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Bcnomozamenvhvle 6ewjecmea: Kpaxman KyKypy3HBIH, LEJUIHOJIO3a MHKPOKPHCTAIMYECKas
(tun 101), nemmono3a mukpokpuctauyeckas (tum 102), KpeMHUS JUOKCHI KOJIJIOMIHBIM,
KpaxMaJl NpeXeIaTHHU3UPOBAHHBIM, MTOJIAKPUIIMH KaJIUsl, TAJIbK, MArHUs cTeapar

0O00104Ka [UIEHOYHAS

['nnpomenioda 6 cps, Tanbk, KpacuTenab jkene3a okcua kentbidt (E172), nmponuieHrIMkolb,

tutana quokcuna (E171)

Onucanue

Tabremku 250 me:

OBasibHbI€, IBOSIKOBBIITYKJIbIE TA0JIETKH, MOKPBITHIC MJICHOYHOH 000J0YKOH CBETI0-KOPHYHEBO-
JKEJITOTO [BETA.

Bun na m3nome: mepoxoBaTas mMacca 0enoro mBera co €joeM 000JI0YKH CBETIO-KOPHYHEBO-
YKEJITOrO [BETA.

Tabnemku 500 me:

OBasbHbIC, IBOSIKOBBINTYKJIbIC TAOJICTKH, MOKPBITHIC MJICHOYHON 000J0YKON CBETIO-KOPUYHEBO-

JKCIITOro uBCTa.



Bun Ha uznome: aiepoxoBaTtas Macca Oesroro mBeTa CO CJI0EM 000JIOYKH CBCTJIIO-KOPHUYHEBO-

JKECJITOr'O 1IBCTA.

®apmakoTepaneBTHYECKasi IPyNNa: aHTHOUOTHK — MaKPOJIH/T
Kox ATX: JOIFA09

®apMaKo0/J10ru4ecKne cBOMcTBA

Dapmaxkoounamuka

KiapurpoMuin - sBJISeTCs MOJTYCHMHTETHYECKUM aHTHOMOTHKOM TIPYNIbl  MaKpOJIHUIOB U
OKa3bIBAa€T aHTUOAKTepUalIbHOE JICHCTBHE, B3aMMOJeUCcTBYs ¢ S50S  pubocoMaabHOlM
cyObeMHMIIeH U TOAaBIIss CHHTe3 Oesika OaKTepuil, 4yBCTBUTEIbHBIX K HEMY.

KiiapuTpoMuIIMH IPOAEMOHCTPUPOBA BBICOKYIO aKTHBHOCTH B YCIIOBHSX i1 Vifro B OTHOILIEHUU
KaK CTaHJapTHBIX JabOpaTOPHBIX LITAMMOB OAaKTEPHii, TaK ¥ BBIACIEHHBIX Y IIALMEHTOB B XOJI€
KJIIMHUYECKOM TIPaKTHKHU. [IposBiIsieT BBICOKYIO aKTMBHOCTh B OTHOIICHHHM MHOTHX a3pOOHBIX M
aHa’pPOOHBIX IPAMIIOJIOKHUTEIBHBIX ¥ I'PAMOTPHUIATEIbHBIX MUKPOOPraHU3MOB. MUHHMMAaJIbHBIE
noxapistomune konuentpauuu (MIIK) knapurpomuimbHa mist OOJbLIIMHCTBA BO30OyauTENEH
menbuie, yem MIIK spurpomunmna B cpeneM Ha oaHO logs pa3BeneHue.

KiiapuTpoMMIIMH B yCIIOBHSIX in Vitro BBICOKOAKTHBEH B OTHOLIeHUH Legionella pneumophila,
Mycoplasma pneumoniae. Oxa3biBaeT OakTepuluaHOe jaeiicTBUE B oTHOowmweHuu Helicobacter
pylori, naHHas aKTUBHOCTb KJIAPUTPOMHIIMHA BBIIIE [P HEWTPAJIbHOM 3HauyeHuu pH, yem mpu
KHUCIJIOM.

Kpome TOro, naHuele, MoJydeHHbIE B YCIOBHSIX in Vitro W in vivo, YKa3blBalOT Ha TO, YTO
KIaPUTPOMMLIMH  JIEMCTBYeT  Ha  KIMHUYECKHM  3HAYUMbIE  BHIbl  MHKOOAKTEpHIA.
Enterobacteriaceae n Pseudomonas spp., TaK xe, KaKk U Ipyrue He (pepMEHTUDPYIONIHUE JIAKTO3Y
rpaMOTpHLIATENIbHbIE OAKTEPUHU, HE YyBCTBUTEIBHBI K KJIAPUTPOMUIINHY.

AKTHBHOCTb KJIAPUTPOMHUIIMHA B OTHOLICHHUU OOJIBIIMHCTBA IITAMMOB, MEPCYMCICHHBIX HHKE
MHKPOOPraHM3MOB, [0Ka3aHa KaK B YCJIOBUSX in Vifro, TaK U B KIMHUYECKOW IpAKTHKE IPH
3a00J1eBaHUAX, IEPEUUCIICHHBIX B pa3ziene «[loka3anus K IpUMEHEHHION.

e A>dpoOHBIE rPaMITOJI0KUTEILHbIE MUKPOOPIraHU3MbI:

— Staphylococcus aureus,

— Streptococcus pneumoniae,
— Streptococcus pyogenes,

— Listeria monocytogenes

e AbdpoOHbIe rpaMoOTpHULATCIBbHBIC MUKPOOPTraHHW3MBbI .

— Haemophilus influenzae,



— Haemophilus parainfluenzae,
— Moraxella catarrhalis,

— Neisseria gonorrhoeae,

— Legionella pneumophila

e JIpyrue MUKpOOPraHU3MBbI:

— Mycoplasma pneumoniae,
— Chlamydia pneumoniae (TWAR)

e MukoOaKTepuu:

— Mycobacterium leprae,

— Mycobacterium kansasii,

— Mycobacterium chelonae,

— Mycobacterium fortuitum,

— Mycobacterium avium complex (MAC) — xoMiuiekc, BKitodaronuii: Mycobacterium avium,
Mpycobacterium intracellulare.

[Iponykuus Oera-nakramasbl HE OKAa3blBAaeT BIMSHHUSA HA AKTUBHOCTb KJIAPUTPOMHIIMHA.

BOBIIMHCTBO 1UTAMMOB  CTaHUIOKOKKOB, PE3UCTEHTHBIX K METHLHUIMHY ¥ OKCALMJUIMHY,

0011a/1al0T YCTOMYHUBOCTBIO U K KJIAPUTPOMHILIUHY.

e Helicobacter pylori

Yyscreurensnocts Helicobacter pylori K KIapUTPOMHUIMHY H3y4alaCch Ha HM30JATax
Helicobacter pylori, Beiienenusix ot 104 naiuueHToB 10 HaYaaa TEPANMU KIAPUTPOMULMHOM. Y
4 MauMeHToB OBbLIM BBIJENICHBI PE3UCTEHTHBIE K KIAPUTPOMULIMHY wTamMel Helicobacter pylori,
Yy 2 IaUMEHTOB — LITaMMbl C YMEPEHHOH PE3UCTEHTHOCTHIO, Y OCTAIbHBIX 98 MalueHTOB —
usosatel Helicobacter pylori Obln 4yBCTBUTEIbHBI K KIIAPUTPOMHILIMHY.

KiiapuTtpoMuMH OKa3bIBaeT JICWCTBME B YCIOBUSX N Vitro W B OTHOLIEHWHM OOJIBIIMHCTBA
IITAMMOB  CJIEAYIOIIMX MHKPOOPraHM3MOB (OJHAKO 0e30macHOCTh W 3(D(HEKTUBHOCTH
NPUMEHEHHs KJIAPUTPOMHMLMHA B KJIMHMYECKOM IpPAaKTUKE HE MOATBEPXKACHA KIMHHYCCKUMMU
MCCJIEI0OBAHUAMH, M IPAKTUYECKOE 3HAUEHUE OCTACTCS HESICHBIM):

L4 A3D06HBIC 'paMIIOJIOKHUTCIBHBIE MUKPOOPIraHU3Mbl.

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

e  AbdpoOHbBIC rPAMOTPULIATEIBHbBIE MUKPOOPTaHU3MBIL:

— Bordetella pertussis,

— Pasteurella multocida



e AHadpoOHBIE 'paMIIOJIOXKHUTEIBbHBIE MUKPOOPIraHU3MBbI:

— Clostridium perfringens,
— Peptococcus niger,

— Propionibacterium acnes

o  AHadpoOHBIE paMOTPHULATCIIBHBIE MUKPOOPIaHHU3MBbI :

— Bacteroides melaninogenicus
e CHUpOXETHI:

— Borrelia burgdorferi,

— Treponema pallidum

e KamnumioOakrepuu:

— Campilobacter jejuni

OcHOBHBIM ~ MeTabOJIMTOM  KIQPUTPOMHUIIMHA B OpPraHU3Me  4YejJOoBeKa  SABISETCS
MHMKPOOMOJIOTHUECKH  aKTHBHBIA  Meraboiut  l4-ruppokcuxiapurpomMunmd  (14-OH-
KJIAPUTPOMMIIKH).

Muxkpo6uooruyeckas akTHBHOCTh METa0OINTA TaKasi ke, KaK y UCXOHOIO BELIECTBA, MM B 1-
2 pasa cinabee B OTHOLICHHH OOJIBIIMHCTBA MHKPOOPraHM3MOB. MCKIIIOYEHHE COCTABIISET
Haemophilus influenzae, B oTHOIEHUH KOTOPOH 3)(HEKTHBHOCT, MeTa0OJIMTA B JIBA pa3a BhIIIIE.
Mcxonnoe coeMHEHHE M €ro OCHOBHOM MeETabOJIMT OKa3blBAIOT JIMOO aJUIMTUBHBIN, JIHOO
cuneprudeckuil o¢pdext B otHowenun Haemophilus influenzae B ycioBusix in vitro u in vivo B
3aBUCHMOCTH OT LITaMMa OaKkTepuil.

Tecm na onpedenenue yyscmeumenbHoCmu

KonuyecTBeHHble MeTO/bl, TpeOylolue U3MEPEHUs AUaMeTpa 30HbI IOJABJICHUS POCTa, JAK0T
Han0oJ1ee TOYHbIE OLIEHKH YyBCTBUTEIBHOCTH OAKTEpHil K aHTUMHUKPOOHBIM mpenaparam. OaHa
M3 PEKOMEH/YEMBIX METOAMK JUIsl ONPEAEICHHUS YYBCTBUTEIBLHOCTH HCIOJIB3YET UCKH,
MMIIPETHUPOBAHHbIE 15 MK KiapurpomuumHa (Jucko-anddysuonnsiii Meton Kupou-bayapa);
[pU MHTEPIPETAlMM TECTa AMAMETPhbl 30H IOAABIEHHUS POCTAa KOPPEIMPYIOT CO 3HAYCHUSAMHU
MIIK knapurpomununa. 3nadenus MIIK onpenensiroress Mmeto10m pasBezieHust B OyJIbOHE WK B
arape.

[Ipy MCHoONB30BaHUM ITUX METOJAMK OTYET M3 J1a0OPATOPUM O TOM, YTO IITAMM SBJISETCS
«4YBCTBUTENIbHBIMY», YKa3bIBACT HAa TO, 4YTO BO30yAUTENb MH(MDEKLUUHU, BEPOSTHO, OTBETHUT Ha
neyenue. OTBET «PE3UCTEHTHBIN) YKa3bIBAET HA TO, YTO BO30Y/IMUTEb, BO3MOXHO, HE OTBETUT Ha
aeyecHue. OTBET «IIPOMEKYTOYHAS UYYBCTBUTEIBHOCTB)» MPEAINOJAraeT, YT0 TEPaIrCBTUYCCKHIM
5(pdexT mnpenapara MOXKET ObITh HEOJHO3HAYCH HWIIM MHUKPOOPraHM3M MOXKET OKa3arhCs
4YBCTBUTC/IbHBIM IIPM [IPUMCHEHUHM 0oJiee BBICOKMX 03 mpenapara (IpOMEKYTOYHAs

4YBCTBUTEIbHOCTD TAKXKE HAa3bIBACTCS «YMCPCHHOW YYBCTBUTEIBHOCTBIO).



DapmakoKunemuka

Bcacwvieanue

[lpemapar  ObicTpo  BcachlBaeTcss B IKEIYJAOYHO-KHMIIEYHOM  TpakTe.  ABCONIOTHAs
OHO0CTYTHOCTH cocTaBiseT okoso 50 %. IIpu npremMe MOBTOPHBIX /103 TIpenapaTa KyMyJIAIHu
MPAaKTUYECKH HE OOHAPYKEHO, U XapakTep MeTaboJIM3Ma B OpPraHu3Me 4eJI0BEKa He U3MEHSICS.
[IppeM nuIM HENOCPEJCTBEHHO IEpe] MPHEMOM I[perapara yBEJIMYMBal OHOJOCTYIIHOCTD
npenapara B cpesHeM Ha 25 %. B 1enoM 3TO NOBBIIIEHHE HE3HAYMTEIBHO M JOKHO MMETH
HEOOJIBIIYI0 KIMHUYECKYIO 3HAYUMOCTh [PH PEKOMEH/YEMBIX PEXHUMax [03MpoBaHus. Takum
00pa3oM, KJIAPUTPOMHIIMH MOKET IIPHMEHSATHCS HE3aBUCHMO OT [IPHEMA ITHIIIH.

Pacnpeoenenue, memabonusm u evieedenue

In vitro

Kiiapurpomuiys csi3biBaeTcs ¢ Oenkamu 1uia3mbl kpoBu Ha 70 % B koHuenTpauuu ot 0,45 1o
4,5 mxr/mi. Ilpu koHueHTpauu 45 MKr/MJI CBsi3bIBaHME CHmKaercsi 10 41 %, BeposiTHO, B
pe3y/IbTaTe HACBIIEHUS MECT CBS3bIBAHMA. JTO HAOIIOMAETCS TOJIBKO NMPHU KOHIIEHTPAIUSX,
MHOI'OKPATHO IIPEBBIMIAIOIIMX TEPAIEBTHUECKYIO KOHIIEHTPAIHIO.

