





CYCHEH3UM peOEHKy HAlOT BBIIUTH HECKOJIBKO IJIOTKOB Yas HJIM COKa JI TOrO, YTOOBI CMBITH H
IPOTJIOTHTh OCTABILEECS KOJIMYECTBO CYCIIEH3HH B TIOJIOCTH PTa.

[Tocne ucrosnb30BaHMS UINMPHI Pa30HPAOT W NPOMBIBAIOT IPOTOYHON BOJOMW, CYIIAT M XPaHAT B
coOpaHHOM BHIE BMECTE C ITpENapaToM.

4.3. IIpoTnBonoKa3aHus

[loBblIeHHAs YyBCTBUTENLHOCTh K A3UTPOMMIHHY, 3PHTPOMHIKMHY, APYTHM MAaKpOJNHAHBIM H
KETOJINIHBIM aHTHOHOTHKAM M BCIIOMOTATEIFHEIM KOMIIOHEHTAM IIPENapara.

M3-3a  TeopeTHYecKkoH BO3MOXKHOCTH 3ProOTH3Ma, a3UTPOMHLMH HE JOMKEH IPUMEHSTHCS
OJTHOBPEMEHHO C IIPOH3BOJHBIMU 3PrOTaAMHUHA.

4.4. Mepbl Npe0oCcTOPOKHOCTH

I'unepuyscmeumenvrnocmp: Kax v TMPU NPUMEHEHHH SPUTPOMHUIMHA U APYTHX MAKDOJIHIOB, GBUTH
TMOMYYEeHbl COOOIICHHS O pa3sBUTHH PEIKMX TSDKENBIX aUIeprHYecKHe peakiuif, BKIIOYas
AHT'MOHEBPOTHYECKMH OTEK M aHA(HIAKCUIO, PEAaKIMM CO CTOPOHBI KOXH, BKIIOYAs OCTPHIN
TEHEpATU30BaHHBIM  OK3aHTeMaTo3Hbld myctynes (OI'DID), cumgpom CTuBeHca-[KOHCOHA,
TOKCHYECKHH SIUIEPMANbHBIN HEKPONM3, DEAKIHH Ha JIEKApCTBEHHOE CPEICTBO C CHIIBIO,
so3uHOGUIMEedl U cuctemHbIME cuMnTomamu (DRESS-cumrmpom). ITpuMenenue a3HTPOMHUIMHA
MPUBOAUT K PEUHIMBY CHMITOMOB HEKOTOPBIX BBINISYKa3aHHBIX pEaKIui, uTto TpeGyeT Gonee
IUTHTENBHOTO NIEPUOIa HAOIONEHHUS U JIEYEHHUS.

Ecmu  pa3BuBaercs aneprudeckas peakius, HEOOXOAMMO HEMENIEHHO PEKPATHTH pueM
a3UTPOMHUIMHA M Ha4aTh COOTBETCTBYIOLIEE NeueHUe. Bpauy HeoOXOOMMO 3HATH, YTO BO3MOKHO
MOBTOPHOE ~ DAa3BUTHE  CHMITOMOB  @UICPTMYECKHX  DEaKUHi  [OCAE  MpeKpalleHHs
CHMIITOMaTH4eCKOro JjedeHus (cM.pasaen «BsaumoneicTBHe ¢ ApyrMMH  JIeKapCTBEHHBIMHU
npenapaTamMy U IPYTUe BHIBI B3aUMOIEHCTBHSY ).

Hapywienus gyuxyuu neyenu: TOCKONBKY II€UEHB SBJSETCS OCHOBHBIM IIyTEM BEIBEJEHHS
asuTpoMuIKHa, Cymame[ ClefyeT MPUMEHSATh C OCTOPOKHOCTBIO Y IMALHEHTOB C THKENBIMHU
3a00JICBaHUAME TI€YEHH. IIpH JIeYeHWH a3MTPOMHIMHOM OBLIH 3apErMCTPUPOBAHBl  CITydYau
MOJIHUEHOCHOIO TeMaTuTa, KOTOPBIH MOXXET NPUBECTH K ONACHOM JUIS JKU3HH [EeYeHOYHOM
HEIOCTAaTOYHOCTH (cM. pasuen «IloGounoe neiictBue»). Criemyer YYHUTBIBaTh, YTO HEKOTOpHIE
MANHEHTE] MOTYT MMCThb DaHee CyHIECTBOBABIUHME 3a0ONIEBAaHMs IEYEHHW HIM MOTYT IPHHHUMATH
JpYTHE TeNaTOTOKCHYECKUE ITperapaThl.

A3HTPOMHUIHH CIIEAYET UCIIONE30BaTh ¢ OCTOPOKHOCTBIO y GOJBHBIX C THKETBIMH 3200 BAHUIMMU
nedeHd. Heob6Xxomumo mpoBecTd mpoBepky (YHKLHMH MedeHH [P TIOSIBJIEHHH CHMIITOMOB
IMCOYHKLIUM, TaKHX, KaK OBICTpOE pa3BUTHE ACTEHUM, CBS3AHHON C KENTYXOH, TeMHas Moua,
CKIIOHHOCTb K KPOBOTCYCHMSM HJIM MEYECHOUHOH oHiedamonaTuu. [Ipn HaIMUHM NpPH3HAKOB
IUChYHKIMHA IEYEHH, JIeYeHHE a3HTPOMHUIMHOM CIIe/IyeT IIPEKPATHUTh.

3peomamzm: Y MNAOHUEHTOB, IIOJy4YaBIIUX IIPOMU3BOHEIE SproTaMuHa, IIpH OOHOBPEMEHHOM
IIPHMEHEHHUU HEKOTOPBIX aHTI/I6I/IOTI/IKOB-MaKpOJ'II/I}IOB YCKOPUJIC 3proTU3M. Her pmanneix o
BO3MOX>XHOCTHU B3aUMOJEHCTBHS MEXOy IIp€naparamu CIIOPBIHBH H ABUTPOMHIIHHOM. O}IHaKO,
ITIOCKOJIBKY CYIIECTBYET TECOPETHYECKAsi BO3MOXKHOCTH SproTu3Ma, asuTpOMHIUH U IIPOU3BOOHEBIE
SproTaMHuHa HE NOJDKHBI IPUMEHATHCS OAHOBPEMEHHO.

Bmopuunas ungexyus: xax u B ciydae ¢ APYTMMH aHTHOHOTHKAMH, PEKOMEHI0OBAH MOHHTOPUHT
TNPU3HAKOB BTOPHYHBIX HH(EKIHH, BRI3BAHHBIX HEYYBCTBUTENBHEIME MHKPOOPraHH3MaMH, BKITEOYAs
TpUOKH.

Clostridium difficile-accoyuuposannas Ouapes: nuapesi, CBS3aHHAs C opranusmamu Clostridium
difficile, Gpna oTMedeHa TpH NpHEMe NOYTH BCEX AHTHOAKTEPHAIBHBIX MpenapaToB, BKIKOYas
a3UTPOMHIHMH. CTENeHp TSHKECTH MOXKET BapbHPOBATBCS OT JIETKOH JMaper 10 (haTalbHOTO KOJHTA.
AHTHOAKTEpHANbHAS Tepamus W3MEHACT HOPMATbHYIO~KHIIETHYIO MHKPO(IOpPY M-TPUBOIUT K
upe3MepHoMy pocTy opranusma C. difficile. i
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Wndexumro, ceazannyto ¢ Clostridium difficile, cnemyer paccMaTpuBaTh y BCeX MalUEHTOB C
auapeeil mocie npuema aHTHOMOTHKOB. OTO TpeOyeT TIaTeNbHOro c6opa aHaMHe3a, MIOTOMY YTO
nuapest, ceazannas ¢ Clostridium difficile, MOXET pa3BHBaThCS B TEYEHHE IBYX MECAIEB IOCHE
IIPUMEHEHHs aHTUOAKTEPHATIBHEIX CPENICTB.

