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OBILIAA XAPAKTEPUCTUKA JIE PCTBEﬁHGFO HPEAAPA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITPEITAPATA

Knapurpomunun Penean, 250 mr, TaOIeTKH, MOKPBITHIC MJICHOYHOU 000JIOYKOMA.

Kaputpomuiua Penesan, 500 mr, TabJieTKH, MOKPHITHIC INIEHOYHOW 000JI0UKOM.

2. KAUECTBEHHBIN 1 KOJIUMYECTBEHHbBIN COCTAB

JlelicTBytOIIIEE BEIIECTBO: KIAPUTPOMHUIIMH.

Knapurpomuma Penesai, 250 Mr, TaOJIETKH, ITOKPBITHIE INIEHOYHON 000JI0OYKON

Kaxxnas Tabnerka, MOKpbITasi INIEHOYHON 000JI0UKOH, coaepkUT 250 MI KIIapUTPOMHUIIMHA.

BeiectBa, Hamnune KOTOPBIX HAJ0 yYMTHIBATH B COCTAaBE JICKAPCTBEHHOIO Iperapara: HaTpHii
(cMm. pasgen 4.4.).

Kmapurpomurina PereBair, 500 mr, Ta0JIeTKH, IOKPHITHIE IJIEHOYHON 000JI0UYKOH

Kaxxnas TaGnerka, moKpbITask INIEHOYHON 000JI0UKOM, cofepkUT 500 Mr KI1apuTpOMHIIMHA.

Beiecra, HanMune KOTOPBIX HAJ0 YYMTHIBATH B COCTAaBE JICKAPCTBEHHOIO Iperapara: HaTpHii
(cMm. pasgen 4.4.).

[TonHbIi IepevYeHb BCIIOMOTATEIbHBIX BEIIECTB MPUBEIECH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabyeTku, MOKPHITHIE TNIEHOYHOU 000TIOUKOM.

Knapurpomutma Penesai, 250 Mr, TaOJIETKH, ITOKPBITHIE INIEHOYHON 000JI0YKON

OBaJIbHBIC TBOSIKOBBIMYKJIBIC TAOJETKH, MIOKPBITHIE TUICHOYHOW 00O0JIOUKON CBETIIO-)KENITOTO IIBETA.
JlomyckaeTcsl IIepOX0BaTOCTh MOBEpXHOCTH. Ha momepeunoM paspese sapo Oeaoro WM MOYTH
0eJoro 1BeTa.

Knapurpomutma Penesai, 500 Mr, TaOJIETKH, ITOKPBITHIE INIEHOYHON 000JIOYKON

OBasbHBIE TBOSKOBBIMYKIIbIE Ta0JIETKH, TOKPHITHIE MIEHOYHOW 000OUKON CBETIO-)KENTOrO 1IBETa,
C PUCKOI Ha OJHOM cTOpoHe. JlomycKkaeTcs MepoXoBaToCTh MOBEpXHOCTU. Ha monepednom pazpese
S7Ipo OEIOTo WK OYTH Oeoro IBeTa.

Jluaus paszmoma (pucka) mMpeaHa3HAUYCHA WMCKIIOYUTEIBHO JJIsi  pa3jlaMbIBaHUS TaOJETKH
C IeNBI0 00JIErYeHNs IPOTIaThIBAHMUS, a HE JUIS Pa3/IelICHUs Ha PaBHBIE JT03bI.

4. KIMHUYECKHUE JAHHBIE

4.1. lloka3zaHusi K NPUMEHEHHIO

[Ipemapar Knaputpomuiyan PeHeBanm moka3zaH K NMPUMEHEHHUIO y B3pPOCIBIX U AeTed oT 12 ner
pu WH(DEKIIMOHHO-BOCTAIUTETHHBIX 3a00JIeBaHUSAX, BBI3BAHHBIX YyBCTBUTEIbHBIMU
K KJIQpUTPOMULIMHY MUKPOOPTaHU3MaMHU:

¢ UHGEKINUU HIDKHUX JIBIXaTeIbHBIX MyTeH (TaKkue Kak OpOHXHT, THEBMOHHS );
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¢ HH(}EKINN BEPXHUX JbIXaTEIbHBIX MyTEH (TaKue KaK mannﬁﬁz}fi'é;ﬁ%ﬁ%;)%'TEﬂ bHOCTE 0004)

e uHpEKIMM KOXHM M MATKHUX TKaHeH (Takue Kak (POJUIMKYIUT, BOCHAICHUE MOJIKOXHOM
KJICTYATKH, POKA);

¢ JIUCCCMHUHUPOBAHHBIC WM JIOKAJIM30BAHHBIC MI/IK06aKT€pI/IaJIBHLIe I/IH(I)CKI_II/II/I, BBI3BAHHBIC
Mycobacterium avium u Mycobacterium intracellulare;

e J0KamM30BaHHbIe MH(MeKIUHU, BhI3BaHHBIe Mycobacterium chelonae, Mycobacterium fortuitum
u Mycobacterium kansasii;

o st MPOHUIAKTHKHU paclpoCcTpaHeHus: HHPEKIUK, 00ycaoBiIeHHON Komiuiekcom Mycobacterium
avium (MAC), y nauueHTOB, MHQHUIUPOBAHHBIX BUPYycOM HUMMyHoxaedwuimra uenoeka (BUY)
¢ conepxanneM sumponuToB CD4 (T-xemmepHsix muMmdonuTton) He G6omnee 100 B 1 Mm3;

e juist  opamukaiuu  Helicobacter pylori u  cHmWXeHHMS  YacTOTBI  PELUAMBOB  S3BBI
JBEHAILIaTUIIEPCTHON KUIIKH;

e 0ojIoHTOTeHHBIC HHDEKIMU (11 103upoBKH 250 MT).
4.2. Pexum 103MPOBAHMS U CTIOCOO MPUMEHEHUS

Pexxum 103upoBaHUS

Bspocnvie

[To 250 mr 2 pa3a B CyTKH.

B ciyuae Gonee Tspkensix nHGekuui npuauMarot o 500 mr 2 pasa B CyTKH.
OObIuHas POJOIHKUTENIBHOCTD JIGUEHUSI COCTABISAET OT 5 110 14 nHei.

HcknroueHne cocTaBisiiOT BHEOOJbHUYHAS MMHEBMOHMS M CHUHYCHT, KOTOpbIE TPeOYIOT JIeUEHUS
oT 6 10 14 guen.

Jleyenue MMK06aKm€Dua]leblx qu)eKuuﬁ, Kpome my6epl<wze3a

ITpu MuKOGakTepUalbHBIX MHOPEKIUAX KIAPUTPOMUIMH PEKOMEHI0BaHO NMpHHHUMaTh 1o 500 mr
2 pa3a B CyTKH.

Jleuenne aucceMuHupoBaHHBIX MAC-uH(EKuMi y MalueHTOB ¢ CHHIPOMOM MPHOOPETEHHOTO
ummyHonebunuta (CIIMJ) cieayer mpoionkaTh 10 TeX IOp, MMOKA HMEETCs KIMHHYECKas
U MuKpooOuonoruueckas 3QpQextuBHOCTh. KinapuTpomMunuH crienyer Ha3HauyaTh B KOMOMHALUU
C JpYrMMH aHTMMHUKpPOOHBIMU HpernapaTamMH, aKTUBHBIMH B OTHOLIEHHM JaHHBIX BO30yAMUTENEH.
JUINTeNbHOCTh ~ JIEYEHHUS  JAPYIrUX  HETYOepKyJe3HbIX  MHMKOOAKTEepHaNbHBIX  HHGEKUn
yCTaHaBIIMBAET Bpay.

Hpodunaxkmura ungexyut, evizeannvix MAC

Pexomenayemas n03a KI1apuTpoMHUIMHA JUIst B3pocibix — 1o 500 mr 2 pa3a B CyTKH.

Ooonmozennvie undexyuu

ITo 250 mr 2 pa3a B CyTKHU B T€UEHHUE 5 THEM.

Opaouxauus Helicobacter pylori

VY manueHToB ¢ s3BeHHOI OoJe3HbI0, BhI3BaHHOW MHpekuuei Helicobacter pylori, knapurpomunus
MOXKHO HaszHayath mo 500 mMr 2 pa3a B CyTKM B KOMOWHAIUU C APYTMMU aHTUMUKPOOHBIMU
npenaparaMd M WHTHOMTOpPaMHU MPOTOHHOTO Hacoca B TedeHWe 7—14 nHel, B COOTBETCTBUH
C HalMOHAJIBHBIMA M  MEXIYHapOTHBIMH PEKOMEHIAIMSAMH [0 JICYCHHIO WHQEKINU
Helicobacter pylori.
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Oco0ble rpyniibl MalueHToB

COOTBETCTBYET ZKCNEPTHOMY OTUETY

Hab;uenmbz C NOYeYHOol HedOCMAamo4HOCHbIO

[Maruentam ¢ xkmupencom kpearnHuHa (KK) menee 30 mi/MUH Ha3HA4YalOT TMOJIOBUHY OOBIYHOMN
JI03bl KJIAPUTPOMHUIIMHA, TO €cTh o 250 Mr 1 pa3 B cyTku. JIeueHne Takux NanyueHTOB MPOI0IKAIOT
He Oonee 14 nHei.

eTH
Jlemu 6 6ospacme om 0 0o 12 nem

besonacnocts u addexkruBHOCTs npenapara Knapurpomunun PeneBan B JiekapcTBeHHOM (opme
Ta0JICTKH, MOKPBITHIC TIEHOYHON 000JI0UKOM, y nmereil B Bo3pacte or O mo 12 yier Ha NaHHBIHA
MOMEHT HE€ yCTaHOBJICHBI. /laHHBIE OTCYTCTBYIOT.

Jlemu 6 6ospacme om 12 0o 18 nem

Pexxum no3upoBanusa st geteid B Bo3pacTe OoT 12 1mo 18 jeT He oTiuyaercss OT pexuma
JO3UPOBAHUS JJIS B3POCIIBIX.

Cnocob IIPUMCHCHU A

Jns npuema BHyTpb. He3aBUCHMO OT npriemMa MHUILLH.
4.3. IlpoTuBOMOKA3aAHUS
e [UNepuyBCTBUTEIHLHOCTh K KJIAPUTPOMHUIIMHY WU K JIPYTUM MaKpOJIHMIaM, WIH K JO00MY

M3 BCIIOMOTI'aTCJIbHBIX BCIICCTB, IICPCUNCIICHHBLIX B Pa3JCiIC 6.1 .

® OJHOBPEMEHHBIH TpUEM KIAPUTPOMHUIIMHA CO CIEAYIOIIMMH TpernapaTamMH: acTeMH307,
[U3aNpHI, TUMO3u, TepdeHanun (cM. paszaern 4.5.);

® OJIHOBPEMEHHBIH MPUEM KJIAPUTPOMHIIMHA C JOMHUTAHIOM (cM. pasnen 4.5.);

® OJHOBPEMEHHBIH MPUEM KIAPUTPOMHIIMHA C AJTKAIONIAMH CIIOPBIHBU, HAPUMED, IPTOTAMHHOM,
AUTHAPOIProTaMuHOM (cM. pazaen 4.5.);

L O)IHOBpCMeHHI)H\/JI MNpUEM KIApUTPOMHUIIMHA C MHAA30JIaMOM [Jid TMEPOPaJTbHOro IMPUMCHCHUA
(cm. paznen 4.5.);

® OJHOBpPEMEHHBIH TpueM  KiIapuTpoMuimHa ¢  uHruouropamu ['MI-KoA-penykrasbl
(craTMHaMu), KOTOpbIE B 3HAYUTEIBHOM cTeneHH Metabonusupyrorcs uzopepmentom CYP3A4
(JToBacTaTHH WMJIM CUMBACTaTHH), B CBSI3U C TOBBIIICHHEM PHCKAa MUOIIATHH, BKIIFOUYAsT PabIOMHOIN3
(cm. pa3gen 4.5.);

® OJIHOBPEMEHHBII MPUEM KJIAPUTPOMHIIMHA C KOJIXHIIMHOM (cM. pasaen 4.5.);
® OJHOBPEMEHHBIH MMPHEM KIAPUTPOMHIIMHA C TUKArPEJIOPOM WIIM PaHOJIa3uHOM,;

e ymmHeHue uHTepBaia QT B aHamHe3e (BpOXKICHHOE WM MPHOOPETEHHOE 3apEeTUCTPUPOBAHHOE
yanuHeHne uHTepBana QT) wiam kKemymnoukoBas apuTMHUsI, BKIIOYAs KETYJAOUKOBYIO TaXHKapPIUIO
TUIA «ITHPYIT» (cM. pasaensl 4.4. u 4.5.);

® DJJIEKTPOJIUTHBIC HApYIICHHs (THIIOKAIUEMHUs WM TUIOMAarHMEMHs), B CBSI3U C PHUCKOM
yHeHus uatepsaia QT (cm. paznen 4.4.);

® TsOKCIasd TIICYCHOYHAsA  HCAOCTAaTOYHOCTH, IMPOTCKAromass OAHOBPEMCHHO C IMOYCYHOM
HEJOCTAaTOYHOCTBIO,

® XOJIeCTaTUYECKas JKENTyXa/TemaTUT B  aHaMHe3e, pa3BUBINUECS T[PH  IPHUMEHCHUHU
kiaaputpomunuHa (cM. pazuen 4.4.);
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e nopdupus;

® [IEpPHOJ IPYIHOTO BCKapMIIUBaHus (M. paznen 4.6.).
4.4. OcoOble ykazaHusi 1 MepPbl MPEI0CTOPOKHOCTH NMPH NPUMEHEHUH

IIpenapar Knapurpomunun PeneBail cieayer IpuHUMATh ¢ OCTOPOKHOCTBIO IPH:
® II0YEYHOH HENOCTATOYHOCTH CPEAHEH U TSHKEIION CTENCHH;

e OJHOBPEMEHHOM IpueMe ¢ OCH30IMa3enMHaMi, TAKAMH Kak ajmpasojiaM, TpHas3olaMm,
MH/Ia30JIaM JIJIsi BHYTPUBEHHOTO NMPUMEHCHUS WM ISl HAHECEHHs Ha CIIM3UCTYI0 00O0JOYKY pTa
(cM. pasgen 4.5.);

® OJIHOBPEMEHHOM IIpHUEME C IpernapaTamMmu, KoTopble MeTaboauszupyrorces nzopepmentom CYP3A,
Hampumep, KapOamaszenmuH, LHUIOCTa30J, LHUKIOCIOPUH, AU30MUPAMH], METHIINPEIHU30JIOH,
OMENpa3oy, HEeNpsMble AHTUKOATYISIHTHI (Hampumep, BapdapuH), XUHHIUH, pHUdpaOyTuH,
cunneHadu, TakpoIuMyc, BUHOIAcTUH (cM. paszaern 4.5.);

e OJHOBPEMEHHOM IpHeMe ¢ Tnpenapatamu, uHAymupytommmu wu3opepment CYP3A4,
HarpuMep, pudammnuiuH, GeHUTONH, KapbamaszenuH, peHodapouTai, 3Bepo00il MPOABIPSBICHHBII
(cm. pasmen 4.5.);

e OJHOBPEMCHHOM IIPHEME CO CTAaTHHAMH, HE 3aBHCAINIMMHU OT MeTaboim3Ma wu30QepMeHTa
CYP3A (manpumep, payBacratn) (cM. pazaen 4.5.);

¢ OJHOBPEMCHHOM IIpHEME C 6JIOKaTOpaMI/I MCEIAJICHHBIX» KaJIbIHUCBBIX KaHAaJIOB, KOTOPLIC
MeTtabonmm3upyrorcs uzopepmenrom CYP3A4 (Hanpumep, Bepanamill, aMJIOAHITHH, JHJITHA3EM);

® OJHOBPEMEHHOM IpHEME C MEePOpabHBIMU aHTUKOATYISIHTAMH MPSIMOTO JAeHCTBUS, TAKUMH KaK
nadurarpad, puBapokcalaH, amukca0aH, 0COOEHHO Y MAI[MEHTOB C BBICOKMM PUCKOM DPa3BUTHUS
KpoBOTeUeHHH (cM. paznen 4.5.);

e wumemuyeckoir 6onesnu cepana (MUbC), Tsokenoi cepieyHoOl HEIOCTATOYHOCTH, HAPYIICHUSX
MPOBOAMMOCTH WJIM KIMHUYECKU 3HAYUMOW OpaJuKapAuH, a TakkKe MpU OJHOBPEMEHHOM IpHEMe
aHTHapuTMUYecKuXx mpenapatoB [A kmacca (xunuaus, npokanHamun) u Il kmacca (modernmmna,
aMHUOapOH, COTAJION).

