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HaOJroaeMple MpHU TPUOKOBBIX abcreccax, IMIUEME MM WH(EKIHMSIX BEPXHUX OTAENIOB KEITyIOuHO-
KHIIEYHOTO TPAKTA.
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OIIMCAHHUE U30BPETEHHUSA
2420-561406EA/019
MMPOTUBOI' PUBKOBBIE CPEJICTBA C HOBBIIIEHHONM AKTUBHOCTBIO ITPH
KHNCJIOM pH

O0aacTb TEXHUKH, K KOTOPOIi 0OTHOCUTCSI H300peTeHue

[0001] Hacrosimee wu300peTeHHe OTHOCHTCS K HPUMEHEHHIO IPOTHBOTPUOKOBBIX
COeIMHEHNI Ha OCHOBE TPHUTEPIIEHOMIHOI'O IMPOU3BOAHOIO dH(PyMadyHIHHA IS JIEYEHUs WIH
NpOQHUIAKTHKH TPUOKOBBIX WH(EKIMH, BO3HUKAKOUIMX B WIM TMPU KHCIBIX YCJIOBHUSX, KOTAA
3Hauenne pH Hwke mpumepHo 7. Bonee KOHKpeTHO, M300peTeHHe OTHOCUTCS K MPUMEHEHHUIO
TPUTEPIICHOUIHBIX MPOM3BOAHBIX >HPymMapyHruHa (MU MX (PapMaLEeBTHUECKH MPHEMIIEMbIX
COJIe WJIM TUAPATOB), KOTOpPbIE SBISIOTCA uHruouropamu cuHresa (1,3)-B-D-rmrokaHa, B
JICYSHUH WU PO HIakTHKe MH(PEKUNH, BBI3BAHHBIX JPOXIKEBBIMU WIIH TUIECHEBBIMU IPHOAMH,
BO3HHUKAIOIIUX B YCJIOBUSAX WM AHATOMHUYECKHX OOJIACTAX, UMERIHUX KHUCHbeldi pH; Takue
UHQEKIMH BKJIIOYAIOT BarvHAJIbHBIE APOXOKeBble WHQEKIHH, mpu KOTopbix pH oObraHO
COCTaBJISIET MIPUMEPHO OT 4 10 mpumepHO 4,5, abcueccsl, mpu KOTopbix pH 0O0BMHO cocTaBIsieT
OPUMEPHO OT 5,5 1m0 mpumepHO 6,8, U WHPEKINH BEPXHUX OTIENOB KEIyAOYHO-KUIIEYHOTO
TpakTa. [Ipenmnonaraercs, 4To MPOTUBOIPHUOKOBOE CPEACTBO, KOTOPOE MPOSBISIET MOBBIMIEHHYIO
NPOTHBOTPHOKOBYIO AaKTHUBHOCTh NpU KHcIoM pH, olecmeynt npeumyInecTBo B JIEUEHUH
rpUOKOBbIX  MH(EKIHH, BO3HHUKAIOIIUX B VyCIOBHAX ¢ HuskuM pH, Takmx Kak
ByJIbBOBarnHaapHbI Kananno3 (BBK), abcueccrl n mH(pEKINN BEPXHUX OTHENOB XKEIYyIOYHO-
KHIIEYHOTO TPAKTA.

YpoBeHb TEXHUKH

[0002] I'pubkoBble MHDEKIMH SBISIEOTCS OONBIION NMPOOIEMOH B 3[paBOOXPAHEHHU H
Yalie BCEero MPOSBISIOTCS B BHUAE WHBA3MBHOIO MJIM CHUCTEMHOIO IpHOKOBOTO 3a00JI€BaHUS
(Hanmpumep, KaHAMIAEMUs, MHBA3UBHBIH aCHepruilies), JIOKAIM30BaHHBIX IPHOKOBBIX MH(peKuuit
(HampuMep, SMIHeMa TUIEBPbI 1 a0CLIECC, JJOKATM30BAHHBIN B OPIOIIHON MOJOCTH, MO3Te, JIETKHX
U T. 1.) U CJIM3UCTO-KOXKHBIX WHQEKIHI (Hanpumep, KaHIUI03 POTOBOM MOJOCTH, MUIIEBOAA U
BYJIbBOBArMHAJIBHBIA KaHAUA03). Tum u o0beM pacnpocTpaHeHHs HMH(PEKLIUH 3aBHCAT OT
(bakTOPOB BUPYJIIEHTHOCTH IPHOKOBOTO MATOr€HA, CUCTEMbI 3aLTUTHI Y XO35IMHA M BOBJICYCHHBIX
AHATOMUYECKHUX 30H.

