MUHHCTEPCTBO 3IPABOOXPAHEHUS POCCUMCKOM GEEPAITUN

HMHCTPYKIMA
10 MEJIMITMHCKOMY ITPUEMEHUIO JIEKAPCTBEHHOI'O TIPETIAPATA
Moxcudio | ;
PervcTpanuoHHbIA HOMep: 1229
Toprosoe HauMeHoBaHue: Mokcudio €Ol

JlekapeTBeHHas ¢popma: TaOIETKH, TIOKPEITEIE IIIEHOYHOU 000I04YKOM

Cocras: B 1 Tabnetke comepxuTes

Heiicmeyowjee gengecmeo: Moxcrudokcauusa ruapoxiopun 436,8 Mr, SKBUBaJIEHTHBIH
400,0 Mr moxcudIoKcalmHa.

Bcnomozameibnosle geujecmea: Hatpus Kpockapmennosa — 30,0 Mr, 1aKkTO3sI MOHOTHAPAT
— 60,0 mr, runponosa — 7,2 MI, Le/utono3a MUKpokpuctainueckas — 120,0 Mr, Maraus
creapat — 6,0 mr.

Obonouka nrenounan: runpomennosa — 12,0 mr, makporon 6000 — 4,0 Mr, THTaHA TUOKCH
— 3,46 Mr, KpacuTenb OKCHI JKesle3a KpacHbId — 0,54 mr.

Onucanue:

Kancynosuaneie 1BOAKOBBITYKIBIE TaONETKH, IIOKPHITHIE TNIEHOYHOH 000JI0UKO# KpacHOo-
posoBoro 1sera. Ha monepednom paspese Sapo CBETIIO-KENTOrO LIBETA.
dapmakoTepaneBTHYeCKasl IPyINa: IPOTHBOMUKPOOHOE CPEACTBO — (PTOPXMHOIIOH
Kon ATX: JOIMA14

dapmakoJoruyecKue CBOMCTBA

DapmakoouHamuka

Mexanusm Oeticmeus

Moxkeundnokcannn — GakTepuIMAHBIH aHTUOAKTePHATBHEIN [IpenapaT WUPOKOToO CIEKTpa

TIeHCTBUA, 8- METOKCUDTOPXUHOJIOH.



BakTepunuaHoe JeicTBre MOKCH(IOKcannHa 00yCIOBIEHO MHIHOUpoBaHueM OakTepu-
anpHBIX TomouzoMmepas II u IV, 4To NpuBOAUT K HAPYLIEHHIO IPOLECCOB PEIUIMKALIUY, pe-
mapanuy ¥ TpaHcKpunuuy 6uocuHTesa JJHK MUKpOOHON KIIETKH U, KaK CIEICTBUE, K I'-
Oenu MUKPOOHBIX KIIETOK.

MuHAMAaIbHEIE GaKTEPUIIMIHBIE KOHLEHTPAllMd MOKCH (IIOKCALMHA B LIEJIOM COIOCTABUMBI
¢ €ro MUHUMAJIbHBIMU HHIMOUPYIOUMY KOHIIEHTPaLMAMH.

Mexanusmel pe3ucmenmHocmu

MexaHu3MEl, IPUBOIAIIME K PA3BUTUIO yCTOMUYUBOCTH K NEHMUIMIIMHAM, LE(anocnopu-
HaM, aMUHOIVIMKO31/[aM, MAKPOJIUIaM 1 TeTpalUKIMHaM, He BIUAIOT Ha aHTHOaKTepHalb-
HyIO aKTMBHOCTH MOKCH(JIOKcaluHa. [lepekpecTHOl yCTONUMBOCTU MEXIY S3TUMHU IPyI-
IIaMM aHTHOAKTepUAIIBHBIX IIPerapaToB i MOKCH(IOKCAIIMHOM HE OTMeYaeTcs. Jlo cux mop
TaK)Ke He HabII0anoch cilydyaeB IUIa3MHUIHON ycToifunBocTH. O6Ias 4acToTa pa3sBUTHA
ycToftunBocTy oueHb HesHauutespHa (107 — 1071). PesucteHTHOCTE K MOKCH(IIOKCALMHY
pa3BHBAETCs MEAJIEHHO IIyTeM MHOXKECTBEHHBIX MyTauui. MHOroKpaTHOe BO3ICHCTBUE
MOKCH(ITOKCAIllMHA Ha MHKPOOPraHU3Mbl B KOHLIEHTpAlUAX HIDKE MUHMMAIbHON HHIHOK-
pyroweiikonnentpaunu (MUK) compoBoyknaercs nullb HE3HAUUTENBLHBEIM YBETMUEHUEM
MUJK. OtMmeuaroTcs cllydyau INepeKpecTHON YCTONYMBOCTH K XMHOJIOHAM. 1eM He MEHee,
HEKOTOpBIE YCTOMYMBBIE K APYTUM XMHOJOHAM IPaMIIONOXKUTENbHBIE U aHa3POOHbBIE MUK-
POOPraHU3MBl COXPAHAIOT YyBCTBUTEIBHOCTE K MOKCH (PIIOKCAIIMHY.