JUinTenbHBIA IPUEM aHTUOMOTUKOB MOXKET MPHUBOJIUTH K 00pAa30BaHUIO KOJIOHUHN C YBETMYEHHBIM
KOJINYECTBOM HEUYBCTBHUTEIbHBIX OakTepuii u rpuboB. Ilpu cynepundekunun HE0OX0IUMO
Ha3HAYUTh COOTBETCTBYIOLIYIO TEPAIHIO.

Ha3nauenue kimapuTpoMHIIMHA OSPEMEHHBIM KCHIUHAM JIOJDKHO TPOBOAMTHCS MPH TIIATSIHHOU
OILIEHKE COOTHOIICHUS PUCKA W TIOJIB3BI, OCOOCHHO B TE€YEHHE IMEPBBIX 3 MECSIEB OEPEMEHHOCTH
(cm. pazzmen 4.6.).

[Ipy npuMeHEeHHHM KIAPUTPOMHUIIMHA COOOIIANIOCh O TEYEHOUYHOM IUCOYHKIUU (TIOBBIIICHUE
aKTUBHOCTH TEYEHOYHBIX (EPMEHTOB B KPOBH, TENATOLEIUIIONAPHBIA W/WINM XOJECTaTHUECKUH
rernaTut ¢ skenaTyxod wnu 6e3). [leyeHouHass nuchyHKIUS MOMKET OBITh TSDKEIOW, HO OOBIYHO
aBisieTcs oopatuMoil. MIMeroTcst ciydan MeYeHOYHOM HEJOCTAaTOYHOCTU C JIETAJIBHBIM HCXO/0M,
IJIaBHBIM  00pa3oM, CBsSI3aHHBIE C HaJMYUEM CEpPhE3HBIX COIYTCTBYIOIIMX 3a00sieBaHUN
W/WIM  OJHOBPEMEHHBIM NPHUMEHEHHEM JpPYTUX JIEKapCTBEHHBIX CpeAcTB. [Ipu mosBiIeHUN
MPU3HAKOB U CHUMITOMOB TIemaTHTa, TaKUX KaK aHOPEKCHsl, JKeJNTyXa, MOTEeMHEHUE MOYH, 3V,
OO0JIE3HEHHOCTh KMBOTA TPU NaJlbHAlMM, HEOOXOAWMO HEMEUIEHHO IMPEeKpaTUTh Teparuio
KJIAPUTPOMUIIMHOM.

[Tpn HaMMUUU XPOHUYECKHX 3a00IeBaHMI TIEYEHN HEOOXOAUMO MPOBOJUTH PETYSPHBIA KOHTPOIh
(hepMEHTOB CHIBOPOTKU KPOBH.
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[Ipu J5ledeHUM TPAKTUYECKHM BCEMH aHTHOAKTe nanEHBIMIC - %E‘é‘ IEHI:BJ_“:%;);[:' Uit

COOTBETCTBYET ZKCNEPTHOMY OTUETY

KJIaPUTPOMHIIMHOM, OMHUCAHBI CIy4ad ICEBIOMEMOPAHO3HOTO KOJHTA, TSHKECTh KOTOPOrO MOJKET
BapbUPOBATbCS OT JIETKOM 10 YyrpoKamoumed Ku3Hu. IIpu JiedeHMM DpakTHYECKH BCEMU
AHTUOAKTEPUAPHBIMUA TIperapaTaMd, B TOM 4YHCJIC KJIAPUTPOMUIIMHOM, OIUCAHBI CIy4an
Clostridium difficile-accounnpoBanHoii  uaped, TSKECTb KOTOPOW MOXXET BapbUPOBATHCS
OT JIETKOH [Iuaped 10 YrpOXKaroIlero HU3HH KOJUTa. AHTHOAKTepHalbHbIC MPEMapaTbl MOTYT
U3MCHUTh HOPMAJbHYIO MHUKPOQUIOPY KHINEYHHKA, 4TO MOxKeT npuBectd k pocty Clostridium
difficile. IlceBmomemOpanosusiii  kosaut, BbiBanHbI  Clostridium  difficile, wHeoOxomumo
[O/I03PEBaTh y BCEX MAIMEHTOB, Y KOTOPBIX MOCIC MPHUMEHEHHS aHTHOAKTePHAIbHBIX CPEICTB
pasBwiach auapes. Ilocie mpoBeneHHs] Kypca aHTHOMOTHUKOTEpANMH HEOOXOAMMO TINATEIbHOES
MEMIIUTHCKOE HAOI0ICHHUE 3a manueHToM. ONUCHIBATIKCH CITydan Pa3BUTHS [ICEBIOMEMOPaHO3HOTO
KOJIUTA CITyCTs 2 MeCsIla MOoCJIe MprHeMa aHTHOMOTHKOB.

[Ipyn nedyeHun MakpodaMaAaMH, BKIIOYAs KIAPUTPOMHUIIMH, HAOIIOIAIOCh YIJIUHEHUE CEpIACYHOU
penonsipuzanu 1 uHTepBasia QT, BbI3bIBag PHCK  Pa3BUTHS  CEPACUHOM  apUTMHH
Y JKENyI0YKOBOM TaxXWKapJIuu THUNA «Iupy T» (cM. paszzmen 4.8.). Tak kak cienyromme CUTyaluu
MOTYT TPUBECTH K YBEIMUEHHUIO PHUCKA PA3BUTHS KEIYJOUYKOBBIX apUTMUN (B TOM 4YHCIe
KEITYJOUKOBOM TaxUKApAUU THIA «IUPYIT»), TO KIAPUTPOMUIIMH HE JOJDKEH MPUMEHSATHCS
y CIAEAYIOUINX KaTeropuil MalueHTOoB:

® y MAIMEHTOB C TUIIOKaTHeMueH (cM. pasaen 4.3.);
® y MAIMEHTOB ¢ TunoMarHuemueii (cMm. paszuen 4.3.);

® Yy MAalMEHTOB, OJHOBPEMEHHO MOJYYAIOIIUX KIAPUTPOMUIIMH C ACTEMHU30JI0M, LHU3AMPHUIOM,
MUMO3UIOM U TepdheHaauHoM (cM. pasaen 4.3.);

® y MAalUEHTOB C BPOXIEHHBIM WM NPUOOPETEHHBIM 3aperMCTPUPOBAHHBIM YAJIMHEHUEM
uHTepBaia QT WiIu HaIUYKEeM KeTyJI04YKOBON apUTMUM B aHaMHe3e (cM. paszaen 4.3.).

KJ'IapI/ITpOMI/II_II/IH JAOJIKEH MPUMCHATHCS € OCTOPOKHOCTBIO Y CICAYIOIIUX KaTel"OpI/Iﬁ ITalfMCHTOB:

e vy nmanueHTtoB ¢ UBC, Tspkenoi cepedHoil HeTOCTaTOYHOCTHIO, HAPYIICHUSMH MPOBOJIUMOCTH
WM KJIMHUYECKU 3HaUMMOM Opaaukapuei;

® y MalUEHTOB, OJHOBPEMEHHO NMPUHUMAIOLIMX APYIHe JIEKAPCTBEHHbIE NpenapaThl, CBSI3aHHbIE
¢ yannaeHneM uHtepBana QT (cm. pasgen 4.5.).

Hepez[ HAa3HA4YCHUEM KIIApUTPOMHUIIMHA BCEM MANHUCHTAM, MPUHHUMAIOUMIUM THAPOKCUXITIOPOXHUH
WIA XJIOPOXHH, TIIATEILHO B3BECHTE COOTHOIICHHE IOJIb3bI M PHCKA H3-3a IOTCHIIUAIBLHO
MOBBIIIIEHHOTO PHUCKA CEPACYHO-COCYIUCTBIX COOBITHH M CEPACYHO-COCYAMCTOW CMEPTHOCTH
(cm. pazmen 4.5.).

B Xo&me »nmuaeMHONIOrMYECKHX MCCIEAOBAHUNA IO M3YYEHUIO pHCKa HEOJIaronpUsTHBIX
CEepACYHO-COCYUCTBIX UCXOAOB MPHU NMPUMEHEHHUH MAKpPOJIUAOB OBUIM IMOJy4yeHBbl HEOJHO3HAYHbBIC
pe3ynbTaThl. B HEKOTOPBIX HAOI0IATENBHBIX UCCIIEOBAHUSIX ObUT YCTAaHOBIIEH KPaTKOBPEMEHHBIH
PHUCK pa3BUTHUS apUTMHM, UHPAPKTa MHOKapJa U CMEPTU OT CEplIeYHO-COCYAMUCTHIX 3a00JIeBaHUil,
CBA3AHHBIX C NPUMEHEHUWEM MAKpOJWIOB, BKJIIOYass KiIapuTpoMulMH. IIpu Ha3HaueHHH
KJIApUTPOMHUIIMHA CJIELYET COOTHOCUTH IIPEAIIOIAraeMylo 10163y OT IPUEMa IIperapaTa ¢ JaHHbIMU
pUCKaMH.

Bo3MoxHO pPa3BUTHC HCpCKpCCTHOﬁ PE3UCTCHTHOCTH K KIIAPUTPOMUIIUHY U APYTHUM aHTHOHMOTHKAM
I'PYIIIbBI MAKPOJINAO0B, a TAKXKE JTMHKOMHUIWHY U KIMHAAMUIIUAY.

VYuuThiBas pacTylIyl0 pPE3HCTEHTHOCTH Streptococcus pneumoniae K MakpoJHMIaM, BaKHO
IIPOBOAMUTHh TECTUPOBAHUE YYBCTBUTCIBHOCTH IIPH HA3HAYECHUU KIAPUTPOMMIMHA MAlUEHTAM
Cc BHEOONbHUYHOM mHeBMOHUEH. Ilpu rocrnuTanbHOW MHEBMOHMH KIAPUTPOMUIIMH CIIEAYET
IPUMEHATh B KOMOMHAIIMK C COOTBETCTBYIOIIMMHU aHTUOMOTHKAMH.
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HNHdekiMu KOKM M MATKMX TKaHEW JIETKOH | cpez[Heﬁn I'_Flﬁ:}K-!?%% E’i‘ﬁﬂreﬂ IBJ:-BI—'('T T&QEQ' B

Staphylococcus aureus u Streptococcus pyogenes, mpu 3ToM 00a BO30YAWTEIS MOIYT OBITh
yCTOfI‘-IHBBI K MaKpoJuaam, Io3TOMY BaXXHO MPOBOAUTH TCCT HA YYyBCTBUTCIIbHOCTD.

Makpoiuasl MOXHO TPUMEHATh Ipu HH(EKIusx, BbI3BaHHBIX Corynebacterium minutissimum,
3a00JIeBaHMSAX, TAKMX KaK yIpU BYJbrapHbIC M POKa, a TAKKE€ B TEX CHTYaIUsIX, KOTJa HEJIb3s
NPUMEHSTh TEHULMIUIHH.

B ciydae mosiBieHUS OCTPBIX pEaKIMil TMIEPUyBCTBUTEIBHOCTH, TAKMX KakK aHA(QHIAKTHUYECKas
peakius, THKENbIe KOXHbIE JIEKAPCTBEHHbIE peakuuu (HAmpuMep, OCTPBIA TeHepaTu30BaHHBIM
9K3aHTEMATO3HBIA IMycTyie3), cuHapoM CruBeHca-/[)KOHCOHA, TOKCHYECKHI 3MUACpMalIbHBIN
HEKpPOJIM3 U JIeKapCTBEHHAs ChIIb C J03MHO(UIMEH U  CHUCTEMHOW CHMIITOMAaTHUKON
(DRESS-cunapom) HEOOXOAMMO Cpa3dy e MPEKpaTUTh IMPHEM KIAPUTPOMUIMHA W Ha4aTh
COOTBETCTBYIOIIYIO TEPAIIHIO.

B cirydae coBMeCTHOTO MpUMEHEHHS ¢ Bap(paprHOM WIH IPYTUMHU HENPSIMBIMU aHTHKOATyJISTHTaMHU
HEOOXOJMMO  KOHTPOJHPOBATh  MEXKIYHApOJAHOe HOpManu3oBaHHoe oTHomienne (MHO)
U IpOoTpOMOMHOBOE BpeMs (cM. paszaen 4.5.).

BcnomorarensHbIe BENIECTBA

Hampuu

JlaHHBIN JIeKapCTBEHHBIA Mpenapar coaepXut meHee | mmonb (23 mr) Hatpus Ha 1 TabneTky,
MOKPBITYIO IIEHOYHOU 000JI0UKOM, TO €CTh IO CYTH, «HE CONCPKUT HATPUSI».

4.5. BzaumojeiicTBue ¢ JAPYrHMH JIeKADCTBEHHbIMH HpenapaTamMMm W Jpyrue BHJbI
B3aUMO/IeHCTBUA

IIpoTHBOMOKAa3aHHBIE KOMOMHAIIMHU

HpI/IMeHeHI/Ie CICAYIOMUX MpcrnaparoB COBMECTHO C KIAPUTPOMHUIMHOM MPOTHUBOIIOKA3aHO
B CBsA3U C BOBMOXXHOCTBIO Pa3BUTUA CCPHbE3HBIX HCKCIIATCIILHBIX peaKHHfI.