Hapywenue  @ynxyuu novex: 'y OGONBHBIX C TSKENOM MOYEYHOH HENOCTATOYHOCTBHIO
(CK® <10 m/muH) cHCTEMHOE BO3NEHCTBHE a3UTPOMHIMHA OBUIO 3adMKCHpOBaHO Ha 33 %
Gonpue. Cremyer cobmoaaTh OCTOPOKHOCTE y MALMEHTOB C MOYEYHOH HEJOCTATOYHOCTBIO JIErKOi
u cpennedt creneHu TspxkecTH (CK® 10 — 80 mu/mun). CiemyeT HpoOsBISTE OCTOPOXKHOCTB TIPH

HasHa4Ye€HWH  a3UTPOMMLMHA  IALKMEHTaM C  TSDKEJIOM  I0OYEYHOH  HEeJIO0CTATOYHOCTHIO
(CK® <10 ma/mun).

Hapyuenus co cmoponsl cepdoeuno-cocyoucmoii cucmemvl. yjuMHeHHe pemonspusanud u QT-
MHTEpBaNa CEpAua, KOTOpPOe HEeCeT B CeOe pPHUCK DasBHTHA CEPACYHOH apUTMHH M IHPY3THOH
TaXHKapAuH, ObUIM 3aperHCTPHPOBAHBI IPU JIEYEHMH MaKpOIHMAAMH, BKIIOYAs a3UTPOMHULUH.
[lockombKy CymIeCTBYET MOBBIMICHHEIH DHCK Da3BHTHS IKENTYIOYKOBOI apUTMHH  (BKJTHOYAs
MUPYSTHYIO JKENyJOYKOBYIO TaXMKapAHIO), KOTOpas MOXET INIPHBECTH K OCTaHOBKE Cepla,
a3SUTPOMHLHUH  CIEAYET INPHUMEHATH C OCTOPOXHOCTh Yy TAlMEHTOB C CYLIECTBYIOLIMMH
IPOAPUTMHUYECKUMHU COCTOSHUAME (OCOOEHHO Y XEHIIMH U MOXUJIBIX JIO/EH ), TAKUMH KaK:
® HaCJIC[ACTBEHHBIH WM MPUOOPETEHHBIN yUIHHEHHBIH uaTepBan QT;
® ONHOBPEMEHHaS Tepanus APYIHMH JIEKApCTBEHHBIMH CPEACTBAaMH, KOTOpPBIE, KaK H3BECTHO,
IpOANeBalOT HHTepBal QT, TakKUMH Kak aHTHAPHTMUYECKUE CPENCTBA Kiacca [A (XHHAINH |
npoxanHaMuA) 1 Kiacca Il (nogetmmua, aMmuonapoH u cotanon); NU3anpuz | TepbeHaauH;
AHTHIICUXOTHYIECKHE CPEICTBA, TaKW€ KaK IIMMO3HMI, AHTUAEIPECCAHTHI, TAKHE Kak
LUMTaJIONpam; i GTOPXUHOJIOHBI, TAKHE KaK MOKCHGIIOKCALMH H JeBO(IOKCALIHH;
* HapYMICHHA  3JIEKTPONUTHOTO OamaHca, OCOOEHHO B  Cllydae THIOKATHEMHH |
TUIIOMarHUEMHUH;
* KIAHWYECKH 3HAYMMas OpajuKapius, CephedHas apuTMUS WIH TsKelas CepiedHas
HEIOCTATOYHOCTE.

Ileped nasnauenuem azsumpomuyuna cnedyem yuumesigams cnedywuiee:

Ilopowok a3uTpoMMIIMHA /ISl MEPOPATBHON CYCHEH3MH HE MOOXOAMT IS JEYeHHS TSKETBIX
MHEKINH, Korzia 65ICTPO TpeGyeTes BEICOKAs KOHIIEHTPALUs aHTHOHOTHKA B KPOBH.

B paifonax ¢ BBICOKOM YacTOTOH pe3HCTEeHTHOCTH K SPUTPOMHUIIMHY A 0COOEHHO BaXKHO y4YHTHIBATDH
SBOJIIOLHUIO CTPYKTYPBI BOCHIPHUMYHMBOCTH K a3UTPOMULIMHY U IPYTUM aHTUOHOTHKAM.

[Ineemonus

HTo KacaeTcs NPYrUX MakpONUIOB, B HEKOTOPHIX €BPOIEHCKHX CTpaHax OTMEYAeTCs BBICOKHUI
YPOBEHb PE3UCTEHTHOCTH K Streptococcus pneumoniae (>30%) x A3UTPOMHUUHY. ITO JOJDKHO OBITH
MPUHATO BO BHUMAHUE NPH JICYCHUH HH(PEKIUH, BRI3BAHHEIX Strepfococcus pneumoniae.

Hughexyuu maekux mraneil

OcHoBHO# BO30ymuTeNs MHGDEKIMH MATKAX TKAHEH, 3070THCTHIH CTaQHUIOKOKK, YaCTO YCTOHYHB K
a3uTpoMULMHY. [lo3TOMy TecT Ha BOCHPHMMYHMBOCTE CUHTAETCH IpEBAPUTENBLHEIM YCIOBHEM
JIeYeHHs MHMEKIUH MATKUX TKaHEH a3HTPOMHIIMHOM.

Cunycum. Ocmpwtii cpednuii omum

YacTo a3UTPOMUIIMH He SBISETCS NIPENapaToM NEPBOro BBIOOpA ISt JIEYEHHUS] CHHYCHTA U OCTPOTO
CPEIHETO OTHUTA.

Hnepuyuposannsie odicozoswvie pansi
ASUTPOMHIIMH HE [0Ka3aH A JIeYeH s HHQHUIUPOBAHHEIX 0)KOTOBBIX PaH.

Bernepuueckue 3aboneeanus
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B cmyuae 3aboneBaHuil, NepefaroMIUXCs IOJOBBHIM IyTEM, [O/DKHA OBITH HMCKIIOYEHa
comyTcTByomas undexuus 7. pallidum. ~ y
Heeponozuueckue unu ncuxuyeckue 3a601e6aHuUs.

A3UTpDOMHIMH  CIEQyeT Ha3HayaTb C OCTOPOXKHOCTBIO  MAlMEHTaM, CTPAJaoluM  OT
HEBPOJIOTHYECKUX MM [ICHXUIECKUX 3a00IeBaHUM.

Coobmanoce 06 06OCTpCHPIPl CHMIITOMOB MHACTE€HHHU HJIK HOBOTO MHACTCHHYECKOrO CHUHApOMA, Y
[TalTU€HTOB, MOJIY4YaBIINX TEPAIIHIO a3UTPOMUIIUMHOM.

Cmpenmoxokkosvle uHgpexyuu. TEHUIMUINH, KaK [IPaBHJIO, SBISETCS MPENapaTtoM BhIOOpa B
neYeHnd (HapUHTHTA/ TOH3UILIHTA, BEI3BAHHOTO Streptococcus pyogenes W B KauecTBe MPOGUIAKTHKH
OCTPOH PEBMaTHYECKOM JTMXOpaiKH. ASHTPOMUIMH, KaK IIPaBUIIO, 3Q(HEKTHBEH B JIEYEHHH OCTPOrO
¢apunruTa, HO HeT naHHBIX 00 3DdEKTHBHOCTH B NPOGUIAKTHKE OCTPOH pPEBMATHYECKOM
JIUXOPAIKH.

Bcnomozamenvnvie 6eujecmsa: NEKapCTBEHHOE CDPENCTBO COMEPXKHT caxapody. IlammeHtam ¢
PEOKHMH  HACIIe[CTBCHHBIMH MpO0JeMaMu HENEPEeHOCHMOCTH (pyKTO3bl, MambabcopOuueit
TJIFOKO3BI-TAIAKTO3Bl HIIM CaXapa3HO-W30MallbTa3HOH HENOCTAaTOYHOCTHIO, HE CIEAYET NMPHHUMATE
3TOT IIpernapar.

