
JTU30ITUPAMHU/IA.

Ilepopanvuvie cunoznuxkemuyeckue cpedcmea/ UHCYIuUH

[Tpu coBMECTHOM NMPUMEHEHUH KIAPUTPOMUIIMHA U MEPOPATBHBIX TUITOTIIMKEMHUYECKUX CPEACTB
(HampuMep, TPOU3BOJHBIC CYIHQOHWIMOYECBUHBI) W/WIM WHCYJIMHA MOXKET HaOII0AaThCs
BbIpaXeHHAass runoriukeMus. OJHOBPEMEHHOE NMPUMEHEHHE KIAPUTPOMHIIMHA C HEKOTOPBIMH
TUTNOTIMKEMUYECKUMHU TIperapaTaMu (HampuMmep, HATEeTJIMHH], MHOTJIMTA30H, PEMariuHul |
POCUTIIUTAa30H) MOXKET MPUBECTH K HHrHOupoBanuio n3opepmenta CYP3A kiapuTpoMUIiiHOM, B
pe3y/bTare 4ero MOKET Pa3BUTHhCS THUMOTIMKEMUs. PexomMeHmyeTcsl THIaTelbHbI KOHTPOJb
KOHIICHTPAIIMH TJIFOKO3BI.

Bzaumooeiicmesus, obycnosnennvie uzogpepmenmom CYP3A

CoBMECTHBIN TNpPUEM KIAPUTPOMHUIIMHA, KOTOPBIMA, KaK H3BECTHO, MHTHOMpYyeT u30(epMeHT
CYP3A, u npenapartoB, nepBuyHO Metabonusupyromuxcs uzopepmentom CYP3A, moxer

aCcCoMrpPOBATLECA C B3aUMHBLIM IIOBBIIICHHUEM HX KOHHCHTpaHHI\/'I, 4YTO MOXKCT YCWIIMTHL HWIIN
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MIPOJUTUTH KaK TEPAeBTUUECKHE, TaK U MOOOYHBIE 2P PEKTHI.

KnaputrpoMuiius cieayer ¢ 0OCTOPOKHOCTHIO TPUMEHSTh MAIIMEHTaM, MOYYarOIIuM Ipenaparhl,
spisromuecs cyocrpatamu nzopepmenta CYP3A, oco6eHHO eciu 3TH rpenaparbl UMEIOT Y3KU
TepaneBTUYECKU AUana3oH (Hanmpumep, kapOamMas3enuH), U/ Wi HHTEHCHBHO METa0O0IH3UPYIOTCS
5TUM (epMeHTOM. B ciydae He00X0AMMOCTH JOKHA MTPOBOJUTHCS KOPPEKIUS JO36I IIpenapara,
MIPUHUMAEMOTO BMECTE C KJIAPUTPOMHUIIMHOM. Taxke Mo BO3MOXKHOCTH JOJDKEH MPOBOTUTHCS
MOHHUTOPUHT CHIBOPOTOYHBIX KOHIIGHTPALMK TNpenaparoB, MEPBHYHO METAOOIH3UPYIOIIUXCS
m3opepmentom CYP3A.

MeTtabonu3M ciaeIyoImuX MpenapaTos/KIaccoB OCyIlecTBIsIeTcs TeM ke n3opepmeHToM CYP3A,
YTO U MeTaboNM3M KIApUTPOMUIIMHA, HANpUMeEp, ajmnpas3ojaM, KapOamasemnuH, IUIOCTa30d,
LIUKJIOCTIOPUH, TU3OMHUPAMHIl, METWINPEIHU30JIOH, MHIa30J1aM, OMENpa3oi, IepopalbHbIC
AHTUKOATYJISIHTHL  (HampuMmep, BapdapuH, puBapokcabaH, anukcabaH), AaTHIIHYHBIC
AQHTHUIICUXOTHUYECKHUE CpeACTBa (HANpUMep, KBETHANWH), XUHUIUH, pudalOyTuH, cuineHapu,
TaKpOJIMMYC, TpuazojaM U BuHOMacTuH. Takxke Kk aronuctam uzodepmenta CYP3A oTHocsaTcs
CIIEAYIOLMEe  Tperaparbl, MPOTUBONOKA3aHHBIE K  COBMECTHOMY  NPUMEHEHHIO C
KJIQPUTPOMUIIMTHOM: aCTEMH30J1, IIU3aNpUI, MUMO3U/, TepPeHaNH, TOBACTaTHH, CHMBACTAaTHH H
aNKanouael cropeiHb (cM. pazmen 4.3.). K mpenaparam, B3anMOJEHUCTBYIOIIUM IOAOOHBIM
oOpa3zom uepes Apyrue n30(hepMeHTHI B paMKax cucTeMbl uToxpoma P450, oTHOCSTCS (PeHUTOMH,
TE€O(UIUIMH U BaJIbIIpOEBasi KUCIIOTA.

Henpsamvie anmukoaeynsanmuol

IIpu coBmecTHOM TmipueMe BapdapuHa U KJIAPUTPOMUIIMHA BO3MOXKHO KpPOBOTEUCHUE,
BbIpaxkeHHoe yBennmueHne MHO wu mporpomOumHOBOrO BpeMeHu. B ciydae coBMecTHOTro
MPUMEHEHUs1 ¢ BaphapruHOM WIM APYTUMH HENPSIMBIMU aHTHUKOATYJISTHTAMH HEO0OXO0JIUMO
koHTpoaupoBate MHO u mpoTpoMOMHOBOE BpeMsI.

Ilepopanvhvie anmukoazyisaHmsl NPAMO20 0etcmeus

[lepopanbHblii aHTHUKOATyJSHT MPSMOrO ACWCTBUS Ja0UraTpaH sBISETCS CyOCTpaToM JUIs
s ¢arokcHOro Oenka-nepeHocunka P-rimkomnporenna (P-gp). PuBapokcaban u anmkcaban
MeTabonu3upyrotcs ¢ yaactueM nzopepmenta CYP3A4 u taxke sBIsAOTCS cyOcTparamu 1ist P-
gp.

Cnenyer coOnronaTb OCTOPOKHOCTh TPU OAHOBPEMEHHOM INPHUMEHEHHWH KJIAPUTPOMHIIMHA C
JTAaHHBIMH TIpeTapaTaMu, 0COOEHHO Y MAIlMeHTOB C BBICOKUM PUCKOM Pa3BUTHUSI KDOBOTEUEHUS (CM.
paznen 4.4.).

Omenpason

Knaputpomunun (mo 500 Mmr kaxaple & 4acoB) MCCIENOBAJICA Y 3J0POBBIX B3POCIbBIX

No0poBOJIbLIEB B KOMOMHauuu c omenpaszonoMm (mo 40 mr exenHeBHo). Ilpu coBmecTHOM
11
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MPUMEHEHUN KIAPUTPOMUIIMHA M OMEIpa30ja pPAaBHOBECHBIC IIJIa3MEHHBIE KOHIEHTPAIHH
omernpasosa 0buH yBenuueHb! (Cmax, AUCo24 1 nepuon nomyssisenenus (T2) yBenuuunuce Ha
30 %, 89 % u 34 % coorBercTBeHHO). Cpennee 3HaueHue pH sxenmynka B TeueHue 24 4acoB
coctaBwiio 5,2 (mpu mpHeMe OMenpas3ojia B OTAEIbHOCTH) U 5,7 (mpu mpHEMe OoMempaszolia
OJIHOBPEMEHHO C KJIAPUTPOMHUIITHOM).

Cunoenagun, maoanagun u eapoenaghun

Kaxnapiii w3 3Tux WHruOMTOpoB ¢ochoamdcTepasbl MeTabONMM3UPYyeTCs, MO KpalHel wmepe,
gactTuaHo ¢ ydactueM uzopepmenta CYP3A. B 1o xe Bpems uzopepment CYP3A moxer
WHTHOUPOBATHCS B IPUCYTCTBUH KJIapuTpoMulinHA. COBMECTHOE PUMEHEHHE KIAPUTPOMHUIIMHA
¢ cwineHadumoMm, TamanapwIoOM WIM BapAeHAQUIOM MOXKET TPHBECTH K YBEIUYEHUIO
UHTHOUpYIOIero Bo3neicTBust Ha ¢ochoandcrepasy. [Ipm nmpuMeHEeHHH 3THUX TpEnapaToB
COBMECTHO C KIAPUTPOMHUIIMHOM CJIEAYeT PacCMOTPETh BO3MOXHOCTb YMEHBIICHUS J1O3BI
cunenaduna, Taganaduia u BapaeHaduia.

Teogunnun, kapoamazenun

[Ipu coBMECTHOM NMPUMEHEHUH KIAPUTPOMUIIMHA U TeOUILTNHA WIH KapOaMa3ernnHa BO3MOKHO
MOBBIIIEHNE KOHIEHTPALUN JaHHBIX MPEnapaToB B CHCTEMHOM KPOBOTOKE.

