COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 13.03.2024 N= 4824

OBILASI XAPAKTEPUCTHKA JEKAPCTBEHIFOFO TIPEITAPATA “02)

1. HAMMEHOBAHME JIEKAPCTBEHHOI'O ITPEITAPATA

Cmuzexc conmodapm, 2 Mr/mi1, pacTBOp i HHQY3HIA.

2. KAYECTBEHHbBIW 1 KOJIMYECTBEHHBIA COCTAB

JleiicTByro1Iee BemecTBO: MUMPOdIOKCAIUH.

Kaxxapiii Mt pacTBopa cofaepkuT 2 Mr numpodiokcanua (B BUIE TUAPOXIOPUIA).
BcmoMorarenbHbIe BEIIeCcTBa, HATMYHE KOTOPBIX HAJIO YYUTHIBATH B COCTABE JIEKAPCTBEHHOTO
npenapara: Hatpui (cM. pazzaen 4.4.).

ITomubIit MEPCUCHb BCIIOMOTI'aTCIIbHBIX BCHICCTB IIPHUBCIACH B pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA
PactBop 11 undyszuii.

[Tpo3paunblii O€CLBETHBIN WU JKENTHIN, WJIN 3€JI€HOBATO-KENTHIN pacTBOP.

4. KIMHUYECKHUE JJAHHBIE

4.1. Iloxka3aHusi K NPUMEHEHHIO

HeocnoxxHeHHble W OCJIOXXKHEHHble  MHQEKIMH, BBbI3BAaHHbIE  YYBCTBUTEIBHBIMHU K
nUIpogIoKCallMHy MUKPOOPraHU3MaMHU.

B3pocnble

- uHQeKIMN  AbIXaTenbHbIX nyTed. LlumpodrnokcanuH pexkoMeHayeTcs Ha3HayaTh IpU
nHeBMOHUsX, Bei3BaHHBIX Klebsiella spp., Enterobacter spp., Proteus spp., Escherichia coli,
Pseudomonas aeruginosa, Haemophilus spp., Moraxella catarrhalis, Legionella spp. u
CTa(pUIOKOKKaMU;

- ’HQEeKIUN cpeHero yxa (CpeJHMi OTHUT), OCOOEHHO €ClIM 3T HH(EKIHUU BbI3BaHbI
CTa)MIIOKOKKAMH WJIM TPaMOTPUIATEIbHBIMH MHKpPOOpPraHu3Mamu, BKiItodas Pseudomonas
aeruginosa;

- nH(peKIK rias;

- HH(EKIUH MTOYEK U/UIIN OCII0KHEHHBIE MH(EKIIMN MOYEBBIBOIAIINX My TEH;

- HH(EKIUH MTOJIOBBIX OPraHOB, BKIIIOYAsl aJHEKCUT, TOHOPEIO, IIPOCTATHT;

- nH(exnuu OprolHON mojocTu (GaKkTepuasbHble MHPEKIUU >KEITyAOYHO-KHIIEYHOIO TPaKTa,
JKEITYEBBIBOIAIINX MyTEH, IEPUTOHUT);

- HH(EKIUHN KOXKH U MIATKUX TKaHEeH;

- HH(EKIMHN KOCTEH U CyCTaBOB;

- CEIICHUC;

- ”HQeKIMM WIX NpoQUIaKTHKa HMHQEKIUl y MNalUeHTOB CO CHWKEHHBIM HMMYHUTETOM
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(ManKeHThl, MPUHUMAIOIINE UMMYHOAETIPECCAaHThL WK ﬁﬁ&&?ﬁ%‘%@ﬁrﬁﬂ&lﬁ%ﬁ ooo2)

- CEJICKTHUBHAS JICKOHTAMUHALIUS KHIICYHUKA Y TTAIIMEHTOB CO CHIXKCHHBIM HMMYHHUTETOM;
- npoUIAKTUKA W JICYCHHUE JIerouyHOM (opmbl cubOupckor s3Bbl (MHuUuMpoBanue Bacillus
anthracis).
JUnst nedeHus CleAyromMX HHPEKIMOHHO-BOCHAIUTEIBHBIX 3a00JIeBaHuil HUIPOQIIOKCALINH
MOXET TPHUMEHSTBCS TOJNBKO B KauyeCTBE aJIbTCPHATUBBI JIPYTMM IMPOTHBOMHKPOOHBIM
npernaparam:
- OCTPBIil CHHYCHT;
- HEOCJIO’)KHEHHbIC MH()EKIIMU MOYEBBIBOSIIIUX Ty TEH.
Heo06xoauMo npuHUMaTh BO BHUMAaHHE JCHCTBYIONINE OQHUIHATBHBIC PYKOBOJICTBA O MPABUIIAX
NPUMCHEHHS aHTUOAKTEPUATIbHBIX CPEJICTB.

eTH
- JICUCHUE OCJIOKHEHHH, BBI3BaHHBIX Pseudomonas aeruginosa, y nereil ¢ MyKOBHCIHI030M
JIETKHX OT 5 ;o 17 net;
- npoUIaAKTHKA U JICYCHHUE JIerouyHOW (opmbl cubupckor s3Bbl (uHuUuMpoBanue Bacillus
anthracis).
[lpumenenne wMNIPOQIIOKCAIMHA y JETeH MOODKHO OBITh HAayaTo TOJBKO TMOCIE OLEHKH
COOTHOIICHUS TOJIb3a/PUCK B CBS3H C BO3MOXKHBIMH HEXKEIATSIbHBIMHA PEAKIIUSIMUA Ha CYCTaBbI U
OKOJIOCYCTaBHbBIE TKaHH.
4.2. Pe:kum 103MPOBAaHNS M CIOCO0 MPUMeEHEHUs!

PexxuM 103upoBaHus

Bspocnvie
[Ipu oTCyTCTBMM JApyrUX Ha3HAYEHUW CIEAyeT NPHUACPKUBATHCS CICAYIOMIETO peXUMa
JIO3UPOBAHUS:

Tabnuna 1. Pexomenayembie 10361 HUMPOGIOKCAIINHA Y B3POCIBIX.

Iloka3anue Pa3zoBas 103a 111 B3pOC/bIX ¢ Y4€TOM KPaTHOCTH
BBCACHHUSA B CYTKH

(uunpodJiokcanun, Mr, B/B BBeJeHHIE)

Wndekiun apixatensHbix myTeid (B | OT 400 mr x 2 pa3a B cytku 10 400 Mr X 3 pasa B CyTKH
3aBUCHUMOCTH OT TSKECTH MHPEKIUU U

COCTOSIHUS TAllMEeHTA)

WHdekun Mo4enoaoBoil CUCTEMBI:
* OCTpbIE, HEOCTIO0)KHEHHBIE Ot 200 mr x 2 paza B cyTku 10 400 mMr X 2 pa3a B CyTKH

* OCJIOKHEHHBIE Ot 400 mr x 2 paza B cytku 10 400 mr X 3 pa3a B CyTKu




COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 13.03.2024 N= 4824

*  AJHEeKCUT, MNpocTaTuT, opxut, | OT400ML X2 Hélé.'ell 'B ('JET‘EH Ho 460 ﬁlr')'('énla’_ia"}f ICIVTIKI/I

SIUIUIUMUT

Huapes 400 mr x 2 pa3za B CyTKH

Hpyrue nadexnuu (cm.pazaen 4.1.) 400 mr X 2 pa3a B CyTKH

Oco6o TSKEIIbIE uHdpexnun, | 400 mr X 3 pasza B CyTKH
MIPEJICTABIISIONINE YTPO3y Ul )KU3HH,
B OCOOGHHOCTH TMpH  HAIUYUHU
Pseudomonas spp., Staphylococcus
Spp. um Streptococcus Spp. B T.4.

. MTHEBMOHMUS, BbI3BaHHAs
Streptococcus spp.

* pEeUMAUBHUPYIOMIUE HHPEKIUH MPU
MYKOBHCITH/103€

* nH(EKIUN KOCTEH U CYyCTaBOB

* CENTULIEMUS

¢ IICPUTOHUT

Jlerounass ¢opma cubupckoil s3BbI | 400 Mr X 2 pas3a B CyTKH (B3pOCIIbIE)

(J1ledeHune U NPOPHUIAKTHKA)

Oco0bIe I'pynnbl DaMCHTOB

Iayuenmul nosxcunoeo eospacma (cmapuie 65 1em)

[TanmenTaM MOXHUIIOTO BO3pacTa CieAyeT HazHauaTh Ooyiee HU3KHE JI03bI IUMpOodIoKcanuHa B
3aBUCHUMOCTH OT TsDKecTd 3abojeBaHHs W mokasarens kinupeHca kpeatuHuHa (KK) (cm. taxke
uH(OPMAIIKIO IO MALMEHTaM C HapYUICHUSIMHU (YHKIIMH MTEYSHH U/ TTOYEK ).

Tayuenmul ¢ necounoii hopmoti cubupckoil A36vl (euerue u NPoPUIAKMUKA)

Cwm. uadpopmanuro B Tabnumnax 1 u 2.

Jleyenue cremyeT HAYMHATH Cpazy IMOCIE MPEANOIaraeMoro WIH TOATBEPKICHHOTO
uHpuupoBanusa. OO0IIas MPOJOIKUTENBHOCTD JICUSHHS ITUMPOGIOKCAIIMHOM TPU JIETOYHOMN
dbopme cuOupckoi sa3BbI cocTapisieT 60 THEH.

B3pocnvie nayuenmul ¢ noueunoti He0ocmamo4HoCmuvio

« ipu KK 30-60 m/Mun/1,73 M? M cHIBOPOTOUHOI KOHIEHTpAIMH KpeatuHuHa 1,4-1,9 mr/100 M
MakcuMaibHas cyTouHas go3a — 800 mr;

« ipu KK <30 mu/mun/1,73 M? Wian CHIBOPOTOYHOH KOHIIEHTpAIMH KpeaTWHHHA >2 Mr/100 M

MakcUMalibHas cyTo4Has n03a — 400 mr.
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- (C1C R HOCTE 0002)
Tlayuenmui ¢ noueunou HedOCMamoyHOCMbIO, H xodﬂmugcn rd ciobmie> O Th 0002)

« ipu KK 30-60 mu/mun/1,73 M? Ui ero KOHIEHTpauy B miasMe kpoBu 1,4—1,9 mr/100 mn
MaKkcUMaibHas 103a npenapara Cmuuekc cosodapm noixkHa cocTaBiiaTh 800 Mr B CYyTKH;
* npn KK <30 mu/mun/1,73 M? 1 MeHee WM ero KOHIEHTPAIUHU B ILIa3Me KpoBH >2 Mr/100 M
(TsDKenasi moveyHash HEJOCTaTOYHOCTb) MaKcHMaibHas Ao3a npenapara Cmuuekc cosodapm
noiokHa coctaBiATh 400 Mr B CyTKM B JHM IPOBENEHUS AMAIU3a IOCJIE OCYLIECTBIICHUS
IPOLEAYPBI.
THayuenmsi ¢ noueunoii HEOOCMAMOUYHOCMBIO, HAXOOAWUECS HA NPOOJEHHOM AMOYVIAMOPHOM
nepumoneanvrom ouanuze (I1AIL/)
[Tpenapatr Cmunekc conodapm gobaBiseTcss K Auanu3aTy (BHYTpHUIEPHUTOHeadbHO): 50 wmr
munpodIoKcaHa Ha JINTP AWajIn3aTa BBOAUTCS 4 paza B CYyTKH KaX/ble 6 U.
Tayuenmoi ¢ neueHoyHol HEOOCMAMOYHOCBIO
Koppekuuu 10361 HE TpedyeTcs.
THayuenmoi ¢ HapyweHuAMU PYHKYUU NOYEK U NeYeHU
« ipu KK 30-60 mu/mun/1,73 M? uiu ero KOHIEHTpaIuy B miasMe kpoBu 1,4—1,9 mr/100 mo
MakcHUMaibHas 103a npemnapara Cmunaekc conodapm nomxHa cocTaBiath 800 Mr B CYyTKH;
« mpu KK <30 mn/mun/1,73 M? 4 MeHee MM €ro KOHLIEHTPAIUH B TiiazMe KpoBH >2 Mr/100 M
(TsbKenasi moveuyHass HEJOCTaTOYHOCTb) MaKcHMajbHas Ao3a mnpenapara Cmuuekc cosodapm
nojikHa cocTaBiATh 400 Mr B CyTKH.

€TH

Tabnuua 2. PekoMenayemble 1035l HUMPO(IIOKCALMHA Y 1eTeH U MOAPOCTKOB.

Iloxa3zanue Pa3oBas n03a ajs aere u MOJAPOCTKOB C YY€TOM
KPaTHOCTH BBCACHUSA B CYTKHA

(uunpoduiokcalnuH, Mr, B/B BBeJleHUE)

Wudexun npu MyKOBHUCIIU103€ 10 Mr/kr wmaccel Tema X 3 paza B CYTKH

(MakcumanbHas go3a 400 mr)

Jlerounas ¢opma cubupckoir s3BbI | 10 MI/KT Maccel Tena X 2 pa3a B CYyTKH

(IOCTKOHTAKTHOE BO3/ECHCTBUE) (makcumanbHas 103a 400 mr)

Hemu ¢ napywenuamu ynkyuu nouex u / unu neyeHu
Pexum no3upoBaHus y eTeil ¢ HapyueHUsIMU QYHKIMA TOYeK /WU eYeHU U3y4YeH He ObLI.

JUIMTEIbHOCTD JICUSHUS

HpOIIOJDKI/ITeJIbHOCTB JCUYCHHUA 3aBUCUT OT TAXKCCTH, KIMHHUYCCKOIO TCUCHHA MU H3JICUCHUA
3a0oneBanus. BaxxHO mpoioipKaTh JiedeHHEe He MeHee 3 JTHEH IMOCie MCUEe3HOBEHUS JTUXOPAIKU

W APYTUX KIMHUYCECKUX CUMIITOMOB.
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Cpeonss npooonsscumenbHOCMs ledeHus

Bspocnvie

* IIpU OCTPOU HEOCJIOKHEHHOM ToHOpee — | JieHb;

* Ipu UHPEKIUAX TTOYEK, MOUEBBIBOISIIIUX MyTEH, OPraHOB OPIOIIHOM MOJIOCTH — JI0 7 THEH;

* y MalMEHTOB C OCJIA0JICHHBIM MMMYHHTETOM JICYCHUE TPOBOJSAT B TEYEHUE BCEro Iepuoaa
HEUTPOIICHUH;

* IPU OCTEOMHENIUTE — HE O0JIee 2 MECAIICB;

* IPU OCTATBHBIX UHDEKIUAX — /—14 aHEH.

[Tpu nHbeknusax, BpI3BaHHBIX Streptococcus Spp., U3-3a pHCKa MO3JHUX OCIOXHCHUHU JICUCHHE
JIOJKHO TIPOJI0JDKAThCA He MeHee 10 mHei.

[pu unpeknusx, BezBanHbix Chlamydia spp., neueHne Takke cieayer MpoaoinKaTh HE MEHEe
10 guen.

