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OIIMCAHME W3OBPETEHNA
2420-543264RU/081

SAPMALIEBTUUECKAS KOMIIOBUIIMA OJIA JIEUEHMA MUKOSA

OBJIACTH TEXHVKVM V3OBEPETEHVA

Hacrosdamee n300peTeHNre OTHOCUTCH K bapMalleBTUUECKOM
KOMIIO 3ULINM, conepxalen KOMOMHAaLINIO OeH3MIaMMHa u
IPOTUBOTPUOKOBROTO aKTMBHOT'O MHIpPEeOMeHTa, YyKaszaHHasd KoMOMHalus
VMeEeT CHUHepIMUeCKuM 30heKT B JIeUeHUM MUKO3a.

YPOBEHb TEXHUWKHN

T'pnbxu, oTHOCAmMMeCcs K pony Candida, SABJAITCS OIHOM M3
HauboJiee YaCTHX NPUUMH TI'PUOKOBEX MHOEKLMM B MHUPE.

Muorme PasHOBUIHOCTHA Candida ABJIAITCA ©e30IaCHEMU
CUMOMOHTaMM  WJIM  SHIOCUMOMOHTAMM  CBOMUX  OPTIaHM3MOB-HOCHUTEJIEN,
TaKMX, Kak HalpyMep UYeJIOBEK.

T'oubky, OTHOCAmMecsS K pas3HOBMIHOCTAM Candida albicans u
Candida tropicalis, B HOPMe IPUCYTCTBYIT Ha CJIMU3UCTOM o00O0JIOUKe
[IOJIOCTU PTa, XeJYyLZOUHO-KMIIeUHOT'O TpakTa M Bjalajuma. BmecTe cC
TeM, KOoT'Ia MUKpO®JIopa CIMBKUCTOM O0OOJIOUKM UM3MEeHSeTCsd, HalpuMep,
BCJIEICTBUE IPOOOJIKUTEJILHOTO JleueHus aHTUOMO TUKAMU W
TOPMOHAJILHEIX WM3MeHeHUM, TpPpUuOKM MOTYT UYpesMepHO pPa3MHOXUTHLCS U
BHI3BATL I[IOBEPXHOCTHHE MHOEeKLUMM, HalpuMep, B IIOJIOCTM pPTa WM BO
BJIaTaJuie, M3BECTHEE KakK KaHIMZgo3. Y Jiomer C  ocJabileHHBEM
VMMYHUTETOM TPUBKM  MOTYT maxe BHI3BATH T sKeJIBe CUCTeMHHE
MHOEKIVM, M3BECTHHE KakK KaHIuIeMMs, KOTOPHE MHOTIa CMepTeJIbHH.

ByJEBOBATUMHUT, BHBBAHHHY TpPUOKOM, IIpelCcTaBJIgeT B HacTodlee
BpeMa okKoJio 30-35% BarMHaJbHBEIX MHOEeKLMM M uYale BCeT'O BHB3BaH
TpuBbxoM Candida albicans.

ByJEBOBATUMHUT CONPOBOXIaEeTCH V3MeHeHUeM BaTMHaJBLHOTO
mokKasaTesid PH, 17 OCHOBHBEIMU CUMIITOMaMM ABJIAIOTCA CUJIbL HEIM
BAaTVHAJBLHEMN U/WMIV BYJLBAPHHEM 3yI, BHIEJIEHMVs, BOCHaJleHVe U OO0JIb.

B ofmeMm, JiedeHMEe COCTOMT B BBEeIeHUM MeCTHOIOEUCTRBYINX
IPOTUBOTPUOKOBHX npernapaToB B BUIE KpeMoB, BaTMHAJbHBIX
CYHNIIO3UTOPMER ¥ PaCTBOPOBR IJIS HapPyXHOTO IIpMMeHeHUA. B ciydae
T AXKEJIHIX u/ PEeUUIVBUPYIOMMX vHbeRLUM, IIPOTUBOTPUDOKOBEE
IperapaTH BBOOAT IIepopaJibHO.

PevarleM ABJIAETCA VIMEKIVMCA B IIpOoIoaXe KpeMOM IJIA JIeUeHNA



BYJILBOBaAIMHAJBLHOTO MMKO3a, comepxammMm 1% Macc/Macc 5SKoOHas3oJa
HUTpaTa.

DKOHA30JI SBJISeTCHS MIPOM3BOIHEIM MMHMIA30Ja, OoO0JaJallUM MUPOKUM
CIIEKTPOM MNPOTUBOTPUOKOBOTO IeMCTBUA UM MIUPOKO I[IPYMMeHSEeMBIM IJId
JleyeHMd MMKOS3a, BHS3BaHHOTO Candida albicans.

HeCKOJILKO TIIAaTEeHTHHX 3agSBOK pPaCKPHBALT KOMOMHALMM aAKTUBHHX
VHTPeOMeHTOR, HNPUITOOHEIX IJIS JIeUeHMd MHMKO3a IOJIOCTM pTa u

BYJIEBOBal'MHaJIBHOI'O MMKO3a.

[Iyonmkaumsa WO 96/26724 PacKpeBaeT dapMalleBTUYECKYIO
KOMIIO 3ULINIO, comepxamymn IIPOTUBOBOCIIAJIUTEJILHOE KOJIMYECTBO
OeH3MOaMmMHa W ero CcoJi, aHTUOaKTepraJIbHO s2bdeKTUBRHOE
KOJIMUECTBO aHTUOAKTEepPMaJIbHOT'O cpelcTea " bapMalLleBTHUUECKU

IpMEMIIEMOT'O HOCUTEJA MM BKCLUUIMEeHTA.

US 2009/0208558 oTHOCKMTCS K I[IPUMEHEHMIO I[IPOTUBOTPUOKOBOTO
cpenocTea n MHTUBUTOPAa anresmumn DIUTEeJIMAaJIb HEIX KJIETOK VI
DHIOOTEJINAaJIbHEIX KJIETOK oJis NpOU3BOLCTBA KOMOMHMPOBAHHOTO
npenaparTa OJS MEeCTHOTO JIEUeHMS MMUKO3a, BH3BaHHOTO Candida.

BOJILMMHCTBO JIeKAapPCTBEHHBIX KOMOMHALUM I[IOKAa3HBALT aIIdUTVBHLN
20pekT. B HEKOTOPHX CJIyyasdx, BMecCcTe C TeM, KOMOMHAalMM II0Ka3EBalT
MeHee ueM MM ©OoJlee uUeM aIOIUTUBHEY S0bekT. KoMOMHALIMM Ha3HBAT
AHTATOHUCTHUYECKUMA VI CUHEPTHUUYECKMMH, COOTBETCTBEHHO.
AHTATOHUCTUUECKUN WM CHUHepTUUeCKUM DS0OekTH HelNpelcKa3lyeMu U
ABJIATCA HEOXMIOAHHHMM BSKCIEePMMEHTAJIbHEMM OaHHEMM. BMecTe C TeM,
axKTyalleH [IOUCK BEICOKO 5OdOEeKTHBHEIX KoOMOMHAaLUM, HalpuMep,
CUHEPTHMUECKMX CMecel aKTMBHBIX MHIpeIMeHTOB. CIOCOOHOCTL IeJlaTh
cIyduayHble OTKPHTUSA He ABJISAeTCHS IIOOXOOAMMM IIyTeM, Tak Kak UYMCIIO
IIOTEeHLMAJIbHEIX KOoMOMHaLUM CpencTs HeOOBBYaMHO BeJIMKO. Ipyrad
HOpMaJiIbHasa CTpaTeIMad OTKPHTUA, 3akKJodvaKnmadcd B aHaJlM3e U IIOMCKEe
BOBMOXHHX IIOTEeHUMAJLHEX KOMOMHAlLIMM Ha OCHOBe 3HaHMA MexXaHM3Ma,
TaKxe MeeT OTpaHNUYEeHHEE BO3MOXHOCTH, [MOCKOJIBKY MHOTHE
BMOJIOTUUYECKUE KOHEUHEIE TOUKN KV BHIX OpPTaHM3MOB OB EPXEHE
BO3IEeMCTBUID II0 MHOTOUMCJIEHHEM HalpaBJieHMAM. JaHHBEEe OYTM YacTo
HEW3BECTHEH, n maxe npu X CymeCcTBOBaHUMH, MeXaHW3MEI
B3auMMOIeNCcTBMUA IIyTeM IOJg CO3IdaHusa OMOJIOTMUEeCKOT'0  KOHEeUHOTO
20dbekTa 4acTO HEM3BECTHH.

CYIIHOCTBL M3OBPETEHUA



B3agBUTEJIE CTOJIKHYJICA C HOpoBJjeMoy co3maHusa (apMaleBTUUYeCKOM
KOMIIO3ULINKY IJIA JIeUeHUSI MMKO3a, UMERIeIo VJIYUINeHHOEe IeMCTBMEe IIO
CPpaBHEHMIO C KOMIIOSULMAMM, M3BECTHHMMY B HAaHHOM OOJIACTM TEeXHUKMU.

B3aaBUTEIb OBHAPYXUII, yTo OeH3VIaM/H MOXHO IPVMEHATE
COBMECTHO c IIPOTUBOTPUOKOBEMA AKTVBHBMM VMHTPEeOMeHTaMH,
IIOJIYUEHHEIMM M3 MMMOA30JIa.

B uacTHOCTM, =BasgBUTEJE HEOXMIAHHO OOHAPYXMII, UYTO KOMOMHAIIMA
BeH3MIaMMHA C OIPOTUBOTPUOKOBEIM aKTHMBHEM MHIPEIMEeHTOM, I[10JIYUEeHHBM
13 UMMIOA30Jla, MMeeT CHHepI'MUeCKuM 20deKT B MUHIMOUPOBAHUM pPOCTA
TPpUOKOB, OTHOCANMXCS K pony Candida.

TakuMm o0Opa30M, B IIePBOM acIllekTe, HacTofmee u300peTeHHUE
OTHOCHUTCS K dapMalleBTHMUECKOM KOMIIO3MLIMM, coIepxamey KoMOMHALUIO
BeH3MIaMMHA ¥ MMMOA30JIa—-aHTUMMKOTHKA WM UX COJIM, ¥ IO MeHblen
Mepe OOHOTO bapMalleBTHUUECKN IpUeMJIEMOT O SKCUUIMEeHTa nJis
NpYMeHeHus B JIeUeHMM MMKO3a, BH3BaHHOTO Candida.

[IpennouTuTebLHO, BeH3UITaMUH B KOMIIO 3ULIUN COTJIaCHO
HacTodmeMy HM300peTeH o IIPUHOCUT OofJleTueHMe IIPpY BYJILBOBATMHAJILHOM
3yge M OoJnM.