Tormepooun

[TepBuuHbIii MeTabOJIM3M TONTEPOAMHA OCyIecTBIIsIeTCS uepe3 2D6 n3odopmy nutoxpoma P450
(CYP2D6). Opnako B yactu TOMYJSIUH, JuiieHHoW u3odpepmenta CYP2D6, merabonusm
npoucxoaut uepe3 m3opepment CYP3A. B 31oii rpymnmne HaceneHus nojaBieHne n3opepmMeHTa
CYP3A npuBOAUT K 3HAYUTEIHHO 00Jiee BHICOKMM KOHIICHTPAIUSM TOJTEPOJMHA B CHIBOPOTKE
KpoBH. B momynsmuu ¢ HM3KMM ypoBHeM Merabomm3ma uepe3 m3opepment CYP2D6 moxer
noTpeOOBaThCSI CHIKEHHE J03bI TOJTEPOJIMHA B TPUCYTCTBUM HHTHOMTOPOB H30(epMeHTa
CYP3A, Takux Kaxk KJIapUTPOMUIIUH.

benzoouasenunvi (nanpumep, arnpazonam, Muoazonam, mpuazonam)

[Ipu coBMecTHOM NpPUMEHEHMH MHJa30jamMa W TadyseTok kinaputpomuimHa (500 mr 2 pasa B
cyTkn) orMmeuanoch ysennuenue AUC mupasonama B 2,7 pa3a nocjie BHYTPUBEHHOTO BBEICHHUS
Mugaszonama. Ecim  BMecTe ¢ KIAPUTPOMUIIMHOM TMPHMEHSETCs BHYTpUBEHHas (opma
MHUJa3ojama, CJeIyeT TIIATEIbHO KOHTPOJIMPOBATH COCTOSIHME MAalUMEHTa JUIsl BO3MOXHOM
KOPPEKIUU J103bI.

BBenenne nexapcTBEHHOIO Ipemnapara 4yepe3 CIM3HCTYI0 000JI0UKY MOJIOCTH PTa, KOTOPOE JaeT
BO3MOKHOCTh 000MTH MPECUCTEMHYIO SJTMMUHAINIO JIEKAPCTBEHHOTO Mpenapara, CKopee BCero,
MpPUBEJIET K B3aUMOJICHCTBHIO, aHAJIOTHYHOMY TOMY, KOTOPOE€ HaOJII0JaeTcs pU BHYTPUBEHHOM
BBEJICHUU MUJIA30J1aMa, a He TIPU NEPOPAIIbHOM IIPUEME.

Taxue >xe Mepsbl IPeI0CTOPOKHOCTH CIIEAYET IPUMEHSTh U K IpYruM OeH30/1Ma3enuHam, KOTOpble
12
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MerabomusupyroTces m3opepmentom CYP3A, Brmowas Ttpuazonam wu  aimpaszoinam. [Jlis
0eH30/1Ma3eNMHOB, BbIBEJCHHE KOTOPHIX HE 3aBUCUT OT u3opepmenta CYP3A (temasenam,
HUTpa3enaM, JopasenaMm), MAaJOBEPOSATHO KIMHUYECKH 3HAUYMMOE B3auUMOJEHCTBHE C
KJIAPUTPOMULITHOM.

[Ipu coBMeCTHOM ITPUMEHEHUH KIApUTPOMULIMHA U TPHa301aMa BO3MOKHO Bo3zeicTeue Ha LIHC,
HalpuMep, COHJIMBOCTh U CIyTaHHOCTb CO3HaHMA. B cBs3m ¢ 3TuM, B cilyyae COBMECTHOIO
IIPUMEHEHUS] PEKOMEH1yeTCs CIIeAUTD 3a cumnTomamu HapymeHus LIHC.

BsauMopaeiicTBUs ¢ ApYTUMU IIpenapaTaMu

Konxuyun

Konxumma sBnsercs cydcrparom kak m3odepmenta CYP3A, tak m Oenka-nepenocumnka P-gp.
W3BecTHO, YTO KJIAPUTPOMUIIMH U JPYTUe MAKPOJIUIBI SBISIOTCS MHTHOUTOpaMu n3odepMeHTa
CYP3A u P-gp. [Ipu coBMecTHOM npueMe KJIapUTPOMHULIMHA U KOJIXUI[MHA HHIHOupoBaHue P-gp
n/umn  u3opepmenta CYP3A Moxer mnpuBeCTH K YCWICHUIO JEHCTBHUA KOJIXHUIMHA.
3aperucTprupoBaHbl HOCTPErUCTPALIMOHHBIE COOOIIEHUS O CIIyyasiX OTPaBJICHUS! KOJXULMHOM IIPU
€ro OJHOBPEMEHHOM IPHEME C KIAPUTPOMMIIMHOM, Yallle Yy HNAlUEHTOB IOKUIOrO BO3pacTa.
HexoTopble U3 ONMCAHHBIX CITy4aeB MPOUCXOJWIN Y NAIIMEHTOB ¢ OYEYHON HEAOCTATOYHOCTHIO.
Kak coo01mmanock, HEKOTOpBIE CITydau 3aKaHYMBAIUCH JIETAIEHBIM HCXO/I0M.

OZHOBpPEMEHHOE MPUMEHEHHE KIAPUTPOMUIMHA U KOJXMIMHA IPOTUBOIOKA3aHO (CM.
paznen 4.3.).

JHueokcun

[Ipennonaraercsi, 4To ITUTOKCUH siBisieTcss cyOcTpaTtoM P-gp. M3BecTHO, YTO KIAPUTPOMUIIMH
uarudupyet P-gp. [Ipu coBMecTHOM npreMe KIapUTPOMUIIMHA M JUTOKCHHA WHTHOUpoBaHue P-
gp  KIApUTPOMHUIMHOM  MOXET  IPHUBECTH K  YCWIEGHUIO  JCHCTBUS  JUIOKCHHA.
[locTperucTpaloOHHbBIE HCCIEIOBAHUSA TOKAa3ajdd, YTO COBMECTHBIM INpPUEM JUITOKCUHA H
KJIIAPUTPOMUIIMHA TaKXe MOKET MNPHUBECTH K TMOBBIIICHUIO CHIBOPOTOYHOW KOHLIEHTPALMH
JUTOKCHHA. Y HEKOTOPbIX NAaIMEHTOB OTMEYAINCh KIMHHUYECKHE CHMIITOMBI OTPABJICHHUS
JUTOKCUHOM, BKJIIOYas MOTEHIHAIbHO JIeTalbHble apuTMuHM. [lpu coBMecTHOM mpueme
KJIAQPUTPOMHUIIMHA U IUTOKCHUHA CIIEAYeT TIIATEIbHO KOHTPOIUPOBATh KOHIIEHTPALIMIO JUTOKCHHA
B CBIBOPOTKE KPOBH.

3u008youn

OnHOBpEeMEHHBIN TpueM TaOJeTOK KIAPUTPOMUIIMHA W 3HJIOBYJMHA TEPOPAIBHO B3POCIBIMU
BUY-uHbUIIMpOBaHHBIMU ~ MAlIMEHTAMH MOXKET TPUBECTH K CHIKCHHIO PaBHOBECHOM
KOHLIEHTpALMK 3UA0BYIHHA.

[TockonbKy KIapUTPOMUILIMH BJIMSET HA BCACBIBAHHWE 3UAOBYAMHA MPU MEPOPATBHOM IMpHUEME,

B3aMMOJICHCTBUSL MOXHO B 3HAUUTEJIbHOM CTENEHHM U30ekKaTh, MPUHHUMAS KIAPUTPOMULIMH U

13



A NA I "Jl ::rI,EI.-.
—

OT L£. U 20

(MOCNEOOBATENBHOCTE 0003)

COOTBETCTBYET 2KCNEPTHOMY OTYETY

3UJIOBYAMH C MHTEPBAJIOM B 4 Haca.

[MomoOHoro B3ammMopelicTBUus He HaOmonanu y BUY-uHQUIMPOBaHHBIX NETEH, MPUHIUMABIIUX
JETCKYI0 CYCIEH3UIO KIAPUTPOMHIIMHA C 3UJAOBYAMHOM WIH JHUJIE30KCHMHO3MHOM. [TOCKONBKY
KJIAPUTPOMUIIMH MOJKET MPEMATCTBOBATh BCACBIBAHUIO 3UJOBYIMHA NMPU UX OJHOBPEMEHHOM
MpUeMe BHYTPh y B3POCIBIX MAIMEHTOB, MOJOOHOE B3aWMOJCUCTBHE BPSJ JIU BO3ZMOKHO MpPH
MPUMEHEHUH KIAPUTPOMUIIMHA BHYTPUBEHHO.

Denumoun u 8anvbnpoesas KUcioma

Nmerotcst nmanHBIE O B3auMojeicTBuM WHTHOUTOpOB wm3odepmenta CYP3A  (Brimrouas
KJIQPUTPOMUIIMH) C TpernapaTramMu, KOTOpbIe HE METaOOIM3HPYIOTCS C MOMOIIBI0 U30(epMeHTa
CYP3A (¢penutonn u BampmpoeBas KucioTa). s MaHHBIX TMpenapaTtoB NpPH COBMECTHOM
NPUMEHEHUH C KIAPUTPOMUIMHOM PEKOMEHIYETCS OIpEAENEHUE HUX ChIBOPOTOUHBIX
KOHIIEHTpAIIHMH, TaK KaK UMEIOTCS COOOIIEHHS 00 MX MOBBIIICHUH.

JIByHaAIIpaBlICHHOE B3aUMOJENCTBUE JIEKAPCTB

Amazanasup

KnaputrpoMuiina u arazanaBup sIBISIOTCS Kak CyOcTpaTaMu, Tak 1 HHTHOUTOpamu nu3odepmMenTa
CYP3A. CymecTByeT CBUIETEIBCTBO JABYHAIPABICHHOTO B3aUMOJIEHCTBHS 3TUX IPENapaToB.
CoBMmecTtHOE puMeHeHue kiaapurpomuiuHa (500 mr 2 pasza B cyTku) u arazanasupa (400 mr 1 pas
B CYTKHM) MOKET MPUBECTU K JBYKPATHOMY YBEJIMYEHUIO BO3JEHCTBUS KIAPUTPOMUILIMHA M
yMeHbIleHNI0 Bo3aencTeus 14-OH-knapurpomunnza Ha 70 % ¢ yBenmuenneM AUC ara3aHaBupa
Ha 28 %. bnarogaps mMpoKOMy TEparneBTUYECKOMY MAIa30Hy KIAPUTPOMHULIMHA YMEHbIIECHUS
€ro J103bl y MallUEeHTOB ¢ HOPMaJIbHOU PyHKIIMEH MOYeK He TpeOyeTcs. Y MalMeHTOB ¢ TOYeYHOM
HEJ0CTaTOYHOCThI0 cpenHed crernenn Tsokectn (KK 30—60 mur/mMuH) n03a KIIapuTpOMUIIMHA
noikHa ObITh yMeHblieHa Ha 50 %. Y nanuento ¢ KK menee 30 Mir/MuH 103y KJIapUTPOMHUIITHA
clefyeT CHU3UTh Ha 75 %, mpUMEHss JUIs 3TOTO COOTBETCTBYIOIIYIO JIEKAPCTBEHHYIO (opMy
KkinapurpomunHa. KmaputpomunmH B go3ax, npesblmatomux 1000 Mr B CyTKH, HENb3s
MIPUMEHSATh COBMECTHO C HHTUOUTOpaMHU IPOTEas.