In vivo

HccnenoBanys Ha )KMBOTHBIX B YCIIOBUSAX in Vivo TIOKa3alld, YTO KJIAPUTPOMULIMH HPUCYTCTBYET
BO BCEX TKaHAX, 38 UCKJIIOYEeHHEM LieHTpaabHoU HepBHOM cucteMsl (IIHC), B koHUeHTpauusx, B
HECKOJILKO pa3 IpeBblIaomuX maasMenHbie. Hanbonee Beicokne konunentpamuu (B 10-20 pas
BBILLE [1JIJA3MEHHbIX) 00OHAPY)KUBAJIMCH B I1€YCHU U JICTKHUX.

300possie 006posonbYbI

IIpy npumeHeHumn KiIapuTpoMulMHa B Jjgo3e 250 Mr 2pa3za B CYTKH MaKCHMalbHas
KoHUeHTpauust (Cmax) KiIapurpomuuuHa u 14-OH-wiaputpoMuuuHa B IU1a3Me€  KPOBH
jaocruranack yepes 2-3 aua u cocraBimsuia | mxr/mia v 0,6 Mkr/mMia cooTBeTcTBeHHO. [lepuon
nonyBbiBeieHus (T2) ki1apuTpoMHLIMHA ¥ €r0 OCHOBHOTO MeTabosMTa cocTaBuil 3-4 yaca u 5-
6 yacoB cOOTBETCTBEHHO. [Ipn npumMeHeHuu kiaputpoMuimHa B 1o3e 500 mr 2 pasza B CyTKd
Cmax k1aputpomuiaa u 14-OH-kimapurpoMuimba B mia3mMe KPOBH J0CTHralach MoCiie npruemMa
5-i1 no3bl M cocraBwia B cpenHem 2,7-2,9 mxr/ma u 0,88-0,83 mxr/min cootBercTBeHHO. TY:
KJIAPUTPOMHUIIMHA M €ro OCHOBHOTO Mertabosimrta cocraBui 4,5-4,8 uvaca u 6,9-8,7 udaca
COOTBETCTBCHHO.

Crmax 14-OH-knapurpomunyHa B ria3Me KpOBH HE YBEJIMYUBAIACH MPOMOPLUHOHATBHO IIPHHSITON
BHYTPb JI03€ KJIapUTPOMHMLIMHA, B TO Bpemsi kak T'2 kak kiaputpomuuuHa, tak u 14-OH-
KJIADUTPOMMIIMHA MMEJ TEHJCHLHMIO K Y/JIMHCHHUIO C MOBBILICHUEM J103bl. Takas HeIMHCHHAs
(apMakoKMHETHKAa KJIAPUTPOMHIIMHA B COYCTAHMH C YMCHBIICHHEM oOpasoBanus 14-

TMAPOKCHUIIMPOBAHHBIX U N-I[ﬁMCTPIJIPIpOBaHHbIX IIPOAYKTOB IIPHU BBICOKHX /103aX YKa3bIBACT Ha
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HEJIMHEHHBIA MeTab0JIM3M KIapUTPOMHUIIMHA, KOTOPBIH CTAaHOBHTCA 00Jiee€ BBIPAKECHHBIM IPU
BBICOKHMX J1032aX.

[Toukamu BeIBOAMTCS 0K0JIO 37,9 % mocie npremMa BHYTPh KJIAPUTPOMMIMHA B 103e 250 Mr u
46 % mocne npuema KJIapuTpOMHIMHA B 03¢ 1200 Mr, yepe3 KHMIIEUHHUK BBIBOIUTCS OKOJIO
40,2 % w 29,1 % (BKIIOYast MCHIBITYEMOTO JIMIIb C OJHOW MpoboW Kaiia, coaepxkamiei 14,1 %)
COOTBETCTBEHHO.

llayuenmeor

Kinapurpomuiyun u  14-OH-kiaputpoMuidH  OBICTPO  [POHUKAIOT B TKAHK M KHUIAKOCTH
opranusma. MIMEIOTCs orpaHHYeHHBIE JAHHBIE, CBUIETEIbCTBYIONIME O TOM, YTO KOHIEHTpALIU
KJIADUTPOMHMIIMHA B 11epeOPOCIMHATILHON KUAKOCTU NP [PUEME BHYTPh HE3HAuuTesbHa (T. €.
TOJILKO 1-2% OT KOHLEHTpAallMM B CBIBOPOTKE KPOBH IPU HOPMAILHOM MPOHUIIAEMOCTH
rematosHuedannueckoro 6apbepa). KoHueHnTpauusi B TKaHsAX 0ObIYHO B HECKOJBKO pa3 BHIIIE,
4YeM B CHIBOPOTKE KPOBH.

B tabnuue npuBeaeHb! IPUMEPHI TKAHEBBIX U CHIBOPOTOYHBIX KOHLEHTPALIUIA:

Konuenrpauuu (250 mr kaxabie 12 yacoB)

Bua tkanu TkaneBbie (MKI/T) ChIBOPOTOYHBIE (MKI/MJT)
MuHIaJIuHBL 1.6 0.8
Jlerkue 8,8 L7

Hapywenue ¢ynxyuu nevenu

Y DNauMeHTOB CO CpeIHeH W TSHKENOW CTENEHbIO HapylleHHs (QYHKLUUH [EYCHH, HO C
COXpaHEHHOM QyHKIMEH 1MoYeK, KOPPEKLHs J103bl KIapUTPOMHUIIMHA He TpeOyercs. PaBHoBecHas
KOHIIEHTpALMs B IUIa3M€ KPOBM M CHCTEMHBIH KIMPEHC KIAPUTPOMHIMHA HE OTIMYAIOTCS Yy
NAlMEHTOB JIaHHOW TIPYNIbl M 3[0POBBIX ManueHToB. PaBHoBecHas koHueHrpanus 14-OH-
KJIADUTPOMULIMHA Yy MALMEHTOB C HapylIeHWeM (YHKIMHM TNEUEHH HHUXKE, YeM Y 3/I0POBBIX
N0OpPOBOJIBIIEB.

Hapywenue ¢ynxyuu nouex

[Ipn Hapymenun GyHKIMM 1MOYeK YBEIUYUBAKOTCH Cmax U MUHUMANbHASS KOHUIEHTPAUUS (Cmin)
KJIApUTPOMHMILIMHA B I1a3Me KpoBH, T2, miuomaae noj KpuBon «koHueHTpauus-spems» (AUC)
Kj1aputpomuimHa U ero meradonuta (14-OH-knaputpomunmua). KoHcranta snuMuHaumu u
BBIBCJICHUE TMOYKaMH yMeHblIaoTCsA. CTerneHb M3MEHEHHMH OSTHX [1apaMeTpOB 3aBUCHT OT
CTENEHU HApYIIEHHUs QYHKIMH [TOYEK.

Ilayuenmur nodcunozo eo3pacma

VY nauMeHToB MOXHUIOr0 BO3pACTa KOHLEHTPAMS KIAPUTPOMHUIIMHA U ero MeTabosuTa 14-OH-
KJIaPUTPOMMIIMHA B IIJJa3ME€ KpPOBM ObLIa BBINIC, a BBIBCICHUC MEUICHHEE, YEM Y TPYIIIIbI

MOJIOJBIX JTro/ieH. OHAKO MOCae KOPPEKLUHUH € Y4eTOM noyeyHoro kiupenca kpeatuHuHa (KK)
6



He Obul0 oTaMuMit B oOeux rpymmax. Takum 06pa3oM, OCHOBHOE BIMSHHE Ha
(hapmakokMHETHUECKHE TAPAMETPBI KJIAPUTPOMUILIMHA OKa3bIBaeT QYHKIHS MOYEK, a HE BO3PACT.
[layuenmor ¢ mukobakmepuanbhblMu uHpeKYusMuU

PaBHOBECHBIE KOHLEHTpAUMH KIapuUTpoMuUHa U 14-OH-Ki1apuTpOMUIIMHA Yy NAlMEHTOB C
BUY-unpekuunen, nomyqasmmx KIapUTPOMHUIMH B 0OBIYHBIX 103ax (500 mr 2 pasza B CyTkH),
ObLIM CXOIHBIMH C TAKOBBIMH I0KA3aTEeISIMU y 3/0POBBIX e, OHAKO NPU IPUMEHEHUH
KJIAQDUTPOMMIIMHA B 0o0jiee BBICOKHMX J103aX, KOTOpbIE MOIYT IMOTPeOOBATHLCA JUIS JICYEHHS
MHUKOOaKTepUaIbHbIX HH(EKINH, KOHICHTPAMH aHTHOMOTHKA MOTI'YT 3HAYMTEIILHO IIPEBBIIATh
oOpranble. Y nmamuentoB ¢ BUU-unbekuumen, npuHUMAaBIINX KIApUTPOMHULIMH B 03¢ 1000 Mr B
cyrkd uia 2000 mr B cyTku B 2 npuema, paBHOBeCHbIE 3HAYEHHUS Cmax OOBIYHO COCTABIISIIN 2-
4 Mxr/mi 1 5-10 MKr/Mi1 coOTBETCTBEHHO. [Ipu IPUMEHEHHH KJIapUTPOMHUIIMHA B 60Jiee BHICOKUX
103aX OTMEYaloCh yuIMHEHHE T2 MO CpaBHEHHIO C TakKOBBIM IIOKa3aTeleM Yy 3I0POBBIX
100pOBOJIBIEB, MOTYYaBIIMX KJIAPUTPOMUIIMH B OOBIYHBIX J103aX. [[0BBIIIEHHE KOHIIEHTPALIMHU B
Iia3Me KpoBHM M y/ulMHeHue T2 Npu NpUMEHEHUHU KIAPUTPOMUIIMHA B 00Jiee BBICOKHX J103aX
CBA3aHO C HEJIMHEHHON (papMaKOKMHETHKOM Iperapara.

Kombunuposannoe nevenue ¢ omenpazonom

Kiapurpomunun no 500 mr 3 pa3a B Cyrkd B KOMOMHAUMM C OMeNpas3osioM B jo3e 40 mr/cyr
cnocobcrByer ymuuHenuto T2 u yBenmuenuro AUCoo4 omenpasoia. Y BCeX MNAIUEHTOB,
I0JIy4aBIIMX KOMOMHHMPOBAHHYIO TEPAIMIO, B CPABHEHHM C MALMCHTAMH, IOJYYaBIIUMH OJUH
omenpasoj, Habmonanocs nosbimenue Ha 89 % AUCp24 u nHa 34 % T2 omenpasona. Y
K1apUTPOMUIHUHA Crax, Cmin 1 AUCo-g yBennuuBanucek cootBercTBenHo Ha 10 %, 27 % v 15 %
[0 CPaBHEHMIO C AHAJIOTMYHBIMM [I0Ka3aTeNIsIMU [pU NPUMEHEHUHM KIApPUTPOMHUIIMHA 0e3
omenpasoja. B paBHOBECHOM COCTOSHMM KOHLEHTPALMU KIAPUTPOMHUILIMHA B CIM3UCTOM
obosiouke kelyaka depe3 6 yacoB MOCIE MpUEMa KIAPUTPOMHIIMHA B TPYIIIE, MOJIyYaBIIEH
KOMOMHMPOBAHHYIO TEPAIUIO, B 25 pa3 MPEeBOCXOIMIM TAKOBBIC MOKA3aTENIM MO CPABHEHWIO C
MalMEHTaMM, II0JIy4aBIUMMH KJIAPUTPOMHUIMH B KayecTBE MOHOTepanuu. KoHueHTpauuu
KJIAPUTPOMMIIMHA B TKaHAX JKeJyJKka dyepe3 6 yacoB IMOCIE IpUEMa KIAPUTPOMHIIMHA H
OoMenpasoja B 2 pas3a NpeBblIAIN [aHHBIC, MOJYYEHHbIE B IPYIIE MAIMEHTOB, MOJy4YaBIIMX

OJIMH KJIAPUTPOMHULIMH.

Iloxazanus K NpMMeHEHHIO
MHpeKMOHHO-BOCTIAIUTEIIbHBIC 3abosneBaHus, BbI3BAHHBIC 4yBCTBUTEJIbHBIMH K
KJIAPUTPOMHUILIMHY MUKPOOPIraHU3MaMH y B3pOCIbIX U JieTer crapuie 12 ner:

® UHMEKIMU HIKHUX [bIXATE/IBHbBIX ITyTCH (TaKue KaKk OPOHXUT, THCBMOHMS ),

® UH(EKINN BEPXHUX JIBIXATCIbHBIX MYTCH (TaKUC KaK HapUHTUT, CHHYCHUT);



-

MH(EKIMY KOXKH M MATKUX TKaHe# (Takue Kak (OJUIMKYIMT, BOCHAJIECHUE 10KOMKHOM
KJIETYATKHU, POXKa);
JIMCCEMHHUPOBAHHbIE WIIH JIOKAIM30BAHHbIE MUKOOAKTEpHUAIIbHbIC HH(EKIIMHU, BBI3BAHHBIE
Mycobacterium avium n Mycobacterium intracellulare; noxanuzoBaHHbIE MH(EKINH,
BbI3BaHHbIe Mycobacterium chelonae, Mycobacterium fortuitum w Mycobacterium
kansasii;
npoQuIaKTUKa  pacHpoCTpaHeHHs  MHOEKIUH,  OOYCIOBJIEHHOH  KOMILIEKCOM
Mycobacterium avium (MAC) y BUY-uHOUUMPOBAHHBIX MALMEHTOB C COJEPKAHUEM
mumportoB CD4 (T-xesmepusix umbonuTos) He 6otee 100 B 1 Mm*;

spaaukauus Helicobacter pylori W CHWKEHHE 4YacCTOThl PELMIMBOB  S3BbI

Z[BCHaHLIaTHHCpCTHOﬁ KHIIIKH

OJ/IOHTOT€HHbIE HH(EKLIHH.

IIporuBonoka3zanus

['MIep4yBCTBUTENBHOCT K KIAPUTPOMUIIMHY, MAKpOJIHUIAaM M JIPYTMM KOMIIOHEHTaM
npenapara.

OJ1HOBpEMEHHBIH NPHUEM KIAPUTPOMHUIIMHA CO CIIEAYIOIIMMH [IperapataMu: acTeMU30J,
UU3anpu], AOMIIEPUIOH, NHUMO3uA, TepheHaauH (cM. paspen «B3aumopneicTBue ¢
JAPYTUMH JIEKaPCTBEHHBIMHU CPE/ICTBAMUY).

