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COTJACUBARC

MHCTPYKLMA
110 MEJJMIITMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O ITPEIIAPATA

Kaa6akc®

Perucrpannonnsiii Homep: [T N012083/01

ToproBoe HanmenoBanne: Kiabakc®

MesxaynapoaHoe HeaTeHTOBAHHOE HJIM IPYNIIHPOBOYHOE HAHMEHOBAHHE:
KJIQPUTPOMHUIIHH.

JlekapcTBeHHasi popma: TabIETKH, HOKPHITBIE IUIEHOYHOM 000I0YKOM.

Cocras:

Tabnemku 250 m2:

Henicmsyowee sewyecmeo. KapuTpoMuImH 250 mr.

Bcnomozamenvuvle 6ewyecmea: 1eimono3a MUKpokpuctaummyeckas 101,5 mr, nosunon (PVP
K-30) 17,5 mr, maraus creapat 6,5 Mr, creapuHoBast KMcja0Ta 11 Mr, TaJbK OYMIIEHHBIH 7 MT,
KPEMHHs! THOKCH]I KOJUIOMAHBIH 6 Mr, Kpockapmeuto3a Hatpus (Ac-Di-Sol) 30,5 mr.
IInenounas obonrouxa: runpomeriosa 15 mr, runpososa 1,5 Mr, IpONUIEHIIMKOb 3 MT,
copburana Monoosear 1,25 Mr, TuTana aquokcua 1,77 mr, 1ak XuHOIUHOBEIH sxenThi (CI N
47005) 0,071 mr, Banuiaus 1,77 Mr, TalbK OYHIIEHHBIH 1,25 Mr.

Tabnemku 500 me:

Heuicmeyrowee sewjecmeo. knaputpoMurud 500 mr.

Bcnomozamenvuvle 6euyecmsa: 1eII0103a MUKpokprcTandeckas 203 mr, nosuao (PVP
K-30) 35 mr, marHus cteapar 13 Mr, cTeapuHOBast KUCI0Ta 22 MT, TaJbK OYMIIEHHbIHA 14 MT,
KPEMHHs JJMOKCH/I KOJUIOMAHBIA 12 Mr, kpockapmeruio3a Hatpus (Ac-Di-Sol) 61 mr.
IInenounan obonouxa: runpomerniosa 28,85 mr, rumposiosa 2,89 Mr, NPONKIEHIIMKOB q.S.,
copbuTaHa MOHOOJIEaT 2,4 MT, THTaHa JUOKCH/ 3,4 MT, JIaK XHHOJIMHOBBIH x)enThii (CI N
47005) 0,13 mr, BaHWIHH 3,4 MT, TalbK OYMIIEHHBINA 2,4 MT.

Yepuuna g Haanucu: yepHsle yepHiuia (Onakox S-1-27794) 0,18 %.

CocraB yepHun i Haamucu Onakox S-1-27794:
IeJIaK ria3supoBanueli — 47,5 % B IMS 74 OP 59,42 %, xene3a okcun yepubiit CI 77499, E
172 24,65 %, Bona ouniuenHas 3,25 %, ciupt N-Oytuiiossii 9,75 %, IMS 74 OP 1,08 %,

IPOIHJIEHITIMKOIb 1,3 %, n3onponunoserii cnupt 0,55 %



Onucanne

Tabnemku 250 m2: cBETIO-XENThIE IBOSKOBBITYKIIbIE OBAILHON (POPMBI TabIETKH, HOKPHITHIE
IJICHOYHOM 0007104K0H ¢ Haanuchio «CXT 250» YyepHbIMH YepHUIIAMH Ha OJJHOH CTOPOHE.
Tabnemxu 500 m2: cBeTO-XKeNThle ABOSKOBBITYKIIbIE OBAILHON (OPMBI TaOIETKH, MOKPHITHIE
IJICHOYHOM 0001104K0M ¢ Haanuckto «CXT 500» yepHbIMH YEPHUIIAMH Ha OJJHOM CTOPOHE.
®apmakoTepaneBTHYeCKasi FTPYNNAa: aHTHOUOTHK, MAKPOJIHL.

Koa ATX: JO1FAO09.

PapmakoIHHAMHKA:

DapmMakoOuUHamuKka

KnapuTpoMuLys  SIBISI€TCS MOMYCHHTETHYECKHMM aHTHOMOTHKOM TIPYIIbl MAaKpOIMIOB M
OKa3blBAae€T aHTHOAaKTepHalbHOE JeHcTBHE, B3auMozeiicTBys ¢ S50S  pubocoMantbHOM
cyObeMHHMIIEH U TTO1aBIsAs CHHTe3 Oelika OaKTepuil, 4yBCTBUTEIBHBIX K HEMY.

KyapuTpOMHIIMH HpPOJEMOHCTPUPOBA BBICOKYIO aKTHBHOCTH i1 Vitro B OTHOLIEHHH, KaK
CTaHJapTHBIX J1a0OPAaTOPHBIX IMITAMMOB OaKTepuil, TaK M BbIIECIEHHBIX Y OOJBHBIX B XOJ€
KJIMHUYECKOU TPAaKTUKH. [IposABIIsSeT BHICOKYIO aKTUBHOCTh B OTHOIICHHH MHOTHX a’pOOHBIX U
aHa’pOOHBIX IPAMIIOJIOKUTEIBHBIX H IPAaMOTPHLATEIBHBIX MHKPOOPTaHHU3MOB. MUHHUMAaITbHBIE
nonapisromue KouueHrpauuu (MIIK) xiaputpomMunmua 1 GONBIIMHCTBA BO30YyaUTENEH
Menbine, yeM MIIK spurpoMunuza B cpenem Ha oaHo logs passenenue.

KiiapuTpoMHLMH in vitro BHICOKOAKTHBEH B OTHOIUeHHH Legionella pneumophila, Mycoplasma
pneumoniae. Oxa3biBaeT OaKTepUIUIHOE NeUCTBUE B oTHOIeHUH Helicobacter pylori, nannas
AKTHBHOCTB KJIApUTPOMHMIIMHA BBIIIE IIPH HEUTpaIbHOM pH, yeM mpu Kucjom.

Kpome Toro, nanHsle in vitro W in vivo yka3bIBalOT Ha TO, YTO KJIAPUTPOMHIMH JIEHCTBYET Ha
KJIMHUYECKH 3HaYUMble BUJBI MUKoOakTepuil. Enterobacteriaceae n Pseudomonas spp., Taxxe
KaK ® Jpyrue, He (QEepMEHTHpYIOIIUE JaKTo3y TIpaMOTpHUIaTebHble OaKkTepUH, He
YyBCTBUTEIbHBI K KIIAPUTPOMHUIIMHY.

AKTUBHOCTh KJIAPUTPOMHILIMHA B OTHOLIEHHH OOJIBINMHCTBA IITAMMOB IEPEYMCIECHHBIX HHXKE
MHKPOOPraHU3MOB JI0Ka3aHa KakK in Vitro, Tak U B KJIMHUYECKOH MpaKTHUKe MpH 3a00JI€BaHHSIX,
NIEPEYHCIIEHHBIX B pasjeine «[loka3zaHust K MpUMEHEHHIO».

A>spoOHEIe rpaMIIOJIOXKHUTEIBHBIC MUKPOOPraHU3MbL

Staphylococcus aureus
Streptococcus pneumoniae
Streptococcus pyogenes
Listeria monocytogenes

AbspoOHEBIE rpaMOTpHUIATCIBHBIC MUKPOOPraHUu3Mbl

Haemophilus influenzae



Haemophilus parainfluenzae
Moraxella catarrhalis
Neisseria gonorrhoeae
Legionella pneumophila

pyrue MHUKPOOPIraHHUu3MbI

Mycoplasma pneumoniae
Chlamydia pneumoniae (TWAR)

Mukobakrepuu

Mycobacterium leprae

Mycobacterium kansasii

Mycobacterium chelonae

Mycobacterium fortuitum

Mycobacterium avium complex (MAC) — xoMIuieke, BKItoyarommii: Mycobacterium avium,
Mycobacterium intracellulare

[Ipoaykuus Geta-1akTamMasbl He OKa3bIBAaeT BIUSHHS Ha aKTHBHOCTH KJIADHTPOMHIIMHA.

BOJbIIMHCTBO ITaMMOB CTAQHIOKOKKOB, PE3UCTEHTHBIX K METHUMUIMHY M OKCAIMILTHHY,

00J1a1a10T YCTOHYMBOCTBIO U K KJIAPUTPOMHIIMHY.

Helicobacter pylori

HyscreuTensHOCTh H.pylori k KIapuTpoMHIIMHY H3ydanach Ha u30JsaTax H.pylori, BblieIeHHbBIX
or 104 nanmeHTOB, 10 Hayaja TepalmWH MpermapatoM. Y 4 IalMeHTOB ObUIH BbIICICHBI
PE3UCTEHTHBIE K KIAPUTPOMUIMHY IwITaMMbl H.pylori, y 2-X - IMITaMMbl C yMEPEHHOMH
PE3UCTEHTHOCTBIO, Y OCTaIbHBIX 98 manueHToB M30yaThl H.pylori ObUIM 4YyBCTBUTEIBHBI K
KJIapUTPOMHUIIUHY.

KinaputpoMuiH oOka3bpIBaeT NeHCTBHE in Vitro W B OTHOINEHMM OOJBIIMHCTBA IITAMMOB
CIIEYIOIMX MHKPOOPraHu3MoB (OAHaKo 0e30macHOCTh M 3P PEKTHBHOCTH HCIOJIb30BaHMS
KJIapUTPOMHIIMHA B KJIMHHMYECKOM  NPAaKTHKE HE  TOATBEPXKJICHA  KIMHHYECKUMH
HCCJIEIOBAHUSAMH, H IIPAKTHYECKOE 3HAYEHHE OCTAETCS HESICHBIM):

A3poOHBIE IPaMIT0JI0KUTEILHEIE MHKPOOPIraHHU3MbI

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

A3poOHEIE rpaMOTpHUIATCIIBHBIE MUKPOOPIaHU3MBbIL

Bordetella pertussis
Pasteurella multocida

AHa’poOHbIe IPaAMIIOIOKHUTEILHEIE MHUKPOOPraHHu3MbI




Clostridium perfringens
Peptococcus niger
Propionibacterium acnes

AHa’poOHBIE I'PAMOTPHIIATEILHEIE MHUKPOOPraHHu3Mbl

Bacteroides melaninogenicus
CroupoxeTsl

Borrelia burgdorferi
Treponema pallidum

Kamnomiobakrepuu

Campilobacter jejuni

OcHOBHBIM ~ MeTabOJMTOM  KJIApUTPOMHIIMHA B  OpraHu3Me  4YejoBeKa  SBJISETCS
MHKpPOOHMOJIOTMYECKH  aKTUBHBIK ~ Merabonut  14-ruapokcukiaputpomuiud  (14-OH-
KJIApUTPOMHLIUH). MuKkpoOuonoruyeckass akTHBHOCTh MeTa0OIMTa Takas e, KaK Yy HCXOJIHOTO
coeiuHeHus, wid B 1-2 pasa ciabee B OTHOUIEHWH OOJBIIMHCTBA MHKPOOPraHHU3MOB.
Hckmouenne cocrasnsetr H.influenzae, B OTHOIIEHUH KOTOPOH 3G (PEKTHBHOCTh MeTaboIMTa B
JABa pasa Bblme. McxoaHoe coeiMHeHHE W €ro OCHOBHOW MeTa0OJHMT OKa3bIBAIOT JIHOO
aJUIMTUBHBIHA, 100 cuHepruueckuit s3¢pdexr B otHomenuu H.influenzae B yCIOBHSX in Vitro v in
ViVo B 3aBUCHMOCTH OT IITaMMa OaKTepuii.

TecT Ha YYBCTBUTENBHOCTH

KonuyecTBeHHBIE METOBI, TpeOYIOIHE M3MEPEHUSI JHaMeTpa 30HbI MOJABICHHUS POCTa, JAIOT
HauboJlee TOYHBIE OLEHKH YyBCTBHTEIBHOCTH OAaKTEpHUil K aHTUMHKPOOHBIM mpenapataM. OjHa
U3 DPEKOMEHAYEMBIX METOAMK JUI OINpeAeTICHUs YyBCTBHTEIBHOCTH HCIOJb3YeT IHUCKH,
UMIIDETHUPOBaHHbIE 15 MKI KJIapuTpoMHUIMHA (aucKo-nuddy3nonHsnii meton Kupou-bayspa);
[IPM MHTEPIpPETAlHH TeCTa JAMaMETPbl 30H NOJABJIEHUS POCTa KOPPEIHPYIOT CO 3HAUYCHHSAMH
MIIK xnaputpomunusa. 3nadenuss MIIK onpenensrorcss MeTo1oM pasBeieHUs B OYJIbOHE WK B
arape.

Ilpn ucnonb30BaHMM 3TUX METOAMK, OTYET M3 JAaOOpaTOpPHH O TOM, YTO INTAMM SIBISETCS
«4yBCTBHTEJIbHBIM», YKa3bIBa€T Ha TO, YTO BO30yauTenb MH(EKIUH, BEPOSTHO, OTBETHT Ha
nevyenue. OTBET «PE3UCTEHTHBIA» yKa3bIBAaeT Ha TO, YTO BO30YyIUTE]b, BO3MOXHO, HE OTBETHT
Ha JieueHue. OTBET «IIpOMEXYTOYHAsE YyBCTBUTEIBHOCTH) IPEAIOJIAraeT, YTo TepaneBTHYECKHUI
ekt mpemapata MoxeT OBITH HEOJHO3HAYEH WK MHKPOOPraHM3M MOXKET OKa3aThCs
YYBCTBUTEILHBIM IIPH HCIIOJIB30BaHUM Oojiee BBICOKUX 103 mpemnapata. ([Ipomexyrounas
YyBCTBHTEIBHOCTh TAK)KE HA3bIBACTCS KYMEPEHHON YyBCTBHTEIBHOCTBIOY).

