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» HUughexyuu nonosulx nymeu: 1 -

— OPXOSMHUINIUMHT, BKIIIOYAs CIIy9aH, BbI3BaHHbIC qyBCTBUTENNBHOM Neisseria gonorrhoeae;

— BOCHAINTENbHBIE 3a00JieBaHMs OPraHOB MaJloro Tasa, BKIJIOYAs CilydJad, BBI3BAHHBIC

qyBCTBUTENbHOU Neisseria gonorrhoeae. | . Pec i ‘

B ciyuae BbIIeyKa3aHHBIX HHQEKIMH MOIOBBIX IyTeH, KOra H3BECTHO WM NMPEINOAracTes, 4ro
NPUYHHON MH(EKIHH SBISETCS TOHOKOKK, OYCHb BAXXHO IMOJyYHUTE MECTHYIO uH(popManuo 0o
YpPOBHE PE3HCTEHTHOCTH K LHUIPO(IOKCALMHY ¥ MOATBEPAUTh 1yBCTBUTEILHOCTE HA OCHOBAHHH
71aG0paTOPHBIX UCCIIEIOBAHHM.
o Ungexyuu diceny0o4Ho-KUUeYH020 mpaKmd.
»  Uumpaaboomunanvhvle UHGEKyuu.
Hnghexyuu kooicu u MASKuX mKanel, BoI3BAaHHbIC TPaMOTPUIIATEIbHBIMH OGaKTepUsIMH.
*  3n0KkauecmeeHHbLU HAPYIHCHBLU OMUM.
»  Ungexyuu kocmeil u cycmagos.
o Jlecounas gpopma cubupckoii s36bl (IOCTKOHTAKTHAS NPO(UIAKTHKA H JICICHAE 3a00JIeBaHUA).
[{unpoQIoKCcaliH MOXKET IPUMEHSTCS [UIs JICYCHHUS! JINXOPAJKK y TMAIUCHTOB C HEUTpOINICHHEN,
€CIIM UIMEIOTCS T10(03PEHHUS Ha GaKTepHaIbHYI0 HHPEKIHUIO.

JleTH ¥ IOJIPOCTKH

« Bponxonezounvle UHpeKyuu npu MyKoucyuoose, 6bl36aHHbLe Pseudomonas aeruginosa.

o Ocnodicnennvle uHGeKyuu Mo4ebl600IUUX nymeti u OCMpbolil NUEIOHEPPUM.

o Jlezounas popma cubupcroil 536bl (ROCMKOHMAKMHAS NPOPUIAKMUKA U Jlevenue).
[{unpodIoKCaluH TaKkXKe MOXET NPUMEHSATHCS I JICYCHHS TKEIBIX nHpeKIUi y aered u
TOJIPOCTKOB, KOTJIAa 3TO CYATAETCs HEoOXOMMMBIM. [Ipu 3TOM JIEYEHHE JIOJDKHO MPOBOAMTHCA
TOJIBKO BpayaMH, KOTOPBIE HMEIOT GOJIBLION ONBIT B TEPAITUU KMCTO3HOTO (pubpo3a W/WITA TSKETBIX
uH(peKuuil y geTeil 1 moapocTKoB (cM. paszaenst 4.4 u 5.1).

Jlo Hayana TepamuM 0CO60e BHUMAHHE JOJDKHO OBITh YJETEHO NOCTYNHOH HH(OpMamuu o
PE3UCTEHTHOCTH K IUITPO(IIOKCAUHY.

CrnefyeT yuuThIBaTh  O(QUIMAIBHBIE  PYKOBOJACTBA 10  HaJUIeXameMmy — MPHUMEHEHHIO
aHTHOAKTePHATBHBIX JIEKAPCTBEHHBIX CPEIICTB.

4.2. Pe:kxuM J03MPOBAHHUS H CI10CO0 NPHUMEHEHHSI

Pexum 103MpoBaHus

Jlo3a umpodIoKcaIHa 3aBUCHT OT IOKa3aHMs, TSDKECTH M JIOKAIM3ALUU HHEKILHUH, GyHKLIUH
TI0YeK MalKeHTa, a y JIeTei U MOJIPOCTKOB — TAKXKE OT MacChl Tela.

[IpoNOMKUTENBHOCTL JIEUEHHsS] 3ABHCHT OT CTENEeHM TSOKECTH 3a00JIeBaHHS, KIMHUYECKHX H
0aKTepHOIOTHYECKUX PE3YIIbTAaTOB.

INoce Hayana BHYTPHBEHHOIO JICYCHHs LUIPOQIOKCALMHOM Teparisi MOXKET ObITh 3aMEHEHA Ha
nepopaIbHBIii IpHeM (TabeTOK) M0 KIMHUYECKUM II0Ka3aHHAM H YCMOTPEHHIO Bpaya. B TskelbIX
ClydasX M NPH HEBO3MOXKHOCTH MAlMEHTaM IPHHUMATh TablETKW (HalpuMep, NAlMEHThI Ha
SHTEPAILHOM MHTAHUH), PEKOMEHJYETCS Ha4yMHaTh JIEYCHHWEe C BHYTPUBEHHOIO BBE/ICHHSA
nunpodJIoKcanuHa 10 BO3MOXKHOCTH IIEPEX0a Ha IEPOpalibHOE IPUMEHECHHE.

Jliist nedernst MHQEKIMIA, BRI3BAHHBIX HEKOTOPBIMA MUKPOOPraHH3MaMH (Harpumep, Pseudomonas
aeruginosa, Acinetobacter wmu Staphylococci), MoryT notpeboBaThesi Gosiee BBICOKHE 03Bl
mUnpodIOKCAlMHA, a TaKKe OJHOBPEMEHHOE Ha3HAYeHHe JPYTHX aHTHOAKTEepUAbHBIX
Ipernaparos.

Ilpu JIe4eHMH HEKOTOPHIX MH(EKIUH (HampuMep, BOCHANUTENbHbIE 3a00JICBaHUs OPraHOB Tasa,
MHTpaabIOMHHANbHbIE MHpEKIUH, MHOEKUUH y NANMEeHTOB C HeHTponeHued win HH)EKIuu
KOCTE W CyCcTaBOB) MOJKeT OBbITh Ha3Ha4deHa COIYTCTBYIOIas —Tepamus JIpyruMH
aHTHOAaKTepUAJIbHBIMU JIEKAPCTBEHHBIMH IIPEIIapaTaMu.
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B3pocnvie ,
O6mas
' MPOIOIKHTEIbHOCTD
JedeHus (C y4eTom
ITokazaHusi K NPUMEHEHHIO CyTouHasi 1032, MI' Tepanuu, HA4YaToM
napeHTepaIbHbIMH
¢popmamu
HUNIpPodIOKCALHHA)
Wudexnuu  HwKHHX  abixarenbHbX | 400 Mr 2 pasa B cyTku | 7-14 nmHei
myTen win 400 mr 3 pasza B
CYTKH
Undexnun OGocTpenue 400 Mr 2 pa3a B cyTkHu | 7-14 nuei
BEPXHHX XPOHHYECKOTO unu 400 Mr 3 pasa B
JIBIXaTebHBIX | CUHYCHTA CYTKH
yTeH XpOHUYECKUH 400 mr 2 pa3a B cyTkH | 7-14 quei
THOWHBIN CPEIHUN wm 400 mr 3 pasa B
OTHT CYTKH
3110Ka4eCTBEHHBIN 400 mr 3 pasa B cytku | Ot 28 queil 1o 3 mecsies
HapY>KHbIA OTUT
Nudexnun Oc10)XHEHHBIH U 400 Mmr 2 pazaBcytkd [ Ot 7 no 21 nmHd, B
MOYEBBIBO/IS- | HEOCJIOKHEHHBIH wid 400 mr 3 pasza B | HEKOTOPBIX cryvasx
KX IIyTeH OCTpBIN MUEJIOHEPPUT | CYTKH (mampuMep, mpu abcreccax)
JUIATEIIEHOCTD JIeYEeHHS
MOXKET COCTaBIATH Ooiee
21 nusd
BaKTepUaIbHBIHI 400 mr 2 pasa B cyTkd | 2-4 Hezenu (OCTpbIi)
IPOCTaTUT wi 400 mr 3 pasa B
CYTKH
Nudexuun OpXO03MUIUAUMHUT U 400 mr 2 pa3a B cyTku | He menee 14 nnei
HOJIOBBIX BOCIIAJIUTEIbHBIE wid 400 mr 3 pasa B
nyTen 3a00sIeBaHUs OPraHoOB | CYTKH
MaJIoro Tasa
WNudexnuu Juapesi, Bb3BanHas | 400 Mr 2 pasa B CyTkH | 1 neHb
Ky JOYHO- naToreHaMu, B TOM
KUIIEYHOT O uyucie Shigella spp.,
TpaxTa U | KpoMme Shigella
WHTpaabxoMu- | dysenteriae Tan 1, U
HaJIbHbIE HMIIUPHUYECKOE
MH(EKIHUH JIeYeHue TSDKENOM
Jiapeu
Iy TEeLIECTBEHHUKOB
Huapes, BbBanHas | 400 mMr 2 pa3a B CyTKH | 5 JIHEH
Shigella  dysenteriae
tuI 1
Juapesi, Bb3BaHHas | 400 Mr 2 pa3a B CyTKH | 3 JHs
Vibrio cholerae
BpromHo# Tud 400 mr 2 pa3za B cyTKu | 7 nHEM
Untpaabnomunanbibie| 400 Mr 2 pa3a B cyTkH | 5-14 n1Hel
uH(peknuy, B3BanHble W 400 Mr 3 pasa B
rpaMOTPULATEIbHBIMU | CYTKH
MHKPOOpraHu3MaMu
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MHKpOOpraHu3Mamu. B ciydyae Takux uH(EKIHH OJTHOBPEMEHHO C ANpo¢IIOKcauHOM cnenygfr
IPUMEHATH COOTBETCTBYIOIIHE AHTHOAKTEPHAIIbHBIC CPE/ICTBA. : EOM 3PABCOXPAHEHNA |
CTpenToKOKKOBbIe HH(eKImH (B TOM uncne Streptococcus pheumoniae) :
[{unpodokcaMH He PEKOMEHIyeTcs JUls JICYCHHS CTPENTOKOKKOBBIX -uHbeKHui - H3-3a
HEJI0CTaTOYHOM 3P PEKTUBHOCTH.