[IpeIIoUuTUTEeJIbHO, MMMIA30JI-aHTUMMMKOTMUK  BHOpaH U3  ITPYIIIH,
comepxamer 6mudpoHasOII, BYTOKOHAB0JI, XJOPMMUIA30JI, KJIOTPMMAas0JI,
KPOKOHAa30JI, DKOHA30JI, beHTUMKOHA30JI, KeTOKOHAas0JI, M30KOHA30JI,
MUKOHA30JI, HeTMKOHAa30JI, OMOKOHAa30JI, OKCHMKOHAa30JI, CepTaKoHas30JI,
CYJIKOHA30JI, TMOKOHAZ30J MJIM UX COJIM.

EBoJiee NPenIouTUTEeJILHO, VIMMUIIAa30JI— aHTUMUKO TUK BHIOpAaH nus
TPYIIIH, comepxamemn tudoHas0JI, OYTOKOHAa30JI, KJIOTpUMa30JI,
PKOHAaB0JI, beHTUMKOHA30JI, KeTOKOHAa30JI, M30KOHAa30JI, MMUKOHA30JI,
OMOKOHAa30JI, CepTaKoHAa30J, CYJIKOHAa30J, TMOKOHAa30JI MM UX COJIM.

Fme ©OoJiee MNPeOnouyTUTEJILHO, WMMMIA30JI-aHTMMUKOTHK BHOpaH U3
TPV, comepxamen By TOKOHA30JI, 2DKOHAa30JI, beHTHKOHAZOJI,
M30KOHA30JI, MMUKOHABO0JI, CYJKOHA30J MJIM MX COJIM.

[[peOIOUTHUTEJIEHO, WMMMIA30JI-aHTUMUKOTUK HSBJISETCS DSKOHAB0JIOM,
MMKOHA30JIOM MJIM MX COJILI.

[[peOIOUTHUTESIEHO, MMKOS3, BH3HBaeMeli Candida, BuH3BaH Candida
Albicans, Candida lusitaniae, Candida tropicalis, Candida
glabrata, Candida. rugosa, Candida parapsilosis, Candida

tropicalis wmu Candida dubliniensis. BoJjiee NOpedlouTUTEJILHO,



MUKO3, BHES3HBaeMull Candida, BuH3BaH Candida Albicans, Candida
lusitaniae mim Candida tropicalis.

BoJjlee NOpenlouTHUTEJIEHO, MMKO3, BH3HBaeMuli Candida, SgBJISeTCHA
KaHOIMIOO30M CJIM3UCTHEHX O0O00JIOUeK, KaHIMIO30M KOXM, OHMXOMMKO30M,
CUCTEeMHBEM KaHINUIO30M, ATPOTeHHEM KaHONIO30M, neJleHOUHBIM
KaHOMIOO3O0M, KaHOMIOO30M KeJIYIOUHO—KUIIEeUHOTO TpakTa W
KaHOVMOOSHEIM OajlaHMTOM.

Eme ©OoJjlee NOPenllouyTUTEJIBHO, KaHOIMOO3 CJM3UCTHX ODOOJIOUeK
ABJISeTCA KaHIMOO3O0M IIOJIOCTM PTa WMIM BYJILBOBATMHAJBLHBIM.

KPATKOE OIIMCAHUE YEPTEXEMN

Ha o¢mr. 1 BM3YyaJIbHO IIOKa3aHH pPe3yJIbTaTh OEeMCTBUSA KPEMOB OT
A pgo C npuMepa 7, OPOTECTHMPOBAHHEX Ha udamke IleTpM, cCcolepXalmen
Candida albicans, mramm ATCC 10231, crocofoM pa3BeleHUS B arape,
npuMeHssg or 1% mo 0,03% macc/o6 kKpeMma.

Ha dur. 2 Trpadmudecku IIOKa3aHH pPe3yJibTaTH
OEeHCUTOMETPUUECKOTO aHallM3a, BHIIOJHEHHOTO Ha damke lletpu ¢mur. 1.

[IOOPOEHOE OINCAHUE W3OEPETEHUA

B HacToOdgmeM OIMCAaHUM  BHPAXEHUEe  «CUHepTUUeCcKu 20bexrT»
o3HavaeT, UTO KoMOMHalMsa OeH3uIaMMHa UM MVMUIOA30JIa-aHTUMUKOTUKA
MHTUOVPYEeT POoCT mTaMMa TpudKOB, OTHOCAMMUXCS kK pony Candida B
KOHIeHTpalun HUXe, ueM cyMMa KOHIeHTpaluui BeH3UOTaMHa u
AHTUMMKOTHUKA-MMMUIA30Ja, [IPUMEeHIeMOT'0 OTIOeJIbHO IJIS TOoTO Xe MTaMMa
IOJIsS  IIOJIYUEeHMS  aHaJIOTMUHOTO  MHIUOUMPOBAHMUA. OpyruMmy  CJIOBaMM,
CUHepITHUeCcKu »0dekT o3HauaeT, UYUTO KoMOMHalLMa OeH3uIaMMHa U
MMMOAa30Jla-aHTUMUKOTUKA ABJIAeTCcaS 20PeKTUMBHOM B oka3zaHuM 0oJiee ueM
aIOIMTUBHOTO »ddPeKTa KaXIOoI'o KOMIIOHeHTa OOHOTO M TOTO Xe MmMTaMMma .

CMHepIM3M OIpenesjleH B JaHHOM JOKyMeHTe B (QopMe MHIEKCa
bpakKLUMOHHOM MHTUOMpYWIMEeM KoHUeHTpauuu (FIC), koTopas SABJISeTCH
CYMMOM FIC OTOeJIbHHX npenapaTos, IPUMeH I eMBIX B Kaxgom
kKoMOMHalLMM, KakK oIoMcaHo B Meletiadis J. et al., Antibacterial
Agents and Chemotherapy, Feb. 2010, p. 602-609. B CcTporo Hay4YHOM
Y [OpellouTHUTEeJILHOM OolIpelelJIeHuM, TepMMH CHHEepTU3M oldpelesiseTcd
mHoexkcoM FIC w™Menpme 0,5, Hanpumep, korma 50% wMHIMOMpOBaHME
IoJydanT OT KOMOMHAIIMM OIHOM UeTBepTOM WMJIM MeHblle KOHIeHTpalluu
Kaxgoro IOpenapaTa, HeOoOXOIMMOM IJIA OOCTWXeHMS Toro Xe 20bekxTa,

UTOo IIpM OTHOEeJIEHOM IIPVMMEHEHNVNM (HaanMep, MMHVMAaJIbHOM I/IHI‘I/I@I/IpyIOH_[eﬁ



KoHIeHTpauuu (MIC) kaxmoro nOpenapatTa). MHmexkc FIC, paBumm 0,5, B
IOaHHOM Y3KOM CMECJE, O3HauvaeT aIIUTMBHYKLD peakuuo. B  0Oojiee
IMPOKOM CMHCJIe, I[IPpMMeHseMble IJIS lLejied, OoIpeleJIeHHEIX B IaHHOM
OOKYMEHTe, CUHEPTHUUYECKU 20beKTUBHLEE KoJIMUuecTBa OTIpeleJIEHH
mHoexkcoM FIC wmMenpme 1,0, Hanpumep, korma 50% wMHIMOMpOBaHME
mojlyyaeTcss OT KOMOMHALUMM  IIOJIOBUHE MJIM MeHbIle MIC KaXxOoIo
nperiapaTa. Mumexc FIC, paBHEmr 1,0, B IOaHHOM VY3KOM CMEICJIE,
O3HauvaeT aIlIUTHMBHYID peakluo. B paMkax »OaHHOT'O TecTa, MOXHO
COCTaBUTE M3000JIOTPAMMEL M3 KPUBHX 3aBUCUMOCTM Ho3a-30dbeKT moJsd
Pa3JMUYHEIX KOMOMHaluuM¥ OeH3uIaMMHa WM aHTUMUMKOTHMKA-MMMIA30Jla B
KaXxIOoM ITaMMe, C CHUHEepIM3MOM, OTMEUEeHHEIM TOuKaMM HIXKe JIMHUM, IOe
JMHUA coenuHaeT MHIekc FIC, paBHEM 1 »njaa OeH3MOaMMHa C MHIOEKCOM
FIC, PaBHEIM 1 OJId AHTUMMKOTUKA-UMUIA30JIa . IaHHBEM CTaHImapT
I03BOJIAET onpeneuTb MIC @OJsS TeCTHUPYEMHBX KoMOMHalMM, UTOOH
onpenennTts MIC KaXOOT'O KOMIIOHEHTa, KOTOPOMYy HeOOXOIOMMO IIOJIYUMTH
CUHEPIUUECKYK CMeChb. TOUHOe KOJUUEeCTBO 3aBUCUT, HallpuMep, OT
KOHKPEeTHOT'O WMTaMMa .

B HacToAmeM ONMCaAaHUM M B cJlenywomeyr dopmyJse wu300peTeHUd,
omnpeleJjieHMUE KUMMIOA30JI-aHTUMVKO THK» O3HauaeT IIPOTUBOTPUDKOBEIE
AKTUBHEE UHITPEeOVeHTH, comepxamue KOJIBIIO MMM IIa30J1a B X
XVMUUECKOM CTPYKTYPE.

[IpennouyTuTeJILHO, bapmMaleBTHUUECKAS KOMITO3ULM A COTJIaCHO
HacToAmEeMYy M300peTeHMID COIepXuT OeH3MIaMMH B KOJMUeCTBe II0 Macce
or 0,001 wMacc.% @mo 1 w™Macc.$%, ©OoJjee mnpexmpmnoutmuTesbHo oT 0,05
Macc.% mo 0,5 Macc.%, m eme 0OoJjiee npennourureasHo oT 0,08 Macc.$%
oo 0,2 Macc.%.

[IpednouyTUTEJILHO, bapmMalleBTUUECKAS KOMITO3ULIU A COTJIaCHO
HacTOAmMEMY MW300peTeHUKD COIEePXUT WMMUIA30JI-aHTUMUKOTUK, WJIM €TI0
COJIb B KOJIMUeCcTRE oT 0,01 Macc.% oo 4 Macc. %, BoJiee
nopenrnoururessrHo or 0,1 wmacc.% @»mo 2 Macc.% U elle BDoJiee
npennourmurespHo or 0,5 mMacc.% mo 1,5 macc.$.

MpednouyTUTEeJILHO, bapmMalleBTUUECKASA KOMIIO 3ULIU A COTJIaCHO
HacTOAmMEMY M300peTeHMD MpelHa3HadueHa OJIS MEeCTHOT'O IIPMMEeHEeHWS.