DapMaKoKuHemuKka

BcacrpiBanue



[Ipenapar nerko u OBICTPO BCachIBaeTCsi B JKEIYJAOYHO-KHIIEYHOM TpakTe. AOCOTIOTHAs
OuonoctynHocTs coctaBiasieT okono 50 %. Ilpm MHOrokpaTHOM mpueme J03blI IIpernapara
KyMYJISIIIMM TIPAKTUYECKU He 00HApY)KEHO, U XapakTep MeTaboJM3Ma B OpraHu3Me 4ejoBeKa He
u3MeHsica. IIpHeM ImMINM HENOoCpeICTBEHHO Iepel IpHEeMOM Ipernapara yBeJIWYHBall
OMOIOCTYIHOCTh Ipenapara B cpeqHeM Ha 25 %. B 1enom, 3To MOBBIIIEHHE HE3HAYMTEILHO H
JIOJDKHO HMETh HEOOJBIIYI0 KIMHUYECKYIO 3HAaYUMOCTh MpPH PEKOMEHIYEeMBIX peXHMax
J103upoBaHus. TakuM 00pa3oM, KJIapUTPOMHMIUH MOXXET IMPUMEHSATHCS HE3aBUCHMO OT IpHEMa
TTHIIH.

Pacnpenenenue, MeTaboIu3M U BBIBEICHHUEC

In vitro

HccnenoBanus in vitro mokasaiy, 4To KJIApUTPOMHIIUH CBS3bIBAaETCs ¢ OEJIKaMHM IU1a3Mbl KPOBH
Ha 70 % B xoHueHnTpauuu ot 0,45 1o 4,5 mxr/mi. [Ipu koHueHnTparuu 45,0 MKI/MJI CBSI3bIBAHHE
cHIKaetcs 10 41 %, BeposSTHO, B pe3yJIbTaTe HACHIIEHHS MECT CBS3bIBaHHs. JTO HAOII0AaeTCs
TOJIBKO IIPH KOHLIEHTPALMSIX, MHOTOKPATHO MPEBBILIAIOIINX TEPANIEBTHYECKYIO.

Invivo

HccnenoBanus in vivo Ha )KMBOTHBIX IOKa3ald, YTO KJIAPHUTPOMHIMH MPUCYTCTBYET BO BCEX
TKaHsX, 32 UCKJIFOYEHHUEM LICHTPAJIbHONH HEPBHOM CUCTEMBI, B KOHIIEHTPAIUSIX, B HECKOJIBKO pa3
NpeBbIIAIOIMX IIa3MeHHble. Haubonee Bbicokue koHuentpanuu (B 10-20 pa3 Bbime
IUIa3MEHHBIX ) 0OHAPY)KUBATHCH B IE€YECHH M JICTKHX.

300posvle

IIpn Ha3HaYeHUH KIApUTPOMHUIMHA B 103€ 250 Mr 2 pa3za B CyTKH MaKCHMaJlbHasi PaBHOBECHAs
KOHUEHTpaUUs! (Cmax) KIapuTpoMuiHa ¥ 14-OH-ki1apuTpoMHIIMHA B IUIa3Me JOCTHIaIach
yepe3 2-3 qHA U cocTaBsia 1 MKr/mMi 1 0,6 MKI/MJI coOTBEeTCTBeHHO. [lepro1 10o1yBbIBE IEHUS
(T12) xIapUTpPOMHUIIMHA M €ro OCHOBHOrO MeTaboIWTa COCTaBMA 3-4 uyaca W 5-6 yacoB
COOTBETCTBEHHO.

IIpy HasHayeHnu kiaaputpoMunuHa B 103e 500 Mr 2 paza B cyTKH Cmax KJIAPUTPOMHIMHA U 14-
OH-knapuTpoMHuIIMHa B IU1a3Me JOCTUTANach Mocie mpueMa S5-oit 103sl. [locie npuema 5-oi u
7-0# 1103bl, Cmax K1apuTpoMHLUHA U 14-OH-K1apuTpOMHIINHA B IJ1a3Me COCTABHJIA B CPEIHEM
2,7 — 2,9 mxr/mn u 0,88 - 0,83 Mxr/mia coorBeTcTBeHHO. Ti2 KIapUTPOMHIMHA H €r0
OCHOBHOT0 MeTabouTa coctaBmI 4,5 - 4,8 yaca u 6,9-8,7 yaca COOTBETCTBEHHO.

Cmax 14-OH-Kk1apuTpoMHIIMHA HEe YBEIMYHBAIACH MPOMOPIMOHAIBHO J103€ KIAPUTPOMHUIIMHA, B
TO BPEMSsI KaK IEPUO/I TI0JIyBBIBEICHUS KaK KJIADUTPOMHIIMHA, TaK U €r0 THIPOKCHIHPOBAHHOTO
MeTabO0JIUTa UMEJT TeHICHIIHIO K YBEJTHYEHHUIO C MOBBIIIEHUEM JI03bI.

Takas HenuHelHas ¢dapMakOKMHETHKA KIAPUTPOMUIMHA B COYETAHMH C YMEHBIIEHHEM
oOpaszoBanus 14-rupOKCHIMPOBAHHBIX M N-J€METHIMPOBAHHBIX IMPOIYKTOB IPH BBICOKHMX
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J103aX yKa3bIBaeT Ha HEJIMHEHHBI MeTab0IM3M KIapUTPOMHIIMHA, KOTOPBIH CTaHOBUTCS Oolee
BBIPAKEHHBIM IIPH BBICOKHX J103aX.

[Toukamu BeIBOAMTCS 0K0JIO 37,9 % mociie nepopalbHOro NpuemMa KIapuTpOMHIIMHA B 103e 250
Mr # 46,0 % nocne npuema Ki1apuTpoMuigHa B 103e 1200 Mr; KHIIEYHUKOM BBIBOJUTCS OKOJIO
40,2 % un 29,1 % (Bxi1rouyast UCOBITYEMOTO JIMIIb C OJHOM MpobOo# kana, comepxkameit 14,1 %)
COOTBETCTBEHHO.

Ilayuenmuol

Knapurpomunud u ero merabomut 14-OH-knapuTpoMuIuH ObICTPO HMPOHUKAIOT B TKAaHH H
KHMJKOCTH opraHusMa. VIMeroTcs orpaHHYeHHblE TaHHbIE, CBHJETEJILCTBYIOIIHE O TOM, YTO
KOHLIEHTpALUs KJIAPUTPOMHIIMHA B 1epeOpOCITUHATBHOM KUIKOCTH MPU MEPOPATHLHOM MpHEMe
HE3HauuTelbHa (T.e. TOJIBKO 1-2 % OT KOHLEHTpAlMH B CBIBOPOTKE KPOBH IPU HOPMAIbHOM
IPOHUIIAEMOCTH remarosHuedanuyeckoro Oapbepa). KoHueHTpamuss B TKaHSIX OOBIMHO B
HECKOJIBKO pa3 BBILIE, YEM B CHIBOPOTKE KPOBH.

B Tabaune IIPUBEACHBI IPUMEPDLI TKAHEBBIX U CBIBOPOTOYHBIX KOHHCHTpaIII/Iﬁi

Konnentparuu (250 mr kaxasie 12 gacoB)

Bun tkanu . TxaneBsble (MKI/T) ChIBOpOTOYHBIE (MKT/MJT)
MHUHJaTHHBI 1,6 0,8

‘ Jlerkue 8,8 157

Hapywenus gpyukyuu nevyenu

VYV nanMeHTOB €O cpeaHeH M TSKENIOH CTeNeHbI HapylmleHHs QYHKIHH I[€Y4eHH, HO C
COXpaHEHHOH (QyHKIHeH IMoYeK KOPPEKIHs J03bl KIIApUTPOMHIINHA He TpeOyeTcs. PaBHoBecHas
KOHILIEHTpAllUsl B IUIa3M€ KPOBH M CHCTEMHBIH KIMPEHC KIAapUTPOMHIMHA HE OTIHYAIOTCA Y
OOJIBHBIX JAHHOW TIPYNIBI M 3J0pPOBBIX MAaIMEHTOB. PaBHOBecHas KoHieHTpamus 14-OH-
KJIapUTPOMHIIMHA Y JIIOJEH C HapyLIeHUsIMH QYHKIIUHU NT€YEeHH HUXKE, YeM Y 37I0POBBIX.

Hapywenue ¢ynxyuu novex

IIpn Hapymenun QyHKIMHU 1OoYeK YBeTHUUBAOTCS Cmax U MUHUMaTbHAS KOHIEHTPAHUS (Cmin)
KJIAapUTPOMHMIIMHA B  IUIa3M€  KPOBHM, IEPUOA  IOJYBBIBEJEHHS,  IUIOMIAAb  IIOJ
(bapmakokuHeTHYeCKOH KpuBOH “KoHUeHTpauus - BpeMs~ (AUC) KIapuTpOMHIMHA H €ro
Metabomuta 14-OH-knaputpomunmaa. KoHCTaHTa 53IMMHMHANUM M BBEIBEJECHHE ITOYKAMH
yMeHpatoTcs. CTeneHb HM3MEHEHHH 3THX IApaMeTpOB 3aBHCHT OT CTEICHH HapylICHHs
(GYHKIIMHU TOYEK.

Ilayuenmul nodxxcuno2o o3pacma

VY naumeHToB MOXMIIOro Bo3pacTa KOHIEHTpALUs KJIapUTPOMHIIHHA U ero MeTabosuTa 14-OH-
KJIapUTPOMHUIIMHA B KPOBU ObLIA BBHIINE, a BBIBEJCHHE MEIJICHHEE, YeM Yy TPYIIIBI MOJOBIX

mozaer. OAHako mociae KOPPEeKIHMH C Y4eTOM I0YE€YHOro KJIMpeHca KpeaTHHHHA He OBbLIO
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oMMl B o0eux rpynmnax. Takum oOpa3oM, OCHOBHOE BIIMSHHE Ha (papMaKOKMHETHYECKHE
IapaMeTphl KJIapUTPOMHILIMHA OKa3bIBaeT QyHKIHs [OYEK, a He BO3PACT.

Ilayuenmui ¢ Muko6a1<mepua'lbubz.uu qu)ekuu}ZMu

PaBHOBeCHBIE KOHLIEHTpaUuH KiapuTpoMunHa u 14-OH-knaputpomuiiuaa y 6obHbeix ¢ BUY-
MHEKIHEN, N0Ty4aBIIMX KJIAPUTPOMHUIUH B 0OBIMHBIX J03aX (500 Mr 1Ba pasa B CYTKH), ObLIH
CXOJHBIMH C TAKOBBIMH Y 3J0pOBBIX JroAed. OIHAaKO NpH NMPUMEHEHHUH KIAPUTPOMHUIIMHA B
0ojiee BBICOKHX J103aX, KOTOPbIE MOTYT MOTpeOOBaThCs IS JICUYEHHS MHKOOAKTEPHATbHBIX
MHQEKIMH, KOHLEHTPALMH AaHTHOMOTHKA MOTYT 3HAYMTEIBHO MPEBHINATH OOBIYHBIE. Y
OonbHeIX ¢ BUY-nndexnuuneit, npuHUMaBIINX KIapuTpoMHIMH B g03e 1000 mr/cyt mmm 2000
MI/CYT B JIBa IpUeMa, paBHOBECHbIE 3HAUYeHUSA Cmax OOBIYHO COCTABIISUIH 2 — 4 MKI/MJI U 5 —
10 MKr/mi cooTBeTcTBeHHO. [Ipn npuMeHeHHH Tpenapara B 6oJiee BBICOKHMX J103aX 0TMEYanoch
YUIMHCHHE TI€PHOJa IIOJIYBBIBEJEHHsS I10 CPABHEHHIO C TaKOBBIM Y 3J0POBBIX JIFOICH,
MOJTy4aBIIUX KJIAPUTPOMHMLHUH B OOBIUHBIX J03aX. [lOBBIIEHHE KOHIEHTPALMH B IUIa3ME U
YITMHEHHE TIEPUOJIa IOTYyBBIBECHUS NPH MPUMEHEHUH KIApUTPOMHIIMHA B 0OJiee BBICOKHMX
J103aX CBS3aHO C HEJIMHEHHOH (hapMaKOKHHETHKO# Mpemnapara.

Kombunuposannoe nevenue ¢ omenpazoiom

Knaputpomuiun, o 500 Mr 3 pasa B CyTKH, B KOMOHHAIIMH C OMENpas3oJioM B 103e 40 Mr/cyTku
crocobctByer yBenuueHuto Tiz m AUCo24 omempasona. Y BceX INAMEHTOB, I0JTy4aBIIMX
KOMOMHHMPOBAHHYIO TEpaIHIO, B CPAaBHEHHH C IOJYyYaBUIMMH OJUH OMEIpa30Jl, HaOIH01aI0Ch
nosbliuenue Ha 89 % AUCo24 1 Ha 34 % T 12 omenpasona. ¥V xinaputpoMuiHHA Cmax, Crmin,
AUC-s yBeIn4HBaINCh, COOTBETCTBEHHO, Ha 10 %, 27 % u 15 % 10 CpaBHEHMIO C JaHHBIMH,
KOrjJla NMPHMEHSJICS TOJIKO KJIapUTPOMHMUMH Oe3 omemnpasosa. B paBHOBECHOM COCTOSHHMH
KOHIIEHTPAllHK KJIAPUTPOMHIIMHA B CIM3HCTOH JKelyJIKa uepe3 6 4 mocie mpuema B TpyIIe,
0JTy4YaBUIed KOMOMHAIMIO, B 25 pa3 MPEeBOCXOIUIH TAaKOBBIE M0 CPABHEHHUIO C MOJIYYaBIIMMH
OJIMH KJIapuTpOMHUIMH. KOHIIEHTpaluy KJIapUTPOMHIMHA B TKAHSAX JKeTyaKa 4epe3 6 4 mocie
npuemMa 2-X IpenapaTtoB B 2 pa3a INPEBBINAIN JaHHbIE, MMOJy4YEHHbIE B IPYIIE NAlMEHTOB,
NOJTy4aBIIUX OJIUH KJIAPUTPOMHIIUH.