BMKK

IIpu onHoBpeMeHHOM npuMeHeHHM kiaapurpomuimHa 1 BMKK, koTopsie merabonusupyroTcs
nzopepmentom CYP3A4 (manpumep, BeparmaMui, aMJIOAUIINH, TAITHA3EM), CIIEAyeT cOOI0aaTh
OCTOPOKHOCTb, TOCKOJIBKY CYILECTBYET PUCK BO3HUKHOBEHMSI apTepUAIbHOW TI'MIIOTEH3MH.
[Ina3meHHbIE KOHIIEHTPALUK KIApPUTPOMHUIIMHA, Tak ke, kak 1 BMKK, Moryt moBsimartecs npu
OJJHOBPEMEHHOM TNpUMEHEHHH. ApTepHaibHas TUIOTEH3Us, OpaguapuTMHUs M JIAKTOALMI03
BO3MOJKHBI ITPH OTHOBPEMEHHOM IpHUeMe KIApUTPOMUIIMHA U BeparnaMua.

Hmpaxonazon

KnaputpoMuniua u UTpakoHa3oid SABISIOTCS cyOcTpaTaMu M HHTHOMTOpaMH H30(epMeHTa
14
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CYP3A, uto ompenensier JAByHaIpaBlIe€HHOE B3auMOJEHCTBHUE mpenaparoB. KiapuTpoMHIIMH
MOJKET MOBBICUTh KOHIIEHTPAIIUIO HTPAKOHA30J1a B IJIa3Me KPOBH, B TO BpeMsl KaK UTPAKOHA30J
MOJKET TMOBBICUTH IJIA3MEHHYIO KOHIICHTPAIMIO KJIAPUTPOMUIIMHA. [lalineHTOB, OJTHOBPEMEHHO
MPUHUMAIOIINX UTPAKOHA30JI U KIAPUTPOMUIINH, CIEAYeT TIIATEIbHO 00CIeI0BaTh HAa HAIUYHE
CHUMIITOMOB YCHJICHHS WM YBEJIMUYCHHS JUTMTEIBHOCTH (DapMaKoJOrHuecKux 3PQPEKTOB 3TUX
Mpernaparos.

Caxsunasup

KnaputpoMuiine u cakBUHaBUP SBIIAIOTCS cyOcTpaTamMu u uHruouTopamu n3odepmenta CYP3A,
YTO ONpeAessaeT ABYHAIPaBICHHOE B3auMoieiicTBue npenaparoB. OTHOBPEMEHHOE IPUMEHEHHE
kinaputpomuiimHa (500 Mr 2 pa3a B CyTKHM) U CakBHHaBUpPA (B MATKUX JKEJTATHHOBBIX Karlcysax,
1200 mr 3 pasa B cytku) y 12 3mopoBbix 100poBoibieB Bbi3biBasio yBenudeHue AUC U Cax
cakBuHaBupa Ha 177 % u 187 % COOTBETCTBEHHO B CpaBHEHHM C NPHEMOM CaKBHHaBHpa B
otaenbHoCcTU. 3HaueHUs] AUC u Cax KIIapUTpOMUIIMHA ObUTH TpuOIu3uTensHo Ha 40 % Bolle,
YeM IpH MOHOTEpANUH KIAPUTPOMUIMHOM. [Ipr COBMECTHOM MPHMEHEHHH JTHX JBYX
MIPErapaToB B TEUCHHE OIPAaHUYEHHOTO BPEMEHH B J103aX/COCTaBaX, YKa3aHHBIX BBIIIE, KOPPEKIIHS
7036 He TpeOyercs. Pe3ynbTaTbl HcClIeqOBaHHS —JICKAPCTBEHHBIX  B3aMMOJEHCTBUI ¢
WCIOJIb30BaHHEM CaKBHHABUPA B MSTKHMX JKEJIATHHOBBIX KaIlCylax MOTYT HE COOTBETCTBOBATH
s¢dexram, HaOIIOJaAeMBIM MIPH TPUMEHEHUHN CAaKBUHABUPA B TBEP/BIX JKEIATUHOBBIX Karcysax.
Pe3ynbraThl UCCie0BaHUS JICKAPCTBEHHBIX B3aUMOJICHCTBUI MIPU MOHOTEPAIMKA CAKBUHABHPOM
MOTYT HE COOTBETCTBOBATh s dekram, HaAOII0JaeMbIM npu Tepanuu
CaKBHHABUPOM/pUTOHABHpOM. [Ipu mpueme cakBHHABHpa COBMECTHO C PHUTOHABHPOM CIICIYET
YUUTHIBATh MOTEHIIMATILHOE BIMSHUE PUTOHABHPA HA KIAPUTPOMUIIMH.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTb U JIAKTAIUSA

bepeMeHHOCTD

bezonacHOCTh MPUMEHEHHUS KJIAPUTPOMHIIMHA IPU OEPEMEHHOCTH HE YCTaHOBJICHA.
OCHOBBIBasICh Ha PA3JIMYHBIX PE3YIbTATAX, IOTYYEHHBIX B HCCIIEIOBAHUAX HA )KMBOTHBIX, a TAKXKE
Ha ONBITE NPUMEHEHHs Yy IIOJeH, HeNIb3sT HCKIIOYUTh BO3MOXXHOCTH HEOJIAronpUsTHOTO
BO3/eHCTBHS Ha >MOpuoderanpHOe pasBuTHe. HekoTopble HaOOaTeNnbHBIE HCCIETOBAHUS,
olleHWBarolMe Bo3neicTBue kiapurpomunaa B [ u Il Tpumectpax GepeMEeHHOCTH, BBISBHIN
MOBBIIICHHBI ~ PUCK  CaMOIPOM3BOJIBHOTO abopTa MO CpPaBHEHUIO C  OTCYTCTBHEM
AHTHOMOTHUKOTEpANIUM WIM TPUMEHEHHEM JPYrHMX AaHTUOMOTHKOB B AHAJIOTUYHBIE CPOKU
O6epeMeHHOCTH. VMeromuecss  SMMIEMUOJIOTMYECKHE  HUCCIEIOBAHUS  PHUCKA  CEpPhE3HBIX
BPOXKJCHHBIX TIOPOKOB PA3BUTHS MPH MPUMEHEHHUH MAKpOJIUI0B, BKIIOYAsl KJIAPUTPOMHIIMH, BO
BpeMsi 0EpPEeMEHHOCTH JICMOHCTPUPYIOT TPOTUBOPEUHBHIE PE3YJIbTATHI.

[IpumeHenune KIapUTPOMUILIMHA IPU 6epeMeHHOCTH (0c00eHHO B | TpuMecTpe) BO3MOKHO TOJIBKO
15
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B Clly4ae, KOrJia OTCYTCTBYET aJbTEPHATHBHAS TEPAINHs, a MOTEHUUAIbHAS M0Jb3a Il MaTEpH
MPEBBIIIAET NOTEHUUAIbHBIA PUCK IS IJI0]1A.

JlakTamms

Bruto ycTaHoBNIEHO, 9TO peOCHOK, HAXOIAIIMICS HA TPYAHOM BCKapMITUBAHUH, MOXKET TOJTYIHUTh
okosio 1,7 % OT MaTepUHCKOW M03bl KIAPUTPOMHIIMHA C TOMPABKOW HA Maccy Tela MaTepH.
be3onmacHOCT NpuUMEHEHUs KIAPUTPOMULMHA JI1 JIeTed Ha TPYyIHOM BCKapMIIMBAHHM HE
ycTtaHoByieHa. [Ipu HEOOXOAMMOCTH MpHEMa B MEPHUO] TPYAHOTO BCKAPMIIMBAHUS KOPMIICHHE
IpyIbI0 HEOOXOAMMO MPEKPATUTh.

DepTUIBHOCTD

HccnenoBanusi, mpoBeieHHbIE HA KPBICAX, MOKA3aIM OTCYTCTBUE BIMSHUA Ha (PEPTHILHOCTB.

4.7. BausiHMe Ha CHOCOOHOCTH YNPABJSATH TPAHCHOPTHBIMH CpeacTBAaMHU M padoTath C
MeXaHU3MaMu

JlaHHBIE OTHOCUTENBHO BIMSAHUSA KIAPUTPOMHULIMHA HA CITIOCOOHOCTh YIPABIATH TPAHCIIOPTHBIMH
cpeacrBaMu, MCXaHU3MAaMH OTCYTCTBYIOT.

Crnemyer cobOmioatb OCTOPOXKHOCTH NPU  YHPABICHWHM TPAHCIOPTHBIMH  CPEICTBAMH,
MEXaHU3MaMM, YYHUTbIBasg MOTEHUUAIbHYIO BO3MOXHOCTb T'OJIOBOKPYKEHHS, BEpPTHUTO,
CIIyTAaHHOCTH CO3HaHUS W JE30pPUEHTAlMH, KOTOpBIE MOI'YT BO3HHMKHYTH IIpU IPUMEHEHHH
JTAHHOTO Mpernapara.