MpednouyTUTEeJILHO, bapmMalleBTUUECKASA KOMIIO 3ULIU A COTJIaCHO
HaCTOAIEMY n300peTeHn IpUTOTOBJIEHA B BHUIE IIOOX OIS

JO3SMPOBAHHEIX (]_)OpM, TakKMX KakK KpeMel, Mas3mnr, JIOCBOHE, TI'€JI1M, II€HH,



CYIIIO3UTOPUM, CYINIO3UTOPUN IPOJIOHTUPOBAHHOTO BEICBOOOXIEeHNI,
opemnapaTs OJS8  BaTMHAaJBLHOTO CIOPpMHIIEBAHMSA WMJIM  PAaCTBOPH  OJ4
HApPyXHOTO IIPMMEeHEeHUS.

BoJee NIpennouyTUTEeJIbHO, yvKasaHHOM OO3UPOBAHHOM bopmon
aBJIgeTCSH KpewM, Mashb, JIOCLOH, mpernapartT oJisa BaIrMHAJILHOTO
CIPMHIIEBAHMA WMJIM PacTBOP OJIS HapyXHOT'O IpMMeHeHMUd.

Eme ©6oJlee TMIpPeOnouyTUTENIBHO, YKa3aHHOM »OO3UMPOBAHHOM (QOPMOM
ABJISEeTCA KpeM MM OpenapaT IJS BarMHaJbLHOTO CIPMHIEBaHMA.

@apMaHeBTquCKM HpMeMﬂeMHﬁ DKCLUUIIMEHT MOXeT OHTH BH@paH nx

TPYIIIIH, comepxamen : cMATYaplye cpelcTea, 3aTyCTUTENN,
KOHCEepPBaHTH, CTadbuiIn3aToOpPH], MIOBEPXHOCTHO-aKTUBHEE BelleCcTBa,
OybepHEe PacTBOPEHL, CoJn oJisa peryamMpoBaHmUAa OCMOTHUUECKOTO

OaBJIeHMsa, D5MyJIbTaTOpPEl M T.II.

[lpennouTmuTeJIbHO, bapmMalleBTHUUECKASA KOMITO3ULU A COTJIaCcHO
HacTodleMy M300peTeHMI CONEPXUT OOUH WM HECKOJIBKO 5SMYyJIEIaTOpOB,
MMeKmMxX IokazaTeJis HLB B 1mmanasoHe oT 6 mo 9 ¥ OOMH WK
HECKOJIBKO 5BMyJbIaTOpOB, MMeKIMX IIoKa3aTeJsib HLB B 1OuanasoHe OT
BoJypme 9 mo 12.

SMyJIbTaTopaMr, MMeKnMMM IokaszsaTeJb HLB B Omana3oHe OT 6 1o
9, TNOPUIOOHHMM HIJIS HACTOAmMEeIo Mu300peTeHusa, [ABJAKTCSI, HaIpUMep,
LeTeapPUJIOBEM  CIUPT, neTteaper—-20, NOJIUTJIMLePUII- 3—-OIUn30CcTeaparT,
cMeck copbuTaHa CTeapaTa M KokoaTa caxapos3H, IIST'-4 §nuiaypart,
MeTUMJITJIOKO3H CeCKBUCTeapaT, Jdaypuiln-2, Jaypwui-3, II83I'-8 1»uoJiear,
NOJIUTJIMLIepUII- 5—OomoJieaT, HaTpuAa CcTeapoWJLJIaKTUJIAaT, copbuTaHa
JayparT, JaypouJsl MaKpoToJi—-6 Tumlepune, I[I81'-40 copbuTaHa I[epoJieaT,
NOJIMTJIMLIEPMII-3 CTeapaT, NOJIUIJIMLEePpWII-2 JayparT.

SMyJIbTaTopaMu, MMeIMM/  I[IOKa3aTeJib HLB B OMamnasoHe OT
Boypme 9 pmo 12, MOPUIOOHBEIMM OJIS HaCTOAmMeIo M300peTeHMsa, SBJIAOTCH,
HallpuMep  Jaypui-4, Is1r-17 TJIMLEPUIIKOKOAT, [I57'-20  MMHOAJILHEE
TJIMLEPUIOE, NOJIUIJIMLEPWUJI-3 OajdbMuUTaT, I[I87'-25 IUMOPOTeHUM3UPOBaHHOE
KacTopoOBOEe MacJio, CcTeapaMMl, CMeChb IJMlepucTeapaTra u I[I31'-100
cTeapaTa, nojmcopdarT 85, nsr-17 oJIMBAaT, LIeTeapUITJIMKO3UI,
IeTEeapPUJIOJIMBAT, TN EPUIIMOHOCTEapaT, noJymnyaniepmii—10
IoIVM30CTeapaT, IoJucopbar 85, nomrimnuepusi-5 oJieat, II3I'-8 oJjearT,
ML epuJICTeapara LuTparT, [I57'-7 1DaniepuiIKokoaT, MOJIUTJINILEPUII— 3

MeTWJITJIDKOI3E OMCTeapaT.



KoHkpeTHO, IpPennouyTUTeJIbHEMU SMYJILTaTopaMiA, VIMEIOMMMI
okasaTeyib HLB B 1OImamal30oHe oT ©Oojipme 9 pmo 12, garjagiorca Tefose
63, cmMeck IIBT'-6 u II37'-32 najJpMMTOCTeapaTa M IJIMKOJIA CcTeapaTa, WU
Gelot 64, cMeck TUIMIIEPOJIMOHOCTeapaTa u I[I3I'-75 cTeapaTa, o00a
npomseoncTea Gattefossé SAS, France.

KoHKpeTHO, IpPennouTUTeJIbHEMU SMYJIbTaTopaMH, VIMEIOMMMMI
nokaszareJib HLB B 1Omanasz3oHe oT 6 pmo 9, 4gaBJjdawrcg Labrafil M2130CS,
CMeChb JaypouJl MaKpoToJI-6 TIumlepunoB, u Labrafil M1944CS, cwMmech
0JIeEOMJI TMOJMOKCMJI-6 TITJIMLEepuIoB, o6a npomu3BoncTBa Gattefossé SAS,
France.

[IpuBeleHHHE »OaJiee IMIPUMEPH OpelHa3HaueHH OJI4 IOIIOJIHMTEJILHOM
WILJIIOC TP alum HaCTOAMET O n300peTeHNUs, B TO xe BpeMsa He
OTpPaHNYMBAaKT eTo.

[TPUME PEI

Ilesqlblo TEeCTOB, OIMCAaHHEX B IOpuMepax 1-5, 4BJgeTCs OLleHKa
OYHTUIMOHOM  aKTUMBHOCTM  1n vitro xoMOuHaUuUM  OeH3UIaMMHa U
MMMOA30Jla-aHTUMMKOTHUKAa I[POTMB MTaMMOB I'PUMOKOB, OTHOCANMXCH K
pony Candida.

[Ipumep 1

1.1 IlpuroToRJIeHMEe TPUOKOBEIX MTAaMMOB

[T aMMBL Candida, XpaHAmmecsd npu TeMIlepaType -80°C,
PasMoOpO3MIM WM IIOCedaJM Ha OUTaTeJbHYKD cpeny ClIA, u Jajee
MCIIOJILB30BAJIM BTOPYID CYOKYJILTYPY. 3aTeM IOIPUTOTOBUIIM CYCIIEH3UU
mTaMMOB Candida cienywomuMm oOpasoM.

10 M3 pacTBOpa XJopuIa HaTpusa HOoMecTuaIru B 50 MI OpoOUPKY
bvpMel Falcon ¢ 5 I' CTeKJIAHHHX IIapuMkKoB. I[leTJiio OJIS I[IoCeBa KJIEeTOK
KOJIOHMM BTOPOM CYOKYJILTYPH IIepeMeCcTMJIM B PacTBOP XJopuIa HaTpusd
M CYCIHeHOIVPOBaJIM PacTUpaHMeM IeTJIM O BJIaXHYI CTeHKY NIPpOOUPKM OJId
OTHOeJIeHUSA KJIeTOK. IIpoBupKy 3aTeM BCTPAXMBAJIM B TedeHre 3 MUHYT,
IpUMEeHSI S MexXaHUUeCKUM BCTPAXUBATEJD.

Uuciio KJEeTOK B CyCIeHs3suu moBeym ¢ 1,5x10% mo 5,0x10°
KOJIOHMeOOpas3yIIuX  €OUHUIL (KOE) /Mi1, TIpMMeHSsS PacTBOp XJopuia
HaTpMsda, COIJIaCHO cTaHmapTy Mc Farland standard No.0.5 m cumMTHBasA
OTITUYECKYI ILJIOTHOCTE Ipu 550 HM.

IOisa nomcueTa TNIPUTOTOBUIM Cepui pas3BeneHum 1:10, #OpuMeHsas



pacTeop XJIOpMUIa HaTpud OJd nojydedus 104 um 107° pasBemeHun

CYCIIeH3U M. OBpazel] B 100 MKJI KaXIoT'o pas3BeleHUd rocesaim

[MOBEPXHOCTHEIM METOIOM ¥ MHKyOupoBanmm npu 37°C B TeueHme 48 UyacoB.
UMcJio KOJIOHMM TIOOCUMTAaJ M IIPM BM3YyaJIbHOM OCMOTpe U YCTaHOBWIIN,
UTO ILJIOTHOCTEL KJIETOK COOTBETCTBYEeT HeOoOXOOMMOMY IMalla30HY.

1.2 Cnnoco6 paszpeleHMI B arape

MeTommka OwJla Ta Xe, uYuTo B R. Moody et al., «In Vitro
Activities of Miconazole, Miconazole Nitrate, and Ketokonazole
Alone wu Combined with Rifampin against Candida spp. and
Torulopsis glabrata Recovered from Cancer Patients.»,
Antimicrobial Agents and Chemotherapy: 1980, 17, 871-875.

1.2.1 IpUTIOTORJIEHME PACTBOPOBR AKTHBHEX MHIPEOMEHTOB

BeUIM T[pMMeHeHH CTaHIOapTHEEe dYamky IleTpu (ouamMeTp 92 MM X
BHCOTa 16 wMM) . Ilocyle HaJMBa arlapa dallkaM »OaJld OCTHTE M 3aTeM
cpaszy OPUMEeHWJIN .

(A) PacTBOpPH, IpUMeHeHHBle Jid BeUMcJeHMda MIC  aKTUBHEIX
VMHTPEOVEHTOB, IPUIOTOBMJIM, KakK OINMCAHO IaJjiee B IOOKYMeHTe.