IToxa3aHusi K NpUMeEHEHHIO

WndexunonHo-BoCIAMTEIbHEIE 3a00JI€BaHHUS, BbI3BAHHBIE YYBCTBUTEIBHBIMH K

KJIapUTPOMHMIIMHY MUKPOOPraHM3MaMH Y B3pOCTIbIX U JieTei crapiie 12 jer:

. MHQEKINN HIKHUX JIBIXaTeNIbHBIX MyTei (Takue KaKk OPOHXHUT, THEBMOHHS);
- MHQEKIHN BEPXHHUX JbIXaTeIbHBIX MyTel (TaKkhe KakK (apuHTUT, CHHYCHT);
® MHQPEKINH KOXKH M MSTKMX TKaHed (Takhe Kak (OJUIMKYIIUT, BOCHAIEHHE IOIKOXKHOM

KJIETYATKH, POXKa);



® JMCCEMMHHPOBaHHbIE WM  JIOK&IM30BaHHBIE  MHKOOAKTepHaIbHble  HHQEKIUH,
BbI3BaHHbIE Mycobacterium avium u Mycobacterium intracellulare; nokanM30BaHHBIE
uH}eKuuH, Be3BaHHbIe Mycobacterium chelonae, Mycobacterium fortuitum u Mycobacterium

kansasii;

¢ NpOQUIaKTHKA  paclpoCTpaHeHHs  HH(EKIHMH,  0OYCIOBIEHHOH  KOMILIEKCOM
Mycobacterium avium (MAC), BHY-unduuupoBaHHbIM GONLHBIM C  COAEpKAHHEM

maMdouutoB CD4 (T-xenmepusix mumponutos) He 6Gonee 100 B 1 Mm>;

* spaaukauus H.pylori m CHMXKeHHME 4YacCTOTHI PELMIMBOB S3BBI JBEHAIUATHIIEPCTHOM
KHIIIKH;

¢ OJIOHTOT€HHbIE HH(DEKIIHH.

IIpoTruBonokazanus

° [loBbIleHHAas YyBCTBHTENHHOCTh K  KJIAQPUTPOMHIHMHY, MAKpOJHIaM M JIPYTHM

KOMIIOHEHTaM IIperapara.

. OnHOBpeMEHHBIH NpHeM KIApPUTPOMHIMHA CO CIEAYIOUIMMH HpenapaTaMi: acTeMH30]I,
LH3aNpH, TAMO3UJ, TepheHaaun (cM. pasnen «B3aumozielcTBHE ¢ IPYTMMH JIEKapCTBEHHBIMH

CpeACTBaMMU»).

* OnHOBpeMeHHBIH ~ TpHEM  KJIAPHUTPOMHIMHA C  JIOMHTAalHIOM  (CM.  pasjen

«B3aumozelicTBUE C APYTHMH JI€KapCTBEHHBIMH CPEICTBAMH»).

. OJHOBpEMEHHBIH MpHEM KJIAPUTPOMHIHMHA C AIKAIOUIaMH CIOPBIHBH, HaIpHMED,
SProTaMuH, AUTHAPOIProTaMHMH (CM. paszien «B3ammopeicTBHe ¢ JPYyrHMH JIEKAPCTBEHHBIMU

CpeACTBaMMU»).

o OHOBpEeMeHHBII NPHEM KJIAPUTPOMHIMHA C MMIA30JIaMOM ISl [EPOPATBLHOIO

IIPUMEHCHUA (CM. pa3aci <(B33PIMOIICﬁCTBHC C IpPYTUMH JICKapCTBCHHBIMH cpencrsawa»).

. OJHOBpEMEHHBIH ITIpHEM KJIAPUTPOMHIHMHA ¢ HHrHOMTOpamu | MI-KoA-pemykTassl
(craTMHaMu), KOTOpBIE B 3HAYMTENBHON CTeneHn MeTabonmsupyotes m3odepmentom CYP3A4
(lOBacTaTHH MJIM CHMBAcTaTHH), B CBS3H C [OBBINEHHEM pPHCKA MHOIATHH, BKIIOYAs

pabnomuonu3 (cM. pasaen «B3auMoeiicTBIe ¢ APYrUMH JIEKAPCTBEHHBIME CPEICTBAME).

* OJHOBpeMEeHHBIH  NpHeM  KJIApHTPOMHIMHA ¢  KOJXHIMHOM  (CM.  pa3ien

«B3auMozielicTBHE C IPYTUMH JIEKapPCTBEHHBIMHU CPEICTBAMEY).

. OzHOBpEMEHHBIH IPHEM KJIAPHTPOMHIMHA C THKAPEIOPOM HJIM PAHOIA3HHOM.



t Yunmunenne wuHTepBata QT B anamHese (BpOKIEGHHOE —WIIH IpuoOpeTeHHOe
3aperuCTpUpOBaHHOE y/uIMHeHHe uHTepBana QT) wmiam jkemymoukoBas apMTMHs, BKIIOYas
KETYyN0YKOBYIO TAaxXMKapIHIO THNa «mupysT» (cM. pasgensl «OcoOble  yKa3aHHS» H

<<B3aI/IMO,[[eI7'ICTBHe C IPYTUMH JICKApCTBECHHBIMH CpelICTBElMPI»).

* KnaputpomMuuus He cleIyeT NpHMEHSTh y [AUMEHTOB C  3JEKTPOJTHTHBIMH
HapyIICHUSIMA (THIIOKAJIMEMHEH MM THIIOMarHHeMHei) B CBA3H C PHCKOM Yy/IHHEHHS

untepBaia QT.

* Tsoxenas medyeHoyHas HEAOCTAaTOYHOCTh, MNPOTEKaroIas OJHOBPEMEHHO C [IOYEYHOH
HEI0CTAaTOYHOCTHIO.
. XoJjecraruyeckas xceﬂTyxa/renaTHT B aHaMHE3€, pa3BUBLIMECSA IIPpH NPHUMECHCHHU

KJIapuTpOMHIIMHA (cM. pa3zen «Ocobble yKa3zaHus»).
. [Topdupus.

. I[lepron rpyaHOTO BCKapMIIMBAHHMS.

. Bospact 10 12 et (3¢ pekTBHOCTD U 6€30M1aCHOCTD HE YCTAHOBJIEHB).

C ocTopokHOCTBIO

. [Toueunas HEOCTATOYHOCTH CPEIHEN M TAKEION CTENEHH.
» [TeyeHOUHAs HEIOCTATOYHOCTD CPEAHEN M TSKEJIONW CTEIEHH.
. OnHOBpeMEHHBIH NpHEM KIAPUTPOMHIMHA ¢ OEH30Ma3eNMHAMH, TaKMMH Kak

ajlipasojiaM, TpHa3ojlaM, MHJIa30JiaM Ul BHYTPMBEHHOI'O IIPUMEHEHUS WIH I HAaHECEHUs Ha

CIIM3HUCTYI0 0007104Ky pTa (cM. «B3auMoaeiicTBHe ¢ ApyrUMH JIeKapCTBEHHBIMH CPEICTBAME).

. OHOBpEMEHHBIH NPHEM C IpenapaTaMu, KOTOpbIe MeTaboIM3UPYIOTCS H30(hepMEHTOM
CYP3A, mwanpumep, kapbamasenuH,  [HJIOCTa30j,  UMKJIOCIHOPHH,  JIM3OMHPAMHUI,
METHJIIPETHU30JIOH, OMENPa30Jl, HEMPSMbIE aHTUKOATyJIIHTHI (HarnpuMep, BaphapuH), XHHUIUH,
pudabytun, cunaenapui, TakpoIuMyc, BUHONACTHH (cM. pasaen «BsaumoneiicTBue ¢ apyruMu

JICKapCTBECHHBIMHU CpeIlCTBaMI/I»).

¢ OaHOBpeMeHHBIH NpUEM C TpenapatamMy, HHAynupyromumu u3opepment CYP3A4,
Hampumep,  pudamnuuuH,  deHHUTOMH,  KapOamasenuH,  QeHoGapOHTan,  3Bepoboit

NPOJBIPSBICHHBIA (CM. pasjien «B3aumoaeiicTBHE ¢ APyrUMH JIEKapCTBEHHBIMU CPEICTBAMMUY).

. OnHOBpeMeHHBIH NpHEM KIApUTPOMHMIMHA CO CTaTHHAMH, HE 3aBHCAIIUMH OT
metabonusma usopepmenta CYP3A (nanpumep, diysactatun) (cMm. paszgen «B3aumoneiicTeue

C IPYIrUMH JIEKapCTBCHHBIMH CpeIICTBaMH»).



. OnHOBpeMEHHBIA NPHEM ¢ GI0KATOPaMH «MeJUICHHBIX» KATbIMEBBIX KAaHATIOB, KOTOPHIE

meTabosmsupytores uzodepmentom CYP3A4 (Hanpumep, BepanaMul, aMI0HIHH, JHITHA3EM).

. [Manpenter ¢ wmemmyeckoit Gonmesusto cepaua (UBC), Tskenoil  cepredHOM
HEJI0CTaTOYHOCTBIO, HAPYLICHUSIMH [TPOBOJMMOCTH MIIM KIMHHYECKH 3HAYUMOU OpajauKapauei,
a TaK)ke NAalHMEHThl, OJTHOBPEMEHHO NPUHHMMAIOLIME aHTHAPHTMHUYECKHe mNpenaparsl IA kiacca
(xvHuuH, npokannamun) U 111 knacca (zodeTrnna, aMmuoaapoH, coTanon).

o bepemenHOCTB.

o OIHOBpEMEHHBIH TIPHEM KJIAPUTPOMHIMHA C [EPOPAIbHBIMH aHTHKOATYISHTAMH
NPSIMOTO ICHCTBHS, TAKMMH Kak JaburatpaH, puBapokcabaH, anukcabad, 0cOGEHHO y TallHeHTOB
C BBICOKMM PHUCKOM pa3BUTHUS KPOBOTECUYEHHUH.

IIpumenenne npu 6epeMEeHHOCTH H B EPHO/ I'PYAHOI0 BCKAPM/JIHBAHHS

bepemenHocTh

be3onacHocTh MprMeHeHHs KJIapHTPOMHIIMHA [IPH OEPEMEHHOCTH HE YCTAHOBJICHA.
OcHOBBIBasiCh Ha pPa3IMYHBIX pe3yjbTaTaX, MOJYyYEHHBIX B HMCCJIEJOBAHHMSAX HA JKHBOTHBIX, a
TaK)Ke Ha ONBITe IPUMEHEHHUS Y JIIOEH, HEellb3sl HCKIIOYHTh BO3MOXHOCTH HEOJIaronpHusTHOIO
BO3JICUCTBUS Ha sMOpuodeTanbHOe pa3BuTHe. HexoTopble HabomaTelbHBIE HCCIIEIOBAHHS,
OLICHMBAIOIINE BO3JCHCTBHE KiapuTpoMuiuHa B I u II TpumecTpax GepeMeHHOCTH, BBHISBHUIIM
TIOBBILICHHBIA PUCK CaMONPOHM3BOJIBHOrO abopTa MO CPaBHEHHIO C OTCYTCTBHEM IIPUMEHEHHS
KJIapUTPOMHMIHA MM TPUMEHEHHEM JPYIMX aHTHOMOTHKOB B aHAJIOTHYHBIE CPOKH
OepemeHHOCTH.  VIMelommmecs SNUIEMHOJIOTHYECKHE HCCIIEJOBAHHS PHUCKA  CEPbE3HBIX
BPOJK/ICHHBIX TIOPOKOB Pa3BUTHs IIPU IIPUMEHEHUH MaKpPOJIH/OB, BKIIOYAs KIAPHTPOMHIIMH, BO
BpeMsi 0EPEMEHHOCTH IEMOHCTPUPYIOT IIPOTHBOPEYMBEIE PE3YIHTATEL

[IpimeHenne KiapuTpoMuIMHA TIpH OepeMeHHOCTH (0ocoOeHHO B | TpHMecTpe) BO3MOMKHO
TOJIBKO B Clly4dae, KOrja OTCYTCTBYET ajlbTEPHATUBHAs Tepalus, a MOTEHIHAIbHAs 110JIb3a IS
MaTepH MPEBBIINAECT NOTEHIHATBHBIA PUCK VIS IUIO/IA.

[lepuon I'PYAHOT'O BCKAPMJIMBAHUS

bbuto ycTaHoBieHO, 4TO peOEHOK, HAXOJMBIIMICS HA TPYAHOM BCKAPMIIMBAHHH, MOJXET
NOJTY4UTh O0KOJIO 1,7 % OT MaTepUHCKON 03bI KIAPUTPOMHIIMHA C MONPABKOM Ha Maccy Tena
MaTepu. be3onacHocTh NpuMeHeHHs KJIapHTPOMHIMHA /Ul JeTeil Ha TPYIHOM BCKApMIMBAHHMH
He ycTaHoBleHa. [Ipy HEOOX0IMMOCTH IpHeMa B NIEPHO/] IPYIHOTO BCKAPMIIMBAHUS KOPMIICHHE
IPyABIO HEOOXOAMMO PEKPATHTb.

Cnocod npumMeHeHHs H 103bI

Jlna npuema BHYTpb. HezaBucuMo oT npueMa numiy.

Bspocibmv 1 netsam crapme 12 et o 1 tabnerke (250 mr) 2 pasa B IeHb.
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OObr4Hast peKOMEH/I0BaHHas 1033 KJIADHTPOMHIMHA Y B3pOCIbIX M JeTell crapme 12 1et — 250
MT 2 pa3a B JICHb.

B ciyyae 6onee Tshkensix mHGeKimit 103y yBeanuuBaoT 10 500 mMr 2 pa3a B 1€Hb.

OO6bI4Has NPOOKUTENLHOCTD JICYEHHS COCTABIIAET OT 5 10 14 1HEi.

Vckimouenre coCTaB/sAlOT BHEOOIbHIYHAS THEBMOHHMS U CHHYCHT, KOTOpblE TPeOYIOT JeueHHs
oT 6 10 14 nHei.

Ho3bL 015 n1evenus MukobaxmepuanbHlx ungexyutl, Kpome mybepkynesa:

[Ipu MuKOOaKTEpHAIBHBIX HH(EKIMIX PeKOMEHI0BaHa 103a KiaputpoMuiunaa 500 mr 2 pasa B
JICHb.

Jleuenne nuccemunupoBannbix MAC unbekumii y narmentos co CIIAJ] ciexyeT npoaomkars
A0 TeX TIOp, IOKa HMEETCs KIMHUYeCKas M MHKpoOHonormdyeckas 3()(EKTHBHOCTD.
KnaputpomMuuvs — cregyeT HasHayaTh B KOMOMHALMM € JPYTMMH  aHTHMHKPOOHBIMH
npenapaTaMi, aKTHBHBIMM B OTHOLIEHMM JaHHBIX B030yauteneil. J[JIMTEIBHOCTH JI€YEHHUS
JPYTHX HETYOEPKYJIE3HBIX MHKOOAKTEPHATBHBIX HH(EKINIi YCTaAHABIMBAET Bpay.