[0003] Tsixenbie CUCTEMHBIE HIJIM MHBA3UBHBIC TPUOKOBBIE WH(EKIIUU YaIlle BCTPEYArOTCSI
y TAUUeHTOB ¢ OCJabNeHHbBIM HMMYHHUTETOM, TAaKHMX KaK TAlUEeHThbl, IOJyYaroIne
XUMHOTEPANHIO Il JICUEHHs] 3JIOKAYECTBEHHBIX HOBOOOPA30BAHWH, WM MOJyHaroIlIne
UMMYHOMOJYJIUPYIOL[ME CPENCTBA Ji JIEYeHUs] XPOHUUYECKUX BOCMAJIUTENbHBIX COCTOSHUM,
WIA  CTPajalollie  UMMYyHOAE(QHUIMTHBIMH  COCTOSHUSIMHM,  NPUOOPETEHHBIMH WU
OOyCJIOBJIEHHBIMH T'€HETHYECKUMH HapyIleHusMH. HecMoTps Ha NOOCTYNHYI B HACTOsIIEe
BpEeMsl NPOTHUBOTPUOKOBYIO TEPAIUID, CHUCTEMHbIE TPHOKOBBIE HMH(EKIUU aCCOLUUPOBAHBI C
YPOBHEM CMEPTHOCTH, pAocTuraromiuMm 50%, B 3aBUCMMOCTH OT IATOr€Ha U OCHOBHOIO
3a005€BaHMs y MMALUEHTA.

[0004] Kak mpaBuiio, IOKaNIn30BaHHbIE IPUOKOBbIE MH(PEKIIMN BO3HUKAIOT B PE3YJIbTATE



IUCCEMUHALIMN APOXKKEH W3 JIOKAJbHOH O0NacTH, rie OHM OOBIMHO OOpa3ylT KOJIOHHWH, B
o0xyacTp, KOTOpasi B HOpME SIBJIIETCS] CTEPIJIbHON (Hampumep, aOcuecc B OPIOIIHOIM MONOCTH
nociae mneppopauuy KHUIIEUYHUKA WIM XUPYPrHMYeCKOH oOmnepanyu Ha KHUIIEYHUKE), WU
pa3BUBAIOTCA W3 TIpUOOB, IMOMAJAIOIIUX B KPOBEHOCHYIO WM JIUM(ATUYECKYI0 CHCTEMY B
OIIpeAeNIeHHOM OpraHe (Hampumep, JIETKHX, IEYEeHH, CEJIe3eHKH), U pa3BHBaeTCs IiyOokas
mecTHast nHQekuus. AGcuecchl, BOSHUKIINE BTOPUYHO OTHOCHTENIBHO BBITEKAHUIO COEPIKIMOTO
JKEJTyIOYHO-KULIEYHOTO TPaKTa IOCJIE €ro TPaBMbl WM XUPYPIHYECKOH ONepanuH, 4acTo
SIBJIIIOTCSI CMELIAHHbIMU MH(eKkusiMu ¢ BoBiedeHueM Candida spp. u Oaxrtepuii, u 0ObIMHO
umeroT Hu3kui pH BHyTpu abcuecca (Hampumep, pH, KOTOpbIH HaAXOAUTCS MEXIY MPUMEPHO
5,5-6,8 BHyTpH abcliecca).