4.8. HexkenarejbHbIC peaKIul

Pe3rome HexenaTeabHbIX peaKIui

YacToTa BCTpEYaeMOCTH OMpEIeNieHa CIeAyoIMuM o0pa3oMm: oudeHb uacto (= 1/10), gacro

(or>1/100 mo < 1/10), mewacto (ot > 1/1000 mo < 1/100), peaxo (ot > 1/10000 mo < 1/1000),

oueHb peako (< 1/10000), vacTtora HEeW3BeCTHa (MCXOIS W3 HMEIONIMXCS JAaHHBIX YacTOTY

BO3HHKHOBEHHS OIIPEICITUTH HEBO3ZMOXKHO ).

HesxxenaTenpHble peakiyu CrpynIupOBaHbI B COOTBETCTBUH C TIOPSIIKOM HA OCHOBAHUU CUCTEMHO-

opransbsix kiaccoB (COK).

Hngpexyuu u uneazuu:

HEYacTo — IE/UTIONMT', KaHIW[03, TacTPOIHTEPUT?, BTOpHUHBIE MHpEKIHH (B TOM uHCIIE

BarMHaJbHBIC);

94acTOTa HEM3BECTHA — IICEBJOMEMOPAHO3HBII KOJIUT, POXKa.

Hapywenus co cmopoHbl ummyHHOU cucmembl:

94acTO — CHIIb;

HeYacTo — aHA()MIAKTOMIHAS PEaKIus', rUIepuyBCTBUTENLHOCTD, OYIUIE3HBIH AepMaTut!, 3y,
3

KpalnMBHHIIA, MAKYJIOMAITyJIE€3HAas ChIIlb™

qacToTa HCEU3BECTHA — aHa(l)I/IJ'IaKTI/I‘lCCKaSI pcakuus, aHFI/IOHeBpOTI/ILIeCKI/Iﬁ OTCK, CCPbLC3HLIC
16
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KO)KHBIE HE)KEeJaTelIbHbIE peaKiuu (HampuMep, OCTPBIA TeHEePaTN30BaHHBIN IK3aHTEMAaTO3HBIN
nycrynes), cuapoM CrtuBeHca-/[)KOHCOHa, TOKCUYECKHUI anuaepManbHblii Hekponns3, DRESS-
CUHPOM.

Hapywenus memabonuzma u numarnusi:

HEYaCTO — AaHOPEKCHsl, CHIDKCHHE aIlleTUTa.

Tcuxuueckue napywenus:

4acTo — OECCOHHMIIA;

HEYacTo — 6EeCMOKOMCTBO, MOBBILIEHHAs BO30YAUMOCTE’;

4acTOTa  HEU3BECTHa  —  IICUXOTHMYECKHE  pacCTpPOMCTBA,  CIYTAaHHOCTb  CO3HaHMS,
JenepCoHaNM3aIMs, JCTPeccus, E30pPHEHTAlUs, TAUTIONWHAIMN, HapYIICHWS CHOBUICHHMA
(«KoIIMapHbBIC» CHOBHJICHHS ), TAPECTE3MsI, MAHUSI.

Hapywenus co cmoponul nepsHou cucmembl:

94acTo — TOJIOBHAs 00JIb, IUCTEB3HS;

HEYaCTO — MOTePs CO3HAHMSA', IMCKUHE3Hs !, FOJOBOKPYKEHHUE, COHIUBOCTD, TPEMOP;

9aCTOTa HEM3BECTHA — CYJIOPOTH, areB3us (IOTepsi BKYCOBBIX OIIYIICHUN ), TAPOCMHUS, aHOCMHUSI.
Hapywenus co cmoponwl opeana ciyxa u 1abupunma:

HEYaCTO — BEPTUTO, HAPYIICHHUE CITyXa, 3BOH B yIIax;

4acTOTa HEU3BECTHA — IITyXOTa.

Hapywenus co cmoponwl cepoya:

HEYacTo — OCTAHOBKA cepana’, puopwuisamus npeacepauii’, ynmnenue untepsana QT na DKT,
SKCTpacUCTONHA!, OllylIeHHe cep/eOueHus;

4acTOTa HEM3BECTHA — HKEITYIOYKOBAsT TaXUKAPJUSA, B TOM YUCIIE THUIA «ITUPYIT», PUOPHILIAIINS
KEITYAOUYKOB.

Hapywenus co cmoponwl cocy0os:

4acTo — Ba3oAMIaTalus

4acTOTa HEM3BECTHA — KPOBOTECUCHHE.

Hapywenus co cmoponwl ObixamenvHol cucmemvl, 0peanos 2pyOHOU KIemKU U CPeOOCHEeHUsL:
HEYacTo — acTMa', HOCOBOE KPOBOTeYeHHe?, TPOMO0IMOOHS IErOuHOI apTepun’.
JKenyoouno-kuuieunvie HapyuleHus.:

4acTo — iMapesi, pBoTa, IUCIEINCHsl, TOUTHOTAa, 00JIb B 001aCTH KUBOTA;

HeuacTo — 330¢arut!, racrposzodareanpHas pedIIIOKCHAas OONE3HBZ, TACTPUT, MPOKTAITHs’,
CTOMATHUT, TJIOCCHUT, B3IyTHE KHBOTA, 3a0p, CYXOCTh BO PTY, OTPBbIKKA, METEOPU3M, XOJIECTa3,
TeNaTuT, B T. 4. XOJIECTATHIECKHH MITH TeNaToNeIUTIONAPHbIiL";

4acTOTa HEU3BECTHA — OCTPBIA MAHKPEATUT, U3MEHEHHE I[BETa s3bIKa M 3yOOB, MEYCHOYHAS

HEJO0CTAaTOYHOCTb, XOJIECTaTUUECKAs JKEATyXa.
17
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Hapywenust co cmoponbl Kodcu u KOHCHBIX NOKPOBOG:

4aCcTO — MHTEHCHBHOE ITOTOOTAECICHHUE;

YaCcTOTa HEU3BECTHA — aKHE.

Hapywenus co cmoponsl mvluieunoil, cKkeiemHoul u cOeOUHUMenbHOl MKAHU.:
HCYaCTO — MI)IIHCLIHI)II\/JI CH33M3, KOCTHO-MBIIICYHAas CKOBaHHOCTbl, MI/IaHFI/Iﬂz;

4acTOTa HEM3BECTHA — Pa0IOMHOIN3>*, MUONIATHSI.

Hapywenus co cmoponvl nouex u Mouesvig00auux nymeli:

4acTOTa HEU3BECTHA — MIOYCUHAs HEIOCTATOYHOCTh, HHTEPCTUITMAILHBIA HEPPUT.

Obwue Hapywenus u peakyuu 8 Mecme 66€0eHUs:

OueHb 4acTo — (pIeOUT B MeCTe MHBEKIUH';

4acTo — 60JIb B MECTE MHBEKIMN', BOCTIAJIEHHE B MECTE MHBEKIINH

HEYacTo -— HC)IOMOFaHI/Ie4, FI/IHepTepMI/ISI3 , acTeHus, Oolb B TpYyAHOMU KHCTKC4, 03H064,
YTOMJIIEMOCTb.

JlabopamopHnvie u uHcmpymeHmanivhvie OaHHblE:

9acTO — OTKJIOHEHHE B MIEYCHOYHOH Mpooe;

HCEYAaCTO — MOBBIIICHHUC KOHICHTPAIUN eraTI/IHI/IHal, MOBBIIICHUC KOHUCHTpAaluH MOLICBI/IHBII,

4 4

U3MEHEHHE OTHOIIEHMS anbOyMuH/rI00ynauH', neiikonenus, Heiirponenus®, s03uHO(puUIMA’,

TpomGoLUTEMUS’, MIOBBIILICHHE aKTMBHOCTHU aJlaHMHAMHUHOTpaHChepasbl (AJIT),
acmapraramuHotpancepassl  (ACT), rammarmyramuntpancdepassl  (ITT)Y,  menounoit
docdarassl (LD)*, nakraraeruaporenassr (JIAI);

YacTOTa HEU3BECTHA — arpaHyJIOIMTO3, TPOMOOIMTONEHUs, yBenndyeHue 3HadeHus MHO,
YAJUHEHUE MPOTPOMOMHOBOTO BPEMEHH, U3MEHEHHE I[BETa MOYH, MOBBIIICHWE KOHIEHTPAIHH
OunupyOrHa B KPOBH.

* B HEKOTOpBIX COOOIMIEHUSX O pPabJOMHUONN3E KIAPUTPOMHIIMH MPUHUMAIICS COBMECTHO C
JAPYrUMHU JICKApCTBEHHBIMU CPEICTBAMH, C IPUEMOM KOTOPBIX, KaK NU3BECTHO, CBSI3aHO Pa3BUTHE
pabmomuonusa (cTaTuHbl, GUOPATHI, KOJIXUITMH WIIN aJUTOTTYPHHOI).

'Coo0uenns o JaHHBIX TOOOYHBIX PEAKIMAX OBUIM TIOJNYY4EHBI TOJIBKO NPH TIPHMMEHEHUH
KJIApUTPOMUIIMHA B JIEKapCTBEHHOW (hopMme NHOGUIN3AT JUIA MPUTOTOBJIEHUS pacTBOpa IS
nHPY3H.

2Co00IIeHHsT O JAaHHBIX MOOOYHBIX PEaKIUAX OBUIM TOMyYeHbl TOJBKO HPU MPUMEHEHHH
KJIAPUTPOMUIIMHA B JIEKAPCTBEHHOH (hopMe TaOJIETKH C MPOJIOHTHPOBAHHBIM BBICBOOOXKICHUEM,
MOKPBITHIE TIJICHOUYHON 000I0UKOIA.