Jlemu u noopocmku

Jlns JiedeHus OCJIOXHEHHH MYyKOBHCIHIO3a JIETKHX, BBbI3BaHHBIX Pseudomonas aeruginosa
(y mareHToB ot 5 110 17 neT), npoAomKUTENbHOCTh Tepanuu coctasiseT 10—14 qHeil.

Cnoco6 IIPUMCHCHUA

[Tpenapat Cmuaekc conodapM BBOAMTCSA B BUIE BHYTPUBEHHOW MH(Y3UU JUIMTENBHOCTBIO HE
meree 60 muH. MH(Y3MOHHBIN pacTBOp ClieAyeT BBOAWUTH MEMJIEHHO B KPYITHYIO BEHY, UTO
MO3BOJIMT TIPEJIOTBPATHTH OCIOXHEHUS B MecTe WHOY3uH. MH(Y3HOHHBIH pacTBOp MOXKHO
BBOJIUTH U30JMPOBAHHO WJIM BMECTE C IPYTMMU COBMECTUMBIMU MH(Y3MOHHBIMU PACTBOPAMHU.
WHCcTpyKImM 1o NPUTOTOBJIEHUIO JIEKAPCTBEHHOTO Mpenaparta rnepes] IpMMeHEeHUeM CM. B paszene 6.6.
4.3. IIpoTuBONOKA3aHUS

- TUNEPYYBCTBUTEIBHOCTh K HHMPOQIIOKCAIIMHY WJIM JPYT'dM TMpernaparaM U3 TPYIIbI
(TOPXUHOJIOHOB, WM K JIFOOOMY M3 BCIIOMOTaTEIbHBIX BEIIECTB, IEPEUUCICHHBIX B pa3zene 6.1.;
- OJTHOBPEMEHHOE NMPUMEHEHNE HUMPOQIIOKCAlMHA U TU3aHUAMHA U3-3a KIMHUYECKH 3HAYMMBIX
HEXKENAaTENbHBIX PEaKIii (TUITOTEH3HsI, COHIIMBOCTH ), CBI3aHHBIX C YBEIMYCHUEM KOHIIEHTPAIHN
TU3aHUIMHA B I1a3Me KpoBH (cM. pasaen 4.5.);

- JETCKUH M TOJPOCTKOBBIA BO3pacT 10 18 jer (kpome Tepamuu OCIOKHEHUH, BBI3BAaHHBIX
Pseudomonas aeruginosa y aereit ¢ MyKOBUCIIMI030M JIETKUX OT 5 10 17 neT; npoduirakTuKy u
JIeYeHUsl JIETOUYHON POpMBI CHOMPCKOH S3BbI);

- 0EpEMEHHOCTH;

- IEPUOJI TPYTHOT'O BCKaPMIIMBAHHUS.

4.4. OcoOble ykazaHMsl M MepPbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTBIO

[Tpu 3a00n€BaHMSIX IIECHTPATTLHON HEPBHOM CUCTEMBI: SITUJIETICHS, CHIDKEHHE TTOpOTra CyI0POKHON
5
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TOTOBHOCTU (MJIM CYIOPOKHBIC TPUITAJKU B a{3MH€363,HﬁﬁmgMIﬁTgﬂgb&lkﬁ'egasdC(IJICsI'ILOB

TOJIOBHOI'O MO3Ia, HapylIEHWE MO3TrOBOIO0 KpOBOOOpAIIEHUs, OPraHUYECKUE IOPAKEHUs
TOJIOBHOTO MO3Ta WJIM MHCYJIBT; TICUXHUECKUE 3a00JeBaHMs (AeTpeccusi, IICUX03); BhIpaKEHHAS
[OYeYHas W/WIM II€YEHOYHAas HEAOCTATOYHOCTh; IOPaKEHUE CYXOXWIMH TIpu paHee
IPOBOJUBIIEMCS JICUEHUH XUHOJIOHAMM; IMOBBILICHHBIH pUCK Yy uiMHeHHs uHTepBana QT wmm
pa3BUTUS apUTMHUU TUIA «IIUPY3IT» (HAIIPUMEP, CUHAPOM BPOXKAECHHOIO Y/UIMHEHHs MHTEpBaJla
QT, 3aboneBanusx cepaua (cepaedHas HEAOCTATOYHOCTb, HH(APKT MUOKapAa, OpaguKapaus),
JIEKTPOIMUTHBINA JucOanaHc (HanpuMep, Ipy FMIOKAIUEMUH, THIIOMarHUeMHUHN); OTHOBPEMEHHOE
IOPUMEHEHHE JIEKapCTBEHHBIX  IpenaparoB, ymuuHsAomux uHTepBasl QT (B T.u.
antuaputMudeckue [A wu III kmaccoB, TPULUKINYECKHE AHTHAEIPECCAHTHI, MAKpPOJIMJIbI,
HEHPOJIENTUKH); OJHOBPEMEHHOE NMpUMEHeHue ¢ nHrudutopamu uzodepmenta CYP450 1A2 (B
TOM 4HCJIe TeO()UITUH, METUIIKCAHTUH, KO(EenH, TyJIOKCETHH, KJI03alluH, POIIMHUPOJI, OJIAH3AIHH,
aromesaTHH); MUAcTEHHs gravis; IPUMEHEHUE Y NallMeHTOB MOXKUIIOr0 BO3PacTa, Y MAI[MeHTOB C
caxapHbIM  AMAa0ETOM,  MOJYYAalOIIMX  CONMYTCTBYIOIIYIO  TEpalui0  IepOpabHBIMU
THIOTJIMKEMHUYECKUME  TIpenapaTamMu (HarpuMep, mpenapaTaMyd Cyib(OHUIMOUYEBUHBI) WIIH
MHCYJIMHOM; HAallMEHTOB C aHEBPU3MOM aopThl, C BPOXKJIECHHBIM ITOPOKOM KIallaHa cepiua B
ceMeHHOM aHaMHe3e, WJIM y TMalUeHTOB C JWAarHOCTHPOBAHHOW AaHEBPU3MOW aopThl W/WIN
pacciioeHHeM aopThl, ¢ 3a00JIeBaHUEM KJIallaHa Cep/ilia WU IPU HATTMYUHU JIPYTHX (PaKTOPOB prcKa
WIM COCTOSIHUM, MPEepacioiaralolliuX K Pa3sBUTHIO aHEBPU3MBbI aOPThl UM PACCIOEHUS aOpThl,
WIN perypruTaluu/HeI0CTaTOYHOCTH KilanaHa cepAua (Hapumep, cuHapom Mapdana, cuaapom
Onepca-lannoca, cunapom Tephepa, Oosie3np bexuera, apTepuanbHas THIEPTEH3US,
PEBMaTOMUJIHBIM  apTpUT, COCYIOUCTble 3a0ojeBaHUs, Takue Kak aprepuut Takxascy,
TUTaHTOKJIETOYHBI  apTepUUT, TMOATBEPKACHHBIM arepockiepo3, cunapom lllerpena,
WH(MEKIMOHHBINA YHIOKAPAUT) (CM. HIKE).

Oco0ble yKazaHus

Taxcenvie  ungpexyuu, cmaguioKokkosvie uHgekyuu U  uHpexyuu,  00YCI08eHHble
CPAMNONONACUMETLHBIMU U AHAIPOOHBIMU OAKMePUAMU

[Tpu nedyeHuu TsKENbIX UHPEKINN, CTAQUIOKOKKOBBIX HH(EKINA 1 MHPEKINH, 00yCITOBIEHHBIX
aHA’POOHBIMHU OaKTepusiMHU, TUMPOGIIOKCAIMH CIEeIyeT HCIONb30BaTh B KOMOWHAIIUU C
COOTBETCTBYIOIIUMH aHTHOAKTEPHUATBHBIMH CPEICTBAMHU.

Hnpexyuu, obycrosnennsie Streptococcus pneumoniae

[MunpodnokcaniiH HE PEKOMEHAYETCS HUCIONIB30BaTh Ui JIEYCHHUS] HH(EKIUH, BBI3BAHHBIX
Streptococcus pneumoniae, wu3-3a ero oOrpaHMYeHHONW S((EKTHBHOCTH B OTHOLICHUH

BO30OYIUTES.
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Hnghexyuu nonosoix nymeii

[lpu reHuTaNbHBIX HMHOEKIUIX, IPEIIOIOKUTEIBHO BBI3BaHHBIX ITamMmmamu  Neisseria
gonorrhoeae, ycToitunBbIMH K (PTOPXHHOJIOHAM, CIEIYET YYUTHIBATh HH(POPMALIUIO O JIOKAJTBHOM
PE3UCTEHTHOCTH K UUOPO(MIOKCAlMHY UM TOATBEP)KIaThb UYyBCTBUTEIBHOCTH BO30YIUTENS
1a00paTOPHBIMH TECTAMHU.

Hnghexyuu mouesvigoosuux nymetl

YcroiunBocTh k Gropxunosionam Escherichia coli, HauGonee pacnpocTpaHEHHOTO MATOTCHHOTO
MUKpPOOPTraHU3Ma, BBI3bIBAIOIIET0 HH(PEKIIMY MOUYEBBIBOISIINX MyTEH, BApbUPYET B 3aBUCUMOCTH
ot peruoHa Poccutickoit ®enepanuu (P®). [Ipu HazHAYCHUH PEKOMEHIYETCS NMPUHUMATh BO
BHUMaHHE JIOKQJBHYIO  paclpoOCTpaHEHHOCTh  pe3ucteHtHocTH  EScherichia  coli  k
(TOPXUHOIOHAM.

Hapywenus co cmoponwl cepoya

[unpodiiokcaliH OKa3bIBaeT BIMsAHHE Ha yminHenune uHTepBama QT (cm. pasmen 4.8.).
Y4uuTBIBasA, 9TO /IS )KSHIIMH XapakTepHa OOJIbIasi CPEIHsS IPOIOJDKUTEIBHOCT HHTEpBasia QT
[0 CPAaBHEHUIO C MYXYMHAMH, OHM 0OJee YyBCTBUTEIBHBI K IIperaparaM, BBI3BIBAIOIINM
yanuHenue uHTepBaia QT. V MOXWUIBIX MalMEHTOB Tak)Ke OTMEYAeTCsl IOBBIIICHHAs
qyBCTBUTEIBHOCTH K JIEHCTBHIO MpENapaToB, BbI3bIBAOIINX yAnuHeHne unrepana QT. Cnenyer
C OCTOPOXXHOCTBIO HCIIOJNIB30BaTh HHUNPO(IOKCaiuH B KOMOWHAIMKM C TpenapaTamd,
yanuHSIomuME naTepBan QT (HanmpuMep, aHTHApUTMHYECKUMH TiperniaparaMu kiaccoB |A u 111,
TPULIMKIMYECKUMH aHTHJIENIPECCAHTaMH, MAaKPOJIUIaMH U aHTUIICUXOTUYECKHUMHU IperapaTaMu)
(cM. pa3zmen 4.5.), UM y MallMEHTOB C MOBBIIICHHBIM PUCKOM YAJIMHEHUs uHTepBana QT win
pa3BUTHS apUTMUU THIIA IUPYIT» (HANpUMEp, C BPOXKIECHHBIM CHHIPOMOM YIUIMHEHHS
uHTepBasia QT, HEKOPPEKTUPOBAHHBIM TUCOATAHCOM AJIEKTPOJIUTOB, TAKMUM KaK THIIOKATHEMUS
WIA TUIIOMarHMEeMHs, a TaKkKe C TakuMU 3a00JIeBaHUSMM Ceplla, Kak cepJaedHas
HEI0CTaTOYHOCTh, HH(PAPKT MUOKapAa, Opaiukapaus).

T'unepuyscmeumenvrhocms

WNHorma yke Tmocie TmpuemMa TepBOW 03kl  IHUNPO(MIOKCAIMHA MOXET  Pa3BHUTHCS
TUIIEPUyBCTBUTEIBHOCTD K Ipenapary (cM. pasnen 4.8.), B TOM yHclie aJulepruiyecKue peakium, o
4yeM CleyeT HEeMEUIEHHO COOOIIMTH JieyalmeMmy Bpady. B peakux ciyyasx rmocie MepBoro
NPUMEHEHHST MOTYT BO3HHMKHYTH aHA(QIMJIAKTHYECKHE PEaKIUH BIUIOTH /0 aHA(DMIaKTUIECKOTO
mIokKa. B 9TuX ciryuyasx nmpuMeHeHne mUnpodiIokcanuHa He0OX0AMMO HEMEJICHHO TIPEKPATHTh H
IPOBECTH COOTBETCTBYIOILEE JICUCHHE.

Kenyoouno-Kuuieynviii mpaxkm

[Tpy BORBHUKHOBEHHUHU BO BpeMs WIIH MOCHIE JIEYEHHs LUTTPO(IOKCAIITHOM TSHKENION U ATTUTENbHON

IUaped cleAyeT HWCKIIOYUTh JTUarHo3 IICeBIOMEMOPAHO3HOIO KOJIMTA, KOTOPBIA TpedyeT
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HEMEUICHHOW OTMEHBI Tperapara ¥ Ha3HAYCHUS COOTEETCFJ;I@(;ILH 6 B '(-l];a?'HKOMPI'IHI/IH

BHYTpb B 03¢ 250 mr 4 pasa B cyTku). B maHHOH cuTyanuu IpOTHBOIOKA3aHO MPUMEHEHUE
[IPENnapaToB, NOJABISIOUIMX IEPUCTATIBTUKY KUILICYHHKA.

I'enamodunuapnas cucmema

[Tpu mpuMeHeHnH HUIpoQIIOKCallMHa OTMEYAINCh CIIy4al HEKpOo3a IEYeHHU U KU3HEYTpoKarolen
NICUYCHOYHON HEIOCTaTOYHOCTH. [Ipy HamMuuMu CleayIoUMX MPHU3HAKOB 3a00JCBaHMS ITEYCHH,
TaKUX KaK aHOPEKCHA, >KEITyXa, TeMHas MO4Ya, 3yJ, OOJE3HEHHBbIH >KUBOT — IMPHUMEHEHHE
npemnapara cjaeayer Ipekparuth (cM. pasaen 4.8.).

VY nanueHToB, NPUHUMAIOUIMX LUIPOQUIOKCAlMH U MEPeHECHINX 3a00JeBaHUE MEYEHU, MOKET
HA0JII0/IaThCSI BPEMEHHOE IOBBIILIEHUE aKTUBHOCTU «IIE€YEHOYHBIX» TPAHCAMHHA3 M LIEIOYHOMN
dochaTazsl wim xoecTaTudeckas KenTyxa.

Taoicenasn muacmenus

[TanrenTam ¢ TSDKEIOM MHACTEHHEH CleyeT MPUMEHATh HUMNPO(IOKCALUH C OCTOPOXKHOCTBIO,
T.K. BO3MOKHO 000CTpEHHE CUMIITOMOB.

Tenounum u paspvle cyxoxcunus

[Tpu mepBbIX NpHU3HaKaxX TeHAWHUTa (OOJE3HEHHBIM OTEK B 00JacTU CycTaBa, BOCHAJICHHE)
HEOO0XOIMMO pa3rpy3uTh MOPAXKEHHYI0 KOHEYHOCTb, M30erarh r000il numHel ¢uzndeckoi
AaKTUBHOCTH M IPHUMEHEHHUE IpernapaTa CleQyeT NpeKpaTUTh, T.K. CYIIECTBYET PUCK pa3pbiBa
CYXOXKUJIMS, a TAaK’Ke HEOOXOAMMO IPOKOHCYJIBTHPOBATHCS C BPAUOM.