YcTaHOBIIEHO, UTO H00aBICHHE B CTPYKTYPY MOJNEKYNIbl MOKCH(IIOKCALMHA METOKCUI-
pynnsl B ojokeHuu C8 yBenuuMBaeT aKTUBHOCTb MOKCH(IOKCALlMHA U CHH)KaeT o0pa3o-
BaHUE PE3UCTEHTHBIX MYTaHTHBIX IITAMMOB IPaMIIONIOKUTENbHEIX Oaktepuil. [Ipucoenu-
HeHKe OMUMKI0aMUHOBOM Ipynisl B nonokeHuu C7 mpenynpexaaeT pa3BUTHE aKTUBHOTO
a(QiroKca, MEXaHU3Ma PE3UCTEHTHOCTH K (PTOPXUHOJIOHAM.

Moxcu()IOKCaluH i Vitro akTUBEH B OTHOLLIEHUH [IUPOKOT0 CIIEKTPa IPaMOTPHUIIATENBHEIX
U IPaMITONIOKUTEIbHBIX MUKPOOPraHU3MOB, aHa3p000B, KUCIOTOYCTOWUMBEIX OaKTepHit u
aTUNMYHBEIX OakTepui, Takux Kak Mycoplasma spp., Chlamydia spp., Legionella spp., a
TaK)Ke OaKTepHil, pe3UCTEHTHEIX K P-TAKTAMHBIM ¥ MAKPOJIU/IHEIM aHTHOMOTHKAM.

Bnusnue na kuweunyio muxkpognopy uenogexa



B 1ByX HMCClIEI0BaHUIX, IPOBEASHHEIX Ha JOOPOBOIBLAX, OTMEYaMCh CIIEAYIOIIUe U3Me-
HEHWsI KAIIEYHO MHUKPOMIOPHL MOCIIE MePOPAIBHOTO IpreMa Mokcudiokcanuta. Otme-
4aoch CHWKEHUe KOHIeHTpannii Escherichia coli, Bacillus spp., Bacteroides vulgatus, En-
terococcus spp., Klebsiella spp., a Taxxe aHaspob6oB Bifidobacterium spp., Eubacterium
spp., Peptostreptococcus spp. 3T n3MeHEHHs OplIM OOPaTUMBIMU B TEUEHUE IBYX HeJlellb.
Toxcun Clostridium difficile He oOHapyXeH.

Tecmuposarue 4y8cmeumensHOCmu in vitro

CrexTtp aHTHOAKTEpHUAIbHOH aKTUBHOCTH MOKCH(JIOKCAIMHA BKIIOYALT CIeAYIOINe MUK-

POOPIraHU3MBIL:

YyscTBUTEIBHEIE YMepeHHO-1yBCTBH- PesucrenTHbIE
TeJlbHbIE

I'pamnonoxuTe/1LHBIE

Gardnerella vaginalis

Streptococcus ~ prneumoniae *  (BKJIIOUYas
IITAMMBI, YCTOMUYMBBIE K MEHULUMWUIMHY H
IUITAMMBI C MHOJKECTBEHHOH PE3UCTEHTHOCTBIO
K aHTHOMOTUKAM), & TAKXKE INTAMMEI, YCTOHUH-
BbIe K IByM WM Oojiee aHTHOMOTHKAM, TaKHM
kak nenuuuue (MUK > 2 mxr/mn), uedano-
criopuns! 11 mokonenus (HanpuMep, Hedypox-
CUM), MaKpoOJIUIBl, TETPALUKINHB], TPUMETO-

npumM/cynbhamMeToKcazon

Streptococcus pyogenes (rpynna A) *

['pynma Streptococcus milleri (S. anginosus™,

S. constellatus®, u S. intermedius®)

['pynna Streptococcus viridans (S. viridans, S.
mutans, S. mitis, S. sanguinis, S. salivarius, S.

thermophilus, S. constellatus)