Luzanpuo, numosuod, mepghenadour u acmemusoi

[Ipy COBMECTHOM TpHEMe KIAPUTPOMHIMHA C I[M3AIPHIOM, MHUMO3HIOM, TepheHaINHOM
WM aCTEMH30JIOM COOOIIATOCh O TOBBIIICHHH KOHIEHTPAIMU IIOCICAHNX B IUIa3Me KpOBH,
YTO MOXKET HPUBECTH K YIUIMHEHHIO UHTepBana QT ¥ MOSBICHHIO CEPIACYHBIX apUTMHUM, BKIIFOYAs
KEITYJOUYKOBYIO TaXHUKapAUI0, (GUOPHIUISIUIO JKEIYJTO0YKOB U HKEITYJOYKOBYIO TaXHKApPIAHUIO THIIA
«py3™ (cm. pasaen 4.3.).

Anxanouowvt cnopbiHvu

[TocTMapkeTHUHTOBBIE UCCIEAOBAHMS MOKA3BbIBAKOT, YTO IIPU COBMECTHOM IPUEME KIAPUTPOMULIMHA
C DOProTaMHHOM WJIH JAUTHIPOIPTOTAMHUHOM BO3MOXHBI cienyromue 3(PGeKThl, CBS3aHHBIC
C OCTpPBIM OTpPaBJICHHUEM IMIPENApATaMu TPYNIbl IPrOTaMUHOB: COCYIUCTBIA CIIa3M, HIIEMUS
KOHEUYHOCTEH W Jpyrux TKaHeW, BKIOYas MEHTpaidbHyl0 HepBHylo cuctemy (IITHC).
OnHOBpeMEHHBIM NpHUEM KIAPUTPOMHUIIMHA C aJKAJOMJAaMH CHOPbIHBM IMPOTHUBOIOKAa3aH
(cm. pasmen 4.3.).

Muoa3zonam onsa nepopanbHo2o npumeHenus

[Ipy coBMecTHOM TIpUMEHEHMHM MHJa30jlaMa U KJIAPUTPOMHUIIMHA B (QopMe TabieTok
(500 mr 2 pa3a B JeHb) OTMEYAJIOCh yBEIWYECHHE IJIOMAAHN MOJA (HapMaKOKHHETHUECKON KpUBOMH
«koHrenrpamnus — Bpemsi»  (AUC) wmumasomama B 7 pa3 1ocie MEPOPaIbHOTO IMpHEMA.
OnHOBpEMEHHBI NpPUEM KIAPUTPOMUIIMHA C MMJAA30J1aMOM ISl MEpOPAIbHOIO IPUMEHEHHUS
MpOTHBOMOKa3aH (cM. pasmen 4.3.).
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HUneubumopor I'MI-KoA-pedykma3zwvl (cmamumbl)

COOTBETCTBYET ZKCNEPTHOMY OTUETY

OHOBpEMEHHBII NIPUEM KIAPUTPOMHUIIMHA C JIOBACTATUHOM I CHMBACTaTUHOM IPOTHUBOIIOKA3aH
(cm. pasmen 4.3.) B CBI3W C TEM, YTO JAHHBIC CTATHHBI B 3HAYMTEIBHON CTEICHH
Metabomm3upyorcs u3zopepmenTtom CYP3A4, u COBMECTHBI NpHUEM C KIAPUTPOMHIITHOM
MOBBIIIACT WX CHIBOPOTOYHBIC KOHIICGHTPAIMH, YTO MPUBOJMUT K TOBBIIICHHIO PHCKA Pa3BUTHUS
MUOIIATHH, BKItoYass padmomuonu3. CooOmanock o ciydasx pabJoMuONU3a y IalUeHTOB,
MPUHUMABIINX KJIAPUTPOMHUIIMH COBMECTHO C JAHHBIMH IMpernaparamu. B ciydae HeoOXoaumocTu
npueMa KIApPUTPOMHIIMHA CJIEIyeT MPEKpaTUTh NpPUEM JIOBacTaTWHA WJIM CHMBAaCTaTHHA
Ha BpEeMsI TepaITHH.

KiaputpoMuiiuH ciieiyeT NPHHAMATh C OCTOPOXKHOCThIO TP KOMOMHHPOBAHHOW TEpamuu
C JPYrMMH CTaTdHaMH. B ciy4ae HE0OXOIMMOCTH COBMECTHOTO IIpHeMa pPEKOMEHIYeTCs
NPUHUMATh HAUMEHBIIYIO 103y CTaTHHA. PEKOMEHIYEeTCs MPUMEHSATh CTATHHBI, HE 3aBHCAIIAE OT
metabomm3ma wuzopepmernta CYP3A (manpumep, ¢uyBacratuH). Crexyer KOHTPOJIUPOBATH
pa3BHUTHE MPU3HAKOB U CUMITTOMOB MHOIIATHH.

Jlomumanuo

OnHOBpEMEHHBII NpUeM KIAPUTPOMHUIMHA C JIOMUTANUIOM HPOTHBOIIOKA3aH H3-3a pHUCKA
CYILIECTBEHHOT'O MMOBBIIICHHUS aKTHBHOCTH TPaHCAMHUHA3 B IIa3Me KpoBH (cM. pasnen 4.3.).

BausHue Ipyrux JI€KapCcTBEHHBIX MPEnapaToB Ha KIAPUTPOMUILIMH

Jlanupie  HaOMIONEHMN ~ TMOKa3aldM, YTO  COBMECTHOE  IPUMEHEHHE  a3UTPOMHIIMHA
C TUAPOKCUXJIOPOXMHOM Y TAIlMEHTOB C PEBMATOMUJHBIM apTPUTOM CBS3aHO C TOBBIIIEHHBIM
PHUCKOM CEpJIEYHO-COCYAUCTBIX COOBITUN M CEPACUHO-COCYIUCTON CMEpTHOCTH. M3-3a BO3MOKHOTO
aHAJIOTUYHOTO PUCKA MPU MPUMEHEHUU IPYTUX MaKpPOJIUIOB B COYETAHUU C THIPOKCUXJIOPOXHMHOM
WU XJIOPOXWHOM CJIEIYeT TIIATEIbHO B3BECUTH COOTHOIICHHUE TOJB3bl U PHUCKA, TMPEXKAEC UYeM
Ha3HayaTh  KJIAPUTPOMHIIMH  JIOOBIM  TAlMeHTaM, MPUHUMAIOUIUM  THAPOKCUXIOPOXUH
HJIN XJIOPOXHH.

[Tpenapatel, sBistoumecs uHHIykTopamMu u3opepmenta CYP3A (mampumep, pudaMIIUIMH,
¢denuTonH, kapbamazenuH, ¢peHoOapOuTan, 3Bepo00il MPOJBIPABIECHHBIN), MOT'YT HHIYLHPOBAaTh
MeTa0O0JIN3M KJIAPUTPOMHULIMHA. DTO MOXKET NPUBECTH K CyOTepaneBTHYECKOM KOHIEHTpaluu
KJIQPUTPOMHIIMHA, YTO MPHBOJUT K CHIKEHHIO ero 3¢ ¢dektuBHOCTH. Kpome TOro, HeoOX0Iumo
HaOII0AaTh 3a KOHLEHTpauuel nuaykropa nzopepmenra CYP3A B minazme KpoBH, KOTOPas MOXKET
MOBBICUTHCS U3-3a MHrHOMpoBanus n3opepmenta CYP3A xmapurpomuraom. [Ipu coBMecTHOM
npuMeHeHMH pudadyTuHa M KJIAPUTPOMHUIIMHA HAOMIOAANOCh MOBBILIEHHWE IUIa3MEHHOU
KOHIIGHTpauuu pudadyTuHa ¥ CHIDKEHHE CHIBOPOTOYHON KOHIICHTPALMK KIAPUTPOMHIIMHA
C MOBBILIEHHBIM PUCKOM Pa3BUTHUS YBEHTA.

VkazaHHBIC HIKE mpenapaTbl o6na)1a10T JOKa3aHHbBIM HWJIKM NOpEAIroIaracMbIM  BJIIMAHUEM
Ha KOHICHTPALUUIO KIIApUTpOMUIMHA B IJIa3ME€ KPOBH; B CIIy4aC HUX COBMCCTHOTO IMPUMCHCHUA
C KIaApUTPOMHUIMHOM MOXKET HOTpe6OBaTBC$[ KOppEKOUA 03 WK MEPEXOJ Ha aJIbTCPHATHBHOC
JICUCHHUC.

Dgasupens, nesupanun, pupamnuyun, pugadbymur u pughaneHmun

CunbHbIe HHAYKTOPBI ccTeMbl IIuToxpoMa P450, Takue kak adaBupeH3, HEBUpANUH, py(aMITUIIH,
pudabyTuH U pudaneHTHH MOTYT YCKOpSATh METa0OJU3M KJIapUTPOMHUIMHA U, TaKUM OOpa3oM,
MIOHMKaTh KOHIIEHTPALMIO KJIApUTPOMUIIMHA B IIJJa3M€ U BMECTE C TEM IOBBIILIATh KOHLIEHTPALMIO
14-OH-knapuTpoMHIIMHa — METa0OJUTa, TAKXKe SBISIOMIETOCs] MUKPOOMOIOTMYECKH AaKTHBHBIM.
[Tockonbky MHKpOOMOJIOTHYECKAs AaKTHUBHOCTh KiapuTpoMuimHa u 14-OH-kmapurpomunuHa
OTJIMYAETCA B OTHOIIEHUM DPA3JIMYHBIX OaKkTepui, TepaneBTHUECKHH YPPEKT MOKET CHHKATHCS
IIPU COBMECTHOM MpUEME KIAPUTPOMHIIMHA U HHAYKTOPOB (hePMEHTOB.
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Ompasupun

COOTBETCTBYET ZKCNEPTHOMY OTUETY

KoHuenTpanus KIapuTpOMHUIIMHA CHUXKAETCS MPU HCIIOJIB30BAHUM 3TPaBUPHUHA, HO MOBBIIIAETCS
KOHIIEHTpaLus AKTHUBHOT'O MeTabonura 14-OH-xnapuTpoMuLIMHA. ITockonbky
14-OH-xnapuTpoMulIMH 00JagaeT HU3KOM aKTHBHOCTBHIO Mo oTHomeHuto K MAC-undpexuusm,
MOJKET MEHATHCS O0Iasi aKTUBHOCTh B OTHOUICHWM ITHX BO30yIUTENeH, MO3TOMY AJs JICUCHUs
MAC crenyer paccmaTpuBaTh albTEPHATHBHOE JICUCHUE.

DnyKkonason

CoBmecTHBIN mpueM ¢urykoHaszoisia B g03¢ 200 Mr eXeTHeBHO M KJIapuTpoMulmHa B 03¢ 500 mr
2 pa3a B geHb y 21 370poBOTO J10OpOBOJNBIIA IMPHBEIO K YBETUYEHHUIO CPEIHEr0 3HAYCHUS
MUHUMAaJIbHON paBHOBeCHOM KoHIeHTpauuu kiaaputpomuimHa (Cmin) 1 AUC Ha 33 % u 18 %
COOTBETCTBEHHO. [Ipr 3TOM COBMECTHBIN MpUEM 3HAUUTEIILHO HE BIIUSI HA CPEIHIOI PAaBHOBECHYIO
KOHIIGHTpallul0  akTuBHOro  mertabonmuta  14-OH-xmaputpomuimua.  Koppekius — 10361
KJIApUTPOMMIIMHA B CIIy4ae COMYTCTBYIOIIETO IpruemMa (piykoHa3ojia He TpeOyeTcsl.

Pumonasup

dapMaKOKMHETHYECKOE HCCIICIOBAaHUE I10Ka3aj10, YTO COBMECTHBIM MpPUEM PUTOHABHpA B J103€
200 mr kaxnaele 8 4YacoB W kiapurpomuiinHa B jgo3e 500 mr kaxnaple 12 yacoB mpuBel
K 3aMETHOMY TOJIaBJICHUIO METa00IM3Ma KIApUTPOMHUIIMHA. [Ipu COBMECTHOM MpUEME PUTOHABUPA
MaKcuMallbHas Iula3MeHHas KoHUEeHTpanust (Cmax) KIapuTpoMuIuHa yBenuumnack Ha 31 %,
Cmin yBenmmuminach Ha 182 % u AUC yBenmuwmitack Ha 77 %. Bbpiio oTMe4eHO IPaKTHYECKH TIOITHOE
nonaeneHue obpaszoBanus 14-OH-knaputpomununa. baarogapss mMUPOKOMY TepaneBTUYECKOMY
JMANa30Hy KJIAPUTPOMUIIMHA YMEHBIICHHE €ro JI03bl y TAalUeHTOB C HOPMAJIbHON MOYECYHOU
bynkueit He Tpebyercs. VY MalUMEHTOB C IOYEYHOW HEIOCTAaTOYHOCTHIO IIeeco00pa3Ho
paccMOTpeTh CICHYIONIMEe BapuaHThl Koppekmmum 103l mpu KK  30-60 wmu/mMuH 103a
KJIApUTPOMMLIMHA JoJDkHa ObITh yMmeHblieHa Ha 50 %; npu KK wmenee30 mu/mMuH no3a
KJIApUTPOMHUIIMHA JOJDKHA OBITh yMeHbIleHa Ha 75 %. PuToHaBUp HE cleayeT COBMECTHO
MPUHUMATH C KJIQPUTPOMHUIIMHOM B J103aX, IPEBBIIIAIOIMINX | T//1EHb.

CxXoniHble KOpPPEKLUHU 103 AOKHBI paccMaTpUBaThCsl y MAllMEHTOB CO CHM)KEHHOM (yHKUMER
MIOYEK, ©eCIIM  PUTOHABUP  MCIOJB3YyeTcs  Kak  (apMaKOKMHETHYECKMH  «yCHUIMTEIb»
IpU TPUMEHEHUH APYrux MHruOutopoB mporeassl BUY, Bkirodas ara3aHaBUp M CaKBHUHABUP
(cm. mompaszaen «/{ByHamnpaBIeHHOE B3aUMO/ICHCTBHE JICKAPCTBEHHBIX MPEIapaToBy).

Bimsgune KJIapuTPpOMHUIIMHA HA APYTHUC JICKAPCTBCHHBIC MIPCTIapaThl

Aumuapummuueckue cpeocmea (XUHUOUH U OU30NUPAMUO)

B03MOXHO BO3HHUKHOBEHHME JKEIYJOYKOBOM TaxMKapAUM THUIIA <TIUPY3T» IPH COBMECTHOM
IIPUMEHEHUN KJIAPUTPOMHUIMHA U XWHUJWHA WU au3onupamuja. IIpy onHOBpeMEHHOM IpueMe
KJIApUTPOMMIIMHA C O3THUMM  [pernapaTaMy  CIeAyeT pPETyJspHO IPOBOJHUTH  KOHTPOJIb
3JIEKTPOKAPAMOTPaMMBI Ha MpeaMeT y/uinHeHus uaTepBaia QT, a Takxke cieayeT KOHTPOIUPOBATh
CBIBOPOTOYHBIE KOHIEHTPALIMH 3TUX MTPENapaToB.

[Ipy moOCTaMapKeTHHIOBOM TPUMEHEHHH COOOIIANIOCh O CIIy4asX pPa3BUTHS TUIIOTIMKEMUU
MPU COBMECTHOM TIpHEME KIAPUTPOMHUIIMHA W au3onupamuaa. HeoOXoaumMo KOHTPOJIUPOBATH
KOHIIGHTPALUIO  TJIIOKO3bI B KPOBM TNpPH  OJHOBPEMEHHOM IMpUEME  KIAPUTPOMHUIIMHA
Y JU30MUpamMusa.