NHdeKud T0I0BEIX NYTEH

OpXOSMUIMIUMHUT ¥ BOCIAIHTENbHEIE 3a00JI€BaHMs OpPraHOB Ta3a MOTYT OBITh BBLI3BaHbI
dropxuHONOH-pesucTenTHBIME Neisseria gonorrhoeae. [{unpodiokcauH cieayeT MpUMEHATH
BMECTEé C JPYTMMHM HaUICKAIMMHM AHTHOAKTEpHAIbHBIMH  CPEACTBAMH, €CIH  TOJILKO
pesucTeHTHOCTH Neisseria gonorrhoeae He MoXeT ObITh HCKIIOYeHA. Eciu yepes 3 1HA J€YECHHS
KJIMHAYECKOTO YJIyYIIeHUs He IPOHCXOAUT, JICUCHUE CIIEYET EPECMOTPETE.

BuyTpuOproiiiHbie HHOEKINH
Jlanuele 06  oddextuBHOCTH — HMIpodoKcalMHa B JICYCHMH — IOCJICONEpPaliMOHHBIX
BHYTPHOPIOIIHBIX HH(EKIUH OrpaHHYEHBI.

Juapes nyTeIecTBEHHUKOB
IIpy Ha3HAYEHHH LUNPOQIIOKCAMHA CIIeYeT yIHThIBATH HH(OPMALIHIO O PE3UCTEHTHOCTH K HEMY
COOTBETCTBYIOIIUX IATOTCHOB B MOCELIEHHBIX MAIIMEHTOM CTpaHax.

Nudexuuu KocTedl ¥ CYCTAaBOB
[unpodokcanuH clieyeT NPUMEHITh B KOMOUHALUH C IPYTHMH AHTHMHKPOOHBIMU CpPEJICTBAMH
B 3aBUCHMOCTH OT Pe3yJIbTATOB MHKPOOHOJIIOrHYECKOTr0 aHAH3a.

Huransuuonnas dopMa CHOUPCKON A3BbI

[IpuMeHeHHe JIEKapCTBEHHOTO CPEJICTBA y 4YejlOBEKa 0a3supyeTcs Ha JaHHBIX YyBCTBHUTC/IBHOCTH
BO3OyMTENA in Vitro, NA@HHBIX JKCIEPHMEHTAIBHBIX MOJENeH Ha JKMBOTHBIX W HeOO0JIBIIOrO
KOJIMYECTBA JAHHBIX JUIS 4YeloBeKa. Bpau JONKEH O3HAKOMHTBCS C HALMOHAIBHOH M (MIH)
MESKIYHApOHOM O6IIENPU3HAHHOM JOKYMEHTAIHUEH I10 JIEYEHUIO CHOMPCKOM A3BBI.

eTu

Jleuenue LUIPOIOKCAIMHOM ClEIyeT TPUMEHSTh TONBKO BpayaM, KOTOpbIe MMEIOT OONBIIOH
ONBIT B JICYEHHH MYKOBHCIHIO03a W/WIM TsDKENbIX MH(EKIMOHHBIX 3a0osneBaHud y neTeH H
oApocTKOB. ONMBITHBIM TMyTEM YCTAHOBJIEHA CBSI3b MEXY MPUMEHEHHEM LHMIpoQIIoKcalita u
apTpONATHsMH OIOPHBIX CYCTABOB y HE3PEIbIX JKMBOTHBIX. JlaHHbIE MO O€30MacHOCTH,
NOJIy4eHHbIE B XOJ¢ KJIMHHYECKHX MCCIIEJOBAHUH C IPUMEHEHHEM LUNpOQIIOKCaluHa y NeTeH,
BBISBIJIH apTPOIATHH, BO3MOKHO CB3aHHBIE C JICYCHHEM ITHM aHTHOMOTHKOM. [109TOMY Teparnuio
1UnpoQIOKCAlMHOM Yy JeTel ClielyeT Ha4MHATh TOJIBKO II0CIIE TIIATEeIEHONH OLECHKH COOTHOIICHHUS
ONB3a/PUCK  M3-33a BO3MOXKHBIX TOGOUHBIX 5(QEKTOB, CBSI3aHHBIX C CyCTaBaMH H/HJH
OKPYKaIOLIUMH UX TKaHsAMH (CM. pasjen 4.8).

Bponxonezounvie unghexkyuu npu MyKoUcyuoose

KMHMYecKHe HCIIBITAHUS BKIIIOYAIHM IETel M IOPOCTKOB B Bo3pacTe 5-17 eT. OnbIT IpUMEHEHH S
y neteit B Bozpacte oT 1 10 5 jieT orpaHuyeH.

Ocnodicnennvle uHpexyuu Mo4eble00SWUX nymeil u nuearonedpum

[Ipu neyenun MHPEKIUH MOYEBBIBOAAIINX ITyTeH HUIPOGIOKCALMH ClIefyeT NPUMEHATh, KOTAa
JpyrHe METO/Bl JIeUeHHs HEe MOJAXONAT, W Ha OCHOBE pPe3yJIbTaTOB MHKPOOHMOIOIHYECKUX
uccnenoBanuit. KiMHuyeckye HCIBITAHKS BKIIFOYAIM JeTeil i II0JPOCTKOB B Bo3pacte 1-17 jet.
Hpyaue cneyughuueckue unghexyuu

JI71s iedeHus APYTUX TSHKENbIX HHQEKIHi MIpodIOKCaiH IPHMEHSIOT COTNIACHO O(ULHATEHBIM
PYKOBOICTBAM MJIM IIOCNIE TINATENbHOM OLEHKM IIOJNB3a/PUCK B Cilydyae HEBO3MOXKHOCTH
NpPUMEHEHUs JPYroil Tepamuy, WIM mocie Hed)HEKTHBHOCTH CTAHJAPTHOIO JICUCHUS W €CIH
JAHHBIE MUKPOOHOJIOTMYECKOTO aHAM3a OIIPAB/IbIBAIOT IIPUMEHEHHE IUIPO(IIOKCALHHA.
[IpuMeHenue TUIpodIIOKCaiHa 1S JTeUEeHHUs CePhe3HBIX MH(EKIUiA, OTIMYHBIX OT TEX, KOTOPbIC
YIOMSHYTHI BBILIE, HE U3y4aIOCh B KIIMHAYECKUX MCIBITAHUAX, U KIMHHYCCKUHN ONBIT OTPAHUYCH.
[103TOMy pEKOMEHIYeTCs MpOSBIATE OCTOPOXKHOCTb [pU JICYCHHH IIAIMCHTOB C OSTHMH
UHPEKIUAMU.
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JlucrinkeMust :

Kak 1 mpu NpUMEHEHHH BCEX XHHOIOHOB, COO0MANIOCh O HapyIEHHUX YPOBHS IIIFOKO3bI B KPOBH,
BKJTFOYAs KAK THIOTIMKEMHMIO, TaK M THIEPIIHKeMHUIo (cM. paszien 4.8), 0ObITHO y TIAlMEHTOB ¢
caxapHbIM  JuabeToM, MOJyYalOmMX ~ COMYTCTBYIOIJEE  JICHCHHE, | ICpPOpaAlbHBIMU
UIOTIAKEMUYECKIMHE CPEICTBAMHU (HANpUMeD, IIHOCHKIAMH/IOM) HJTH HHCYJIHHOM. Coobmanochk
0 Cllyyasx THIIONTHKEMHYECKOH KOMBL Y NAlMEHTOB C CaXapHBIM AHAOETOM PEKOMEHIYeTCs
TINATEILHBIA KOHTPOJIb YPOBHS IIIOKO3bI B KPOBH.