Streptococcus agalactiae

Streptococcus dysgalactiae




Staphylococcus aureus

(4yBCTBUTENBHBIE K METHLMILITHHY TaMMBbL)*

Staphylococcus aureus (pe-
3UCTEHTHEBIC K METHILHI-
nuHy/ 0QIOKCALMHY

IITaMMBbI)**

KoarynazoHeraTuBHble CTAQHIOKOKKH (S.
cohnii, S. epidermidis, S. haemolyticus, S.
hominis, S. saprophyticus, S. simulans),

YyBCTBHTEIBHBIC K METHLHIUIMHY mITaMMBbl

KoarynazoHeraTuBHbIE CTa-
dunokokku (S. cohnii, S.
epidermidis, S.
haemolyticus, S. hominis, S.
saprophyticus, S. simulans),
PE3UCTEHTHBIE K MCTHIIMII-

JIHHY LITAMMBI

Enterococcus faecalis™
(TONBKO WITAMMEI, HYB-
CTBUTEJILHBIE K BAHKOMH-

LIMHY U FeHTaMULMHY)

Enterococcus avium*

Enterococcus faecium*

I'pamoTpunaTe/ibHbIE

Haemophilus influenzae (BKItO4as WITAMMBI,
PO IUPYIOLIHE U HENPOLyIupyromue -

JaKTamassbl)*

Haemophillus parainfluenzae*

Moraxella catarrhalis (BKTHO4as WITAMMBI,

NPOAYLMPYIOLME ¥ HENPOLy Mpytomue 3-

JaKTaMassbl)*

Bordetella pertussis

Legionella pneumophila

Escherichia coli*

Acinetobacter baumanii

Klebsiella pneumoniae*

Klebsiella oxytoca

Citrobacter freundii™®




aerogenes,
E. intermedius,

E. sakazakii)

Enterobacter spp. (E.

Enterobacter cloacae*

Pantoea agglomerans

Pseudomonas aeruginosa

Pseudomonas fluorescens

Burkholderia cepacia

Stenotrophomonas

maltophilia

Proteus mirabilis*

Proteus vulgaris

Morganella morganii

Neisseria gonorrhoeae *

Providencia spp. (P.

rettgeri, P. stuartii)

AHa3pobbl

Bacteroides spp.
(B.fragilis*, B.dista-
sonis®, B.thetaiotaomi-
cron®*, B.ovatus*, B.uni-

formis*, B.vulgaris*)

Fusobacterium spp.

Peptostreptococcus spp. *

Porphyromonas spp.

Prevotella spp.

Propionibacterium spp.




Clostridium spp. *

ATHOIHYHBIE

Chlamydia pneumoniae*

Chlamydia trachomatis *

Mycoplasma preumoniae *

Mycoplasma hominis

Mycoplasma genitalium

Legionella pneumophila*™

Coxiella burnettii

* I‘IyBC’I‘BHTeﬂLHOCTB K Moxcncbnomauuny NOATBEPKAEHA KIIMHHYECKHUMH JaHHbIMHA

** [TprMeHeHuHe MOKCH(IOKCaLlMHA HE PeKOMEHIYETCA JUTA TEUeHHS MH(EKLMH, BEI3BAHHBIX IITAMMAaMH S. aureus, pe3HCTeHT-
HEIMH K MeTHLUHHY (MRSA). B cilyuae NpeanonaraeMbix WM MOATBEPHKAEHHBIX HH(EKIH, BbI3BAHHBIX MRSA, cnenyet
HA3HAYMTE JIEUEHHE COOTBETCTBYIOLIIHMH aHTHOAKTEPHATIBHBIMH MpenapaTamMH.

J{/1s onpe/ieNIeHHEIX IITaMMOB PaclipoCTpaHeHue NPUuoOPETeHHON PE3UCTEHTHOCTH MOXET
pa3IHUaTLCA B 3aBICHMOCTH OT FeorpaHyecKoro peruoHa u ¢ TedeHneM BpeMeHHt. B caasu
C 3THM IIPpH TECTHPOBaHUU YYBCTBHTEJBHOCTH HITaMMa KEJIaTCIIbHO UMETh MECTHYH MH-
hOPMAIIMIO O PE3UCTEHTHOCTH, OCOGEHHO MpPH JIEYEHNHU TSDKENBIX HHeKkuui. Ecmu y nanu-
€HTOB, INPOXOAAIINX JIEYECHHUE B cTalurdoHape, 3Ha4Y€HHUE Tomanu Moz CbapMaKOKHHeTHqC-
cKoii KpuBoi «xouieHTpanui-speMa» (AUC)/MHKo mpessimaer 125, a MakCHMalbHas
KoHIIeHTpauus B wasMe KpoBH (Cmax)/MHKoy Haxomutes B npezenax 8-10, To 9T0 mpen-
ToNiaraeT KIMHUYECKOE yaydieHue. Y aMOylIaTOpHEIX NaleHTOB 3HaYeHUs 3TUX Cyppo-

raTHEIX mapameTpoB 00braHo Menbine: AUC/MHMKgo>30 — 40.