Lna npogpunaxmuru ungpexyui, evizeannvix MAC:

Pexomenyemas 103a KJI1apuTpoMHIMHA JUIs B3pociibix — 500 mr 2 pasa B JI€Hb.

IIpu ooonmozennvix ungexyusx no3a KIapuTpOMHIMHA cocTaBiseT 250 mr 2 pasa B JeHb B
Te€4YeHUe 5 THeH.

[na spaouxayuu H. pylori.

Y NalueHToB ¢ A3BEHHOH 60J1e3HbBI0, BBI3BaHHON HHbekuueit H. pylori, KJ1apuTpOMUIIMHE MOXKHO
HaszHadarh 1m0 500 Mr 2 pasa B JileHb B KOMOMHAIIMH C APYTUMH aHTHMHKPOOHBIMH TIperapaTaMu
¥ MHTHOMTOpaMH NPOTOHHOTO Hacoca B TeyeHHe 7-14 1Hel, B COOTBETCTBUH C HAMOHATIBHBIMA
¥ MEXIYHapOAHBIMU PEKOMEHJALMSIMHU T10 JieueHuto uHdekuuu H. pylori.

llayuenmul ¢ noyeunou HedOCMamMoyHoOCMbIO

BosbHBEIM ¢ KTMpeHcoM KpeaTHHHHA MeHee 30 Mi1/MuH Ha3HayaroT 250 Mr 1 pa3 B JeHb WM, IPH
Oonee TshkenbIX uHGeKMAX, 250 Mr 2 pa3a B J1eHb. JledeHHe TAKUX GONBHBIX IPOJOJIKAIOT HE
bonee 14 nHeid.

Ilpumenenue y oemeu maaowe 12 nem

[IpuMeHeHHe KIapUTPOMHUIIMHA B BHJIE TabIeToK y geTeil Muiame 12 J1eT He H3y4anoch.
ITo6ouHoe eiicTBHE

Knaccudukanus no604HbIX peakiuii Mo 4acToTe pa3sBUTHS (KOJMYECTBO 3aPErMCTPUPOBAHHBIX
CJIy4aeB/KOJIMYECTBO MAMEHTOB): OYeHb yacto (> 1/10), wacto (> 1/100, < 1/10), Hewacto (>
1/1000, < 1/100), 1actora Heu3BecTHa (110604HBIE S3)(EKTH U3 OMBITA MOCTPErHCTPAHOHHOTO
NPUMEHEHHS]; YaCTOTa HE MOXKET OBITh OI[CHEHA Ha OCHOBE MMEIOIMXCS JAHHBIX).

AJUIepruyeckue peakiuu
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Yacmo: chlnb.

Heuacmo: anadunakTounHas peakuus', THIIEPIYBCTBUTEIBHOCTD, IEPMATHT OYILIC3HBI', 3y1,
KpaluBHHUIIA, MaKYJIO-TIaIlyJIe3Has ChIIb".

HYacmoma neussecmna: anabpuIaKTHYECKas PeaKUHs, aHTMOHEBPOTHUYECKHH OTEK, Cepbe3HbIE
KOJKHBIE HEXellaTeJIbHbIe peaKlUuH (HalmpHMep, OCTpPbI reHepalW30BaHHBIA JK3aHTEMAaTO3HbIH
myctyines), cuHApoM CruBeHca-J[PKOHCOHA, TOKCHYECKHMI SHMAEPMATBHBIH  HEKpOIH3,
JIEKapCTBEHHAs! CBIIIb € 303MHOGMIHMEH U cHcTeMHON cumnTomaTukon (DRESS-cunapom).

Co CTOPOHBI HEPBHOM CHCTEMBI

Yacmo: ronoBHasi 6016, 0ECCOHHHUIIA.

Heyacmo: moteps co3HaHus', [MCKHHE3Hs', TOJIOBOKDYXEHHE, COHJIMBOCTD, Tpemop,
6ecroKOMCTBO, MOBBIIEHHAS BO36YIMMOCTS".

Hacmoma neuzsecmuna: CyIOpOTH, INCHXOTHYECKHE pPACCTPONCTBA, CIIYTAaHHOCTH CO3HAHHMS,
JACTIEPCOHAIN3AIMS, JCNPECCUsl, NE€30PMEHTAlMs], TaUIIOLHHAIMHE, HapyIIeHHs CHOBHICHHUH
(«xonmMapHsbIe» CHOBHJICHHS ), TAPECTE3Us, MaHHS.

Co CTOPOHBI KOXKHBIX IIOKPOBOB

Yacmo: THTEHCUBHOE MTOTOOT/IC/IEHHUE.
Yacmoma neuszeecmua: aKHe.

Co cTOpoHEI MOYEBBIAEIUTEIbHON CUCTEMBI

HYacmoma neuzsecmna: No4evHas HeJOCTATOYHOCTD, HHTEPCTULHATLHBINA HEDPHUT.

Co cTOpOHEI 0OMEHA BEIIECTB M ITMTAHUS

Heuacmo: AHOPEKCHS, CHHKCHHUEC alllIETUTA.

Co CTOPOHBI OITIOPHO-JABUTATEJIBHOI'O armapara

Heuacmo: MBIIEYHBIH cTa3M°, KOCTHO-MBILICYHAs CKOBAHHOCTD |, MHANITHs2.

Yacmoma neuzsecmua: pabIoMHOIN3> , MHOTIATHSL.

Co CTOpOHBI [IUIIEBAPUTEILHON CUCTEMBI

Yacmo: Auapes, ppoTa, TUCIICIICHA, TOIHOTA, 00J1b B 00J1aCTH JKHUBOTA.

2

!, ractpossodareanshas pedroxcHas GoNe3HB’, TacTPHT, IPOKTAITHS,

Heuacmo: 330darur
CTOMATHT, [TIOCCHT, B3JyTHe JKMBOTA", 3a10p, CYXOCTh BO PTY, OTPhIKKA, METEOPH3M, X0IecTas?,
TeIaTHT, B T.4. XOJIECTATHIECKUIl MM TeNaToNe/UTI0SpHbIIH .

Yacmoma neuséecmna: OCTpPBIA IIaHKPEATHT, W3MEHEHHWE IIBETA A3bIKA M 3yOOB, MEYEHOYHAs
HEJI0CTaTOYHOCTb, XOJIeCTaTHYECKas JKEITyXa.

CoO CTOPOHBI JIBIXATEIBHON CHCTEMBI

Heuacmo: act™a', HOCOBOE KpOBOTeUeHHe?, TPOMGO3MBOIHS JIErOIHOMN apTepun’.

Co CTOPOHBI OPraHOB YYBCTB

Yacmo: TUCTeB3US.
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Heuacmo: BepTuro, HapylIeHHe Cllyxa, 3B0H B yIIax.
Hacmoma neuséecmua: riyxoTa, areB3us (I10Tepsi BKYCOBBIX OIIYINEHHMI ), TAPOCMHS, aHOCMHSL.

Co CTOPOHBI CEPIEYHO-COCYIMCTON CUCTEMBI

Yacmo: Bazogunaramms'.

Heuacmo: ocranoBka cepana', ¢puGpuuisuus npencepamii', yamuenne untepsara QT Ha
37IEKTPOKAPIHOrpaMMe, SKCTPACHCTOHS |, OILyIIeHHe cep/IeOHeHH s

Yacmoma  neuszsecmna: IKenylOdYKOBas TaxWKapaus, B TOM UHCIE THIA IIHPYITY,
huOpuILIALHMS KeTyI09K0B, KPOBOTEUCHHE.

Ha60paToprIe IMOKa3aTejiu

Yacmo: OTKIIOHEHHUE B IEYEHOYHOM IpoOe.
Heyacmo. noBbllleHHe KOHIEHTPALMH KpPeaTHHHHA', MOBBIEHHE KOHIEHTPAIHH MOYEBHHbI,

4

!, neitkonenus, mefiTponenus®, 303uHOHITHS",

HU3MEHEHHE OTHOIIEHHUS aIbOYMHH - TJI00YJIHH
TPOMOOIUTEMHS, [IOBBIIIEHHE aKTUBHOCTH: aJlaHMHAaMUHOTpaHchepassl (AJIT),
acnapraramuHotpancdepazsl  (ACT), rammarayramuwirpancdepassr  (ITT)*,  menounoit
docdaraser, nakrataeruaporenaser (JII) .

Yacmoma  neusséecmma:  arpaHylIOLUTO3, TPOMOOLMTONEHMS, YBEJMYEHHE 3HAUCHHS
MEKAYHapOJAHOro HopMmanu3oBaHHOro otHomenus (MHO), yaimmHeHHe mnpoTPOMOHHOBOIO

BPEMEHH, H3MEHEHHE [[BETA MOYM, NIOBBIIICHUE KOHIIEHTPAIUH OWIMPYOHHA B KPOBH.

OO0111ue paccTpoiicTBa

Ouenb yacTo: (1eOUT B MECTE HHBEKIIHH .

Yacto: 60JIb B MecTe MHBbEKIMH ', BOCTIaTIeHHE B MecTe HHBEKIHH .

Heuyacmo: wHemomoranue®, rumeprepmus’, acTeHus, 6oi1b B TIpPymHOH kieTke', 03HOG?,
yTOMJIsIEMOCTE*.

I/IHd)CKHI/IOHHI:IC Y [1apa3uTapHble 3a00JIeBaHus

Heuacmo: ue/monuT', KaHaUI03, TacTPOSHTEPHT’, BTOPHUHble HHGPEKUHH® (B TOM HHCIE
BarMHaJIbHBIE).

Yacmoma neussecmua. nceBIOMeMOPaHO3HbIN KOJIMT, POXKA.

[Ipeanonaraercs, 9To YacTOTa, THII U TSKECTh HEXeaTeIbHBIX PEaKIHmii y neTelt Takas ke, KaK
Y B3pOCIIBIX.

Ilayuenmor ¢ nooagneHHbIM UMMYHUMEMOM

Y mamuentoB co CIIM/lom u apyruMu EMMyHOZEGHUIMTAMH, TI0TyYAIOIIMX KIAPUTPOMHIMH B
Oosiee BBICOKMX [03aX B TEYEHHE UIUTEIBHOTO BPEMEHH Ui JIEYEHHS MHKOOAKTEPHATBHBIX
MH(EKIMH, YacTO TPYJHO OTIIMYUTH HexelaTenbHble 3Q(eKThl npenapara oT cuMnToMoB BUU-
MH(EKIMH WK COMYTCTBYIOMIETO 3a001eBaHHS.

Haubornee yacTbiMu HexenaTeIbHBIMH SBICHUSMH Y NAIMEHTOB, IPUHUMABLINX CYTOYHYIO 7103y
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KJIapUTPOMHIIMHA, paBHyto 1000 wmr, ObuIM: TOIIHOTA, PBOTA, M3BpAllleHHE BKyca, 0OJIb B
o0nacTd >KMBOTa, JHMapes, Chlllb, METEOPH3M, [OJOBHas 0OIb, 3alOp, HApyIIEHHE CIyXa,
nosbimeHne akTuBHOCTH ACT u AJIT B kpoBu. Tarke oTMedaaHMch Cliyda HeXelaTeIbHBIX
ABJICHUH C HU3KOM YacTOTOH BO3HMKHOBEHHs, TAKHE KaK OJIBIIIKA, OECCOHHMIA M CYXOCTh BO
pTY.

Y NalKeHToB C 10/1aBJIE€HHBIM HMMYHHTETOM IIPOBOJMIIM OLEHKY J1abOpaTOPHBIX ITOKa3aTele,
AHAJIM3UPYS MX 3HAYMTENIbHBIE OTKJIOHEHHS OT HOPMBI (pe3Koe MOBBIICHHE WK CHIKeHHue). Ha
OCHOBAHHMHM JTAaHHOTO KpUTEpHs y 2 — 3 % MalMEeHTOB, MOJTYyYaBIIMX KJIAPHTPOMHIMH B J103€
1000 Mr exeaHeBHO, OBLIO 3apErHCTPUPOBAHO 3HAUMTENbHOE MOBBINEHHe akTuBHOCTH ACT u
AJIT B KpOBH, a TaKkKe CHIXXEHHE YHCIa JICHKOLMTOB U TPOMOOIUTOB. Y HeGONBIIOro YHciIa
MAlMEHTOB TaKXe OBUIO 3aperMCTPHPOBAHO MOBBINIEHHE KOHIEHTPAIMHM OCTATOYHOIO a30Ta
MOYEBHUHBI.

* B HeKoTOpBIX COOOIMIEHUSX O pabaOMHOJM3e KIAPUTPOMMIMH HPUHHMAJICS COBMECTHO C
JAPYTHMH JIEKAPCTBEHHBIMH CPEICTBAMHM, C IIPUEMOM KOTOPBIX, KaK H3BECTHO, CBSI3aHO pa3BHTHE
paboMuou3a (CTaTHHBL, GUOPATHI, KOIXUIIMH WK AJUIOIYPHHOI).

' Cooluienns 0 NaHHBIX MOGOYHBIX PEAKIMSX OBUIH IMOJNYYEHBI TOIBKO IpH NPUMEHEHUHU
KJIapUTPOMHIIHHA B JIEKAPCTBEHHOM (opme «IHOGHIM3AT Il NPUTOTOBJIEHHS pacTBoOpa Jis
UHY3Ul».

> Coo0weHns O JAHHBIX MOGOYHBIX PEAKIHMSIX OBUIH IOTyYeHBI TONBKO IPH IPUMEHEHUH
KJIApUTPOMHUIIMHA B JIEKAPCTBEHHOH (OpMe «TabJIETKH C MPOJOHTHPOBAHHBIM BBICBOOOKIEHHEM,
IIOKPBITHIE IIJIEHOYHON 000I0UKOM».

3 CooOlIeHns O JaHHBIX TMOGOYHBIX PEAKIMSX OBUIA MOIYYEHBI TOJIBKO IIPY TPUMEHEHHUH
KJIapUTPOMMIIMHA B JIEKAPCTBEHHOH (opMe «rpaHyibl Ul MPUTOTOBJIEHHS CYCIEH3HH JUI
IpUeMa BHYTPb Y.