OaHOBpEMEHHbIM IpUEM KIAPUTPOMUIMHA C AJIKAJIOUAAMH CIOPBIHBH, HAlpuUMep,
OproTaMuH, JIMTMApPOdproramMuH  (cM. pasaen «BsaumojneictBue ¢ ApyruMu
JIEKAPCTBEHHBIMH CPEACTBAMMUY).

O/1HOBpeMEHHBIN NpUEM KJIAPUTPOMMUIMHA C MHU/A30JIaMOM JUisi TIpHEMa BHYTPb (CM.
paszen «B3aumoeicTBHE C IPYTUMU JIEKAPCTBEHHBIMH CPEJICTBAMMY).

OJHOBpEMEHHBIH NTPUEM KIIapuTpoMuIMHa ¢ uHruoutopamu ['MI-KoA-peaykrassl
(cTaTMHaMM), KOTOpHIE B 3HAYUTEILHONW CTENEHH MeTaboIM3UPYIOTCS H30(EepMEHTOM
CYP3A4 (noBacraTtuH, CUMBACTaTUH), B CBSI3M C IMOBBIIICHHEM PHUCKA MHOIATHH,
BKJIIOYass pabpomuonn3 (cM. paszuen «B3ammoneicTBue ¢ APYrHMH J1€KapCTBEHHBIMU
Cpe/ACTBaAMM»).

OnHOBpEMEHHBIN  TpUeM  KIAPUTPOMHUIIMHA € KOJXMIMHOM  (CM.  pasjen
«B3anmozencTBue ¢ JpyruMH JIEKapCTBEHHBIMHU CPEJICTBAMMY).

O/1HOBpEMEHHBIH NTPUEM KJIAPUTPOMHUIIMHA C TUKArPEJIOPOM MIIM PAHOJIA3UHOM.
O/HOBpEMEHHBIM  NpUEM  KIAPUTPOMULMHA C  JIOMHTanuaoM  (CM.  pasfedn

«B3anmozelcTBHE C APYrUMHU JIEKAPCTBEHHBIMU CPEACTBAMMY).



-

Ymwmuenne wuntepBana QT na onekrpokapauorpamme (DKI) (BpoxkjaeHHOE WM
NpUOOPETEHHOE JIOKYMEHTAJIbHO MOJATBEPXK/ACHHOE yuiuHenne untepata QT) B
aHaMHe3e, JKEJIyJA0YKOBas apuTMMs, BKIIOYas IKEIyJOYKOBYIO TAaXUKAPIHIO WM
KEITYIOUKOBYIO ~ TaxWKapJui0 TUIA «IHPY3IT» B  aHaMHe3e (CM.  pasjelisl
«B3anmo1elcTBHE C IPYTUMU JIEKAPCTBEHHBIMHU Cpe/icTBaMu» M «Oco0ble yKa3aHus»).
KiiaputpoMuIis He cleayeT NpUMEHSTh y HAlHEHTOB C 3JEKTPOJIUTHBIMU HAPyIIEHUSMH
(rMIIOKaIMEMHUsl MJIM THIIOMAarHUEMHs) B CBSI3U C PUCKOM yuiMHeHHs uHTepBana QT Ha
OKT.

IleyeHoUHast HEJOCTATOYHOCTh TSDKEIOHW CTENeHH, MpPOTEKalomas OJHOBPEMEHHO C
II0YEYHOU HEI0CTATOYHOCTBIO.

XosecraTuyeckas JKEITyXa/TeNaTUT B aHAMHe3e, Ppa3BHBLIMECS IPU IPHUMEHEHHU
KJIapuTpoMHLIMHA (cM. pazaen «OcoOble yKazaHus»).

[Topdupus.

[lepuon rpyaHoro BckapMJIMBaHMSL.

Bospacr 10 12 net (3¢ dexTuBHOCTD U 0€30MaCHOCTh HE YCTAHOBJICHDI).

C 0CTOpPOKHOCTHIO

[ToyeyHas HEJOCTATOYHOCTD CPEAHEH U TSHKEJIOW CTEICHHU TSDKECTH.

[TeyeHouHast HEAOCTATOYHOCTh CPETHEH M TSHKEJION CTEIeHH TSKECTH.

OHOBpEeMEHHBI NpUEM KJIAPUTPOMHMLMHA C OEH30JMa3elMHAMHU, TAKUMH Kak
aJlnpasojiaM, TpUasojaMm, MMJIA30JaM Ui BHYTPUBEHHOTO MPUMEHEHMS WM JUls
HAHECEHMsI Ha CIM3UCTYI0 000J0YKYy MoJIocTd pra (cM. pazaen «BzaumojeicTBue c
JPYTUMH JIEKaPCTBEHHBIMU CPEACTBAMMY).

O/1HOBpEMEHHBIH MPHUEM C ITpernapaTaMu, KOTOPble METa00IM3UPYIOTCS H30(epMEHTOM
CYP3A, mnanpumep, kapOamasenuH, UWIOCTa30J, UUKIOCIOPHUH, JAU30MHUPAMUI,
NOPYTUHUO, METHIIIPEIHU30JIOH, OMEIPa3oil, HelpsMble aHTHKOAryJISIHTBI (HaIpuMmep,
BapapuH), XMHUAKUH, pupalbyTuH, cuiieHadu, CUPOIUMYC, TAKPOJIUMYC, BUHOIACTHH
(cm. paszen «B3aumoneicTBre ¢ IpyruMu JI€KapCTBEHHBIMUA CPEIACTBAMMY).

O/HOBpPEMEHHBINA TPUEM KJIAPUTPOMHULIMHA C MEPOPATbHBIMH AHTHKOAryJISTHTAMHU
NpsSIMOTO JICHCTBMSA, TAKUMU Kak AaburarpaH, puBapokcadaH, arnmkcabaH, 0COOEHHO y
MAaLMEHTOB C BBICOKMM PHUCKOM Pa3BUTHsI KPOBOTCUCHHSI.

OzHOBpeMEHHBIN NpUeM ¢ mpenaparamu, uHayuupyooumma usopepment CYP3A4,

Harpumep, pudamnuumy, QeHurouH, kapOamaszenuH, (eHoOapOuTan, npenapars



3Bepo6os  mpoBIpsABIEHHOrO  (CM. pasgen  «BzamMmojeiicTBHME ¢ JIpyrUMH
JIEKApCTBEHHBIMHU CPEJICTBAMUY).

e  OJHOBpPEMEHHBIH NpPHEM KIAPUTPOMHIMHA CO CTaTHHAMH, HE 3aBMCALIMMHU OT
metabonmusma m3odpepmenta CYP3A  (nampumep, duyBactatun) (cM.  paszen
«B3anmoieiicTBIE ¢ IPYTUMH JIEKaPCTBEHHBIMU CPEJICTBAMM).

e  OyHOBpeMEHHBI mpHEeM ¢ O0JOKATOpPaMHM «MEJIEHHBIX» KalbIIMEBBIX KaHAJIOB
(BMKK), xotopble Merabonusupytorcss usodepmentom CYP3A4  (manpumep,
BEpanamMul, aMmJIOIUIIHH, JAITHA3EM).

e [lammentsr ¢ wumemudeckoit Oonesnsto cepaua (MBC), Tsokenoit cepaednoi
HEJIOCTATOYHOCTbIO, HApyLICHMEM I[POBOJAMMOCTH WJIM KIMHUYECKH 3HAYUMOMU
OpaaMKap/ueH, a TakKe MalUeHTbI, OJJHOBPEMEHHO NPUHUMAIOIIME aHTHAPUTMHYECKHUE
npenaparsl [A xiacca (xunuauH, npoxkaunamun) u 11 knacca (noderunua, amuonapoH,
COTaJIOoN).

e  bepeMeHHOCTD.

Ilpumenenne npu 6epeMEeHHOCTH M B MEPUHO/I TPYTHOT0 BCKAPMJIMBAHHUS

bepemenHocTh

be3onacHoCTh MpUMEHEHMs KIAPUTPOMHMLMHA IpU OEPEMEHHOCTH HE YCTAHOBIICHA.
OCHOBBIBasICb Ha pa3IMYHBIX PE3yJbTaTaX, IOJYYEHHbIX B HMCCIICAOBAHHMSX HA >KUBOTHBIX, a
TAKXKE€ Ha OIbITE NPUMEHEHUS Yy JIIOJEH, HElb3sl UCKIKOYUTh BO3MOXXHOCTh HEOIaronpUsTHOrO
BO3eicTBUST Ha dMOprodeTanbHoe pa3BuTHe. HekoTophie HabmIOMaTEIbHBIC HCCIICIOBAHUS, B
KOTOPBIX OLEHMBaIX Bo3acicTBue kiaputpomuuuHa B | u Il Tpumectpe OepemenHoCTH,
BbISIBUIM TIOBBILICHHBIA PUCK CaMOIIPOM3BOJILHOIO a0OpTa IO CPaBHEHHUIO C OTCYTCTBHEM
NPUMEHEHUs KJIADUTPOMUIIMHA UIT IPUMEHEHUEM JPYTrUX aHTUOMOTUKOB B aHAJIOTUYHBIE CPOKHU
OepemeHHOCTH. MIMEIOmMecs 3MUICMHOJIOTHYCCKUE UCCIICIOBAHUS PUCKA PA3BUTHS CCPhE3HBIX
BPOXICHHBIX [TIOPOKOB Pa3BUTUS [IPU IIPUMEHEHUU MaKpOJIMIOB, BKIOYAsk KIAPUTPOMUIHUH, BO
BpeMsi OEpEMEHHOCTH JIEMOHCTPUPYIOT IIPOTUBOPEUMBBIC PE3YJILTATHI.

[Ipumenenne knapuTpomuiiHa npu OepeMeHHOCTH (0cOOeHHO B | TpHUMecTpe) BO3MOXKHO
TOJIBKO B CJIy4ae, KOrjJa OTCYTCTBYET JbTCPHATHUBHAS TEpanusi, a MOTCHIMAIbHAS TM0JIb3a IS
MaTepy MPEBBILIAET MOTEHIIHAIBLHBIN PUCK IS TUTO/A.

[lepro rpyIHOrO BCKapMJIMBAHUS

KnapuTtpoMuimH BbIACNSCTCS C TPYAHBIM MOJIOKOM B HEOOJIBIIMX KOJMYECTBaX. bbuio
YCTaHOBJICHO, 4TO PEOCHOK, HAXOMIIMHCS HA TIPYJHOM BCKapMIIMBAHHM, MOXCT IOJYYHTh
oko010 1,7 % OT MaTepuHCKOW [03bl KIAPUTPOMHUIIMHA C TONPABKOM Ha MacCy Tejla MaTepu.

be3onacHOCTh NPUMEHEHUsI KIAPUTPOMMUIIMHA JUIs JCTCH Ha TPYAHOM BCKapM/IMBAHUM HE
10



ycraHoBiieHa. IIpu HEOOXOMMMOCTH IpHeMa B NEPHOJ TPYAHOTO BCKapM/IMBAHHMSA KOPMIICHHE
IPY/IbI0 HEOOXOAUMO MPEKPATHTH.

DepTUIILHOCTE

MCCHCI{OB&HHH, IIPOBCJICHHBIC HA KpbICAX, IOKa3aJIi OTCYTCTBUEC BIIMSAHUS HaA d)epTHJ'IBHOCTL.

Cnocobd npumMeHeHHUsI U 103bI

BHyTpb, HE3aBHCUMO OT BPEMEHH IPUEMa ITHUIIH.

OObIyHast pEeKOMEH/I0BaHHAs /1033 KJIAPUTPOMHIIMHA y B3pOC/IBIX M JeTei crtapuie 12 jer —
250 mr 2 pa3a B CyTKH.

B ciyyae 6oiee Tshxenbix nHGEKIHIA 103y yBeauuuBaoT 0 500 Mr 2 pa3a B CYTKH.

OObIYHAS TPOIODKUTEIIBHOCTD JIEYEHHsI COCTABIISET OT 5 10 14 jHei.

Wckirouenne cocTaBisioT BHEOOIbLHUYHAS THEBMOHUS U CUHYCHUT, KOTOPBIE TPEOYIOT JIeUeHUS
oT 6 10 14 nHein.

Jlo3el Ons nevenus MuKoGaKkmepuanrbHblx ungekyuil, Kpome mybepkynesa

[Ipn MuKoOaKTepralbHbIX MH(EKUMIX PEKOMEHI0BaHa no03a npenapata ®pomuaua® 500 mr
2 pasza B cyrku. Jleyenue nucceMuHupoBaHHbIX MAC uH(pEKUHid y MalUeHTOB ¢ CHHAPOMOM
npuobperenHoro ummynoaeduuura (CIIU/I) cnenyer npomo/nkaTe 10 TeX IOp, MOKA UMEETCS
KJIMHUYECKass U1 MUKpoOHosioruueckas 3¢p¢ekTuBHOCTb. KilapuTpoMUIIUH clieyeT Ha3HayaTh B
KOMOMHAIMK C JPYTUMH aHTUMHUKPOOHBIMM IIperapaTaMy, aKTUBHBIMH B OTHOLIEHHH JIAHHBIX
Bo3Oyaurene. JUIMTEnbHOCTh JIeYeHUS JAPYTHX HETYOepKYJIe3HbIX MHMKOOaKTepHaIbHBIX
MH(}EKIMI ycTaHaBIMBaEeT Bpay.

Jna npogpunaxmuxu ungpexyuii, evizeannvix MAC

Pexomen ryemas 103a npenapara @pomuiua® s B3pociabix — S00 Mr 2 pasa B CyTKH.

IIpu odonmozennvix ungpexyusx nosa npenapara @pomunua® cocrasisier 250 Mr 2 pasa B CyTKH
B T€YEHHUE 5 THEH.

[na spaouxayuu Helicobacter pylori

VY manueHToB ¢ A3BEHHOM 00Je3HbIO, BbI3BaHHOW uHbekuuein Helicobacter pylori, npenapar
Opomumua® MOKHO NpuMmeHsTh 1Mo 500 Mr 2 pasa B CyrkM B KOMOMHAIMHM C JAPYTHMH
AHTMMMKPOOHBIMH IIperapaTaMu U UHIMOUTOpAaMM MPOTOHHOTO HAcoca B TeucHue 7-14 aHEH, B
COOTBETCTBUM C HAUMOHAIBHBIMU M MEXIYHAPOJIHBIMH PCKOMCHIALMUSAMHU IO JICUCHUIO
unpexuuu Helicobacter pylori.