OKoHa30JIa HUTpaT M MMKOHAa30Ja HUTPpAaT KaxXOell PacTBOPUIM B
100% guMmeTmcyJIbdokcume (DMSO) nmo koHUeHTpauum B 5,0 aKTUBHOTO
npernapaTa Ha MJI. 3aTeM, OPUTOTOBUIM CepHuio pasBemeHun 1:2 B DMSO,
OO KOHUeHTpauut ot 5,0 mr/mia mo 0,078 wmr/mia. 0,250 MII KaxmoTo
pacTBOpa SKOHAa30Jla MIM MMKOHAa30Jla HUTpaTa nobaBuiam k 24,75 M
(1:100 pasBemeHMe) XMOKOTO arapa Cabypo (Difco Laboratoires,
Detroit, Mich), nepememanay, " HaJlWJIM B CTaHOAPTHHE yYamky IleTpwH,
OO OKOHUATEeJILHOM KOHUeHTpauuu oT 50 Mxr/mi mo 0,78 MKID/MII.

BeusumaMrH PacTBOPMJIM B BOOe OO KOHIeHTpauuu 12,5 MID/MiI.
3aTeM, IOIPUITOTOBUJIM CepUi0 pasBeleHMM 1:2 B BOIe, IO KOHIEeHTpaluM
or 12,5 mr/min pmo 1,56 mMr/mMi. 1 MJI KaxOoTo pacTBopa OeH3uIaMMUHA
noGaBuim k24 M (1:25 pas3BemeHMe) XMIOKOTOo arapa Cabypo,
IepeMemalv, U HaJWJIXM B CTaHOAPTHHEE UYamky IleTpu, IO OKOHUATEJILHOMU
KoHIleHTpauun oT 0,5 mMr/mMi mo 00,0625 mMr/MiI.

B kxauecTBe IIOJIOXUTEJILHOM KOHTPOJLHOM TIIpoOH, AMbpoTepHIMH B
n3 06as30BOTO pacTBopa B 1600 MxT/Mi pas3Beau B DMSO 1O pacTBOPOB,
VMMermMx  KOoHIeHTpauuu oT 50 MxT/MiI Do 6,25 MKD/MII. IaHHEIE

pacTBOpPE pasz3Besu B npornopumm 1:100 B arape Cabypo, [epeMemaar u



HaJlWJIM B CTaHIapTHYI dYamky IleTpM, OO OKOHUATEJLHOM KOHIEeHTpalluu
or 0,5 Mxr/Mi go 00,0625 Mxr/mMi.

OrTpuuaTesIbHEE KOHTPOJIBHEIE TNIPOOB  BOIH, DMSO w® BOIOH+DMSO
BKJIOUMIIM B BDKCIEPVMEHT.

(B) His V3y4deHNd CUHepTIU3Ma, IOOIIOJIHUTEJIb HEE PacTBOPEH
DKOHa30Jla M MMKOHAa30Jla HUTpaTa, MMeKlue KOHUeHTpauuu oT 2,5
mMr/Mn nmo 0,098 wmr/min npuroToBuM M B DMSO, C cepuer pa3BemeHun
1:2, kak packpeTO B HIaparpade 1.2.1(A).

Takxe, OOIIOJIHUT eJIbHEE PaCcTBOPEL OeH3UIaMmMHa, VIMenIMe
KOHIIeHTpauunu oT 6,25 Mmr/min mo 1,56 MI/mMiI OPpUTOTOBUMIIM B BOIE, C
cepuey paszBeleHMM 1:2, KaK pacKpeTOo B Haparpade 1.2.1(A). Kpowme
TOT'O, pacTBop OeH3MIaMMHa C KOHILEeHTpauuen 6,25 MI'/MI pas3Belu B
npomnopunmu  1:1,43 B BoOHme, UYTOOH OpMOATh pPacCTBOPY OeH3MIaMMHA
3HaueHMe KOHUeHTpauuu 4,37 MT/MiI.

BaTreMm, 0,250 MI KaxZoro pacTBOpa SKOHAas30Jla WMJIM MMKOHAa30Ja
HuTpaTa M 1 MJI KaXOoI'0O pacTeopa OeH3MIaMMHa HobaBuim K 23, 750 M
XMOKOTO arapa Cadypo (Difco Laboratoires, Detroit, Mich),
IepeMellaji¥ M HaJuJIM B CTaHODapTHYKD uYamky IleTpu, TeM CcaMbM IIOJIyUUB
B pesylbTaTe KOHIEeHTpalMM SKoHas3o0Jla WIM MMKOHAasoJla OT 25 MKI'/MII
no 0,098 wmrr/Myi m Oe”smupmammHa oT 0,25 mMr/min mo 0,0625 mr/Min u
0,175 Mmr/MII.

1.2.2 TecT Ha UYBCTBUTEJILHOCTDL

(A) IOna BeHUMcIJeHMS MIC HOBEPXHOCTH KaXIoM CTaHIAPTHOM UYallkM
IleTpr, NOPUTOTOBRJIEHHOM, Kak OIMCaHO B mHaparpade 1.2.1(A), 3acedau
YeTHpbMA OaTHaMu (20 MKIJI oBbeMa I[IOCEBHOTO MaTepHuala) CYCIeH3UuM
mTaMMOB Candida, HOPpUTOTOBJIEHHEMM, KakK OIMCAaHO B Haparpade 1.1.

TecTupyeMee CYCIIeH3MM, I[IOCESdHHEIE B CTaHIAPTHYK YalmKy IleTpu
c aMPOTEePULIMHOM B, IPVMeHWIIN B KauecTBe IOJIOXUTEJILHOM
KOHTPOJILHOM MNPOOH.

TecTupyeMee CYCIIeH3MM, I[IOCESHHEE B CTaHIAPTHYK dYallky IleTpu
Oe3 IpernapaToB, HO colepxalywn Bony, DMSO m Bomy+DMSO, NOPpUMEeHWUIIN
B KauyeCTBe OTpHUIATEJIbHEX KOHTPOJIBHEX IIpPo0.

Bce uamku IleTpu MHKyOupoBanm npu 35°C B Teuenme 48 uyacos.

(B) IO M3y4YeHMS CHUHepTM3Ma, I[IOBEePXHOCTL KaXIoM  UallKM

[leTpr, NOPUIOTOBJIEHHYK, KaK ONMCaHO B naparpade 1.2.1(B), 3acednu
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YeTHpPbMA OaTHaMu (20 MKJI of8beMa I[IOCEBHOTO MaTepuala) CyCIeH3UM

mTaMMOB Candida, NPUIOTOBJIEHHBIMM, KakK OIMCAaHO B Hnaparpade 1.1, u

UHKYOUpoBaau npu 35°C B TeueHme 48 uyacos.

1.3 Cnoco® pa3BeneHUa B XUIOKOM NUTATeJILHOM cpene

MeTommka, HOpMMeHseMasd IJs crnocoba pas3sBeleHMs B XUIKOU
oMTaTeJIbHOM cpelle, ObJla IMIOXOXa Ha PacCKPHTY B «EUCAST Definitive
Document EDef 7.1: method for the determination of broth
dilution MICs of antifungal agents for fermentative yeasts»
(Clin Microbiol Infect 2008; 14: 398-408).

1.3.1 IpUTIOTORJIEHNE PACTBOPOB aKTUBHHX MHIPEIMEHTOB

(A) PacTBOpPH, [IpMMeHEeHHEe I1JId BHUMCIJIeHud MIC AKTUBHEIX
MHTPEeOVNEHTOB, NPUTOTOBUIIM, KaK OIMCAaHO »Oajiee B IOKYyMEHTe.

9KxoHa30Jla HUTPpAT U MMUKOHAa30Jla HUTPAT, KaXIHM pacTBOPUIM B
100% mmMmeTwmJicyabdorcume (DMSO) 1no koHueHTpaummt 10,0 MI' aKTMBHOTO
IpellapaTa Ha MJI. 3aTeM, IPUTOTOBUIIM Cepuid pas3bBeneHun 1:2 B DMSO,

0o KoHUeHTpauurt or 10,0 wMmr/mia mo 0,078 wMr/miu. [JaHHHE pPacTBOPH

IOMOJIHUTEJIbHEE pas3Besy B Iponopuuu 1:100 B RPMI-1640 (GiBCO®,
Life Technologies), comepxameM 2%  ITJIOKO3Y, 3- (N-MOPQOJIMHO)
IPONaHCyJIEPOHOBYIO KMCJIOTY (MOPS, SIGMA) Bes NaHCOs;, oo
OKOHUATEeJILHOM KOoHIeHTpauuu oT 100 Mxr/mMi mo 0,78 MKI/MII.
KimorpuMaszsoJjia HUTpaT pacTeopuiim B 1003 OuMeTUIICYJIBOOKCUIE
(DMSO) po koHUeHTpauum 1,250 MI' akTMBHOT'O IIpelapaTa Ha M. 3areMm
IPUTOTOBUIIM CepMrilo pa3BemeHur 1:2 B DMSO, @OO KOHIEHTpalui oOT

1,250 wmr/mMn pmo 0,0196 wmr/mia. [JaHHEE PaACTBOPH  OOIOJIHUTEJILHO

pa3zBeu B IPOIIOPLUN 1:100 B RPMI-1640 (G1iBCO®, Life
Technologies), comepxaleM 2% TJIDKO3Y, 3- (N-MOpQOJIMHO)
IPONaHCyJIEPOHOBYIO KMCJIOTY (MOPS, SIGMA) Bes NaHCOs, oo

OKOHUATEJILHOM KOHILeHTpauuu oT 12,50 mMxr/Mi mo 0,196 MkT/MII.
diIykKOHasz0Jla HUTpaT pacTeopwin B 100% [OuMeTUIICYJIBQOKCHUIE
(DMSO) @mo koHUeHTpaumuy 5,0 MI' akKTMBHOT'O IIpellapaTa Ha MI. 3aTeMm
OPUTOTOBUIIM CepHuil pas3BeleHuyr 1:2 B DMSO, I»no KOHUeHTpauun oT 5,0
Mr/Mi1 mo 0,3125 wMmr/mi. JaHHEE pPacTBOPH HOOIOJIHUTEJILHO pPa3BesiM B
[IPOIIOPLUN 1:100 B RPMI-1640 (GiBCO®, Life Technologies),
comepxameM 2% TUIDKO3y, 3— (N-MOP®OJIMHO) IMIPOMNaHCYJIbOOHOBYK KUCIIOTY

(MOPS, SIGMA) ©0es NaHCO;, OO OKOHUATEeJBbHOM KOHIeHTpauuu oT 50
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MKID/MJI Do 3,125 mMrrD/MIiI.