4 CoobIeHHs 0 TaHHBIX TOGOYHBIX PEaKIHsX ObLIA I10JIy4Y€HBI TOJIBKO IPH IPUMEHEHUH
KJIapUTPOMMIIMHA B JIEKAPCTBEHHOU opMe «TabJIeTKH, MOKPBITHIE IIJIEHOYHOM 000I09KO0i ».
IlepenozupoBka

Cumnmombr: TpaeM OOJIBINOH 03B! KIAPUTPOMUIIHHA MOXKET BBI3BATh CHMIITOMBI HapyIIEHHI
CO CTOPOHBI JKEJTyI0YHO-KUIIEYHOTO TPAKTA.

VY omHOro mnamueHTa C OHMIOJAPHBIM pAacCTPOMCTBOM B aHaMHe3e IMOCIe IpHeMa 8 T
KJIapUTPOMHIIMHA  ONMCAHbl M3MEHEHUs ICHXHYECKOTO COCTOSIHHS, IapaHOUIaIbHOE
[IOBEJICHUE, TUIIOKAIUEMHS] U THITOKCEMHS.

Jleuenue: Tpu TEPEI03UPOBKE CIIENYeT YAATUTh HeabcOpOMPOBAHHBIN IIpenapar U3 ey J04HO-
KHUIIEYHOTO TPakTa (IIPOMBIBAHHE JKETyJKa, IPUEM aKTHBUPOBAHHOTO YIJI M Jp.) U IPOBECTH
CUMIITOMATHYECKYIO Tepanuio. ['eMoaManu3 M MNEpPUTOHEATBHBIH THAIH3 HE OKa3bIBAIOT
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CYLIECTBEHHOI'O BIIMSHHS Ha KOHUEHTPALMIO KJIaPHTPOMHIMHA B CHIBOPOTKE, YTO XapaKTEPHO U
JUIsL IPYTHX IPENapaToB TPyl MAKPOIHIOB.
B3anmojelicTBHeE ¢ IPYrHMH J1€KaPCTBEHHBIMH CPeICTBAMH

IlpwweHeHue C1e0VIOuUX npenapamos CoOMeCmHO C K1apumpOoOMUYUHOM NPOMUBONOKA3AHO 6

CBA3U C B03MONCHOCMBIO PA3BUMUSL CEPbE3HBIX NOOOYHBIX 9¢d)eh‘m06’f

Huzanpuo, numo3zud, mepgenadun u acmemuzon

[Ipu coBMECTHOM mpueme KIapHTPOMHIHHA C LH3AMPHAOM, TAMO3HIOM, TeppEeHATUHOM HIIHA
acTeMH30JI0M COOOIIAIOCh O MOBHINEHHH KOHIEHTPALMH MOCIEAHHX B IUIA3ME KPOBM, 4YTO
MOXET MPUBECTH K YIIMHEHHIO HMHTepBata QT M MOSBIEHUIO CepIeYHBIX apHUTMHi, BKIIOYas
KEITyJOYKOBYIO TaXMKapauio, GUOPUILIALHIO KETyA0YKOB U HKETyI04YKOBYIO TaXHKApIHIO THIIA
«upysT» (cM. paszaen «[IpoTuBonokazanus»).

Ankanouost cnopsinbu

[ToctperncTpanuonnple HCCIE0OBAaHUS IOKA3bIBAIOT, YTO IPH COBMECTHOM IPUMEHEHHH
KJTapUTPOMHUIINHA C S3PrOTAMHHOM HJIH JUTHIPOIPrOTAMUHOM BO3MOXKHBI Clieiytomue 3G GeKToI,
CBSI3aHHBIC C OCTPHIM OTPABJIEHHMEM IIpENapaTaMy IPYIIbI SPrOTAMHHOB: COCYIMCTBIN CIasM,
UIIeMHUsT KOHEYHOCTEW M JPYrdX TKaHeH, BKJIIOYas IEHTPAIbHYIO HEPBHYIO CHCTEMY.
OnHOBpEMEHHBIH NIPUEM KJIApUTPOMHIHMHA C AIKAJIOHJAMH CIOPBIHBM MPOTHBOIOKA3aH (CM.
paszaen «IIpoTuBonokazanus»).

Muoazonam ona nepopanvrozo npumenenus

IIpu coBMeCTHOM NPHMEHEHUH MH/Ia30]1aMa U KJIapUTPOMHIMHA B popMe Tabietok (500 Mr 1Ba
pasa B JieHb) oTMedanochk yeenudeHHe AUC muaasonama B 7 pas 1ocijie nepopaibHOro mpueMa.
OnHOBpEMEHHBIH NPUEM KIAPUTPOMHIMHA C MHIa30JIaMOM JUIS TE€POPAIBHOIO MPHMEHEHHS
IPOTHBOIOKAa3aH (cM. pazzen «IIpoTuBomoKazanus»).

Huzubumopwr I'MI'-KoA-pedykmasst (cmamurboi)

OnHOBpeMEeHHBIH  NpHEM  KJIApUTPOMHIMHA C  JIOBACTATHHOM WM  CHMBAacTaTHHOM
IpOTUBOIOKa3aH (cM. paszien «lIpoTuBomoka3zaHusi») B CBSI3H C TE€M, YTO JaHHBIE CTATHHBI B
3HAYMTENbHOM cTemeHn Mertabonusupyrorcss u3opepmentoM CYP3A4, u  coBMecTHOE
NPUMEHEHHE C KIAPUTPOMHIIMHOM IOBBIIIAET UX CHIBOPOTOUHBIE KOHIIEHTPAIIUH, YTO ITPUBO/IUT
K IMOBBIIICHUIO PHUCKA Pa3BUTHA MHOINATHH, BKIOYas padaomuonu3. Coolmanock 0 ciaydasx
pabaomMHoNM3a y MALMEHTOB, NPUHUMABIIMX KIAPUTPOMHIIMH COBMECTHO C JAHHBIMH
npenaparami. B ciydae HeoOXOAMMOCTH NPUMEHEHHs KIAPUTPOMHUIMHA CJIEAyeT NPEKPATUTh
IIPHEM JIOBACTaTHHA MJIM CHMBACTaTHHA Ha BPEMs TE€paIlHH.

KiiaputpoMuLue ciielyeT NMPEMEHSATh C OCTOPOXKHOCTBIO NMPH KOMOMHHPOBAHHOM TepamluM C
JAPYTUMH CTaTHHaMH. B ciyyae HEOOXOIMMOCTH COBMECTHOTO MpHEMa pEKOMEHIYEeTCs
NPUHAMATh HAUMEHBIIYIO 7103y CTaTHHA. PeKOMeHIyeTCsl IPUMEHSTh CTaTHHBI, HE 3aBUCSIIHE OT
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merabonmsma uzopepmenta CYP3A (manpumep, ¢uyBactatun). CleayeT KOHTPOJHPOBATH
pa3BUTHE MPU3HAKOB U CUMIITOMOB MHOTIATHH.

Jlomumanuo

OIHOBpEMEHHBIN INpHEM KJIAPUTPOMHIMHA C JIOMHTAIMIOM I[POTHUBOIOKA3aH H3-3a PHCKa
CYLIECTBEHHOI'O IIOBBIIIEHUS AaKTHMBHOCTH TpaHCAaMHMHA3 B IUIa3Me€ KpOBH (CM. pasfen
«IIpoTuBONIOKA3aHUSY).

Brusnue Opyeux JIEKAPCMBEHHbLX npenapamos Hd K1apumpoMuyuH

[Ipenapartel, sBasromuecs uHAyKTOpamu u3odepmenta CYP3A (nanpumep, pudaMIHIuH,
(GenurTonH, kapbamasenuH, penodapouTai, 3BepoOOil MPOIBIPABICHHBIN), MOTYT HHIYIIHPOBAThH
MeTaboIM3M KJIapUTPOMHIMHA. DTO MOXKET MPUBECTH K CyOTeparneBTHYECKOW KOHIIEHTpALHH
KJIApUTPOMHUIIMHA, YTO NPUBOIUT K CHUXKEHHUIO ero 3¢ dexktuBHOCTH. Kpome Toro, HE0OX01MMO
HabmoaaTk 3a KOHIEHTpauued uHaykropa uzodpepmenta CYP3A B mia3sme KpoBH, KOTOpas
MOXET MOBBICHTHCS H3-3a MHrHOMpoBaHHus u3opepmenra CYP3A kmapurpomunusom. [lpu
COBMECTHOM INpUMEHEHMH pu}abyTHHA | KIAPUTPOMHIIMHA HAOIIOJAIOCHh IOBBIIIEHHE
IUIa3MEHHOM KOHLEHTpaUMH pupabyTHHa M CHH)KEHHE CBIBOPOTOYHOM KOHIIEHTpAIHH
KJIADUTPOMMIIMHA C IIOBBIIIEHHBIM PUCKOM Pa3BUTHS YBEHTA.

Crenyromme mnpenapaTbl 00JIQAlOT JIOKAa3aHHBIM WM [PEANOJiaraeéMblM BIMSHHEM Ha
KOHLEHTPALMIO KJIAPUTPOMHIIMHA B IUIa3Me KPOBH; B Cllydae MX COBMECTHOTO IPUMEHEHHS C
KJIAPUTPOMHIIMHOM MOXKET IOTPeOOBAThCS KOPPEKLHUS 703 WIM MEepexo] Ha albTepHATHBHOE
JIeYSHHE.

Ipasupens, negupanun, pugpamnuyun, pugpabymun u pugpanenmun

CusbHBIE HMHIYKTOpPBI CHCTeMBI HUTOXpoMa P450, Takne Kkak 5(haBUpEeH3, HEBHpPAIHH,
pudamnuimy, pudabyTuH U pUaNeHTHH MOTYT YCKOPSTh MeTa0O0JM3M KIapMTPOMHIIMHA H,
TaKMM 00pa3oM, INOHMXKaThb KOHLEHTPAIMIO KIAPUTPOMHIMHA B IIJa3ME M BMECTE€ C TEM
NOBBIIATL KOHUEHTpauuo 14-OH-xiaputpoMuniiHa — MeTabo/IMTa, TakXKe SBIISIOIETr0Cs
MHKPOOHOJIOTHYECKH aKTUBHBIM. [Tockonbky MHKpOOHOJI0rHYecKas aKTHBHOCTh
KJIapUTPOMHIMHA U 14-OH-KI1apuTpOMHIIMHA OTJIMYAETCS B OTHOLICHUH Pa3IHYHBIX OaKTepHii,
TepaneBTHYECKUH 5P (YEKT MOKET CHHKATHCS TPU COBMECTHOM MTPUMEHEHHH KJIAPUTPOMHUIIUHA U
HUHIYKTOPOB (DEPMEHTOB.

Impasupun

KonnenTpanus K1apuTpOMHIIHA CHHKACTCS TIPH MCIOJIb30BaHMH STPABUPUHA, HO TOBBIIAETCS
KOHIIEHTpaluss aKTUBHOro Metabomuta 14-OH-xnaputpomununa. Ilockoneky  14-OH-
KJIaPUTPOMHIMH 0071a1aeT HU3KOW aKTHBHOCTBIO 10 OTHOIIEHHIO K HHpeKnusaM Mycobacterium
avium complex (MAC), MokeT MeHSThCS 00IIasi aKTHBHOCT B OTHOLIEHHMH 3THX BO30yaMTeENeH,
nostomy s siedenus MAC cinenyer paccMaTpuBaTh albTepHATHBHOE JICUCHHE.
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Daykonazon

CosmecTHbIi npueM ¢urykoHa3ona B 03¢ 200 Mr exeHEBHO M KJIapUTPOMHUIIMHA B 03¢ 500 Mr
IBa pa3a B JeHb y 21 310poBOro 100poBOJbLA NPHBENT K YBEIHYCHHIO CPEJHEr0 3HAYEHHS
MHHMMaJIbHOM PAaBHOBECHOM KOHUEHTpaUMu KiIapuTpoMULUHA (Cmin) © AUC Ha 33 % u 18 %,
COOTBETCTBEHHO. IIpy 3TOM COBMECTHBIH NpHEM 3HAYUTEIBHO HE BIHM HAa CPEIHION
PaBHOBECHYIO KOHIIEHTpAIMIO aKTHBHOro Mmerabosnuta 14-OH-knapurpomunmnaa. Koppekius
J103bI KJITApHTPOMHIIMHA B CITy4ae COIYTCTBYIOLIEro npueMa ¢urykoHas3oa He TpedyeTcs.
Pumonaeup

DapMaKOKHHETHYECKOE MCCIIEJOBAHHE NOKA3al10, YTO COBMECTHBINA IPHEM PHTOHABHpA B J03€
200 Mr xaxaple BOCEMb 4acOB M KJIApPHTPOMHUIHMHA B 03¢ 500 Mr Kaxable 12 4acoB IpHBENT K
3aMETHOMY TIOJIaBJICHHIO Me€TaboJM3Ma KJIAapHUTpoMuIMHA. [lpm CcoBMeCTHOM mpueMe
putoHaBUpa Cmax KJIApUTPOMHIKHA yBenuumiach Ha 31 %, Cmin yBenmunnack Ha 182 % u AUC
yBeJM4MIach Ha 77 %. bpl10 0TMEYeHO NpakTHYeCKH MOJIHOE MoAaBlieHne oopasosanus 14-OH-
KJIQpUTPOMHIIMHA. brarozaps MMpOKOMY TepaneBTHYECKOMY IHMaNa3oHy KIapUTPOMHIIMHA
YMEHBIICHHE €r0 JI03bl y NAlMEHTOB C HOPMaJbHOW MOYeyHOH (yHKIHMeH He TpeOyercs. Y
MALUEHTOB € MOYEYHOM HEJ0OCTATOYHOCTHIO LIEIECO00Pa3HO PACCMOTPETh CIIEAYIOIIHE BAPHAHTEI
koppekuu# 103bl: IpH KK 30 — 60 M1/MHH 1032 KIapUTPOMHIIHHA J0/DKHA OBITH YMEHBIIEHA
Ha 50 %; npu KK menee 30 My1/MHH 1032 KJIapUTPOMHIIMHA JIOJDKHA OBITH yMeHbIeHa Ha 75 %.
PuToHaBup He clielyeT COBMECTHO IPHHUMATH C KJIAPUTPOMUIIMHOM B J103aX, IPEBBINAIOIIHX |
I//1eHb.