[Ipy npumMeHeHMHM IUNpPO(IOKCAlMHA MOTYT OTMeuaTbCs Cily4ad TEHJIMHUTa W pa3pbiBa
CYXOXHIUH (IPEeUMYIIECTBEHHO aXUJJIOBOTO CYXOKMIINS ), THOTIa OUIaTepabHoO, yKe B TeUEHUE
nepBbix 48 yacoB mocie Hauvana Tepanuu. OnucaHbl cilydau, KOTOpbl€ BO3HUKIN B TEUEHUE
HECKOJIBKUX MECAIEB Ioclie MpeKpamieHus jedeHus (cMm. pasmen 4.8.). Puck pasButus
TEH/IMHOMIATUH MOKET OBITh MOBBILIEH Y MOXKUJIBIX MAIIMEHTOB BO BpeMs CHIbHOHN (pu3nueckon
Harpy3ky, y TMalHEHTOB, IOJYYalOIIUX CONYTCTBYIOLIYK) TEPAIUI0 KOPTUKOCTEPOUIAMH, Y
MAIMEHTOB C TOYEYHON HEJIOCTATOYHOCTHIO MIIH MOCIIE TPAHCIUIAHTALUN COJTUAHBIX OPTraHOB.
[MunpodaokcalvH cienyeT IPUMEHATh C OCTOPOKHOCTHIO Y MAlMEHTOB, UMEIOUINX B aHAMHE3€e
yKa3aHUs Ha 3a00JIeBaHUS CYXOXKUJIH, CBI3aHHBIE C TPUEMOM (PTOPXUHOJIOHOB.

Cyoopoeu

[Munpodnokcanuy, Kak ¥ Apyrue GTOPXUHOIOHBI, MOXKET IPOBOILMPOBATH CYJOPOTH U CHUXKATh
MOpOT CYJIOPOKHOM roToBHOCTH. [lanmenTtam ¢ snuiencueit u nepenecum 3adoneBanus [THC
(HampuMep, CHI)KEHUE TOpora CyIOpOKHOW TOTOBHOCTH, CYJIOPOKHBIE MPHUIAJAKH B aHAMHE3E,
HapyIIEHUsI MO3TOBOTO KPOBOOOpAILlEHHs, OpPraHUYeCKHe IMOPAXEHUS TOJIOBHOIO MO3Ta WU
WHCYJIBT) B CBSI3UM C Yrpo30W pa3BUTHS HEXENAaTeNbHBIX peakuuidi co crtoporsl [[HC

IUIpPOo(IOKCAMH ClIEAYeT MPUMEHSATh TOJIBKO B TEX CIIy4asX, KOI/Ia OKUAAEMbIN KIMHUYECKUIN
8



COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 13.03.2024 N= 4824
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[Tpn npumeHeHnH TUIPOdIOKCAIHA COOOIIANIOCHh O CAYYasX Pa3BUTHS SIMIICHTUYECKOTrO CTaTyca
(cM. paznen 4.8.). [Ipy BOBHUKHOBEHUH CYA0POT IPUMEHEHHUE Tpernapara cleAyeT MPeKpaTHTh.
Tcuxuyeckue peaxyuu

[Icuxuueckue peakiMi MOTYT BOHUKHYTH Ja)Ke€ MOCJE MEPBOro MPUMEHEHUs (HTOPXUHOJIOHOB,
BKJII0Yas MUMPO(DIOKCAMH. B peakux ciydasx IenpeccHs WM MCUXOTHYECKHE PEeaKui MOTYT
IpOTPEeCCUpOBaTh [0 CYULIUAATIBHBIX MBICICH W CYUIMJAIBHBIX IOMBITOK, B TOM YHCIE
3aBepIIeHHBIX (cM. pazzaen 4.8.). B ciydae pa3Butus y marpieHTa KaKuX-IM00 HEXelaTeIbHbIX
peakuii B otHomenuu [{THC, B TOM umcie NCUXUYECKUX PACCTPOMCTB, HEOOXOIUMO HEMEIEHHO
OTMEHHUTH MpEenapaT W HayaTh COOTBETCTBYIOIIYIO TEpamuio. B 3THX ciyyasx pekoMeHIyeTcs
NepEeHTH Ha TEPAITUIO IPYTHM aHTHOMOTUKOM, OTJIMYHBIM OT (PTOPXHMHOJIOHOB, €CITA 3TO BO3MOYKHO.
Ilepugepuueckas nesponamus

VY nanueHToB, IPUHUMAIOIIUX (PTOPXHUHOJIOHBI, BKITFOYas UMPOQIOKCAIIUH, OTMEYAIUCH CIIy4an
CEHCOPHOMW WJIM CEHCOMOTOPHOM MOJIMHEUPONAaTHH, TUIIECTE3UH, AU3eCTe3nH win ciadoctu. [Ipu
BO3HMKHOBEHUH TAaKMX CHMIITOMOB, KaK 0O0Jb, ¥OKEHHE, TMOKaJIbIBaHHE, OHEMEHHUE, cIabocCThb,
nanueHTaM cienyeT NpouHGOpMUPOBATH Bpaya MPEXIE, YeM MPOIODKUTh MPUMEHEHHE
npemnapara.

Koorcnvie noxpogwl

[lpy mpuMeHeHWM Tpermapara MOKET BO3HHKHYTh peaknus (POTOCCHCHOMIM3AINH, MOITOMY
nanueHTaM cieayeT u30erarb KOHTakTa C MPSMBIMUA COJTHEYHBIMH TydyamMu u Y D-CBETOM.
Jleuenue crnegyeT MPEKpPaTUTh, €CAM HaOMIOJAlOTCS CHUMIOTOMBI  (POTOCEHCHOMIU3AIMU
(HanpuMep, U3MEHEHHE KOXKHBIX TTIOKPOBOB HAIIOMUHAET COJIHEUHBIE 0XKOTH, CM. paszen 4.8.).
Lumoxpom P450

M3BecTHO, 4TO UMNPO(MIOKCAUH SABISETCS YMEPEHHBIM HHTUOMTOPOM H30(EpMEHTOB
CYP450 1A2. Caenyer cobmroaaTh OCTOPOKHOCTB ITPH OJTHOBPEMEHHOM IIPUMEHEHUH ITperapara
munpodIIoKcaiHa W TpPEnapaToB, METa0OIM3UPYEMbIX JaHHBIMH (EpPMEHTaMH, TAaKHX Kak
TeOpHUIUTMH, METWIKCAaHTUH, KO(EeWH, MyJIOKCEeTWH, pPONMHHHUPOJ, KIIO3alWH, OJIAH3aIMH,
aroMmesnaTHH, T.K. yBeJIMUYeHHe KOHIIEHTPALUU 3TUX MPENapaToB B IIa3Me KPOBHU, 00YCIIOBIEHHOE
UHTUOMPOBAHUEM HX MeTadoJau3Ma IUIPOQIOKCALIMHOM, MOXKET BBI3BATh CIEU(PUUECKUE
HE)KEeNaTebHbBIC PeaKIInH.

Bo wu3bexaHwe pa3BUTHS KPUCTALUTYPHUH HEIOIMYCTHMO TPEBBINICHHE PEKOMEHJIOBAaHHON
CYTOYHOU J103bl, HEOOXOJMMO TaKXXe JOCTATOYHOE MOTpeOsIeHHE >XKUAKOCTH U TOAJepKaHue
KHCJION PEAKLUU MOYH.

B ycnoBusix in Vitro mumpogokcaie MOXKET MelIaTh 0aKTepUOJOrHYECKOMY HCCIICTOBAHUIO

Mycobacterium tuberculosis, momasJisist ee pocT, 4TO MOYKET MPUBOAMTH K JIOKHOOTPHUIATEIBHBIM
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Hucenuxemuueckue cocmosnus
Kak u B ciyuae ¢ 1pyrumMu GTOpXHUHOIOHAMH, IPH MPUMEHEHUH IUIIPO(IOKCAIITHA BO3MOXKHO
M3MEHEHHE KOHLIEHTPALMU TJIIOKO3bl B KPOBM, BKJIIOYAs TWUIO- U rumnepriukemuto. Ha ¢oue
Tepanuu UUIPO(IOKCAIIMHOM JMCTIIMKEMHS Yalle MOXET BO3HHUKATh y MAIlMEHTOB MOKUIIOTO
BO3pacTa M TAIMEHTOB C CaxapHbIM JIHA0ETOM, MOJIYYaIOIUX COMYTCTBYIOIIYIO TEPAIUIO
HEpOpaIbHBIMU TUMOTTIUKEMUYECKUMU npenaparamu (manpumep, npenaparamu
Cynb()OHMUIMOYEBUHBI) MWW HWHCYTUHOM. [Ipu mnpumeHeHuM mUNpoduioKcaluHa Yy TaKUX
MAIMEHTOB BO3PACTaeT PUCK Pa3BUTHUSI TUIOTIMKEMHH, BIUIOTh IO TMIIOTTIMKEMHUYECKON KOMBIL.
HeobxomumMo nHpOpMHpOBATH MAIUEHTOB O CAMITOMAX THIIOTIMKEMHH (CITyTAHHOCTh CO3HAHMSI,
TOJIOBOKPYKCHHE, «BOJYUI aNIETUT, TOJIOBHAS 00JIb, HEPBO3HOCTH, ONIYIICHUE CepAIIcOneHUs
WIM y4YalleHHe MyJbca, OJeIHOCTh KOXHBIX MMOKPOBOB, MCIApUHA, APOXKb, c1abocTs). Ecnu y
MalUeHTa pa3BUBACTCA THUIOTIMKEMHS, HEOOXOAWMO HEMEIJICHHO MPEKPATUTh JIeUueHue
UIPO(GIOKCAIIMHOM M HA4aTh COOTBETCTBYIOIIYIO TEpamuio. B 3THX cCilydasx peKOMEHIYEeTCs
NepeTH Ha Tepanuil JAPYyrdM AaHTUOMOTHUKOM, OTJIMYHBIM OT (TOPXHWHOJIOHOB, €CIU 3TO
BO3MOXHO. [Ipu npoBenenuu jeueHus: TUIpodIOKCAMHOM Y MallMeHTOB MOXUJIOT0 BO3pacTa, y
MAIUEHTOB C CaXxapHbIM JMA0ETOM PEKOMEHAYETCS TIIATeIbHBIH MOHHUTOPUHT KOHIEHTpPAIIUU
TJTFOKO3BI B KPOBH.
Amnespusma u paccinoenue aopmuol, pe2ypumayus/HedoCcmamoyHocms KIanana cepoya
[To maHHBIM 2MUIEMUOIOTUYECKUX HCCIEI0BAaHUI COOOIAIOCh O MOBBIIICHHOM PUCKE Pa3BUTHUS
AQHEBPHU3MBI A0PTHI U PACCIOCHUS A0PThI, OCOOCHHO Yy MAaIlMEHTOB MOXKUIIOTO BO3pAcTa, a TaKxkKe
peryprutanuu aopTajlbHOrO M MUTPAJIbHOIO KJIAIAHOB MOCJE MPUMEHEHHUS] (GTOPXUHOIOHOB. Y
ManucHTOB, ITOJYYaBHIUX q)TOpXI/IHOJ'IOHI)I, OBUIM OTMEYEHBI Cllydan pa3BHUTUA AHCBPU3MbI U
paccioeHust a0pThI, MHOT/IA OCJIOKHEHHBIE Pa3pbIBOM (B TOM YHCIE C JIETaJbHBIM UCXOJOM), a
Tak)Ke perypruTaii/HeJOCTAaTOYHOCTH JIF000T0 U3 KiIanaHoB cepana (cm. pasaen 4.8.). B cBsa3u
C OTUM (i)TOpXI/IHOJ'IOHBI CICAYCT NMPUMCHATH TOJIBKO ITOCJIC THIaTeJILHOfI OII€HKHN COOTHOIICHUS
«TI0JTb3a-PUCK» M PACCMOTPEHUS IPYTUX BAPUAHTOB TEPANUHU Y MAIIUEHTOB C AHEBPU3MON aOPTHI
WM BPOXKJCHHBIM MOPOKOM KJamaHa cepAla B CEeMEMHOM aHaMHE3€, WU y MaleHTOB C
JTUATHOCTHUPOBAHHOW aHEBPU3MON a0PTHI U/WJIH PACcCIOCHUEM aOpPTHI WIIM 3a00JIeBaHUEM KIIalaHa
cepala, Wi NMpU HAIMYMK IPYTruX (PaKTOPOB pUCKA WM COCTOSIHUH, Tpeapacrojiaralonux K
Pa3BUTHIO:
- aHEBPU3MBl M PACCIOCHHSI aOpThl, U PETyprUTAIMH/HEOCTATOYHOCTH KJallaHa cepala
(Hampumep, 3a00JIeBaHUS COSAMHUTEIHHON TKAaHU, TaKue Kak CUHApoM MapdaHa wim CHHAPOM
Onepca-Jlannmoca, cunapom TepHepa, Oone3nbr bexuera, aprepuanbHas THUIEPTEH3US,
PEBMATOMIHBIN apTPUT);
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W JOITIOJIHUTECIJIBHO!

- [IpM aHEBPU3ME U PACCIOCHHUU aAOpThl (HAIpPUMEp, COCYIUCTbIE 3a00JIEBaHUSA, TaKUe Kak
aprepuut Takascy, TMIaHTOKJIETOYHBIA apTEPUUT, IMOATBEPKACHHBIM aTEPOCKIEPO3, CUHAPOM
[llerpena);

-[IpH  PErypruTaliyi/HeIOCTaTOYHOCTH  KJamaHa cepiaua  (Hampumep, HMH(EKIUOHHBII
SHIOKAPJIUT).

Puck pa3BuTHs aHEBPU3MBI U PACCIOCHUS A0PTHI, a TAKXKE UX pa3pbiBa MOXKET OBITH MOBBIIICH Y
MAlMEHTOB, OJTHOBPEMEHHO NOJIyYalOIIUX CUCTEMHbIE TNIFOKOKOPTUKOCTEPOUIBI.

B cnydae mosiBneHus BHe3amHOW OONM B JKUBOTE, TPYIM WM CHUHE NAI[MEHTaM CIEAyeT
HEMEJUIEHHO 00paTUTHCS K Bpady B OT/IEJIEHHUE HEOTIIOKHON TTOMOIITH.