Ilayuenmul ¢ noueunol HEOOCMaAMoOYHOCMbIO

[Tanmentam ¢ KK menee 30 mii/MUH Ha3HAuYarOT MOJIOBUHY OOBIYHOW /103bl KIAPUTPOMHUIIMHA,
T.¢. 250 Mr 1 pa3 B cyrku uim, npu 6osee TsHKENbIX MHPEKUuUsX, mo 250 Mr 2 pasza B CYTKH.

JIeueHue TakMX NALMEHTOB MPOJOJDKAIOT He Oosee 14 aHen.
11



IIpumenenue y demeu mnaowe 12 nem

[IpuMeHeHne KIapuTPOMHIIMHA B KauecTBE TaOIETOK y JeTei Muauie 12 JIeT He u3yyasnoch.

Ilo6ounoe neiicTBHE
Knaccudukanums 9actoTsl pa3BUTHS MOOOYHBIX 3D(HEKTOB (KOIMYECTBO 3apErMCTPUPOBAHHBIX
CJIy4aeB/KOJIUYECTBO NAlUEHTOB), peKoMeHayemas Bcecemupnon oprasu3anuen

3npaBooxpanenus (BO3):

OYEHb YacTO >1/10

4acTo ot > 1/100 o < 1/10

HEYacTo ot > 1/1000 no < 1/100

penko ot > 1/10000 o < 1/1000

OUYEHb PEIIKO < 1/10000

4acTOTa HEM3BECTHA HE MOXET OBbITh OI[CHEHA HAa OCHOBE UMEIOIIMXCS JIAHHBIX.

Annepeuveckue peakyuu:

YaCTO — KOXHAas ChIIIb;

HEYacTO0 — aHaQMIAKTOMIHAS PEaKUMs', TMIEepYyBCTBUTEILHOCTb, OYIUIE3HBIH JepPMaTHT
KOHBIN 3y/l, KpallMBHHULA, MaKyJIONAIyIe3Has ChIllb;

4YacTOTa HEU3BECTHAa — aHapUIAKTUYecKass peakiys, aHrMOHEBPOTHUYECKHH OTEK, Cepbe3HbIE
KO’KHBIE HEKeJaTeIbHbIC peakUuuH (Halpumep, OCTPbIA I'e€HEPaTU30BAaHHBIN 3K3aHTEMATO3HBIM
nycryne3), cuHapoM CruBeHca-/[KOHCOHA, TOKCHYECKHH OJNUIACPMATIbHBIA  HEKPOJIH3,
JIEKapCTBEHHAs ChINb € 203MHOQUIMEN 1 cucTeMHO# cumnitomaTukoit (DRESS-cunpom).

Co cmoponvl HepsHoU cucmembpl:

4acTo — rojioBHas 00Jib, 0ECCOHHHULIA,

HEYaCTO — TMOTEPs CO3HAHMA', JIMCKMHE3Ws', TOJOBOKDYKEHHME, COHJIMBOCTh, TPEMOP,
0eCIOKOMCTBO, MOBBIIIEHHAS BO30YIMMOCTD;

4acToTa HEMU3BECTHA — CYIOpPOTH, ICHUXOTHYECKHUE PACCTPOUCTBA, CIYTAHHOCTb CO3HAHUS,
JICNIEPCOHAIM3ALIMsA, JICTIPECCHUS], JIC30PUEHTAlMs, TA/UTIONUHAIIMK, HAPYIICHUS CHOBH/ICHHI
(«xOIIMapHbIe» CHOBUICHHUS), TAPECTE3Us, MAHUSI.

Co cmopoHbl KOHCHBIX NOKPOBOE:

YaCTO — MOBBIIMICHHOE MOTOOTACIICHHUE,

4aCcTOTa HEM3BECTHA — AKHE.

Co cmoponbl Mo4enon060u cucmemvi:

4acTOTa HEM3BECTHA — MIOYCUHAs HEJOCTATOYHOCTb, MHTEPCTULIHAIIbHBIA HEPPUT.

Co cmoponwl obmena sewyecms:

HCYACTO — aHOPEKCHUs, CHUIKCHHE alllICTUTA.
12



Co cmoponbl onopro-dsueamenbnozo annapama:

HEYaCTO — MBILIEYHBIA Cr1a3M’, KOCTHO-MBIIIEYHAst CKOBAHHOCTb ', MHAITUS;
YacTOTa HEU3BECTHA — PabIOMHOIN3>*, MHOTIATHSL.

Co cmoponvl nuwesapumenbHou cucmemsi:

4acTo — Juapes, pBOTa, JUCIICIICHS, TOIIHOTA, 00JIb B 00JIACTH KUBOTA;

1 2

He4yacTo — 2330darut’, racrtpolsodareanbuas pedurokcHas 0GOJE3Hb?, TACTPUT, MPOKTAIIUS,

CTOMATHT, T[JIOCCHT, B3JyTHE XHUBOTA®, 3alop, CyXOCTh CIM3MCTOH OGOJIOYKM IOJOCTH PTa,
OTPBDKKA, METCOPU3M, X0JIECTa3", TENaTHT, B T. Y. XOJIECTATHYECKUI HIIH TeNaTOIe/TIOAPHbIH;
YacTOTa HEM3BECTHA — OCTPBIM IMAHKPEATUT, M3MEHEHHE IIBETa s3bIka M 3yOOB, Me4YEeHOYHAs
HEJI0CTAaTOYHOCTb, X0JIECTaTHYECKAs KEeITyXa.

Co cmoponbl Ovixamenshoi cucmemol:

HE4acTo — OpoHXManbHas actMa', HOCOBOe KpoBOTeueHHe’, TPOMGOIMOOJIHMS JIErOYHON
aprepun’.

Co cmoponwl opzanog uyscms:

4acTo — IMCTEB3HUS;

HEYacToO — BEPTUTO, HAPYIICHHUE CIyXa, 3BOH B YIlIaX;

4aCTOTa HEM3BECTHA — [IIyX0Ta, areB3us (0Tepsi BKYCOBBIX OLIYIICHHH ), TAPOCMHUS, AHOCMHUSI.
Co cmoponwl cepoeuno-cocyoucmotrt cucmemoi:

4acTO — Ba30AWJIaTalUA ;

HEYAaCTO — OCTAHOBKa cepaua’, pubpwuisums npeacepamii!, yaimnenne unrepsana QT na KT,
SKCTPACUCTOJIUSA ', OLIyILIEHHE Cep/leOneHus;

4acTOTa HEU3BECTHA — JKEJIYIOUKOBask TaXUKAPAUs, B TOM YHCIE TUIA ITUPYIT», GHUOPUILIALUSA
XKEJIYZI04YKOB, KPOBOTECUCHHE.

Jlabopamopnwle nokazamenu:

4acTo — OTKJIOHEHHUE J1ab0paTOPHBIX MoKa3areierd GYHKIUN MEYCHH;

HEYacCTO = INOBBIICHUEC CbIBOpOTO'{HOﬁ KOHLCHTpAIMH eraTI/IHI/IHal, ITOBBIILICHUE

1

CHIBOPOTOYHOM KOHIEHTPAIMM MOYEBMHBI', W3MEHEHME COOTHOLIEHMS aTbOyMuH/ri100ymmu',

4 3

sniefikonenus, HeiTponenus®, s03unHodumMs?, TpomMbBouMTEMHMS®, MOBBINIEHHE CHIBOPOTOUHOI
aKTMBHOCTM  anaHuHamuHOTpaHcdepassr  (AJIT), acmaprarammuorpancdepassi  (ACT),
rammariayramuirpancdepassl (I'TT)?, menounoi docarassr (IID)*, naxraraeruaporeHassi
(LAN)*

4acTOTa HEM3BECTHA —  arpaHyJoUMTO3, TPOMOOLMTOICHUS, yBEIMUCHMC 3HAYCHUS
MEX/IyHapOJAHOr0 HOopmanu3oBaHHOro otHowenus (MHO), yanuHenue npoTpoMOUHOBOIO

BPEMEHH, U3MEHCHHUC LIBETA MOYH, TOBBILICHUE KOHLICHTPALMU OMIMpyOHHA B IJ1a3ME KPOBH.
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IIpouue:

04YEHb 4acTO — (JIEOUT B MECTE HHBEKIIUH

4acTo — 60JIb B MECTE MHBEKIMH ', BOCTIATICHHE B MECTE HHBEKIIHH

HEYaCTO — HEeJOMOraHue’, THIEpTEepMHUs’, acTeHMs, 0OJb B TPyAHOH KieTke', 03HOOY,
[OBBILIEHHAS YTOMJIIEMOCTD,

Hugpexkyuonnvie u napazumapnwle 3a0601e6anus.:

HEYaCTO — LEJUIIJIUT', KaHIM/I03, TacTPOIHTEPUT’, BTOPUUHBbIC MHGEKUHH® (B TOM HHCIE
BarMHAJIbHBIC);

9acTOTa HEM3BECTHA — IICEBIOMEMOPAHO3HBIN KOJIUT, POXKa.

Jemu

[Ipennomnaraercs, 4To 4acToTa, TUI U TSDKECTh HEXENIATENIbHBIX PEaKIUil y JeTel Takas e, KaK
y B3pOCIIBIX.

Hayuenmet co churicenHbim uMMyHUmemom

Y nanMeHToB ¢ CHHAPOMOM npuoOpereHHoro ummyHoxedbuunura (CIIUJ) wu apyrumu
UMMYHOZCDUIIMTAMH, HOTY4AIOIIUX KIAPUTPOMHUIIMH B 00Jiee BBICOKMX JI03aX B TEYECHHUE
JUIMTEJILHOTO BPEMEHM JUIs JICUCHUS] MUKOOAKTepHaIbHBIX MH(EKUMHA, YacTO TPYAHO OTIMYHUTH
HexenarenbHple dQdexTl npenapata or cumntomoB BUU-uHdekumun wim comyTcTBYOIIETO
3a00JIeBaHUA.

Hanbosee yacTbiMu HeXeaTeIbHbIMU SABJICHUAMH Y MALMCHTOB, IPUHUMABIIUX CYTOYHYIO 103y
KJIapuTpoMHULIKMHA, paBHyto 1000 mr, ObUIM TOIIHOTA, PBOTA, U3BpAllIEHKE BKYca, 00JIb B 001aCTH
KMBOTa, AMApes, KOXHas Cblllb, METEOPU3M, TOJIOBHAs 00Jb, 3amop, HApyIIEHHE CIyXa,
noseimenrie akTuBHocth ACT u AJIT B masme kpoBu. Takke OTMEYaIMCh Clly4au
HEXEJIATENIbHBIX SBJICHUHI C HU3KOH 4aCcTOTON BO3HMKHOBEHHS, TAKUE KaK OJIbIIIKA, OCCCOHHHUIIA
M CyXOCTb CIIM3UCTOM 00O0JIOUKH MOJIOCTH PTa.

Y NauMeHToB CO CHMXKEHHBIM MMMYHHMTETOM MPOBOIMIIM OIIEHKY J1a00OpaTOpHBIX MOKa3aTelei,
aHAJIM3UPYs MX 3HAYUTEIIbHBIC OTKIIOHEHHS OT HOPMBI (PE3KOE MOBBILICHUE UM CHIDKeHHE). Ha
OCHOBAHMM JAHHOrO KpuTepusi y 2-3% manueHToB, MOJY4YaBIIMX KIAPUTPOMHUIIMH B J03€
1000 Mr exeaHeBHO, ObUIO 3apErUCTPUPOBAHO 3HAYUTEIbHOE MOBBIIeHHE akTUBHOCTH ACT u
AJIT B rula3me KpOBH, a TAK)KE CHM)KCHHE YHCIIA JICHKOIMTOB U TPOMOOIMTOB. Y HEOOJIBIIOTO
Yuclla MalMeHTOB TakXkKe ObLIIO 3aperMCTPUPOBAHO MOBBIIICHUC CHIBOPOTOYHON KOHIICHTPALIUH
OCTaTOYHOI'0 a30Ta MOYEBHHBI.

* B HekoTOpbIX cOOOIICHUAX O PAOJIOMHONIN3EC KIAPUTPOMHULIMH [IPUHUMAIICS OJHOBPEMEHHO C
JAPYrMMH JICKAPCTBEHHBIMH CPEJICTBAMH, C IIPUEMOM KOTOPBIX, KaK U3BECTHO, CBSA3aHO PA3BUTHUC
pabaomuonusa (crtaruHbl, GUOPAThl, KOJIXUIIMH WK AJIONMYPHUHOI).

'CoobuieHuss 0 JaHHBIX MOGOYHBIX PEAKIUAX ObUIM MOTYYECHBl TOJBKO IPH HPUMEHCHHUH
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KIaPUTPOMHIIMHA B JIEKAPCTBEHHON (opme JMOGHIM3AT JUIS MPUTOTOBICHHUSA PAacTBOpa JUIA
UH)Y3Hid.

2Co00meHusl 0 JaHHBIX MOOOYHBIX PEAKIMSAX OBUTH MOTY4eHBI TOJIBKO NpU TIPUMEHEHUU
KJIapPUTPOMMIIMHA B JIEKAPCTBEHHOM popmMe TabIeTKH MPOJIOHIMPOBAHHOTO JICUCTBHUSI, TIOKPHITHIE
TUIEHOYHOM 000JI0YKOH.

3Co00LIeHHs O JIaHHBIX MOGOYHBIX PEAKIMAX OBUIM IMOJIYYEHbI TOIBKO IPH [PUMEHEHHH
KJIADUTPOMMIIMHA B JIEKAPCTBEHHOM (OpMe IMOPOLIOK JUIsi MPUTOTOBJICHHS CYCIIEH3UH JUIS
[IpUemMa BHYTpb.

* Coo0mienus 0 JaHHBIX MMOGOYHBIX PEAKIMAX OBLIM MOMYYEHbI TOJIBKO TPU IIPUMEHEHHH

KJIADUTPOMMIIMHA B JIEKAPCTBEHHOM (hopMe TabIeTKH, HOKPBITBIE IUIEHOYHOH 000I0UKOM.