CxomHbIe KOPPEKIMH /103 JOJKHBI PacCMaTpPHUBAThCS y MAMEHTOB CO CHHUXKEHHOH (YHKIMEH
NOYEK, €CIH pPHUTOHABUD MCHOJNB3yeTcd KaK (apMaKOKHHETHYECKHH «YCHIIMTENb)» IIPH
MPUMEHEHUH JIPYIUX MHrHOMTOpOB mpoteassl BUY, Bkitouas ara3aHaBHp W CaKBHHABHD (CM.
nojapaszen «/IBynanpaBieHHOE B3aUMOICHCTBHE JIEKAPCTB»).

ﬂeﬁcm@ue KI1apumpoMUuyuHa Ha opyaue JIeKAPCMEBEHHble npenapamaul

AHmuapummuueckue cpedcmea (XUHUOUH U OUZONUPAMUO)

B03MOXHO BO3HHKHOBEHHE JKENIYJOYKOBOW TaxWKApAWH THIIA «IIHUPYIT» IIPH COBMECTHOM
NPUMEHEHHH KJIApUTPOMHUIIMHA ¥ XHHU/IMHA WM Ju3onupamuia. [Ipu oqHOBpeMeHHOM mpHeme
KJIapUTPOMHUIIMHA C OSTHMH [pernapataMd CJI€AyeT pEerylspHO IPOBOJUTh KOHTPOJIb
3JICKTPOKApAAMOTpaMMbl  Ha MpeaAMET yBenudyeHHs wuHTepBata QT, a Takke ciexyer
KOHTPOJIMPOBATEH CHIBOPOTOYHBIE KOHIICHTPAI[MH 3THX IpeIapaToB.

[Ipy mocTperuecTpallioHHOM MPUMEHEHHH COOOINATIOCh O CIIyYasX Pa3sBHTHS TMIOTIHKEMUH IIPH
COBMECTHOM IpHEME KIAPUTPOMHUIIMHA M JAu3onupamyuza. HeoOXoaumMo KOHTpOIMpOBAaTh
KOHIICHTPALUIO TJIFOKO3bl B KPOBH IIPH OJHOBPEMEHHOM IIPHUMEHEHHH KJIAPUTPOMHIMHA MU
JU30MHUpaMHUIA.
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Ilepopanbusie zuno2nukemuueckue cpedcmea/uncyun

[Ipu coBMECTHOM NPUMEHEHHH KJIAPHTPOMHIMHA H IEPOPATBHBIX TUIOTIMKEMHYECKHX CPEICTB
(HampuMep, NPOM3BOAHBIE CYNb()OHHIMOYEBHHBI) M/MIM HHCYJIMHA MOXET HabIIomaThes
BBIpa)KCHHAs! THIOrIHKeMUs. OJHOBpEMEHHOE NPHMEHEHHE KIAPUTPOMHIIMHA C HEKOTOPBHIMH
TUIIOTTIMKEMUYECKHUMHU TIperiapaTaMHi (HalpuMep, HATErJIHMHHUJ, MHOTJIMTA30H, PeNarivuHuI M
POCHIJINTa30H) MOJKET NMPUBECTH K MHIHOMpoBaHUIO H3opepmenTa CYP3A Ki1apuTpOMHIIMHOM,
B PE€3yJIbTaTe Y€ro MOXKET Pa3BUTHCS TUIIOIIMKeMHs. PeKoMeHIyeTcs TIIaTelbHBIH KOHTPOJIb
KOHIIEHTPALUH [JTFOKO3BI.

B3aumooeiucmeus, o6ycnognennsie uzopepmenmom CYP3A

CoOBMECTHBINH TNPHEM KIApUTPOMHIIMHA, KOTOPBIA, KaK W3BECTHO, MHTHOMpYET H30(epMEeHT
CYP3A, u mpenaparoB, mepBu4HO MeraGoimsupyommxcs usodepmentom CYP3A, moxer
aCCOIIMMPOBATBCS C B3aUMHBIM IOBBIIIEHMEM HX KOHIEHTpPALHWH, YTO MOXET YCHIHMTH HIIH
NPOATNTh KaK TepaneBTHYeCKHe, TaK M 106o04Hble 3¢ dekTsl. Kiaputpomuiuu cieayer c
OCTOPOKHOCTBIO TIPUMEHSTH MAlMEHTaM, OJIy4arolUM IIpenaparsl, SBISIOMIHEC CyOCTpaTaMu
uzodepmenta CYP3A, ocobeHHO ecan O9TH Ipemnaparbl MMEKOT y3KHil TepamneBTHYeCKHid
AuanasoH (Hanmpumep, KapOama3senuH), H/WIM HMHTEHCHBHO METabOJM3MPYIOTCS  ITHM
epmenToM. B ciyyae HEOOXOXMMOCTH IOKHA NPOBOJMTHCS KOPPEKIHMs J03bI Iperapara,
NPHHAMAEMOr0 BMECTE C KJIAPHTPOMHUIIMHOM. Takike, 0 BO3MOKHOCTH, JIOJDKEH IIPOBOIMTHCS
MOHHUTOPHHI CBIBOPOTOYHBIX KOHIIEHTPALUK IIPEnapaToB, MEPBHYHO META0OIM3HPYIOIIHXCS
nsopepmenrom CYP3A.

Metabonu3m  creayromux INpenapaTtoB/KJIacCOB OCYIUECTBIAETCS TeM e H30(hepMEeHTOM
CYP3A, 4ro u Merabonu3M KIApUTPOMHIMHA, HAIpUMEp, alpasonaM, KapOaMmaselHH,
IMJI0CTa30], LHUKJIOCIIOPUH, [H30MHMPAaMHJ, METHINPEAHH30JI0H, MHIa307aM, OMEINpasoll,
nepopajibHble aHTUKOArYJIIHTHI (Harmpumep, BapdapuH, puBapokcadbaH, anukcadaH), aTHITHYHbIE
AHTUIICHUXOTHYECKHE CPEe/CTBA (HAlpHUMEp, KBETHANWH), XMHUAMH, pudabyTHH, cuigeHadu,
TaKpOJIMMYC, TpHuasosaM U BuHOMacTHH. Takxke k aronucram uzopepmenta CYP3A oTHOcsTCS
CICIYIOIIHE  Ipemnaparbl, MPOTHBOIOKA3aHHBIE K  COBMECTHOMY  INPHUMEHEHHIO ¢
KJIapUTPOMHUILIMHOM: aCTEMH30J1, U3aIpH, TUMO3H/1, TeppeHaIHH, JIOBACTATHH, CHMBACTAaTUH H
alkajgouael  cmopeiHbM  (cM.  pasgen  «IIpotuBomokasamusi»). K mpemaparam,
B3aHMOJICUCTBYIONIMM MOJ00HEIM 00pa3oM depe3 apyrue H30(epMEHTHI B paMKaX CHCTEMBI
uutoxpoma P450, oTHocATCS PeHUTOHH, TEOQHIUTHH M BaIbIpOeBas KUCIOTA.

Henpambie anmukoazyaianmot

Ilpu coBmectHOM mnpueme BappapuHa U KJIAPUTPOMHIMHA BO3MOXKHO KPOBOTEUYEHHE,
BeIpaskeHHOe yBennyeHne MHO u mpoTpomOuHOBOro BpemeHn. B ciyyae COBMECTHOrO
NpPUMEHEHHST C BappapvHOM WM APYTMMH HENPSMbIMH aHTHKOAryJISHTAMH HEOOXOIUMO
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koHTpospoBate MHO u nporpomMGrHOBOE BpeMsi.

Ilepopansnsie anmukoazyianmer npamozo oeticmeus

[lepopaibHplii aHTHKOATyIAHT NPAMOro AeiCTBHS nabWratpaH sBiIsSeTcs CyOCTpaToM Iuis
s drokcHoro Genka-nepeHocunka P-riukonporenna (P-gp). PuBapokcaban u ammkcaGan
MeTabonusupyrotes ¢ yuactueMm mzodepmenta CYP3A4 u taxoke sBisoTcs cyOcTpartamu st P-
gp. Crexyer cobimonath 0CTOPOKHOCTh TIPH OJHOBPEMEHHOM NPUMEHEHHH KIAPHTPOMHUIMHA C
JaHHBIMH TpernapaTtamu, OCOOEHHO Y MAalMEHTOB C BBICOKMM DHCKOM KpOBOTEYEHHS (CM.
pasienbl «C 0CTOPOKHOCTBION B «OcoObIe yKa3aHUs »).

Omenpaszon

Knapurpomuums (mo 500 mr kakasle 8 9acoB) HCCIENOBaICS y 3I0POBBIX B3POCIBIX
7100poBosbleB B KOMOMHanMM ¢ oMemnpasoioM (o 40 Mr exeaHeBHo). IIpH COBMECTHOM
NPUMEHEHUH KJIAPUTPOMHULIMHA W OMEMNpa3ojia PaBHOBECHbIE IUIa3MEHHbBIE KOHIEHTPALHH
omenpasona ObutM yBedHUYeHB! (Cmax, AUCo24 U T2 yBemmummnces Ha 30 %, 89 % u 34 %
cooTBeTcTBeHHO). Cpennee 3nauenue pH sxemynka B TedeHHe 24 4acoB cOCTaBHIO 5,2 mpH
NpHEeME OMeIpaszojia B OTACIBHOCTH H 5,7 NpH HOpHeMe OMeIpas3ojia COBMECTHO C
KJIQPUTPOMHIIUHOM.

Cunoenagpun, madanaghun u éapoenaghun

Kaxzplii 13 >TuX MHruOMTOpOB ocdommdcrepasbl Merabonm3upyercs, Mo KpaitHeil Mepe,
yacTHYHO ¢ ydactHeM u3odepmenta CYP3A. B 1o xe Bpems usopepment CYP3A moxer
MHIHOMPOBATBLCS B IIPUCYTCTBHU KIapuUTpoMHIHA. COBMECTHOE IPUMEHEHHE KIAPHTPOMHIIHHA
¢ cuiaeHaduiIoM, TananaduIOM WIM BapAeHAQHUIOM MOXET MPHUBECTH K YBEIHYCHHIO
MHrHOMpYyolero Bo3zeicTBus Ha (ochomudcrepasy. [Ipi NpUMEHEHMH 3THMX IMPENapaToB
COBMECTHO C KJIQPUTPOMHMIMHOM CJIEYET PAaCCMOTPETh BO3MOXKHOCTH YMEHBIIECHHS J03bI
cuieHapuIa, Tafanaduia U BapaeHadua.

Teogpunnun, kapoamazenun

[Ipu cOBMECTHOM NPUMEHEHHH KJIAPUTPOMHIINHA M TeODHILIMHA WM KapOaMas3elHHa BO3MOXHO
TIOBBIICHUE KOHIIEHTPAIIMHU JIaHHBIX [IPENapaToB B CHCTEMHOM KPOBOTOKE.

Toamepooun

IlepBr4HBIH MeTabOIM3M TONTEPOMHA OCYILIeCTBIsETCS Yepe3 2D6 usopopmy ruroxpoma P450
(CYP2D6). Oxmnako B YacTH NONYJISAUWH, JHINeHHOH u3odepmenta CYP2D6, merabommsm
nporcxoauT yepe3 usopepment CYP3A. B sroii rpynme HaceleHus moJaBieHHe H30(epMeHTa
CYP3A npuBoauT K 3HaUMTEBHO GOJIee BHICOKMM KOHIEHTDAIUSM TOJITEPOIHHA B CHIBOPOTKE.
B monynsumu ¢ Hu3KMM ypoBHeM MeTabonu3ma uepe3 wusodepmeHT CYP2D6 moxer
MOTpeOOBATbCSl CHHKEHHE JI03bI TOJNTEPOJMHA B IPHCYTCTBHM HHTMOMTOPOB H30(hepMeHTa
CYP3A, Takux KaK KJIapUTPOMHIIMH.
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bensoouasenunol (nanpumep, annpazonam, mudaszonam, mpuaszonam)

IIpn coBMecTHOM nMpuMeHEHMH MHIa301aMa U TaGieToK KiapuTpomumuHa (500 Mr aBa pasa B
ZeHb) oTMedanoch ysenuuenne AUC muzmasonama: B 2,7 pasa moclie BHyTPHBEHHOTO BBEICHHS
MHZa3onama. Eciu  BMecTe ¢ KIapUTPOMHIMHOM IIPHMEHSIETCS BHYTPHUBEHHas (opma
MHZla30j1aMa, CJIeyeT TIIATeJIbHO KOHTPOJIMPOBATh COCTOSHHE ITALMEHTAa IS BO3MOXKHOM
KOPPEKIHH 103bl. BBe/leHHe JleKapcTBEHHOTO IIperapara Yepe3 CIM3MCTYIO 000JI0YKY MOJIOCTH
pTa, KOTOpPOE [aeT BO3MOKHOCTH OOOMTH IPECHCTEMHYIO SIHMHHALMIO JIEKAPCTBEHHOTO
lpenapara, CKOpee BCEro, MNPHBEIET K B3aUMOJEHCTBHIO aHAIOTHYHOMY TOMY, KOTOPOE
HabI01aeTCsl IPU BHYTPUBEHHOM BBEICHHH MHU/Ia30J1aMa, a He [IPH MepOpaTbHOM TIPHEME.
Takue e Mepbl IpPEOCTOPOKHOCTH CIEAYET NPUMEHATh H K JPYTHM OCH30[Ha3elHHAaM,
KoTOpbIe MeTabomu3upyroTcs u3opepmentom CYP3A, Bkimoyas Tpuazonam u aampasonam. Js
OeH30/1Ma3eNIMHOB, BBIBEJICHHE KOTOPBHIX He 3aBUCHT OT m3opepmenta CYP3A (temasemam,
HHUTpasenam, JopasenaMm), MaJOBEpOATHO KIMHHYECKM 3HAYMMOE B3aHMOJCHCTBHE C
KJIADUTPOMHUIIUHOM.