[0005] T'pubkoBble WMH(PEKIMUH CIU3UCTBIX U KOXKH MOTYT BO3SHUKHYTH y JIIOJIEH C
OCJa0JIEHHBIM MMMYHHUTETOM, & TAKXKE Yy JIMI C HOPMAJIbHOH (PYHKIMEH MMMYHHOW CHCTEMBI.
Haubonee pacnpocTpaHeHHbBIMU TPUOKOBBIMU HH(EKIUSAMH CIM3HCTBIX M KOXKHU SIBJISFOTCS
BYJIbBOBarHHAJIBHBIE IPO}CKEBbIE HH(EKIINU, KOTOPbIE PEUMYIIECTBEHHO BbI3BIBAIOTCS BHIAMH
Candida u oOBIMHO Ha3bIBAIOTCS BYyJbBOBaruHaibHbIM Kaumuno3oMm (BBK). Ilo umerommmcs
oueHnkam BBK nopaxaer ot 70% no 75% >keHIIMH, MO MEHbLIEH Mepe, OJUH pa3 B TeUEHHE
xu3HA (Sobel J., Vulvovaginal Candidiasis, Lancet, 369: 1961-71 (2007)), u XOTs OH He HECeT
HEMOCPEACTBEHHYIO YIpo3y A JKU3HHU, OH MOXKET OKa3blBaTb CYLIECTBEHHOE HEraTHBHOE
BJIMSIHUE HA KA4eCTBO JKU3HHU Y MOPAKEHHBIX CYOBEKTOB, OCOOEHHO Yy TeX, KOTOPbIE CTPAJar0T
peLMANBHUPYIOLIUMHE >TTH301aMu 3a0oneBanus. Jluarnoctuka n neuenne BBK, Hapsiny ¢ norepeit
paboTOCTIOCOOHOCTH B pe3yJIbTaTe 3TOrO MAaTOJIOTHYECKOro COCTOsHUsA, oneHuBatoTcst B CHIA
npumepHo B 1 mupa. nosuapos (Foxman B. et al., Candida vaginitis: self-reported incidence and
associated costs, Sex Transm. Dis., 2000, 27: 230-35 (2000). HecmoTrpss Ha TO, 4TO Yy
OONBIIMHCTBA JKEHIIMH HMMEIT MECTO TOJbKO cnopammdeckue smm3onbl BBK, y Hexoropsix
JKEHIIUH HaOMIOMAI0TCS XPOHUYECKUE NPOSBICHUS W/WIN PELUIUBUPYIOLINE SMHU30IbI 3TOTO
3aboneBanus, OObIMHO Ha3biBaemble penunuBupyomum BBK  (PBBK). Heckomibko
NPOTHBOTPUOKOBBIX CPENCTBA JJii MECTHOTO NPHUMEHEHHs W JiBa OpaJbHBIX Ipernapara
(pnyxoHa3os u UTPaKOHA30J1) onoOpens! s jJedeHus BBK Bo BceM Mupe, XOTs He CyIIeCTBYeT
onobpennoit Tepanuu i jedennss PBBK. B CIIA ¢iaykoHa3on sBIsSeTCS €IMHCTBEHHBIM
OpaJibHBIM TIpenaparoM, onoOpeHHbIM st Jiedennss BBK, u BO BceM Mupe OH SIBISIETCS
HanOoJiee YacTO MPUMEHSIEMbIM OPaJbHBIM MPOTHBOTPHOKOBBIM CPEACTBOM, HCIIOJIB3YEMBIM IS
JieYeHUsT JAHHOTO NAaTOJOrH4eckoro coctosHusa. OOHAKO B HCCIEAOBAHUU OPAJIBHOIO
daykonasona, mox HassammeM Diflucan®, TepameBTHUECKOE H3NEUEHHE, ONPENENCHHOE B
UCCJIEZIOBAHUM KaK IOJHOE MCUE3HOBEHUE NMPU3HAKOB U CUMIITOMOB, a TaKXKe OTpPHULATENbHbIN
pesysipTaT B aHalM3€ C THAPOKCHUAOM Kajus M OTPULIATENbHBIN pe3yJbTaT KyJbTYpajbHOIO
UCCIIeIOBaHNS, ObUTH JOCTUTHYTHI TOJBKO MPUMEPHO B mosoBuHe ciydaeB BBK. Cm. nmpenapar
Diflucan® (bnyxonazon) (mait 2011 r.). 3nauenue pH cpenbl Bnarajuma sijsiercss Kuciasim (pH
npuMepHO oT 4 1o mpumepHo 4,5) u ocraercss O6e3 m3MeHeHHi BO Bpems mHbpekunu Candida
Spp.; Iosaraercs, 4To Takas cpeAa ¢ Hu3kuMm pH, o meHbluell Mepe, YaCTUYHO OTBETCTBEHHA 3a

CyOONTHMaJIbHbIE TEPAIeBTUYECKUE HCXOMAbl Y COBPEMEHHBIX IPOTUBOTPHOKOBBIX CPENCTB,



npuMmensieMbix s nedeHuss BBK (Danby S. et al., Danby C.S. et al., Effect of pH on in vitro
susceptibility of Candida glabrata and Candida albicans to 11 antifungal agents and implications
for clinical use, Antimicrob. Agents Chemother., 56: 1403-6 (2012)).