Ilepopanvhule eunoznukemuyeckue cpeocmea/uncyiuH

[Ipy coBmMeCcTHOM IpueMe KIApUTPOMHUIIMHA W IEPOPAIBHBIX TMIONIMKEMHYECKUX CPEJICTB
(HampuMep, TPOU3BOJAHBIE CYIb(OHWIMOYEBUHBI) H/MIM HMHCYJIMHA MOXKET HAOII0IAThCS
BBIpO)XEHHAs] THIOTIHKeMus. OJHOBPEMEHHBI TpUEM KJIAPUTPOMHUIIMHA C HEKOTOPHIMHU
THIOTTIMKCMHUYCCKUMU  TIpCIiapaTaMn (HaHpI/IMep, HaTCriIMHUA, MTHUOITIMTA30H, PpCHarjinHujg
1 POCHUTIIMTA30H) MOXET MPUBECTH K MHrHOUpoBaHuto nzopepmenta CYP3A KIapUTpOMUIITHOM,
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KOHIICHTPALIUH TITFOKO3BI.
Bzaumooeticmeus, obycnosnennvie uzogpepmenmom CYP3A

CoBMeCTHBIN MTPHUEM KJIIAPUTPOMHUIIMHA, KOTOPBINA, KaK U3BECTHO, MHTHOUpyeT n3odepment CYP3A,
W TpemaparoB, mepBHUYHO  MeTabomusupyrommxcs — m3opepmentom  CYP3A,  moxer
aCCOIIMMPOBATHCS C B3aWMHBIM TOBBIIICHUEM WX KOHIICHTPALUMH, YTO MOXET YCHIUTh
WIN TIPOJUTUTh KaK TepaneBTHUYECKUI 3P QEeKT, TaKk U HexenaTelabHble peakuuu. Kiapurpomunux
CIIEAYET C OCTOPOXKHOCTHIO MPUHUMATH TAlMEHTaM, MOJYYarOIIUM MpenapaThl, SBISIOIIACCS
cyoctparamu m3odepmenta CYP3A, oco0eHHO ecnd OSTH MpemapaTbl HMEIT  y3KUH
TEpareBTHUECKUI Uara3oH (HarmpuMmep, KapOaMasenuH), /Uil WHTCHCUBHO METa0OIH3UPYIOTCS
>TUM (pepmeHToM. B ciyyae HEOOXOIUMOCTH JOJDKHA MPOBOAUTHCS KOPPEKIHs 03Bl Mperapara,
MPUHUMACMOTO BMECTE C KIAPUTPOMHIMHOM. Takke, M0 BO3MOXKHOCTH, JTOJDKEH MPOBOIUTHCS
MOHUTOPHUHT CHIBOPOTOYHBIX KOHIIEHTPAIlM TpenapaToB, IEPBHYHO METAOOIH3UPYIOIUXCS
n3odepmerntom CYP3A.

MeTabonm3M CIIeIYIOMUX MpernapaToB/KIaccoB OCymecTBisieTcss TeM ke nzopepmerntrom CYP3A,
YTO M MeTaboJIM3M KIApUTPOMHMIIMHA, HAIpPUMEp, ailmpa3ojiaMm, KapOaMasenuH, IUIOCTa30l,
UKJIOCTIOPHH, JM30MUPAMUJ, METHINPEAHU30JI0OH, MHIA30JIaM, OMENpa3oll, IepopalbHbIC
aHTHKOArynsiHTel  (Hampumep,  BapdapuH,  puBapokcabaH,  anukcabaH),  aTUNHUYHBIC
AHTHIICHXOTHYECKUE CpEICTBA (HANMPUMEp, KBETHANHH), XWHUIWH, pUPaOyTHH, cuiaeHadmun,
TaKpoJIMMyC, TpuazonaMm U BuHOnacTuH. Takke k aronuctam uszopepmenta CYP3A otHocsTCS
CIIETYOIINE MPETNapaThl, MPOTHBOIIOKA3aHHBIE K COBMECTHOMY MPHUMEHECHHIO C KIIAPUTPOMHUIIMHOM:
acTEMU30J1, IU3aNpu/l, TUMO3U, TePPEHATNH, JIOBACTATHH, CHMBACTATUH U aJKAJIOHUJIbI CIIOPBIHBH
(cm. pasmen 4.3.). K mnpemaparam, B3avMOACHCTBYIOIIMM ITOJ00OHBIM 00pa3oM dYepe3 Apyrue
M30pepMEHTBl B paMKaxXx CHCTeMbl 1uTOXpoMa P450, orTHocsATCS (EHUTOUH, TEOPHIUIUH
Y BaJIBIIPOCBAs KUCIIOTA.

Henp;lele AHMUKoazcyJisiHnsl

[Ipu coBmecTHOM mpueMe BappapuHa U KJIAPUTPOMHUIIMHA BO3MOKHO KPOBOTEUEHHUE, BHIPAKEHHOE
ysenuuenue MHO u mnporpoMOuHOBOro BpeMeHH. B ciyuyae COBMECTHOro NpUMEHEHHUs
¢ Bap(paprHOM WIH IPYTrUMH HENPSAMBIMH aHTHKOATyJISTHTaMH HE00X0uMo KoHTpoaupoBate MHO
U IPOTPOMOMHOBOE BpEMS.

Ilepopanvrvle anmukoa2ynsHmel NPAMO20 0eUcCmaus.

[lepopanbHbIil  aHTUKOATYJISIHT — MPSMOTO  JEHCTBUS  JaOuraTpaH  sBISETCS  cyOCTpaToM
st addurokcHoro Oenka-nepeHocunka P-rmukomnporenna (P-gp). PuBapokcaban u amukcaban
MeTabomm3upytorcsi ¢ ydactueM wu3odpepmenta CYP3A4 u Takxke ABIAOTCS CyOcTparaMu
s P-gp. Crnenyer coOnrofaTh OCTOPOXHOCTh TIPHU OJHOBPEMEHHOM IpPHUEME KIAPUTPOMHUIMHA
C JMJaHHBIMH TIperaparamM, OCOOEHHO Yy TAIlMeHTOB C BBICOKUM PHCKOM KPOBOTEUCHUS
(cm. pasmen 4.4.).

Omenpa3zon

Kiaputpomutua (mo 500 Mr kaxasie 8§ 4acoB) UCCIAEAOBANICS Y 3I0POBBIX B3POCIBIX JOOPOBOJIBIICB
B KOMOUHAIMK ¢ oMenpazosioM (ro 40 mr exxeqHeBHO). [Ipu coBMecTHOM mpueMe KIapuTpOMHULITHA
¥ OMenpasoJia paBHOBECHBIE IJIa3MEHHbIE KOHIIEHTpanuy oMenpasona oputn yBenmaeHsl, AUCo-24 1
nepuoa noxyBbiBeneHust (T12) yBemmumnucs Ha 30 %, 89 % u 34 % coorBercTBeHHO). CpenHee
3HaueHue PH xemyaka B TedeHue 24 yacoB COCTaBWIIO 5,2 MpH MpUEME OMeEIpa3oiia B OTAEIbHOCTH
u 5,7 npu npreMe OMeIpa3oJia COBMECTHO C KIIAPUTPOMHULITHOM.

Cunoenaghun, maoaraghun u eapoenaghun

Kaxnpiii w3 »THX uHruOUTOpoB ¢ochoanscrepassl MeTabonIM3MpyeTcs, MO KpaiiHel Mepe,
gacTuyHO c ydactueM wuszopepmenta CYP3A. B toxe Bpems wuzopepment CYP3A wmoxer
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¢ cwigeHadwioMm, TananaduiIoM WM BapAeHA(QHUIOM MOXXET MPHBECTH K YBEIHUYCHHIO
UHTHOUPYIOMIETO BO3ACHCTBUS Ha ¢docdoaudcrepady. llpu mNpUMEHEHHH STUX TpenaparoB
COBMECTHO C KJIAPUTPOMHUIIMHOM CJIEJyeT pPacCMOTPETh BO3MOXXHOCTh YMEHBIICHUS 03B
cwiaeHadwua, Tananadpuia u BapaeHadpuia.

Teogunnun, kapoamazenun

IIpu coBMecTHOM mpueMe KIApUTPOMHMIMHA W TeopuuIMHA WIM KapOamaszernuHa BO3MOYKHO
MIOBBIIIEHUE KOHIIEHTPALMHU JIaHHBIX [IPENapaToB B CHCTEMHOM KPOBOTOKE.

Toamepooun

[TepBuuHBIil MeTaOONMM3M TOJTEPOIMHA OCyIIecTBIsseTcs yepe3 2D6 uzodopmy mmuroxpoma P450
(CYP2D6). Opanako, B wactu monyisiuud, quiieHHod wu3odepmenta CYP2D6, merabonusm
npoucxomuT depe3 uzopepment CYP3A. B sToif rpymnmne HaceleHus MojAaBlieHHE H30(epMeHTa
CYP3A mpuBOIUT K 3HAYUTEIHHO 0OJIee BHICOKMM KOHIIEHTPAIUSM TOJITEPOIMHA B CHIBOPOTKE.
B nomymsuuu ¢ Hu3KMM ypoBHeM Metabonu3ma dyepe3 wuzopepment CYP2D6 wmoxer
noTpeOOBaThCsl CHIDKEHHUE JT03BI TOJITEPOJMHA B IPUCYTCTBUU UHTHOUTOpoB m3odepmenta CYP3A,
TaKUX KaK KIapUTPOMHUIIMH.

benzoouazenunvl (nanpumep, arnpazonam, Muoazonam, mpudasonam)

[lpy coBMecTHOM NpPUMEHEHHMHM MHJa3o0jdaMa M Tabjerok kimaputpomuimHa (500 mMr 2 pasa
B JieHb) oTMedanock yBennuenne AUC mumaszonama: B 2,7 pasa mocje BHYTPUBEHHOTO BBEICHUS
muna3onama. Ecny BMecTe ¢ KIapuTpOMHLIIMHOM INPUMEHSIETCS BHYTPUBEHHAs (hopMa MUIa3onama,
CIIEYET TIIATEIBHO KOHTPOJIUPOBATH COCTOSIHUE MAIIMEHTA JUII BO3SMOXXHON KOPPEKIIUH JI03BI.

BBenenue nekapcTBEHHOTO MpernapaTa uepe3 CIM3UCTYI0 000JO0YKY MOJOCTH PTa, KOTOPOE HaeT
BO3MOXXHOCTh OOOWTH TNPECUCTEMHYIO 3JMMHUHAIMIO JIEKAPCTBEHHOI'O IMpenapara, CKOpee BCEro,
MpUBEAET K B3aUMOJIEHCTBHIO, aHAJOTHYHOMY TOMY, KOTOpPO€ HaONI0JaeTcsi MpU BHYTPUBEHHOM
BBEJICHUH MHIa30J1aMa, a He TIPU IEPOPATILHOM MpUEME.

Takwue jxe Mepbl PeIOCTOPOKHOCTH CIEeAyeT MPUMEHATh U K JPYTruM OeH30/i1Ma3enuHaM, KOTopble
metabommsupyrores  m3opepmentom  CYP3A, Biirowas  TpuazoiaM W QlIPa30JIaM.
Jlns 6eH30Ma3eNuHOB, BBIBEJICHUE KOTOPHIX He 3aBUCHT OT n3zodpepmenta CYP3A (temazenawm,
HUTpaszenaMm,  Jiopa3ernaM),  MaJlOBEpOATHO  KJIMHUYECKH  3HAYMMOE  B3aWMOJIEHCTBHE
C KJIAPUTPOMUILIMHOM.

[Ipu coBmecTHOM NpHEME KIAPUTPOMHUIIMHA U Tpua3ojama BO3MOkHO BozaeiictBue Ha [[HC,
HalpuMep, COHJIMBOCTb M CIIyTaHHOCTb CO3HaHMs. B cBs3M C 3TuUM, B cilydae COBMECTHOTO
MIPUMEHEHHUs, PEKOMEHIyeTCsl CIeIuTh 3a cumnTomMamu Hapymenus [THC.

BzauMoeiicTBHE ¢ IpYTUMHU IIpenapaTaMu

Konxuyun

Konxunun sBnsgercss cyOctpatom kak wu3opepmenta CYP3A, Tak u Oenka-mepeHOCUYHKA
P-gp. MW3BecTHO, 4YTO KIAPUTPOMHUIIMH ¥ JPYTHE€ MAaKPOJIHIBI SIBISIOTCS WHTHOUTOpaMHU
nzopepmenta CYP3A wu P-gp. Ilpu coBMecTHOM mpuemMe KIAPUTPOMHUIIMHA U KOJXHUIIMHA
naruOupoBanne P-gp w/mmm m3odepmenta CYP3A MokeT NPUBECTH K YCHICHHIO JIEWCTBUS
KOJIXMIIMHA. 3aperUCTPUPOBAHbl OCTMApKETUHTOBBIE COOOIIEHHS O CIy4yasX OTpaBJICHUS
KOJIXMUIIMHOM TIpU €r0 OJHOBPEMEHHOM TIpHeMe C KIAPUTPOMUIIMHOM, Yalle Y MOKHIBIX
nanueHToB. HekoTopble M3 ONUCAaHHBIX CIy4aeB MPOUCXOAWIM C MAlUEHTaMH, CTPaJarolliuMHU
MOYEYHOW HEI0CTAaTOYHOCThI0. Kak coo0Imanocs, HEKOTOphIE CIydaW 3aKaHYMBAIUCH JIETATBHBIM
HCXOJIOM.

OHOBPEMECHHBIH MPHEM KJIapUTPOMHUIIMHA U KOJIXMIIMHA MPOTUBOIMOKA3aH (cM. pas3aen 4.3.).
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Jlueoxcun

COOTBETCTBYET ZKCNEPTHOMY OTUETY

[Ipenmnonaraercs, 4To IUTOKCHH sBIsieTcs cyoctpatom P-gp. M3BecTHO, YTO KIApUTPOMHIIMH
unrubupyer P-gp. Ilpu coBMecTHOM mpuemMe KIApUTPOMHUIIMHA M JUTOKCHMHA HMHTHOMpPOBaHHE
P-gp ki1apuTpOMHUIIMTHOM MOKET MPUBECTU K YCUIICHUIO AEHCTBUS TUTOoKcHHA. [locTMapKkeTHHTOBbIE
HCCJIEIOBaHMsl 110Ka3ajld, YTO COBMECTHBIN NPUEM JUIOKCHHA U KIAPUTPOMHUIMHA TAKKE MOXKET
MIPUBECTU K IOBBIIIEHUIO CHIBOPOTOYHOM KOHUEHTPAIMU JUCOKCHHA. Y HEKOTOPBIX MHAallUEHTOB
OTMEYAJINCh KJIMHUYECKHE CUMIOTOMBI OTpPABICHUS JUIOKCHMHOM, BKJIIOYas IOTEHLUHUAIbHO
netanbHple apuTMuu. [lpm CcoBMECTHOM mpHeMe KIAPUTPOMUIIMHA W JIUTOKCHHA CIIEIYET
THIATEJIbHO KOHTPOJIUPOBATh KOHLIEHTPALIMIO JUTOKCHUHA B CHIBOPOTKE.