Kenyno4Ho-KUIIEYHBIA TPAKT

BO3HUKHOBEHHE TSDKETIOM U IIEPCHCTHPYIOLIEH Maper BO BpeMs MM MOCIIE JieUeHus (B TOM YHCIIe
Yepe3 HECKOJIBKO HeJeNb TMOCHIe JIEYeHHs) MOXKET yKa3biBaTh HAa AHTHOMOTHK-aCCOLMMPOBAHHBIH
KOJIUT (YrPOIKAIONIHif KU3HH C BO3MOYXHBIM CMEPTENIbHBIM HCXOJI0M), YTO TPeOyeT HEMEUIEHHOTO
nedenus (cM. pazaen 4.8). B Takux cirydasx IpUMeHEHHE NUIPOQIIOKCalHHa CIIEAYET HEMEICHHO
IpeKpaTUTh M HayaTh COOTBETCTBYIOLIYIO Tepamuio. B 9To#f cHTyalMu MPOTHBOINOKA3aHbI
AQHTUIIEPUCTAIETHYECKHE IIpEnaparhl.

[Toyky ¥ MOYEBBIBOJSININE MTYTH

Coo6Imanoch 0 CIydyasX KpHCTAIUTYDUH, CBS3aHHBIX C INPHMEHEHHEM LHUIPO(IIOKCALHHA (cm.
pasznen 4.8). IlosToMy mNaUMEHTH, MOIyYaIOIIME IUIPO(IOKCALMH, OJDKHEL OBITH XOPOLIO
ruzipatupoBanbl. CiieiyeT Takxke H30eraTb Ype3MepHOro OLleIaYuBaHKs MOYH.

Hapyiienue ¢yHKIIMH TOYeK

[TockonbKy HHMOPOQIIOKCAlMH B OCHOBHOM BBIBOJHMTCS IIOYKaMH B HEH3MEHEHHOM BHJE,
NanyeHTaM ¢ HapylleHHeM (YHKIMA Io4YeK TpeOyeTcs KOppeKIus 03bl, KaK OIMCAHO B pasjieie
4.2, yToOBl M30€XaTh YBEIMYEHUS YACTOTHI HEXEJATeIbHBIX PEaKIMi BCICACTBHE HAKOILICHHS
unpodIoKcanuHa.

[enaTobunuapHas cucrema

3aperncTpHpPOBaHBl  Cllydyad HEKpo3a [eYeHH M YTPOXKakomled OJKM3HH  [EUYCHOYHOH
HEOCTATOYHOCTH Ha (OHe mpuMeHeHus munpoduokcanuna (cM. pasgen 4.8). B ciydae
BO3HMKHOBEHHs KAaKMX-THOO NPU3HAKOB M CHMITOMOB 3a00JieBaHMsA Il€4eHH (Hampumep,
aHOPEKCHS, JKeNTyXa, TeMHas Moda, 3y WJIM HANpPsDKEHHOCTh JKUBOTA) JICYCHHE CIIELYET
IPEKPATHTE.

Jebuuut rnoko30-6-hocharaerniporeHassl

Bo Bpems JeyeHMs UIMHPO(IOKCAIMHOM Yy MAUEHTOB C  JAEDUIMTOM  IJIFOK030-6-
docharaernporenaspl HaGIIOAAIHCH TEMOIUTHYECKUE PEAKIMH. Y OSTHX IALKEHTOB CICIYyET
u3beraTb NPUMEHEHHs LMIPO(JIOKCAlMHA, €CNIM IOTeHIMalbHas I10Jb3a HE IPEBBIIACT
NOTEHIMAIBHBIN PUCK. B Takux ciaydasx peKOMEHIyeTCs MOHMTOPHPOBAaHHE NOTEHLHAILHOIO
BO3HUKHOBEHUS T'€MOJIN3A.

Pe3ncTeHTHOCTD

Bo Bpems MIM moclie Kypca JieueHHs HUNpOo(QIOKCALMHOM MOTYT OBITH BBIAEJNEHBI OaKTepHH,
KOTOpBIE JIEMOHCTPUPYIOT YCTOHUMBOCTD K HUIPOGIIOKCALUHY, C MM 6€3 KIMHUYECKH 04YeBUAHOH
cynepuH(pekii. PUCK BbIIETEHUS HUIPOQIOKCAUH-PE3UCTEHTHBIX OAaKTEpUil MOBBIIACTCS BO
BpeMs JUIMTENBHBIX KypcOB JIEYEHHs M [PU Teparmud HO30KOMHAIBHBIX MH(EKuui u/niu
uH(EKINi, BBI3BAaHHBIX BUmaMu Staphylococcus u Pseudomonas.

[utoxpom P450

[unpoduokcanun uarudupyet uzopepment nuroxpoma CYPIA2 u mostoMmy MOXKET NPHUBECTH K
YBEJIMYEHUIO KOHIIEHTPALMH B CHIBOPOTKE OJHOBPEMEHHO IPUMEHSEMBIX BEINECTB, KOTOPBIE
MeTabONM3UPYIOTCS  3THM  (epMeHTOM (Hampumep, TeOQHIUIMH, KIIO3alKH, PONHHUPOI,
Ti3aHnauH). COBMECTHOE NMpPUMEHEHHe MHUMpOoQJIOKcalliHa U TH3aHUAMHA NPOTHBONOKA3aHO. Y
NAlMEHTOB, NOMyYarOLKUX HUIIPOQIOKCAIMH COBMECTHO CO CPEICTBAMHU, METAOOM3UPYIOLIMMHUCS
¢ yuactueM CYP1A2, HeoOX0oauMO CIEIUTH 3a KIMHHYCCKUMHU INPH3HAKAMHU IEPEAO3UPOBKH,
KpOMe TOro, MOXET MOTpeOOBaThCS MOHHUTOPHMHI KOHIEHTPALMU B CBIBOPOTKE STHX BCIICCTB
(nanpumep, TeodpuimrHa). CM. Takxke paszaen 4.5.

MetoTtpekcar
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ComyTcTByIOIIee NPUMEHEHHE LMNPOQIOKCAlMHA ¢ METOTPEKCATOM HE PEKOMCHIOBAHO,, (CM
pazzen 4.5). , ‘ wwves |

|}

B3aumoseiicTBHE C TECTaMK
B ycIOBHSX in-vitro akTHBHOCTH IUNPOdIIOKCalMHa IPOTHB Mycobacterzum tuberculoszs MOXET
JaTh JIOKHBLA OTPUIATEIBHBIA PpE3yNbTAT OAKTEPHONOrMYECKHX PE3YJIbTATOB HCIBITAHHH
06pa3IoB, B3ATHIX Y MALMEHTOB, KOTOPHIE MOTY4al0T HUIPO(IOKCALHH.

Peakiuu B MecTe HHDY3HH

3aperuCcTpHpPOBaHbl MECTHBIE PEaKIUMH B OTBET Ha BHYTPHUBEHHOE BBEJCHHUE Unpo¢IoKcal|Ha.
DTH peaklMHi Yalle BCTPEYATHCh, €Cli BpeMst HHPY3uH cocTaBiisio 30 MUHYT MM MEHBLIE. 910
JIOKAJIbHBIE KOJKHBIE PEeaKIMH, KOTOphIe OBICTPO pPa3pellaroTCsi MOCie 3aBepUICHHS HHOY3HH.
[Tocnenyroliee BHyTPUBEHHOE BBEICHHE HE TPOTUBOIIOKA3aHO, €CIIH PEAKIK HE TOBTOPAIOTCS HIIH
HE YXYALATCS.