BeH3yOaMyMH pPacTBOPWJIM B BOJe IO KOHUeHTpauuu 25 Mr/Mi.
3aTeM NPUTOTOBWUIIM CepMI pas3BeleHMM 1:2 B BOOe, IO KOHIEeHTpaluun
or 25 mr/Min pmo 3,125 mMr/mui. 1 MJI KaxmoTro pacTBopa nofaBuiam kK 24
MJI (1:25 paszBeneHue) RPMI-1640 (G1iBCO®, Life Technologies)
comepxamero 2% TJIIOKO3Y, 3— (N-MOp@OJIMHO) IPOIaHCyJIE QOHOBYIO
KucyjoTry (MOPS, SIGMA) ©6es NaHCOs3;, OO OKOHUATEJBLHOM KOHIEHTpaluM
or 1 mr/mi mpo 0,125 Mr/mMil.

B kauecTBe TIIOJIOXUTEJILHOM KOHTPOJIBHOM NpoOH, AmMboTepulIMH B
u3 0as30BOTO pacTeopa B 1600 MKID/MiI pa3Bejgu B DMSO OO pacTBOPOB,
UMenmyx KoHIeHTpaluuy oT 200 Mxr/miu nmo 50 Mrr/mi. JaHHBE pacTBOPH
pasBesu B nOpomnopuum 1:100 B RPMI-1640 (GiBCO®, Life Technology),
comepxameM 2% ITJIOKO3Yy, 3— (N-MOPQOJIMHO) TMpPONaHCYJbOOHOBYH KUCIIOTY
(MOPS, SIGMA) ©6e3 NaHCOs;, @»O KOHUeHTpauut oT 2 MKr/mMia pgo 0,5
MKT'/MJI.

OTpHuLaTeJIbHEE KOHTPOJIbHEIE IIpoOE BOOE, DMSO u BOOe+DMSO
BKJIOUUIIM B DKCIIEPUMEHT .

(B) Ons  m3yyeHUd CHUHepI¥r3Ma, IOOTIOJIHUTEJILHEE  PacCTBOPEH
BKOHA30Ja, MMKOHAa30Ja, KJIOTpUMaszoJa ¥  (QJIyKoHas3oJja HuTpara,
uMenmre KoHlleHTpaury oT 100 mMxr/mi mo 0,049 MKD/MJI OPUTOTOBUIIM B
RPMI-1640, kak packpeTO B Haparpade 1.3.1(A).

Taxkxe, OOIIOJIHUTEJIb HEE PacTBOPH OeH3MIOaMMHa, MMenme
KOHIleHTpauuru oT 1 wmMr/Mia mo 0,25 Mr/mMiI OpUroToBMIIM B RPMI-1640),
KaK  PacCKpPHTO B naparpade 1.3.1(A). Kpowme TOTO, PacTBOP
feH3MODaMMHa C KOHIeHTpalmer 1 MI/MJI  [OONOJIHMTEJBHO pPas3Bel B
nponopuuy 1:1,43 ¢ RPMI-1640 mo koHleHTpauvyu 0,7 Mr/mi.

1.3.2 TecT Ha UYBCTBUTEJILHOCTDL

BrulM HOpMMeHEeHE 4YallkyM C MUMKpOopasBeOeHMeM, colepXalye JIYHKU C
HOMMHAJILHOM eMKOCTLI OkoJIO 300 MKJI/JIYHKY .

CycrneHsuy mTaMMOB Candida, TIpUTOTOBJIEHHHE, KakK OIMCaHO B
naparpade 1.1, BHpacTUIM Ha arapoBoM cpene Cabypo SDA (0Oxoid).
KojijoHnu paszeesin B docdbaTHOM Oydepe pacTeopa xJjopuna HaTpusa (PBS)
U CYCIEeH3MU OOBEJIM OO OPpUOIU3UTesbHO 1-5x10° KOE/MiI, npumMeHas Mc
Farland 0.5 cTaHOapT M CUMTHBAaA OITHUUECKYK I[LJIOTHOCTE Ipu 550 HM.

CTaH,HapTHBIﬁ IIOCEeBHOM MaTepHraJl IIPpUI'OTOBMIIM CYCIIEHIVMPOBaAHMEM
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OTHEeJILHHX KOJIOHUM M3 BTOpOM CyOKyJILTYPH mTaMMoB Candida, dUYTOOH
[IOJIYYUTE OITHUUECKYK ILJIOTHOCTL, CXOOHYK CO cCcTaHIapToM MakdapJsaHna
0,5 (okosio 1-5x10° KOE/mu) .

(A) Hiisa BEIUMCJIEHUA MIC, IPUTOTOBUIIN yalku C
MMKpOpas3BedeHMeM, COIepXaluM B KaxIoM JyHKe 100 MKJI KaXOoTo
pacTeopa AaKTHBHEX  MHIPEOMEeHTOB, IIOJIYUEeHHBEIX KaK  OIIMCaHO B
naparpade 1.3.1(A). JlyHku 3aTeM 3acedyu 100 MKJI CYCIeH3MM IITaMMa
Candida, MOJYyYeHHOM KaK PACKPHITO BHIe, comepxamer 1-5x10° KOE/miI.

B kaxmoy JIyHKe, OKOHUaTeJlbHasd IJIOTHOCTHL IIOCEBHOTO MaTepuala
n OKOHUAaTeJIbHad KOHLeHTpaluunsa aKTUBHEBIX VHIPEeOUEeHTOB OrLIa

I[IOJIOBMHOM HpMMeHeHHOﬁ (HaanMep, OKOHUaTeJIEHa#Ad IIJIOTHOCTB

[IOCEeBHOTO  MaTepuasa OrLLIa 0,5-2,5x10° KOE/mi, KOHLeHTpalus
SKOHasz0Jla M MMKOHasoJla Owyla oT 50 wMxr/Mmia mo 0,39 wMxr/mi,
KOHIEHTpaluMsa KJIOTpMMasoJja Owjla oT 6,25 Mmxr/Mmiu mo 0,098 wMxr/mi,
KOHILeHTpaumusa ¢JaykKoHasoja Owuia oT 50 wMrr/mia mo 3,125 MKD/MI u
KOHIeHTpaumusa OeHsupmaMmuHa Owula oT 0,5 mr/mi mo 0,0625 mr/Mi) .

JIlyHKM, cozmepxamue 100 MrJg ampoTepmumHa B, 3acegHHoro c 100
MKJI TOM Xe cycHeHsum Candida, OPUMMEHMJIM B KadeCTBe IIOJIOXMUTEJIbLHOM
KOHTPOJILHOM IPOOH.

JIyHKI, comepxamme 100 w™MKJ BOIH, DMSO w® BOOH+DMSO U
CTepuJILHOM’, He comepxaley  JieKapCTBEHHEX npernapaToB cpent,
sacesaym ¢ 100 MKJ TOM Xe cychneHsum Candida, HNPpUMMeHMJIM B KadecCcTBe
OTPULIATEJILHOM KOHTPOJILHOM IIPOOH.

Yamky C MHUKpoOpa3BeleHMEeM MHKYyOUMpPOBAJM B TeueHMe 48 uYacoB
npu 35°C.

(B) Ois M3yUeHN S CUHepIu3Ma, IIPUTOTOBUJIN YanmKy c
MUKpOpas3BeldeHMeM, coIepXxanme B KaxmgoM JyHkKe 50 MKJI KaXOIoro
pacTBOpa HSKOHaBk0Jla M MMKOHasz3oJla M 50 MKJ KaxXmoro pacTBopa
feH3MIaMMHa, IIOJYUYeHHOTO KaK pacKpHTo B naparpade 1.3.1(B).
BaTeM, JYHKM 3acedanu ¢ 100 mra 1-5x10° KOE/mMnn cychnedHsum Candida.
B xaxmo¥ JIyHKe, OKOHUAaTeJIbHafd ILJIOTHOCTL IIOCEeBHOTO MaTepuala Oblla
IIOJIOBMHOM VCIIOJIL 30BAHHOM (HanmpuMep, 0,5-2,5x10° KOE /mi1) "
OKOHUATeJIbHAafA KOHIUEeHTpalMa aKTUMBHHX MWHTPeIMeHTOBR ObJla UYeTBepTOoM
JacThio IpUMeHeHHOM (HanpuMep, KOHIeHTpallnA 2KOHAa30JIa u

MMKOHa30Jla Owula oT 25 wMxr/mMia pmo 0,098 wMKD/MI, KOHLEHTpaluUd
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KJIoTpuMasoJla Omuia oT 0,78 wMxr/Mia mo 0,049 MKT/MJI, KOHLEHTpalud
dIyKOHaszoJla Owjla oT 25 MKT/MI mo 3,125 MKD/MI ¥ KOHLUEeHTpalud
BeHsumgaMmHa Owpuia oT 0,25 mr/mi mo 0,00625 mr/Mmi m 0,175 mMr/MiT) .

YJamky C MHUKpoOpasBeldeHMeM MWHKYOUpPOBaJIM B TeueHMe 48 Uacos
npu 35°C.

1.4 Brumncienme MIC

CamMasa HM3Kasd KOHIIeHTpalusd IpelapaTa, IPOM3BOIOAMAS IIOJIHOEe
UMHTUOMPOBaHMEe POCTa IJA OIpeleljIeHHHX mTaMMOoB Candida, cumMTaeTcs
MMHMMAJILEHOM MHIMOMpYmel KOoHUeHTpauuy (MIC) mJjd mTaMmda.

BHaueHMe MIC nnsa C. lusitaniae ATCC® 34449 nojgyumian CIOCOBOM
pasBedeHMS B arape, PaCKPHTHEM B Haparpade 1.2.

BHaueHud MIC mua C.albicans ATCC® MYA-427,C. tropicalis

ATCC® 750, C. albicans ATCC® 10231, m C. albicans ATCC® MYA-574
bIIyKOHAB30JI PEe3UCTEeHTHHX, OBJIM I[IOJIYUeHH CIIOCOOOM pasBeleHUs B
XKUOKOV NUTATEeJLHOM cpelle, PaCKPHTHM B Haparpabde 1.3.

SHaueHUA MIC SKOHAas30Ja HUTpaTa, MMKOHAa30Jia HUTpaTa,
KJIOTpMMaszoJjla HUTpaTa, OGJIyKoHasoJla HUTpaTa M OeH3MOaMMHa IOJI4

TeCTUPYEeMBX mTaMMOB Candida OpuBemeHH B clenyiomer Tabianie 1.