4.5. BszammopeiicTBHe ¢ ApYrdMH JIeKApCTBEHHBIMH npenaparamMi H JApyrue BHJIbI
B3aUMOJeHCTBHS

Anmayuowl

AHTaIU/BI 3aMeUIAIOT abcopOIHIo a3uTpoMuLrHa. PekomenayeTcs cobmonarh UHTEpBaN (HE MEHee
IBYX 9aCOB) MEXIy IPHEMOM IIperapaTa ¥ aHTalKIa.

Lemupusun
OnmHOBpEMEHHEIH IPHEM a3UTPOMHIMHA U LETUPU3KMHA B 103¢ 20 MI' B TeueHHe S5 mHeit 30POBBIMU

MalUEHTAMH HE TIPHBEN K H3MCHEHHIO (apMaKOKHHETHKH WM 3HAYUTENBHOMY H3MEHEHHIO
unTepBana QT.

Huoano3sun
OnHOBpeMEHHOE TIPUMEHEHHE a3UTPOMHUIMHA TIpH JHEBHOM no3e 1200 Mr u mumanosuna 400 mr y
6 HCIIBITY €MBIX He NOBIHAIO Ha (apMaKOKHHETHKY JTHMJAHO3HHA [0 CPABHEHHUIO C TLAIe60.

Huzoxcun u xonxuyun (cy6cmpamer P-gp)

OmHoBpeMeHHBIH NpHeM MaKpPOMHIHEIX AHTHGHOTHKOB, B TOM 4HCIIe a3UTPOMHLIMHA, C cybcTparamu
TIMKOMPOTEHHA, TAKHMH KaK JUIOKCHH U KOJXHMUMH, NPHBOIHT K YBEIWYEHHUIO KOHIEHTPALHH
cyberpata P-rnukonportenna B chiBopoTke. CleI0BaTeNbHO, €K a3sUTPOMUILIMH U P-gp-cy6eTpartsl,
TaKHe KaK OUTOKCHH BBOJATCS ONHOBPEMEHHO, CIIEAYET YYHUTHIBATH BO3MOXHOCTH IMOBBIMIEHHOMN
KOHLIEHTPAIlUK CyOCTpaTa B CEIBOPOTKE KPOBH.

3uooeyoun

A3UTPOMHIHH TPH OIHOKPATHOM IpueMe B fo3e B 1000 Mr u mpu MHOrOKpaTHbIX go03ax 1200 mr
umn 600 Mr He oxasblBan BIMAHHME Ha (ApMAKOKWHETHKY 3MIOBYIMHA WIU €20 2NHOKYDOHUOHBLX
memabonumos.  OOHAKO — NPHUMEHEHHE  A3UTPOMHIHMHA  YBEIHIHBAIIO KOHLEHTPALIUIO
hochopHIMpPOBAHHOrO 3MIOBYIMHA, KIMHHYECKH AKTHBHOTO METaGoOTHTA B MOHOHYKJIEapHBIX
KJIeTKaxX NepH(pepuIecKoro KpoBoToka. KinHIYecKkas 3HAYMMOCTD STHX Pe3yIbTaToB HE SCHA, HO
MOJKET OBITh MOJE3HBIM ISl TALIUEHTOB.

IIpouseooneie speomamuna

N3-3a Teope’mqecxoﬁ BO3MOXHOCTH IIPOSIBJIEHHUS 3ProTH3Ma HEJb3s IIPUMCHATE Aa3UTPOMUIHH
BMECTE C IIPOU3BOAHBIMH 3proTaMuHa.

Lumoxpom P450 :
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A3UTPOMHIIUH HE MMEET 3HAYUTEJHHOTO BIMSAHUSA Ha (epMeHTH uutoxpoma P450 B meueHH u He
BCTYNaeT B (hapMaKOKMHETHYECKHE B3aUMONEHCTBHS B OT/IMYME OT SPUTPOMMIMHA H IPYIHX
MaKpOJIMIOB. By npoBeieHk! HecneqoBaHus (hapMaKOKMHETHYECKHIX B3aUMOEHCTBHI

MEXy a3UTPOMHUITMHOM H CNIELYIONIHMH IpenapaTaMu: ‘

Amopsacmamun

IIpu onHoBpemenHOM npuMeneHuu atoppacTaThHa (10 Mr B cyTkm) u asuTpomumuna (500 Mr B
CYTKH), a3UTPOMHULUNH HE OKa3bIBaNl BITMSIHUE Ha KOHLCHTPALMIO aTOPBACTATHHA B IIA3ME.

Tem He MeHee, B I0CTMApPKETHHIOBOM TIEPHOIE CIIyYau paGIOMUONM3a HAGIOAANUCE Yy MALKEHTOB,
NPUHAMAIOMINX a3HTPOMUIIUH CO CTATHHAMM.

Kapbamazenun

B dapMakoKMHETHYECKHX HCCIIENOBAHMAX, MPOBENCHHBIX Ha 3MI0POBBIX  OOPOBOJIBIAX,
A3UTPOMHLNH HE OKa3plBal CYIIECTBEHHOTO BIHAHHA Ha YPOBEHb KapbaMasellMHA WIH €ero
aKTUBHOIO MeTabOJIHTa B IIJIa3Me.

Lumemuoun
IIpu mpueMe nuMmeTHaMHa 3a JBa 4aca 10 IpHeMa A3UTPOMHIMHA HE HAOIIOJAINCh U3MEHEHHS B
(papMaKOKHHETHKE a3UTPOMHULIHHA.

Ilepopanvreie anmuxoazynsnmel Kymapuna

B uccnenoBanuu (hapMakOKHHETHYECKOTO B3aHMOZIEHCTBHS, A3UTPOMHUIIMH He HU3MEHST 3ddekT
aHTHKOAryJIIHTOB Bap(apuHa [IPA OTHOKDATHOM IpHEME B 103¢ 15 MT y 310pOBBIX ManMeHTOB, B
TOCTPErHCTPAlMOHHBIH IEPHO/ HAOIIONAIM YCHIEHHE aHTHKOArY ITHTHOTO b dexTa

POM3BOMHEIX KyMapHHAa NP COBMECTHOM IPUMEHEHMH C a3HTPOMHUMHOM. XOTS MPHYIHHHO-
CICICTBEHHAA CBA3b HE YCTAHOBIICHA, CIEMYET PACCMOTPETH BOIPOC O GOJIEe 9acTOM

KOHTPOJNE MPOTPOMOMHOBOrO ~BPEMEHH, KOTJa aA3HTPOMHIMH IPHHHMAETCS MauUeHTaMH,
IPUHUMAFOIIMMHI aHTHKOATYJITHTHI KyMapHHa.

Luxnocnopun

B (apMaKOKHHETHYECKOM HCCIEAOBAHHME C yYAaCTHEM 30POBBIX I0GpOBOMBIEB, KOTOPBIE MOy YaIH
CYTOYHYIO 03y asuTpoMHUIMHA 110 500 MT [1epopanbHO B TeueHHe 3 AHeH i KOTOpPbIE BIOCIENCTBHH
NPUHHUMAJK ONHOKPATHYIO 103y 10 MI/KT mHKIOCTIOpuHA MepopanbHO, Cmax H AUCos 3HaYeHHs
UHKJIOCTIOpHHA OBUTH 3HAYATENBHO yBeTHYeHBL. [103TOMY OIHOBpEMEHHO 3TH TIpenaparsl Cleayer
PUMEHATE C OCTOPOXKHOCTBIO. Eciu TpeSyeTcst oNHOBpEMEHHEI IpHeM THX IIperapaTos, clemayer
KOHTPOJIMPOBATh YPOBEHb LIUKIIOCIIOPHHA H KOPPEKTHPOBATE 103y COOTBETCTBEHHO.