3udosyoun

OnHOBpEeMEHHBII TpueM TaOJIETOK KIAPUTPOMHUIIMHA M 3UIOBYIMHA IEPOPATBHO B3POCIBIMHU
BUY-unpuumpoBaHHBIMU ~ MAUEHTAMH  MOXET TPUBECTH K  CHIDKEHHUIO  PaBHOBECHOM
KOHLEHTpPAaLUU 3UJJ0BYANHA.

HOCKOHBKy KIIApUTPOMUINH BJIMACT Ha BCACBIBAHUC 3UJOBYJAWHA IIPpHU MEPOPAIIBHOM IIPUCME,
B33HMOII€fICTBPI$I MOXHO B 3HAYUTCIILHOM CTCICHHU I/136C)KaTI>, IMpyUHUMAas KIAPUTPOMHUINH
U 3UJOBYJHUH C UHTCPBAJIOM B 4 gaca.

[TomoGHOTO B3ammoxelicTBUs He HabOmomanu y BUY-uHOUIMpOBaHHBIX AeTed, MPUHHUMABIINX
JETCKYI0 CYCIEH3MIO KIApUTPOMHULMHA C 3UAOBYIMHOM WIH IUIE30KCUUHO3MHOM. Ilockoibky
KJIADUTPOMMIIMH MOXET IPEMATCTBOBaTh BCACBIBAHUIO 3HMJIOBYAMHA IIPU HMX OJHOBPEMEHHOM
IpueMe BHYTPb Yy B3pOCIBIX HAlMEHTOB, IOAO0OHOE B3aWMOJIEHCTBHE BpAJ JHU BO3MOXKHO
IIPY UCIOJI30BAaHUU KJIAPUTPOMULIMHA BHYTPUBEHHO.

DeHumoun u salbnpoeesas Kucioma

Nmerorcss nmaHHbIle O B3aWMOJCHCTBUSX uHTHOMTOpOoB uW3odepmernta CYP3A  (Brirouas
KJIApPUTPOMMIIMH) C MpernaparaMH, KOTOpbleé He MeTabOJIM3MPYIOTCS C MOMOUIbI0 H30(epMeHTa
CYP3A (penuTonHOM W BaNBIPOEBOW KHUCIOTOH). [Jis MaHHBIX TpenapaToB, MPH COBMECTHOM
IIPUMEHEHUH C  KJIApPUTPOMHULMHOM, PEKOMEHIYETCS OINpEAEIECHUE UX  ChIBOPOTOYHBIX
KOHIEHTpALUH, TaK KaK UMEIOTCSI COOOIIEHUS 00 X MOBBILICHUH.

JByHanpaBIeHHOE B3aUMOJICHCTBHUE JIEKAPCTBEHHBIX MpPenapaToB

Amaszanasup

KnaputpomMuuinH 1 atazaHaBUp SIBISIOTCS Kak CyOCTpaTamu, Tak M MHTHOMTOpaMH H30(epMeHTa
CYP3A. CymiecTByeT CBHJICTEIIBCTBO JBYHANPABICHHOTO B3aUMOJICHCTBUS JTHUX IIPENaparToB.
CoBmecTHbIN npueM kinaputpomuiaa (500 mr 2 pasa B 1eHb) 1 atazaHaBupa (400 mr 1 pa3 B 1eHb)
MOJKET NPUBECTH K JBYKPATHOMY YBEIMYEHHIO BO3ICHCTBHS KIAPUTPOMULIMHA U YMEHBUICHHUIO
BozzaelicTtBus 14-OH-knmapurpomunmaa Ha 70 %, ¢ yBenmuenuem AUC arazanaBupa Ha 28 %.
bnarogaps mmpokomy TepaneBTHUECKOMY JMana3oHy KIAPUTPOMHIIMHA, YMEHBIIEHHE €ro J03bl
y MalMeHToB C HOpMaIbHOH QyHKIMEH movek He TpeOyeTcs. Y MalueHTOB ¢ YMEPEHHOM MoyeuHon
HemocrarouyHocThio (KK 30-60 wmu/mMuH) m03a KIapUTPOMHIIMHA [OJDKHA OBITh YMEHBIIICHA
Ha 50 %. ¥ namuenToB ¢ KK menee 30 mui/MuH 03y KJIQpUTPOMHIIMHA CIEeyeT CHU3UTH Ha 75 %,
UCIONIB3YSl Ui  3TOTO  COOTBETCTBYIOLIYIO  JIEKAPCTBEHHYIO  (OpMy  KIApUTPOMMIIMHA.
Knapurpomunua B nosax, npeBslmatommx 1 000 mMr B CyTKHM, HENb3s NPUHMMATH COBMECTHO
C MHTUOMTOPAaMHU MPOTEa3.

BJZOKCZI’I’lOpbl «MEONICHHbIX» KAJIbYUeBbIX KAHAN06

[Ipy omHOBpEeMEHHOM TMpHEMe KIAPUTPOMHIIMHA U OJIOKATOPOB «MEUICHHBIX» KaJbIIMEBBIX
KaHaJloB, KOTOopble Merabommsupytorcss uzopepmentom CYP3A4 (Hampumep, Bepamamui,
aMJIOAMITNH, JIWJITHAa3eM), CIeIyeT COOJII0JAaTh OCTOPOXKHOCTH, ITOCKOJIBKY CYIIECTBYET PHCK
BO3HUKHOBEHHUSI apTEPUANBbHON TUMOTeH3MH. [lna3MeHHbIe KOHIEHTPAMU KJIAPUTPOMHUIIMHA,
TaKke, Kak M OJOKAaTOpPOB «MEAJICHHBIX» KAaJbLIMEBBIX KAHAJIOB, MOTYT IIOBBIIIATHCS
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

22 04 2026 Ne 8221

ot 22.04 2026

IIPY OJHOBPEMEHHOM IPUMEHEHUH. ApTepHalibHas FI/IHOTGIf&IS;I,::GE% 'ﬁmtﬁllﬁhlgﬁa{nﬁ%ﬁ

BO3MOJKHBI IIPY OJJHOBPEMEHHOM MPUEME KIIAPUTPOMHUIIMHA U BEpariaMuia.
HUmpakonaszon

KitaputpoMuIH 1 UTpaKOHA30J SABJSIOTCS cyOcTparamu U mHrHOMTOpamu uzopepmenta CYP3A,
9TO OIpeaeseT IBYHANPABICHHOE B3aWMOJCUCTBUE TpenaparoB. KapuTpoMuIIMH MOXKET
MOBBICHTH KOHIICHTPAIIMIO UTPAKOHA30JIa B TUIa3Me, B TO BPEMs KaK HTPAKOHA30Jl MOYKET IMOBBICUTh
IUTA3MEHHYI0 KOHIICHTPAIMIO KJIapUTpPOMUIIMHA. [lallMeHTOB, OJHOBPEMEHHO MPUHUMAIOIIHX
UTPAKOHA30J M KJIAPUTPOMHUIIMH, CJEAYeT TIIATEIbHO OOCIIeOBaTh HAa HAJMYUE CUMIITOMOB
YCHUJICHUS WIH YBEIIMUEHUS IITUTEILHOCTH (DapMakoorndeckux 3(pPeKToB ITUX MpenapaTos.

Cakeunasup

KnaputpomMunina u cakBUHaBHp SIBISIOTCA cyOcTpatamu u uHruoutopamu msopepmenta CYP3A,
4YTO ONpeleNsieT JABYHAlpaBlIIeHHOE B3auMojeiicTBue mpenapatoB. OJHOBPEMEHHBIN MpHEM
kinapurpomuninia (500 mMr 2 pasza B J€Hb) U CakBUHABUpa (B MATKUX >KEJAaTMHOBBIX Kamcyjax,
1200 mr 3 pasa B nmenb) y 12 3m0poBbix n00poBosbieB Bbi3bIBaio yBenudeHHe AUC u Cmax
cakBuHaBupa Ha 177 % u 187 % COOTBETCTBEHHO, B CPAaBHEHMM C IMPUEMOM CaKBHUHaBHUpa
B oTnenbHocTU. 3HaueHust AUC u Cmax KilapuTpoMuninHa ObutH npubnusutenabHo Ha 40 % Belie,
94eM [PH MOHOTEPAINUHU KIApUTPOMHULIMHOM. [Ipr COBMECTHOM MPUMEHEHUH ITHUX JBYX IPETapaToB
B TEUYCHHE OIPAaHWYCHHOT'O BPEMEHH B [03aX/COCTaBaX, YKA3aHHBIX BBIIIE, KOPPEKIUS 03B
He TpeOyeTcs. Pe3ynbTarel MccienoBaHUs JIEKAPCTBEHHBIX B3aUMOJCHCTBUN C HCIOIb30BAHUEM
CaKkBUHAaBHpa B MSTKHX JKEaTMHOBBIX KalCyllax MOTYyT HE COOTBETCTBOBaTh J(deKram,
HaOJIOAaeMBIM TIPH TPHEME CAaKBHHABUPAa B TBEPIBIX JKEIATHHOBBIX Karcynax. Pe3ymbraTsl
UCCIIEIOBAHMS JIGKAPCTBEHHBIX B3aUMOACHCTBUI TMPU MOHOTEPANUU CAKBHHABHPOM MOTYT
HE COOTBETCTBOBAaTh J(PQeKTaM, HAOIIOJAEMBIM MPH TEpaud CAKBUHABHPOM/PUTOHABHPOM.
IIpy npueme cakBUHaBMpa COBMECTHO C PUTOHABUPOM CIIE€AYeT YUUTBHIBATh IOTEHLUAIBHOE
BJIMSTHHE PUTOHABUPA HA KIIAPUTPOMHUIIHH.

4.6. ®epTUIBLHOCTDb, 0€PEeMEHHOCTD M JIAKTALMSA

bepemeHHOCTH

be3omacHoCTh MMPUMCHCHUA KIIAPUTPOMUIIMHA BO BpEMA 6epeMeHHOCTI/I HC YCTaHOBJICHA.

OCHOBBIBasICh Ha pAa3IMYHBIX pe3yJibTaTaX, MOJYYEHHBIX B HCCIECJOBAHMUSIX Ha >KUBOTHBIX,
a TaKKe Ha OMbITe MPUMEHEHUS Y JIOJeH, HelIb3s MUCKIIOYUTh BO3MOXHOCTH HEOIArompHusITHOTO
BO3JEHCTBUS Ha sMOpuodertanbHoe pa3Butue. HekoTopesle HaOmI0gaTeNbHbIE HCCIEAOBAHUS,
OlLICHUBAWINKE Bo3jaelcTBUEe KiapuTpomuimHa B [ u Il Tpumectpax OepeMEHHOCTH, BBISBUIU
MOBBIIIECHHBIH ~ PUCK  CaMONPOM3BOJIBHOIO  abopTa IO  CPaBHEHUIO C  OTCYTCTBUEM
AaHTHOUOTHKOTEpAK WIM TPUMEHEHHEM JIPYTMX AaHTHOMOTHKOB B AaHAJOTUYHBIE CPOKH
o6epemeHHocTu. MMeromuecs: 3MUIeMUOIOTHYECKHE UCCIIEIOBAHUS PUCKA CEPhE3HBIX BPOXKIEHHBIX
MOPOKOB Pa3BUTHS MpPU NPUMEHEHUH MAaKpOJUJIOB, BKIIOUas KIAPUTPOMHUIIMH, BO BpeMs
OepeMEHHOCTH IEMOHCTPUPYIOT IPOTUBOPEUNBBIE PE3YIHTATHI.

[TpuMeHeHMEe KIapUTPOMUIIMHA MPU OepeMeHHOCTH (0COOeHHO B | TpuMecTpe) BO3MOXKHO TOJIBKO
B cllydyae, KOIJla OTCYTCTBYET ajbTepHAaTHMBHAs Tepamnus, a MOTeHIMaJbHas IOoJb3a Uil MaTepu
MPEBBIIIACT MOTEHIIMATBHBINA PUCK JJIS MJI0/A.

JlakTarms

Bbbu1o ycTaHoBiE€HO, UTO peOCHOK, HAXOMAUIMNICA Ha IPYJIHOM BCKapMIIMBAHHUHU, MOXET MOJIYYUTh
okono 1,7 % OT MaTepuHCKON 03Bl KJIAPUTPOMHIIMHA C MOMPABKOW Ha Maccy Tejla MaTepu.
be3onacHOCTh NPUMEHEHHs KJIApUTPOMULMHA JUIsl JE€Ted Ha TIPyAHOM BCKapMJIMBaHUU
He ycraHoBiieHa. [Ipu HeoOXxoxuMocTu mpHeMa B MEPHOJ IPYIHOTO BCKapMIIMBAHHS KOPMIICHHE
IpyJbI0 HEOOXOIMMO PEKPaTUTh (cM. paszaen 4.3.).
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(NOCNEOQCBATENEHOCTE 0004)

DepTHIbHOCTD

HCCJ’ICI{OBaHI/IH, IIPOBEACHHBIC HA KPhICAX, IIOKa3ajlu OTCYTCTBHUC BIIUAHUSA HA (bepTI/IJ'IBHOCTI).

4.7. BiusiHue Ha CcHOCOOHOCTH YNPABJIATH TPAHCHOPTHBIMHM CpeACTBAMM M padorarhb
¢ MeXaHU3MaMH

JlaHHBIE OTHOCHUTEJBHO BIIMSHHUS KJIAPUTPOMMIIMHA HA CIIOCOOHOCTH K YNPABICHUI aBTOMOOUJIEM
U MexaHu3MaMu OTCyTCTBYIOT. CrnemyeT coOdoAaTh OCTOPOKHOCTh MpPH  YIPaBJICHUU
TPAHCIIOPTHBIMU ~ CPEACTBAMU W MEXaHU3MaMH, YYUTHIBash MOTCHIIMAIbHYIO BO3MOXXHOCTD
TOJIOBOKPY>KEHUSI, BEPTUTO, CIIYTAHHOCTH CO3HAHUSA U JI€30PUEHTAIH, KOTOPbIE MOT'YT BO3HUKHYTh
IIpY NIPUEME JTAHHOTO NIpernapara.

4.8. HexenaTelbHbIE peakuu

Pe3roMe HexenaTeabHbIX DEAKIINI

JIisi  OLEHKH YacTOThl HEXKENATEeNbHBIX PEAKIMHA HCIIOJIb30BaHbl  CICAYIOIIUE KPUTEPHUU:
oueHb 4acto (>1/10), wacro (>1/100, ®wo <1/10), Hewactro (=1/1 000, ®wo <1/100),
penko (>1/10 000, mo <1/1 000), ouens peaxo (<1/10 000), yacTtora Hem3BecTHA (HA OCHOBAHHH
UMEIOIIUXCS TAHHBIX OIEHUTh HEBO3MOYXKHO).