Tabauua 1
MramMmel Candida
C. albicans
C. C. C. C.
AKTHBHEIL ) ) ] ) . . ATCC®
lusitaniae | albicans tropicalis albicans
MHTpeOUueHT MYA-574
ATCC® ATCC® ATCC® ATCC®
dIIYKOHABZ0JI
34449 MYA-427 750 10231
pPeBsMCTEeH THBI
SKOHasoJa
HUTPAT 1,56 25 12,5 25 25
(MKT/MJT)
MukoHasz0J1a
HUTPAT - 25 6,25 6,25 50
(MKT/MJT)
KnorpmMasoia
HUTPAT - - 6,25 0,025 -
(MKT/MJT)
drIyKOHas30JIa
HUTPAT - - 50 3,125 -
(MKT/MJT)
BeHsumamMmH 0,5 0,5 0,5 0,5 0,5
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Mramvel Candida
C. albicans
C. C. C. C.
AKTUBHEIL ] ] ] . . . ATCC®
lusitaniae | albicans tropicalis albicans
MHTPEeOVEeHT MYA-574
ATCC® ATCC® ATCC® ATCC®
dIIYKOHAa B30I
34449 MYA-427 750 10231
PeBMCTEeHTHBI
(MT/MIT)
AMbOTEepPHMLMH
— — — O’ 5 —
B (MxT/M™Mi)
Bonma H/0 H/0 H/O H/o H/o0
DMSO H/0 H/O H/O H/o H/o
Bona+DMSO H/0 H/0 H/0 H/o H/o0
Roma, DMSO n BOoIma+DMSO, IIPMMEeHEeHHEIe B KauecTrBe
oTpMrMuaTeJlbHEIX KOHTPOJIBEHEIX HpO@, IIOKa3aJIn OTCYTCTBUE

UHTUOUPYmeTo 2bbekTa (He obOHapyxeH (H/O).
1.5 CuHepruueckum sdpdexT

OYHIMUIMOHYIO aKTUMBHOCTL KOMOMHaALMM OeH3MIaMMHa M SKOHasoJa

HUTpaTa OLeHUJM, IOIpoTuBonocTaBue C. Jlusitaniae ATCC® 34449 wHa
arape Cabypo, crnocofboM pa3BelOeHUA B al'ape, PacCKpPHTEM B Haparpade
1.2.

CuHepruueckumt sbddexkT KOMOMHALIMM, CcomepxXxamrx OeH3UIaMUH U
SKOHAB0JIa HUTPAT OLEHMJIM BHUMCJIEeHMeM OPaKUMOHHOM MHIMUOMPYIMen
KoHIeHTpauunu (FIC), corjacHo Meletiadis J. et al., Antimicrobial
Agents and Chemotherapy, Feb. 2010, p. 602-609.

SHaueHUA FIC CPpaBHWUIIN NIPOTUBOTPUOKOBYIO aKTVMBHOCTD
KOMOMHaUUMA, comepxamemn OeH3UIaMUH u BDKOHasoJa HUTpAaT c
IPOTUBOTPUOKOBOM AaKTHMBHOCTBLIO KaXIOoT'0 M3 AaKTUBHHX MWHIPEOIMEeHTOB,
IPOTEeCTUPOBAHHEIX OTIOEJILHO.

SHaueHUA FIC nma xoMOuUHalLUM, comepXxammx OeH3uOaMUH U
sKOoHa3o0Jla HUTPAT (FIC xomeunamma bre]) r BBHUNCIMIM IOJIA KaXIOT'o MITaMMa
Candida, HOpMMeHMB CJleOyollee YypaBHeHME:

FIC xomeunamms b+e]=EFLCp) +EFIC o)

Toe:

FICip, ABJIAETCSA bpaKlLMOHHOM VHTUOMpYIOIen KOHIeHTpalren
feH3MIaMMHA OTHOCUTEJIBHO KOHKPEeTHOTO mTaMMa Candida, BHYMCIIEHHOM
Kak OTHomeHre MIC OeH3MIaMMHaA B I[OIPUCYTCTBUM CyO-MIC KoJIUUeCTBa

skoHasoJyia (MIC piey) M oTHesibHO MIC OeHsmpmammHa (MIC,), ClemyoluM
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obpasoM:
MIC (b+ €)
FIC = MIC(D)
FIC(e;, 4ABJAeTca  (QPaKUMOHHOM MHI'MOMPYKIEN  KOHIEHTpaluMeun

SKOHA30Jla B OTHONEHUM KOHKPeTHOTO mTaMMa Candida, BBUMCIIEHHOM,
Kak OTHOIIeHNME MeXxnoy MIC DKOHAa30Ja B IPUCYTCTBUNU cy6-MIC
kosmuecTBa OeHzsmpmammHa (MIC .4 )¥u oTmesbHO MIC skoHaszsojsa (MIC(e),
cllenyommuM ofpasoMm:
MIC (e + b)

FIC .- MIC(e)

CuHepru3M olopelenuiu kak FIC Hmxe 0,5 corylacHo Meletiadis
J. et al., Antimicrobial Agents and Chemotherapy, Feb. 2010, p.
602-609.

Tabiauia 2
KOHIeHTpauus OeH3umaMMHa (MT/MII)
0,25 0,175 0,125 0,0625
HeT HeT HeT P
0,78
pocTa pocTa pocTa
KOHLIeHTpaluMsa HeT HeT HeT -
0,39
BSKOHAa30Ja pocTa pocTa pocTa
HUTpaTa HeT HeT HeT -
0,195
(MKT/MJT) pocTa pocTa pocTa
HeT -
0,098 P P
pocTa
B IpuBeIeHHOM BHIIIE Tabauiie, OyKBa «P» oBo3HavaeT

obHapyXeHHL pocT C. lusitaniae ATCC® 34449,

FIC xoMOMHauuu OeH3MOaMMHa M 5SKoHasz3oJla HUTpaTa (FIC| iousunauns
bte]) BHUMCJIMUIIM C IIOMOWIBI YPaBHEHMA, PaCKPHTOI'O BHIIE:

FIC(,=0,125/0,5=0,25

FIC(;=0,098/1,56=0,0628

FIC xomeumamms bie)=0, 0628+0,25=0,3128

[IpuBeneHHEE BHIIE pPe3yJIETATH IIOoKa3ajM, UYTO KOoTIJa aKTHBHHE
VMHTPpeOVeHTH OeH3MIaMMHa M SKOHAa30Jla HUTpaTa OBUIM CBA3aHEL C CyO-—

MIC KOHLIEeHTpalunMAMNM, HabJmonoajlachk CHUHepI'M4YeCKrad (l)yHI‘I/ILU/I,HHaF[

aKTMBHOCTL, MNPOTUBOINOCTaBJieHHasa C. lusitaniae ATCC® 34449,
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Crenyomme IpUMEPEL oT 2 oo 5 CYMMUPYIOT pPe3yJibTaTH,
IIOJIYUEHHEEe IJIS OPpYyIMX mTaMMOB Candida.

[Ipumep 2

OyHIMUMOHA S aKTVMBHOCTB OeH3UOaMHa n BKOHAa30J1a NI
MMKOHAa30Jla HUTpaTa OLJIM ONpelelileHH OTHOCUTeJIbHO C. Albicans ATCC®
MYA-427 B RPMI-1640 cnocof®oM pasBeOeHMs B IIMUTATeJILHOM cCpele,
PacCKpPHETEIM B Iapalpade 1.3.

PesyJibTaTH OpuBeleHH B Tabiauie 3.

Tabamua 3
KOHIIEHTpalusg
GeHs3umaMrMHa (MI'/MI)
0,125
KOHLleHTpal | 3,12
HeT pocTa
ns 5
SKOHasoJa | 1,56 HeT pocTa
HUTpaTa
78 P
(MKT/MIT) 0/
3,12
HeT pocTa
KOHIIeHTpall 5
nsa
1,56 HeT pocTa
MMKOHAa30J1a
HUTpaTa 0,78 HeT pocTa
(MKT/MJT)
0,39 P

P=o0OHapyXeH pPOCT

[l[pMBeeHHEIEe BHINE HOaHHHE SCHO IIOKa3HBAaKkT, UYTO KOMOMHAaUMA C
feH3MIaMMHOM IIO03BOJIMJIa YMeHbImMTE MIC BKOHa30Jla HuTpaTa C 25
MKI'/MJI, Kak IokasaHo B Tabmmue 1, mo 1,56 wMmxr/mMii, wu  MIC
MMKOHAa30Jla HHUTpaTa ¢ 25 MKDr/MjI, Kak IokasaHo B Tabiuue 1, 1o
0,78 MKIT/MII.

[Mpumep 3

OyHTMUMOHA A aKTMBHOCTB OeH3MIaMVHa n PKOHaszo0Ja VI
MMKOHAa30Jla HUTpaTa, ONpeleJljM OTHOCUTeJbHO C. Tropicalis ATCC®
750 B RPMI-1640, criocoboM pal3BeleHMA B OUTaATeJbLHOW cCpene,
PaCKPHETEM B Iapalpade 1.3.

PesyJsibTaTH OpuBeIeHH B Tabiauie 4.
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Tabamuia 4

KOHIIeHTpalA
BeHRMIaMMHA

(MT/™MIT)

0,175

KOHIEHTPall | 1 5g HeT pocTa

nsa
0,78 P

SKOHAa30Ja

HUTpaTa
0,39 P

(MKT/MJIT)

KOHLIeHTpal] 0,78 HeT pocTa

ns

vuxonasosa | 9739 | F
HUTpaTa 0,19
(MKT'/MIT) 5 F

P=o0OHapyXeH pOCT

[lpMBeeHHEle BHIIEe OaHHBE ACHO I[IOKa3HBAaKlT, UYTO KOMOMHaLMAg C
OeH3MIaMMHOM IIO3BOJIMJIa yMeHbIMTE MIC »KOHaszsoJa HuTpaTa C 12,5
MKI'/MJI, Kak TIokazaHo B Tabmmue 1 pmo 1,56 wMxr/wmi, m MIC
MMKOHa30Jla HUTpaTa ¢ 6,25 MKD/MII, KkKak Iokas3aHo B Tabmiuie 1 1o
0,78 MKIT/MJI.

[Ipumep 3a

OdyHTMUMOHaAA  aKTMBHOCTD fOeH3MOaMMHa W  KJIOTpUMAasoJa WK
biaykoHasoJla HUTpaTa OwmUla OolIpemejieHa oOTHocuTeJsHO C. Tropicalis
ATCC® 750 B RPMI-1640, crnocofom pasBeneHMs B IIMTATeJILHOM cpele,
PaCKpETEIM B IHapalpade 1.3.

PesysneTaTH nOpuBeneHb B Tabjumie 4a.