[TaruenTam ciegyeT peKOMEHI0BaTh HEMENJIECHHO OOpaTUTHhCS 33 METUIIMHCKOM MOMOILIBIO B
Cly4yae TOSIBJIEHUS OCTPOM OJBIINIKH, BIEPBbIE BO3HUKIIETO OIIYLIEHUS YYaIllEHHOI'O
cepaueOreHHs UM Pa3BUTUS OTEKa KMBOTA WIJIM HIKHUX KOHEUHOCTEH.
JnumenvHule, uneanuousupyrowue u NOMeHYUuaIbHoO HeooOPamumble cepbetble HedHceaamenbHble
peaxkyuu

OdyeHb pelnkue Cclyd4ad AIUTENbHBIX (TMPOJOIDKAIONINXCS HECKOJIBKO MECALeB WM JIET),
UHBAIMAMZUPYIOIUX M TOTEHIHMAIbHO HEOOPAaTUMBIX CEpPhE3HBIX HEXKENTATENbHbIX PpEeaKIHi,
BJIMSIIOLINX Ha pa3InyHble (MHOTIa HA MHOXKECTBO) CHCTEMbI OpraHu3Ma (OIOpHO-ABUTATEIbHBIN
anmnapar, HepBHYIO CUCTEMY, ICUXUKY M OpraHbl 4YyBCTB), ObLIN 3apErMCTPUPOBAHBI y AIIUEHTOB,
HOJYYaroIUX XUHOJIOHBI U (DTOPXMHOJIOHBI, HE3aBUCUMO OT MX BO3pacTa M paHee MMEBLIMXCS
¢dakTopoB pucka. IlpumeHeHue UNpoQIOKCAllMHA CIEAyeT HEMEUIEHHO IpEeKpaTuTh MpU
MOSIBJICHUH NIEPBBIX MPU3HAKOB WJIM CUMIITOMOB JIHO0OW CEpbe3HON HEeXKeNaTeNIbHON peaklnu.
eTH

bbu1o ycranoBieHo, 4To HMNPO(GIOKCAMH, KaK U Jpyrue MpenapaTsl 3TOr0 KJ1acca, BbI3bIBAET
apTpOMNaTHIO KPYIHBIX CYCTaBOB y >KMBOTHBIX. IIpy aHanuse cymiecTByOIUX Ha CETOAHSIIHUN
JIeHb JaHHBIX 0 0€30MaCHOCTH MPUMEHEHHS MUIPOodIOKCcalnHa y 1eTe 10 18 jeT, 00IBIIMHCTBO
U3 KOTOPBIX UMEIOT MYKOBHUCLIHI03 JIETKUX, HE YCTAHOBJIEHO CBSA3M MEX/1Y MOBPEXKIEHUEM XPSIa
WIM CYCTaBOB C IpHeMOM Iipenapara. He pekoMeHayeTcs MCHOIb30BaTh LUMPO(IOKCALUH Y
JeTelt Ui JIeueHus Apyrux 3a00eBaHMii, KpoMe JICUeHHs OCIOKHEHUH MYKOBHCII103a JIETKUX
(y meteii ot 5 10 17 net), cBsazaHHbIX ¢ PSeudomonas aeruginosa, u asisi JiedeHust ¥ poQUITaKTHKH
JIETOYHOM (POPMBI CHOMPCKOM S3BHI (ITOCIIE MPENOIaraéMoro Uik T0Ka3aHHOTO WHOUIIMPOBAHUS
Bacillus anthracis).

BcrmoMorarenbHBIE BEIIECTBA

Hannsbrii npenapat coaepxut 355 mr (15,45 mmons) Hatpus B 100 Mt mpemapara. 3To ciaeayer

YUUTBIBATh IIPHU HA3HAYCHUU IIpCIapaTta nanrmeHTaM, HaxXoOAIUuMCd Ha JUETE C OIrpaHUYCHUCEM
11
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MOCTYIUICHUS HATPHSL.

4.5. B3zauMmopeiicTBHe ¢ APYrMMH JeKApPCTBEHHbIMHU MNpenapaTaMu W JApyrue BH/bI
B3aHMO/JeHCTBUSA

JlexkapCcTBEHHBIEC IpeNapaThl, BRI3HIBAIOIINE VIJIMHCHIE HHTSpBaa QT

Crnenyet cob01aTh OCTOPOKHOCTD MPU OJTHOBPEMEHHOM NMPUMEHEHHH ITUTIPOdUIOKCcaIiHa, KaK
U JpyruX (DTOPXUHOJIOHOB, Yy TAIMEHTOB, TMOJYYalOMINX JICKAPCTBEHHBIC IpEraparshl,
BbI3BIBaOINME yunHeHNe nHTepBaia QT (Hampumep, aHTHAPUTMUYECKHE TpermapaThl kiacca |A wim
kiacca I1I, TpUIUKIHYeCKUe aHTHACIPECCAHThI, MAKPOJIH/IbI, HEUPOJIENTUKHN) (cM. pa3aen 4.4.).
Teobummn

OpnHOBpeMEHHOE TPHMEHEHHE MHIPOQIIOKCAIIMHA W TPEMapaToB, COIACPKAIIMX TEeO(UIUINH,
MOKET BBI3BATh HEXKEJIATEIHHOE IMOBBIIICHUE KOHIIEHTPAIMK TeO()WIIMHA B TIa3Me KPOBU H,
COOTBETCTBEHHO, BO3HHMKHOBEHHE TEO(PUIUTMH-UHIYLUPOBAHHBIX HEXKENATENbHBIX SBICHUN; B
OUCHb PEAKHUX CIIy4asX dTH HEXKeJaTelIbHbIC SIBICHUS MOTYT OBITh YTPOXKAIOIIMMHU JAJS KU3HU
nandenta. Eciu  OJHOBpEMEHHOE NPUMEHEHHE OTUX JBYX NIpenaparoB HEU30€kKHO, TO
PEKOMEHIyeTCsl IPOBOAUTD MOCTOSHHBIN KOHTPOJIb KOHLIEHTPAIMK TeO(UIUIMHA B TIa3Me KPOBU
U, €CITM HEOOXOAMMO, CHU3UTh J103y TeOPUILTHUHA.

Jpyrue npou3BOAHbEIC KCAHTHHA

OnHoBpeMEeHHOE TpUMEHeHHe IunpodiokcanmHa W KodeWHa WM TEeHTOKCU(DHITHHA
(OKCTIEeHTU(UIUIMH) MOKET IPUBOIUTH K YBEIMUEHUIO KOHIIEHTPALMY POU3BOIHBIX KCAHTHHA B
CBIBOPOTKE KPOBH.

DennTonH

[Tpu oAHOBPEMEHHOM MPHUMEHEHUHU HUNpoQIIoKcalMHa U (PeHUTOMHA HA0JI01a10Ch U3MEHEHUE
(TOBBIILIEHNE WM CHIKEHHUE) cojJiepkaHus (EeHUTOMHAa B IJIa3Me KpoBH. Bo wn3bexanue
BO3HUKHOBEHUS CyJIOpOT, CBS3aHHBIX C YMEHbIIEHHEM KOHIEHTpaluu (EeHUTONHA, a TaKXkKe JJIs
NPEOTBPALICHNS HEXKENATENbHBIX SIBICHUH, CBI3aHHBIX C MEPEJO3HMPOBKON (PEHUTOMHOM MpHU
MpEeKpaleHUH TpreMa HUMPoQIIOKCaITHA, PEKOMEHIYETCSl OCYLIECTBIATh KOHTPOJIb 3 Teparuei
(EeHUTOMHOM Y MalMeHTOB, MPUHUMAIOIINUX 00a IMpenapara, BKI0Yas ONpeIeIeHue COIep KaHUs
¢eHuTOMHA B IJIa3Me KPOBHU B TEUEHHME BCETO MEpUOJia OAHOBPEMEHHOI'O NMPUMEHEHHUS 000X
IpenapaToB U HEMPOJODKUTENIbHOE BpeMs MOCie 3aBepIleHIs] KOMOMHUPOBAHHON Teparuu.

HCCTeDOI/II[HI)IC IPOTHBOBOCHAJTIHUTCIBHBIC MTPETIapaThI

CoueraHue O4Y€Hb BBICOKMX 103 XUHOJOHOB (uMHrubutopoB JHK-rupasel) u HekoTOpbix
HECTEPOUIHBIX TPOTUBOBOCHAIUTENBHBIX IpenapaToB (MCKIOYas — aleTUJICATUIMIOBYIO
KHCJIOTY) MOKET IIPOBOLIMPOBATH CYIOPOTH.

! !HKJ’IOCHO[!HH

[Ipy oOIHOBpEeMEHHOM NPUMEHEHHWU LUIMpOo(dIOKCcallMHA M  MPenapaTroB, COAEpKaIIUX
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LUKJIOCTIOPUH, HaO0I0/1aloCh KpPaTKOBPEMEHHOE npeﬂ)z_[ﬂ;u-@‘] E'BBILEQE/IIEI KOH'_ueHTvauHI/I

KpeaTHWHWHA B IUIa3Me KPOBH. B Takux ciaydasx HEOOXOAMMO 2 pa3a B HEJCNIO OIPEACTsaTh
KOHIICHTPAIMIO KpeaTHHUHA B KPOBHU.

[IepopalbHbBIe TUIIOTJIMKEMHYSCKHIE CPEACTBA

[Ipy OgHOBpPEMEHHOM NPUMEHEHUH LUIPO(IOKCALNHA U MEPOPATbHBIX TMIOTNIMKEMUYECKUX
CPEeZCTB, TJIaBHBIM 00pa3oM, MpenapaToB CyIb()OHHUIMOYEBHHBI (HAampuMep, TITHOSHKIAMUAA,
TIIMMENHUPHUIA), Pa3BUTHE THIIOTIMKEMHU MOXET OBITh OOYCJIOBJICHO YCHJIEHHEM JeHCTBHUS
HIePOPANIbHBIX THITOTTMKEMUUYECKUX CPeacTB (cM. paszen 4.8.).

[TpobGenenu

[TpobGenenu 3aMemIieT CKOPOCTh BhIBEACHHs HHUNpOodIoKcanuHa moykamMu. OJIHOBpEMEHHOE
NpUMEHeHHe NUIPOQIIOKCAIIMHA H TPEnapaToB, COACPKAIIMX MPOOCHEIUA, TNPHBOIUT K
HOBBIIIEHUIO KOHLEHTPAMK HUNPO(IIOKCcalluHa B CBIBOPOTKE KPOBH.

Merorpekcar

[Ipr ogHOBpEeMEHHOM NPHUMEHEHUH METOTpeKcaTa M HUMPOQIIOKCAIIMHA MOXKET 3aMeUIATHCS
MOYEYHO-KaHAIBLEBBI TPAHCIOPT METOTPEKCaTa, YTO MOXKET COIPOBOXKIATHCS TOBBIIICHHEM
KOHIIGHTPaLlMM METOTpeKcara B Iia3Me KpoBH. [Ipu 3TOM MOXXET yBEIMYUBATbCS BEPOSATHOCTh
pasBUTHs HEXENaTeNbHBIX pEeakUui MeToTpekcaTa. B cBA3M ¢ 3TUM 3a MalUeHTamy,
MOJTyYaIOIMMU OJHOBPEMEHHO METOTpEKcaT M LUNPOQIIOKCAIUH, JOHKHO OBITh YCTaHOBJIEHO
THIATEIbHOE HA0II0/IEHHE.

TuszanuauH

B pesynbraTe KIMHUYECKOTO HCCIEAOBAaHHUS C Y4YacTHEM 3/0POBBIX JOOpPOBOJBIEB MpHU
OJTHOBPEMEHHOM MpPHMEHEHHH IUMPO(IOKCalMHa W TIpenapaToB, COACPXKAIIMX THU3aHUIWH,
BBISIBJICHO YBEJIMYEHHE KOHLIEHTPALlMU TU3aHUWJUHA B IJIa3Me KpoBU: yBenndeHue Cmax B 7 pa3
(ot 4 10 21 paza), yBenudeHHE OKa3aTeNs IUIONIAIH 0] KPUBOM «KOHIIeHTpaIus-BpeMsn (AUC)
B 10 pa3 (ot 6 no 24 pa3). C yBeqMYEHHMEM KOHLIEHTPALlMU THU3aHUAWHA B CBIBOPOTKE KPOBU
CBSI3aHBI THUTOTEH3UBHBIE (CHMKCHHE apTEpHUaIbHOTO JABICHHS) W CENaTUBHBIC (COHJIMBOCTB,
BAJIOCTb) HEXKeNaTelbHble sBICHHs. TakuMm o00pa3oM, OJHOBPEMEHHOE IpPUMEHEHUE
unpodIoKcalHa U IpenapaToB, COACPIKAIMX TU3aHUIUH, IPOTUBOIIOKA3aHO.

Lynokcetun

B xone mpoBeneHus KIMHUYECKMX HCCIENOBaHUM ObUIO TMOKa3aHO, YTO OJHOBPEMEHHOE
NpUMEHEeHHEe MYJIOKCETHHAa W MOIIHBIX WHTHOMTOpoB m3odepmenta CYP450 1A2 (Takmx Kak
¢iryBokcamuH) MoxkeT BecTu K yBenudeHuto AUC u Cmax gynokcetnHa. HecMoTpst Ha OTCyTCTBUE
KJIMHUYECKHX JIAaHHBIX O BO3MOXXHOM B3aUMOJEHCTBHHM C LUIPOQIIOKCAIIMHOM, MOXKHO
IPEBUIETh BEPOATHOCTh IMOJOOHOIO B3aUMOJEHCTBUS IPH OJHOBPEMEHHOM IPUMEHEHUU

nunpogIoKcalHa U AyJI0KCETHHA.
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Ponunaupon

OpnHOBpeMEHHOE TMPHUMEHEHHE PONMHHUPOJIA W LUIPOQIIOKCAIIMHA, YMEPEHHOTO WHTHOMTOpa
uzodpepmenra CYP450 1A2, npuBoaut k yBennueHH0 Cmax 1 AUC ponuampona Ha 60 u 84 %
COOTBETCTBEHHO. CllelyeT KOHTPOJIUPOBATh HEKENATE/IbHbIE PEAKLMU POIIMHUPOJIA BO BPEMS €TI0
COBMECTHOI'O IPHUMEHEHHs C LUIPOQUIOKCALIMHOM M B TEYEHHME KOPOTKOTO BpPEMEHM IOCciie
3aBepIIeHUs] KOMOMHUPOBAHHON TEepaIuy.

JInnoxann

B uccnenoBanuu ¢ yuyactueM 340pOBBIX 100pOBOJIBLEB ObUIO YCTAHOBIIEHO, YTO OJTHOBPEMEHHOE
IPUMEHEHHE IMIpPernaparoB, COAEPKALIMX JHUAOKAaUH, M HUIPO(IOKCALMHA, YMEPEHHOI'O
unruouropa n3odepmenta CYP450 1A2, npuBOIUT K CHIKEHHIO KIIMPEHca TugoKkanHa Ha 22 %
IpU €ro BHYTPUBEHHOM BBelIeHHH. HecMOTpsi Ha XOpOIIyI0 MEPeHOCHMOCTh JHIOKAanHA, TPU
OJTHOBPEMEHHOM NPUMEHEHUU C LUIPOQIIOKCALMHOM BO3MOXKHO YCHUJIEHUE HEXelaTeIbHbIX
peakuuii BCIeJCTBUE B3aUMOJICHCTBHUS.