IMapamerp (cpennee 3Hauenue) | AUIC* (u) Cmax/MHUKop
MUWKygo 0,125 mr/n 279 23,5

MHMKso 0,25 mr/n 140 11,8

MHKso 0,5 mr/n 70 5,9

* AUIC — mutoniaab non HHrHGupytome kpusoit (cootHowenne AUC/MMKso)

DapmaKoKuHemuKa

Beacwieanue




TIpu nepopabHOM IIpUEeMe MOKCH(IIOKCALMH BCAChIBAETCA OBICTPO M IOYTHU MOJTHOCTBIO.
AGCOMIOTHAS GHOIOCTYTHOCTE COCTABIAET OKOMo 91%. PapMakoKMHETHKA MOKCH(IOKCa-
LUHA [IpH IpreMe B 103e oT 50 1o 1200 Mr oHOKpaTHO, a Takxke 1o 600 MI/CYyTKHU B Teye-
Hue 10 qHel sBiseTcs NMHEHHOH. PaBHOBECHOE COCTOSHUE HOCTUraeTCs B TeYeHHe 3
nHed. Tlocie ompHoKpatHoro mpumeneHus 400 Mr mokcudokcauyHa Cmax B KPOBU 1OCTH-
raetcs B Teuenue 0,5-4 1 u cocrasistet 3,1 mr/n. ITocne npuema BHYTpb 400 MI MOKCH(IIOK-
canunaa 1 pa3 B cyTkd Css™ u Css™? cocTapnsatoT 3,2 Mr/n u 0,6 MI/I, COOTBETCTBEHHO.
IIpu mpueMe MOKCHU(IIOKCAIMHA BMECTE C MHIIEH OTMEYaeTCAd HE3HAYUTENIHOE YBEITHYe-
HHe BpeMeHH JOCTUKeHUA Crmax (HA 2 4) M HE3HAYHMTENBHOE CHIKEHHUE Crmax (IPUOMI3H-
TenpHOo Ha 16 %), Ipu 3TOM JUIMTEIBHOCTh BCACBIBAHUA HE U3MEHACTCH. OnHako 2TH JaH-
HBIe HEe UMEIOT KIMHUYECKOrO 3HAYCHMS, U MperapaT MOXKHO IMPUMEHATh HE3aBUCHMO OT
npuéma IMUIIA.

Pacnpedenenue

MokcudIIoKcaImH 65ICTPO PACIPEEIIeTes B TKAHAX M OPTaHaxX U CBA3bIBAETCA ¢ Oenkamu
KpoBM (TNaBHBEIM 06pazoM, ¢ anpCyMuHaMu) npuMepHo Ha 45%. O0peM pacnpeseneHus
COCTABJIAET MPUOIM3UTENNBHO 2 JI/KT. BEICOKME KOHIEHTPAIMHU Tpenapara, IpeBhIIIaromue
TaKOBEIE B IUIa3Me KPOBH, CO3IAIOTCS B JIETOYHOM TKaHU (B T.4. B SMUTEIMAIBHON KUAKO-
CTH, albBEOJIAPHBIX MaKpodarax), B HOCOBBIX I1a3yXax (BEpXHEYEIIOCTHASA U STMOU/1a/IbHAs
Ha3yxu), B HOCOBBIX IOJIHIAX, B O4arax BOCIaNeHus (B COAEPKMMOM ITy3bIped NpH mopa-
’KEHUU KOKH). B MHTEPCTULMAIbHON XKUIKOCTH U B CIIOHE MOKCH(IOKCALMH OIpeesis-
eTcsa B CBOOOJHOM, HE CBSI3aHHOM ¢ OenKaMH BHIE, B KOHLEHTPALMHM BEILIE, YEM B ILIa3Me
KpoBH. KpoMe TOTo, BEICOKHE KOHIIEHTPAMM MOKCH(IIOKCAMHA ONPEIEAI0TCS B TKaHIX
OpraHoB OPIOIIHOM MOJIOCTH, IEPUTOHEANBHON JKUAKOCTH U KEHCKHX MTOJIOBEIX OpraHax.
Memabonuzm