[0006] DddexTuBHOCTE MPOTHUBOIPHOKOBOTO CPEACTBA, BBIPAKEHHAss B MHUHHMAJIBbHOM
unruoupyromei  konuentpauun (MIC), xortopas, Kak TOKa3aHO, WHTUOUpPYeT pOCT
mukpoopranuzMa Ha 50% (MICsp) wmun Ha 90% (MICy)) TeCTHMPOBAaHHBIX HM3OJISITOB, YacTO
3apucut ot pH. IlpuHMMas BO BHMMaHME HajJM4YMe BAapHAOENBPHOCTH 32 CYET METOOB,
ucronb3yemMbIx Uit onpeneienus MIC, kinHUUeCKyr0 3HaUUMOoCTh pasnnuuii B8 MIC B imobom
HAIpaBJICHUH, KOTOPbIe MOTYT ObITh B 4 pasa BBILIEC WA HUXKE, MOJKET TPYIHO YCTAaHOBUTH, TaK
YTO, HANpUMeED, 4-KpaTHasl pa3HULIA MOXKET He ObITh KIMHUYECKH 3HaYNMMOMN. C pyroi CTOPOHBI,
u3MeHeHus Ooee ueM B 4 pasa, Kak MPaBHJIO, CUUTAIOTCS KIIMHUYECKH 3HAYUMBIMH U, BEPOSITHO,
noctoepabiMi. C yderoMm Toro, uto pH cpenbl, B KOTOPOH BO3HHKAIOT WH(EKIUH, MOXKET
BAapbUPOBATbCSI W MOXKET OKa3blBaTh BJIMSHME Ha KJIMHUYECKYID 3(P(PEeKTUBHOCTH
NPOTHBOTPUOKOBBIX CPEACTB, MPEIHA3HAYCHHBIX IS JIeueHUs] HHPEKIHiA, ObIIO HCCIENOBAHO U
coobmanoce o BiamsHUM pPH Ha NPOTHBOrPHOKOBYIO aKTHUBHOCTb. XOTS OOJBIIMHCTBO
UCCIIEIOBAHNN, KAaCAlOIIUXCs TMPOTUBOTPUOKOBON AaKTHUBHOCTH mpH HHU3KOM pH, Obutn
NpoBeNieHbl Ha u3onsATax, Bei3biBaromux BBK, Te ke camble Buapl Candida BbI3BIBalOT Apyrue
uH(peKH, npu KoTopbix pH nomwkeH ObITh KHCIBIM (HarmpuMep, adCcIecchl OPIOIIHON MOJIOCTH,
KaHAM03 MMUIIEBO/A C peIIFOKCOM, SMITHEMA TUIEBPHI U T. 11.); CIEI0BATEIbHO, PE3YIbTAThI 3THX
COOOIIeHNH, AEMOHCTPHPYIOLINE CHIDKEHHE AaKTMBHOCTU IPOTUBOIPUOKOBBIX CPEACTB IpPHU
HU3KOM pH, kak oxupgaercs, MpUMEHUMBI K OoJiee IUPOKOMY Psily KIMHMYECKUX COCTOSIHHH,
rae Hu3koe 3HaueHue pH sBnsieTcs 7OBONBHO PacrpOCTPaHEHHBIM (PaKTOPOM.