JononuurenbHas vHGOpMAIKs 0 HEKOTOPBIX BCIIOMOIaTENIbHBIX BELIECTBAX

DTOT NEeKapCTBEHHBIH mpemapar coueput 899,4 Mr Hatpus B OXHOM KoHTekHepe 250 i
JIEKapCTBEHHOT'O IIpernapaTa ¢ KoHueHTpanueit 0,8 Mr/MI1, 4To 3KBHBAICHTHO 45% PEKOMEH IyeMOH
BO3 makcuManbHOM CYTOYHOM 036l 2 T HATpHs AJs B3pocibIX. MakcuMalibHas CyTOuHas /1032
5TOro JiekapcTBeHHOro mpenapara (1200 Mr B mepecuere Ha HMOPOQIIOKCAIMH) SKBHBAJICHTHA
270% pexomenayemoit BO3 MakcuMabHON CyTOYHOM 10361 HATPHUS.

DTOT JIeKapCTBEHHBIN npenapar coaepxut 370,6 Mr HaTpus B oqHOM KoHTelHepe 100 mi, 741,2 mMr
HATpUs B OJHOM KoHTeiiHepe 200 My u 926,5Mr HaTpust B OIHOM KoHTeHHepe 250 mu
JIeKapCTBEHHOTO Mpenapara ¢ KOHIEHTpaluen 2 MI/MiI, 4To SKBUBaIEHTHO 18,5%, 37% u 46%,
COOTBETCTBEHHO, pekoMeHyeMoit BO3 MakcHMalIbHOM CyTOYHOM 103bI 2 I' HATPHs JUIsl B3POCIIBIX.
MakcuMmaibHas CyTOYHasi J03a 3TOro JjekapctBeHHoro mpemapata (1200 mr B mepecudere Ha
nunpodokcanut) skBuBaienTHa 111% pexomenayemoit BO3 MakcHMasbHOM CYTOYHOH 03Bl
HaTpHs

[{unpodIoKCalMH CYMTAETCS IPENapaToM C BBICOKMM COJCp)KaHHEM HaTpHsa. OTO CleIyeT
YYUTBIBaTh, OCOOEHHO Yy TeX, KTO NPUAEPKHBAETCS OUEThl C HHU3KUM COJICpXKaHHUEM COJIH,
HanpuMep, NAalUEHTHl, y KOTOPBIX MOTpeblieHHe HATpHs SBISETCS MEAULMHCKOH Npobiemon
(marueHThl ¢ 3aCTOMHOM Cepae4yHOM HeIOCTaTOYHOCTBIO, IIOYEYHOH HEIO0CTaTOYHOCTBIO,
He()pOTUYECKUM CHHAPOMOM H T.1.).

4.5. B3ammoaeiicTBHe ¢ JAPYrHMH JIeKAPCTBEHHBIMH CpeJICTBAMH H JpYyrue BHIbI
B3auMOAeHCTBHSA

BriusHue Ipyrux jgekapcTBEHHBIX MPenapaToB Ha MUNPOhIOKCallMH

Jlexapcmeennvie npenapamol, yonrunsiowue unmepean QT. llumpoduiokcanuH, KaKk 4 JIpyrue
(TOPXMHOJIOHBL, CleyeT MPUMEHSITh C OCTOPOXKHOCTHIO Y MAIMEHTOB, MOIYyYalOIUX [PENapaThl,
KOTOpBIEe, KaK M3BECTHO, YMIMHSIOT uHTepBan QT (Hampumep, aHTHApUTMHUYECKHE IMpemaparsl
knacca IA u knacca I, TpUIUKIMYECKHE aHTUICTIPECCAHTHI, MAKPOJIU/Ibl, HEUPOJIEIITUKH).
IIpobeneyuo. TlpobeHenn | MPEnATCTBYET MOYeUHO cekperuu nunpodokcanuia. CoBMECTHOE
NpUMEHEHUE NMpoOeHeuIa U HUIpoQIOKCalliHA MOBBIIAET KOHIEHTPAIMIO B CBIBOPOTKE KPOBU
nunpodIioKcaluHa.

Binsgnue nunpodokcalvta Ha IPYrye JIEKapCTBEHHbIE PENapaThl

Tusanuoun. TU3aHUIUH HE ClIeAyeT IPUHUMATh BMecTe ¢ LunpodiokcauHoM (cM. paszen 4.3). B
KJIMHHYECKOM MCCIIEJOBAHUH CO 3[0POBBIMH JIIOJBMH HaOJIOAAIOCh YBEIMYEHUE KOHIIEHTpAIUH
TH3aHU/IMHA B CBIBOPOTKE KPOBHU IPU HCIOJIB30BAHHH OJHOBPEMEHHO ¢ LUNpodaokcauHoM: Cmax
yBenu4uBaiach B 7 pa3 (mmamazoH or 4 mo 21); AUC — B 10 pa3 (auanasoH oT 6 x0 24).
[ToBBllIEHNE KOHIIEHTPALMU B CBIBOPOTKE KPOBU TH3aHUIHMHA CBA3aHO C PUCKOM THIIOTEH3UBHOTO
1 CeaTUBHOTO 3((EeKTOB.

Memompexcam. TyOynspHBIil TpaHCIIOPT METOTPEKCATa MOXKET OJIOKHPOBATHCS COIYTCTBYIOIIMM
IpUMEHEHHEM IUNPOIIOKCAIIMHA, YTO TTOTEHIHAIBHO MOXKET IIPUBECTH K MOBBIIICHUIO YPOBHS B
IIasMeé KpOBM METOTpeKcaTa M IIOBBILIEHHOMY PHCKY METOTPEKCAT-aCCOIMUPOBAHHBIX
TOKCHYECKUX peaknuit. ComyTcTByIOIIEe IPUMEHEHNE HEe peKOMeHyeTcs (M. paszen 4.4).
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Teogunaun. OqHOBpEMEHHOE IPUMEHEHUE unnpoqmoxcaunﬁa 1 TeoUUTHHA MOKET npmaecm K
HE)KeJIATeIbHOMY YBETHUCHHIO KOHIEHTPALUH B CHIBOPOTKE TeOHILIHHA. DTO MOXKET TIPUBECTH K
TeOQWUTMH HMHIYLMPOBAHHBIM HEXeIaTelbHbIM 3(pdeKTaM, KOTOPBIC PEAKO, HO MOLYT OBITH
OMACHBIMH JUISl JKMU3HH WIH CO CMEPTENBHBIM HCXOJOM. B ciyyae KoMOMHAIMH CIeAyeT
KOHTPOJIMPOBATh KOHIIEHTPALMH TE€O(QHUIUIMHA B CBIBOPOTKE KPOBM M IO MEpe HE0OX0AUMOCTH
CHIKATh 03y TeopruinHa (cM. paznen 4.4).

Jpyeue npouszeoonvie kcauwmuna. [IpH OJHOBPEMEHHOM IIPMMEHEHMH UMIpPOGIIOKCAllHA H
kopenHa wiM TeHTokcudwumHa  (OKcneHTHGWILIMHA), coobwanocs 00  yBeIMYCHHH
KOHIEHTPAIMH B CHIBOPOTKE KPOBH STHX IPOU3BOJHBIX KCAaHTHHA.

@enumoun. OHOBPEMEHHOE NMPUMEHEHHE HUTPOodIIoKcalHa U (EHUTOUHA MOXET MPHUBECTH K
YBEIMYEHHUIO WA YMEHBUICHHIO (DEHUTOMHA B CBIBODOTKE KPOBH, IMOITOMY PEKOMEHIYETCH
MOHHMTOPHHT KOHIIEHTPALUH 3TOT0 JIEKAPCTBEHHOI'O CPEJICTBA B KPOBH.

Luxnocnopun. Tlpy OIHOBPEMEHHOM MPUMEHEHMH NHMIpPOQIIOKCAlMHA ¥ IUKIOCIOpHHA
HaOMIOJaJIOCh KPAaTKOBPEMEHHOE IIOBBIIIEHHE KOHIEHTPALMM CBHIBOPOTOYHOIO KpeaTHHHHA.
[losToMy y O5TMX IalMEHTOB peryispHO (2 pasa B HENENIO) CIEAYeT KOHTPOIMPOBATh
KOHIICHTPAIMIO KpeaTUHHHA B CBIBOPOTKE KPOBH.

Iepopanvuvie  anmuxoaeynsnmel.  OJHOBPEMEHHOE INpPUMEHEHHE UMNpodioKcaluHa ¢
Bap(aprHOM MOXKET YCHIIMBATh AHTHKOATYJIIHTHBIN 9 (eKT.