3Coo0IIeHnss 0 JaHHBIX NMOOOYHBIX PEAKIUAX OBUIM TOMy4eHbl TOJBKO HPU MPUMEHEHHH

KJIapuTpOMHILIMHA B HeKapCTBeHHOﬁ (I)OpMe rpaHyJibl UL OPpUTOTOBJICHUA CYCIICH3UU JUIA IIpUCMa

BHYTpb.
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* Coo0lIeHHst O NaHHBIX TOOOYHBIX PEAKIMAX OBUIM TMOMyYeHbl TOJBKO MPU HPUMEHEHHM
KJIQPUTPOMHUIIMHA B JICKAPCTBEHHON (OopMe TaOJIETKH, MOKPHITHIE TNIEHOYHONH 00O0JI0YKOM.

eTu
[Ipennonaraercs, 4To 4aCTOTA, THUII U TSKECTh HEXKENATEIbHBIX PEAKIMN y 1eTel Takas XKe, KaK y
B3POCIIBIX.

HaIlI/ICHTI)I C MoaAaBJICHHBIM UMMYHUTCTOM

Y nmammeHToB C cuHApOMOM mpuobpereHHOoro uMmMmyHoaedunurta (CIIMJ) wn apyrumum
UMMYHOIe(DUIIUTAMH, TIOTYYAIONIMX KIAPUTPOMUIIMH B OOJiee BBICOKMX JI03aX B TEYCHHUE
AJATCIIBHOTO BPEMCHU JId JICUHCHUA MI/IKO6aKTepI/IaJH)HI)IX I/IH(bCKIII/If/'I, JaCTO TPYAHO OTJIMYUTH
HexxenaTtenbHble 3 dekThl mpenapara oT cumMnToMoB BUY-mH(EKIHHM MINM COMyTCTBYIOLIETO
3a00JICBaHMS.

HauGoiee yacTeIMU HEXXEIATEILHBIMH SIBIEHUIMU Yy NalqluCHTOB, IPUHUMABHIUX CYTOYHYIO /103y
KJIapuTpoMuInHa, paBHyto 1000 Mr, OB TONTHOTA, PBOTA, U3BPAIIICHHE BKyca, 00Jb B 00J1aCTH
KUBOTA, JUapes, Chbillb, METEOPU3M, T'OJIOBHas 00Jb, 3amop, HapyIIEHHE CiIyXa, MOBBIIICHUE
aktTuBHOCTH ACT 1 AJIT B kpoBu. Takxe oTMEHaIKNCh CITy4an HeXKellaTeNbHbBIX SIBICHUHN ¢ HU3KOU
94acTOTON BOSHMKHOBEHUS, TAKHE KaK OJIbIIIKA, OECCOHHUIIA B CYyXOCTb BO PTY.

VY manueHTOB C MOAABICHHBIM UMMYHHMTETOM MPOBOJMIIN OLICHKY Ja00paTOpHBIX MOKa3aTeseH,
aHaAIM3UPYS WX 3HAUUTEIbHBIC OTKIIOHEHHS OT HOPMBI (pe3Koe MOBBIIIEHUE WK cHkeHue). Ha
OCHOBAaHMHU JAHHOTO KpuTepus y 2-3 % NalMeHTOB, MOJIYYaBIIMX KJIAPUTPOMULIMH B J103€
1000 Mr exxegHEBHO, ObLIO 3aperMCTPUPOBAHO 3HAUMUTEIbHOE TOBbIIeHHEe aKTUBHOCTH ACT u
AJIT B xpoBH, a TakK€ CHIDKCHHE YHCIIA JICMKOIIUTOB W TPOMOOIHMTOB. Y HEOOJBIIOTO YHCIIa
MAIMeHTOB TaKXe OBUIO 3aperMCTPHUPOBAHO MOBBIIICHHE KOHIEHTPAIIMH OCTATOYHOTO a30Ta
MOUYCBUHEI.

Coo01ieHue 0 moA03peBaEMbIX HEKEIATEIbHBIX PEAKIIMAX

BaxxHo coo0marh 0 MOJ03pPEBAEMBIX HEKENATENbHBIX pEAKLUsAX [MOCIe PErucTpaluu
JICKApPCTBEHHOTO Iperapara ¢ LeNblo 00eCieueHUs] HeMPEPhIBHOIO MOHUTOPHHIA COOTHOIICHUS
«TI0JIb3a — PUCK» JIEKApCTBEHHOTO Mpemnapara. MEeOUIMHCKUM paOOTHHKAM PEKOMEHIYEeTCS
coo0mare 0 JIOBIX MOJ03PEBACMBIX HEXKEIATEIbHBIX PEAKIUAX JICKApPCTBEHHOTO Mpenapara
4YCpe3 HAIMOHAJIBHBIC CHUCTCMBbI COO6HICHI/I$I 0 HCXKCJIATCIIbHBIX PCAKIUAX TOCYyAapCTB — YICHOB
EBpa3uiickoro 5KOHOMUYECKOTO COK03a.

Poccuiickas @eoepayus

109012, r. MockBa, CnaBsinckas 1ut., 1. 4, ctp. 1

denepanpHas cayx0a o HaaA30py B chepe 3ApaBOOXpaHEHHS

Ten.: +7 (800) 550 99 03

Anpec 21. moutsl: pharm@roszdravnadzor.gov.ru
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Be0-caiit: https://roszdravnadzor.gov.ru

Pecnybnuxa benrapyco

220037, r. MuHck, ToBapuiiieckuit niep., 1. 2a

PecnyOnukanckoe  yHutapHoe mpenmpustue «LleHTp dKcmepTM3 M HUCOBITAaHUA B
3]IpaBOOXPAHEHUI

Tenedon ornena papmakonamzopa: + 375 (17) 242 00 29

dakc: +375 (17) 242 00 29

Anpec a1. moutsl: repl@rceth.by, rceth@rceth.by

Be6-caiiT: www.rceth.by

Pecnybnuxa Kasaxcman

010000, r. Acrana, paiion baiikonslp, yi. A. UmanoBa, a. 13, BL{ «Hypcaynet 2»

PI'TI na IIXB «HamuoHanbHBIM LEHTP 3KCHEPTU3bl JEKAPCTBEHHBIX CPEACTB U MEIUIIMHCKUX
m3nenuiny  Komurera MemummMHCKOrOo #  (apMaleBTHYECKOT0 KOHTposii MuUHHCTEpCTBa
3npaBooxpanenus Pecnyonuku Kazaxcran

Ten.: +7 7172 235 135

Anpec a11. moutsl: farm@dari.kz

Be6-caiiT: www.ndda.kz

Pecnybnuxa Apmenus

0051, r. EpeBan, np. Komuraca, 1. 49/5

«HayuHblii TEHTp SKCHEPTU3bl JIEKAPCTB W MEAMIMHCKUAX TEXHOJOTHH HMEHH aKaJIeMHKa
3. 'abpuensnay

Ten.: +374 60 83 00 73

Anpec 311. moutsl: admin@pharm.am, vigilance@pharm.am, letters@pharm.am

Be0-caiiT: http://www.pharm.am

Kueipevizckas Pecnyonuka

720044, Yyiickas obnacts, T. bumkex, yiu. 3-s Jluaus, 1. 25

JlemapTaMeHT JIEKapCTBEHHBIX CPEJCTB U MEAMIIMHCKUX U3IEIUN

Ten.: + 996 (312) 21 92 86

Anpec s11. moutsl: dlsmi@pharm.kg

Be0-caiiT: www.pharm kg

4.9. llepeno3upoBka

CHUMNTOMBI

[Tpuem GosbION 103BI KIAPUTPOMHUIIMHA MOKET BBI3BIBATH CUMIITOMBI HApYIIEHUN CO CTOPOHBI
KEITYTOYHO-KHUIIIEYHOTO TPAKTA.

Y onpHOro mnamuMeHTa C OWIOJSPHBIM PpAcCTPOMCTBOM B aHamMHe3e Iocie Mmpuema 8T
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KJIApUTPOMUIIMHA OTIMCAHbl M3MEHEHUS IICUXUYECKOTO COCTOSHUS, MapaHOUIATHbHOE TOBEICHUE,
THIOKAITUEMUS ¥ TUIIOKCEMMUSI.

JleueHue

[Ipu mepeno3upoBke CleayeT yAaduTh HEaOCOPOMPOBAHHBIN Mpenmapar W3 JKEIyIO0YHO-
KHILIEYHOTO TpakTa (MpOMBIBaHHUE KENyJKa, MPUEeM aKTHBUPOBAHHOTO YIJIA M Ap.) U MPOBECTH
CUMIITOMATHYECKYIO0 Tepanuio. [‘eMomuanu3 W TEPUTOHCATbHBIH JUANIM3 HE OKa3bIBAIOT
CYLIECTBEHHOTO BJIMSHUS HA KOHIEHTPALMIO KIAPUTPOMHULIMHA B CHIBOPOTKE KPOBH, UTO

XapaKTEPHO M JUIS IPYrUX MPEnapaToB rpymnbl MaKpOIHIOB.