Hnghexyuu u unsazuu

1

HewacTo: LEMTIONNT !, KaHAWIO3, TACTPOIHTEPHT 2, BTOpHYHbIE HMH(eKumm S (B TOM 4YHCIe

BarvHaJbHBIC).
YacroTa HEM3BECTHA: IICEBIOMEMOPAHO3HBIN KOJIUT, POKA.
Hapywenus co cmopoHvl ummynHOU cucmembl

YacTo: ChbIIb.

1 1

Heuacro: aHa(bI/IJ'IaKTOI/IZ[HaH peaKkuusd -, TUIICPYYBCTBUTCIBHOCTb, ACPMATHUT 6YJ'IJ'IC3HBII71 , 3YA,
KpallMBHHUIIA, MAKYyJIOIIaIlyJ€3Has CbIllb 3.

YacTtoTra HeU3BecTHA: aHa(hUIAKTHYECKas peaKiysl, aHTHOHEBPOTUUECKUN OTEK, CEphE3HbIE KOJKHBIE
HEe)KeJIaTeNbHbIe peakuy (HalmpuMep, OCTPBIM TeHepaM30BaHHBIN 3K3aHTEMATO3HBIN ITyCTYIe3),
cuapom CrtuBeHca-/[)KOHCOHA, TOKCHYECKHH SMHJIepMalbHbI HEKPOJIM3, JEKApCTBEHHAs ChIMb
¢ s03uHOpMIHel u cucteMHol cumnromarukoit (DRESS-curapom).

HapymeHuﬂ memaboausmMa u nUMarnust

Heuacro: anopekcusi, CHUKEHHUE anneTUuTa.
Tcuxuueckue napyuwenus

YacTo: OecconHuIa.

HeuacTo: 6eCrOKOiCTBO, TIOBBIIIEHHAs BO3OYIHMMOCTD .

YacToTa HEM3BECTHA: MCUXOTUYECKUE PACCTPOUCTBA, CIIYyTAHHOCTh CO3HAHMS, JIETIEPCOHATA3AIINS,
JeTnpeccusi, JE30pUCHTAIUs, TAUTIONUHAIINYN, HApyIIEHUS CHOBHJEHUN  («KOIIMapHBIE»
CHOBHJICHUS ), TAPECTE3Us, MAHUSI.

Hapywenus co cmoponuvl HepeHoll cucmemul
YacTo: roioBHas 00J1b, TUCTEB3US.
HewacTo: moTepsi CO3HAHUA®, TUCKMHE3US., TOIOBOKPYKEHHE, COHIIMBOCTD, TPEMOD.

YacroTa HEU3BECTHA: CYAOPOTH, areB3us (OTepsl BKYCOBBIX OIIYIIEHUM ), TAPOCMHUSI, aHOCMHSI.
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Hapywenus co cmoponul opeana ciyxa u rabupunma

Heuacro: BepTuro, HapyIieHue ciryxa, 3B0H B yIlIax.
YacroTa HEU3BECTHA: INIyXOTa.

Hapywenus co cmoponwl cepoya

Hewacto: ocraHoBka cepiual, ¢ubpumnanms mnpeacepauii l, ymmuHenme wunTepBana QT

Ha 3JICKTPOKapaAuorpaMme, 5CTpPaCuCTOINA 1, OINYIICHHUE CCp,I[I_[e6I/ICHI/I$I.

YacToTa HEM3BECTHA: JKEIYA0YKOBAs TAaXWKapAHs, B TOM YHCIE THMA «IIUPYIT», GUOPHILIALNS
KEITYJOYKOB.

Hapywenus co cmoponwl cocyoos
YacTo: BazoauIaTaIMA .
YacroTa HEU3BECTHA: KPOBOTEUCHHUE.

Hapywenus co cmoponul OvixamenvHol cucmemsl, Op2aHo8 2pyOHOU KIemKU U CPpeOOCmeHUs.

Heuacro: actmal, HocoBoe kpoBoTeuenue?, TpOM60IMOONHUS TETOYHON aApPTEPUH .

HapymeHuﬂ CO CNMOPOHbI che.fly()O’{HO‘KMLble’{HOZO mpakma

Yacro: nuapesi, ppoTa, JUCICIICHS, TOIIHOTA, 0OJh B 00JIACTH )KHBOTA.

1 2 2

Heuwacto: 330¢arur *, racrposszodareansHas pedurokcHas OONe3Hb ©, TacTPUT, HPOKTAITHUSA ,
CTOMATHT, TJIOCCUT, B3AyTHE >KHBOTA, 3al0p, CYXOCThb BO PTY, OTPBDKKA, METEOPU3M, XOJIECTa3,
renaTut, B TOM YKCJIe XOJNECTATUHUECKUH UM IeNaToeTIoApHbIH 4,

YacToTa HEU3BECTHA: OCTpBIﬁ IMaHKpEaTuT, HU3MCHCHHUC 1IBCTAa A3bIKa H 3y6OB, IICYCHOYHaA
HEAOCTATOYHOCTD, XOJICCTATUYCCKA KEIITyXa.

Hapywenus co cmoponul kodcu u noOKOH#CHbIX MKaHel
YacTo: THTEHCUBHOE NOTOOT/ICJICHUE.
YacTtoTa HEU3BECTHA: aKHE.

Hapywenus co cmopoHbl MbluieuHol, KOCMHOU U COeOUHUMENbHOU MKAHU

HeuacTo: MBIIIIEYHEIN CIIa3M 3, KOCTHO-MBININI€YHAas1s CKOBAaHHOCTD 1, MHuaJirus 2.

2

YacToTa HEeM3BeCTHA: pa6I[OMI/IOJ'II/13 *, MHUOIIaTH:A.

Hapywenus co cmoponwl nouek u Mouesbigo0sauux nymet
YacroTa HeM3BECTHA: MTOYEYHASI HEJOCTATOYHOCTh, HHTEPCTULIUATIBHBIA HEPPHUT.

Obwue HapyweHus: u peakyuu 8 mecme 68e0eHuUs

Ouenb yacTo: ¢eOUT B MECTE MHBEKIIUN 1

Yacto: 60JIb B MECTE HHBEKITHH , BOCITAIICHHE B MECTE HHBEKIIHH .

HeuacTo: Hemomoranue 4, runepTepmMusa 3, aCTCHUsI, 0olb B prILHOﬁ KJICTKE 4, 03HOO 4,

YTOMJISIEMOCTb.
Jlabopamopnvie u uncmpymenmanvHvle OaHHble

YacTo: oTKIIOHEHUE B TIEYCHOYHOM Tpooe.

HeuacTo: moBbIlIeHHE KOHIICHTpAllMK KpCaTUHHWHA 1, MOBBIIICHHUC KOHICHTpALIUU MOYCBUHBI 1,

M3MEHEHHE OTHONIEHHs anbOyMUH/ToOYymMH 1, Jeifkonenus, HelTponenus 4, s03uHOGUIHS 4,
TpomGonuTeMus 3, MIOBBILIECHUE aKTUBHOCTHU alaHMHAMUHOTpaHC(hepasbl (AJIT),

acmaptatamuaOTpanchepassl  (ACT),  rammarmyrammnarpancdepassr  (I'TT) % menounoit
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docdarassr, nakrarneruaporenassr (JIII) 4.

COOTBETCTBYET ZKCNEPTHOMY OTUETY

YacTora HEM3BECTHA: arpaHyJjoOlMTO3, TPOMOOIUTONCHHS, YyBenu4yeHue 3HadeHus MHO,
VIJUHEHUE MPOTPOMOMHOBOTO BPEMEHH, M3MEHEHHE I[BETA MOYHM, TMOBBHIIICHWE KOHIICHTPAIMH
OwMpyOMHA B KPOBH.

[Tpumeuanusi: * — B HEKOTOPBIX COOOIICHUSX O PabIOMHMONIN3E KIAPUTPOMUIMH MPHHUMAIICS
COBMECTHO C JIpYIT'MMH JIEKapCTBEHHBIMH CPEJICTBAMHU, C IPUEMOM KOTOPBIX, KAK U3BECTHO, CBSI3aHO
pa3BuTHE padaoMHOIM3a (CTaTUHBI, PUOPATHI, KOJIXULIMH WU aJUIOIYPUHON);

1 — cooOmieHusT O JaHHBIX HEKENATSIBHBIX PEAKIUAX OBUIM MOJYYCHBI TOJBKO MPH MPUMEHEHUH
KIAPUTPOMHIIMHA B JICKQPCTBEHHOW ¢dopMe «moduan3aT Ui TPUTOTOBJICHHUS PacTBOpa
TUTsl HTHY3UH»;

2 — cOOOIICHHsS O TaHHBIX HEXKENATEIbHBIX PEAKIUAX OBUIM MOJYYEHBI TOJBKO MPH MPUMEHEHUU
KJIAPUTPOMHUIIMHA B JIGKAPCTBEHHOU (hopMe «TalNEeTKH C MPOJOHTHMPOBAHHBIM BBICBOOOKICHHUEM,
MTOKPBITHIC TIJICHOUYHON 000JI0UKOI»;

3 — cooOLIeHNs O JaHHBIX HEXeJIaTelIbHbIX PEaKIMsIX ObUIM MOJIy4eHBI TOJBKO MPU HPUMEHEHUU
KIAQpPUTPOMHIIMHA B JIEKAPCTBEHHOW (opMe «TpaHyinbl Ui TPUTOTOBJICHUS CYCIICH3UU
JUIs IIPUEMA BHYTPBY;

4 — cooOmIeHNs O JaHHBIX HEKEIATeIbHBIX PEAKIUAX OBUIM TMOJTYYCHBI TOJIBKO MPU MPUMEHEHHUN
KJIAPUTPOMHUIIMHA B JIEKAPCTBEHHOI opMme «TableTKU, TOKPHITHIE TUIEHOYHOI 000I0YKO.

Oco0ble rpynIbl MalueHTOB

HauueHmbz ¢ N00AsIeHHbIM UMMYHUMENTOM

VY mnanuentroB co CIIMJom u npyrumu uMMyHoOAe(pULIMTAMH, MOIYYarOIIMX KIAPUTPOMULIMH
B OoJyiee BBICOKHMX J103aX B TEUYEHHUE JUIUTEILHOTO BPEMEHHU JUIsl JIEUECHHs MUKOOAKTEpHUalIbHbBIX
MH(pEKIM, 4YacTo TPYAHO OTIMYMUTH HeXenaTelbHble 3((eKkTsl mnpenapara OT CHUMITOMOB
BUY-undexnuu nim comyTcTBYONMETo 3a001eBaHMs.

Haubonee yacThiMu HeXeTATENbHBIMH PEAKIMSAMHU y TAIIUEHTOB, TPUHUMABIIUX CYTOYHYIO JI03Y
KiIapuTpomuuHa, paHyto 1000 mr, ObuiM: TOLIHOTA, pBOTA, W3BpalleHUE BKyca, O0Jb
B 00JlacTH >KMBOTA, AUapesi, ChIllb, METEOPU3M, TOJIOBHAs OOJb, 3amop, HapylIeHUE ClyXa,
noBbiieHre akTuBHOCTH ACT u AJIT B kpoBu. Taxxke oTMeHanuch Cilydau HEXeNaTelIbHBIX
peakuii ¢ HU3KOM 4YacTOTOW BO3HMKHOBEHHS, TaKWe KaK OJbIllIKa, OCCCOHHHMIIA U CYXOCTh
BO PTYy.

VY namueHToB C TMOAABICHHBIM WMMYHHUTETOM IPOBOJWIN OICHKY JaOOpPAaTOPHBIX IOKa3aTeseH,
aHANIM3HUPYs] WX 3HAUUTENbHBIE OTKJIOHEHHS OT HOPMBI (pe3Koe TOBBIIICHHE WM CHU)KEHHE).
Ha ocHoBanuu nmanHOoro kpurepus y 2—3 % manueHTOB, MOJIYYABIIUX KIAPUTPOMHIIMH B J03€
1000 Mr exemHeBHO, OBUIO 3apeTMCTPUPOBAHO 3HAYUTENbHOE MOBBINIEHHE akTUBHOCTH ACT
u AJIT B kpoBH, a TaKKe CHIKCHHE YHUCIIA JICHKOIMTOB M TPOMOOUUTOB. Y HEOOJBIIOTO YHCIIa
MAlMEHTOB TaKkKe OBLIO 3apeTrUCTPUPOBAHO TOBBIIICHHE KOHIIGHTPAIlMH OCTATOYHOTO a30Ta
MOUYEBUHBEI.

CTH

HpennonaraeTCﬂ, YTO 4YacCToTa, THII H TAXKECTh HECXKCIATCIbHBIX peaKuHﬁ y }IeTeﬁ TakKas XcE,
KaK y B3pOCJIbIX.

COO6HI€HI/IG O ITOAO03PEBACMBIX HCXKCIATCIBbHBIX PCAKIINAX

BaxHo coo0marh O TOJO3pEBAacMbIX HEXKENATeNbHBIX PEAKIUAX IMOCIe  PEerucTpanuu
JIEKapCTBEHHOI'O TIperapara C Lebl0 O0ecreueHus HENPEPhIBHOTO MOHUTOPHHIA COOTHOIICHHS
«0JIb3a — PHUCK» JIEKAPCTBEHHOro Tmpemnapara. MenuIuHCKUM pabOTHHKAM PpPEKOMEHIYeTCs
COO00IIaTh O JIOOBIX MOI03PEBAEMBIX HEXKENATENbHBIX PEAKIUAX JIEKAPCTBEHHOTO Iperapara yepes
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 22.04 2026 N= 8221

noc OBA HOCTE 00043
HAIIMOHAJILHBIE CHUCTEMBI COOOILIEHHUS O HEXEIATEIbHbIX '%Ea'k{lﬁ&' %"OC%@B' '—T “4]ICHOB

EBpa3HﬁCKOFO SKOHOMHNYECKOI'O COrO3a.

Poccuiickas @enepanus

denepanpHas cayx0a Mo Haa30py B chepe 3apaBoOXpaHEHUSI.

Anpec: 109012, r. Mocksa, CinaBsiHcKasi miiomiaib, 1. 4, ctp. 1.

Tenedon: +7 800 550 99 03

DnexktponHas moura: pharm@roszdravnadzor.gov.ru wiu npr@roszdravnadzor.gov.ru

Caiit B H”HGOPMAIIMOHHO-TEJICKOMMYHHUKAITMOHHOU ceTn «IHTepHET»:

https://www.roszdravnadzor.gov.ru

4.9. Ilepeno3upoBKa

CHUMIITOMBI

HpI/IeM OOJIBIION A03bl KIIApUTPOMHUIIMHA MOKCET BbI3BATb CHUMIITOMBI HapymeHm"I CO CTOPOHBI
KCITYAOYHO-KUIICYHOI'O TPAaKTa.

Yy OJHOIro ImanucHTa C 6I/IHOJ'I$IpHBIM paCCTpOﬁCTBOM B AHAaMHE3C IIOCJIC IIpUcEMa 8T
KIIapUTPOMHUIIMHA OIMKMCAHbI M3MCHCHHUSA IICUXHUYCCKOI'0 COCTOAHMA, IMapaHOUAAJIBbHOC IMOBCACHHUC,
THUIIOKAJIMCMUA U THIIOKCEMMU .