Beio MHOro cooOmieHuii 00 yBEIWYEHMHM AHTHKOAryJISHTHOH aKTHBHOCTH II€pOpalIbHBIX
AHTUKOATyJISHTHBIX CPEJICTB y MAIMEHTOB, MOIyYalOIUX aHTHOAKTEpHAJIbHBIC CPE/ICTBA, B TOM
ypcie YTOPXUHONOHBL PUCK MOXET M3MEHSITHCS B 3aBHCHMOCTH OT HH(EKIUH, JIEKALIEH B OCHOBE
3a60JIeBaHMsl, BO3PAcTa M OOIIEro COCTOSHMS MAlMeHTa, TaK YTO BKIaJ (TOPXMHOIOHOB B
yBenuuesne MHO  (MeXmyHapoaHOe HOPMAITH30BAHHOE OTHOINEHHE) TPYIAHO OLCHHTE.
Pexomenayercss koHTposib MHO Bo BpemMs M BCKOpE IIOCJIE COBMECTHOIO IPHMCHEHHS
unpodIoKcaluHa ¢ NEPOPATbHBIM aHTHKOATYJISTHTOM.

Jynokcemun. B KIMHHYECKUX HCCIEJOBAHUAX OBLIO IIOKa3aHO, YTO IIPH COIYTCTBYIOIICM
NPUMEHEHHH JyJIOKCETHHA ¢ chiibHBIMA nHrHOuTOpaMu CYP450 1A2 uzopepmenTa, TAKUMH KaK
¢ayBokcamun, Moxer ObITh yBeauueHHe AUC U Cmax XyJloKceTHHA. HecMOTpst Ha OTCYTCTBHE
KJIMHAYECKUX JAHHBIX O BO3BMOXKHOM B3aUMOJIEMCTBHH ¢ IUNIPOGIIOKCAIIHHOM, TO100HbIE 3 (EKTHI
MOJHO 0XHJIATh IIPU COBMECTHOM IPUMEHEHUH (CcM. pasnen 4.4).

Ponunupon. Kax O6bU10 1MOKa3aHO B KIMHUYECKHX HMCCIIEIOBAHMSAX, COMYTCTBYIOLIEE IPUMEHEHUC
ponuHMpona ¢ mumpoduokcaHoM, ymepenusiM unruouropom CYP450 1A2 usopepmenra,
NpUBOAUT K yBeauueHHI0 Cmax 1 AUC pormuupona Ha 60% u 84% cooTteTcTBEHHO. [loaTOMY
PEKOMEH]IyeTCSI MOHUTOPUHT NMOOOYHBIX 3()(PEKTOB, CBA3AHHBIX C POIMHUPOJIOM, U PETYIHPOBKA
710351 BO BPEMsI B BCKOPE II0CJI€ COBMECTHOTO MIPUMEHEHHS ¢ HUIPO(IOKCALUHOM.

JIuookaun. Ha 3m0poBbIX 100poBOJIBIIaX OBLIO MPOAEMOHCTPHPOBAHO, YTO MPH COMYTCTBYIOLIEM
IPUMEHEHMH JIEKAPCTBEHHBIX CPEACTB, COZACPXKAIMX JIMAOKAHH, € HUIPOGIIOKCALMHOM,
yMepeHHbIM HHruoutopoM CYP450 1A2 wuzodepmeHTa, KIMPEHC BHYTPHUBEHHOrO JIMAOKaMHA
cumkaercs Ha 22%. XOTs JieueHHE JIMAOKAHMHOM XOPOUIO IEPEHOCHTCS, B3aMMOIEHCTBHE C
HUMpoIIOKCAIIMHOM, BO3MOYKHO, CBA3aHO C PUCKOM HEXesaTelbHbIX 3)(HEKTOB.

Knoszanun. Tlocie 0JHOBpEMEHHOT0 NpUMeHeHUs unpodriokcanuta B o3¢ 250 MI ¢ KJI03alIHHOM
B TeueHHE 7 JHEH, KOHIEHTPAlMH KJIO3allMHA B CHIBOPOTKE KpOBH M N-I€CMETHIIKIO3aIKMHA
yBenmuuuBanuch Ha 29% u 31% coorBercTBeHHO. [l03TOMY pPEKOMEHIYETCS KIMHHYECKOE
HaOJII0/IEHHEe U COOTBETCTBYIOLIAss KOPPEKTUPOBKA J03bI KJIO3allMHA BO BPEMs M BCKOpe IOCIie
COBMECTHOT'O NPUMEHEHHUS ¢ HunpodiokcanuHoM (cM. pazzuen 4.4).

Cundenagun. V 310poBbIX 100pOBOJIBLEB Mocie mpuema cunaeHaduna B goze S0 mr ¢ 500 mr
nunpodokcarpaa Hadmonau yeenudeHue Cmax ¥ AUC mpuMepHO B JBa pasa.

Takum oOpa3oMm, cleayeT MpOSBIATE OCTOPOKHOCTh IIPM  COBMECTHOM  NPHUMEHCHUH
UnpodIoKcaHa ¢ CHIIeHA(QUIOM U TIIATEIbHO OLIEHUTH BCE PUCKH U MOJIB3Y.

Aeomenamun. KiuHAYECKHEe HCCIENOBAaHUS MOKA3aM, YTO (hIIyBOKCAMHH, MOIIHBIH MHTHOMTOD
CYP450 1A2 wm3odepmenTa, 3aMETHO TOPMO3MT METabOJIM3M aroMejaTHHa. DTO MPUBOIUT K
60-KpaTHOMY YBEIMYEHHIO SKCIIO3MIUK aroMenatiHa. KinHu4ecKkue JaHHbIe O B3aUMO/ICHCTBUH C
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UNPOIIOKCALTHOM, YMEPEHHBIM m{m6m0p0M CYP450 1A2 uzopepmenTa, OTcyTCTBy}OT I%Io
110100HBIE 3G (PEKTH MOXKHO OXKHIATh IIPH OJHOBPEMEHHOM IPUMEHEHUH.

3onnudem. OJHOBpPEMEHHOE MPHUMEHEHHE LHUNPOQIIOKCAUHA U 30JIMUIEMA MOXET l'IpPIBCCTPI K
IOBBIIEHAIO YPOBHs 30/muieMa B KpoBu. COBMECTHOE IPUMEHEHUE HE PEKOMEHyeTCS.
Iepopanvuvle npomusoouabemuyeckue npenapamel. CooOWANOCH O CIyYasX THIOTTHKEMHH,
MHOTZA CePhe3HBIX, CO CMEPTEBHBIM HCXOIOM, IPH COBMECTHOM NMpHEME LUNPOQIIOKCAlHHA H
nepopanbHBIX — MPOTHBOAMAOETHYECKMX  CPEICTB,  IJIaBHBIM  00pa3oM,  MPOM3BOJHBIX
cynbhOHMIMOYEBHHBI (HanpuMep, riuOeHKIamMu, rauMenupua). COBMECTHOE IPHMEHEHHE
nUnpodIOKCAIMHA, MO-BUANMOMY, yCHIUBAET JCHCTBHE IIEPOPATBHOrO MPOTHBOANA0ETHIECKOrO
cpeacTBa. B ciiyuae OIHOBPEMEHHOTO IPHMEHEHHs NMIPOQIIOKCAlMHA U IEepOpalbHBIX
NPOTHBOMA0ETHYECKUX IIPENapaToB PEKOMEHYETCsl YCHIIUTh KOHTPOJIb YPOBHS TJIIOKO3BI B
KPOBH.

Hecmepouonwie npomugogocnanumenvibvle npenapamol. HecTeporHbIe IPOTHBOBOCIIAUTEIBHEIE
npenaparsl (HO He aleTHICAIUIMIOBAas KUCJIOTa) B COYETAHHH C OYCHb BBICOKMMH J103aMH
XHHOJIOHOB MOTYT BBI3BIBaTh KOHBYJIBCUH. PEKOMEHyeTCs IPUMEHSATH C OCTOPOXKHOCTBIO.

4.6. ®epTHIBLHOCTDH, 0ePEeMEHHOCTD H JIAKTALMS

bepemeHnHOCTh
WMeronyecs AadHble 0 IPUMEHEHUH [UNpodIiokcanuHa y 6epeMEeHHBIX JKCHIIUH YKa3bIBalOT Ha

OTCYTCTBHE IIOPOKOB pa3BUTHS WM (PETO/HEOHATATFHON TOKCHYHOCTH NHMIPOdIIoKcalnHa.
HccnenoBanus Ha SKHBOTHBIX II0OKa3aJld, YTO HE OBUIO NPSIMBIX MM KOCBCHHBIX BpEIHBIX
IOCJIEZICTBUN B OTHOIIEHHHM PEMPOJYKTHBHOM TOKCHYHOCTH. Y HEINOJOBO3PE/bIX XKUBOTHBIX H
IUIOJIOB, MOZABEPraBINNXCs BO3JCHCTBUIO XHHOJIOB, HAOMIONAIOCH BIMsHHE HAa HE3pENble XPALIH,
I03TOMY HEJIb3s HCKJIIOYaTh, YTO MUMPOGIIOKCALIMH MOXET BHI3BIBATh IMOBPEXKACHHE CYCTaBHOIO
Xpsillla He3peJioro opraHu3Ma/Iioa 4enosexa (cM. pasaen 5.3).