5. ®APMAKOJIOTMYECKUE CBOMCTBA
5.1. ®apmakoaHaMHUYeCKHE CBOICTBA
dapmakoTepaneBTHUYECKasi TPYIINa: aHTHOAKTepUaATbHBIE CpPEICTBA CHUCTEMHOTO JIEHCTBUS;
MaKpOJIH/]Ibl, TUHKO3aMHUHBI U CTPENTOTrPAMHUHBL; MAKPOJIUIbI
Kon ATX: JO1FA09
Mexanu3m aeiictBus U GapmakoanHamuaeckue 3 exTor
KnaputpoMuniun sBAsieTCss MOMYCUHTETHYECKUM AHTHUOMOTHUKOM TPYMIIbl MaKpOJHUIOB U
OKa3bIBa€T aHTHOAKTEepHAIbHOE JeHCTBHE, B3amMoaehcTBys ¢ S50S  pubocomManabHOM
CyObEeIMHUIICH U TIOAABIISs CUHTE3 Oesika OaKTepuid, YyBCTBUTEIIBHBIX K HEMY.
KnaputpomMutiua npoaeMOHCTpUPOBAIT BHICOKYIO aKTUBHOCTh B YCJIIOBUSX i1 VifrO B OTHOIICHUH
KaK CTaHJAPTHBIX JaOOPAaTOPHBIX IITAMMOB OAKTEPHil, TaK U BBHIACICHHBIX Y MAIIMEHTOB B X0
KJIIMHUYECKON TpakTUKU. [IposBIisieT BHICOKYIO aKTUBHOCTh B OTHOIIEHUU MHOTHX a’pOOHBIX U
aHadPOOHBIX T'PAMIOJIOKUTENBHBIX U TPAMOTPHUILATEIILHBIX MHKPOOPTaHW3MOB. MUHUMAaIbHBIC
noaasistomue konueHtpanuu (MIIK) knaputpomunviaa [uist OOJNBIIMHCTBA BO30YIUTENEH
MenbIne, ueM MIIK sputpomuiinaa B cpenneM Ha oHO logy pasBeneHue.
KnaputpoMuny B ycloBUSIX in Vifro BBICOKOAKTHBEH B OTHoOIUeHUM Legionella pneumophila,
Mycoplasma pneumoniae. Oxa3piBaeT OakTepunugHOe IeicTBUE B OoTHomeHuu Helicobacter
pylori, naHHast aKTUBHOCTb KJIAPUTPOMUIIMHA BBIIIE TIPU HEUTpabHOM pH, 4eM mpu KHCIIOM.
Kpome Toro, naHssle, NOIXy4YeHHBIE B YCIOBUSX i1 Vifro W in Vivo, yKa3bIBalOT Ha TO, 4YTO
KJIQPUTPOMHUIIMH JCUCTBYET Ha KIIMHIUUYECKU 3HAUMMBbIE BUIBI MUKOOaKTepuil. Enterobacteriaceae
u Pseudomonas spp., Tak e, Kak U Apyrue He GepMEHTHPYIOIIUE JAKTO3y TpaMOTpULIATE/IbHbIE
OaKTepuy, HEe YyBCTBUTEIBHBI K KIAPUTPOMHUIIUHY.
AXTUBHOCTh KJIAPUTPOMUIIMHA B OTHOIICHWHU OOJIBIIIMHCTBA IITAMMOB, MEPEYHCICHHBIX HUXKE
MUKpPOOPraHU3MOB, JOKa3aHa KaK B YCIIOBUAX in Vitro, TaK U B KIMHUYECKON NPAKTHKE IPH
3a00JIeBaHUX, TICPEYHUCICHHBIX B pa3nene 4.1.

° A3DO6HI>IC T'PaMIOJIOXHUTCIBHBIC MUKPOOPIraHU3MbI:
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— Staphylococcus aureus,

— Streptococcus pneumoniae,
— Streptococcus pyogenes,

— Listeria monocytogenes

° A3DO6HI)IC I'paMOTpHUIATCIABbHBIC MUKPOOPIaHU3MbI:

— Haemophilus influenzae,

— Haemophilus parainfluenzae,
— Moraxella catarrhalis,

— Neisseria gonorrhoeae,

— Legionella pneumophila

e JIpyrme MUKpOOPTraHU3MEL:

— Mycoplasma pneumoniae,
— Chlamydia pneumoniae (TWAR)

e MuxkobOakTepuu:

— Mycobacterium leprae,

— Mycobacterium kansasii,

— Mycobacterium chelonae,

— Mycobacterium fortuitum,

— Mycobacterium avium complex (MAC) — xoMIunekc, BKIrouatomii: Mycobacterium avium,
Mycobacterium intracellulare.

[Mponykuust OeTa-makTamasbl HE OKa3bIBa€T BIMSHUA Ha aKTHUBHOCTh KJIAPUTPOMHUIIMHA.
BoNbIIMHCTBO IITAMMOB CTa(QHIOKOKKOB, PE3HCTEHTHBIX K METUIMJUIMHY M OKCAlWUIHHY,
001a1al0T YCTOWYHBOCTHIO U K KJIAPUTPOMHUIIMHY.

e Helicobacter pylori

UysctBuTensHOCTh Helicobacter pylori x xnapuTpoMHIIMHY H3ydanach Ha uzonsrax Helicobacter
pylori, BeineneHHbIx oT 104 manueHToB, 10 Hayala Tepanuu KIApUTPOMHULIUHOM. Y 4 MalueHToB
ObUIN BBIJEIIEHBI PE3UCTEHTHBIE K KIApUTPOMULIMHY IITamMMmbl Helicobacter pylori, y 2 naniueHTOB
— IITAaMMBbI C YMEPEHHOH PE3UCTEHTHOCTHIO, Y OCTANIbHBIX 98 ManueHToB —u30isTel Helicobacter
pylori 6N YyBCTBUTEIBHBI K KIIAPUTPOMUIIHHY.

KnaputpoMuiua oxasblBaeT JE€HCTBUE B YCIOBHUAX in Vifro W B OTHOLICHUU OOJIBIIMHCTBA
LITAMMOB CJIEIYIOIIHUX MUKPOOPTaHU3MOB (0JITHAKO 0€30MacHOCTh U APPEKTUBHOCTb TPUMEHEHHUSI
KJIQPUTPOMUIIMHA B KIIMHUYECKON MPAKTUKE HE MOATBEPKACHA KIMHUYECKUMHE HCCIIEIOBAHUSIMH,
U MPaKTUYECKOE 3HAYCHUE OCTACTCS HESICHBIM):

e AbdpoOHbIE IPAMIOIOKUTEIBLHBIC MUKPOOPIaHU3MBL:

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

° A3D06HI>IC TpaMOTpHUIATEIABbHBIC MUKPOOPIaHU3MbI:

— Bordetella pertussis,
— Pasteurella multocida

e  AHa’poOHBIC IPAMIIOI0KUTEIbHBIE MUKPOOPTaHU3MbI:

— Clostridium perfringens,
— Peptococcus niger,

— Propionibacterium acnes

o AH33D06HLIC I'paMOTpHUIATCIIBbHBIC MUKPOOPTaHHU3MBbI:

— Bacteroides melaninogenicus
e CHupOXeThl:

— Borrelia burgdorferi,

— Treponema pallidum

e KamnomioOakrepuu:

— Campilobacter jejuni

OCHOBHBIM ~ METa0OMUTOM  KIAPUTPOMHUIIMHA B  OpraHM3ME  4eJOBEKa  SBISIETCS
MUKPOOHMOJIOTHYECKH  aKTHBHBIA ~ Mertabomut  14-ruapokcuknapurpomuiiud  (14-OH-
KJIAPUTPOMUIIMH). MUKpOOHONIOrnyecKasi akTHBHOCTh MeTaboInTa Takas ke, Kak y HCXOJHOTO
BEIIEeCTBAa, WM B 1-2 pa3a ciiabee B OTHOIIEHUH OOJIBIIMHCTBA MUKpOOpraHu3MoB. VckitoueHue
cocrasisier Haemophilus influenzae, B OTHOIIEHHH KOTOPOH 3((HEKTHBHOCTh MeTabOIHMTa B JIBA
paza BbIlie. McxoqHoe BEMIECTBO U €r0 OCHOBHOM METAa0OJIUT OKa3bIBAIOT JIMOO aJIUTHBHBIN,
60 cuHeprudeckuii 3¢ ekt B orHomennn Haemophilus influenzae B yCIOBUSX in Vitro M in vivo
B 3aBUCHMOCTH OT IITaMMa OaKTEepHi.

Tecm Ha yyecmeumenbHOCMb

KonmunuectBeHHble METO/IBI, TPEOYIOIINE M3MEPEHUSI TUAMETpa 30HBI MOJABICHHUS POCTA, AT
HanboJiee TOYHBIE OLIEHKH YyBCTBUTEIHHOCTH OAKTEpUil K aHTUMUKPOOHBIM mpernaparam. OmgHa
U3 PEKOMEHIyeMBIX METOAMK JJIsi OIpENelIeHUsT YYBCTBUTEIBHOCTH HWCHOIB3YeT IHCKH,
UMIpPErHUpOBaHHble 15 MKI KkiapuTpoMuiHa (aucko-nud¢ysuonnslii meroa KupOu-bayspa);
MIPH MHTEPIPETAINN TECTa JUAMETPhI 30H OJABICHHS POCTa KOPPEenupyroT co 3HadeHnssMu MITK
kinaputpomuiiHa. 3Hadennss MIIK onpenensioTcst MeToioM pas3BeieHHs B OyJIbOHE WM B arape.
[Ipy mCHOIB30BAHMM 3TUX METOAMK OTYET U3 JAOOpaTOPUU O TOM, YTO INTAMM SBISETCS
«YyBCTBHUTEJIBHBIMY», YKa3bIBa€T HAa TO, YTO BO30YIUTENh WH(EKIUH, BEPOSTHO, OTBETUT Ha
nedenue. OTBET «PE3UCTEHTHBIN» YKa3bIBaeT HA TO, YTO BO30OYIUTENb, BO3MOXKHO, HE OTBETUT Ha

neyenne. OTBeT CIIPOMEIKYTOUYHAA HYBCTBUTCIBHOCTBL» HPCAIIoaaracTt, 4TO TepaHGBTI/I‘{CCKI/Iﬁ
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addekT mpemapara MOXKET OBITh HEOJHO3HAYCH WJIM MHUKPOOPTaHM3M MOXET OKa3aThbCs
YYBCTBUTEJIBHBIM TIpU TMPUMEHEHUH OoJiee BBICOKMX JI03 TMpemnapaTta (IIPOMEKYTOUYHAS
YYBCTBUTEIILHOCTH TAKXK€ Ha3bIBACTCS «YMEPEHHOW UyBCTBUTEILHOCTHION).