Spasupeny
CoBMecTHBIH mpHeM OXHON 103! asuTpomunuHa 600 Mr u 400 Mr sdaBHpeHIa B CYTKH B TeYeHHE
7 [HEW He NPHBOMMIIO K KIHHUYECKH 3HAYHMOMY (hapmMaKOKHHETHYECKOMY B3aHUMOMCHCTBHIO.

Dnykorazon

OnHoBpeMeHHOEe IpUMEHEHHE OHOM 10361 1200 Mr A3UTPOMHUIIMHA HE H3MEHSET (hapMaKOKHHETUKH
onHokpatHoH m03el 800 Mr ¢iykonazona. O6mas KOHUEHTPAlUA M IEPUOL IOJyBLIBEICHHS
43UTPOMHIMHA HE M3MCHHUIMCh NIPH OHOBPEMEHHOM NpUMeHeHHH (iykonasonma. Tem He memee,
OBIIO OTMEYEHO, KITMHIMYECKH HE3HAYHTENBHOE CHIDKEHHE Crax (18 %) asuTpomuuuua.

Hnounasup
OxHoBpeMEHHOE MPHMEHEHHE OHOM 70361 1200 Mr A3UTPOMHIIMHA HE OKa3blBAET CYIIECTBEHHOrO

BIIUAHUS Ha HapMaKOKUHETHKY HHIHABUPA NIpH IprueMe B 103e 800 Mr Tpu pasa B CyTKH B TeYeHuUe
S nHel.

MemunnpeoHnuzonon |
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[Ipu ¢dapMakOKMHETHYECKOM HCCIENOBAHUMM JICKADCTBEHHBIX B3aWMOIEUCTBUH Yy 3I0POBBIX
MALMEHTOB  23UTPOMMIMH ~ HE HMEN  3HAYHTENBHOrO  BIMSHAS  HA 1 Q)aylpl\jiaxoxunemxy
METUIIIIPETHU3OJIOHA. B .

Muoazonam

Y 3[0pOBBIX MAUMEHTOB OJHOBPEMEHHBIH IpHeM asuTpoMuiiHa 500 MI' €©KEIHEBHO B TEUEHHE
3 CYTOK HE BBI3BIBAET KJIMHMYECKH 3HAYUMBIX U3MEHEHHH (apMaKOKHHETHKH (bapMaKkoIHAMUKH
MHUa30J1aMa IIpY IIpHeMe OJJHOKpaTHO 15 Mmr.

Hengunasup

OpHoBpemeHHOEe TpuMeHeHHe asurpomuumaa (1200 mr) u HendunaBupa B (750 Mr Tpu pasa B
CYTKH) MPHBOJAMT K MOBBINICHHIO KOHUEHTPALMM a3UTPOMHIMHA B PaBHOBECHOM CcOCTOSIHUH. He
OBUIO BBISBICHO HHKAaKHX KIMHMYECKH 3HAYMMEBIX IOGOYHBIX adpdextoB. Her HeobXxomumocTH
KOPPEKTHPOBATh J03Y.

Pugpabymun

OnHOBpeMeHHOE MPUMEHEHHE a3UTPOMHULMHA H puhabyTHHA He BIHAIO HA KOHIEHTPAIHIO T000ro
M3 JByX MNpEapaToB B CBIBOPOTKE KPOBH. [IpH ONHOBpEMEHHOM NpPUMEHEHHH A3UTPOMHLHMHA U
pudpabytuna y maumentoB Habmonamack HeiTpormernus. HeifTpomenus ceszama c IpUMEHEHHEM
pu¢adyTHHa, IPUIUHHAS CBA3b IPU PHEME B COYETAHHMH C a3UTPOMALUHOM HE YCTAHOBMEH.

Cunoernacghun

He ObIIO BEIABIECHO HHUKAKUX [OKA3aTENHCTB BIIHSHHS asuTpoMunMHa (pu mnpueme 500 mr
eXEIHEBHO B TeueHue 3 nHei) Ha 3HaueHUs AUC u Crax cunmeHadyna WIH €ro OCHOBHBIX
METab0IUTOB B KPOBH.

Tepgenaoun

He BebisiBiIeHO B3ammoneicTBHe TepeHAaHIUHA M a3UTPOMHLMHA. B HEKOTOPBIX CIIy4asX TaKoe
B3aMMOJICHCTBHE HEBO3MOXHO IIOJIHOCTBIO HCKIMIOUNTH. U Bee ke J0KA3aTeIbCTB TAKOM peakiui
Her. Kak ¥ IIpH IPUMEHEHWH NPYTHX MAaKpOIHIOB OTHOBPEMEHHO NPUMEHATH a3UTPOMHULHH H
TepdeHaHINH HY)KHO C OCTOPOXKHOCTBIO.

Teogunun

ASUTPOMHMLMH HE BIMAT Ha (ApMaKOKAHETHKY Teo(uIuHA Y 3I0pOBEIX [J0OPOBOJBIIEB.
ONHOBpeMEeHHOE NpUMeHeHHe TeoQHIMHA M APYrHX MaKpONUAHEIX aHTHOWOTHKOB HHOIIA
MPUBOIHIIO K MOBBIIEHHIO KOHIICHTPALKHI TEODUIHHA B CHIBOPOTKE KPOBH.

Tpuaszonam
OZnHOBpeMeHHOE TpuMeHeHHe asuTpomumnuHa 500 Mr Ha 1-pi neHs u 250 MT Ha 2-0if IEHb U
0,125 mr Tprasonama Ha 2-i meHs y 14 3710poBBIX [TAllUCHTOB, HE 0KAa3aJI0 CYIIECTBEHHOIO BIUSHHUS

Ha (apMaKOKMHETHYECKHE MapaMeTpsl TPHAa3ojiaMa II0 CPABHEHWIO C OJTHOBPEMEHHBIM TPHEMOM
TpHasonama | miamnebo.

Tpumemonpum/cynvghamemoxcazon

OnHOBpEMEHHEBIH IpHEM TpUMETONpHMa/ cynbdamertokcazona DS (160 mr/800 mMr) B Teuenme
7 mueit © 1200 Mr asuTpoMMuMHA HA 7 IEHBH HE OKA3BIBAL CYLIECTBEHHOI'O BIIMSHUS Ha ITHKOBBIE
KOHICHTPAllMY M SKCKPELMIO € MOYOH TpHMeTompuma /cymbhamerokcasona. KoHIeHTparmu
a3UTPOMHIIMHA B CBIBOPOTKE OBLIH TAKHMH )K€, KaK B IPYTHX UCCIIEIOBAHMSIX.

Luzanpuo

[Muzanpun MeTaGonusupyeTcs B IeYeHH (epmentom CYP3A4. TlockombKy —MaKpoTHIs!
WHTHOMPYIOT 3TOT (ePMEHT, OXHOBPEMEHHOE BBEIEHHE IIH3ANPHIA MOXKET TIIPUBECTH K Y UTHHEHHUIO
untepsana QT, ey noukoBoii apuT™Muu u torsades de pointes.

Acmemuson, anegpenmanun _
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JlaHHBIE O B3aMMONEHCTBUM C acCTEMH30JIOM H aTbGEHTAHHUIOM OTCYTCTBYIOT. Cnenyer nposBisTh
OCTOPOXXHOCTE TIPH OJHOBPEMEHHOM IPHUMEHCHHH 3THX MPENapaToB ¥ a3UTPOMHIHMHA C y4eTOM
ONHCAHHOTO IOTEHIHATBHOrO0 3¢deKkra NpH OFHOBPEMEHHOM MPUMEHEHHU | MAKpOJIHITHOTO
AHTHOMOTHKA SPUTPOMHUIIMHA. e

Jlexapcmeennvie cpedcmea, komopuie npodnesaiom unmepsan QT
A3UTPOMHIEH HE CIEIYeT INPUMEHATH OIHOBPEMEHHO C JAPYrMMH aKTHBHBIMH BEIIECTBAMIL,
KOTOpBIE MIPOJIOHTUpyYIoT HHTepBai QT (cM. pasaen “Mepst mpenocTopokHOCTH”).