B kauecTBe Mephl MPEJOCTOPONKHOCTH ILHUNPO(IOKCALUH HE CICIYeT NPUMEHATh BO BPEMs
OepeMEeHHOCTH.

KopMiieHHe rpyasro

[{unpo¢ioKcaluH BBIBOAUTCS U3 OpraHW3Ma ¢ MaTEPUHCKHM MOJIOKOM. I3-3a MOTEHIHAIbHOTO
pUCKa MOBPEXJEHHUs CYCTABHOTO Xpsa IUIPO(DIOKCAMH HE CIEAYyeT IPUMEHSTh BO BpPEMs
IpyJIHOTO BCKapMJIUBAHMUSI.

4.7. Bausinne Ha C€NOcOOHOCTL YNPABJATH TPAHCHOPTHBIMH CpeICTBAMH M paboraTth ¢
MeXaHH3MaMH

B CBA3M ¢ NOTEHIMAIHLHLIM BJIMSHMEM HA HEPBHYIO CHCTEMY IPUMEHEHHE LHUIpPOQIOKCcalnHa
MOXET OTPa3MThCS HA BpEMEHH peakiuu. Takum o0pa3om, MOXKET OBITh HapyIlleHa CIIOCOOHOCT
YIPaBIIATh TPAHCIIOPTHBIMU CPEJCTBAMU HJIH padoTaTh ¢ APyrMMH MEXaHH3MaMH.

4.8. HexkennaresibHbIE peaKHu

HauGonee wYacThIMH HEXeNATENbHBIMH PEAKIUSAMH SBJSIIOTCS TOLIHOTA, pBOTA, JHapes,
MOBBIIEHHE KOJMYECTBA TPAaHCAMUHA3, CHIITb M PEAKI[UH B MECTE BBEICHMS.

WupopMmanus 0 HeXeaTebHBIX PeakiisX Mpe/ICTaBlIeHa B COOTBETCTBUU C CHCTEMHO-OPraHHOM
knaccudukanueit MedDRA u yactoroif BcTpedaemocTH. KaTeropuy 4acToThl ONPEICIISIOTCS M0
cienyromiei kinaccuukanyu: oyeHs yacto (>1/10), gacro (>1/100, Ho <1/10), Hewacto (>1/1 000,
Ho <1/100), peaxo (>1/10 000, o <1/1 000), ouens peako (<1/10 000), yacToTa Heu3BecTHA (Ha
OCHOBaHMHU MMEIOLIMXCSI JAHHBIX OL[EHUTh HEBO3MOJXKHO).

CucremHo- Yacrora
Yacto Heuacto Penko OueHb peako
OpraHHble PYMIbl HEU3BECTHA
Hugpexyuu u rpubKoOBbIE aHTUOMOTHK-
UHBA3UU cynepuHpexuru acCOLIMUPOBaH-
HBIA KOJIMT
(o4eHb peaxo ¢
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BO3MOKHBIM
NeTanbHbIM : i
MCXOZIOM) . : ‘ ; i
Hapywenus co 303uHOGUIHS JneiKorneHus, CEMOJIATH- | =" -
CMOPOHbL KPOBU U aHeMus, yeckas
numghamuyeckoil HEUTpOMneHus, aHeMHs,
cucmemol JIEWKOLIUTO3, arpaHyJoLu-
TpombouuTone- TO3,
HUA, naHuMTOone-
TpoMOoLUMTEMHS | HHA,
yrHeTeHHe
byHKUMH
KOCTHOTrO
mos3ra
Hapywenue co ajlepruveckue aHaUIaKTH
CMOpOHbI peakuuu, yeckue
UMMYHHOU annepruyecKun peakuu,
cucmembl OTEK/aHTMOHEB- aHadunakT
pOTHYECKHiT OTeK | YECKMH LIOoK
(cMm. pazpen
4.4),
CBIBOPOTOY-
Has 60se3Hb
OHOoKpuHHbIE CUHIPOM
HapyueHus. HeaJleKBaTH
oit
CeKpeLuH
aHTUJNY-
peTHuYecKo-
ro ropMoHa
Hapywenus aHOpeKcHus TUNepriuKeMus, TUMOTIINKE
Memabonuzma u TUINOTJIMKEMHUS MUYecKas
nUMAaHUsL (cm. paznen 4.4) Koma (CM.
paznen 4.4)
Icuxuueckue NICHXOMOTOpHAsi CIyTaHHOCTh MCHUXOTH- MaHwus, B
Hapywenusn* THNEePaKTUBHOCTL/B | CO3HAHUSA U 4ecKkue TOM YHCIIe
030yxaeHue JI€30pHEHTaLHA, paccTpOMCTB | TMMOMAHHs
0ecroKoHCTBO, a (cyuuu-
NaToJioruyeckue | JajbHble
CHOBMIEHHS, MBICJIH/CO00
Jenpeccus paskeHus,
(cynumpanbHble KOTOpbIe
Mbiciu/coobpa- MOTyT
JKE€HHs, KOTOpble | NPUBECTH K
MOTYT MPUBECTH K | MOMBITKAM
MOMNbITKaM camoybOuicT
camoyOuiicTBa Ba WJIH
WK (akTruecko
(bakTuueckomy My
camoyOuicTBY) camoyOHHcCT
(cM. paspen 4.4), | By) (cm.
rajuTIOLMHALIUU paznen 4.4)
Hapywenus co royioBHas 60Jb, napecresus, MHIpeHb, nepudepuy
CMOPOHBL HEPBHOT FOJIOBOKPY)KEHHWE, | AU3ECTe3us, HapylleHue | eckas
cucmemor * HapyLUEeHHE CHa, Tpemop, KOOpJHHa- Heipona-
paccTpoicTBa CYZOpOTH, LMK, THS,
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mKaue i My IbTH(DOPMH| BK3aHTEMATO
_asi SPUTEMA, . 1| 3HBLH, . ;0501
yanopas L DopayeTynes,... |
JpHUTEMA, peakuus Ha
CHH/IPOM JieKapcT-
CruBeHca- BEHHbIH
JbxoHcoHa, npenapar ¢
TOKCHUYECKUH | 903WHO-
snuaepMalbH | GuIKei 1
bIi HEKPOJIU3 | CHCTEMHbI-
MH CUMIITO-
Mamu
(DRESS)
Hapywenus co KOCTHO-MBILIEYHAS | MUAITUs, apTPUT, | MbIlLEYHas
CMopoHbl Gonb, apTpanrusa yBeJIMUeHHE cnabocTs,
MbluteyHO, MBILLIEYHOTO TEHIUHHTBI,
cKenemHou u TOHYCa, CMIa3Mbl paspbiB
COeOUHUMEeNbHOU CYXOXKHIIUA
mranu* (npeumyiue-
CTBEHHO
axuuIoBa
CYXOXKHJIUSA)
(cm. pa3gen
4.4),
obocTpenue
CHUMIITOMOB
MHACTEHUH
rpaBuc (cMm.
paszgen 4.4)
Hapywenus co HapylleHHe noyeyHas
CMOPOHbL NOYEK U ¢)yHKLlPlH MOYeK HeOJ0CTaTo4-
MOUeBblBOOAUJUX HOCTb,
nymeii remMarypus,
KpUCTaJUTypHs,
TyOynouHTEpC-
THLMAJIbHBIA
HepUT
Obwue Hapywenust | peakLMd | acTeHwus, OTEKH,
U peakyuu 8 mecme | B MECTE nuxopajka rUnepruipos
sgedenus ™ BBEJE-
HHS
Jlabopamopnvie u MOBbILIEHHE OTKJIOHEHHE MOBBILIEHHE
UHCIPYMEHMAb- aKTHBHOCTH YPOBHS MHO (y
Hble OaHHbLe LLEJIOYHOM npoTpoMOHHa OT Mau1eHTOB,
docdarazbl HOPMBbI, noJiy4aB-
MOBbILIEHHE ILIUX
YPOBHSI aMHJ1a3bl aHTaroHMc-
Thl BUTa-
muHa K)

*Boinn nostyueHsl COOOLIEHMA O Pa3sBUTHM OYEHb PEIKHX, JUTMTENIbHBIX (MPOAOKAIOIIMXCS MECALbl MK
rozibl), MHBAIMAM3UPYIOIIMX, TMOTEHLMANLHO HEOOPATHMBIX CEPhE3HBIX HEXeJaTeNbHbIX peakuui ¢
BO3JIEHCTBMEM HA OJIHY MJM HECKOJbKO CHMCTEM OpraHM3Ma YeloBeKa M OpraHbl 4YyBCTB (BKJIIOYas
He)KeJaTe/lbHbIE PEAKIMH, TaKhe KaK TEHJMHWT, PaspbiB CyXOXKH/IMA, apTpairuu, 00aM B KOHEUHOCTAX,
HapylleHUe MOXO/KH, HEBPOMATHH, aCCOLMUPOBAHHbIC C MapecTe3neH, Aenpeccus, cnabocTh, HapyleHHe
namsATH, CHa, ClyXa, 3peHHs, BKyca M OOOHSHHMS), B3aUMOCBSI3aHHbIE C MPUMEHEHHE XWHOJIOHOB W
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5. PAPMAKOJIOTHYECKUE CBOMCTBA

5.1. ®apmakogHAMH4YECKHE CBOHCTBA

dapmakoTepaneBTHUecKas Ipynna: AHTHOAKTepHAIbHbIC CPEJICTBA UL CHCTEMHOTO IpUMEHEHUS.