Knozanun

[Ipr omHOBpEMEHHOM NMPUMEHEHUH KJIO3anMHA W IunpodaokcanuHa B 103¢ 250 Mr B TeueHHe
7 nHel  HaOMIONANOCh  YBEJIWYEHHWE CHIBOPOTOUHBIX  KOHIEHTpaUMH  KJIO3aluHA U
N-necmerunkio3anuHa Ha 29 u 31 % coorBercTBeHHO. CielyeT KOHTPOJIUPOBATh COCTOSTHHE
MalMeHTa W MpH He0OXOAMMOCTH MPOBOIUTH KOPPEKIIUIO PEXMMA JO3HPOBAHUS KJIO3alMHA BO
BpPEMsI €r0 COBMECTHOTO MPUMEHEHHS ¢ IHUMPO(IOKCATUHOM U B TE€UCHHE KOPOTKOTO BPEMEHHU
1ocJjie 3aBeplieHsi KOMOMHUPOBAHHOM Teparnuu.

Cunnenagun

[Tpu oTHOBpEeMEHHOM NMPUMEHEHUH Y 370pOBBIX JOOPOBOJBLEB IHITpodiokcauHa B 1o3e 500 mr u
cwnenadmna B 103e 50 Mr ormeuanoch yBeramdeHne Cmax 1 AUC cunenaguia B 2 pasa. B cBsizu ¢
3TUM ITPUMEHEHHE JaHHON KOMOMHAIIMM BO3MOYKHO TOJIBKO MOCIIE OLIEHKH COOTHOILIEHHS MOJIb3a/pHCK.

AgTtaronunctel Butamuna K

CoBMecTHOE TpHMEHEHHE LUNpPodUIOKcallMHa M aHTaroHUcToB ButamuHa K (Hampumep,
BapdapuHa, aleHoKymapoia, (eHIPOKYMOHa, (IIyHHI0HA) MOXET MPUBOAUTH K YCHIICHUIO MX
AQHTHUKOATYJIIHTHOTO JielicTBUS. BennunHa 3Toro s3dexra MokeT U3MEHAThCS B 3aBUCUMOCTH OT
COITyTCTBYIOIIMX MH(EKIINH, BO3pacTa 1 0OIIETr0 COCTOSHUS NAllUEeHTa, I03TOMY CJIOKHO OLIEHUTh
BIIMSTHUE LUINPOQIIOKCAIIMHA HA YBEIMUYEHUE MEXIyHAPOJHOTO HOPMAJIM30BAHHOTO OTHOILIEHUS
(MHO). Crienyer noctatouHo yacto kKoHTpoaupoBath MHO Bo BpeMsi COBMECTHOTO TIPUMEHEHHUS
unpodIoKcalHa 1 aHTaroHUCTOB BUTaMuHa K, a Takke B TeueHHe KOPOTKOTO BPEMEHH IOCIIe
3aBepILIeHUs] KOMOMHUPOBAHHON Teparuu.

AromMenaTvs

B knmHHUYecKuX HccleaoBaHUAX ObUIO MOKAa3aHO, YTO (PIIyBOKCAMHUH, KaK CUIIbHBIM MHTHOUTOP
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nzodepmenta CYP450 1A2, 3aMeTHO HHTHOUPYET MCTE'J.E&&EI?TILE'QEB&&&EM I‘:I”}‘OTI'PDIJIBIOIIEII/IT K

60-Tu KpaTHOMY YBEJIMYEHHUIO BO3JCUCTBUS aromenaTuHa. HecMoTps Ha OTCyTCTBHE
KIIMHUYECKUX JaHHBIX O BO3MOXXHOM B3aMMOJACHCTBHH C LHUIMPO(IOKCAIIMHOM, YMEPEHHBIM
uaruoutopom wuszopepmenta CYP450 1A2, momoOGHbie 3(PGHEKTBI MOXHO OXHIATh MpHU
OJTHOBPEMEHHOM MPUMEHEHHH aroMelIaTHHA ¥ MUIPOQIIOKCAIIMHA.

3oanuaem

CoBMmecTHOE TPUMEHEHHE TUIPOGIIOKCAIMHA U 30JIIHIeMa HE PEKOMEHAYETCS, IIOCKOJIbKY OHO
MOYKET MPUBOAMTH K YBEITMUCHUIO KOHIICHTPAIIMHU 30JIITUIeMa B IJIa3Me KPOBH.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTDb M JIAKTALMS

bepeMeHHOCTB

[Tpumenenne nunpodaokcauHa MPOTUBOIIOKa3aHO PU OEpEeMEHHOCTH.

be3onacHocTh mpuMeHeHUs IUNpodioKcalnHa y OepeMeHHBIX He ycTaHoBieHa. OpHako Ha
OCHOBAaHHMU pE3yJIbTATOB HCCIICJOBAHUI HA JKUBOTHBIX HEJB3sl MOJHOCTHIO HCKIFOYUTH
BEPOSITHOCTHh HEOJIArONPHUSATHOTO BO3/ICHCTBHSI HAa CYCTaBHBIE XPAIIH HOBOPOXKICHHBIX, B CBSI3U C
TUM IUNPO(IOKCAMH HE JOJDKEH Ha3HAYaThCsl OEpEeMEHHBIM JKEHIIMHAM.

B xo/1e uccnenoBanuii Ha )KUBOTHBIX TEPATOTEHHOT'O JCHCTBUS (MalIb(hOpMaIHii) yCTaHOBIICHO HE
ObL10.

HCDI/IOI[ T'PYAHOI'O BCKaApMJIMBaHUA

[Tpumenenne unpodIokcaHa MPOTHBOIIOKA3aHO B TIEPHOJ TPYAHOTO BCKAPMITUBAHHS.
[{unpodokcanuH BbIeNAETCs B IpyIHOE MOJIOKO. M3-3a MOTEHIMAIbHOTO pUCKa OBPEXKICHUS
CYCTaBHBIX XpsAILIeH HOBOPOXIEHHBIX, HUIPOQIOKCALUH HE JIOJKEH HAa3HA4yaThCsl KOPMSIUM
KCHIITHAM.

4.7. BausiHue Ha CNOCOOHOCTH YNPABJATH TPAHCIOPTHBIMHM CPEACTBAMH M PadoTaTh C
MeXaHMu3MaMH

DTOPXMHONOHBI, BKJIIOYas LUNPOQIIOKCAIIMH, MOTYT HapyllaTh CIIOCOOHOCTh TallUEHTOB
YIpaBIATh aBTOMOOWJIEM W 3aHUMAThCS JPYTMMH TOTCHIIMAIFHO OIMACHBIMH  BUIAMU
NeSITeTbHOCTH, TPEOYIOINMH MOBBIIIIEHHOTO BHUMAHUS U OBICTPOTHI ICUXOMOTOPHBIX PEaKITHiA,
Benenctue BiusHUS Ha [{THC. TTosToMy BO BpeMs JiedeHus cielyeT BO3JAep>KaTbCs OT 3aHATUN
NOTEHIMAJIBHO ONACHBIMM BUAAMHU JI€ATENLHOCTH, TPEOYIOIIMMHU MOBBIIICHHON KOHIIEHTPAaLUuu
BHUMAaHHS U OBICTPOTHI TICHXOMOTOPHBIX PEaKITHiA.

4.8. HexkesiaTeibHbIE peaKiuu

PesromMe HexenaTeabHbIX pPeaKIIuil

HexenarennHbIC peakuu pacinpeacCICHbl B 3aBUCUMOCTU OT YaCTOThI KX BOSHUKHOBCHUA: OUCHDb

gacTto (>1/10); wacto (>1/100, Ho <1/10); Hewacto (>1/1000, o <1/100); peaxo (>1/10000, HO
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<1/1000); ouenp penko (<1/10000); gactora HaHSBeCTﬁQ I&{%%&ﬁgpﬁgﬁ%&f&rl :;Z[I:clﬂ-:lI.II-IBIX

OIICHUTh HEBO3MOXKHO).

Hngpexyuu u uneasuu: HEIaCTO — TPUOKOBBIE CYNEepUH(EKINHU; PEAKO — MCEBIOMEMOPaHO3HBII
KOJIUT (B OUEHb PENIKUX CIyYasX C BO3MOKHBIM CMEPTEIbHBIM HCXOJJOM).

Hapywenus co cmoponvl Kpogu u aumgamuyeckou cucmemsl.: HEYACTO — 303MHOPUIINS; PEIKO —
JICUKOTICHHSI, aHEMUSI, HEUTPONEHHSI, JICHKOLIUTO3, TPOMOOLUTONIECHHSI, TPOMOOIIUTEMHUSI; OUYCHb
pPENKO — TEMOJIMTUYECKAs aHEMMs, arpaHyJOLUTO3, MAHLUTONEHUs (yrporkarouias >KU3HH),
YTHETEHHE KOCTHOMO3IOBOT'O KPOBETBOPEHUS (YTPOXKAIOLIEe KU3HH ), TPAHYJIOLUTONEHUS.
Hapywenus co cmopoHbl UMMYHHOU cucmembl. PEIKO — AJUIEPrUUeCKUe PEaKIMHU, alJIepruuecKuil
OTEK/aHTHOHEBPOTUYECKHIA  OTEK; OYeHb  pPEeOKo —  aHaQWIAKTUYECKHE  PEeaKIuH,
aHa(UIAKTUYECKUN HIOK (YTpOXKAIOUINH )KU3HU), CBIBOPOTOYHAs O0JIE3Hb.

OHOOKpuUHHbIE HapYWleHusA. 4YacTOTa HEU3BECTHa — CHHJIPOM HEaJeKBAaTHOW CeKpeluu
anTuanyperuyeckoro ropmona (CHA/D).

Hapywenus memabonrusma u numanus. HEYACTO — CHUXKEHHME AaNIeTHTa U KOJIMYECTBA
NPUHUMAEMOH THUIIN; PEIKO — TUIEPIIIMKEMHUs, TUIOIIIMKEMUS; YacTOTa HEU3BECTHA — TsKelas
TUIOTJIMKEMHUSI, BIUIOTb 1O PAa3BUTHUSA TMIIOTIMKEMHYECKOH KOMBI, OCOOEHHO Yy TOXKUIIBIX
NAallMeHTOB,  MAllUeHTOB C  CaXxapHbIM  JIuabeToM, TNPUHUMAIOLIMX  IepopalibHbIe
TUIOTJIMKEMUYECKHE MTpernapaThl U MHCYJIUH.

Ilcuxuueckue napywenus™. HEYaCTO — IICUXOMOTOpHAs TMIIEPAKTUBHOCTH/aKUTAIUS; PEIKO —
CIYTaHHOCTb CO3HAHMsI U J€30pHEHTAIs, TPEBOXKHOCTb, HApyIIEHHUE CHOBUJAEHUI (HOUHBIE
KOILIMaphl), erpeccus (KOTOpast MOXKET MPUBOANUTH K CaMOIIOBPEXKIAIOIIEMY TOBEJICHUIO, TAKOMY
KaK CyMIMJAJIbHbIE MOCTYIKW/MBICIH, a Tak)Ke MOMbBITKA CYUIUAA WM yAaBIIUMNCS CyMIMN),
TAUTIOUUHAIMN, OYEeHb PEOKO — IICHXOTHYECKHE peakluu, KOTOphle MOTIYT MPUBOAMUTH K
CaMOIOBPEK/AIOIIEMY TMOBEACHUIO, TAaKOMY KaK CYHWLUAAJIbHBIE MOCTYNKH/MBICIH, a TaKXKe
NOMBITKA CYMIIMJA WIM yJABIIUMICS CYHWLMJ; 4acTOTa HEWU3BECTHA — HApYyIIEHHWs BHHMAHMI,
HEPBO3HOCTh, HAPYILLIEHUE MMAMSTHU, ACTUPUA.

Hapywenus co cmopomnwl Hepgnoli cucmemvl®: HEUaCTO — TOJIOBHAs 00Jb, TOJIOBOKPYKEHUE,
HapylIEHUE CHA, HAPYLIEHUE BKYyCa; PEIKO — MAapEeCTe3UH U JU3ECTE3UH, TMIIECTE3UH, TPEMOP,
CyJIoporu (BKJIIOYasi MPHUCTYNbI SMHJIENCHM), BEPTUTO; OYEHb PEIAKO — MUIPEHb, HapylIeHHE
KOOpJMHAIMY JBUKEHUI, HapyllleHne OOOHSIHMUS, TUIIEPECTE3Us], BHYTpUUYEPEIIHAsl THUIIEPTEH3US
(Mo3roBasi TCEBJOTYMOpO3HAasi CHMIITOMAaTHKa); 4YacToTa HEW3BEeCTHA — MepHudepuyeckas
HEUpOIaTHs U MOJIUHEHPOIIATHs.

Hapywenusa co cmoponvl opeana 3penusa™: penko — pacCTpOMCTBa 3pEHHUsS; OYCHb PEIKO —
HapyIlIEeHHE [[BETOBOTO BOCIIPUATHSL.

Hapywenus co cmoponel opeana ciyxa u nabupunma™: peaKo — IIyM B yIIax, IOTEps CIyXa;
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OUYEHb PEJIKO — HApYLIEHHs CTyXa.

Hapywenusa co cmoponsl cepoya™*: peako — Taxukap[aus; 4acTOTa HEM3BECTHA — YJIMHEHHE
untepBana QT, ey JOYKOBbIe apUTMUH (B TOM YHCIIE TUIA «IUPYIT»)*** (cM. paznen 4.4.).
Hapywenus co cmoponvl cocyoog**: peako — Ba3oJuilaTallds, CHUXKEHHME apTepUabHOIO
JIaBJICHUS], OLLYILICHUE IIPUJIMBA» KPOBHU K JIUILY; OYE€Hb PEAKO — BaCKYJIUT.

Hapywenus co cmoponbl OblxamenpbHou CUcmembl, 0p2aHo8 epyOHOU KIemKUu U cpeooCmeHUs.
pENKO — HapyIlIeHUE bIXaHus (BKIIOYast OPOHXOCIIA3M).

Kenyoouno-kuweunvle napyuienus  4acTo — TOIIHOTA, Juapesi; HeyacTo — pBOTa, 00U B KHUBOTE,
JUCIIETICHS], METEOPU3M; OU€Hb PE/IKO — AaHKPEATHT.

Hapywenus co cmopoHbl neuenu u Jceniesbleo0Auux nymeii. He4acTo — MOBBIIICHUE aKTUBHOCTH
«TEYEHOYHBIX)» TPAaHCAMUHA3, TOBBIIICHNE KOHIICHTPAUU OMIMpyOHHA B TIa3Me KPOBHU; PEIKO —
HapyleHus: GYyHKIUU NE€YEHH, KeNTyXa, renatuT (HeMH(EKUNOHHBIH); OYeHb PeAKO — HEKpO3
TKaHell meueHH (B KpallHe peAKUX CiIydasx IpOTrpecCUpPYIOIIMNA 10 yrpoxaromeil >KU3HU
NEYCHOYHON HEJOCTAaTOYHOCTH).