4.6. BepeMeHHOCTD M JIaKTaUSA

UccnenoBanuss nmpemapara y 6GepeMEHHBIX JKEHINHH  He NpOBOIUIIMCE.  TecTupoBanue
PENPOMYKTHBHOMH G6€30MaCHOCTH Yy KHBOTHEIX IIOKA3aJ10, YTO Aa3UTPOMHLUH IIPOXOIUT Yepes
[LTANEHTY, HO TEPATOTEHHEIX 3(h(EKTOB HE BBI3BIBACT. ABHTPOMHIHMH CIEIyeT HCIOIb30BATH BO
BpeMsi OEpPEMEHHOCTH TOJBKO, €CITH OXHIAEMbIH TepaneBTHIECKUH 3(deKkT mnpesbimIaeT
NOTEHIWATBHBIA PUCK JUIA ILI0/1A.

Coo0manoce, 4YTO a3sUTPOMHULMH BBINENAETCS ¢ TPYAHBIM  MOJIOKOM, HO OTCYTCTBYIOT
KOHTPOJIMpPYyEMBIC KIHHWYECKHE HCIBITAHUSA II0 TPyJHOMY BCKAapMIMBAHUIO, HALENEHHBIE HA
XapaKTEPHCTHKY (HapDMAKOKMHETHKH CEKPELMH a3HTPOMHUIMHA B rpynHoe Moinoko. Cremyer
TIpEpBaTh KOPMJICHHE Ha NEPHON NpHeMa asUTPOMHIMHA. KopMmieHHe MOXeT GBITh BO30GHOBIEHO
uepes 2 JiHsl 1ocie NpeKpalieH s preMa.

B uccnenosanuax ¢eprunbHOCTH HAa KpEIcaX HAGMIONANOCH CHIDKEHHE HacTOTED OepeMeHHOCTH
II0CJIE a3UTPOMHIIMHA. BaXXHOCTH 3THX pe3yNIbTaTOB IS JIIOel He H3BECTHA.

4.7. BauaHMe HA CHOCOGHOCTL YNPABIATEH TPAHCIOPTHBIMH CpeICTBAMH H paoraTh c
MeXaHH3MaMH

CrenuainpHble HCCEIOBAHUS O BAUSHUH a3MTPOMHALMHEA Ha CIIOCOGHOCTE YTIPaBJIEHHS TPAHCIIOPTOM
¥ paboTy ¢ MeXaHH3MaMH He HpOBOAWIACH. OIHAKO IpUd OCYIIECTBICHUU MOaHHBIX BHIOB
ACATENBHOCTH, TPEOYIOMNX MOBBIIEHHOTO BHUMAHHS, HYXHO YUYHUTBIBATb BO3MOXKHOCTh Pa3BHTHS
MoGOYHEIX 3 dexToB (CORIUBOCTS, CymOporH, Gpe, TJUTFOLMHALKH, TOJIOBOKPYKEHHs, 0OMOPOKH ),
KOTOpBIE MOTYT MOBJIMATE HA CIOCOOHOCTB YNMPABNATh TPAHCTIOPTHBIME CPEACTBAME U paboTats ¢
MEXaHHU3MaMH.

4.8. ITo6ounoe geiicTBHe

B rabnune yxasansl mo6o4Hkle neicTBus, 3a(pUKCHPOBAHHBIE BO BpeMs KIIMHUYECKUX HCITBITAHMN 1
MOCNe PETUCTPALHH TPENapara, OHH IPEJCTABIEHBI II0 CHCTEMHO-OPIaHHBIM KIaccaM M YacToTe
IPOSIBICHUS.

IIoGounbIe meficTBHS KiIaccHpHIMPOBAHbI 10 YaCTOTE CIIEMYIOIMM 00pa3oM: o4eHs yacto (> 1/10);
gacto (= 1/100 mo <1/10); mewacto (> 1/1000 mo <1/100); penxo (>1/10000 mo <1/1000); ouens
penko (< 1/10000), yacToTa HensBecTHA (HEBO3MOXHO OIEHHTH HA OCHOBE HUMEIOIIUXCS TaHHBIX ).
IToGounbIe MeHCTBUS B KaXMOM IPyIle B OTHOMIEHHH YacTOTEI YKa3bIBalOTCA MO IIKalle OT Gojee
YaCTEHIX K MEHEE YaCThIM.

[ToGounsie ﬂeﬁCTBHH, KOTOPBIE BO3MOXKHO HIJIH BCPOATHO CBSA3AHEI C A3UTPOMHUIIMHOM, OTMEYEHHEIE
BO BPEMS KIIMHHUYECKUX UCIIBITAHUNA UJIH B NOCTMAPKETUHTOBBIN epuona CICAYONIHE:

CucreMHO-Oprannbie ITo6ounbie aeficTBHA Yacrora

KJIaCChI

WNudexuun v uapazun Kanaunos, opansuslit KaHIumo3, BaruHanbHas | Hegacto
HHQEKUHS, THEBMOHMUSI, GAPUHTHUT, IPUCKOBbIE
HH(peKuuy, OakTepuaibHble UH(EKIHH,
FaCTPOSHTEPUT, PECIUPATOPHBIA  AHCTpeEc,
PUHHT
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[IceBnoMemMOpaHO3HBINH KOTUT

YacTtoTa

HEU3BECTHA
Hapymenus co  cropous! | JlelikoneHust, HEHTPONIEHUS Heuyacto
KpoBHM W nuMdatudeckod | TpoMGOUHUTONEHHUS, TeMOIUTHYECKas aHeMus | YacToTa
CUCTEMBI HEU3BECTHA
Hapymenuss co  CTOpOHEI | AHTHOHEBPOTHYECKHUIT OTEK Heuwacto
UMMYHHOH CHCTEMBI
Cungpom  CruBenca-J[xoHcona, peakuuu | Pemxo
THIIEPYyBCTBUTEIHHOCTH
AHadUIAKTHYECKUE PeaKIIMH YacroTta
HEHU3BECTHA
Hapymenus co croponsl | AHOpeKcHUs Hewacto
0OMEHA BEIIECTB M MUTAHUS
[Icuxudeckue HapyuIeHUs Hespo3, 6ecconumna Heuacro
BecnoxoticTBo Penko
ATpeCCHUBHOCTB, TPEBOXHOCTE, | YacToTa
TaIUTIOLMHALUH, IEJTHPHii HEU3BECTHA
Hapymenus co  cropons! | TonoBHas 601b, apecTesus, TUCTeR3Us Yacto
HEPBHOH CHCTEMBI ['urnecre3us, TONOBOKpPYXEHHE, COHIHBOCTH, | HewacTo
OeccoHHHIIA
CuHKOIlE,  KOHBYNIBCHH,  NCHXOMOTOpHas | YacTorta
THIIEPAaKTUBHOCTD, aHOCMHUH, areB3usl, | HEU3BECTHA
IIapOCOMHHUS, TsDKENas MCEeBAONApATUTHYECKAST
MHACTEHHUS
Hapymenus co  ctopoms! | Hapymenue 3perus Yacro
oprasa 3peHus
Hapymenne oprawa cmyxa u | I'myxota Yacto
nabupuHTa Hapymenns ciyxa, mym B ymax Hewacto
["ost0BOKpYXEHHE Penxo
Hapymenus co cropons! | Cepmuebuenue HeuacTo
cepaua [lnpystHas  sxemynoukosas — Taxukapmus, | Yactota
APUTMHs, B TOM UYHCJIE BEHTPHUKYJSpPHAS | HEM3BECTHA
TaXHKapIaus
Hapywenus co  cropons | [Ipunupsr Heyacto
COCyIOB ['unorensus Yacrora
HEM3BECTHA
Hapymenus co  cropons! | JIucnHos, HOCOBOE KpOBOTEYEHHE Heuacto
JBIXaTeJIbHON CHCTEMBI,
OpraHoB TIpPYyIHOH KJIETKH H
CPEIOCTEHHS
Hapymenuss co  cropomst | lnapes, 601H B XHBOTE, TOMHOTA, meteopusm | Ouenp
XeJTy I0YHO-KHIIEYHOT0 4acTo
TpakTa PBora, gucnerncus Yacto
lactpur, 3amop, aHopekcms, nmucarus, | Hewacto
CyXOCTb BO DTy, CTOMArHT, OTPBIKKA,
THIIEPCATUBALIUS
ITankpeatut, 06eclBEYEHHDIH S3BIK Yacrora
HEU3BECTHA
Hapymenue co cropons | ®ynsMHHAHTHBI renaTuT Heuacto
MIEYCHN M IKETIEBBIBOAAUIMX | Hapymienus paboThl meuenu Penxo
nyTei [lewenounas HEJOCTAaTOYHOCTb, uHoraa | Yacrora
aranbHad, . FeHATHT,  HEKPO3 |, [CUCHH, | HEM3BECTHA
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XOJIECTaTUYECKad XENTyXa