OTOPOXUHOJIOHBL.
Kon ATX: JOIMAO2

MexaHu3M encTBuUs

[IpoTHBOMMKpPOOHBIH JIEKAPCTBEHHBIH MpernapaT UIXPOKOro CIEKTpa JACHCTBHA H3 TPYIIMIBI
(GTOpXHHOTOHOB.  BakTepunumHoe JeiicTBHE  SIBIAETCS — PE3yNbTAaTOM — MHIMOMPOBAHUS
tonousomepasbl tuna 11 (JJHK-rupassr) u Tomomsomepassl tuma IV, neobxomumbix s JIHK
PEIUIMKALMH, TPAHCKPUIILKH, periapaiii 1 peKoMOHHAK OaKTEepHid.

3asucumocme OPK/DJ]

D¢ eKTHBHOCTH B OCHOBHOM 3aBUCHT OT COOTHOLICHHS MEXITy MaKCHMAIbHOH KOHIEHTPALUEH B
chiBOpoTKe KpoBH (Cmax) M MHHMMAIBHOH uHruOupyromed konuentpauued (MUK)
nunpoIOKCalMHA, U OTHOLIEHHUs MeXIy IuIomabio noj kpusoit (AUC) u MUK.

Mexanusm pezucmenmuocmu

In-vitro pe3auCcTeHTHOCTh K HUIPO(IOKCALMHY BO3HHKAET B pe3ysbTaTe IO3TAIHOIO Iporecca
MyTAIlIH] OIpe/ieieHHoro yuacTka B o6enx JJHK-rupasax u Tonousomepassl tuna IV. CymecTyer
TIePEeKPECTHAsS PE3UCTEHTHOCTh MEXAY UHMIPO(IOKCAMHOM H JAPYTMMH (HTOPXHHOIOHAMH.
ENuMHUYHBIE MyTalid MOTYT HE NMPUBOAUTH K KIMHHYECKOW PE3UCTEHTHOCTH, HO B PE3yJbTaTe
HECKOJBbKUX F€HHBIX MYTallUil MOXKET (POPMUPOBATHCS KIIMHMYECKAs: PE3UCTCHTHOCTh KO MHOTHM
aKTHBHBIM CyOcTaHIMsM Kiacca. Takue MeXaHM3Mbl PE3HCTCHTHOCTH KaK HENPOHHUIACMOCTh
KieTkn Wi ShQIOKC aKTHBHOH CyOGCTaHIMM MOTYT HMeTh pasjiuuHble S(dekTbl Ha
UyBCTBUTENBHOCTh K (DPTOPXMHOJIOHAM, KOTOpas 3aBUCHT OT (U3UKO-XMMHYECKHX CBOHCTB
Pa3sIMYHBIX AKTHBHBIX CyOCTaHIMH BHYTPH Kiacca M aQ@UHHOCTH TPAHCIOPTHBIX CUCTEM I
Ka)KJI0i aKTHBHOM cyOCTaHIMU. Bee MeXxaHM3Mbl PE3UCTEHTHOCTH in-Vilro 4acTo HabJIOAAloTCs y
KIIMHUYECKUX H30JIATOB.

MexXaHu3MBl PE3UCTEHTHOCTH, KOTOpble HHAKTUBUPYIOT JpYTHE aHTHOMOTHKH, TaKHe Kak
POHMKHOBEHHE uYepe3 Gapbephbl (PAacIpoCTpaHseTCs AJisl CHHETHOMHOHN majouku) u dddimoke
MEXaHU3M MOTYT BJIMATH Ha 4yBCTBUTEIBHOCTD K HUIPOQIIOKCALIUHY.

VMmeroTcs 1aHHBIe, UTO MJIa3MHUI-aCCOLIMMPOBAHHAS PE3UCTEHTHOCTh KOJAUPYETCS Nr-reHaMu.
Cnexmp anmubaxmepuanioHou akmueHOCmMu

[lorpanuunbie 3Hadenus MUK juis  ompeneneHHss 4YyBCTBUTENBHOCTH M yCTOMYHBOCTH
mukpoopranusmoB (mo ganHeiM EUCAST — EBponelckuii KOMHTET II0  OINpPEICTICHHIO
4yBCTBUTEJILHOCTU K aHTUMHKPOOHBIM cpecTBaM, Bepeus 12.0 ot 01.01.2022, www.eucast.org):

MuKpoopranu3Mbl BocrnpuuM4uBEIe VYcroiiunBble
Enterobacteriaceae Y <0,25 Mr/n P> 0,5 mr/n
Salmonella spp.! Y <0,01 mr/n P > 0,06 mr/n
Pseudomonas spp. Y4 <0,001 mr/n P > 0,5 mr/n
Acinetobacter spp. Y4 <0,001 mr/n P> 1 mr/n
Staphylococcus spp. 9 <0,001 mr/n P> 1 mr/n
Haemophilus influenzae Y4 < 0,06 mr/m P > 0,06 mr/n
Moraxella catarrhalis 4 <0,125 mr/n P> 0,125 mr/n
Neisseria gonorrhoeae Y4 <0,03 mr/n P > 0,06 mr/n
Neisseria meningitidis Y4 <0,03 mr/n P > 0,03 mr/n
(moJtbko npogunakmuxa)

Hepumocnenuduyuble Ipeieis Y4 <0,25 mr/n P > 0,5 mr/n

Y — yyBcTBUTENBHBIE; P — pe3UCTEHTHBIE.

1 — WMetoTcsl KIMHMYECKME JaHHble O Clnaboi >(dekTHBHOCTH UMMPOQIOKCcalMHa MPH CHCTEMHbIX
nH(eKUUAX, BbI3BaHHBIX Salmonella Spp. ¢ HU3KAM YpOBHEM YCTOHUYMBOCTH K uunpodnokcauuty (MIIK
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>0,06 mr/n). Umerouyecs JaHHbIE OTHOCSATCS B OCHOIE::IOM K Salmonella typht HO €CTh TAKKE COODMICHHS O
clyuasx TIOXO# peakuuu Ha aApyrue Buabl Salmonella; i no— |
2 — norpaHMuHbIe 3HaYEHHUs onpe/esieHbl Ha ocHosanun OK/@/L u He 3aBUCAT OT MI/IK KOHKPETHOro BUJ1a.
OuHu mpeaHa3sHayeHbl TOJNBKO Ui BHJOB, KOTOpbIE HE TMOJy4W/IH Bunocneumbmecxnx norpal-mmﬁ
3HAYEHMH, M HE MCTIOJB3YIOTCS IS BU/IOB, I/Ie HE PEKOMEH/IYIOTCS TECTbI UyBCTBUTENbHOCTH. ~

PaCHPOCTpaHCHHOCTb HpHO6pCTCHHOﬁ PE3UCTEHTHOCTH IJIA OIIPEACIICHHBIX BHJIOB U3MEHSCTCA
reorpatlmqecxn A C TEYECHUEM BPEMCHH MOXET pa3jInydaThbCs, J)KeJIaTeJIbHO HUMETH JIOKAJIBHBIC
JaHHBIC 110 PE3UCTCHTHOCTH, 0COOEHHO IIpH JICYCHUHU TSKCIIBIX I/IH(beI(IIIfIId HpI/I HEOOX0IUMOCTH
HY>XHO NpHHMMAaTb BO BHHMaHHC COBCT 3KCIepTa, €Clii YPOBCHb JIOKAJIbHOU PE3UCTEHTHOCTH
TaKOM, 4TO B(D(i)CKTI/IBHOCTI: JAaHHOI'O BEIIECTBA, I10 Kpaﬁﬂeﬁ Mepe, I HEKOTOPBIX THIIOB CTAaBUTCA
o COMHEHHUE.

rpyHHHPOBaHHC COOTBETCTBYIOIIIMX BHAOB COrJIAaCHO YYBCTBUTCIIbHOCTH K unnpoqmoxcauuﬂy.