Tabmmia 4a

KOHIIeHTpalA
BeHRMIaMMHA

(MT/™MIT)

0,175

KOHIIEHTpalu 0,390 HeT pocCTa

A 0,195 HeT pocTa
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KJIOTPMMASOJ | g (098 HeT pocTa
a HHuUTpaTa
(MKT/MJT) 0,043 ;
25 HeT pocTa
KOHIeHTpauu
a 12,5 HeT pocTa
diIyKoHasoJIa
HMUTpAaTa 6,25 HET pocTa
(MKT/MJT)
3,13 P

P=o0OHapyXeH pOCT

[lpMBeIeHHEIe BHIIEe OaHHBE HACHO I[IOKa3HBaKwT, UYTO KOMOMHaUMA
BeH3MIOaMMHa I[103BOJIMJIa yYyMeHbIMTEL MIC KJOTpMMasoja HuUTpaTa oT 6,25
MKI/MJI, Kak IokasaHo Ta6mmue 1 nmo 0,098 wmxr/mi, n MIC
brnyxkoHasojyia HuTpaTa oT 50MKI/MJI, KakK IokasaHo B Tabuuie 1 1o
6,25 MKD/MII.

SuHauvenue FIC @mjma kKoMOMHauuy OeH3MOaMMHa WM KJIOTpMMasoJia
HMUTpaTa (FIC xombunamma btc]) s BEUMCJIEHHOE C IIOMOIEBI YpaBHeHNd,
PacCKpETOTO BHIe, cocTaBujo 0,37.

SHaueHre FIC 1mysa koMOuMHauuMm OeH3umaMMHa U QJIIYKOHAa30Jla
HUTpAaTa (FIC (xomtunaimsa b+f]) 7 BEUMCJIEHHOE C IIOMOUIBID YpaBHeHWUd,
PacCKpETOTO BHIe, cocTaBujo 0,48.

[pumep 4

OyHTMUMOHA A aKTMBHOCTB feH3UMOTaMMHa u BKOHAa30JIa W
MMKOHa30Jla HUTpaTa, BHUMCJIEHHad OTHocuTeybHo C. Albicans ATCC®
10231 B RPMI-1640, cnocoboM pasBeldeHMs B OUTaTeJILHOM cCcpene,
packpeTa B Hapalpade 1.3.

PesyJsibTaTH OpUBeIeHH B Tabiauie 5.

Tabmuua 5
KOHILIeHTpalum4a
OeH3UOaMMHa
(MT/MIT)
0,125
KOHIIeHTpPaAal] 6,25 HeT pocCcTa
nsa
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B3KOHAa30Ja 3,12
HeT pocTa
HUTpaTa 5

(Mrr/Mi) | 56 p

KOHUeHTpaL | 3,12
HeT pocTa
nsa 5

MUKOHA30MIA | 1 5g HeT pocTa

HUTpaTa

P=o0OHapyXeH pOCT

[lpMBeeHHEIe BHIIEe OaHHBE SACHO IIOKa3HBAaKT, UYTO KOMOMHalUug C
OeH3UOaM/MHOM I[I03BOJIMJIa YMeHbIMTE MIC 5BKOHasz3ojJla HuTpaTa C 25
MKI'/MJI, KakK TIokasaHo B Tabmuue 1 nmo 3,125 w~mxro/Mia, wu  MIC
MMKOHAa30Jla HuUTpaTa C 6,25 MKI'/MJI, KakK Iokas3aHo B Tabiuue 1 1o
1,56 MxT/MII.

Ipumep 5

OyHTMUMOHA S aKTUMBHOCTE OeH3MOaMVHa u DKOHAa3z0Ja VI
MMKOHAa30Jla HuTpaTa ObJla olIpenejieHa OTHOCUTEJIbHO  (QJIyKOHa30JI—
pesucreHTHoro C. Albicans ATCC® MYA-574 B RPMI-1640, crnocotoM
paszBeleHNs B IIUTATEJILHOM cpelle, PACKPHTHEM B Iaparpade 1.3.

PesyJsibTaTH OpUBeIeHH B Tabjauie 6.

Tabouila 6
KOHLeHTpauusa OeH3uIaMMHa
(MT/MIT)
0,25 0,125 00,0625
KOHILIEHTpAII
nsa
HeT HeT
»KoHazoJa | 12,5 -
pocTa pocTa
HUTpaTa
(MKT/MJIT)
KOHIEeHTPal HeT HeT HeT
- 25
pocTa pocTa pocTa
MMKOHAa30Jla
HMTpaTa 12.5 HeT HeT _
'
(MKT/MIT) pocTa pocTa

P=o0OHapyXeH pOCT



dapMaleBTUUECKUX

IIpolieHTax IIO0 Macce,

[l[pBeneHHLEIEe BHIIe OaHHEEe 4CHO IIOKa3HBAalT,
OeH3VIaM/MHOM II03BOJIMIIA

MKI'/MJI, Kak IIOKasaHo

12,5 MKT/MII.
Takxe, MIC OeH3UODaMMHa
nokasaHo B Tabaule 0,125 wmr/MII,

sKOHasoJiIoM M mo 00,0625 mr/mi,

[Ipumep 6

Cllenyouasd Tabauia

KOMIIO 3UILIUM

YMEHBIIUTDb
Tabauie

MMKOHAa30Jla HMTpaTa oT b0 wMxr/Mi,

7

COIJIaCHO

(]_)opMe KpeMa IJIA MeCTHOI'O HaHeCeHMA.

SKOHa30JIa

oo

OBJI  YMEHBIIEH

IIOKa3kEBaeT

HaCTOoAlleMy M300peTeHNo

B cJy4yae

yTO KOMOMHAaALMA C

HUTpaTa

MKI'/MJI,

Kak TIoka3aHo B Tabmaumue 1 1o

0,5

B CJiydyae KOMOMHaLUMM C MMKOHA30JIOM.

COoCTaB

Bce 3HaueHMA OBUIM BHpPAaXeHH B

OTHOCUTEJIEHO 0Of0Wero CcolepXaHud IIpelapaTa.

TaBmuua 7

KommuecTBO (% Macc/Macc)
VHTpeOMeHTH Fl F2 F3
[IponuarasiarT 0,1 - 0,1
SIOTA 0,1 - 0,1
Miglyol 812 3 3 -
[TapadmHOBOE - - 3
MacJIo
Compritol 888 - 2 -
ATO
Gelot 64 - 12 -
Tefose 63 18 - 18
Labrafil - - 3
M1944Cs
Labrafil 3 3 -
M2130CS
BeHsumaMmHa 0,12 0,12 0,12
TUOPOXJIOPUD
SKOHa30Ja 1 1 1
HUTPAT
Borna OOCT. 100 100 100

KOJI-BO

KOMOMHaLMUM C
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Miglyol 812: KanpunoBwii/Kamnpuerwswt Tpuriamiepun (Sasol Olefin
& Surfactants GmbH, Germany

Compritol 888ATO: Timnuepuia DereHaT (Gattefossé SAS,
France)

Gelot 64: Cwmech IUmMIepoOJIMOHOCTeapaTa u II3I'-75 cTeapaTa -
HILB 10 (Gattefossé SAS, France)

Tefose 63: II3T'-6 u IIBI'-32 mnajJbMUTOCTeapaTa/IJIMKOJIS CcTeapartT
- HLB 10 (Gattefossé SAS, France)

Labrafil M1944CS: OJeOouMJNOJIMOKCHUII-6 TJyinMuepuae - HLB 9
(Gattefossé SAS, France)

Labrafil M2130CS: JlaypuiMakpoIToJi-6 TJIMLI e PUOEL - HIB
9 (Gattefossé SAS, France)

CocTak kpeMa Fl mnpoTecTupoBaliM Ha OIpeleJieHMe BHCBOOOXIEHUSI
AKTMBHEIX BeEIeCTB Uepe3 BOCEMb YacCOB IIOCJIe HaHeCeHUd.

OKCIepMMEeHTH Ha OUOOY3MOHHHX suelVkax OpaHla OBJIM IPYMeHEHH
nJIs aHaJlMsa 1n Vitro BeJIMUMH TPaHCOepMaJlIbHOTO  IIOCTYILJIeHUS
OeH3MOaMMHa TIUIPOXJIopMIa uYepe3s MeMOpaHy cybcTpaTa. HuddysmMOHHEE
AadeVku OpaHlla ABJAKTCHA CTAHOAPTHHM M XOPOWO WM3BECTHHM CIOCOOOM
VBMepeHrs BeJIMUMH TpaHCOepMaJIbHOTO IIOCTYILJIEHUSA . OcHOBHasa
MeToIMKa C sueMkamu OpaHlla onMcaHa B Franz, T. J., Percutaneous
absorption: on the relevance of in vitro data. J Invest Derm,
64:190-195 (1975) . [lpuBemeHHOE HIDKEe ABJIAEeTCH MeTOnOoJIOTHel,
IPVMMEeHeHHOM B HaCTOAMEeM IpMMepe.

[IpuMeHMTIM MeMOpaHy PeTeHepMPOBAHHOM LeJUJIOJIO3E C IIOPUCTOCTLIO
0,45 w™MrMm. Ilepen mnpuMeHeHMeM, MeMOpaHY ofbpabortammu ¢ NaCl 0,9%
Macc/o06 pacTBOpa, C LeJbl yIajleHVs BO3Oyxa U3 IOop.

KoHTakTHasa IIOBEPXHOCTE MeM@paHBI C TIIPOOYKTOM COCTaBMJIa 0,6

cM?.

[IoJIyYeHHYID KaMepy TepMocTaTupoBaau opu 37°C. OmuH TpaMMm
cocTaBa KpeMma 1 HaHeCHIM Ha MeMOpaHy OOHOPCKOM KaMephl. KaxOell dac
B TeueHMe 8 uyacoB, 0,3 mia NaCl 0,9% Macc/o6 MOOJIyUeHHOTO pacTBoOpa
M3BJIeKAJIM U 3aMeHAJIM CBeXMM pPacTBOPOM.

OToBpaHHEE oBpasik IpoOTEeCTUPOBAJIN c npUMeHeHeM B3XX
criocoba.

O pesyJibTarTax coofmmiiM, KaK TOJIEKO HAaKOIMBIIeeCHd KOJIUUeCTBO

AKTVMBHOTI'O VMHIT'pelIMeHTa BEICBOOOIOMJIOCE Ha S OVIHUITY IJIomannm B
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3aBUCUMMOCTM OT BpeMeHM. Pe3yJLTaTH TecTa IIPMBeOeHH B CJelylmen
Tabouile 8.

Tabamuila 8

Bpewmsa BricBODOXIOEHKE
(uac) AKTUBHOTO
VHTpeOrneHTa

(MKT/ CcM?)