Hapymwenuss co cropons! | Ceime, 3yA, [AepMarur, CyXxocTh KoxH, | Hewacto
KOXXM U MOJKOXXHBIX TKAHEH | FUNepruapo3, KpanuBHUIA
@OTOYYBCTBUTENBHOCTb, ocTpeli | Penxo
reHEepaIH30BaHHbIH 9K3aHTEMaTO3HBIN
mycrynes (OI'3I])

Cungpom CruBenca-/KOHCOHA, Tokchueckuii | YacToTa
SMUACPMAIBHBIA HEKPONN3, MYJbTH()OPMHAS | HEM3BECTHA
9pUTEMa,  JE€KApCTBEHHAs  peakius ¢
903HHODHIIMEH U CHCTEMHBIMH CHMTOMaMH
(DRESS-cunapom)

Hapymenus co  cropons! | ApTpanrus Yacto

KOCTHO-MBIIIEYHOH CHCTEMBI | Muanruwy, OCTE0apTpHUT, OOJTH B CIIHHE, IIee Heuacro

U COEIMHUTENLHOU TKaHH

Hapymenuss co  cropomsr | MeTpopparus, HapyIeHue (byHKIUH SHYeK Hewacto

€NPOLYKTUBHON CHCTEMBI

Hapymenus co  cropoust | Iusypus, 601 B 061acTH MOYeK Heuacto

MOYEK M MO4YCBBIBOAAIMX | OcTpoe  Hapymienwe — Qynkmumii  mouek, | Yactora

nmyTei HUHTEPCTULHATBHBIN HehpuUT HEHU3BECTHA

O6mue HapyIIeHUs 1 | YcranocTs Yacro

PEaKIMK B MECTE BBEIECHHUS Bone B rpymu, otek, cnabocts, acrenums, | Hewacto
THIIEPTEPMHUS

JIaBopatopHrie U | YMeHbIIeHue qucia nmumpouutos, | Yacto

MHCTPYMCHTAIILHBIE IaHHBIE | yBENMYEHHE 4YHCIA J03MHOQHIOB B KpOBH,
YMEHBILCHHE CONEpXKaHUS OuKkapOOHATOB B
CBIBOPOTKE KPOBH

YBenuuenue ypoeHs ACT, AJIT, yeenuuenue | Hewacto
conepxaHust OUNUpPyOHHa, YBENHYEHHE YPOBHS
KpEaTHHHHA, MOYEBHHBI B CBHIBOPOTKE KPOBH,
M3MEHEHHS KOJIMYECTBA KalIUi B CHIBOPOTKE
KpOBH, yBEJIHYEHHE KONU4YeCTBa 6a30(uIIOB,
MOHOIIMTOB, HEUTPOGHIOB, TPOMOOIMUTOB B
KpOBH; IIENOYHOH docdaTassl, XI0pUI0B,
HOHOB  BOJOpOJa, TJIFOKO3Bl, HM3MEHEHHS

KOHIIEHTpAITUH HATpHs, YMEHBIIIEHHE
reMaTOKpHTa
VYeenuuenue uutepsana QT wa DK YacroTa

HCHU3BECTHA

Coobuwenus o nHescenamenvrulx peaxyusix:

Baxno coofmare o0 mOmO3peBAEMBIX  HEXKETATETbHBIX PeaKIHUsAX TMOCNE  perucTpanuu
/ICKAPCTBEHHOrO Mperapata ¢ HEeTbl0 00€CleYeHUs HENpPepBIBHOTO MOHHMTOPHHTA COOTHONICHUS
«IIoMp3a  — PHCK) JIEKAPCTBEHHOTO Ipenapara. MeIHUMHCKUM paGOTHHKaM PEKOMEHAyeTCs
coo0WAaTe 0 JIOOBIX MONO3PEBAEMBIX HEKENATeTbHEIX PCAKIHUAX JIEKAPCTBEHHOrO Mperapara yepes
HallMOHANIBHBIC ~CHCTEMBI COOOIUEHHS O HEXENATeNbHBIX peakUhiX | HeabheKTHBHOCTH
JICKapCTBEHHBIX IIPENAapaToB.

4.9. Ilepeno3uposka

[loGounble sddexTsr, Habmromaemble mpu  a03ax, NPEBBINIAIOMIUX PEKOMEHIYeMble, ObLIH
AQHAJIOTHYHE] TEM, KOTOPhIE HAaOIIOAIMCE TIOC/IE OOBIYHBIX J103.

XapaKTepHbIMU CHMITOMAMH [EPEI03MPOBKYE MAKPOIMIHBIX AHTHOHOTHKOB SIBIIAFOTCS OOpatuMas
[OTEPS CITyXa, TsDKeNast TONIHOTA, PBOTA U JUapes.
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B ciryda€ nepe€ao3upOBKH, NIPH HCO6XOIII/IMOCTPI, Bpa4yOM Ha3HA4YacTCA aKTI/IBHpOBaHHHﬁ YroJip u
ob111ee CHMNIITOMATHYECKOE JICYEHHUE, a TAKXKE MEPHI I10 MOAACPIKAHUIO XXU3HEHHO BAXHBIX Cb}’HKHI/II‘/'I.

5. PAPMAKOJIOTHYECKHE XAPAKTEPUCTUKHU =

5.1. ®apMakoAHHAMHKA

Mexanusm Oeticmeaus

Cymamen sIBISIeTCS. aHTUOMOTHKOM IIMPOKOTO CIIEKTPA AEHCTBHS, IEPBBIM MPEICTABUTENEM HOBOH
MOArPYNIBl MAKPOJHAHBIX AHTHOMOTHKOB, HAa3bIBAEMBIX a3aluibl. MoOIeKyna KOHCTPYHpPOBAaHA
noOaBIeHHEM aTOMa KUCIOpoa K JTAaKTOHHOMY KOJBIYY 3PHTPOMHIMHA A. XUMHYECKOe Ha3BaHHE
a3UTPOMHULHKHA:  9-IE0KCH-92a-a3a-9a-MeTHI-9a-TOMOIPHTPOMULIME A MonekpynspHeii  Bec
cocraBisgeT 749,0.