Ilepeno3upoBka

Cumnmompi: TIpUeM BHYTPb OOJBIION 103bl KJIAPUTPOMHIIMHA MOJXKET BBI3BIBATH CHMITTOMBI
HapyIIEHUH CO CTOPOHBI XKETY0UHO-KUIIEYHOTO TPAKTa.

Y oaHOro mnaumeHTa C OHUIOJIAPHBIM pPACCTPOWCTBOM B aHaMHE3e IIOCIE IpueMa & T
KJIaPUTPOMMILIMHA OITMCAHBl U3MEHEHHS ICHXUUECKOTO COCTOSHUS, NTapaHOMIAILHOE MTOBEACHUE,
TMIIOKAJIMEMUS U TUIIOKCEMHUSL.

Jlewenue: ipy 1epeO3UPOBKE CIEAYeT yIaluTh HeabcopOMPOBaHHBIN HpenapaT U3 KeITyJ0IHO-
KMILEYHOIO TPakKTa (IIpOMBIBAHUE XKEJIyJKa, [IPUeM aKTUBUPOBAHHOIO YIS M Jp.) ¥ IIPOBECTU
CHUMIITOMATHYECKYI0 Tepanuio. ['emMoauanu3 M [EepUTOHEAIbHbIM [UAIU3 HE OKAa3bIBAIOT
CYIIECTBEHHOTO BJIMSIHUS HAa KOHIEHTPALMIO KJIAPUTPOMMIIMHA B CBIBOPOTKE KpPOBH, 4YTO

XapaKTEpHO U U APYTUX JICKAPCTBECHHBIX MTPEIapaToOB I'PYNIIbl MAKPOJIHUIOB.

B3aumoaeicTBHe ¢ APYruMu J1eKAPCTBEHHBIMHU CPeICTBAMH

IlIpumenenue cneoyrougux JleKapcmeenHbIX npenapamoe 00HO0BpEMEHHO c
K1apumpoMuyuHomM nPOMUEONOKA3AHO 6 C6A3U C 603MOMNCHOCMbIO PA3GUMUA CEPbE3HbIX
nobounslx Iphexkmos

Luzanpuo, oomnepuoon, numo3zuod, mepghenaoun u acmemuson

[Tpn 0aHOBPEMEHHOM MpHEME KIAPUTPOMMIMHA C [M3AMPHUIOM, TUMO3UIOM, JOMIICPHIOHOM,
TeppEHAAMHOM MM ACTEMH30JIOM COOOIIATIOCH O TMOBBINICHUM KOHILECHTPALMH IOCJCIAHUX B
[U1a3M€ KpOBH, 4YTO MOXET npuBecTH K yanuHeHuro uHtTepBana QT na OKI' u nosiBiaenuto
CCPACYHBIX APUTMUM, BKIOYAs HXKEIYJOUYKOBYIO TaXUKapAHUIO (B TOM YHCIC KEITy10YKOBYIO
TAXMKapJMK  TUOA  «IupydT™») U Gubpwuisumioo  KeayaoukoB  (cM.  pasuen

«[IpoTHBOMNOKa3aHUN).
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Ankanouowvt cnopwsiibu

[locTperucTpaMoHHbple MCCIEIOBAHUS IIOKA3bIBAIOT, YTO MHPU OJHOBPEMEHHOM MPHUMEHEHHH
KJIAPUTPOMMIIMHA C S3PrOTAMHUHOM MJIM JIUTHIPO3PrOTAMHHOM BO3MOXKHBI clietytoine 3hheKTsl,
CBSI3aHHBIE C OCTPLIM OTPABJIEHUEM IIpEraparaMH TPYIIIbI 3PrOTAMHHOB: COCYIAMCTBIA CIIa3M,
UIIEMHsl KOHEYHOCTEH M Apyrux TkaHed, Bkmodas [[HC. OpHoBpemeHHOE mpUMeEHEHHE
KJIapUTPOMHUIIMHA ¥ QJKaJIOMAOB  CHOPBIHBM  NPOTHBOIOKa3aHO  (CcM.  pasjen
«IIpoTuBOnIOKa3aHUAN).

Hneubumopwr ' MI-KoA-pedykmasel (cmamunwl)

O1HOBpEMEHHBIM  NpMEM  KIAPUTPOMHIIMHA C  JIOBACTATMHOM WJIM  CHMBAcTaTHHOM
poTUBOINOKa3aH (cM. paszaen «lIpoTuBonokazaHus») B CBSI3M C TE€M, YTO JIaHHbIE CTaTHHBI B
3HAYUTEIbHOM cTeneHn Merabosmsupyrores uzodpepmentom CYP3A4, u oxHOBpeMeHHOE
IIPUMEHEHHE C KJIADUTPOMHULIMHOM MOBBILIAET UX CBIBOPOTOYHBIE KOHLUEHTPALUH, YTO IIPUBOIAUT
K IOBBINIEHMIO PUCKA pa3BUTUS MHONATUM, BKItodas pabaomuonui. Coolmanoce o ciaydasx
pabaomMuOaM3a y MNAlMEHTOB, NPUHUMABLIMX KIAPUTPOMULMH OJHOBPEMEHHO C JaHHBIMH
npenaparamu. B ciydae He0OXOAMMOCTH NPUMEHEHUs KIAPUTPOMHUIIMHA CICAYET HPEKPaTUTh
IIPMEM JIOBACTaTHHA MJIM CUMBACTaTUHA HA BPEMSs TEPAITUH.

KiapurpomMuLiuH cieayeT NpUMEeHsITh ¢ OCTOPOXKHOCTBIO B Cllydae KOMOMHUPOBAHHOM Teparun
C IpDyTMMH CTaTHHaMH. PeKoMeHIyeTcsi IPUMEHATh CTaTUHbI, META00JIM3M KOTOPBIX HE 3aBUCUT
or uszopepmenta CYP3A (umanpumep, duyBacratun). B ciaywae HeoOxomumocTu
OJ/IHOBPEMEHHOI'O IIpUEMa PEKOMEHJYeTCsl NIPMHMMATh HAauMEHbIIYyI 103y cratuHa. Ciemgyer
KOHTPOJIMPOBATh Pa3BUTUE PU3HAKOB U CUMIITOMOB MUOIATHHU.

Muoazonam ons npuema enympo

[Ipn 0aHOBpEMEHHOM NPHUMEHEHMM BHYTPb MHJa30jiaMa U KJIAPUTPOMMIIMHA B JIEKAPCTBEHHOM
¢dopme tabnerku (500 mr 2 pasa B cytku) ormevanoch yBennuenue AUC muaasonama B 7 pas.
OnHOBpPEMEHHOE NPUMEHEHHME KIAPUTPOMULMHA M MUJa3oinaMa Ui TpUemMa BHYTpPb
IIPOTUBOIIOKa3aHo (cM. paszen «lIpoTuBonokazanusy).

Jlomumanuo

O/HOBpPEMEHHBIH [MPUEM KIAPUTPOMHUIMHA C JIOMHUTANHJIOM MPOTHBOIOKA3aH H3-3a PHCKA
CYIICCTBCHHOIO TMOBBIIICHUS AKTMBHOCTM TpaHCAaMMHA3 B IUIa3ME€ KpPOBM (CM. pasien
«IIpoTHBONIOKA3aHUSNY).

Bausanue opyzux nekapcmeennvix npenapamoe Ha Kiapumpomuyun

JlexapcTBeHHbIC mpenaparsl, sBiastoumecs uHaykropamu uzopepmenra CYP3A (nanpumep,
pudamnuuuy,  deHuTomH,  KapbamasenuH,  ¢eHobapbutan,  mpenapatsl  3BepoOos
IPOJIBIPSIBICHHOT0), MOTYT MHAYLUPOBATh META00JIN3M KIAPUTPOMHULIMHA. DTO MOXKET IPUBECTU

K CyOTepaneBTHYECKONW KOHIICHTPALMM KJIAQPUTPOMHUIMHA U COOTBCTCTBCHHO K CHWIKCHHIO €TO
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spdextuBHocTH. Kpome Toro, HeobXoaumo Habiofath 3a KOHIEHTpAlMed HHIYKTOpa
uzopepmenta CYP3A B mia3mMe KpoBH, KOTOpas MOXET MOBBICHTHCS HM3-3a HHTHOMpPOBAHUS
uzopepmenta CYP3A wiapurpomuiiinom. [lpu oaHOBpeMeHHOM NpuMeHeHHH pudabyTHHA U
KJIADUTPOMMIIMHA HAOII0AT0Ch IOBBIIICHHE KOHIEHTpAluu pUpadyTiHa W CHHKEHHUE
KOHIIEHTPALMH KJIAPUTPOMUIIMHA B [UIa3ME KPOBH C MOBBINIEHHBIM PUCKOM Pa3BUTHS YBEHTA.
Cneoywwue npenapamsi 0061a0arwom OOKA3AHHBIM ULU RPEONOIAZACMBIM GIUAHUEM HA
KOHUEeHmMpAauuo KiapumpomMuyuna 6 naame KpoGu, 6 Ccaydyae Ux 00HOBPEMEHHO20
HPUMEHEHUA C KNapUMPOMUYUHOM MOIICEm NOMPehosamvca KOPPEKUUus 003bl UNU Nepexoo
Ha albmepHamueHoe 1edeHue

Dpasupens, nesupanun, pupamnuyun, pugpabymun u pughanenmun

Mounble MHAYKTOpbI cHcTeMbl IMTOXpoMa P450, Takme kak 3daBUpeH3, HEBUpAIHH,
pudamnuuus, pucdabyTuH U pudaneHTHH MOTYT YCKOPATH METa0OJIM3M KJIAPUTPOMMIMHA U
TakuM 00pa3oM MOHWKaTh KOHLEHTPALMIO KIAPUTPOMUIIMHA B IUIa3Me KPOBH, a TaKKe
ocnabnaTh TepaneBTHUECKui 3((deKr, U BMecTe ¢ TeM IOBBINIATH KOHIEHTPALMIO B ILIa3Me
kpoBu 14-OH-knaputpomunmHa — meraboiaMTa, TakKKe SBISIOLIErOCS MHUKPOOHOJIOrHYECKH
akTMBHbIM. [lockosibky MHKpoOHMOIOrHYecKass aKTHUBHOCTh KiapuTpomuiuHa u 14-OH-
KJIADUTPOMHUIIMHA OTIMYAETCS B OTHOILIEHMM PA3IMYHBIX OakTepuil, TeparneBTHUECKUN 3DheKT
MOJKET CHWKAThCS [IPY OZJHOBPEMEHHOM IIPUMEHEHUH KJIAPUTPOMUIIMHA U HHAYKTOPOB CUCTEMBI
uuroxpoma P450.

Ompasupun

KoHueHTpanusi KJIapuTpOMMIIMHA B TUIa3ME€ KPOBH CHHMXKAETCA TIPU  OJAHOBPEMEHHOM
IPUMEHEHUH € OTPAaBUPUHOM, a KOHLEHTpauus akTuBHOro wmerabonura 14-OH-
KJIApUTPOMHULIMHA B Iu1asMe KpoBu nossimaercs. [lockonbky 14-OH-knaputpomuuus obnagaer
HU3KOM aKTUBHOCTBIO MO OTHOWEHHIO K uHpekuusM MAC, MOXeT H3MEHAThCS oOmias
aKTMBHOCTh B OTHOLIEHMM JTUX BO3Oyaureneit, nosromy mins Jsedenus MAC crenyer
paccMaTpuBaTh aJbTEPHATUBHOE JICUCHHE.

@Dnykonason

OnHoBpeMeHHbIN npreM ¢urykoHaszona B 03¢ 200 Mr eXeIHEBHO M KIAPUTPOMHUIIMHA B J103€
500 mr 2 pasa B cyrku y 21 370poBOro JI00pOBOJIBLIA MPHBEIO K YBEIHUCHHUIO CPEIHErO
3HAYCHUS MMHMMAJIbHOM paBHOBECHOM KoOHUEHTpauuu kiapurpomuumua u AUC Ha 33 % u
18 % coorBercTBEeHHO. [IpH 3TOM OZIHOBPEMEHHBIN MPHEM 3HAYUTEILHO HE BIIMSUI Ha CPE/IHION0
PaBHOBCCHYIO0 KOHLEHTpaLMIO akTUBHOro Merabonurta 14-OH-xnaputpomunmua. Koppekius
J103bl KJIAPUTPOMHUIIMHA B CIIy4ae OHOBPEMEHHOTO rpreMa (GuIyKoHa30J1a He TpeOyeTcs..
Pumonasup

(dapMakOKHMHETUYECKOC HMCCIICA0BAHUE MOKA3a]10, YTO OJIHOBPCMCHHBIA NMPUCM PUTOHABUpPA B
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no3e 200 Mr kax/ple 8 4acoB M KIAPUTPOMHIMHA B J03e 500 Mr kaxjsie 12 4acoB mpuBeln K
3aMETHOMY IIO/IaBJICHUIO Me€TaboIM3Ma KiIapuTpoMuuuHa. [Ipu OJHOBpeMEHHOM mpueme
puToHaBUPa Cmax KIAPUTPOMHUIIMHA B IUIa3Me KpoBH yBeiaudmiach Ha 31 %, Cmin yBeIMYMIACH
Ha 182 % u AUC yBenuuminace Ha 77 %. BbLJI0O OTMEYEHO NPAKTHYECKH IIOJHOE MO/ABIECHHE
oOpasosanus 14-OH-knaputpomunmua. briarogaps mmpokomy TeparneBTHYECKOMY JMAIla3oHy
KIaPUTPOMUIIMHA YMEHBIIEHUE €r0 J03bl y MalMEHTOB C HOPMAJIbHOW MOYEYHOU (YHKIMEH He
Tpebyercsi. Y MalMEHTOB C IOYEYHOW HEJOCTATOYHOCTBIO IEIE€CO00Pa3HO PacCMOTPETh
CJICAyIOIIMEe BapHaHThl KOppeKuuu 103bl: pu KK 30-60 mi/MuH 103a KIapUTPOMHUIIMHA I0DKHA
ObITh yMenbiieHa Ha 50 %, npu KK menee 30 mu/MHH 10332 KIapUTPOMMIMHA JIOJDKHA OBITH
yMeHbIeHa Ha 75 %. PuToHaBUp He ciieyeT 0 HOBPEMEHHO IIPHHUMATH C KJIAPUTPOMHIIMHOM B
J103ax, [IPEBbINIAIONUX | I' B CYTKH.