[0007] Danby et al. (2012) npoBenu neTanbHOE UCCIENOBAHUE, B KOTOPOM OLIEHHUBAJIOCH
BiusiHEe pH Ha mpoTHBOrpHOKOBYIO aKTUBHOCTH | 1 MPOTHBOrPHOKOBBIX CPEACTB, P PEKTUBHBIX
B OTHOLIeHHU Haubosee pacnpoctpaneHHbix BuaoB Candida, BebiBarommx BBK. Pesynbrars
STOTO HWCCIIENOBAHMS MMOKA3aJdM, YTO Ui OOJBIIMHCTBA MNPOTHBOIPUOKOBBIX CPEACTB
Habmonaercst nosbitnenne MIC (Hampumep, Oonee yeMm B 4 pas3a), UTO YKa3bIBAET HA CHU)KEHUE
NPOTHBOTPUOKOBOM AaKTHBHOCTH B KHCJBIX YCJOBHsX (Hampumep, pH 4) mo cpaBHEHHIO ¢
ycinoBusiMu ¢ HewtpanbHbiM pH (Hampumep, pH 7). Kak mpaBuno, naHHBIH (eHOMEH OKasa
OTPHLIATENIbHOE BJIUSHUE HAa BCE MPOTHBOIPUOKOBBIE CPEACTBA, OTHOCSIIUECS K XUMHYECKOMY
KJIACCY a30JI0B, U, B YaCTHOCTH, (hJIyKOHA30J (€AMHCTBEHHOE UMEIOIIEeeCs: OpaIbHOE CPENCTBO HA
OCHOBE a30JI0B, Hcnoib3yeMoe 1t JeueHnst BBK B GonbmmHCTBE CTpan Mupa), ykasbiBas Ha TO,
yro MHorme mtamMmbl Candida, cuuTaromuecs YyBCTBHTENBHBIMU, KOrga WH(EKLUS HUMeEeT
MECTO B YCJIOBHSX ¢ HeWTpanbHbIM pH (Hanpumep, pH npumepHo 7), OKaXKyTCsl pe3UCTEHTHBIMHY,
korna pH cpensl siBnsiercss kucnod (Hampumep, pH npumepno 4-4,5), nanpumep, npu BBK.
Danby C. et al. (2012) npumuim K BBIBOAY, YTO CHIDKEHHE NMPOTUBOTPHOKOBON aKTHBHOCTH TPHU
kucioM pH sBisiercst BaXHbIM (DakTOpPOM, OOBSICHAIOLIMM HENOCTATOYHYIO 3(PPEeKTHBHOCTH
HEKOTOPBIX MpOoTHBOrpuOKoBbIX cpencts npu BBK, rne pH o6praHO cocTasisieT npuMepHoO ot 4
10 4,5. X0Ts1 HeKOTOpBIe MPOTUBOTPHOKOBBIE CPEACTBA, TECTUPOBAHHBIE B 3KcniepuMeHTe Danby

et al. (2012), BO3MOKHO, MEHE€ MOJBEPKEHbl BIUSHUIO CHWXXeHUs pH, HM ONHO U3 HUX HE



MIOKa3aJI0 JOCTOBEPHOT'O MOBBIMIEHHUS POTUBOTPUOKOBON aKTUBHOCTHU (Hampumep, > 4-kpaTHOe

cHkeHre MIC) B KUCITBIX YCIIOBUSIX.
Tabnuma A

UyBCTBUTEIBHOCTh BarMHaJIbHBIX M30ATOB Candida spp. kK mMpOTHBOrpHOKOBBIM CPEACTBAM B
ycIoBUsIX ¢ pa3anuHbiM pH, (amantuposano u3 Danby et al. (2012))
3HaueHue (MKr/min)

(byKOHA307 | HMHTPAKOHA30J | BOPHKOHA30J | MMOKAHA30J

Tun (xomuuecTBO
TECTUPOBAHHBIX pH MIC50 MIC50 MIC50 MIC50
U30JISITOB)
DyKOHa3011-

7 8 0,125 0,125 0,125
PE3UCTEHTHbIE
C. glabrata (40) 4 >64 1 8 4
D1yKOHA3011-

7 2 0,03 0,03 0,03
PE3UCTEHTHbIE
C. albicans (10) 4 32 0,03 2 0,03
DykOHA3011-

7 0,125 - 0,03 0,03
4yBCTBUTEJIbHbBIE
C. albicans (15) 4 1 - 0,03 0,03

3HaveHue (MKr/min)

KeTOKOHa30s | amdorepunms B | uouuTosun | kacnodyHrux

Tun (aucno
TECTUPOBAHHBIX pH MIC50 MIC50 MICSO MIC50
U30JISITOB)
D1yKOHA3071-

7 0,06 0,125 0,125 0.5
PE3UCTEHTHBIE
C. glabrata (40) 4 >16 4 0,125 0,5
D1yKOHA3011-