Mexanusm OeHCTBHS a3UTPOMULMHA — CBA3EIBaHUE ¢ 50 S enuuuIeit pubOCOM, YTO MPENATCTBYET
CHHTE3y GaKTepUATBbHBIX GEJIKOB U TPAaHCIIOKALIMY TSI THIOB,

Mexanusm pezucmenmnocmu

Pe3MCTEHTHOCTE K a3UTPOMHUIMHY MOKET OBITh €CTECTBEHHOH HITH npuoOpeTeHHOH. TpH OCHOBHBIX
MEXaHH3Ma DPE3HCTEHTHOCTH y OaKTepHH: W3MEHCHHs TapreT-CTOPOHBI, H3MEHEHHUS TPaHCIOpTa
aHTUOMOTHKA U MOJU(UKALUS aHTUOUOTHKA.

[lomHast rnepexpecTHas —pe3WCTEHTHOCTH — CYIIECTBYET y CIIEAYIOIIMX  MHUKPOOPTaHU3MOB:
Sreptococcus pneumoniae, 6eTa-reMOTUTHIECKHH CTPENITOKOKK rpynnsl A, Enterococcus faecalis u
Staphylococcus aureus, BKIItOYas METULMJLTHH, PE3UCTEHTHBIN S, aureus (MRSA) x 3puTpOMHLIUHY,
A3UTPOMULIUHY, OCTAJIbHBIM MaKpOJHIaM | JIMHKO3AMHUIaM.

IIpedenvheie konyenmpayuu (Breakpoints)

[lorpannynble 3HAaYeHHS MHMHHUMATBHBIX [IOJIABJISIOIINX KoHueHtpamuid (MIIK) mo pamsbBIM
EUCAST (European Committee on Antimicrobial Susceptibility Testing. Breakpoint tables for
interpretation of MICs and zone diameters Version 10, valid Jrom 01.01.2010, www.eucast.org)
TIPE/ICTABJIEHE] B TAOIHIIE:

HaumenoBauue IIpenesibHbIE KOHUEHTPALMH, CBA3AHHBIE ¢ THIIOM (S=/R>)
MHKpPOOPraHH3MOB YysctBuTenex (S) Pesucrenten (R)
Staphylococcus spp.! <1 wmr/n > 2 Mr/n

Sreptococcus A, B, C, G! <0,25 mr/n > 0,5 Mr/n

Sreptococcus pneumoniae' | <025 mr/n > 0,5 mMr/n

Haemophilis influenza® [Ipumeyanue 2

Moraxella catarrhalis’ <0,25 mr/n | >0,5 mr/n

Neisseria gonorrhoea’ [Ipumeyanue 3

| — s ompeneneHus UyBCTBUTENBHOCTH K a3UTPOMUUMHY MOXKHO HCIIONB30BaTh SPUTPOMMUIIKH.

2 — Kimnuueckue gaHHble 06 3()(HEKTHBHOCTH MaKpOJIUIOB IIPH PECIHPATOPHBIX HH(EKIUSX,
BbI3BaHHBIX H. influenzae, mpoTuBOpeunBEI M3-3a BBICOKHX MOKazaTeNel CaMOIIPOU3BOIBHOTO
u3JIeYeHU. B cily4yae HEOGXOOUMOCTH TECTHPOBAHUS KAKOTO-THGO MaKpoJIi/ia IIPOTHUB 3TOrO BHIA
CICNYET HCIONB30BaTh snuaeMuonorndeckue nopors (ECOFF) it BBIABNGHHS [ITAMMOB C
npuoOpeTeHnoi pesucrentHocTh0. ECOFF s a3UTPOMHIMHA 4 MI/1.

3 — ABWTPOMHIIMH BCErZa MCHONB3YeTCS B COYETAHHU C ApyruM s dexTuBHbIM cpencTBoM. s

LEJICH TECTHPOBAHHSA C LIEJBI0 BBIABICHUS IIPHOOPETEHHBIX MEXAHH3MOB pesucrentHocty ECOFF
cocrasmiseT | Mr/m.

HyscmeumenvHocmeo

YactoTa mOsABNEHUA NPHOGPETEHHON DPE3UCTEHTHOCTH MOXKET OTIHYATbCS IV OTAENBHBIX BHIOB
MHKPOOPraHU3MOB KaK reorpaguyuecku, TaK H CO BPEMEHEM, W JOKaIbHAs HHpOpMalUs 0
PE3UCTEHTHOCTH OblIa Obl OYEHB XeTaTeNbHa, OCOGEHHO IIPH JIEYEHHH THKENbIX bopm uHbeKIHH.
Hyxno mnocoBeroBathcs co  crmemuamuctom, KOTZla  4acToTa TOSBJIEHHS MpPHOOGPETEHHOM
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PE3MCTCHTHOCTH TaKkOBa, 4TO TOJ BONPOCOM CTAHOBHTCS CaMO NpPUMEHEHHME JIEKApCTBa MpH
HEKOTOPBIX BUAAX HHDEKIMH. B et

AHmMuMUKpoOHbLI CneKMP A3UMPOMUYUHA

OBbIMHO YYBCTBUTEJIbHBIE MUKPOOPT AHU3MBI

A3poOHbIE rPaMIIONIOKHTETbHBIE MUKPOOPTaHH3MEI

Staphylococcus aureus
MeTULMIIITHH — YyBCTBHTEILHBIH

Sreptococcus pneumoniae
I IeHUIIMITHH — YYBCTBUTETHHBII

Sreptococcus pyogenes

A5poGHbIE TPAMOTPHIIATEIBHEIE MEKPOOPTaHH3MBI

Haemophilis influenzae
Haemophilis parainfluenzae

Legionella pneumophila

Moraxella catarrhalis

Pasteurela multocida

AHa3pO0HbIe MUKPOOPraHU3MEI

Clostridium perfringens

Fusobacterium spp.

Prevotella spp.

Porphyriomonas spp.

JIpyTue MHKpOOpPraHH3MBI

Chlamydia trachomatis

MHUKPOOPI"AHU3MBI, KOTOPBLIE MOI'YT [IPUOBPETATEH PESUCTEHTHOCTD

AdpOOHSIE TPaMIIONIOKHTEBHbIE MEKPOOPTaHH3MBI

Sreptococcus pneumoniae
obJIafarolye IPOMEXYTOYHOH YYBCTBHTEILHOCTBIO U YCTOHYHMBOCTBIO K NEHULUIUIUHY

ECTECTBEHHO PE3UCTEHTHBIE MUKPOOPT AHM3MbI

A3pOOHBIE [PAMIIOIOKHUTENBHEIE MUKPOOPTaHH3Mb]

Enterococcus faecalis

Staphylococcus MRSA, MRSE*

AHa3pO0HEIE MUKPOOPraHH3MEI

Bacteriodis fragilis rpynma

* MCTHIIUIIITNH-PE3UCTEHTHBIE CTa(bI/IJ'IOKOKKH HMEIOT BBICOKYIO qacToTy [TPOSABJICHU S
HpHO6p€TeHHOﬁ PE3UCTEHTHOCTH K MakKpoOJIuaaM U 31ecChb YKasaHpl, TIOTOMY 4YTO OHH PE€OKO
HYBCTBHUTEJIbHEI K A3HTPOMUIIHHY.

Cornacuo pe3yjibTaTaM ONEHKH IIPOBEACHHBIX HCCIIEIOBAHUN y JHE€TEed HCIOJIb30BaHUE
a3UTPOMHILIMHA HE PEKOMEHOYETCs [IpH JICYEHUHU MAaJIIpUHA KaK B KayecTBE MOHOTEpAIHH, Tak U B
KOMOMHAUHH ¢ IIp€riapaTaMy Ha OCHOBE XJIOpOXHHA HIIH ApPTEMH3UHUHA, ITOCKOJIBKY TIPEUMYIIECTB

[IpH MCTIONB30BAHHM A3UTPOMHIMHA TEPeN IIpernapaTaMH s JIeYeHHs MallipUd B TEpaluu
HEOCJIOXXHEHHON MaJLSIpHU HE YCTAaHOBJIEHO.