Jleuenme

[Ipu nepeno3upoBKe clieqyeT yaaluTh HeaOCOPOUPOBAHHBIN Mpenapar U3 >KeIyJ0YHO-KHILIEYHOTO
TpakTa (NpPOMBIBAaHUE HKEIyJIKa, IPUEM AaKTUBUPOBAHHOTO YIS U Jp.) U IMPOBECTH
CUMIITOMaTUYECKYIO0 Tepanuio. ['eMoauanu3 W MEepUTOHEAIbHBIM [UadN3 HE OKa3bIBAIOT
CYHIGCTBCHHOFO BJIIUSIHUA Ha KOHHCHTpaIH/IIO KJ'IapI/ITpOMI/IHI/IHa B CBIBOpOTKe, qTo xapaKTepHo
U JUISl IPYTUX MPENnapaToB IPyHIbl MAKPOIUIOB.

5. PAPMAKOJIOTMYECKHE CBOMCTBA

5.1. ®apmakoauHaMHuYecKHe CBOiicTBa

dapmakoTepaneBTHUYECKass Tpynmna: aHTHOAKTEpHAIbHBIE CpPEJICTBA CHUCTEMHOTO JCHCTBUS,
MAaKpOJIM/IbL, TUHKO3aMHUHBI U CTPENTOTPAMUHBI; MAKPOJIUIBI.

Kox ATX: JO1FAQ9.

MexaHu3M ASUCTBUS U d)aDMaKOHI/IHaMI/I‘-ICCKI/IC Bd)d)eKTLI

Kimaputpomuriia ~ SBISIETCST  MOJMYCUHTETUYECKUM  aHTHOMOTHKOM  TPYMNIBI  MaKpOJHJIOB
M OKa3blBaeT aHTUOAKTepuajdbHOE JIeHCTBHE, B3auMojaeicTBys ¢ 50S pubocomanbHOM
CyOBeIMHUIICH 1 TIO/IABIISISI CHHTE3 Oelka OaKkTepuil, 9yBCTBUTEIBHBIX K HEMY.

KnapuTpoMuIliH — TPOJEMOHCTPUPOBAT  BBICOKYIO ~aKTHBHOCTH IN VItF0O B OTHOIICHHWH
KakK CTaH)IapTHI)IX Ha60paT0pHLIX mTaMmMOB 6aKTeprI, TaK U BBIICJICHHBIX y ITAaIIUCHTOB
B XOJ€ KIMHUYECKOW NpakTUKHU. [IposBIISIET BBICOKYK) AKTUBHOCTH B OTHOIIEHUM MHOTIHX
33p06HI)IX 158 aH33pO6HI)IX I‘paMHOJ'IO)KI/ITeJ'H)HI)IX nu I’paMOTpI/IIIaTCJ'H)HI)IX MHKpOOpFaHI/I3MOB.
Munumanbhble nofasistonie koHmentpanuu (MIIK) xmaputpomurmHa a5 OONBIIMHCTBA
B030yauTeneii menbie, yeM MIIK spurpomuriinaa B cpeneM Ha oaHO 1002 pasBenenue.

Knaputpomunua in Vitro BeicokoaktuBeH B otHomeHuu Legionella pneumophila, Mycoplasma
pneumoniae. Oxka3siBacT OakTepuiuaHoe aciicteue B oTHomrenuu Helicobacter pylori, mannas
AKTHBHOCTH KJIAPUTPOMHUIIMHA BBIIIC TP HEUTPAILHOM PH, YeM Mmpu KHUCIIOM.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
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Kpome Toro, mannbpie in VItro u in VIVO yka3bIBajOT Ha %Q,I:IJTEE%&&‘TE%MEMIE&JT}?%’T

Ha KJIMHUYECKH 3HAUYMMBbIe BHUABI MHKOOakTepuii. Enterobacteriaceae u Pseudomonas spp.,
TaK ke, KaKk M Jpyrue, He (GEpMEHTHPYIOIIHE JaKTO3y TIpaMOTpUIATeIbHbIe OaKTepuH,
HE UyBCTBHUTEIBHBI K KIIAPUTPOMHUIIMHY.

AKTHBHOCTh KJIApUTPOMHIIMHA B OTHOLICHWH OOJIBIIMHCTBA INITAMMOB IEPEUYHCICHHBIX HIKE
MHKPOOPTraHU3MOB JIOKa3aHa Kak IN Vitro, Tak W B KIMHUYECKON MPaKTHKE MpU 3a00JCeBaHMUSX,
IIEPEYUCIICHHBIX B pa3zaene 4.1.

A3pobHble epamnonodicumenvhbvle MUKPOOPSAHUIMbL
e Staphylococcus aureus;

e Streptococcus pneumoniae;

e Streptococcus pyogenes;

e Listeria monocytogenes.

AspobHule epamompuyamenvHvle MUKPOOPSAHUZMbL
e Haemophilus influenza;

e Haemophilus parainfluenzae;

e Moraxella catarrhalis;

e Neisseria gonorrhoeae;

e Legionella pneumophila.

Jlpyeue muxkpoopeanuzmol

e Mycoplasma pneumoniae;

e Chlamydia pneumoniae (TWAR).
Muxobaxmepuu

e Mycobacterium leprae;

e Mycobacterium kansasii;

e Mycobacterium chelonae;

e Mycobacterium fortuitum;

e Mycobacterium avium complex - xomrmuiekc, BrIrovaronmii Mycobacterium  avium
u Mycobacterium intracellulare.

HpO,Z[yKI_II/ISI OcTa-1aKkTamMasbl HE OKa3bIBaeT BIUSHMS HA aKTUBHOCTh KIIapUTpOMUIIUHA.

BoapmmHCTBO MmMTAaMMOB CTa(i)I/IJ'IOKOKKOB, PE3UCTCHTHBIX K MCETUIUWUIMHY H OKCalWJIMHY,
O6JI8.I[2[IOT YCTOﬁqHBOCTblO U K KIIapUTPOMUIIUHY.

Helicobacter pylori

YyscreutenpHocTh Helicobacter pylori k xmaputpomuimay n3yudanach Ha usonsrax Helicobacter
pylori, BeigeneHubix ot 104 manueHTOB, M0 Hayajia TepamuH HpenapaTtoM. Y 4 ManueHTOB ObLIH
BBIJICJICHBI PE3UCTEHTHbIE K KiapuTpomuuuHy mmrammbel Helicobacter pylori, y 2 — mrammer
C YMEPEHHOW PE3UCTEHTHOCTHIO, Yy OocTanbHbIX 98 marmentoB uzonatel Helicobacter pylori obutn
YyBCTBUTEIBHBI K KIIAPUTPOMHIIHY.

Kiaputpomune okasbiBaeT JAedcTBHE N Vitr0O W B OTHOWIGHHHM OOJBIIMHCTBA INTAMMOB

HIDKETIEPEUHCIICHHBIX MUKPOOPTaHU3MOB (0JTHAKO 0€30MacHOCTh U A(PPEKTUBHOCTH UCIIOIB30BAHHUS

KJIAPUTPOMHIIMHA B KIMHUYECKON MPAKTHKE HE IMOATBEP)KICHA KIMHUYECKUMH HCCIIEIOBAHHUIMHU,
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 22.04 2026 N= 8221

(MOCNEOOBATENBLHOCT 0004)

" NPAKTUYICCKOC 3HAYCHUC OCTACTCA H€HCHBIM).

A3pobHble epamnonodicumenvhbvle MUKPOOPSAHUIMbL

e Streptococcus agalactiae;

e Streptococci (epynnwt C, F, G);

e Viridans group streptococci.

AspobHble epamompuyamenvHvle MUKPOOPSAHUZMbL

e Bordetella pertussis;

e Pasteurella multocida.

AHa3p06Hbl€ cpamnojiodxcumeslbHvle MUKpoopcanu3mbl
e Clostridium perfringens;

e Peptococcus niger;

e Propionibacterium acnes.

AHaspobuvie epamompuyamenbHbvle MUKPOOP2AHUZMbL
e Bacteroides melaninogenicus.

Cnupoxempul

e Borrelia burgdorferi;

e Treponema pallidum.

Kamnunobaxmepuu

e Campilobacter jejuni.

OCHOBHBIM MeTa0OJUTOM KJIAPUTPOMHIIMHA B OpraHU3Me YeIOBeKa SBISAETCS MUKPOOUOIOTHUECKU
AKTUBHBIN MeTaboIuT 14-ruIpOKCUKIAPUTPOMULITH (14-OH-knapuTpOMHILIMH).
Mukpobuonornyeckass akTUBHOCTh MeTaboNMTa Takas XKe, KaKk Yy MCXOJHOIO BeIlecTBa,
unu B 1-2 pasza cimabee B OTHOIICHUH OOJBIIMHCTBA MUKPOOPraHU3MOB. VICKitoueHne cocTaBisieT
Haemophilus influenzae, B otHomennn kotopoit 3¢ dekTuBHOCT, MeTabonuTa B 2 pas3a BbIIIE.
HcxomHoe BemecTBO W €r0  OCHOBHOM  METAa0OJHWT  OKAa3pIBAlOT JHOO  aJIWTHUBHLIM,
6o cuneprudeckuii apdext B otHomenun Haemophilus influenzae B ycnosusix in vitro u in vivo
B 3aBUCUMOCTH OT IITaMMa OaKTepHH.

Tecm Ha uyecmeumelbHocnb

KonuuecTBeHHble MeTOABI, TpeOyrolne H3MEPEHUs AUaMeTpa 30HbI IMOAABIEHUS PpOCTa, JAIOT
Hanbosiee TOYHbBIE OLEHKU YYBCTBHTEIHHOCTH OakTepuil K aHTUMHKPOOHBIM mpemnaparam. OnHa
U3 PEKOMEHAYEMBIX METOAMK Ui ONpEeNeNieHUss YYBCTBUTEIBHOCTH HCIOJb3YEeT JUCKH,
UMIpPErHupoBaHHble 15 MKr kiaputrpomuivHa (aucko-auddysuonnsiii meron Kupbu-bayspa);
IIPU MHTEPIIPETAllMK TECTa AUAMETPhl 30H MOAABIEHUS POCTa KOPPEIUPYIOT co 3HaueHusmMu MITK
kinaputpomuninHa. 3Hayenus MIIK onpenenstorcss MeTo1oM pa3BesieHus B OyJIbOHE WIK B arape.

[Ipy WCHONB30BaHUM STUX METOJIWK, OTYET M3 JIA0OpPATOPHH O TOM, YTO INTAMM SIBIISICTCS
«4yBCTBUTENBHBIM», YKa3blBa€T HAa TO, YTO BO30yauTEeNb WH(EKIHUU, BEPOSTHO, OTBETUT
Ha nedyeHne. OTBET «PE3UCTEHTHBIN) YKa3bIBae€T Ha TO, YTO BO3OYIUTENH, BOZMOKHO, HE OTBETHT
Ha seueHue. OTBET «IIPOMEXKYTOUHAs YYyBCTBUTEIBLHOCTHY MPEIONIaraet, 4YTo TEeparneBTHUUECKUN
a¢pdext mnpemapata MOXKET OBITh HEOJHO3HAYCH WJIM MHUKPOOPTaHU3M MOXKET OKa3aTbhCs
9yBCTBUTEJBHBIM IPU HCIOJB30BaHUM Oo0Jiee BBICOKMX JI03 mpemnapara (IMIPOMEXyTOYHAs
YyBCTBUTEIHLHOCTh TAKXKE HA3BIBACTCS «yMEPEHHOW YyBCTBUTEIBLHOCTBION).
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ot 22.04 2026 N= 8221

(MOCNEQOBATENEHOCTE 0004)

5.2. GapMaKOKHHeTHYECKHE CBOHCTBA

COOTBETCTBYET ZKCNEPTHOMY OTUETY

AOGcopOrus

[Ipemapatr jerko W OBICTPO BCACHIBACTCA B IKEITYJOYHO-KUIIEYHOM TpakTe. AOCONIOTHAs
OouomoctynHocth cocraBisier okosno 50 %. Ilpu MHOrokpaTtHoM mnpueme [103bl Ipenapara
KyMYJSIIUMA TIPAKTHYECKH HE OOHapyKEeHO, M XapakTep MeTaboiiM3Ma B OpraHM3ME YellOBeKa
He wu3MeHsuics. llpueM mnMIMM HEMOCPEICTBEHHO Iiepea IMPHEMOM IpernapaTra yBeJIWYMBaJ
OMOIOCTYITHOCTh TIpenapaTa B cpeaHeM Ha 25 %. B menom, 3TO MOBBIIIEHHE HE3HAYUTEIHHO
U JIOJDKHO HMETh HEOOJBIIYI0 KIMHUYECKYIO 3HAaYMMOCTh IIPU PEKOMEHAYEMBIX DPEXHMAX
no3upoBaHus. Takum 00pa3oM, KIAPUTPOMMILIMH MOXKET IMPUMEHATHCS HE3aBUCUMO OT IpHUeMa
HUILH.

Pacupenenenue, ouorpancdopMalus ¥ SIMMAHALUS

In vitro

WccnenoBanust in VIitro mokasaiy, YTO KJIAPUTPOMHUIIMH CBS3BIBACTCS C O€JIKaMM IJ1a3Mbl KPOBU
Ha 70 % B koHneHtpanuu oT 0,45 mo 4,5 mxr/miu. IIpu xonuentpamuu 45,0 MKI/MJI CBSI3bIBAHHE
camkaercs 10 41 %, BeposITHO, B pe3ysibTaTe HACHIIIEHUS MECT CBA3BIBaHUSA. DTO HAOIIOIAETCs
TOJIBKO TP KOHLIEHTPALUAX, MHOTOKPATHO MPEBBIIIAIOIINX TEPANIeBTUYECKYIO.

In vivo

HWccnenoBanust in VIVO Ha >KHBOTHBIX MOKAa3ald, YTO KIAPUTPOMHUIIMH TPUCYTCTBYET BO BCEX
TKaHsX, 32 uckiaouenueM [{HC, B koHIIEHTpalusiX, B HECKOJIBKO pa3 MPEBHIMIAIONINX TIa3MEHHBIE.
Hau6onee Boicokue xonmentpanuu (B 10-20 pa3 Bbllle Mmia3MeHHBIX) OOHAPYKUBAJTUChH B TIEUECHU
U JIETKUX.

300poswie 006posonbLYbI

[Ipy Ha3HaueHMM KJIAPUTPOMHMIMHA B 03¢ 250mMr 2 pa3a B CYTKM paBHOBECHas
Cmax kiaputpoMuimHa u 14-OH-knapuTpomMHlMHA B IUIa3Me€ JOCTUranach depe3d 2-3 1HsA
u cocrapisia 1 Mkr/min u 0,6 MKI/MJ COOTBETCTBEHHO. T1/2 KJIQpUTPOMHULIMHA U €r0 OCHOBHOTO
MeTaboauTa coctaBmi 3—4 yaca 1 5—6 4acoB COOTBETCTBEHHO.