IIpy COBMECTHOM NpPHUMEHEHHH KJIAPUTPOMHUIMHA M TPHA30jaMa BO3MOJXKHO BO3JICHCTBHE Ha
LEeHTpaIbHYI0 HepBHYIO cuctemy (LJHC), HanpuMep, COHIMBOCTh M CIyTaHHOCTH CO3HAaHHS. B
CBSI3U C OTHM, B CJIy4ae COBMECTHOIO IPUMEHEHHS, PEKOMEHIYeTCs CJIEIUTh 3a CHMIITOMAMH
Hapywenus [{HC.

Bzaumooeiicmseus ¢ Opy2umu npenapamamu

Konxuyun

Konxuuun ssnsercs cyberpatom kak usodepmenta CYP3A, Tak u Genka-mepeHocumka P-
riaukonporenHa (P-gp). M3BecTHO, 4YTO KIAPUTPOMMIMH M JPYrHE MaKpPOJIMILI SBISIOTCS
uHruouropamu usodpepmenta CYP3A u P-gp. Ilpu coBMecTHOM NpHeMe KIapUTPOMHIMHA U
KOJIXHIMHA MHIHOMpoBanue P-gp m/mmn m3odepmenta CYP3A MoKeT NPHBECTH K yCHIIEHHIO
JACUCTBUSL KOJIXHMIMHA. 3aperMCTPHPOBAHBI IIOCTPETHCTPALlMOHHBIE COOOIIEHHS O ClIydasx
OTPaBJICHUS KOJIXUIUHOM IIPH €r0 OJHOBPEMEHHOM IpHEME C KJIAPHTPOMHIMHOM, dalle y
MOXHUIIBIX TMAalKWeHTOB. HekoTopele M3 ONMHCaHHBIX CIydYaeB IPOMCXOAMIM C MAlHEHTaMH,
CTpajJalOlMMH  IOYEYHOW HENOCTaTo4HOCThIO. Kak coolmanoch, HEKOTOphIE —Clydau
3aKaHYMBAIKCH JIETATBHBIM HCX0I0M. OJHOBpEMEHHOE INpUMEHEHHE KJIAPHTPOMHMIMHA M
KOJIXUIIMHA MPOTHBOIOKa3aHOo (cM. paszen «IIpoTuBomnokasanusy).

Muzokcun

[Ipenmnonaraeres, 4ro aurokcus sBisercs cyoerpatom P-gp. U3BecTHO, 4TO KIapHTPOMHIMH
uHruOupyet P-gp. IIpu coBMECTHOM IpHeMe KJIAPHTPOMHUIMHA U IMTOKCHHA HHTHOHpoBaHHe P-
gp  KJIApUTPOMHIMHOM  MOXET TPUBECTH K  YCHJIEHHMIO  JE€HCTBUS  JUTOKCHHA.
[locTperncTpanlnoHHble MCCIENOBAHMS IOKA3aid, YTO COBMECTHBIA MHpHEM JMIOKCHHA H
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KIQpHTPOMHMIIMHA TaKKe€ MOXKET IPUBECTH K IOBBINIEHHIO CBIBOPOTOYHOM KOHIEHTPALHH
JMIOKCHHA. VY HEKOTOPbIX MAlHEHTOB OTMEYAIHCh KIMHAYECKHE CHMIITOMBI OTpPABICHHS
AMTOKCHHOM, BKJIIOYas IOTCHUHAIbHO JIETalbHble apUTMHH. [IpH COBMECTHOM IpHeMe
KJIApDUTPOMHIIMHA U TUTOKCHHA CJIE/IyeT THIATEIbHO KOHTPOJIUPOBATh KOHIEHTPALMIO JUTOKCHHA
B CBIBOPOTKE.

3uoosyoun

OZnHOBpeMeHHBIH NpHEM TabNeTOK KIAPHTPOMHIUMHA M 3MAOBYIMHA NEPOPATBHO B3POCIBIMHA
BUY-nHUUMPOBAHHBIME ~ MAAEHTAMH MOXXET [PHBECTH K CHIDKGHHIO DaBHOBECHON
KOHLIEHTPALlUH 3UI0BY/IHHA.

[lockonbKy KIApUTPOMHMIMH BIMSET Ha BCACBIBAHHE 3MJIOBYAMHA NPH IEPOPATLHOM IpHEME,
B3aHMOJICHCTBHS. MOXKHO B 3HAUMTEJIbHOH CTeNeHH H30exaTh, MPHHUMAs KIAPMTPOMMIHUH H
3UJI0BYJIMH C HHTEPBAJIOM B 4 yaca.

[lono6Horo B3aumoneiicTsus He Habmonanu y BAY-uHHUUMPOBAHHBIX AeTel, MPHHHMABIINX
ACTCKYIO CYCIICH3HIO KJIAQPUTPOMHIMHA C 3HJIOBYJMHOM MM JHAE30KCHUHO3MHOM. ITOCKOJIBKY
KJIADUTPOMHIIMH MOXET IPENATCTBOBATh BCACBIBAHHMIO 3MIOBYJHHA IPH HX OJHOBPEMEHHOM
NpHeMe BHYTPb Yy B3pOCIBIX MAlMEHTOB, MOJ00HOE B3aMMOJEHCTBHE BPS JIH BO3MOKHO IIPH
MCII0JIb30BaHHH KJIAPUTPOMHIIMHA BHYTPUBEHHO.

DeHumouH u 6anbnpoesas Kucjioma

Nmerotcs  nanHble O B3aMMOJEHCTBHAX HMHruOMTOpoB H30hepmenta CYP3A  (Bkmoyas
KJIAQpUTPOMHILIMH) C NpenapaTaMH, KOTOpble He MeTabOIM3UPYIOTCS C IIOMOIIBIO H30(epMeHTa
CYP3A (penutonHOM M BagbIpoeBOil KHCIOTOMN). J[/Is IAHHBIX MPENAapaToB, IPH COBMECTHOM
INPUMEHEHHH C KJIAPUTPOMHMIHMHOM, DPEKOMEHIYETCS OIpeJelieHHe HX ChIBOPOTOYHBIX
KOHIIEHTPALMH, TaK KaK UMEIOTCS COOOIEHHS 00 UX MMOBBIIIEHUH.

eynanpaesnerHoe e3aumooeiicmeue JleKapcme

Amasanaeup

KrnaputpoMuuvn 1 arasanaBup sBIAIOTCS KaK CyOCTpaTaMu, Tak ¥ MHHTHOUTOpaMH M30(epMeHTa
CYP3A. CymecTByeT CBHIETENTLCTBO JIBYHAIPABICHHOTO B3aUMOJEHCTBUS 3THX IIPENaparos.
CoBmecTHOe npuMenenue KkiaaputpomunuHa (500 Mr aBa pasa B JeHb) u aTasaHasupa (400 Mr
OJIMH pa3 B JI€Hb) MOXKET NPHBECTH K JBYKPATHOMY yBEIHYEHHIO BO3/IEHCTBHS KJIAPUTPOMHIIMHA
M yMeHbIIeHHIO Bo3jeiicTBus 14-OH-knaputpomunmua wa 70 %, c¢ ysenmuenmem AUC
arazaHaBupa Ha 28 %. braronaps mHMpOKOMy TepaneBTHYECKOMY AHala3oHy KIapHTPOMHIIMHA
YMEHBIIEHHE €ro JI03bl y MAalUEHTOB C HOpPMalbHOH ¢yHKUMeHl mnovexk He Tpedyercs. Y
NAllMeHTOB C YMEpeHHOW modyeyHod HexocrarouHocThio (KK 30 — 60 wma/mMun) no3a
KJIapUTPOMHMIIMHA J0JDKHA ObITh yMeHblneHa Ha 50 %. YV nammentoB ¢ KK menee 30 mu/MuH
A03y KIApUTPOMHIIMHA CJIEAYeT CHU3UTh Ha 75 %, MCHONB3YS ISl 3TOTO COOTBETCTBYIOIILYIO
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JIeKapCTBEHHYIO GopMy KiapuTpoMHIMHA. KitapuTpoMuImH B 103ax, npesbimaommx 1000 mr B
CYTKH, HeJIb3sl IPUMEHSATh COBMECTHO C HHTHOUTOPAMH IIpOTeas.

brokamoper «mednennbix» Kanbyuessix KaHan0e

IIpu 01HOBpeMEHHOM NMPHUMEHEHHH KJIAPUTPOMHIIMHA U 6JI0KATOPOB «MEUICHHBIX» KATbIIMEBBIX
KaHajloB, KOTOpble MeTaboimsupyrores usopepmentom CYP3A4 (mampumep, Bepamammi,
aMJIOMIINH, IUITHA3eM), CIelyeT COOMOAaTh OCTOPOXKHOCTB, MOCKOJBKY CYIIECTBYET PHCK
BO3HUKHOBEHHs apTepHAIbHOM TIUIOTeH3HH. [l1a3MeHHble KOHIEHTpalMH KIapuTPOMHIIMHA,
TaKKe, Kak H OJIOKaTOpOB «MEJICHHBIX)» KaJIbLHMEBBIX KAaHAIOB, MOTYT MOBBINATHCS IIPH
OZIHOBPEMEHHOM IPUMEHEHHH. ApTepHalbHas THIOTEH3Hs, OpajHapUTMHs M JIAKTOAIMAO03
BO3MOXHBI IIPH OTHOBPEMEHHOM IIpHEME KJIADUTPOMHUIIMHA U BepariaMuia.

Hmpaxonaszon

KiaputpomMuie M MTpakoHa3onm SBISIOTCS CyOCTpaTaMM M HHTHOMTOpaMH H30(depMeHTa
CYP3A, uro omnpenenser IByHanmpaBleHHOE B3aMMOJEHCTBHE NpenapaToB. Kmapurpomumu
MOXKET MOBBICUTH KOHIIEHTPALIMIO HTPAKOHA30JIa B IUIa3Me, B TO BpeMsi KaK HTPAKOHA30J MOKET
TOBBICUTE  IIJJa3MEHHYIO  KOHILCHTPALMIO KJIAPUTPOMHIMHA. [lallMeHTOB, OJHOBPEMEHHO
NPUHUMAIOIINX UTPAKOHA30JI ¥ KJIAPUTPOMMIIMH, CJIEIyeT TIIaTeIbHO 00C/Ie10BaTh Ha HATHYHE
CHMIITOMOB YCHJICHHS! WM YBEJIMYEHHUS JIMTEIBHOCTH (apMaKoIoruueckux 3p@(eKToB 3THUX
Ipenaparos.

Cakeunaeup

KrnaputpoMuie M cakBHHABHp SBISIOTCS CyOCTpaTtaMM W HMHIHOMTOpaMH H30(hepMeHTa
CYP3A, 4ro ompenenseT IByHanpaBJIeHHOE B3aHMOJEHCTBHE IpenapaToB. OIHOBpeMEHHOE
NpUMeHeHHe KiapuTpomunuHa (500 mMr gBa pasa B JeHb) M CaKBHHaBHpa (B MATKHX
KEIaTHHOBBIX Karcynax, 1200 Mr Tpu pasa B JeHb) y 12 310pOBBIX JOOPOBOJBLEB BHI3BIBAIO
yBenudeHne AUC U Cmax cakBunaBupa Ha 177 % u 187 % COOTBETCTBEHHO B CPaBHEHHH C
nprueMoM cakBuHaBUpa B OTAENbHOCTH. 3HaueHUs AUC U Cpax KJIQPUTPOMHIMHA OBLIH
npubu3uTenbHO Ha 40 % BbIlIe, YeM PH MOHOTEPAIIMH KJIAPUTPOMHUIMHOM. [IpH cOBMECTHOM
INPUMEHEHUU 3THX JIBYX IperaparoB B TEYEHHE OTPaHHYEHHOTO BPEMEHH B J03aX/COCTaBax,
YKa3aHHBIX BbIIIE, KOPPEKUHUs 1036l HE TpeOyeTcs. Pe3ynpTaThl Hccle0BaHus JIeKapCTBEHHBIX
B3aHMO/ICUCTBHIA C MCIOJIb30BAaHUEM CAKBHHABHPA B MATKHX JKEIATHHOBBIX KaIlCyjJaX MOTYT HE
COOTBETCTBOBaTh d(pdexTaM, HaONONAaEMBIM NPH MPHMEHEHWH CAKBUHABHpPA B TBEPIBIX
JKEJIAaTHHOBBIX Karcynax. PesynbraTel MCCIe0BaHUsS JIEKapCTBEHHBIX B3aUMOJIEHCTBHNA mHpH
MOHOTEpANMK CAaKBHHABUPOM MOTYT HE COOTBETCTBOBaTh d3(dekraM, HabII0MaeMBbIM IIpU
Tepaluy CaKBHHABMPOM/PUTOHABUPOM. IIpu mpHeme cakBHHABHpa COBMECTHO C PUTOHABHPOM

CJICAYCT YYUTBHIBAaTh IOTCHIHAJIbHOE BIIMSIHUE PUTOHABUpPA Ha KIIApUTPOMHIIHH.
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Ocobble ykazanus

JUMTenbHBIA  TIpHEM  aHTHOMOTHKOB MOXKET MPHUBOJMTH K OOpa3OBAHHIO KOJOHHH ¢
YBEJIHYEHHBIM KOJIMYECTBOM HEYYBCTBHTEIBHBIX OakTepwii W rpuboB. Ilpu cynepundexuun
He0OX0IMMO Ha3HAYHTh COOTBETCTBYIOIILYIO TEPAIIHIO.

Hasnadenue kmaputpomuuvHa OepeMEHHBIM OJKCHIUMHAM  JIOJDKHO TPOBOJMTBCA  IIPH
TIIATEIbHOH OLICHKE COOTHOLIEHHS PHCKA U MOJIb3bl, 0COOEHHO B T€YEHHE MEPBHIX TPEX MECAIEB
OepeMEeHHOCTH.