Cxo/aHble KOPPEKUMHU 103 JOJDKHBI PACCMATPUBATHCS y MALMEHTOB CO CHWKEHHOW (DYHKIMEH
M0YEK, €CJIM pPUTOHABHpP INPUMEHSETCA Kak (HapMaKOKHHETHUECKHH «YCHIIUTENbY I[pH
NPUMEHEHUH JIPYTUX MHTHOMTOpOB npoteassl BUY, BiItoyasi aTa3aHaBUp U CaKBUHABHP (CM.
noJpasjien «/[eynanpasnennoe 3aumooenucmeue 1eKapCcmeeHHblX NPenapamosy).

/eiiccmeue krapumpomuyuna na opyzue 1eKkapcmeenHtvie npenapamal

Anmuapummuueckue cpeocmea (XuHUOUH U OU30NUPAMUO)

B03M0XHO BO3HHUKHOBEHHE JKEJYZI0OUKOBOM TaXMKapIUM TUIA «ITHPYIT» NPU OJAHOBPEMEHHOM
IPMMEHEHUH KJIADUTPOMHULMHA U XUHUAMHA WM An3onupaMuzaa. [Ipu ogHOBpeMEHHOM mpueMe
KJIaPUTPOMMLIMHA C 3TUMH IIpenapaTtaMH CIeAyeT PeryisipHO NpOBOIUTH KOHTpoib JKI' Ha
npeaMer yuiMHeHust uHTepBaia QT, a Takxke cielyer KOHTPOJIMPOBATh CHIBOPOTOUHBIE
KOHLIEHTPALIMK 3TUX [IPENaparos.

B nocrtpeructpaniMoOHHOM nepuoae CooOIIANOCh O Cy4yasX Pa3BUTHS THUIOTJIMKEMHH IPH
OJ/IHOBPEMEHHOM TIpHEME KJIAPUTPOMHUIMHA M Ju3onupaMuaa. HeoOXoa1umMo KOHTPOJIMPOBATH
KOHIIEHTPALMIO TJIIOKO3bl B KPOBMU IPU OJHOBPEMEHHOM IIPUMEHEHMU KIAPUTPOMHUIIMHA U
JIU30TMpaMUIa.

l'unoznuxkemuyeckue cpedocmsa 0 npuema 6HYympb/UHCYIUH

[Ipy OAHOBpEMEHHOM NPUMEHEHUU KJIAPUTPOMHUIIMHA M THIIOTITMKEMHUYECKUX CPEJICTB LIS
npueMa BHYTPb (HANpuMep, MPOU3BOJIHBIC CYJIb(HOHUIMOUCBUHBI) W/HMIM HHCYJIHMHA MOXCT
HabJII01aThCsl BBIPAXKCHHAs rUNorimkemMusi. OHOBPEMCHHOC MMPUMCHCHUC KIIAPUTPOMMIIMHA C
HEKOTOPLIMU TMIIONIMKEMHUYECKUMHU IIpernaparamu (HarmpuMep, HATErJIMHHUJ, [UOTJINTAa30H,
penarjiHu/l M POCHUIIIMTA30H) MOXET MPUBECTH K MHrubupoBanuio usodepmenra CYP3A
KJIADUTPOMULIMHOM, B PE3yJIbTaTE€ YEro MOXKET pa3BUTHCS TMIIOMIMKEMHUs. PexkomeHmyercs
TUIATEIbHBIA KOHTPOJIb KOHLICHTPALMH IJIFOKO3bI B KPOBH.

Bszaumooeiicmesus, obycnosnennvle uzogpepmenmom CYP3A
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O/HOBpEMEHHBIH TIPHEM KIapUTPOMHIIMHA, KOTOPBIi, KaK W3BECTHO, HHTHOMPYET H30(epMEHT
CYP3A, u mnpenapatoB, nepBU4YHO MeTabosmsupyrommxcs uzopepmentom CYP3A, moxer
aCCOIMUPOBATLCSH C B3aMMHBIM TIOBBIICHUEM HMX KOHLEHTPALMH, YTO MOXKET YCHJIMTH HWIIU
IPOJUIMTH KaK TepareBTHUECKHE, TaK ¥ MOOOYHbIE 3P (HEKTHI.

KitaputpoMuIH ciietyeT ¢ 0CTOpPOKHOCTBIO IPUMEHSITh MAI[MEHTaM, TTOJTy4arolliM [Iperaparsl,
asisromuecs cyocrparamu uzodepmerra CYP3A, 0cobeHHO eciin 3TH MpenapaTbl UMET Y3KUM
TEpPANeBTUYECKUH JMana3oH (HanpuMep, KapOamasenuH), W/WIM [penaparbl, KOTOpPbIE
MHTEHCHBHO METabOJM3UPYIOTCS 3TUM H30(pepMeHTOM. B ciydae HEOOXOMMMOCTH JI0JDKHA
NPOBOJUTBLCA  KOPPEKUMs  J03bl  Ipemapara,  [PUHHMaeMOrO  OJHOBPEMEHHO  C
KJIaPUTPOMMIIMHOM; TAKXKE 10 BO3MOXKHOCTH JIOJDKEH IIPOBOJIUTHCS MOHHUTOPHHI' CBIBOPOTOYHBIX
KOHIIEHTPALMH [IPenaparoB, IepBUYHO MeTabonusupyromuxcs uzodhepmentom CYP3A.
Merabonusm claeayloIuX MpenapaToB/KIACCOB OCYIIECTBISETCS TeM e H30(EpPMEHTOM
CYP3A, uro u MetaboimM3M KIApUTPOMHIIMHA (HO 3TOT CIIMCOK HE ABJIAETCS MCUEPIIHIBAIOIINM):
ainnpasosnaM, KapOamasenuH, LWIOCTa30Jl, UMKIOCIOPHUH, IU30IHUPaMUi, HOPYTHHHUO,
METHUJIIPEAHU30JI0H, MHU/a30j1aM (BHYTPUBEHHO), OMEMPa30Ji, NepopalbHble AaHTUKOAry/ISHTHI
(nanpumep, BapdapuH, puBapokcabaH, anukcabaH), aTUIIMYHBIC AHTUIICHXOTHYECKUE CPEICTBA
(Hanpumep, KBETHANMH), XUHUJIUH, pu(aOdyTHH, cuianeHadui, CHPOIUMYC, TaKpOJIUMYC,
Tpuasonam u BuHOnacTuH. K mpenaparam, B3auMoJeHCTBYIOLIMM IOIOOHBIM 00pa3oM dyepes
Apyrue u30(epMeHThl B paMKax cucteMbl uuroxpoma P450, otHocsaTes: GpeHUTOMH, TeO QHUTUH
1 BaJIbIIPOEBaAst KMCIIOTA.

Henpsamvle anmukoazynsinmol

IIpn oxnHoBpemeHHOM mpueme BapdapuHa W KIAPUTPOMULMHA BO3MOXKHO KpPOBOTEYEHHE,
BplpakeHHOe yBeauuenne MHO wu  ymiumnenue nporpomOuHOBOro BpemeHu. B cioydae
OJ/IHOBPEMEHHOT'O MPUMEHEHHUsI ¢ BapapuHOM WM JPYTUMH HENPSIMBIMH AQHTUKOATYJISHTAMH
Heobxoanmo koHTposmpoBate MHO u npotpomOrHOBOE Bpems.

[lepopanvuvie anmukoazynsiHmol NPAMO20 OeUcmeusi

[lepopanbHblii  AHTHKOAryJISIHT —TPSIMOTO JICHCTBUS  Ja0uratpaH sIBISETCS  CyOCTpaToMm
sdarokcHoro Oenka-nepeHocuynka P-rimkonporenna (P-gp). Puapokcaban u anmkcaban
meTtabonusupyrotes ¢ yuactieM uzopepmenra CYP3 A4, a Takxke sBisoTcs cyoctpaTamu st P-
gp. Cienyer cobmoiaTh OCTOPOKHOCTh IIPU OJIHOBPEMCHHOM NMPUMCHCHHH KJIAPUTPOMMIIMHA C
JaHHBIMHU TIpenapaTamMy, 0COOCHHO y MAllMEHTOB C BBHICOKUM PHUCKOM Pa3BUTUS KPOBOTECUCHHS
(cMm. pazaenbl «C 0cTOPOKHOCTHION U «OCOOBIC YKa3aHUA»).

Omenpa3zon

Knapurpomunma (o 500 mMr kaxzabie 8 4acoB) MCCICAOBAICH Yy 370POBBIX B3POCIBIX

n00poBoJIBIICB B KOMOMHAIMU ¢ oMmernpaszosoM (o 40 Mr exenHeBHO). [Ipu 0 HOBpEMECHHOM
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IPUMEHCHUH KIaPUTPOMHUIIMHA W OMEIpa3oyia pPaBHOBECHBIE IUIA3MEHHBIE KOHIIEHTPALHMH
omenpasona ObutH yBeMHUYEHBl (Cmax, AUCo24 U T yBenmumiuchk Ha 30 %, 89 % u 34 %
cootBeTcTBeHHO). Cpennee 3HaueHue pH jkemynka B TeueHue 24 4acoB cocTaBuio 5,2 (mpu
IpyUeMe OMenpasojia B OTIACAbHOCTH) M 5,7 (IIpH IpHEeMe OMerpasoia OJHOBPEMEHHO C
KJIAQPUTPOMMIIMHOM).

Cundenachun, maoanagun u sapoenaghun

Kaxnapiii u3 stux MHrubuTOpoB dochoauscrepasbl MeTaboIM3UPYETCs, 110 KpaHeH Mepe,
yacTuyHO ¢ y4yactueMm usodepmenta CYP3A. B 1o xe Bpems usodepment CYP3A moxer
MHTHOMpOBAaTbC B IPHUCYICTBHM  KIApUTpOMHIMHA.  OJHOBPEMEHHOE  IPUMEHEHHE
KJIADUTPOMMIIMHA C CHIICHAQUIOM, TajanapuioM HIM BapAeHA(QUIOM MOXET INPHUBECTH K
YBEJIMYEHUIO MHIUOMpylomero Bo3aedcTBus Ha ¢ocdoaudcrepasy. [lpu npuMeHeHHH 3THX
IPENapaToB OJHOBPEMEHHO C KJIAPUTPOMHUIIMHOM CIEAYeT pPAacCMOTPETh BO3MOXKHOCTH
yYMEHbIIEHHUs /1036l cuiieHadmta, Taganaduna u BapacHadua.

Teoghunnun, kapbamaszenun

Ilpy OQHOBpPEMEHHOM MPHUMEHEHHM KJIApPUTPOMHUIIMHA M TEOQHUIMHA WIM KapOamasenuHa
BO3MO’KHO IIOBBILICHUE KOHLIEHTPALIMHU JIaHHBIX IIPENIapaTOB B CHCTEMHOM KPOBOTOKE.
Tonmepooun

[lepBuuHbIi MeTabOIM3M TOIATEPOAMHA ocyuiecTBisieTcs yepe3 uzodhepment CYP2D6. Oanako
B 4aCTU MONyIALuH, JuieHHOW usodepmenta CYP2D6, merabonu3sm NPOUCXOAUT depes3
n3opepment CYP3A. B stoii rpynnie Hacenenus noaasienue usopepmenta CYP3A npuBoaut K
3HAYUTEIBHO 00Jiee BLICOKMM KOHIIEHTPAIMSM TOJITEPOANHA B CHIBOPOTKE KPOBH. B momyssiiun
C HM3KUM YpOBHEM MeTabonu3ma yepes nuzopepmeHT CYP2D6 MoxkeT noTpeboBaThesi CHHKEHHE
J103bl TOJITEPOJMHA MPU OAHOBPEMEHHOM INpUMEHEHUM HHrubutopoB m3odepmenta CYP3A,
TaKUX KaK KIQPUTPOMMIIMH.

Benzoouazenunvl (nanpumep, arnpazonam, Muoazonam, mpuasoniam)

[Ipu oHOBpeMEHHOM ITpUMEHEHUH MHIa30J1ama | TabseTok KiaputpomuiuHa (500 Mr 2 pasa B
cyTkH) ormeuanocs yBeanuenne AUC muzaaszonama B 2,7 pasa nociie BHyTPUBEHHOTO BBEICHHS
myjazonaMa. EciM  OJHOBPEMEHHO ¢ KIAPUTPOMHUIMHOM IPUMEHSETCS MHUa30jaM B
JICKapCTBEHHOM  (opME pacTBOp /Uil BHYTPMBECHHOTO BBCIACHHS, CJICAYCT TIIATCIBHO
KOHTPOJMPOBATh COCTOSIHME MalUMEHTAa JUIs BO3MOXHOM KOPPEKIHMM JI03bl MHA30J1aMa.
BBesienne JiekapCTBEHHOIO Mpenapara 4epe3 CIM3UCTYI0 000JI04KY MOJIOCTH PTa, KOTOPOE JaeT
BO3MOHOCTb OOONTH NMPECUCTEMHYIO JIMMHUHALIMIO JICKAPCTBEHHOI'O Iperapara, CKopee BCEro,
NPUBEACT K B3aUMOJICHCTBHUIO, aHAJIOTUYHOMY TOMY, KOTOPOE HAOJIIOIaeTCs P BHYTPUBCHHOM
BBCICHUU MM/Ia30J1ama, a HE [IPU PUEME BHYTPb.

Takue xe Mepsl NPENOCTOPOKHOCTH CIEAYET NMPUMEHATh M K JpyruM OCH30/Ma3erHHaM,
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KOTOpBIe MeTaboym3upytoTes u3odepmerntom CYP3A, Britodas Tpuasosiam M aimpaszonam. Jlis
OeH30/1Ma3eNMHOB, BBIBEJICHHE KOTOPBIX He 3aBMCHT oT u3odepmenta CYP3A (Temasenawm,
HUTpa3enam, Jiopas3enam), MaJOBEpOATHO KIMHUYECKH 3HAYUMOE B3aMMOJIEHCTBHE C
KIapuTpoMUIIMHOM. IIpH 0JHOBpEMEHHOM NpPUMEHEHHM KJIAPUTPOMHUIIMHA M TpHa3zoJiama
BO3MOXKHO Bo3JeicTeue Ha ITHC, Hanpumep, COHIIMBOCTL M CIIYTaHHOCTH CO3HAHMs. B cBs3M ¢
3TUM B CJIy4a€ OJHOBPEMEHHOI'O IIPUMEHEHHUsS pPEKOMEH/AYETCS CIEAUTh 3a CHMIITOMaMH
Hapywenus L{HC.