[lpu HazHayenunn kimaputpomunuHa B 1o3e 500 mr 2 pasa B cyTku Cmax KIapUTPOMHUIITHA
n 14-OH-knaputpoMuiimHa B IjiasMe JOCTUTajach Iocie mnpuema 5-oi no3bl. Ilocie mpuema
5-0if m 7-oif n03bl, Cmax KimapurpoMunumHa u 14-OH-xmapuTpoMuIiMHa B IUTa3Me COCTaBHIIA
B cpegueM 2,7-2,9mvkr/mMan u 0,88-0,83 Mxr/mn  coorBercTBeHHO. Ti2 KIapUTPOMHUIIMHA
M €r0 OCHOBHOTr'0 MeTabosura coctaBwi 4,5-4,8 gaca u 6,9—8,7 yaca COOTBETCTBEHHO.

Cmax 14-OH-knapuTpoMHIIMHA HE YBEIMYMBAJIACh MPOMOPIMOHAIBHO /03¢ KIAPUTPOMHUIIMHA,
B TO BpeMs Kak |12 KaK KJIAPUTPOMUIIMHA, TaK U €r0 TMAPOKCHIMPOBAHHOIO MeTaboIuTa MMel
TEHJCHIIMIO K YBEJTMYEHHUIO C ITOBBIILIEHUEM J103bI.

Takas HenuHelHas (apMaKOKMHETHKAa KIAPUTPOMMIIMHA B COYETAaHUU C YMEHBUICHHEM
obpa3zoBanus 14-rupokcuanpoBaHHbIX U N-IeMETUIMPOBAHHBIX MPOAYKTOB NMPH BBICOKUX J103aX
yKa3blBa€T Ha HENUHEHHBIH MeTaboaM3M KIApUTPOMHIIMHA, KOTOPBI CTaHOBHUTCS Oosee
BBIPAKCHHBIM IIPU BBICOKHUX J103aX.

[Toukamu BwIBOOUTCA OKOJO 37,9 % Tocime TmepopadbHOTO TMpHEMa  KIAPUTPOMHIIMHA
B no3e 250mr um 46,0 % mnocne mpuema KiapuTpoMmuimHa B o3¢ 1 200 Mr; KHIIEYHHUKOM
BeIBOAUTCS OKoio 40,2 % wu 29,1 % (BKiIOYash UCHBITYEMOTO JHUIIbL C OAHOW TpoOoil Kana,
coaepkaiieii 14,1 %) coOOTBETCTBEHHO.

cDapMaKOKuHemuKa ¥y nayuenmoe

Knaputpomunma u ero wmerabonut 14-OH-kmapuTpoMHIMH OBICTPO MPOHHKAIOT B TKAaHU
U OKMIKOCTH oOpraHuszMa. lIMerTcss orpaHHYeHHbIE JaHHBbIE, CBHUJETEIBCTBYIOLIME O TOM,
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YTO KOHIIEHTPALUs KIApUTPOMHIIMHA B LIepeOpOCTINH
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OTBETCTEYET 3KCNEPTHOMY OTUETY

B N 8221

asroit AHlko it HepopiA bbbt

HEe3HAYUTENbHA (TO €CTh TOJMBKO 1-2 % OT KOHIIEHTPAIMH B CHIBOPOTKE KPOBH IPU HOPMAIIbHOU
MIPOHUIIAEMOCTH  TeMaTo3HIeamudeckoro Oapbepa).
B HECKOJIBKO Pa3 BBIIIIE, Y€M B CHIBOPOTKE KPOBH.

KonnenTpanus B TKaHIX OOBIYHO

B tabiniie npuBeieHbl IPUMEPHI TKAHEBBIX U CHIBOPOTOYHBIX KOHIIEHTPALIMA:

Konuenrpanuu (250 mr kaxapie 12 yacon)

Bung tkanun TrkaHeBble (MKI/T) CbIBOpOTOYHBIE (MKI/MJI)
MuHaIuHbL 1,6 0,8
Jlerkue 8,8 1,7

Oco0ble rpynisl MalueHToB

Toueunas neoocmamoyunocme

[Tpu Hapymennn GyHKINN TO4YeK YBETUIUBAIOTCS Cmax B Cmin KIIAPUTPOMHUIIMHA B IUIA3ME KPOBH,
T12, AUC knaputpomunaa u ero metadonuta 14-OH-knaputpomuiinaa. KoHcTanTa aJIMMHHAITIN
Y BBIBEJICHHEC IMOYKAMU yMEHbINATCsA. CTeeHbh H3MEHEHHI 3TUX TTapaMeTPOB 3aBUCHUT OT CTEIICHU
HapymeHus QyHKIUH MTOYEK.

Ileyenounas nedocmamounocms

VY nanueHToB co CpeAHel M TSHKENOH CTeNEeHbI0 HapYyUIeHUs (QYHKLUU [EYE€HU, HO C COXPaHEHHON
byHKIMEH MoYeK KOPpPEeKUus 036l KIApUTPOMHIIMHA HEe TpeOyeTcs. PaBHOBecHass KOHIIEHTpAIHS
B IJJa3M€ KPOBU U CHCTEMHBIM KIMPEHC KIAPUTPOMHULMHA HE OTIMYAIOTCSA y NAlMEHTOB JAHHOMN
Ipynnsl U 340pPOBbIX MalMeHTOB. PaBHOBecHas koHueHTpauus 14-OH-knapurpomunvHa y jnroae
C HapyIIEHUSAMH (PYHKIIUH [T€YEHU HUXKE, YEM Y 3/I0POBBIX.

ﬂut;a nooaicusoco so3pacma

VY nanMeHTOB MOXKWJIOTO BO3pacTa KOHLEHTpalMs KIApUTPOMHUIIMHA M €ro Meradbonura
14-OH-knapuTpoMHIIMHA B KPOBU ObLIA BBIILIE, a BBIBEICHUE MEJJICHHEE, YEM Y TPYIIIBI MOJIOBIX
moaen. OgHako, nocae koppekiuuu ¢ yaerom nodeuHoro KK, He 0110 oTiimumii B 00eux rpymmax.
TakuM 00pa3oM, OCHOBHOE BJIMSHHE Ha (PapMaKOKMHETHYECKHE IapamMeTphbl KIapUTPOMMIIMHA
OKa3bIBaeT (PyHKIUS MOYEK, a HE BO3PACT.

Hauuenmbz C Muko6a1<mepuaﬂbelMu qubequmu

PaBHOBeCHBIE KOHILIEHTpalMK KiapuTpomuunHa u 14-OH-knaputpoMunmHa y NalKdeHTOB
¢ BUY-undexnueit, moaydaBmmx KIapUTPOMULIUH B OOBIUHBIX 1M03ax (500 Mr 2 pasa B CyTKH),
ObUIM CXOJIHBIMU C TAKOBBIMHU Y 37I0POBBIX JtoJei. OfHAKO NMpU NMPUMEHEHUH KIAPUTPOMHUIIMHA
B Ooyiee BBICOKHX [103aX, KOTOpPBIE MOTYT TOTPEOOBATHCS [UIS JICUCHHS MHKOOAKTEPHUATBHBIX
MHEKIUH, KOHIEHTPAIlMM aHTUOMOTHKA MOTYT 3HAYUTEIbHO MPEBBIIATh OOBIYHbIE. Y MallMEHTOB
¢ BUY-undexnumedi, npuHrMaBmmx xiaputpoMuima B go3e 1 000 mr/cyr wim 2 000 mr/cyt
B 2 mpuema, paBHOBecHble 3HaYeHHS Cmax 00bIYHO cocraBimsuin 2—4 mMxr/ma u 5-10 mkr/mon
cOOTBeTCTBeHHO. lIpu mpuMeHeHuu mpernapara B 0ojee BBICOKMX J03aX OTMEYalloCh YJIMHEHUE
T12 MO CpaBHEHMIO C TAaKOBBIM Y 3[IOPOBBIX JIOAEH, MOJYYaBIIUX KIAPUTPOMHUIMH B OOBIYHBIX
no3ax. [ToBbIIIeHNE KOHIIEHTPAINH B IJIa3Me U yIUTHHEHHUE 1 1/2 TIPU PUMEHEHUH KIIAPUTPOMUIIIHA
B 00Jiee BBICOKHX J03aX CBSA3aHO C HEMTMHEWHOM (hapMaKOKMHETHKOH Mpenapara.

KOM6uHup06aHHO€ JleyerHue ¢ omenpasojiom

Knaputpomunma no 500 Mr 3 pa3a B CyTkH, B KOMOMHAIMM C omemnpazojioM B jo3e 40 mr/cyr
cocooctByer yBenmueHuio Tiz2 u AUCo24 omenpaszona. Y Bcex MalMEHTOB, IMOTYYaBIITUX
KOMOWHUPOBaHHYIO TEpPalUio, B CPaBHEHHWU C TOJIYYaBIIMMHU OJWH OMEINpa3ol, HaOII0Janoch
noBeiieHne Ha 89 % AUCo24 u nHa 34 % Ti2 omempazona. Y kinaputpoMuiHa Cmax,
Cmin 1 AUCo.s yBenmumBanuch, coorBeTcTBeHHO, Ha 10%, 27 % wu 15% mno cpaBHEHUIO
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C JaHHBIMH, KOTAa MNPUMCHAJICA TOJBKO KIAPUTPOMHIINH ( %le_ﬁ:'aﬁa'f; BIEHEH B:EII:BIISB%C;[%I{/I

COOTBETCTBYET ZKCNEPTHOMY OTUETY

COCTOSIHMM KOHIICHTPAIMH KJIAPUTPOMHIIMHA B CIM3UCTON XKeTy/AKa depe3 6 JacoB mocie mpuema
B TpyHIe, MOJydyaBlIed KOMOMHALMIO, B 25 pa3 MNPEeBOCXOMWIM TaKOBbIE 10 CPABHEHUIO
C MOJIY4aBUIMMH OJIMH KJIApUTPOMUIIMH. KOHIIEHTpanuy KIapUTPOMUIIMHA B TKAHAX JKeIyaKa depe3
6 dacoB 1mociie INpuemMa o00OMX IpernaparoB B 2 pas3a IPEBBbILIAIN JAaHHBIE, I[OJIYYEHHbIE
B TPYIIIE MTALMEHTOB, TOJyYaBIINX OJMH KIAPUTPOMUIIHH.

6. PAPMAIIEBTHUYECKHE CBOVCTBA
6.1. Ilepeyenb BCOMOraTeJibHbIX BelIeCTB

Llemo103a MUKPOKPHUCTAIUINYECKAS;
Kpockapmeiuio3a Hatpus (E468);

noBu10H K30;

MarHus CTeapar;

KPEMHHUS JTUOKCHU/] KOJUIOUIHBIN (a3pOCui).

Cocras 000J104KH

IMunpomernnosa (ruapokcunponmiMeTuineonosa) (E464);
tutana nuokcun (E171);

makporoi 6000 (monudtrnenrukoiab-6000) (E1521);
KpacHuTelb XUHOJIUHOBBIN xenThiit (E104)

WK [cyxasi CMeCh IS TNICHOYHOTO MOKPBITUS COCTOSIIAS U3:
TUIIPOMeEIIo3a (TUAPOKCUTTPONTUIMETUIIEN0103a) (E464);
tutana auokcun (E171);

Makporona 6000 (momudtuneHrnukons-6000) (E1521);

KpacuTelb XUHOJIMHOBBIHN xkenThiil (E104)].

6.2. HecoBMecTHMOCTH

He nmpumenunmo.

6.3. Cpox roqHocTH (CpoOK XpaHeHus )

3 roxa.

6.4. Oco0ble Mepbl NPEAOCTOPOKHOCTH NPH XPAHEHUH

XpaHUTh B KOHTYPHOM SIMEMKOBOM YITAKOBKE B ITAYKE IS 3aLIUTHI OT CBETA IIPU TEMIIEPAType HUXKE
25 °C.

6.5. XapakTep u cojep:KaHHe YNAKOBKH
ITo 5, 7, 10, 14 TabneTok B KOHTYPHYIO SYEHKOBYIO YIAKOBKY M3 IUIEHKU MOJUBUHUIXJIOPHUIHON

1 (HOIBTH ATFOMUHUEBOM MEYaTHON JTAKUPOBAHHOM.

2 KOHTYpHBIE SYECUKOBbIE YIAKOBKH MO 5 MK 7 TabNETOK WM | KOHTYPHYIO SYEHKOBYIO YIIaKOBKY
mo 10 wmm 14 TabmeTok ¢ JHMCTKOM-BKIQABINIEM IOMENIAIOT B TAYKy U3 KapTOHA
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(NOCNEOQCBATENEHOCTE 0004)

JUTSL TIOTPEOUTENHLCKON Taphl.

6.6. OcoOble Mepbl NMPEIOCTOPOKHOCTH NMPH YTHIU3ANUU MCIIOJIb30BAHHOIO JIEKAPCTBEHHOI 0
npenapara WIH OTXOA0B, IMOJYYeHHBIX [0CJie NpPUMEHEHUsi Mpenapara, W JApyrue
MAHMIYJISIIHMU € IpenapaTomM

Oco0ble TpeOOBaHUs OTCYTCTBYIOT.

7. JEPXKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHMUSA

Poccuiickas ®@enepanus

Axunonepnoe o6mectBo «IIpousBoacTBenHas ¢papmaiieBTuyeckas komnanuss OOHOBICHHUE»
633621, HoBocubupckast 06:1., Cy3yHckuit paiton, pn. Cy3yH, yi. Komuccapa 3a1bpKkoBa, 1. 18.
Ten./dpaxc: 8 (800) 200-09-95.

7.1. IlpeacraBuTeNb AEpKATE/Is] PETHCTPAIMOHHOIO YA0CTOBEPEeHUs!

[Iperen3uu notpeduTeneit HaNPaBIATh 110 AJPECY:

Poccuiickas @enepanns

AxkuunonepHoe o6mectBo «IIpousBoacTBeHHas papmarieBTHUecKas koMaHust OGHOBIEHHUE»
630096, r. HoBocubOupck, yi. CranimonHnas, . 80.

Ten./dakc: 8 (800) 200-09-95.

e-mail: pretenzii@pfk-obnovlenie.ru

8. HOMEP (HOMEPA) PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS

9. KATEI'OPHUs OTITYCKA JIEKAPCTBEHHOI'O ITPEITAPATA

JlekapcTBEeHHBIN ITpenapaT OTHOCUTCS K KATETOPUU OTITYCKA 10 PELENTY.

OOmiast xapakTepHCTHKa JIEKapCTBEHHOro mnpenapara Knaputpomunun PeneBan noctymHa
B €IMHOM PEECTPE 3aPErUCTPUPOBAHHBIX JICKAPCTBEHHBIX CPEACTB EBpa3suiickoro 3KOHOMHUYECKOTO
COKO3a MU Ha O(I)I/ILII/IaJ'ILHOM caiite YIOOJHOMOYCHHOT'O OpraHa (BKCHepTHOﬁ OpFaHI/I3aI_[I/II/I)
(https://Ik.regmed.ru/Register/EAEU _SmPC).
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