5.2. ®apMakokMHEeTHYECKUE CBOIICTBA

AOGcopOrus

[Ipemapar nerko M OBICTPO BCACHIBAETCS B IKEIYIOYHO-KHIIEYHOM TpakTe. AOCOIIOTHAS
ouonoctynHocTh coctaBiger okoso 50 %. I[lpy MHOrokpaTHOM mpueme MA03bl Ipernapara
KYMYJISIIUH TIPAaKTUYECKU HE 0OHApYKEHO, U XapaKTep MeTaboiIM3Ma B OpraHU3Me YeloBeKa He
u3MeHsuics. [lpueM NMIMM  HENOCPEACTBEHHO TIepe] MNPHEeMOM Ipernapara yBEJIWYHBal
OMOJOCTYIHOCTh Tpernapara B cpegHeM Ha 25 %. B menom 3To MmoBbIIIEHHE HE3HAYUTEIbHO U
JOJDKHO HMMETh HEOONIbIIYI0 KIMHUYECKYI0 3HAYUMOCTh NPU PEKOMEHAYEMBIX pPEeXHuMax
no3upoBaHusa. TakuM 00pa3oM, KIAPUTPOMUILIMH MOKET MPUMEHSATHCS HE3aBUCHUMO OT NpHEMa
MU,

Pacopenenenue, oOunorpadchopMariysi, SIMMAHALIUS

In vitro

KnapurpoMunun csi3siBaercst ¢ 6enkaMu mia3Mel kpoBu Ha 70 % B koHueHTpanuu ot 0,45 1o
4,5 mxr/mi. [lpu koHueHTpamuu 45 MKr/Mi cBs3biBaHHe cHUkaercs 10 41 %, BeposTHO, B
pe3yabTaTe HACBIIICHHSI MECT CBSI3BIBAHHS. JTO HAONIOJACTCS TOJIBKO MPH KOHIEHTPAIMSX,
MHOTOKPATHO MPEBBIIIAIOIINX TEPATIEBTHUECKYIO.

In vivo

UccnenoBanus Ha )KMBOTHBIX B YCJIOBHSIX i1 ViVo TOKa3alld, YTO KJIAPUTPOMHIIMH IPUCYTCTBYET
BO BCEX TKaHAX, 3a uckiaodeHueM [IHC, B koHIEHTpanusx, B HECKOJIBKO Pa3 MPEBBIMIAIOIINX
mwiasmeHHble. Hanbonee Bbicokue KoHueHTpauuun (B 10-20 pa3 Bbllle IUIA3MEHHBIX)
0OHaApY>KUBAIHChH B TICYECHU U JIETKHX.

300posuvle 006posoILYLI

[Ipy npumeneHun knapuTpomuiiiHa B jo3e 250 Mr 2 paza B cyTku paBHOBeCHAST Cmax
KkiaputpomMuiinHa U 14-OH-knapuTpoMuLMHa B I1a3Me 10CTUranach yepe3 2—3 JHS U COCTaBisIa
I mxr/mit u 0,6 MKI/MJI COOTBETCTBEHHO. T2 KIIApUTPOMHIIMHA U €r0 OCHOBHOTO MeTaboIuTa
coctaBwi 3—4 yaca U 5—6 4acoB COOTBETCTBEHHO.

[Ipu npumenenun knapurpomuiimHa B 1o3e 500 mr 2 paza B CyTKH Cmax KJIapUTpOMHULIMHA U 14-
OH-knapurpoMuniiHa B 1ia3Me JIOCTUTANIACh TTOcie puema S5-it 1o3bl. [locne mpuema 5-it u 7-i
1036l Chmax KiaputpoMunimHa u 14-OH-knapuTpoMuliiHa B Ijia3Me cocTaBuia B cpefaHem 2,7—
2,9 Mvxr/Mn u 0,88-0,83 MKT/MJT COOTBETCTBEHHO. TY2 KIAPUTPOMHIIMHA W €ro OCHOBHOTO
MeTabonuTa coctaBui 4,5—4,8 yaca u 6,9—8,7 yaca COOTBETCTBEHHO.

Cinax 14-OH-knmaputpomMuiiHa He yBEIMYHMBAJIACH NIPONOPLMOHAIBHO J103€ KIAPUTPOMMIIMHA, B
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TO BpeMs Kak 172 Kak KIapUTPOMHIIMHA, TaK M €r0 T'MIPOKCUIMPOBAHHOIO METAabOIMTa UME
TEHJCHLUIO K YBEJIMUYEHUIO C IIOBBIILIEHUEM JO3bI.

Takass HenuHelHas (apMakOKMHETHKAa KIAPUTPOMHUIIMHA B COYETAHHMM C YMEHBIICHHUEM
oOpa3zoBanus 14-ruIpOKCHITMPOBAHHBIX U N-IeMETHINPOBAHHBIX POIYKTOB MPH BHICOKHX J103aX
yKa3blBaeT Ha HEJIUHEHHbIH MeTaboJn3M KIApUTPOMMIIMHA, KOTOPHIM CTaHOBUTCS OoJjee
BBIPAKEHHBIM IPU BBICOKHX J03aX.

IToukamu BeIBOAMTCA OKONO 37,9 % mociie mepopalbHOroO NMpHeMa KIApUTPOMMIIMHA B JI03€
250 mr u 46 % nociie npuema KiapuTpomunuHa B 103¢ 1200 Mr, KUIIEYUHUKOM BBIBOJUTCSI OKOJIO
40,2 % u 29,1 % (BKITIOYAst UCTIBITYEMOTO JIUIIL C OJHOW Mpo0oil Kana, coaepxkamieit 14,1 %)
COOTBETCTBEHHO.

Dapmaxkokunemuka y nayueHmos

Knapurpomunua u ero merabonut 14-OH-knapuTpoMuniuH OBICTPO MPOHUKAIOT B TKAaHU U
KHUJIKOCTH OpraHusMa. VIMEITCs OrpaHHYeHHBbIE AAHHBIE, CBUIECTEILCTBYIOLIME O TOM, 4YTO
KOHIIEHTpalMsl KJIApUTPOMMIIMHA B 11€peOpPOCHUHAIBHON KUAKOCTU IPU NEPOPAILHOM IpHUEME
He3HayHuTeIbHA (T. €. TONBKO 1-2 % OT KOHIIEHTPAllMU B CHIBOPOTKE KPOBH NMPU HOPMAIIbHOM
MPOHMIIAEMOCTH TeMaTodHIedanudyeckoro Oaprepa). KoHueHTpanus B TKaHSIX OOBIYHO B
HECKOJIBKO pa3 BBILIE, YEM B CBIBOPOTKE KPOBH.

B Ta6J'II/II_Ie MNPpUBCACHBI IPUMEPBI TKAHCBBIX U CBIBOPOTOYHBIX KOHLIGHTpaI_II/II\/'II

Konuentpaunu (250 mr kaxasie 12 yacon)

Bun tkanmn TkaneBbie (MKI/T) ChbIBOpPOTOYHBIE (MKI/MJI)
MuHIaIUHEI 1,6 0,8
Jlerkue 8,8 1,7

IleyeHoUHAs HEIOCTATOYHOCTD

VY manueHToB co cpeiHel U TSHKEION CTENEeHbI0 HapyIleHUs! (PYHKIIUH [T€YEeHHU, HO C COXpPAaHEHHOM
GbyHKIMEN oYeK, KOPPEKIMHU 103l KIIapUTPOMHLIMHA He TpeOyeTcs. PaBHOBECHas! KOHLIEHTpaLUs
B IJIa3M€ KPOBU U CUCTEMHBIN KIMPEHC KJIAPUTPOMUIMHA HE OTIIMYAKOTCS y MAllMEHTOB JaHHOM
TPYIIBl W 3J0POBBIX TanueHToB. PaBHOBecHas koHueHtpamnus 14-OH-knaputpomuiinHa y
MAIMEHTOB C HApYLUICHUAMH (YHKIMU TIEYCHU HUXKE, YEM Y 3/10POBBIX.

IToueunast HEJOCTATOYHOCTD

ITpy HapymeHny QyHKIMU MoYeK yBEeNTUUMBAOTCA Cimax B Cmin KIIAPUTPOMHUIMHA B IIIa3ME KPOBH,
T, AUC xnapurpomunuHa u ero werabomura 14-OH-xmapurpomunmna. Koncranra
JIMMUHAIUKA U BBIBEJCHHE IOYKaMHM yMeHbHIArOTCS. CTeNneHb M3MEHEHHWM 3THX MapaMeTpOB
3aBMCHUT OT CTETIEHU HapyIIeHUs (PYHKIMH MTOYEK.

JInia mosKMIIoro Bo3pacra

v MalUEHTOB IMOXXWJIOTO BO3pacCTa KOHLUCHTPALUA KJIApUTPOMUIIMHA U €TO MetabonuTa 14-OH-
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KJIAPUTPOMHUIIMHA B KPOBH ObLjIa BHIIIIE, a BRIBEICHUE MEJICHHEES, YeM Y TPyl MOJIOBIX JIFOIEH.
Opnako nocie Koppekuu ¢ yuetom rnodeyHoro KK He Obu10 oTiinumii B 06eux rpymnmnax. Takum
00pa30M, OCHOBHOE BJIMSIHUE Ha (hapMaKOKHHETHUYECKUE TapaMeTphl KJIApUTPOMHIIMHA OKa3bIBAET
(GyHKIHA TOYEK, a He BO3pacT.