Hapywenus co cmopombl Kodtcu 1 NOOKONCHBIX MKAHell: He4acTo — 3y/1, KOJKHAsI ChIlb, KPAITMBHHILIA;
penko — poToceHcuOmIn3ans, 00pa3oBaHue BOJABIPEl; OUEHb PEIKO — IETEXUH, MyJIbTU(POPMHAsT
spuTEMa MajbIX (GoOpM, y3noBaras spureMa, cunHapoM CruBeHca-/[)KOHCOHa (3710KauecTBEHHas
AKCCYyZaTHBHAs 3pUTEMa), B TOM YKCJE MOTEHIMAIBHO yrpoxkarouuil »u3nu, Cunapom Jlaitemna
(TOKCHYECKHI SIUIepMabHBIA HEKPOJIH3), B TOM YHCIE MOTEHIMAIBHO YTIPOXKAIONINK JKHU3HU;
4acTOTa HEU3BECTHA — OCTPasi FeHEPATU30BaHHAas MyCTyJIe3Has K3aHTeMA.

Hapywenus co cmopoubi mbluleuHou, CKelemHol U COeOUHUMENbHOU MKAHU*. HeyacTo —
apTpaTUs; PEAKO — MUAJITHUS, apTPHUT, MOBBIIICHNE MBIIIEYHOTO TOHYCA, MBIIIIEUYHBIE CYI0POTH;
OUYCHb PEIKO — MBIIICYHAs CIa00CTh, TEHIUHHUT, Pa3pbhIB CYyXOXKWINH (TPEHMYIIECTBEHHO
aXUJJIOBBIX ), 000CTPEHHE CUMIITOMOB MUACTEHUH.

Hapywenusi co cmoponsi nouexk u Mo4egbleo0suux nymeii. He4acTo — HapyleHue (PyHKIMH TOYeK;
pPEeIKO — TIOYeYHass HEAOCTATOYHOCTh, TEeMaTyphs, KPHCTALTYpHUs, TyOyJIOWHTEPCTUIIMATHHBIA
HepHuT.

Obwue napywenus u peakyuu 8 mecme 66e0eHuUs™ . 4aCTO — PeaKlns B MeCTe BBEICHUS; HEUACTO
— 00JIeBOM CHHAPOM HecTeU(pHUECKON ITHOJIOTHH, 00liee HEAOMOTaHHe, TUX0PaaKa; PEIKO —
OTEKH, TIOTJINBOCTh (TUTIEPTHIPO3); OYCHb PEIKO — HAPYIICHUE TIOXO/IKH.

Jlabopamopnule u uncmpymenmanbHblie OaHHbIE: HEYACTO — MOBBIIICHNE aKTUBHOCTH IIETOYHON
docaTazsl B KpOBH; peIKO — N3MEHEHHE KOHLIEHTPAIMHU IPOTPOMOHHA, MTOBBIIIEHNE aKTUBHOCTH
ammJIa3bl; yactota Hems3BecTHa — moBbimieHne MHO (y HanueHToB, MOMYyYaloIMX aHTArOHUCTHI
ButamuHa K).

* B oueHb peaKuX cilydasx Mpy MPUMEHEHUN XMHOJIOHOB U (TOPXMHOJIOHOB, MHOT/Ia HE3aBUCHUMO
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sapernd o a6 oxpansidlimecs

AL

(I[O HCCKOJIBKHX MCCALICB HJIHN J'ICT), HHBAJIMJUZHUPYIOIUC W HOTCHUHUAJIBHO H€O6paTI/IMBIC

CCPBC3HBIC HCIKCIATCIBHBIC PCAKIIMU HA Hpcrapar, 3aTparuBaroniu¢ HECKOJIbKO, a4 HMHOIrJa H

MHO>XECTBO KJIAaCCOB CUCTEM OPraHOB U OpTraHOB

YYBCTB (BKJ'II-OLIaH TaKUC pCaKIWH KaK TCHAWNHUT,

pa3pbIB CYXOXKWIUA, apTpaliru:d, 00/b B KOHCYHOCTAX, HapyHmICHUC II0OXOJKH, HeﬁpOHaTHH,

CBA3aHHBIC C MApCCTCIUAMU, ACTIPCCCHA, IMOBBIINICHHAA YTOMISICMOCTb, HAPYHICHUC IIaMSATH,

HapyUICHUS CHa, a TAK)Ke HapyIICHHs CIIyXa, 3peHUs, BKyca U 000HsHus) (cM. pasnen 4.4.).

** 'V manueHToB, NOMy4aBUIINX (PTOPXUHOJIOHBI, OBLITM OTMEUEHBI CITydau Pa3BUTHS AaHEBPU3MBI U

pacciio€HusA aopThbl, MHOr'Ja OCJIIOXKHCHHBIC pPa3spbIBOM (B TOM YHUCJIE C JICTAJIbHBIM I/ICXO,HOM), a

TaKXe perypruTaliu/He0CTaTOYHOCTH JIF000ro KiamaHa cepana (cMm. paszaen 4.4.).

*#* Yamie y nmalMeHTOB, UMEIOLIUX IPEIPACIIONOKEHHOCTh K PA3BUTHIO YAJIMHEHUS] UHTEpBaIa

QT.

YacrtoTa Pa3BUTHA CICAYIOMIUX HEKEIATCIbHBIX pCaKHI/Iﬁ IIpyU BHYTPUBCHHOM BBCACHHUU U IIPU

NPUMEHEHUN CTYNEHYaTON Tepanuu IUNpoQIoKcainHOM (IIpH BHYTPUBEHHOM BBEIACHUU

npernapara ¢ HOocJAeAyOLUM €ro IPUEMOM BHYTpPb) BbIILIE, YEM IIPU NIPUEME Mpenapara BHYTPb:

Yacto

PBOTa, MOBBIIICHUC AKTUBHOCTH (IICUYCHOYHBIX>» TpaHCAMHUHA3, ChIIIb

Heuacto

HEAOCTATOYHOCTDh, OTCKHU

TpOM6OI_II/ITOHeHI/I5{, TpOM6OI_II/ITeMI/I$I, CITYTAHHOCTb CO3HAHUA U NC30pHUCHTAIUA,
rajunroquHanvu, IapeCcre3nu U AU3CCTC3UH, CYHNOpPOTH, BECPTUIO, HAPYIICHHUA
3pCHUIA, TOTECPA ClIyXa, TaXUKAPAHA, Ba30UJIaTalllsA, CHUXKCHUC apTCPpUAJIbHOT'O
JaBJICHHA, O6paTI/IMI>Ie HapyHICHUA (bYHKI_II/II/I MEYCHU, IKCJITyXa, IIOYCYHaA

Penxo [Tannuronenus, naenpeccus

KOCTHOIro Mo3ra,
MCUXOTUYCCKUEC PCAKIIUU, MUTPCHb, HAPYIICHUA O6OH$IHI/I$[, HapyHmICHUA CJiyXa,
BACKYJIUT, [TAHKPCATUT, HCKPO3 TKaHeu IMCYCHH, IICTCXUH, pa3PbIB CYXO)I(I/IJ'II/Iﬁ

aHa(UIAKTUYECKUH  IIIOK,

COO6H.ICHI/IC 0 TOAO03PECBACMBIX HEXKCIATCIBbHBIX PCAKIINAX

Baxxno

COO6H.IaTB 0 IIOAO3PEBACMBIX HCKCIATCIBHBIX PCaKIUAX IIOCJIIC PCrucTpanuu

JICKApPCTBCHHOT'O IMpEriapaTta C HEJIbIO obecrieyeHus HETIPECPLIBHOI'O MOHHUTOPHHI'a COOTHOIICHUA

«10Jb3a — PHUCK» JIEKAPCTBEHHOIO Mpernapara. MeIuuuHCKUM pabOTHUKAM pPEKOMEHIYyeTcs

COO6H_IaTB 0 JIFOOBIX MoAO3pCBACMBIX HCKCIIATCIIBHBIX PCAKIUAX JICKAPCTBCHHOI'O IIpcriapara

4Cpe3 HAIUOHAJIIBHBIC CUCTCMbI COO6IJ_ICHI/I}I 0 HCXKCJIATCIIbHBIX PCAKIUAX TI'OCYAapCTB — YJICHOB

EBpazniickoro 3k0HOMHYECKOT0 CO03a.

Poccuiickas @enepanus

109012, r. Mocksa, CraBsiHCKasl miiomaib, 1. 4, crpoenue 1

OdenepanbHas ciryx0a 1Mo Ha30py B cdepe 3apaBooxpanenus (Poc3apaBHanzop)

Tenedon: +7 800 550 99 03
http://roszdravnadzor.gov.ru

e-mail: pharm@roszdravnadzor.gov.ru
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(NMOCNEOOBATENEHOCTE 0002)

4.9. Ilepeno3upoBka

CHMITOMBI

TomrHOTa, pBOTA, CIIyTAHHOCTH CO3HAHMUS, ICUXUUYECKOE BO30YKICHUE.

JleueHue

Crernuduyecknii aHTHIOT HEU3BECTEH.

Heo6xomuMo TiiaTebHO KOHTPOJIUPOBATH COCTOSIHME MAlUEHTA, MPOBOAUTH OOBIYHBIE MEpPbI
HEOTJIO)KHOW TMOMOIIM, OO0ECIeUnuTh AOCTATOYHOE TMOCTyIUIeHHe Kuakoctd. C  1enbio
NPOPUIAKTUKA DPA3BUTHsI KPUCTAJUTYPUU PEKOMEHIYETCS TaKK€ MOHHTOPHUPOBATH (DYHKITHIO
noyek, Bkitovass pH u kucinorHocth Moun. C MOMOIIIBIO TE€MO- WM MEPUTOHEATBHOTO JTHATu3a

BBIBOJMTCS TOJILKO HEOOJIBIIIOE KOIMYEeCTBO Lumnpodokcauna (menee 10 %).

5. PAPMAKOJIOTUYECKHUE CBOMCTBA

5.1. ®apmakoaMHAMHYeCKHEe CBOCTBA

dapmakoTepaneBTHUECKasi Tpymnma: aHTHOAKTEpUAIbHBIE CpPEACTBA CHCTEMHOTO JICHCTBHUS,
IIPOM3BOIHBIC XUHOJIOHA; PTOPXUHOIOHBI.

Kon ATX: JOIMAOZ2.

MexaHu3M ASHCTBUS U d)aDMaKOHI/IHaMI/I‘IeCKI/Ie Sd)(beKTbI

[MunpodnokcalluH — CHHTETHYECKHM aHTHOAKTepHaTbHBIM Mpenapar MIUPOKOro CIEKTpa
JENCTBUS U3 TPYNIBI PTOPXHUHOJIIOHOB.

[unpodokcaia  obamaeT AaKTUBHOCTBIO 1IN VIO B OTHOIICHWH LIMPOKOTO CIIEKTPa
IrPaMOTPULIATENBHBIX W T'PAaMIIOJIOKUTENbHBIX MUKPOOPraHM3MOB. bakrtepunuaHoe nelictehe
nunpogoKcalliHa  OCYILIECTBISIETCS  IMOCPEJICTBOM  MHTUOMpOBaHUS  OaKkTepHalbHBIX
tonionzoMepas |l tuna (tomomsomepaswl |l (JJHK-rupassr) u Tomomsomepasel V), xoTopsie
HEOOXOUMBI JJIsl PEIUIMKALMU, TPAHCKPHUIILINHU, perapaiud U peKoMOMHAIMK OaKTepHaIbHON
JIHK.

MexaHn3Mbl PE3UCTECHTHOCTHU

PesucrentHoCTh N VItr0 k mumpoduiokcanHy 4acto 00YyCIOBJIIEHA TOYCYHBIMH MYTAIASIMH
O6aktepuanbHblx Tomomzomepas M JIHK-rupassl u pa3BuBaeTcsi MEAJICHHO, MOCPEICTBOM
MHOT'OCTYIIEHYAThIX MYyTallUH.

EnuHuyHble cyyan MyTallud MOTYT MPUBOJIUTH CKOPEE K CHUKEHHIO YyBCTBUTEIBHOCTH, YEM K
pPa3BUTHIO KIMHUYECKONW YCTOWYMBOCTH, OJHAKO MHOKECTBEHHbIE MYTallUd B OCHOBHOM
IOPUBOJAT K Pa3BUTHIO KIMHUYECKOH PE3UCTEHTHOCTH K HMUMPOQIOKCAMHY U K MEePEeKPEeCcTHON
PE3UCTEHTHOCTH K IIpernapaTaM XMHOJIOHOBOTO pAJa.

Pe3ucteHTHOCTD K HUITPO(DIOKCAIMHY, KaK U KO MHOTUM aHTUOMOTHKAM, MOXET (POPMHUPOBATHCS

B pe3ysbTaTeé CHUKEHHUS IPOHMUIIAEMOCTH KJIETOYHOM CTeHKH OakTepuu (Kak 3TO YacTo
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nporcxomuT B ciryuae Pseudomonas aeruginosa) u/mwis ARIHETA BEBEACRIL o MkpUOHOl

KJIETKHU Coofmraercst 0

(3P droxc).

JIOKAJIM30BAHHBIM Ha IJIasMUJaX KOAUPYIOIIHUM TI'CHOM Qnr. MexaHN3MBI PE3UCTCHTHOCTH,

pa3BUTUM  PE3WCTEHTHOCTH,  OOYCJIOBICHHOM
KOTOpbIC TPUBOAAT K HWHAKTHBALWMU TEHHUIWUINHOB, [e(aJOCIOPUHOB, aMUHOTJIMKO3UIIOB,
MaKpOJIUJIOB M TETPAIMKINHOB, BEPOSATHO, HE HAPYIIAIOT aHTHOAKTEPUATbHYI aKTUBHOCTh
nunpodaokcanuHa. MUKpPOOPTaHU3MBI, PE3UCTCHTHBIE K O3THUM IpenaparaMm, MOTyT OBITh
qyBCTBUTEIHHBIMU K HUTIPODIOKCAINHY.

MunnManbHas Oakrepuniuanas konueHTpaims (MBK) o0bivHO HE TpeBbIIaCT MUHHMAIbHYIO
uHruoupytromyto konnenrpanuo (MHUK) 6omee yem B 2 pasa.

Tecmupoganue yyecmeumenvrHocmu in Vitro

BocrponsBomumMbie  KPUTEPUH TECTHPOBAHHUS UyBCTBUTCIBHOCTH K  IHIPOQIIOKCAIUHY,
yTBEepKIeHHbIC EBPONICHCKMM KOMHTETOM I10 ONPEICICHUIO YyYBCTBUTEIBHOCTH K aHTUOHMOTHKAM

(EUCAST), npezcraBieHbl B TaOJIHIIE HIKE.

[Torpanuunsie 3HaueHuss MUK (Mr/m) B KIMHMYECKHX YCIOBUSX IS LHUMPOQIIOKCAIMHA
(EBpomneiickuii KOMUTET 1O ONPEIEIICHUIO YyBCTBUTEIBHOCTH K aHTUOMOTHKAM)

Muxpoopranusm YyBcTrBUTEIBHBIN | Pe3ncTeHTHBIN
Enterobacteriaceae <0,5 >1
Pseudomonas spp. <0,5 >1
Acinetobacter spp. <1 >1
Staphylococcus spp.t <1 >1
Streptococcus pneumoniae? <0,125 >2
Haemophilus influenzae u Moraxella catarrhalis® <0,5 >0,5
Neisseria gonorrhocae <003 006
Neisseria meningitidis
HOFpaHI/ILIHHe 3Ha4YCHUs, HC CBA3aHHBIC C BUAAMU

4 <0,5 >1
MHUKPOOPTaHU3MOB

! Staphylococcus spp.: morpaHMYHEIE 3HAYEHMS [T HUMpodIoKcarmHa ¥ o(IoKCcaIHA
CBSI3aHBI C BBICOKOJIO3HOU Tepamuei.