7 0,03 0.5 1 0,06
PE3UCTEHTHBIE
C. albicans (10) 4 0,5 16 0,5 0,06
®DykOHa3011-

7 - 0,25 0,125 0,06
qyBCTBUTEJIbHbBIE




C. albicans (15) 4 - 8 0,125 0,06

[0008] OO0 otpumarensHoM BiusHUU pH Ha NPOTHBOrpHOKOBYIO AaKTHBHOCTH H €rO
NOTeHIMaIbHOM 3HaueHnu 1uis jtedenns BBK Taxxe coobwmanu Boikov et al., In vitro activity of
the novel echinocandin CD101 at pH 7 and 4 against Candida spp. isolates from patients with
vulvovaginal candidiasis, J. Antimicrob. Chemother., 72: 1355-1358 (2017). B uccnenoanuu
Boikov et al. mporuBOorpuOKOBasi aKTUBHOCTb a30Ji0B ((pIyKOHA30a W WTPAKOHA30Ja),
onobpenHbIx s nedeHns BBK, a Takxke Tpex ogoOpeHHBIX Il MIPUMEHEHUs] SXUHOKAHINHOB
(xacnodpyHruHa, MukadyHruHa u aHuayIagpyHrHHA) U OAHOTO SXMHOKAHINHA, HAX OMISALIETroCs Ha
craguu paspadorku (CD101), 6bu1a onienena npu pH 7 u pH 4 npotus BunoB Candida, oOpr4HO
accoruupoBanHbix ¢ BBK. Huskue 3Hauenust pH orpunatensHo Biusui Ha 3)QEeKTUBHOCTD Kak
a30JI0B, TaK M 3XWHOKAHAMHOB (E€IUHCTBEHHBIX IOCTYIHBIX WHTHOMTOPOB CHUHTE3a TJIIOKAHA),
MOATBEPKAsl Pe3yJIbTaThl MPEIbIAYLINX HCCISIOBAHUN O TOM, YTO 5TOT ()EHOMEH HE SIBISIETCS
YHHUKQJIBHBIM JUISI OJHOTO KJlacca MPOTUBOTPHOKOBBIX CPEACTB (a30JI0B), XOTS HEKOTOpBIE
KJIACChI JIEKAPCTBEHHBIX CPEICTB, BEPOSITHO, B OOJbINEH CTENEHH MOABEPKEHBl TAKOMY
BJIMSIHUIO, YeM npyrue. Kpome Toro, cormacHo pesysibTaTaMm, O KOTOPBIX COOOIIANOCh paHee,
OTCYTCTBOBAJIM  CJIy4aW CYLIECTBEHHOTO TIIOBBIMIEHHUsS MPOTHBOIPUOKOBOH  aKTUBHOCTH
(marmpumep, > 4-kpatHoe cHrkeHne MIC) B kxucnbix ycnosusx. Takum oOpa3om, B IaHHOH
00JTacTH TEXHHKH HUMEETCS MHEHHE O TOM, YTO Ha aKTUBHOCTb MPOTHBOTPHUOKOBBIX CPEICTB
HETaTUBHO BJIUSAIOT, IO MEHBLIEH Mepe, 10 HEKOTOPOH CTENEHH, YCA0BUs C HU3KUM pH.

[0009] DHbpymapyHrHH NpEACTaBIseT MOJyaleTaJbHbI TPUTEPIEHOBBIA TIJIMKO3MI,
oOpasyrommiics npu ¢epmenrauun Hormonema spp., CBSI3aHHOW C JKUBBIMH JIUCTBHSIMHU
Juniperus communis (marent CHIA Ne 5756472; Pelaez et al, Systematic and Applied
Microbiology, 23:333-343 (2000); Schwartz et al., JACS, 122: 4882-4886 (2000); Schwartz,
R.E., Expert Opinion on Therapeutic Patents, 11(11): 1761-1772 (2001)). DudpymadyHnrun
SIBJISIETCS] OZTHUM U3 HECKOJIBKUX TPUTEPIIEHOBBIX INIMKO3HUIOB, O0JAIAI0IINX NPOTHBOIPUOKOBOH
AKTUBHOCTBIO in vitro. Bputo ompeneneHo, 4To MeXaHH3MOM MPOTUBOIPHOKOBOTO NEHCTBUS
SHpyMapyHIHHA W JPYTHX HPOTHBOTPUOKOBBIX TPUTEPIIEHOUIHBIX TJIUKO3UAOB SIBJISETCS
UHrUOMPOBAHUE CHUHTE3a IIIOKaHA KJIETOYHOW CTEHKH TI'pUOOB 3a CUET HMX CIEeHU(PHUECKOTrO
nevictust Ha (1,3)-B-D-rmokancunrasy (Onishi et al., Onishi et al., Antimicrobial Agents and
Chemotherapy, 44: 368-377 (2000); Pelaez et al., (2000)). 1,3-B-D-rimrokaHcHHTa3a OCTAETCs
NPUBJIEKATEIPHON MHUIICHBIO Ui JEHCTBHUS NMPOTHBOIPUOKOBBIX JIEKAPCTBEHHBIX CPEJCTB,
NOCKOJIbKY OHa TMPHCYTCTBYET BO MHOTMX MATOT€HHBIX TIpudax H, CJIEIOBATEJbHO,
o0ecrieunBaeTCsl MUPOKUN CHEKTP MPOTUBOTPHOKOBOrO AeHCTBUS. Kpome TOro, mOCKONBKY y
MIJIGKONUTAOMMNX  OoTcyTcTBYyeT aHasmor  (1,3)-B-D-rmrokaHcuHTa3bl, TO  MPOHM3BOIHBIE
sHpyMapyHIHHA, ONHCAHHBIE 3/1€Ch, HMEIOT HHU3KYI0 TOKCHYHOCTb, CBSI3aHHYIO C UX
MEXaHU3MOM TepaneBTUYEeCKOro MAEHCTBUs, WM HE HMEIT €€ BOBCe. [puTeprneHOuAHbIe
npon3BonHble 3H(pYMayHIrUHA, HCIONB3yeMble IO HACTOALIEMY H300PETEHHUI0, MOKa3allu
aKTUBHOCTb NPOTUB TIpubOKkoBbIX un3onsAToB Candida spp., BKJIOYAs W30JATH, KOTOPBIE
pPE3UCTEHTHBI K a3ojaM WIM JAPYrUM ~ HHTUOMTOpaM  IUIIOKAHCHUHTa3bl  (Hampumep,