YYBCTBUTEJIbHBIE BU/IbI

A3poGHBIE IPAMII0JI0KHTEIbHbIe MHKPOOPTAHU3MbI
Bacillus anthracis (1)

A3po0HbIe rPAMOTPHIIATE/IbHbIE MUKDPOOPTaHH3MbI

Aeromanas spp. Moraxella catarrhalis*
Brucella spp. Neisseria meningitidis
Citrobacter koseri Pasteurella spp.
Francisella tularensis Salmonella spp.*
Haemophilus ducreyi Shigella spp.*
Haemophilus influenzae™* Vibrio spp.
Legionella spp. Yersinia pestis

AHa3p00HBIE MUKDOOPTaHU3MbI

Mobiluncus

JApyrue MEKpOOPraHHu3MbI
Chlamydia trachomatis (8$) Mycoplasma hominis ($)
Chlamydia pneumoniae ($) Mycoplasma pneumoniae ($)

BU/IbI MHUKPOOPI'AHU3MOB, KOTOPBIE MOI'YT IIPUOBPETATDH
PESUCTEHTHOCTDb

A3po0HbIE rPAMIIOJIOKHTEIbHbIe MHKDOOPTaHHU3MbI

Enterococcus faecalis ($)

Staphylococcus spp.* (2)

A2p0o0HbIE TPAMOTPHUATEILHBIE MUKPOODPTAHH3MbI

Acinetobacter baumannii+ Morganella morganii*
Burkholderia cepacia+* Neisseria gonorrhoeae*
Campylobacter spp.+* Proteus mirabilis*
Citrobacter freundii* Proteus vulgaris*
Enterobacter aerogenes Providensia spp.
Enterobacter cloacae* Pseudomonas aeruginosa*
Escherichia coli* Pseudomonas fluorescens
Klebsiella oxytoca Serratia marcescens*

Klebsiella pneumoniae*
AHa3D00HbIE MUKPOOPTaHU3MbI
Peptostreptococcus spp.
Propionibacterium acnes
PE3UCTEHTHBIE MUKPOOPI"AHU3MBbI

A3p0o0HbIE rPaAaMIIOJI0KUTEIbHbIE MHKDOOPTaHU3MbI
Actinomyces

Enteroccus faecium

Listeria monocytogenes
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Kax ¥ psi ApyrHX XHHOJIOHOB, UIPOQIOKCauH obragaet (boTOTOKcanOCTMQ Y JKUBOTHBIX IIPH
KIIMHUYECCKHU 3HAYUMBIX ypOBHHX BOSIIGI/ICTBI/IS[ lIaHHbIE
doToMyTareHHOCTH/(HOTOKAHLIEPOTE€HHOCTH CBHIACTENILCTBYIOT | 0 cna60M (1>0TOMyTajjeHlfr0M‘ m'in

doroTymoporeHHoM 3¢ dexre nunpodIIoKcaluta in viiro i B 3anepuMeHTax Ha )KI/IBOTHBIX 10T
3ddexT 6BLT CPABHUM C TAKOBBIM Y JPYTHX HHTHOMTOPOB TMPA3bL. .. | i beiapye

CycTaBHasi IEpEHOCUMOCTD

BEUIO yCTaHOBIIEHO, YTO LHMIPO(IIOKCAIWH, KaK M Apyrde HHIHOMTOpPBI THPa3bl, BBIBIBACT
TOBPEKJIEHHE KPYMHBIX CyCTABOB, Ha KOTOpbIe OKa3plBaeTCs Harpyska Ipd Xojb0e, y
HEIOJIOBO3PENBIX JKUBOTHBIX. CTeNneHb MOBPEXICHHs Xpsllla BapbUpyeT B 3aBUCUMOCTH OT
BO3pacta, BHAA W JO3bl, IMOBPEXKICHUE MOXKHO YMEHBIIUThb, CHSB Harpy3ky ¢ CyCTaBOB.
HccnenoBaHus co B3pOCIBIMHU XXUBOTHBIMH (KpbICaMH, COOaKaMH) HE BBISBHIIH HUKAKUX IIPU3HAKOB
MopakeHHs Xpsla. B MccIenoBaHMH HA MOJIOJBIX co0aKax IOpOAbl OUIIIb HUIPOGIIOKCAIUH B
TepaneBTHYECKUX J03aX BBI3bIBAJ CEPbE3HbIE CYCTaBHbIE M3MEHEHMs I10CjI€ JBYX HeIelb
NPUMEHEHHUs], KOTOpBIE BCe elle HabIIoAaIUCh Yepe3 5 MECALEB.

6. PAPMAIIEBTUYECKHUE CBOVCTBA
6.1. IlepeyeHb BcrioMoraTe/ibHbIX BellecTB

Harpus nakrar, Hatpus xsopun, 0,1 M pacTBop XJIOPUCTOBOAOPOJHOM KHCIOTHI (/151 KOPPEKIHH
pH), Boza s MHBEKLIHUH.

6.2. HecoBMecTHMOCTH

[{unpodaokcalud HeNb3s CMEIIUBATh C WH(PY3MOHHBIMH pPACTBOPAMU U JIEKAPCTBEHHBIMH
npenapataMi, KOTOpble (DM3MYECKH WM XHUMHUYeckH HecTabuiabHel npu pH ot 3,5 mo 4,5
(HanpuMep, NEHULUIIJIUH, TeTIapHH).

[Tpy HeoOXOAMMOCTH MPUMEHEHUsI APYroro JIEKapCTBEHHOIO IIpernapara OJHOBPEMEHHO C
HUIpo(dIOKCallMHOM, TAaKOH JIEKApCTBEHHBIHM IpernapaT BCErAa CIeAyeT NPUMEHATh OTACIBHO OT
runpodIoKcaluHa.

BugumpiMu mpH3HaKaMH HECOBMECTHMOCTH SIBJISIIOTCS BBIAJCHHE OCaJKa, NOMYTHEHHE HIIH
M3MEHEHHE 1IBETa pacTBOPA.

6.3. Cpok roqnocTu

2 roza.

C MuUKpOOHOJIOrHYEeCKOi TOUKH 3pEeHUs MpenapaT CIeAyeT UCIOJIb30BaTh Cpasy MOCie BCKPBITHS
KOHTelHepa. PacTBOp, moiyueHHBIH Mocie CMEIIWBaHHMs LUIPO(IIOKCAMHA C COBMECTUMBIM
UH(QY3UOHHBIM PACTBOPOM, CIIEAYET HCIOIb30BaTh CPa3y MOCE IPUTOTOBICHHS.

6.4. OcoOble MepbI PeIOCTOPOKHOCTH NPH XPAHEHHH

XpaHHUTB B 3aIIHUIIEHHOM OT CBETa MECTe IIPH TeMreparype He Bbiue 25°C.

Ycii0oBus XpaHEeHUs MOcye NMEPBOro BCKPBITHS U pa3daBlieHHs JEKapCTBEHHOIO Ipenapara cM. B
nozapaszaeine 6.3 HaCTOSALIEro pa3zera.

6.5. XapakTep H coaepKaHHe YNAKOBKH

Hns nosuposku 0,8 mr/mit. ITo 250 mn B koHTelHephI noguMepHble 250 MJT MM B KOHTEHHEPEHI
HoJMMepHBIE 250 MJI, yKyIIOpEHHBIE IIOPTaMHU.

Jns posupoBku 2 mr/mi. ITo 100 mu, 200 Mt u 250 M B KoHTelHepb! mojiumeprbie 100 M 1
250 M unu B KoHTe#Heph! nojuMepHbie 100 M u 250 M1, yKynopeHHbIe IOpTaMu.

Kaxzplii monumepHsIit KOHTEHHEP BMECTE C JINCTKOM-BKJIA/IBIILIEM IIOMEIAIOT B OTAE/IbHBIH MAKET,
U3rOTOBJICHHBIH W3 MOJUATHIEHA BBICOKOTO JABJIEHUS HIJIM IUICHKHA IOJHUIIPONHICHOBOM
JIByXOCHOOPUEHTHPOBAHHOU, KOTOPBIN 3amanBalOT METOJOM TEPMOCBAPUBAHMS MU YKJIA[BIBAIOT B
AIIMKY U3 KapTOHA roprUpOBaHHOTO.

JU71st cTallnoHApOB: KaXKABIA MOTUMEPHBIH KOHTEHHEP IIOMELIAIOT B IPO3payHbli MOJIM3THIIEHOBBIH
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