IIpn mpuMeHeHHH KJIapUTPOMHIIMHA COOOIIAIOCH O MEYEHOYHOH JUCYHKIMH (IIOBBILICHHE
aKTHBHOCTH I€YCHOYHBIX (PEPMEHTOB B KPOBH, TeNaTOLE/UTIONSAPHBIA H/HIM X0JIeCTaTHIECKHi
TeNaTUT C XKeNTyXoi miu Oe3). IledeHouHas aUCYHKIMS MOXKET OBITH TSKETIOH, HO OOBIYHO
SABJISETCS. 0OpaTUMOH. ViMeroTcs cirydan medeHOYHOM HeI0CTaTOYHOCTH C JIETATBHBIM HCXOJIOM,
[JIABHBIM 00pa3soM, CBA3aHHBIE C HAIMYHEM CEPhE3HBIX COMYTCTBYIOIIMX 3a00JeBaHMHA W/WIH
OZIHOBPEMEHHBIM IIPHMEHEHHEM JIPYTHX JIEKApCTBEHHBIX cpeCTB. [Ipu MOsABIEHHH NPU3HAKOB U
CHMIITOMOB IeNaTUTa, TAKHX KaK aHOPEKCHS, JKEJITyXa, IOTEeMHEHHE MOYH, 3y, 00JIE3HEHHOCTh
’KMBOTA IIPH NaJIbIALKH, HEOOX0IMMO HEME/UVIEHHO IPEKPATHTh TEPAITUIO KJIAPHTPOMHIIMHOM.
IIpn Hanm4uu XpoHudyeckux 3abojeBaHMil MEYeHH HEOOXOAMMO MPOBOIMTH PEryIISpPHbIi
KOHTPOJIb ()EPMEHTOB CHIBOPOTKH KPOBH.

Ilpy Je4eHMH DpPAaKTHYECKH BCEMH aHTHOAKTEPHATBHBIMM CPEJICTBAMH, B TOM YHCIIE
KJIApDUTPOMHILIMHOM, OITMCAHBI CITy4YaH MCEBAOMEMOPAHO3HOTO KOJHTA, TSHKECTh KOTOPOrO MOKET
BappbHpOBATbCS OT JIETKOH 10 yrpoxaromeid u3Hu. [Ipu JleyeHWH NpaKTHYECKH BCEMH
aHTHOAKTepHAIbHBIMU TIPENapaTaMH, B TOM YHCJE KJIAPMTPOMHIMHOM, OIHCAHBI CIyYaH
Clostridium difficile-acconuupoBaHHOM IHapeH, TSKECTh KOTOPOH MOKET BapbHPOBATHCS OT
JIETKOM JMaped [0 YrpOKAKOIIEro KM3HM KOJHTA. AHTHOAKTepHalbHblE MpENapaThl MOTYT
M3MEHHTh HOPMaIbHYI0 MHMKpOQIIOpY KHIIEYHHKa, 4TO MoxeT mnpuBectH k pocty C.difficile.
IlceBnomembOpanosupii kout, BE3BaHHEI Clostridium difficile, Heo6X0aMMO MOO3pEBaTh y
BCEX MAalUCHTOB, Y KOTOPBIX IOC/IE NPUMEHEHHsS AHTUOAKTEPHATBHBIX CPEICTB pa3BUIIACH
nuapesi. Ilocme npoBeneHHss Kypca aHTHOHMOTHKOTEpANMH  HEOOXOJMMO  TIIATENBHOE
MEJMIMHCKOe  HaOmoJeHue  3a  nanMeHToM.  ONHCBIBAIMCH  CIyd4ad  PasBHTHS
TCEBIOMEMOPaHO3HOI0 KOJIMTA CIYCTS 2 Mecsla [ocjie IPHeMa aHTHOMOTHKOB.

IIpu jeyeHnn MakpoJMaamy, BKIIIOYAs KIAPHTPOMHUIMH, HAOMIOAANI0CH YUTMHEHHE CepIedHOl
penosipusami ¥ wHTepBana QT, Bb3BIBas pHCK pPa3BUTHS CEPAEYHONM APUTMHH M
KEJTyZIOUYKOBOM TaxWKap[u¥ THHa «mMpysT» (cM. pazaen «I[loGounoe neiicrue»). Tak kak
CIEIYIOIIHE CHUTYyalldd MOTYT IPUBECTH K YBEIMYEHHIO PHCKa pPa3BUTHS HKEIyJ0YKOBBIX
apuUTMHUii (B TOM 4YHCIIE JKeTyJ04YKOBOH TaXMKapIWH THIA «IIMPY3T»), TO KIAPHTPOMHIMH HeE
JIOJKEH NIPUMEHATHCS Y CIIEAYIOIIUX KaTerOPHii Mal[HEHTOB:
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o y NAllUEHTOB ¢ TUIOKanuemMuen (cM. pasaen «IIpoTuBonokasanus»);

o y NAllMEHTOB ¢ THIIOMardueMuei (cM. paszzen «[IpoTuBonokazanus»);

. OJJHOBPEMEHHO€  Ha3HAY€HHE KJIAPUTPOMHMLHMHA C aCTEeMHU30JI0M, [H3AIPUIOM,
MUMO3H/IOM U Tep(eHaTMHOM IPOTHBOIOKa3aHO (cM. paszeln «[IpoTHBOIOKa3aHHA»);

o y HMalMeHTOB C BPOXICHHBIM HMJIM IIPUOOPETEHHBIM 3apETHCTPUPOBAHHBIM Y UIMHEHHEM
uHTepBanta QT wiM HalMyMeM JKeTyJOYKOBOM apHTMHH B aHaMHe3e (CM. paszen
«ITpoTuBOMOKa3aHUAY).

- KJIAPUTPOMHIIUH JIOJDKEH MPHUMEHATHCS C OCTOPOXKHOCTBIO y CIEAYIOIIHX KaTeropii
HAIUEHTOB:

. y TAlHeHTOB C HineMu4eckod Oonesnplo cepana (MBC), Tsbkenoit cepaednoii
HEJI0CTaTOYHOCTBIO, HAPYIICHUSIMH TIPOBOJAMMOCTH MJIM KIIMHHYECKH 3HAYUMOM OpaJuKapInen;
. y TalMeHTOB, OJHOBPEMEHHO INPHHHMMAIOIUX JApYTHe JIeKapCTBEHHBIE IPENapaTsl,
CBA3aHHbIE C yanuMHeHHeM wuHTepBana QT (cMm. pasgen «BzaummoneiictBue ¢ apyrumum
JIEKapCTBEHHBIMH CPEJICTBAMHY).

B xoze snuneMronornueckux Mccie10BaH i [0 H3YYEHUIO PUCKA HEGIarONPUATHBIX CepIeYHO-
COCYIUCTBIX HCXOAOB TP IPHMEHEHHHM MAaKpOJIHIOB OBLIM IOJyYeHBl HEOHO3HAYHBIE
pesyiabTaTel. B HEKOTOpBIX  HaOMIOJATENBHBIX  HCCIIEAOBAHUSX  OBUT  YCTAHOBJICH
KPaTKOBPEMEHHBI PUCK pa3BUTHsS apUTMMH, MH(aApKTa MHOKapia W CMEPTH OT CEpAEYHO-
COCYIHCTBIX 3a00JIeBaHUH, CBA3aHHBIN C IPHMEHEHHEM MAKpOJIU/IOB, BKIII0Yas KIAPHTPOMHIIMH.
IIpy HasHaYeHMH KJIApUTPOMHIIMHA CIEIyeT COOTHOCHTH NPE/IO0JIaraeMyio Mojib3y OT IpHeMa
npernapara ¢ JaHHbIMH PHCKaMH.

B03MOXHO ~pa3sBUTHE TNEPEKPECTHOH pE3HCTEHTHOCTH K KJIAPUTPOMHIMHY M  JPYTHM
aHTHOMOTHKAM IPYIIIbl MAKPOJIHIOB, A TAKXKE IMHKOMHUIMHY M KJIMHIAMUIIHHY.

YuuThIBas pacTyllyl0 PE3UCTEHTHOCTb Streptococcus pneumoniae K MAKpOJTHAAM, BaXKHO
NPOBOJMTH TECTUPOBAHHE YYBCTBUTEIBHOCTH IIPH HAa3HAYCHHH KIAPUTPOMHIIMHA IIAl[MEHTaM C
BHEOOJILHUYHON mHeBMOHMEH. IIpH TOCHHTANBHON IHEBMOHMH KJIAPHTPOMHIMH —ClIEIyeT
IIPUMEHATH B KOMOMHAIIMH C COOTBETCTBYIOIIUMH aHTHOHOTHKAMH.

Mudexkuyn KoXH M MATKHX TKaHed JIETKOW M CpeJHEH TSKeCTH dalle BCEro BHI3BAHBI
Staphylococcus aureus n Streptococcus pyogenes. Ilpu 5Tom 06a BO3GymUTeNIss MOTYT OBITH
YCTOMYMBBI K MakpoiuaaMm. IlosToMy BaXHO IPOBOJMTH TECT HAa YyBCTBHTEIBHOCTD.
Maxposnuipl MOXKHO IPHUMEHSATh TIpH HHGEKUUSX, BbI3BaHHBIX Corynebacterium minutissimum,
3a00JIeBaHASX YIPU ByJIbIapHbIE H POXKa, a TAKKE B TeX CHTYalHUsX, KOTJa HEb3s MNPHMEHSTH
NEHUIWLIHH.

B ciy4ae mosiBiieHHs OCTPBIX peakiHil THIepUyBCTBUTENBHOCTH, TAKHX KaK aHA(MIAKTHYECKas

peaKiusl, TsDKEJIble KOXKHBIC JICKAPCTBEHHBIE PEAKIMU (HAIPUMEp, OCTPBIA reHepaau30BaHHBIH
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SK3aHTEMaTO3HBbI MycTyse3), cuHapoM CruBeHca-/PKOHCOHA, TOKCHYECKHMil 3IHIepMalbHBIH
HEKpOJIU3 U JICKapCTBEHHAs ChbIlb C J03MHO(GUIMEH M cHcTeMHOM cummrTomarukoil (DRESS-
CHHIPOM) HEOOXOAMMO cpa3y JK€ IpPeKpaTHTh IIpHeM KJIAPUTPOMHIMHA M  HAdarh
COOTBETCTBYIOIIYIO TEPAITHIO.

B ciyyae coBMecTHOro npuMeHeHHs ¢ BappapuHOM MIM JAPYTHMH  HENPSMBIMH
aHTHKOAryJIssHTaMu HeoOXoaumo koHTponupoBath MHO u mpoTpoMGuHOBOE BpeMst (cM. paszen
«B3auMoielicTBUE C APYTHMH JIEKapCTBEHHBIMH CPEICTBAMH).

Crnexyer cobmomaTh OCTOPOXHOCTH IPH OZHOBPEMEHHOM IPUMEHEHHH KIApUTPOMHIIMHA C
N€pOpaIbHBIMHI AaHTHUKOATYITHTAMH IIPAMOr0 JEHCTBHS, TAKUMH KaK JaburatpaH, puBapokcadaH
M anuKcabaH, 0COOEHHO y MALMEHTOB C BHICOKHM PHCKOM Pa3BHTHS KDOBOTEUEHHS (CM. pas3/ielbl
«C 0cTOpOXHOCTBIO» M «B3auMoeiicTBHE ¢ IPYrUMH JIEKAPCTBEHHBIMH CPEICTBAMH ).
Binsinue Ha cnoco0HOCTH YNIPaBJISTh TPAHCHOPTHBIMH CPEICTBAMH H MeXaHH3MaMH
JlaHHbIE ~OTHOCHMTENBHO BIMSHMS KIAPUTPOMHIHMHA HA CIOCOOHOCT K  YHPaBJICHHIO
aBTOMOOMJIEM U ME€XaHH3MaMHU OTCYTCTBYIOT.

Crenyer cobmonath OCTOPOXHOCTh IPH  YNpPAaBIEHAH TPAHCHOPTHBIMH CpPEICTBAMH U
MEXaHM3MaMH, YYUTHIBas IOTCHIHAIbHYK) BO3MOXHOCTH T'OJIOBOKDY)KCHHs, BEPTHIO,
CIyTAHHOCTH CO3HAHUS M JI€30PHEHTAllUH, KOTOPblE MOTYT BO3HHKHYTh IIPH NPHUMEHEHHH
JAHHOTO TIperapara.

®opma BbINyCKAa

Tabnemku, nokpsimele nienounou obonouxoun 250 mz:

4 TabneTku B O61ucTepe U3 arOMUHUEBOM (onbru u [IBX;

1, 3 wim 10 6;1mcTepoB B Mayke KapTOHHOW C HHCTPYKIHUEH 110 MPUMEHEHHIO.

14 TabneTok B Guctepe u3 amroMuHUeBON (Gonsru u [IBX;

1 6imcTep B mauKke KapTOHHOM ¢ HHCTPYKIHUEH 110 IIPUMEHEHHIO.

Taonaemxku, nokpsimeie nienounou ob6onoukoit 500 mz:

10 nmu 14 Tabrnetox B 6McTepe U3 amoMuHEEBOR Gonsru u [1BX;

1 6imcTep B mayke KapTOHHO#M ¢ HHCTPYKIHUEH 110 IIPUMEHEHHIO.

YciaoBus xpanenus

[Ipu Temneparype He Boime 25 °C.

XpaHUTh B HEJIOCTYITHOM JIJIs JIeTel MecTe!

Cpok rogHocTu

3 roga.

He IIPUMEHATH 110 HCTEYCHHUH CpOKa r'OJHOCTH.
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YecaoBus ormycka

OTmyckaroT 1o penenty.

Buiagesen perucTpanMoHHOrO yA0CTOBEPEHHS:

Can ®apmacsrotukan Unapactpus Jlta.,

Can Xays3, [1not Ne 201 B/1, Bectepn Dkcnpece Xaiisait, ['operaon (Mct), Mym6au — 400063,
Maxapamrpa, Uaaus

Sun Pharmaceutical Industries Ltd.,

Sun House, Plot No. 201 B/1, Western Express Highway, Goregaon (East), Mumbai — 400063,
Maharashtra, India

IIponsBoauTenn:

Can ®apmacsrotukan Uupactpus Jlta.,

Wupactpuan DOpea Ne 3, A.B. Poyx, [leBac 455 001, Manxss [panem, Unmus

Sun Pharmaceutical Industries Ltd.,

Industrial Area No. 3, A.B. Road, Dewas 455 001, Madhya Pradesh, India

Opranmsanus, NPUHAMAKOIIAs PETEH3HH NOTPeOHTe.Ieil:

IIpencraButensctso komnanun Can @apmacerotukan Ungactpus Jit.

Poccns, 107023, r. Mocksa, yi1. Diektpo3aBojckas, 1. 27, crp. 8, oducsr 29, 30.

Ten.: +7 (495) 771-74-27.

PykoBoautens oT/ien1a pern¢r
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