JIMMMONICNITUAHBIE ar€¢HTbI, TAKHC KakK 3XI/IHOKaHI[I/IHI:>I), YKa3biBasi Ha TO, 4YTO OMoJIoruyeckKast u



MOJIEKYJSIpHAsl MHIIEHb TNPOU3BOAHBIX HHPYMapyHrHHA OTIMYAETCS OT MHIIEHH JPYTuXx
MHTUOUTOPOB IIFOKAHCHHTA3BI.

[0010] Pasnuunble mpousBoAHbIE SHPYMapyHrHHa ObUIM PACKpPBITHI, HANpUMEp, B
nyOJuKausaX MeXIyHapoaHbIX 3asBok WO 2007/126900 u WO 2007/127012.

[0011] Hekoropble mpencTaBUTENM 3THUX IPOU3BOAHBIX SH(PyMadyHIrHHA, KOTOpPbIE
MOKHO BBOAMTH NEPOPAIBHO, MPOSIBISIIOT IPOTUBOIPHOKOBYIO aKTHBHOCTD B OTHOLIEHUH BHIOB
Candida u NeMOHCTPUPYIOT YIOBJIETBOPUTENBHOE pacIpeseseHne B TKaHSAX, BKIIOYas TKAHU
Braraauma. OIHAKO B TO K€ BpeMsl pe3yJbTaThl NMPEbIAYIIUX HCCIEIOBAHUI IMOKa3bIBAIOT
o011ee CHWXKEHUE MPOTUBOTPUOKOBON aKTHBHOCTH PA3JIMYHBbIX areHToB npotuB Candida spp. B
cpenax ¢ kuciabiM pH u, Oonee KOHKpeTHO, B cpemax ¢ pH, momoOHBIM cpene Biarajuiia
(xoropas nmeet pH npumepno 4-4,5). Cmotpu Danby et al. (2012) u Boikoy et al. (2017).

[0012] IIporuBorpuOkoByro akTuBHOCTE SCY-078, penpe3eHTaTHBHOrO COEIUHEHHS
NPOM3BONHBIX  3HPyMadyHrWHA, OMHMCAHHOTO 31€Ch, OIECHUBAIM B  HCCIEAOBAHUH
OCYILECTBUMOCTH B OTHOILIeHUH JieueHuss BBK.

[0013] B kadecTBe mepBOW CTaAWHM OLEHKHA OCYIIECTBUMOCTH OblIa MPOBENeHa
npeaBapUTeNbHAsT MPOBEPKA KOHLENIMH y 90 MAlMEeHTOK CO CpeaHe Wiu Tshkenod (opmoi
octporo BBK. Cyb6wexTrr monyuanu tabnerku SCY-078 nmepopanbho, B no3e 1250 mr Ha cyTKn
1, 3atem 750 mMr ogmH pa3 B JeHb B TeueHHe 2 uiam 4 cyTok. B mccienoBaHue Takke Obuia
BKJIFOUEHA TPyMIa MAalMeHTOK, MOJYyYaBLINX Ipenapar CpPaBHEHUs OpasbHbIA (DIIyKOHA301 B
pexomennoBaHHOM 03¢ (150 mr, pasosas no3a). O6a pexkuma nosuposanus SCY-078 mokazanu