B3aumooeiicmeusn c Opyzumu nekapcmeennvimu npenapamamu

Konxuyun

Konxuuun sBisiercs cyberpatom kak usopepmenta CYP3A, tak u Oenka-nepeHocuuka P-gp.
M3BeCTHO, 4TO KIAPUTPOMHIMH U JPYTHE MAKPOIM/IbI ABIAIOTCS MHIHOMTOpaMH H30(hepMeHTa
CYP3A u P-gp. Ilpm oxHOBpeMEHHOM NPHUMEHEHHHM KIAPUTPOMHMIIMHA U KOJXMIHHA
uHrubupoBanue P-gp u/mmm m3odpepmerta CYP3A MOXKET NMPUBECTH K YCHIIEHHMIO IEHCTBUS
koiaxuuuHa. CiieflyeT KOHTPOJMpPOBAaTH pPA3BUTHE KIMHUYECKHMX CHMIITOMOB OTpaBJICHHUS
KOJIXHIIMHOM. 3aperucTpUpOBaHbl MOCTPETUCTPALIMOHHBIE COOOIICHHUS O CIIy4asX OTpPaBJICHUS
KOJIXMIIMHOM IIPDM €ro OJHOBPEMEHHOM IIpUEME C KIAPUTPOMHMLMHOM, dYalle y IalHUeHTOB
IIOXWJIOro Bo3pacTta. HekoTopble M3 ONMCAHHBIX CIy4aeB IPOUCXOAWIM Y [ALUEHTOB C
II0YEYHOH HeIocTaToyHoCcThio. Kak coolOmanock, HEKOTOpble ClOydyad 3aKaHYMBAJIUChH
JE€TaIbHbIM  MCX0JA0M. OJIHOBPEMEHHOE NPUMEHEHUE KJIAPUTPOMULMHA M  KOJIXMIIMHA
IIPOTHBOIIOKa3aHo (cM. pasnen «lIpoTuBonokazanus»).

Jlueoxcun

[Ipeanonaraercsi, 4To AMTOKCHH siBisieTcs cyocTpatoM P-gp. M3BecTHO, YTO KIapUTPOMUIIMH
unrubupyer P-gp. [lpm ogHOBpEeMEHHOM NPUMEHEHHUHM KIAPUTPOMHUIMHA M JUTOKCHHA
MHruOupoBaHue P-gp KIapUTPOMHMIIMHOM MOXET IMPUBECTH K YCHIICHHUIO JCHCTBHUS JUTOKCHHA.
O/1HOBpEMEHHBIH NPHEM JIMTOKCHHA M KJIAPUTPOMHUIIMHA TAKXKE MOXKET MPHUBECTH K MOBBIIICHUIO
CHIBOPOTOYHOHM KOHLUEHTPALMUH JAUTOKCHHA. Y HEKOTOPBIX MAllUEHTOB OTMEYATHCh KIIMHUYCCKUE
CUMIITOMBI OTDPABJICHMUS JMIOKCHHOM, BKJIIOYAs [OTEHLUUAIBHO JeTalbHble aputMuu. [lpu
OJ/IHOBPEMEHHOM NpPUEME KJIAPUTPOMHIIMHA U JIMTOKCHUHA CIIEAYeT TIIATEJIbHO KOHTPOJHUPOBATH
KOHIICHTPALIMIO IMTOKCHHA B CHIBOPOTKE KPOBH.

3uoosyoun

OzHOBpeMEHHbIN NpreM TabJIeTOK KJIAPUTPOMUILIMHA U 3UA0BYAMHA BHYTPH B3pocibivu BUY-
MHOUIMPOBAHHBIMM MMALMCHTAMU MOXCT MPUBECTH K CHMXKCHHIO PABHOBCCHOM KOHUCHTpALIMU
3M/IOBY/IMHA B I1a3M€ KpOBH. [10CKOIbKY KJIApUTPOMMIIMH MOXXET IPEHSATCTBOBATH BCACHIBAHUIO
3M/I0BY/IMHA [IPH IIPUEME BHYTPb, B3aUMOJICUCTBUS MOXHO B 3HAUMTEIILHOM CTCIICHH M30eXkKaTh,

NPUHMMAas KJIADUTPOMHULIMH U 3UJOBYJMH ¢ MHTEpBajoM B 4 yaca. [To1o6HOro B3aumoeicTBus
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He Habmoxamn y BUY-uHOUUMPOBAHHBIX JeTed, NPUHUMABIIMX JIETCKYIO CYCIEH3HUIO
KJIaPUTPOMUIIMHA C 3UAOBYAMHOM WM [UJE30KCUMHO3UHOM. [lOCKOIBKY KIIapUTPOMMIIUH
MOXET MpPEeINATCTBOBATh BCACHIBAHUIO 3UIOBYIMHA IIPU UX OJHOBPEMEHHOM IIpHEME BHYTPb Y
B3pOC/IbIX MALMEHTOB, I0J00HOE B3aUMOJAEHCTBHE BpPSI JIM BO3MOXHO IIPH [PUMEHEHUU
KJIApUTPOMMIIMHA BHYTPUBEHHO.

Denumoun u 8a1bNPoe6asi KUCI0ma

Wmerorcs  ganHble 0  B3auMojieicTBMM HMHruOuTopoB u3odepmenta CYP3A (Bxirouas
KJIADUTPOMHUIIMH) C IIperapataMy, KOTOpble He MeTabOJIM3UPYIOTCS C MOMOIIbI0 H30(hepMeHTa
CYP3A (benuroun u BanbnpoeBast Kuciorta). i JaHHBIX MPENapaTtoB MPU OAHOBPEMEHHOM
INPUMEHCHUH C  KJIAPUTPOMHUUMHOM DPEKOMEHJYETCs OIpE/IEICHHE HX ChIBOPOTOYHBIX
KOHIICHTPALMH, TaK KaK UMEIOTCS COOOIIEHHS 00 UX TTOBBIIICHUH.

/leynanpaenennoe 3aumooeiicmeue 1eKapcmeeHHbIX NPENApamos

Amasanasup

KiiaputpoMuILIMH U aTa3aHaBHUp SABJIAIOTCS Kak cyOCTpaTaMu, Tak ¥ HHIMOMTOpaMu u3ohepMeHTa
CYP3A. CymecTByeT CBH/ETEIBCTBO JIBYHAIIPABICHHOIO B3aUMOJICUCTBUS ITHX IPEIapaToB.
OnoBpemeHHOE npuMeHenHe Ki1apurpomuina (S00 mr 2 pasa B cyTku) u arasanaBupa (400 mr
| pa3 B CyTKM) MOKET MPUBECTH K ABYKPATHOMY YBEIHUCHHUIO BO3ACHCTBHUS KJIAPUTPOMHUIIMHA U
yMeHbIleHHI0 BosjeictBus  14-OH-xinaputpomunmaa Ha 70 % ¢ yBenmuyennem AUC
atasanasupa Ha 28 %. biarogaps mupokomy TepaneBTHYECKOMY AMaNa3oHy KIapUTPOMHIIMHA
YMEHBIIEHUsI €ro J03bl y IALMEHTOB C HOPMAJbHOM MOYeyHOM ¢yHKiMed He Tpedyercs. Y
MAIMEHTOB C MOYEYHON HEI0CTaTOUHOCTRIO cpeaneit crenenu TspkecTr (KK 30-60 mur/mMun) 1o3a
KJIapUTPOMULIMHA J0JDKHA ObITh yMeHblueHa Ha 50 %. YV nanuentoB ¢ KK menee 30 mu/mun
J103y KIAQPUTPOMHIIMHA CJIEIyeT CHU3UTh Ha 75 %, NpUMEHsisl /Ui 3TOr0 COOTBETCTBYIOIIYIO
JIEKapCTBEHHYIO popMy kiaputpomunmna. Kiapurpomuims B 103ax, npesbimarommx 1000 mr B
CYTKH, HEJb3sl IPUMEHATh OJIHOBPEMEHHO C MHITMOUTOpaMHU NpoTeas.

BEMKK

[Ipu oanoBpemenHoM npumeHenuu kinapurpomuumHa u BMKK, kotopeie merabonu3upyrorcs
nsopepmernrom CYP3A4 (nanpumep, BepanaMuil, aMJIOMITNH, IUITHA3EM), CIEIyeT COOI0AaTh
OCTOPOKHOCTB, IMOCKOJIbKY CYLIECTBYET PUCK BO3HHUKHOBCHHUS apTepUaIbHON runoteHsuu. [lpu
O/IHOBPEMEHHOM  INPUMCHCHUM  MOTYT  [IOBBIIIATHCS  IUIa3MEHHBIC  KOHIICHTPALUU
knaputpomuuuHa U BMKK. AprepuanbHas runoreHsus, OpaauapuTMusi ¥ JIAKTOAIM]103
BO3MOHBbI IIPX OZIHOBPEMEHHOM NpPUEME KJIAPUTPOMHUIIMHA U BEpanamMuia.

Hmpaxonazon

KnapurpoMuIIMH M UTpPaKoHA30d SBISIOTCA cyOcTparamMu M MHruOMTOpamu u3odepmeHTa

CYP3A, uto ompezensieT JBYHAIpPaBICHHOC B3aMMOJCHCTBHC MpenapaToB. KiapuTpoMHUIMH
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MOXET MOBBICHTh KOHIIEHTPAIMIO UTPAKOHA30J1a B IJIa3Me KPOBH, B TO BpPeMs KaK MTPaKOHA30.1
MOXET IMOBBICUTH IUIA3MEHHYIO KOHLEHTPALMIO KIapUTPOMHUIMHA. [laliMeHTOB, OJHOBPEMEHHO
IPUHUMAIOIIMX UTPAKOHA30J1 U KIIAPUTPOMMIIMH, CJIEAYET TIIATEILHO 00C/IeI0BaTh HA HAJIMYHME
CHMIITOMOB YCHJICHHUSl WJIM YBEJIMYEHHS UTHUTEIBHOCTH (hapMakoJorudeckux 3)(MeKToB 3TUX
[penapaTos.

Caxeunasup

KilapuTpoMHMIIMH M CakBUMHaBHp SBISIOTCS cyOcTpaTaMu M HHTHOMTOpaMH u30dhepMeHTa
CYP3A, uto ompezensieT IBYHAIPaBICHHOE B3aMMOJCHCTBHE MpenapatoB. OIHOBPEMEHHOE
npuMeHenre kiaputpomunuHa (500 Mr 2 paza B CyTKM) M CaKBMHaBMpa (B MSTKHX
KeJaTMHOBBIX Karcynax, 1200 mr 3 pasa B cyrku) y 12 370pOBBIX J0OPOBOJIBIEB BBI3LIBAIIO
yBenudenne AUC u Chax cakBuHaBHpa B 1u1a3me KpoBu Ha 177 % u 187 % coOOTBETCTBEHHO B
CpPaBHEHHMHM C IpHUEMOM cakBHHaBHpa B OTAEIbHOCTH. 3HAYCHUSI AUC U Chax KIQPUTPOMHIIMHA
ObiM npubIM3UTENLHO Ha 40 % BBIIIE, YeM NPH TEpalnHH OJHUM KIapUTPOMHUIMHOM. [Ipn
O/IHOBPEMEHHOM IIPUMEHEHUM ITHUX JBYX IIPENapaToB B TEUCHHE OIPAHMYCHHOIO BPEMEHH B
7103ax/cocTaBax, yKa3aHHBIX BBILIE, KOPPEKIHS 03bl He TpeOyercs. Pe3ynbraTel ucciie0BaHus
JIEKapCTBEHHBIX B3aMMOJEHCTBUN C TNPUMEHEHMEM CaKBUHABUPA B MSATKHX JKEJIATHHOBBIX
Karcyjaax MOTYT HE COOTBETCTBOBATh I dekram, HabIr01aeMbIM [P IPUMEHEHHH CaKBHHABUPA
B TBEPAbIX JKEIATHHOBBIX  Karcynaax. Pe3yabraThl  HCCIEAOBaHMS  JIEKAPCTBEHHBIX
B3aUMOJICCTBUM IIPU TEpaluM CAaKBHHABUPOM B OTAEIBHOCTH MOI'YT HE COOTBETCTBOBATh
s¢dexram, HabmromaeMbIM MPU TEpanuu KOMOWHALUEH cakBuHaBUp/puTOHaBUp. [lpu mpueme
CaKBMHABUPA O/IHOBPEMEHHO C PHUTOHABHPOM CJIEYEeT YUYMUTHIBATH IMOTECHIMAILHOE BIIMSHUE

PUTOHABHpPA HAa KIIApPUTPOMHUIIHH.

Oco0bie ykazanusi

JUMTenbHBIA  TpUEM  aHTHOMOTHMKOB MOXXET TNPHUBOAUTH K OOpa30BaHUIO KOJIOHHH C
YBEJIIMYEHHBIM KOJIMUYECTBOM HEYYBCTBUTEIbHBIX OakTepuit M rpudoB. [Ipm cynepundexuun
HE0OX0MMO Ha3HAYMTH COOTBETCTBYIOIIYIO TEPAITHIO.

Hasnauenue xiapuTpomMuuMHa OEpEeMEHHBIM JKEHIIMHAM  JIOJDKHO  MPOBOJMTHCS  IPH
TIIATEIBHOMN OLIEHKE COOTHOLICHHS PUCKA M T10JIb3bI, 0COOCHHO B TECYCHHE MIEPBBIX TPEX MECSIICB
OCpEMEHHOCTH.