[TarmedTsl ¢ MUKOOAKTEPUAIILHBIMUA MH(EKIIUIMU

PaBHOBecHbIE KOHIIEHTpalMK KiiapuTpomuiuHa 1 14-OH-knapurpomunvba y nanuestos ¢ BUU-
nH(peKIreH, NoMy4YaBIIuX KIApUTPOMHUIMH B 0ObIUHBIX A03ax (500 Mr 2 pa3a B CyTKH), ObLIM
CXOOHBIMH C TAaKOBBIMHU IIOKa3aTeIMH Yy 3A0pOBbIX mrofed. OgHako IpU NPUMEHEHHH
KJIApUTPOMUIIMHA B 0oJyiee BBICOKUX J103aX, KOTOpbIE MOTYT IMOTpeOOBAaTbCA MAJIS JICUEHHS
MUKOOAKTepHaIbHBIX MH(EKINNA, KOHIIEHTPAIUN aHTUONOTHKA MOTYT 3HAUUTEIHHO MPEBBIIATD
oOpruHbIe. Y manuenToB ¢ BUY-undexuueli, npuauMaBmmx kiapuTpoMunuH B n1o3e 1000 mr B
cyrkr win 2000 Mr B CyTKH B 2 mpuema, paBHOBECHbIE 3HAUCHUS Cmax OOBIYHO COCTABIISIIA 2—
4 Mxr/mia u 5—10 MKr/MJ cooTBEeTCTBeHHO. [IpH mprMeHeHN: KIapUTPOMHUIIMHA B 60JIee BBICOKUX
7103aX OTMEYaJIOCh yJUIMHEHUE T2 10 CPaBHEHUIO C TAKOBBIM IOKa3aTeJeM y 370POBbIX JIIOJIEH,
MOJIyYaBIIMX KIAPUTPOMHUIIMH B OOBIYHBIX J103aX. [[OBbIIEHNE KOHIIEHTPAIMH B IJ1a3Me KPOBH H
yaauHeHue T'2 TNpu NPUMEHEHUM KIApUTPOMHUIIMHA B 0Oojee BBICOKMX J103aX CBSI3aHO C
HEeJMHEHHON (hapMaKOKMHETUKOMN Tpernapara.

KoMOuHUpOBaHHOE JJ€YEHHUE C OMENMPA30JIOM

Knaputpomuniun mo 500 Mr 3 pa3a B CyTku B KOMOMHAIIUU C OMETPa30jaoM B 103€ 40 MT B CyTKH
cnocooctByer yBenuueHHo T2 u AUCo24 omenpazona. Y BcexX MalMEHTOB, IMOJIydaBIINX
KOM6I/IHI/IpOBaHHYIO TCparn, B CpaBHCHUMU C NAIMCHTAMH, IMOJy4YaBHIMMH OJUH OMEIIPA30JI,
HaOmonanock nosbiieHre Ha 89 % AUCo24 u Ha 34 % T'. omemnpasona. Y KIapUTPOMULIMHA
Crmax, Cmin 1 AUCo-g yBenumuuBanuch cootBeTcTBeHHO Ha 10 %, 27 % u 15 % mo cpaBHEHHIO C
JAHHBIMH, KOTJa NPUMEHSUICS TOJIbKO KIAPUTPOMUIMH 0e3 omernpaszoia. B paBHOBecHOM
COCTOSIHUM KOHIIEHTPALMU KJIApUTPOMUIIMHA B CIU3UCTOM JKemyKa yepe3 6 4acoB mociie npueMa
B TpyIIe, MOJYyYaBIICH KOMOWHAIMIO, B 25 pa3 MPEBOCXOJIWIM TAKOBBIE 1O CPAaBHEHUIO C
MOJIyYaBIIMMHU OJMH KJIAPUTPOMUIIMH. KOHIIEHTpallny KJIapuTPOMHIIMHA B TKAHAX KEIy/IKa Yyepes
6 yacoB MocJie mpueMa 000uX IpernapaToB B 2 pa3a MPEBbIIAIN JaHHbIC, TOJYYeHHBIE B TPYIIIE

NanueHTOB, IIOJYYaBIIHUX OJUH KIAPUTPOMHIMH.

6. ®PAPMAIEBTUYECKHE CBOMCTBA
6.1. IlepevyeHb BCIOMOraTeJIbHbIX BelIECTB
Kpaxmain kykypy3HbIi
Hemnronosa mukpokpuctamimyeckas (tum 101)

Hemmronosa Mukpokpuctamndeckas (tum 102)
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Kpemuust quokcua KoJImouaHbIN
Kpaxman npexenaTHHU3UPOBaHHBIN
[TonmakpunuH kanus

Tanbk

Marhus creapar

O00104YKa IUIEHOYHAS:

I'unpomeniosa 6 cps

Tanpk

Kpacurens xxene3a oxcua xentsiii (E172)

[IponuneHrnukonb

Turana muokcun (E171)

6.2. HecoBmecTumMoOCTh

Henpumenumo.

6.3. Cpok rognocTH (CpoK XpaHeHus1)

5 ner.

6.4. Oco0Oble Mepbl IPEIOCTOPOKHOCTH NIPH XPAHEHUHU

XpaHuTh IpU TeMIiepaType He Boimie 25 °C, B OpUrHHANIBHON yIakoBKe (OJIucTep).

6.5. Xapakrep u coep:kaHue NMEPBUYHON YIIAKOBKHU

I[To 7 rabnerox B Omucrepe u3 komOmMHMpoBaHHoro Marepwia [IBX/IIBIAX u ¢oabru
AJTIOMUHHUEBOU.

I[To 2 Gaucrepa BMecTe ¢ TMCTKOM-BKJIA/IbIIIEM IOMEIIAIOT B TAUKy KAPTOHHYIO.

6.6. OcoOble Mepbl NPEJOCTOPOKHOCTH NPHM  YHUYTOKEHHMH  HCIOJIb30BAHHOIO
JIEKAPDCTBEHHOr0  Mpenapara WJIHM  OTXO0J0B, TMOJYYeHHBIX MoOcjde TNPHUMEHEeHHs
JIEKapCTBEHHOI'0 Npenapara, U Apyrue MaHUMYJISHH C MIPenapaTom

Oco0ble TpeboBaHMS OTCYTCTBYIOT.

7. JEPXKXATEJIb PETUCTPALHMOHHOI'O YAOCTOBEPEHUSA
CrnoBenus
AO «KPKA, n.1., HoBo mectoy, llImaprenika niecta 6, 8501 Hoo mecto
Ten.: +386 7331 21 11
daxc: +386 7332 15 37
Anpec a1 moutsl: info@krka.biz
7.1. llpeacraBuren AepKaTess perucTPAIHOHHOIO YI0CTOBEPEeHHs

IIperensun noTpebuTeer HAMPABIISITL OO aPECY:

Poccuiickas @eoepayus
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000 «KPKA-PYC»

143500, MockoBckas 00u1., r. Mctpa, yn. MockoBckas, 1. 50

Ten.: +7 (495) 994 70 70

daxc: +7 (495) 994 70 78

Anpec 31. moutsl: krka-rus@krka.biz

Be6-caiiT: www.krka.biz

Pecnybnuxa berapyco

[IpencraBurenscTBo AkmmonepHoro obmectBa «KRKA, tovarna zdravil, d.d., Novo mesto»
(Pecyonmka Crnosenusi) B Pecniy6niuke benapychb

220114, r. MuHCk, yn. @unumonosa, a. 25T, oduc 315

Ten.: 8 740 740 9230

dakc: 8 740 740 9230

Anpec a11. moutsl: info.by@krka.biz

Be0-caiiT: www.krka.by

Pecnybnuxa Kazaxcman

TOO «KPKA Ka3zaxcran»

050040, r. Anmmatel, Mukpopaiion KOKTEM-1, mom 15A, oduc 601
Ten.: +7(727) 311 08 09

Anpec s11. noutsl: info.kz@krka.biz

Beb6-caiit: www.krka.biz

Pecnybnuxa Apmenus

[IpencraBurenscTBo «Kpka, n.4., HoBo Mmecto» B PecniyOiinke ApMeHus
0001, r. EpeBan, yn. Hanbanass, a. 106/1 («CAAT-HOBA» BU3HEC-LIEHTP), opuc 103
Ten.: +374 11 560011

Anpec a1, moutsl: info.am@krka.biz

Be6-caiiT: www.krka.biz

Kuvipevisckas Pecnybnuka

[IpencraBurensctBo AO «KPKA, ToBapna 3apaBui, a.1., HoBo mecto» B Keipreizcrane
720040, Yyiickas o6macTs, r. buikek, OyasBap IpkuHIuK, 1. 71, 610k A
Ten.: + 996 (312) 66 22 50

Anpec a1. moutsl: info.kg@krka.biz

Be0-caiit: www.krka.biz

8. HOMEP PETMCTPAIIMOHHOI'O YIOCTOBEPEHUS
JITI-Ne(002111)-(PT-RU)
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9. JIATA IEPBUYHOM PETUCTPAIIMU (IOATBEPXKJIEHUS PETUCTPALIUU,
IHEPEPETUCTPAIIN)

Jata nepBoii peructpauuu: 5 anpenst 2023 r.
10. JATA IEPECMOTPA TEKCTA

O61ua;1 XapPaKTCPUCTHUKA JICKAPCTBCHHOI'O IIpCTiapaTa cDpOMI/IJ'II/I,Z[ AOCTYIIHA Ha HH(bOpMaLIHOHHOM
nopraje EBpa3HﬁCKOFO 9KOHOMHUYECCKOIo COr3a B I/IH(I)OpMaI_II/IOHHO-KOMMYHHKaHHOHHOﬁ CCTU

«uTepHer» https://eec.eaeunion.org.

29