5.2. ®apmakoknHeTHKA

Abcopbyus

BromoctynmHocts mocne opansroro npueMa coctapngeT 37 %. MakcuManbHas KOHIEHTpaius B
Tl1a3Me OCTUTaeTCs MOCIIe MpHeMa Ipenapara depes 2—3 gaca.

Pacnpeoenenue

ABUTPOMUIIMH OBICTPO MEPEXOMUT U3 IUIA3MEI B TKAHH U OpraHel, rie TOCTHIraeTcsl KOHUEHTpaus B
50 pa3 Gonblite, YeM B I1a3Me, 9TO TOBOPUT O TOM, UTO A3UTPOMHUIIMH CBS3bIBACTCS C TKAHAMH.
CBsi3bIBaHHE C IPOTEHHOM B CHIBOPOTKE BAPBUPYETCH B 3aBUCUMOCTH OT KOHUEHTpaUHUH B
CBIBOPOTKE M cocTaBisieT oT 12 % mpu 0,5 Mxr/mi 1o 32 Yormpr-0;05 MKI/MIT CHIBOPOTKH.
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Cpennee 3HaueHue oObeMa paclpe/eNieHds a3sHTPOMHUIMHA B  COCTOSHHUHM |~ AMHAMHUYECKOTO
paBHOBecust (VVss) cocraBnseT 31 ji/kr.

Buieeoenue

OKkoHYaTebHOE BpPEMs MOJNYBLIBENEHHMS a3sMUTPOMHLIMHA W3 IUIa3Mbl COOTBETCTBYET BpPEMEHH
IIOJIYBBIBEICHUS. a3UTPOMULIMHA W3 TKaHed u cocTaBiseT 2—4 musa. Oxkono 12 % BBEOEHHOrO
BHYTPHBEHHO a3MTPOMHUIMHA BBIJEJIAETCS HEU3MEHHBIM B MOYy B TeueHue 3 mHeidl. OcobeHHO
OonblIMe KOHIEHTPAalMM HEU3MEHHOrO a3UTPOMHUMHA BBIAEIAIOTCS 4Yepe3 JKeadb. B keruu
obHapyxeHo 10 meTaGonuTOB, mnOMy4yMBIIMXCA B pesyiapTare N- u  O-IeMETHIHPOBaHHA,
THAPOKCHIMPOBAHUS J1e303aMHHA M arJIMKOHOBOTO KOJIbLA, & TAK)KE pPAaCUIETUICHHEM KIIaIHHO3HBIX
koHbroraToB. CpaBHenre BOXX 1 MHKpOOHOIOTHYECKOTO METOA TOKA3BIBAET TO, YTO METAOOHTHI
HE SIBISIIOTCS MUKPOOMOJIOTMYECKH aKTHBHBIMH. [IpH HCCeOBaHUSIX Ha JKUBOTHBIX OOHAPYIKEHEI
OosblMe KOHIEHTpaUMH a3sMTPOMMIMHA B arouurtax. Bosplive KOHUEHTpAalMH a3MTPOMMIMHA
OCBOOOXIAIOTCS BO BPEMs aKTHBHOTO (haroulTo3a, MO3TOMY B MCCIENOBAHHUSAX HA JKUBOTHBIX B
BOCMAIITEIFHOM 0vare ObuTH 0OHAPY KEHBI BRICOKHE KOHIIEHTPALMH a3MTPOMHIMHA.

Iloueunas neoocmamo4Hocme

Y nauueHToB C BBIPAKEHHBIM HapymreHuneM (yHkuuu nodek (CK® <10 ma/mun) oTMmevaercs
noBHIIEHHE Crmax © AUCo.120 Ha 61 % 1 33 % COOTBETCTBEHHO U MpHEME a3UTPOMUIIMHA B 03¢
1 r. Ilpu nerkom u ymepenHoM Hapymenud ¢yHkuuu modex (CK® ot 10 ma/mun no 80 mi/muH)
Cmax 1 AUCo-120 66110 TOBBIIIEHE! HA 5,1% 1 4,2% COOTBETCTBEHHO.

Ileuenournas HeoocmamouHocms:
HccnenoBanuii, CBsI3aHHBIX C TepanmMedl IMAlMEHTOB C HapylmeHneM (QyHKIMM TEYeHH
A3UTPOMHIMHOM, HE IPOBOIUIIOCE.

[loocunvie nayuenmel:

Y TIOXHIBIX MYXYUH HapMakOKHHETHKA HE OTIHYANAch OT TAKOBOH y MYIKUHH, BO3DACT KOTOPBIX
MEHbIIE 45 JIET, OAHAKO Y TIOXKHUIIBIX KEHIIHH OTMEYaNoCh OBBIEHHE MTA3MEHHBIX KOHIIEHTPALHil
Ha 30-50 % 6e3 kymymnsiuuu npenapara.

Hemu:

QapmakoKHHETHKA H3ydanach y JAeTed B Bo3pacTe OT 4 MecsueB 10 15 /€T, NPHHMMAROLUX
KarcyJiel, FpaHy/bl WK CycneHs3uro. Ilpu nose 10 Mr/kr B 1-it neHs, a 3ateM 5 Mr/kr B 2-5-if 1eHb
mocturayTas Cmax Oblia HEMHOTO MEHBIIE, 9eM y B3POCIbIX: 224 MKI/ 71y Heteit B Bospacte 0,6-5
JIeT 1ocne 3-AHEBHOTO N03MpoBaHus U 383 MK/ B Bospacte 6-15 net. T1/2 36 u y nereit CTapLIero
BO3pacTa GBUI B MPeeNax 0XKUIaeMOT0 JHAa30Ha IS B3POCIHIX.

5.3. lok/IMHAYeCKHe HCC/Ie10BAHNS Ge30I1aCHOCTH JIEKAPCTBEHHOT0 cpeacTBa

ViccmenoBanus TOKCHYHOCTH MpeMapaTa MOKA3alli, 9TO KHBOTHBIE B OCHOBHOM XOPOLIO MEPEHOCAT
a3UTPOMHIIUH.

[Ipu ncnonb3oBaHuy Y KUBOTHBIX 03 a3MTPOMHLMHA B 40 pa3 MpeBBINAIOLIHX TEpPaneBTHYECKYO
no3y, Habronasncs o6paTHMEIH HOChONTHIINA03, KaK TPaBHI0 €3 TOKCHKOIOTHIECKOTO addexra.
A3UTPOMMIIWH He BBI3BIBAT TOKCHYECKHX NMPOSBIEHHUI y NANHEHTOB [IPH PHEMe B TEPANeBTHYECKHX
J03ax.

KaHHepOFeHHOCTB A3UTPOMHIHHA HE UCCJICIOBAIaCh, YYUTHIBAS KOpOTKHﬁ CPOK €ro IpHUMEHEHHS
IIPpH JICYCHUH YEJIOBEKA U OTCYTCTBHE HpOHBHeHHﬁ MYTar¢HHOI'O IMOTE€HIIHMAaJA.

A3BWTPOMHIIMH HE TIIPOSIBIISI MYyTareHHBIH IOTEHIMAT B CTAaHIAPTHBIX [n Vitro W in vivo
UCCIIEJOBAHUSIX.

OMOPHOTOKCHYHOCTD MCCIIE0BANIACH Y MBIIIEH U KpPbIC. TepaToreHHBIX BO3NEHCTBHI a3UTPOMHIIUHA
OTMEYeHO He Obulo. BMmecTe ¢ TeM, y GepeMeHHBIX KpbiC, KOTOpble MpHHAMamH > 100 Mr/kr
A3UTPOMHIIMHA €XEHEBHO, 3a(UKCHPOBAHO yMEHbIICHHUE TIPUOABIEHUS B BECE CAMOK U HeGObIIast
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