0

5,40

8,00

10,13

12,04
13,41
14,90
16,50
17,40

QO | o] O S Wl N ] O

Mpumep 7
AuTu-Candida AKTUBHOCTB cocTaBa KpeMa HaCTOAmero

n3006peTeHra, CcoOepXalleT'o Te& Xe MHIpPeOuMeHTH kpema F1 Tabauuer 7/

(kpemM A), OPOTEeCTUPOBAJM I[IO0 CPaBHEHMI C aKTMBHOCTBIO Pevaryl®
KpeMa, MUMeKnmerocsa Ha pPHHKe, coOepXamero 1% TOJbKO BKOHa30Ja
HUTpaTa (kpeM B) m nmaunebo (kpem C).

MTamMmm Candida albicans ATCC 10231 mOpvMeHUIM IJIS UIYUYEHUS
IPOTUBOTPUOKOBEX CBOMCTB KpeMoB OoT A mo C M, B YaAaCTHOCTU, UTOOH
OOIOJIHUTEJIBHO TMOOTBEPIUTL, UYTO MNPUCYTCTBHMe OeH3MIaMMHa BJIMSAET Ha
QGYHITMUIMOHY aKTMBHOCTB SKOHAa30Ja.

I[Io »TOM NOpMUMHe cCIoco® pasBeldeHMs B aTrape COCTaBUIU
corJlacHo Asterholm et al (Acta Derm Venereol 2010; 90: 239-245),
TakMM o0pa30M, UYTO COCTaB KpeMa MOXHO IIpOTEeCTUMPOBAaTH. BCJIeICTBUe
TeXHUUEeCKOM HeOoOXOIMMOCTHM, KpPeMH pa3BeJIM B arape, TakuMmM obpasoM,
UTO OKOHUaTeJIbHBEE KOHIIeHTpallMM KpeMOB OBIJIM B IMarnasoHe oT 0,03%
mo 1% (Mmacc/o6).

Kak cooBmaeTrcsa Ha dur. 1 um 2, BU3yaJlbHOe WU3YyUeHMVEe U
OeHCUTOMETPUUECKUM aHaJIM3 UJalleK T[IOOTBepdIuJI, UYTO IIPUCYTCTBUE

OeH3UIaMrHa YBeJIM4YNMIIO GYHTULUIOHYIO AKTMBHOCTE SKOHaz30oJIa.
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dakTHMUEeCKHM, IO aHHEIE OJEeHCHUTOMETPMUECKOT'O aHaJlnsa Iioxrasajlmn, dTOo
IOTaHHaAd UYeTEPeXKpaTHaAd KOHIeHTpalllld KpeMa A ©OwUla »OOCTaTOYHa OJd

IIOJIY4YeHMA CHMXEeHMA POCTa TaKOoI'O Xe, KakK IIJId KpeMa B.
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®OPMVIJIA MBOEPETEHNA
1. OQapmalleBTHUeCKas KOMIO3UIMA, coIepXalasd CHUHepTUUeCKY
KoMOMHaLMD ©OeH3MIAMMHA UM UMMMUIOA30JIa—-aHTUMMMKOTMKA MM MX COJIeM u
10 MeHblley Mepe OIMH (apMalleBTHUUECKM IIPpUEeMIIEMBEN SKCUUIMEeHT, IJId
IPVMMEeHEeHHMS B JIeUeHMM MMKO3a, BH3BaHHOTO Candida.

2. ®apmaueBqueCKaH KOMITIOSMIIMA IIJIA IIPVMMEHEHMA IIO II. 1, roe

yKaSaHHHﬁ MMM IOa30JI-aHTVIMMKOTUK BH@paH ns3 T'PYIIIIH, conepmameﬁ
oudoHasoI;I, Oy TOKOHA30JI, XJIopMMIoasoJl, RJIOTPVMasoJI, KPOKOHas30JI,
SKOHa30/JI, GEeHTUKOHA30JI, KeTOKOHas0oJI, M30OKOHAa30/JI, MVKOHa30JI,

HeTMKOHA30JI, OMOKOHA30JI, OKCUKOHA30JI, CepTakKoHa30JI, CYJKOHAa30JI,
TMOKOHA30JI MJIM MX COJINU.

3. OQapmMmalleBTHMUeCKasd KOMIIO3MUMA MJIA OPMMEeHeHMS IIo II. 2, TIe
VKaBaHHEM MMMOA30JI-aHTUMUKOTMK  BHOpaH M3 TPYINH, CcoIdepXamen
tudoHasoJI, Oy TOKOHAa30JI, KJIOTpMMa30/JI, DKOHAa30JI, beHTMKOHA30JI,
KeTOKOHAaB0JI, M30KOHA30JI, MMKOHAB30J, OMOKOHA30JI, CepTakKoHa30JI,
CYJIKOHA30JI, TMOKOHABOJI MM MUX COJIU.

4. OQapmMmalleBTMUEeCKAas KOMIIO3UIMA IJIA OPUMMEeHeHMS IIo II. 3, The
VKasaHHLE MMMOA30JI-aHTUMUKOTMK  BHOpaH M3 TIPYINH, comepxamen
By TOKOHAa30JI, SKOHAa30JI, beHTHKOHAaB0JI, V30KOHA30JI, MMKOHA30JI,
CYJIKOHA30JI MJIM MX COJIM.

5. OdapmMmaleBTHMUeCKasd KOMIOSMUMA IJd OpMMeHeHMS o . 4, rme
VKaBSaHHEM MMMOA30JI-aHTUMUKOTHUK SBJISeTCS SKOHA30JIOM, MUKOHA3O0JIOM
WM UX COJIBIO.

6. O®apMalleBTHMUecKad KOMIIO3UMUMSA OJIS OpPpUMEeHeHMd o II. 1, TIe
YKa3aHHEM MMKOS3, BHI3BaHHHM Candida, BHI3BaH BumaMu Candida,
BHIOPAHHEMM M3 TPYINE, cocTosamel u3 Candida Albicans, Candida
lusitaniae, Candida tropicalis, Candida glabrata, Candida.
rugosa, Candida parapsilosis, Candida tropicalis mn Candida
dubliniensis.

7. OdapMalleBTMUeCKasd KOMIO3MUMA IJIA OPMMeHeHMS IIo II. 6, TIe
YKas3aHHBM MHKO3, BEISBAaHHLI Candida, aBJIgeTCH KaHIUIO30M
CIIM3UCTHX 000JIoUekK, KaHIUIO3OM KOXM, OHUXOMUKOSZOM, CHUCTEMHEM
KaHIMUIO30M, ATPOTEeHHEM KaHIMIO30M, IeJIEHOUHEIM KaHIUIO30M,
KaHIMOO3OM XeJIyOOUHO-KUIIEUHOTO TpakKTa MJIM KaHOUIOOSHEM OaJIaHMTOM.

8. JdapMalleBTHMUeCKasg KOMIO3UUMA IJII IPpMMeHeHMS IIo IoI. 7, TOe

yKaSaHHHﬁ KaHIMOO3 CIIN3UMCTEX ofboJiouek ABJIAETCA KaHIMIO30M
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IIOJIOCTU PTa MM BYJILBOBATMHAJILHBEIM.

9. OdapmMmalleBTHMUeCKas KOMIIO3MUMA OJSA I[IPMMEeHeHMSa 110 JioboMy U3
n.n. 1-8, rme ykKasaHHad KOMIO3ULMA IIpelHa3HaueHa OJIS HaPYXHOTO
IpUMeHeHM .

10. QapmalleBTHMUeCKas KOMIIO3MUMA OJIA OPMMEeHeHMS [0 JioboMy M3
n.n. 1-9, rOoe ykKasaHHasa KOMIIO3MUIMA IIPelcTaBJieHa B (QOpMe KpeMma,
Masu, JIOCBOHA, TeJid, [IeHH, CYTIIOBUTOPUER, CYNIIO3UTOPMUER C
3amMenJIeHHEIM BHICBODOOXIEHUEM, opemnapaTa OJIsg BaTrMHAaJILHOTO
CIPMHIIEBAHMA MJIM pacTBopa OJS HapyXHOTO IIPMMEHeHM.

11. dapmMaleBTUUeCKad KOMIIOBMLMA IJIA IOpuMeHeHUsa 1o 1. 10,
Toe YyKasaHHasd KOMIO3MLMSA IIpeacTaBjieHa B (opMe Kpema, Mas3Wu,
JIOCBOHAa, IIpelnapaTa OJd BalMHaJIbHOTO CIPMHIEBaAHMA WMIM pacTBopa
0JI9 HapyXHOTO INpVMeHEeHMS.

12. JdapmaleBTHMUECKad KOMIO3MUMA MOJS OIpuUMeHeHMsa 1o 1mo. 11,
I'oe yKasaHHasd KOMIIO3MIMA I[IpeOcTaBJiIeHa KPeMOM MJIM IIpelapaToM IJid
BaTMHAaJILHOTO CIpPMHIIEBaAHUS.

13. QdapmalleBTHMUeCKas KOMIIO3MUMA OJA IPMMEeHEHMSI II0 JiIobOoMy M3
n.n. 1-12, rme O6eH3MIOaMMH IIPUCYTCTBYET B KOJMUECTEBE IIO MaccCe OT
0,001 macc.% mo 1 mMacc.$, OoJjgee npennoururesibHo oT 0,05 mMacce.$
no 0,5 macc.%$ u eme 0OoJjee mnpenpmnoururesbHo oT 0,08 Macc.® mo 0,2
Macc.%.

14. QapmalleBTHMUECKas KOMIIO3MUUA OJId IPVMMEeHeHMS II0 JioboMy U3
n.n. 1-12, roe uMMMIA30JI-aHTUMMKOTUK WJIM €TI0 COJIb IIPUCYTCTBYET B
koJnuecTBe oT 0,01 macc.%$ mo 4 mMacc.%, 0OoJee NPedlouTHUTEJIBHO OT
0,1 Macc.% Do 2 Macc.3% u eme OoJiee nOpempnoudrTurTesbHO oT 0,5 macc.$
oo 1,5 Macc.%.

15. QapmalleBTHMUEeCKas KOMIIO3MUUA OJI4 IPVMMeHeHMSa 10 JioboMy U3
Openuoymmux  IMI.I., TIe ykasaHHasg OdapMalleBTHUeCcKasd  KOMIO3ULMI
opencraBJieHa B (opMe KpeMma, coIepXamero OIMH WMJIM HEeCKOJBbKO
SMYJILTaTOPOB, MMEKMmMX IIoKa3aTesb HLB B IManas30He OoT 6 mo 9, mu
OOVH WMJM HEeCKOJIBKO 5BMyJLTaTOPOB, UMMeEKIMxX IIokaszaTelJb HLB B
omaraszoHe oT OoJpme 9 mo 12.

IIo DOBEepPeHHOCTHU
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