[Ipu npumeHeHun KIAPUTPOMUIIMHA COOOIATOCH O HAPYIIEHUH (DYHKIMH NeueHH (MOBBILICHUE
AKTMBHOCTH «IIEYCHOYHbIX» (EPMEHTOB B IUIa3ME KpPOBM, TEMAaTOLCIUTIOISAPHBIA W/UIH
XOJIECTATUYECKUM renaTuT ¢ xeatyxoud win 6e3). Hapymienue GyHKUMU MEYEHU MOXKET OBbITh
TSKEJIBIM, HO OOBIUHO sBIIsICTCSt 00paTUMbIM. VIMEIOTCS Clly4au MEYCHOYHOH HEI0CTATOYHOCTH C

JICTAJIBHBIM HCXO0JI0M, I'JITAaBHBIM 06pa30M CBSA3AHHBIC C HAJIMYUCM CCPBC3HBIX CONYTCTBYHOUIUX
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3a00JI€BaHM M/WJIM O/JHOBPEMEHHBIM IIPUMEHEHHEM JPYTHX JIEKAPCTBEHHBIX cpeacTB. Ilpu
NOSIBJICHUM TIPU3HAKOB M CUMIITOMOB I'€IIAaTUTA, TAKUX KaK aHOPEKCHUs, XKeITyXa, MOTEMHEHUE
MOuYHM, 3yjl, OOJE3HEHHOCTh >KMBOTA IPU MHAJIBIAINH, HEOOXOJMMO HEMEJIEHHO NPEKPATHThH
TEPAIUIO KIIAPUTPOMULITHOM.
[lpy HamMuum XpoHMYECKMX 3a00JIEBaHMH II€UEHM HEOOXOIMMO IPOBOIUTL PETYIIAPHBIM
KOHTPOJIb aKTUBHOCTH «I1€4E€HOYHBIX» (EPMEHTOB CHIBOPOTKH KPOBH.
Ilpn seyeHMM MPaKTMYECKHM BCEMH aHTHOAKTEPUAIBHBIMH CPEACTBAMH, B TOM YHCIIE
KJIApPUTPOMHMIIMHOM, OIIMCAHBI CIIy4au MCEBJIOMEMOPaHO3HOTO KOJIUTA, TSHKECTh KOTOPOTO MOXKET
BapbUpOBATLCS OT JIETKOM [0 yrpoxarwouied >xu3Hu. [Ipu 1edeHWHM NpakTHYEeCKH BCEMHU
aHTHOAKTEepUaIbHBIMU IIPENapaTaMyd, B TOM YHC/IE KIAPUTPOMHUIIMHOM, OIMCAHBI CIydau
Clostridium difficile-acconMMPOBaHHOM JWAPEH, TSHKECTh KOTOPOH MOXET BapbUPOBATHCS OT
JIETKOM JMaped JI0 YIrpOXKaloLIero >KU3HU KOJUTa. AHTHOAKTepHalbHbIE Mpenaparbl MOTYT
M3MEHUTh HOPMaJIbHYI0 MUKPOQUIOpY KHILIEYHHKA, YTO MOXET mpuBectd K pocty Clostridium
difficile. IlceBnomemOpaHo3Hbld KOAUT, BbI3BaHHBIA Clostridium difficile, He00Xx01MMO
II0JI03pEBATh Y BCEX IMALMEHTOB, Y KOTOPBIX MOCIE MPUMEHEHHS aHTUOAKTEPUAIbHBIX CPEJICTB
pasBuiace auapes. [locie mpoBeaeHus: Kypca aHTUOMOTUKOTEPANIMKM HEOOXOIMMO TILIATEILHOE
MEIMLMHCKOe  HaOmogenue  3a  nanueHToM.  ONMCHIBAIMCH — Cllydad — PasBUTHUS
IICEBZIOMEMOPAaHO3HOI0 KOJIMTA CIIYCTs 2 Mecsla [10cIe IpueMa aHTHOMOTHKOB.
[Ipn neyenun Makponuaamu, BKJIIOYAs KIAPUTPOMULMH, HAONIOAATOCH YAJIHMHEHHE CEpACYHOM
penonspusauuu M uHTepBaga QT, yBenuuuBass pUCK pa3BUTUS CEPACYHON apUTMUHM U
XKEIyJOYKOBOM TaxuKapauu Tvma «mupysat™ (cm. pasznen «llobounoe neiictBue»). Tak kak
CIIElyIOLME CHUTYyalUMH MOTYT HPUBECTH K YBEIMUYCHHIO PHUCKA Pa3BUTHS IKEITYIOYKOBBIX
apuUTMUH (B TOM YUCIIE XKETYIOYKOBON TAXUKAPIUH TUIIA KITUPYIT»), TO:
® KJIAPUTPOMMLMH HE JIOJDKEH MPUMEHSTHCS y CIEAYIOINX KaTerOPHiA MallMeHTOB:
— y MAIMEHTOB C runokanueMueit (cM. pasaen «[IpoTuBonokasanusy»),
— Yy AIMEHTOB ¢ rurnomMaruuemMueit (cm. paszaen «[IpoTuBonokazanus»);
— OJIHOBPEMEHHOE NPUMEHEHHE KIAPUTPOMMIIMHA C ACTEMHU30JI0M, [M3AIPH/IOM,
JOMIIEPHJIOHOM, TMHUMO3HMAOM M  TeppEeHaAMHOM NPOTHUBOINOKA3aHO (CM.  pasjen
«ITpoTnBonoKazanus»);
— Yy TALMEHTOB C BPOXJICHHBIM WIIM TPUOOPETEHHBIM 3apErUCTPUPOBAHHBIM YUTHHECHHEM
uarepBata QT wuiaM HanMuMeMm HKENTy/IOYKOBOM apuUTMHU B aHamHe3e (CM. pasjen
«IIpoTnBONOKa3aHus»);
. KJIAPUTPOMULIMH JIOJDKCH MPUMCHSTHCS C OCTOPOXKHOCTBIO y CICAYIOIIMX KaTEropuid
MalMCHTOB:

— y mnauueHtoB ¢ HWBC, T1sxeno cepacyHOM HEIOCTAaTOYHOCTBIO, HAPYILICHUSAMU
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IIPOBOAMMOCTH MJIM KIIMHUYECKH 3HAYUMOM OpaIuKap/Iueii;
— Y TMalMEHTOB, OJHOBPEMEHHO IPMHUMAIOUIMX JIPYTHME JIEKApCTBEHHBIE IIperaparsl,
CBsi3aHHbIE C yanuHenueM wuHtepBana QT (cMm. pasgen «BsaumopeicTBue ¢ Jpyrumu
JIEKAPCTBEHHBIMU IPENapaTamMmu»).
B xo0/1¢ 51MM1eMHOIOrMYECKUX UCCIIEJOBAHHIMA 110 U3YUCHHUIO PUCKa HEOIarompUsTHBIX CEpIEYHO-
COCYJIUCTBIX HCXOJIOB IIPM IPUMEHEHMHM MAKpOJIMJIOB OBLIM IOJYYEHbl HEOHO3HAYHBIC
pe3ynbTaThl. B HEKOTOpBIX HAOMIOAATENIbHBIX HCCIEIOBAHUAX OBLI YCTAHOBJIEH —PpEIKUM
KPaTKOBPEMEHHBIM PHUCK Pa3BUTUSl apUTMHUM, MHGbApKTa MHOKapJa ¥ CMEPTH OT Cep/e4HO-
COCYIMCTBIX 3a00JIEBaHHM, CBA3AHHBIX C IPUMEHEHHEM MaKpPOJIMIOB, BKIIOYAs KIAPUTPOMMUIIHH.
[Ipy HasHayeHMM KIAPUTPOMHLMHA CIIEYeT COOTHOCHUTDH IPEAIOJIaraeMyro MoJb3y OT IpHeMa
npenapara ¢ JaHHbIMUA PUCKAMHU.
B0o3MOXHO pa3sBUTHE IEPEKPECTHOM pPE3UCTEHTHOCTH K KIAPUTPOMHULMHY W JIPYrHM
AaHTHOMOTUKAM TPYIIIBI MAKPOJIUJIOB, a TAKKE JIMHKOMHIIMHY U KIIHHIAMHIIAHY.
YuuTeiBasg pacTyulyld PE3HCTEHTHOCTb Streptococcus pneumoniae K MaKpOJIUAaM, BaKHO
IPOBOJIUTH TECTUPOBAHME YYBCTBUTEIBHOCTU [P HA3HAYEHUU KIAPUTPOMMIIMHA IMAllUEHTaM C
BHEOOJIBHUYHON IHEeBMOHHMEH. [Ipy rocnuTanbHOW NHEBMOHHM KIIAPUTPOMHUIMH  ClIEIyeT
IPUMEHATh B KOMOMHALIMH C COOTBETCTBYIOIIMMHU aHTHOMOTHKAMH.
Mudexunn Koy U MATKUX TKaHEH Jerkod U cpeiHel CTENeHH TSHKECTH Yallle BCEro BhI3BAHbBI
Staphylococcus aureus wu Streptococcus pyogenes. Ilpu 3tom 00a BO30yaUTENs MOTYT OBITH
yCTOWUMBBI K Makpoiuaam. [103ToMy BaKHO IPOBOIUTH TECT HA YYBCTBUTEILHOCTb.
Makponubl MOXHO NPUMEHSTh NpH MH(EKUUsX, BbI3BaHHBIX Corynebacterium minutissimum,
3a00JIeBaHUAX KOXHM (YIpH ByJIbrapHbIE W pOXKa), a TAKKE B TEX CHUTYAMsSX, KOTIJa HENb3s
IPUMEHSATH EHULIUIUINH.
B ciydae nosiBiieHHs! OCTPBIX PEAaKLMi TMIEPYYBCTBUTEIBLHOCTH, TAKMX KaK aHadUIIaKTHYeCKast
PEaKIHs, CEPbE3HBIE KOXKHBIEC HEXKEIATEIbHbIE PEaKIMU (HapUMep, OCTPbIN reHepaIu30BaHHbIN
9K3aHTEMAaTO3HBIM IMycTyne3), cuHapoMm CrtuBeHca-/[KOHCOHA, TOKCHYECKUH SMUAepMaTbHBINA
HEKPOJIM3 M JIEKApCTBEHHAs ChIllb C 303MHOGMIMe u cuctemHon cumnromarukoit (DRESS-
CHUHJPOM) HEoOXOAMMO cpa3y K€ NpPeKpaTuTh MpPUEM KIAPUTPOMHUIIMHA M  HA4aTh
COOTBETCTBYIOILYIO TEPAITUIO.
B cayyae OQHOBPEMECHHOTO TMPUMEHCHHMS C BapapvMHOM WIM JPYTUMHU  HEIPAMBIMU
AHTUKOAryJITHTaMU Heo6xouMo koHTpoaupoBats MHO u nmpoTpoMOuHOBOE Bpemst (CM. pasjiel
«B3aumopencTBHE C APYrMMU JICKAPCTBEHHBIMU IpENapaTaMmu»).
Cneayer co0moaare OCTOPOXKHOCTh MPU OJHOBPEMCHHOM IPUMCHCHHM KIAPUTPOMHUIMHA C
NICPOPaAIbHBIMU AHTHUKOATYJISHTAMH NPSMOIro JICHCTBUS, TAKUMHU Kak Jlaburarpas, puBapokcabaH

U ananaGaH, 0COOCHHO Yy NAalIUCHTOB C BBICOKMM PHUCKOM Pa3BUTUA KPOBOTCUCHUSA (CM. pa3aciibl
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«C 0CTOPOXKHOCTBIO» U «B3auMOJISHCTBHE C IPYTHUMH JIEKapPCTBEHHBIMU CPEIACTBAMUN).

Biusinue Ha cnocoOHOCTH YupaBJisiTb TPAHCIIOPTHBIMHU CPEACTBAMUA, MECXaHU3MaAMH
[laHHBIC OTHOCHUTCIIbHO BJIMAHUSA KIIADUTPOMHIINHA HaA CIIOCOOHOCTH YHpPaBJisiTb TPAHCIIOPTHBIMHU
CpeICTBAMH, MEXaHU3MaMH OTCYTCTBYIOT.

CnenyeT co0M0/1aTh OCTOPOXKHOCTb IIpU  YIPaABJICHUH  TPAHCIIOPTHBIMHU  CpE€ACTBAMU,
MCXaHHU3MaMH, Y4YUTBIBass INOTCHIUAIBHYIO BO3MOXHOCTb TOJIOBOKPYXCHHS, BEPTHUIO,
CIIYTAHHOCTH CO3HAaHUS W JAC€30PHUCHTALIMH, KOTOPBIE MOIYT BO3HHUKHYTH I[IpU IIPUMCHCHUU

JIAaHHOTO TIperapara.

®opma BbIIIyCKA

Tabnerku, NOKPBITHIC TUIEHOYHOU 0001049K0M, 250 Mr, 500 Mmr.

Ilo 7 rtabnerok B Ommcrepe u3 komOuHupoBaHHOTro Marepwia [IBX/TIBIAX u  donbru
AJIIOMUHUEBOM.

Ilo 2 6aucTepa BMecTe ¢ MHCTPYKIMEH 0 IPUMEHEHHIO TOMEIIAIOT B [IAYKy KaPTOHHYIO.

YcioBust XxpaHeHus
IIpu Temneparype He Bbie 25 °C, B OpUrHHAJILHOH yIIakoBKe (OucTep).

XpaHUTB B HEOCTYIIHOM JUIs I€Tei MecTe.

Cpok roanocTu
5 ner.

He npuMeHsTs penapar 1o UCTEYSHUH CPOKA FOJHOCTH.

YcioBusi oTnycka

OTnyckaroT Mo peuenry.
HanmeHnoBaHue OpPHINYECKOr0 JIMIA, HA HMS KOTOPOr0 BBbIIAHO PEruCTPALHOHHOE
yAOCTOBEpEHHUE, a/ipec

AO «KPKA, 1.1., HoBo mecton, IlImapsenika necra 6, 8501 Hoso mecto, CroBenus

IlpousBoauTenn

AO «KPKA, 1.1., HoBo mecton, llImapsemnika necra 6, 8501 HoBo mecto, CnoBeHus
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HaumeHoBaHue U ajipec OpraHu3anuu, NPUHUMAKOLIEH MPeTeH3UN NoTpeduTe el
000 «KPKA-PYC», 125212, r. Mockga, ['osoBuHCKOE 1I0CCE, JI0M 5, KOpItyc |
Ten.: (495) 981-10-95, daxc: (495) 981-10-91

[IpencraButens GupMbl (/> A/‘\ Tamkosuu T. B.
OO
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