2 Streptococcus pneumoniae: aukuii TMI S. PNEUMONiae He CYUTAETCS UYBCTBUTEIBLHEIM K
nunpodIokcanuHy W OQUIOKCAllMHY U, TakKuM oO0pa3oM, OTHOCHTCS K KaTeropuu
MHUKPOOPTaHHU3MOB C IIPOMEKYTOYHOW TYBCTBUTEIHLHOCTHIO.

8 IlltaMMbl CO  3HAYEHHEM MHMK, npeBbIIalONMM  MOPOrOBOE  COOTHOILIEHUE
YyBCTBUTENLHBIE/YMEPEHHO YyBCTBUTEJIBHBIC, BCTPEYAIOTCS OYEHb PEAKO U JI0 CHX IOp
coobmieHnii o Hux He Obmo. TecThl TO WAGHTHPUKAMK U MPOTHBOMHKPOOHOMN
YyBCTBUTEJILHOCTH MPH OOHAPYKEHUH TaKUX KOJIOHUN HE00XOIMMO MOBTOPUTh, U PE3yIbTAThI
JIOJDKHBI OBITH TIOJATBEPKICHBI TTPHU aHAIN3E KOJIOHHH B pedepenTHoi Jadopatopun. Jo Tex
1op, MoKa He OYAyT IOJIyYeHBI JI0KA3aTeNbCTBA KIMHHUYECKOTO OTBETa ISl IITAMMOB C

NOATBEPKAECHHBIMU 3HaueHusAsMU MUK, npeBblaronMy MCIONB3YIOMUICA B HACTOSALIEE
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BpeMsi TIOPOT PE3UCTEHTHOCTH, OHHU JIOJDKHBI ': IB&CEM%%'?,I;%C '{)Jzﬁé%-ég‘;ﬁme.

Haemophilus spp./Moraxella spp.: BoamokHo BeisiBienue mrammoB H. influenzae ¢ muskoit
qyBCTBUTENILHOCTBIO K (propxuuononam (MUK mns numpoduokcarmua — 0,125-0,5 mr/m).
Jloka3arenbCTB  KIIMHAYECKOTO 3HAYEHHsT HHU3KOM PE3UCTEHTHOCTH TIPH  WH(EKIHIX
JbIXaTeNbHBIX MyTei, BezBanHbX H. influenzae, ver.

4 Tlorpannunble 3HAYEHNs, HE CBA3AHHBIE C BUAAMU MHUKPOOPTaHH3MOB, ONPEIETISINCh, B
OCHOBHOM, Ha OCHOBE JaHHBIX (hapMaKOKUHETHKH/(apMaKOJIMHAMUKA U HE 3aBUCAT OT
pactipenenenuss MUK nns cnennpudeckux BugoB. OHU MPUMEHUMBI TOJBKO JUTSI BHJIOB,
JUTS. KOTOPBIX HE OBLI OIMPE/eNieH MOPOT YyBCTBUTEIBHOCTH, CHICIIM(DUYHBIH IS BUA, a HE
JUISE  T€X BHJOB, M KOTOPBIX HE PEKOMEHIYETCS MPOBOAWTH TECTUPOBAHUE
YYBCTBHTEIHHOCTH. J[JIs1 OmMpeAeNeHHBIX MTaMMOB pACIPOCTPAHCHHUE TPUOOPETCHHON
PE3UCTEHTHOCTH MOJKET Pa3inyarbCs B 3aBUCHMOCTH OT Teorpauyeckoro perioHa U ¢
TEYEHUEM BPEMCHHU. B CBsI3U ¢ 3THM jKeJaTeibHO pacroiiaratb MECTHOM HH(popMaIuen o
PE3UCTEHTHOCTH, OCOOCHHO MPH JICYCHUU CEPhE3HBIX MHPEKITUI.

JlaHHBIE WHCTUTYTa KIMHUYECKHX W J1a00OpaTOPHBIX CTaHAAPTOB JUIS TIOTPAHHYHBIX
snaueHniit MUK (mr/n) u muddy3uoHHoro tectupoBaHus (IuameTrp 30HBI [MM]) ¢
UCTIOJIb30BAHUEM JIMCKOB, COJIEPXKAIIUX S5 MK IUNpodIIOKcalliHa, TPEICTaBICHbl B
TabJIMLE HIDKE.

[Torpanuunsie 3Hauenuss MUK (mr/n) u audpy3uoHHOro TECTUPOBaHUS (MM) C UCIIOJIB30BAHUEM
TUCKOB (IHCTUTYT KIIMHUYECKUX U JIaDOpAaTOPHBIX CTaHJAPTOB)

Muxpoopranusm YyscrBurteabHblil | IIpoMexyToUHbIi Pe3ncreHTHBIN
Enterobacteriaceae <1t 2! > 41
> 212 16-20° < 15?
Pseudomonas aeruginosa u <1t 2! > 4t
npyrue OakTepuu, He > 212 16-20° < 152
OTHOCAIIHECS K CEMENCTBY
Enterobacteriaceae
Staphylococcus spp. <1t 2! > 4!
> 212 16202 < 15?
Enterococcus spp. <1t 2! > 4!
> 212 16-20° < 15?
Haemophilus spp. <13 - -
> 214 - -
Neisseria gonorrhoeae <0,06° 0,12-0,5° > 15
> 415 28-40° <27
Neisseria meningitidis <0,03° 0,06° >0,12°
> 35/ 33-34/ <327
Bacillus anthracis <0,25! - -
Yersinia pestis
Francisella tularensis <0,5° - -
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1 Iror BOCIIPOU3BOJUMBINA CTaHAAPT II MGHI/IM( qg}ﬁﬂ?@‘%‘: 'E’E_gfﬂ Ié%'l‘l&ﬂslo‘lsl‘elfﬁheM

pasBeieHUil ¢ OyJIbOHOM C MPUMEHEHHEM KAaTHOHHOTO CKOPPEKTHPOBAHHOIO OyJbOHA
Mionnepa-Xunrona (CAMHB), xotopblii HWHKyOMPYIOT C JOCTYIIOM BO3[yXa IpH
temneparype (35+2) °C B tewenume 16-20 u mms mrammoB Enterobacteriaceae,
Pseudomonas aeruginosa, apyrum OakTepusiM, HE OTHOCAIIUMCS K CEMEHCTBY
Enterobacteriaceae, Staphylococcus spp., Enterococcus spp. u Bacillus anthracis; 2024 4
s Acinetobacter spp., 24 4 mis Y. pestis (mpu HEAOCTaATOUHOM POCTE HHKYOHPOBATH €IIie
B TeueHue 24 u).

2 DTOT BOCIPOU3BOJAUMBIH CTaHAAPT MPUMEHMM TOJNBKO K AU(QY3HOHHBIM TeCTaM C
UCIIOJIb30BAHUEM JIUCKOB C IpUMEHeHHueM arapa Mrouepa-XuHTOHA, KOTOPBIM
UHKYOUPYIOT ¢ JOCTYNOM Bo3ayXa npu temmeparype (35+2) °C B Teuenue 16—18 u.

3 DTOT BOCTIPOU3BOAMMBIA CTaHAAPT MPUMEHMM TOJNBKO K AU(GY3HOHHBIM TeCTaM C
UCIIOJIb30BAHUEM JTUCKOB IS onpeienieHust uyBcTBuTeabHoct ¢ Haemophilus influenzae u
Haemophilus parainfluenzae ¢ npuMenerHreM OyJbOHHOW TECTOBOM Cpeabl st
Haemophilus spp. (HTM), KkoTopyl0 HWHKYOMPYIOT C JOCTYIIOM BO3JIyXa IpH
temneparype (35+2) °C B reuenue 20-24 .

* DTOT BOCHIPOM3BOAMMBINA CTaHAPT MPUMEHHM TONBKO K AU(MOY3UOHHBIM TECTaM C
HCIIOJIb30BaHUEM JINCKOB C IPUMEHEHHEM TecToBol cpeasl HTM, koTopyto HHKYOUPYIOT B
5 % CO> ipu temnieparype (35+2) °C B reuenue 16—18 u.

> DTOT BOCHPOU3BOAMMBINA CTaHAAPT IPHUMEHMM TOJBKO K TECTAM YyBCTBUTEILHOCTH
(muddy3rOHHBIE TECTHI C UCTIONB30BaHUEM JUCKOB IS 30H U pacTBop arapa s MUK) ¢
NPUMEHEHHEM TOHOKOKKOBOro arapa u 1 % ycCTaHOBIEHHOW pOCTOBOW J0OaBKH IpHU
temneparype (36£1) °C (ae npessimarorieii 37 °C) B 5 % CO2 B Teuenue 20-24 4.

® Dror BOCHPOM3BOAMMBIH CTaHAAPT MPUMEHHM TONBKO K TECTAM C MCTIONb30BAHHEM
pasBesieHuil ¢ OyJIbOHOM C NMPUMEHEHHEM KAaTHOHHOTO CKOPPEKTUPOBAHHOTO OyJIboHA
Miomnepa-Xunrona (CAMHB) ¢ noGaBnenuem 5 % KpoBU OBell, KOTOPBIM HHKYOUPYIOT B
5 % CO2 mpu Temneparype (35+2) °C B teuenune 20-24 .

" DTOT BOCHPOU3BOAMMBINA CTAaHAAPT NPUMEHHUM TOJBKO K TecTaM C HpUMEHEHHeM
KaTHOHHOTO CKOPPEKTHUPOBaHHOT0 OysboHa Miosutepa-XuntoHa (CAMHB) ¢ no6asnenuem
omnpezaeneHHo 2 % pocToBON J00aBKH, KOTOPBIM MHKYOHPYIOT C JIOCTYIIOM BO3/AyXa MpHU

temneparype (35+2) °C B reuenue 48 u.

In vitro uyecmeumenvrocms k yunpoproxcayumy
s ompeneneHHbIX HITAMMOB paclpoCTpaHEHHE NPUOOPETEHHON PE3UCTEHTHOCTH MOXKET

pa3ianyaThCs B 3aBUCUMOCTH OT reorpauueckoro pernoHa M ¢ Te4eHHUeM BpeMeHU. B cBs3u ¢
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ot 13.03.2024 |
(AOCTIENOBATENLHOCTE 0002
STUM TIPH TECTUPOBAHMHU 9yBCTBUTEILHOCTH IITAMMA JKENATEILHU MMETH MECTHYIO MHOPMALIIIO

O PE3UCTEHTHOCTH, OCOOCHHO TIpH JICYCHWH TsDKenbix uHpeknuit. Ecmm  MectHas
pacmpoCTpaHEHHOCTh PE3UCTEHTHOCTH TaKOBA, YTO MOJb3a MPUMEHEHHSI Tpenapara, o KpaiHen
Mepe, B OTHOIICHHHM HECKOJIBKHUX THUIIOB HWHQEKIW, COMHUTEIbHA, HEOOXOIMMO
MPOKOHCYJIETUPOBATHCS CO CIICIIUATICTOM.

In vitro ObuIa POIEMOHCTPUPOBAHA AKTUBHOCTH IIUIIPOQIIOKCAIIMHA B OTHOIICHUH CIICIIYFOLITHX
YYBCTBUTCJIbHBIX IITAMMOB MUKPOOPIraHU3MOB!

Aspobuvie epamnonoscumenvuvie muxkpoopeanusmsl. Bacillus anthracis, Staphylococcus aureus

(MeTHIIMIUTMH-YyBCTBHTENbHEIE), Staphylococcus saprophyticus, Streptococcus spp.

Aspobubie _epamompuyamenvhvie muxpoopeanusmsl. Aeromonas 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.

Anaspobnuie mukpoopeanusmsi: Mobiluncus spp.

Hpveue muxpoopeanusmer: Chlamydia trachomatis, Chlamydia pneumoniae, Mycoplasma

hominis, Mycoplasma pneumoniae.

briia MPOACMOHCTPHUPOBaHA U3MCHAKOMIAACA CTCICHb YYBCTBUTCIIBHOCTU K I_[I/IHpO(i)J'IOKCElI_[I/IHy
JUI CIEAYIOIMX MHKpoopranusmoB: Acinetobacter baumanii, Burkholderia cepacia,
Campylobacter spp., Citrobacter freundii, Enterococcus faecalis, Enterobacter aerogenes,
Enterobacter cloacae, Escherichia coli, Klebsiella pneumoniae, Klebsiella oxytoca, Morganella
morganii, Neisseria gonorrhoeae, Proteus mirabilis, Proteus vulgaris, Providencia spp.,
Pseudomonas aeruginosa, Pseudomonas fluorescens, Serratia marcescens, Streptococcus
pneumoniae, Peptostreptococcus spp., Propionibacterium acnes.

CuynTaercsi, YTO MPUPOIAHON PE3UCTEHTHOCTHIO K mumpodiokcaruy obmamatot Staphylococcus
aureus (MeTHIMJUIMH-PE3UCTEHTHBIN), Stenotrophomonas maltophilia, Actinomyces spp.,
Enterococcus faecium, Listeria monocytogenes, Mycoplasma genitalium, Ureaplasma
urealyticum, ana’poOHBIE MHKpoOpraHu3mbl (3a  uckiarouenuem  Mobiluncus  spp.,
Peptostreptococcus spp., Propionibacterium acnes).

5.2. apmMaKoKNHeTHYeCKHe CBOMCTBA

AOGcopOnus

[Tocne BHyTpuBEeHHOTO (B/B) BBEACHHS MaKCHUMaJIbHas KOHIICHTpAlMsi HHUMPOQIIOKcaliHa B
wiazMe KpoBH (Cmax) ocTuraercst B KoHue uHoy3uu. [Ipu B/B BBeneHUM (papMaKOKHHETHKA
unpodokcanyHa Oblia TMHEHHOW B Auana3oHe 103 10 400 mr.

[Tpu B/B BBeZIeHUH TIpenaparta 2 win 3 pa3a B CyTKHM HE OTMEUCHO KyMYJISIIIMH [UIPOdIOKCcanHa

U €ro MeTaboJIUTOB.
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(NOCNEOOBATENBLHOCTE 0002)

Pacopenenenue

Ces3p 1munpodokcanuHa ¢ Oenkamu miasMel kpoBu coctaBisier 20-30 %. [leiictByromiee
BEIIIECTBO MPUCYTCTBYET B IJIa3Me€ KPOBU MPEUMYIIECTBEHHO B HEMOHU3UPOBAHHOU (hopMme.
[unpoduokcanua cBOOOJHO pacmpenensercss B TKaHAX U JKUAKOCTIX opraHuzMa. OObem
pacnpeseneHust B opranusMe cocrapisier 2—3 yi/kr. Konnentpanusa nunpodiokcanuHa B TKaHIX
SHAYUTCIIBHO NPCBLIIACT KOHICHTPAINIO B CbIBOPOTKE KPOBU.