MoxcudiokcanyH moasepraercsa 6uotTpanchopmanu 2-0i Qa3bl U BEIBOAUTCS U3 opra-
HU3Ma [I0YKaMHU, a Taloke depe3 KUIIEYHHK, KaK B HeM3MeHeHHOM BU/E, TaK ¥ B BUJIE HEaK-
TUBHBIX cynbocoenuHenuit (M1) u rmoxyponuzor (M2). Moxkcudnokcalud He OABEp-
raercsa OmoTpaHcpopMalnuy MUKPOCOMANBHON cucteMoil nurtoxpoma P450. Metabonutel
M1 1 M2 npucyTCTBYIOT B IUIa3Me KPOBU B KOHLEHTPALIMIX HUXE, YEM MCXOLHOE COelu-
HeHue. [1o pesynbTaTaM NOKIMHUYECKUX MCCIENOBaHUN OBIJIO I0KA3aHO, YTO YKa3aHHEIE
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MeTabOJIMTH He IMEIOT HEraTMBHOIO BO3IENCTBHSA HA OPraHU3M ¢ TOYKM 3peHus Oesorac-
HOCTH U NTEPEHOCUMOCTH.

Buigedenue

Ilepro/ IOy BEIBEICHU ST MOKCH(IIOKCAMHA COCTaBIAET pumepHo 12 yacos. Cpenuuit 06-
wpit KIIMpeHe ocre BaeeHus B 1o3e 400 Mr cocTapiaeT 179-246 mi/muH. ITodedHbIN K-
peHc cocTaBiseT 24-53 MI/MAH. DTO CBHAETEIBCTBYET O YACTMUHOH KaHAIBLEBOH pead-
copbuuu mpernapata. bananc Macc HCXOJHOTO COeMHEHMsS U METaboNIUTOB 2-i (asbl co-
CTaBlIAeT IPUOIH3UTENBHO 96-98%, UTO yKa3blBaeT Ha OTCYTCTBHE OKUCIUTEIBHOrO METa-
ponusma. Oxos1o 22% oHOKpaTHO# 10361 (400 MI) BEIBOAWTCS B HEH3MCHCHHOM BH/E ITOY-
KaMH, OKOJIO 26% — yepe3 KUIIeYHHK. |

DaApMAKOKUHEMUKA Y PA3AUYHbIX 2DYRA RAUUEHMO08

Bospacm, non u smHuiecKkas NPUHAONEHCHOCHb

IIpu uccnenoBanuy GapMaKOKHHETHKH MOKCHGIOKCAIMHA Y MY KUMH U JKEHIUH OBLIH BBI-
sBnensl pasnuuns B 33% o nokasartensM AUC i Crax. BeacsiBanne MOKCH(IIOKCAIMHA HE
3aBuceno oT nona. Pasnmuuns B mokazarensx AUC u Cipax OBLIM 00yCIOBIEHBI CKOpEE pas-
HUILIEH B Bece, YEM IIOJIOM U HE SBJSIOTCS KIIMHUYECKH 3HAUMMEIMU. He BBIABIEHO KIIMHHU-
YeCcKH 3HAUMMEIX pasiuuuii GapMakOKUHETUKH MOKCH(IIOKCAlMHA Y MAlMEHTOB pa3jihy-
HBEIX 3THHYECKUX TPYIII U pa3HOr0 BO3pacTa.

Iemu

dapMaKOKMHETHKA MOKCH(IIOKCAllHA Y IeTel He N3ydalack.

Iloueynas HedocmamoyHoCMb

He BEIABIIEHO CYILIECTBEHHBIX U3MEHEHUN (hapMaKOKMHETHKH MOKCHQIIOKCAlHA Y Mally-
eHTOB ¢ HapylieHueM QyHKIIUY MoYeK (BKIIIoUas MaleHToB ¢ KIUpeHcoM KpeaTuHuHa <30
wit/mun/ 1,73 M%) 1 y TalMEHTOB, HAXOAALMXCS HA HEIPEPEIBHOM MeMOIUAIIN3E U JUTUTEN b-
HOM aMOYJIaTOPHOM IIEPUTOHEATBHOM AUATH3E.

Hapywenue ynkyuu nevenu

He 6B1710 CyIIeCTBEHHBIX pa3iuurii B KOHIEHTpalH MOKCUQIIOKcAlMHA Y TAUeHTOB C
HapymeHusaMu GyHKUMY neyenu (knaccel A u B o xnaccudukanmu Yainn-I1st0) mo cpas-

HEHHMIO CO 30POBEIMH J0OPOBOIBIIAMY U NAIIHEHTaMH ¢ HOPMaJIbHOM QyHKLHEH eueH .














































