Buorpancdopmarus

[Munpodokcauun Ouorpanchopmupyercs B neueHu. B kpoBu MoryT oOHapy>KUBaTbCs YEThIpE
MeTabonuTa unpodIIoKcaHa B HEOOIBIIMX KOHIICHTPAUIX: JUATIIIHNpodaokcanua (M1),
cynbdorunpodnokcanua (M2), okcomumnpodiokcarua (M3), ¢opmmmmunpodaokcanua (M4),
TpU U3 KOTOPBIX (M 1-M3) nposBisitoT aHTHOAKTEPHATBHYIO aKTHBHOCTB IN VItro, cOrmocTaBuMyo
¢ aHTHOAKTepUAIbHOW aKTUBHOCTHIO HAJIMIMKCOBOM KUCIOTHL. AHTHOAKTepUallbHAsi aKTUBHOCTh
in vitro merabonuta M4, IPUCYTCTBYIOIIEIO B MEHBIIEM KOJIMYECTBE, OOJIBILE COOTBETCTBYET
AKTUBHOCTH HOp(IIOKCaIlnHa.
OJIUMUHAIMSA
[{unpodokcauH BBIBOAUTCS U3 OpraHU3Ma MPEHMYILECTBEHHO MMOYKAMU IyTeM KIyOOYKOBOM
GWIbTpaluM M KaHAJbLEBOM CEKpELUH; HE3HAYUTEIbHOE KOJMYECTBO — Yepe3 KeNyJI0YHO-
KkumeuHblii  TpakT. [loweunsrit kmupenc coctasisier 0,18-0,3 n/4/kr, oOmuiA KIUpEHC —
0,48-0,60 n/a/kr. Tlpumepro 1 % BBOAMMON J103bI BBIBOJUTCSA C KeIYblo. B xemun
UNPO(IOKCALUH MPUCYTCTBYET B BBICOKMX KOHIIEHTpALUsAX. Y MalMEHTOB C HEU3MEHEHHOMH
(byHKLMEH ToYeK Mepro/] MOTyBbIBEIEHUS cocTaBisieT 00bIYHO 3—5 u. [Ipu HapymeHuu GpyHKIUN
MOYEK MEPHO/] MOTYBBIBEACHHS YBEIUUHNBAETCS.

eTn
B wuccnenosanun y gpereit 3HaueHMs Cmax 1 AUC He 3aBHcena oT BO3pacTa. 3aMETHOIO
yBenuueHus 3HaueHU Cmax 1 AUC 1ipu MHOrOKpaTHOM IPUMEHEHUH Mpemnaparta (B 1o3e 10 Mr/kr
3 pa3a B neHb) He HaOmomanoch. Y 10 geTeit ¢ TsKeabIM CeTICMCOM B BO3pacTe MeHee 1 roaa
3HaueHne Cmax coctaBimsuio 6,1 mr/n (amamason ot 4,6 no 8,3 wmr/a) mocie uHDY3uUn
IPOJOJDKUTENBHOCTBIO 1 u mpu no3e 10 Mr/kr, a y netei B Bo3pacte oT 1 1o 5 nmer — 7,2 mr/n
(mmamazon ot 4,7 no 11,8 mr/n). 3nayenne AUC B COOTBETCTBYIOIIMX BO3PACTHBIX I'PYyMIIax
cocraswn 17,4 (mmamazon ot 11,8 mo 32,0 mru/m) m 16,5 mru/n (amanazon ot 11,0
110 23,8 Mr-4/11). DT 3HaY€HUS COOTBETCTBYIOT AHANa30Hy, 0 KOTOPOM COOOIIAETCS JIJIst B3POCIBIX
NAllMeHTOB MpPH TNPUMEHEHHM TEepaneBTHYeCKUX 103 mpenapata. Ha  ocHoBaHum
(apMaKOKMHETUYECKOTO aHaIW3a Yy JeTe C pPa3Iu4YHbIMM HMH()EKIUAMHU IpearnojaracMbli

CPEIHHI MEPUO]] TOTYBBIBEACHUS COCTABIISIET MPUOIU3UTEIBHO 4—5 4.
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6. DPAPMAIIEBTUYECKHUE CBOMCTBA (MOCNEOOBATENBHOCTS 0002)

6.1. IlepeyeHb BCIOMOraTeIbHbIX BellleCTB

Harpus xnopun

(S)-momnounas kuciaora 90 %

JIumoHHas kucnoTa 6e3BoIHAs

Jlunatpus saerara AUruapaT

10 M pacTBOp HaTpus rupokcuia win 1 M pacTBop XJ10pUCTOBOAOPOJHON KUCIOTHI

Bona nis nanexuui

6.2. HecoBMecTHMOCTH

Ecnu coBMeCTHMOCTh C APYyruM HH(Y3HMOHHBIM DPACTBOPOM/IIPENIapaToM HE MOITBEPXKICHA,
UH(Y3UOHHBII pacTBOp HUMPOIIOKCAIIHA CIIETyeT BBOIUTH OTACIbHO. BHIUMBIMU MTpH3HAKAMU
HECOBMECTUMOCTH SIBJISIIOTCS BBINAJICHUE OCAJIKa, IOMyTHEHUE WIIM U3MEHEHHE 1[BETa pacTBOpA.
HecoBMecTUMOCTh HMEET MECTO CO BCEMHU pacTBOpaMy/ ImpenapaTamMu, KOTOpble (GU3NYECKU WIH
XUMHYECKH HecTaOMiabHBI Tpu 3HadyeHnn pH wuH(QY3nOHHOrO pacTBOpa HHUIPOIOKCAIIMHA
(HampuMmep, NMEHULWLIMHBIL, PACTBOp renapvHa), 1 B OCOOEHHOCTH C PACTBOPAMHU, KOTOpHIE
MeHsI0T 3HaueHue pH B menounyro ctopony (pH umHGy3nOHHOrO pactBopa HuUIpodIoKcalHa
cocrasiser 3,5-4,6).

6.3. Cpok roaHocTH (CpOK XpaHeHHs )

2 roza.

6.4. Oco0ble Mepbl NPEIOCTOPOKHOCTH NIPH XPAHEHUHU

XpaHuTb IpHu TeMIiepatype He Boiie 25 °C B 3alIMIIEHHOM OT cBeTa MecTe. He 3aMopaxuBaTs.
6.5. XapakTep u cofep:kaHHe MEPBUYHOI YTAKOBKH

ITo 100 mim 200 M Bo (akoHsl nonunponuiaeHosbie (He coaepxkat 11BX), u3rorosiaeHHsie o
texnonorun "blow-fill-seal" «BpityB-HanonHenne-repmerusanus» (Bottelpack®™) u3 rpanyn
noJjunpomnuieHa. GrakoHbl UMEIOT 2 TUIA.

®aKkoHBI UMEIOT 2 THIIA.

Tun 1 (Ilonudnak) — QuakoHbl MOJMUIPONMUIECHOBBIE C 3alasHHOW TOPJIOBUHOM, C
caMOCNaJaloUIMMCsl  KOPIycOM, CO IIKaJIOM M NeTiIed-AepXkKareileM, ¢ MpUBAPEHHBIMU
HOJIUIPOINMICHOBBIMHU KoJmaykamu. Konmadku MOryT ObITh ¢ 2-Msl OTAEIBHBIMH CTEPUIbHBIMU
MOPTaMH, 3aKPBITBIMU 3alIUTHBIMU TOJMUIPONMIECHOBBIMU 3arilyllikaMH, JUOO0 HUMETh 2
CTEPWIBHBIX IOPTA, 3aKPBITHIX 3AIUTHON ATFOMUHUEBOU (otbroit. B ciydae ¢ 2-Ms OT/IeIbHBIMU
CTEpWJIBHBIMU TIOPTaMU MPH BCKPHITUU OJHOTO IOPTa CTEPUIBLHOCTH IPYTOTr0 COXPAHSETCS.

Tun 2 (Ilomupnaxk EH) — ¢nakoHBl MOTUIPONUICHOBBIE C 3alMasHHONW TOPJIOBHHOM, ¢
CaMOCMAJaloUMCSl  KOPIIyCcOM, €O IIKaJOM W  memied-aepkareiaeM, H  TOJIOBKOH,

MpeaHa3HAYEeHHOM /TSl TPUCOCIMHECHMSI CTaHAAPTHOW HH(Y3HOHHOM cucTeMbl. Kaxapiii dhakoH
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3aKpBIBAECTCS MOJUITPONMICHOBON KPBIIITKOM.

I[To 1 pnakoHy BMecTe ¢ MHCTPYKIMEH 110 MPUMEHEHHIO B TAYKE U3 KapTOHA.

JIJ1s cTartmoHapoB

ITo 36 ¢makonoB mo 100 mur wam mo 20 ¢uakoroB mo 200 Mi BMeCTe ¢ HMHCTPYKIHMEH IO
MPUMEHEHHUIO B TOPPOKOpoOEe U3 KapTOHA.

6.6. Ocol0ble Mepbl MNPEeJOCTOPOKHOCTH MNPH  YHUYTOKEHHHM HMCIOJH30BAHHOIO
JIEKAPCTBEHHOI'0  Mpemnaparta WIM OTXO0J0B, TMOJYYEHHBIX T0cCJe TPUMEHEHUs
JIEKAPCTBEHHOI0 Mpenapara, u Apyrue MaHuIMyJIsiiHU ¢ NpPenapaTom

Undy3unonnsiit pactBop munpodiokcannna copmectuM ¢ 0,9 % pactBopoM HaTpus XJopuia,
pactBopom Punrepa, pactBopom Punrepa nakrara, 5 u 10 % pactBopom nexctpo3sl, 10 % pactBopom
bpykTO3HbI, a Takke 5 % pacTBopoM aekcTpo3sl ¢ 0,225 wu 0,45 % pacTBOpOM HaTpus XJIOPHUAA.
PacTBop, monyuyeHHBIH MOCie CMENIMBaHHS pacTBOpa HUMPOQIIOKCAMHA C COBMECTHMBIMU
WH(Y3UOHHBIMU  pacTBOpaMH, CJEAyeT MCIOJIb30BaTh KaK MOXHO ObICTpee U3-3a
YYBCTBUTEJIBHOCTU IIpernapara K BO3ACHCTBHIO CBETa M C LEJIbIO COXPAHEHHsS] CTEPUJIbHOCTU
pacTBopa.

Wudy3uoHHbI pacTBOp UHUIMPO(IOKCAIIHA CBETOYYBCTBUTENEH, MO3TOMY (DIIakoH clemayer
BBIHMATh U3 KOPOOKHU TONBKO Mepea UCHoNb30BaHUEM. [Ipyu momagaHuM MPSMBIX COJHEYHBIX
Jqy4yell CpoK rapaHTUPOBAHHOW CTaOMIBHOCTH pacTBopa — 3 aHs. [Ipu xpaneHuu nHQY3MOHHOTO
pacTBopa LHMIpOQIIOKCAIMHA IPH HU3KUX TEMIIepaTypax MOXKET 0Opa3oBBIBATHCA OCAIOK,
KOTOpPBI pacTBOpPSIETCS NMPU KOMHATHOW Temmepatype. [loaTomy He pekomeHayeTcs XpaHUTh
WH(Y3UOHHBIN PaCTBOP B XOJOJMUIBHUKE U 3aMOPAKHUBATh.

JloJKeH MCcronb30BaThCs TOJIBKO YACTHIN IPO3PAYHBI pacTBOP.

[opsimok pa6otel ¢ duakonom [lomudmak EH ((prakon ¢ TonoBKo#, mMpeaHa3HAYEHHOW s

MPUCOEANHEHUS CTAaHAAPTHOU NH(Y3UOHHON CHCTEMBI):

1. BeprukanbHO pacmoiaokKuTh (IAKOH HA TOPU30HTAIBHON TTOBEPXHOCTH.

2. CHSATb KONIAYOK.

3. Oo0paboTaTh OPT (IrakoHA JTS3UHPHUIUPYIOIIAM CPEICTBOM.

4. TloaroToBUTH UHPY3HOHHYIO CUCTEMY.

5. B pa3meueHHyto (packy Ha MopTe Mo/ MPSMBIM YTJIOM BCTAaBUTH U (WK UTITY JJIs1 UHBEKIIUN )
JI0 TUTOTHOTO KacaHUsI FOOKW KarmeIbHUIIBI (M 0a00YKH UTIIBI 1711 MHBEKIIHN ).

6. IlepeBepHyTh (pIaKOH M 3aKPEMUTH CHCTEMY Ha MH(PY3HOHHOH CTOWKE (IITAaTHBE).

Ipumeuanue

e [Ipu HEOOXOOUMOCTH BBEIEHUS JICKAPCTBEHHOTO Mpernapara BBOJ JIEKAPCTBA OCYIIECTBIISThH
TOJIBKO Yepe3 pa3MeueHHYI0 (acKy Ha mopTe (IaKkoHa;

o Henp3s BBOIUTh MH(GY3HMOHHYIO CUCTEMY BO (hJIaKOH Ha Becy (MU Ha WH(PY3MOHHOW CTOWKE
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(NOCNEOOBATENBLHOCTE 0002)

(mrratuBe));

o [Ipu popmupoBanum «o3epa» B HHPY3MOHHOH CHCTEME HEJb3s1 HAXKUMATh Ha (pr1akoH (JaHHYIO
MaHMITYJISLIUIO POBOSAT MyTEM HAXKATHS Ha KaleJIbHHUILY ).

Yrunmsanus

Het 0co0bIX TpeOOBaHMH K yTHIIM3AIUH.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YJIOCTOBEPEHUS

Poccuiickas @enepanus

00O «I'potekcy

195279, r. Canxr-IlerepOypr, MHaYyCTpUANbHBIA IPOCIEKT, A. 71, KOpIL. 2, TUT. A

Ten.: +7 812 385 47 87

®akc: +7 812 385 47 88

grtx@grotexmed.com

7.1. IlpeacTaBuTeb AeprKaTeJIsl perucTPAMOHHOIO Y10CTOBepeHusi Ha TeppuTopuu Coro3a

[Iperen3un norpedbuTeNe HAOPABIATE 110 aAPECY:

Poccuiickas ®@enepanus

00O «I'poTtekc»

195279, r. Cankr-IletepOypr, UnaycTpuansHblil mpocnekt, 1. 71, kopr. 2, muT. A
Ten.: +7 800 700 04 73

ccc@grotexmed.com

8. HOMEP PET'HCTPALIMOHHOI'O YAOCTOBEPEHUA

9. TATA NMEPBUYHOW PETUCTPAIIMU (IIOATBEPXKXJIEHWE PETIMCTPAIINMN,
NEPEPEI'UCTPALIUSI)

JlaTa niepBoii perucTpanuu:

10. TATA IEPECMOTPA TEKCTA
OOriasi xapakTepuUCTHKa JieKapCTBeHHOro mpenapata CMuaekc comodapMm TOCTyImHA Ha
UHPOPMAIIMOHHOM TOpTajie EBpa3suilckoro SKOHOMHYECKOTO COK3a B HWH(POPMAIMOHHO-

KOMMYHUKaIMoHHO# cetn «HTepue» https://eec.eaeunion.org.
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