OJIMHAKOBYIO aKTHBHOCTb. Pe3ybTarhl 3¢ EeKTUBHOCTH NMPUBENEHBI B TAOINLE HIKE:

Tabmuna B
ITonymsanus cornacHo Ha3HaueHHOMY JieueHuto (ITT)
Oobennnennnie SCY-
DayKoHa30.1
078 (n=32)

(n=64)
Knuunueckoe usneyenue * 78.1% 65.6%
Opaaukaiys rpudboB™* 70,3% 68.8%
TepanesTuueckoe

56,3% 56,3%
u3jeueHue™®

* B maHHOM WCCIENOBAHUU KIMHUYECKOE HU3JICYCHHE OMpPENesuioch KaK HCYe3HOBEHHE
NPU3HAKOB W  CUMITOMOB HWH(pekuud 0Oe3 HeoOXOAMMOCTH B JIOMOJHUTEIBHOM
MPOTHUBOTPUOKOBOM JIeYeHUH (MPU3HAKH U CUMIITOMBI, KOTOpPbIE MMENU OLeHKY 2 miu 1 B
UCXOIHOM TepHOAe, NOJKHBI ObITh paBHbl 0, U MPHU3HAKA U CUMITOMBI C OLEHKOH 3 B
UCXOIHOM TMEPHOAE IOJLKHBI ObITh coCTaBisiTh O miu | Ha BU3WUTE OLIGHKH H3JICUEHUS);
MUKOJIOTHUYECKAsT ~ dpaguKalus  ONpenessuiach Kak — OTPHULATEIbHBIA  pe3yJbTaT B
KYJIbTypaJbHOM aHAJIM3€ JJIi HCXOOHOTO APOXIKEBOrO TATOTeHA, W TEPareBTHYECKOe

H3JICHYCHUEC ONPECACTIAIOCHh KaK KIIMHUYCCKOC U3JICHCHHUE U MUKOJIOTUYCCKAs SpaaruKalvs.



[0014] C yderoM TOro, 4YTO pa3JUYHbIE COCIMHEHHS, BKJIIOUas BCE KIWHUYECKH
3HaYUMBIE KJIACChI NMPOTHUBOTPUOKOBBIX CPEACTB, AOCTYIHBIE I NPUMEHEHHS B HACTOsIIEe
BpeMsi, TAKHE KaK a30JIbl, OJHUEHbl U 3XWHOKAHIWMHBI, IMOKAa3aJ1 TOHIDKEHHYIO aKTHBHOCTH B
cpenax ¢ kucaeiM pH (Danby et al. (2012) u Boikoy et al. (2017)), u 6onee KOHKpeTHO, B cpenax
¢ pH, ananmormunbiM B cpene Braranumia (koropas umeer pH npumepHo 4-4,5), oueHunu
npotuBorpuOkoByro aktuBHOCTb SCY-078 B ycnoBusx ¢ pasaumudbiMu pH B kaudectse
Clenylomed CTagul B OLEHKE OCYIIECTBUMOCTH Uil pa3pabOTKU Kiacca MPOU3BOIHBIX
sHpYMapyHIHHA C TPOTUBOIPUOKOBOIN aKTUBHOCTBIO JJIsl TPUOKOBBIX MH(EKIMI, MPU KOTOPBIX
npeanojaraeTcs Hanuuue Hu3koro pH.

[0015] B manHO#t 00acTH CylIeCTBYeT MOTPEOHOCTh B MPOTHBOITPUOKOBOM Teparuiy JIJIst
Jro/ieH, OCOOCHHO B JICYEHUU TPUOKOBBIX WH(EKIMHA, BOSHUKAIOIUX B YCJIOBHIX ¢ HU3KUM pH,
TAKUX KaK BYJIbBOBArMHAJIBHBIA KAaHAMAO3 W HMH(EKLUH JKEIyIOYHO-KHIIEYHOTO TPAKTa, B
KOTOPBIX MPOTUBOIPHOKOBOE CPEACTBO COXPAHSET AKTHBHOCTD B YCIOBUSX C HU3KUM pH.

CymHocTb H3o0pereHust

[0016] HeoxunmanHo OBUIO YCTAaHOBJIEHO, YTO TPUTEPIIEHOMAHOE TMPOHU3BOIHOE,
nonyuyeHHoe u3 3H(pymadynruna, coemuHeHue SCY-078 - pernpe3eHTaTHBHOE COEIUHEHHE
NPOM3BONHBIX SHPYMa(dyHIHHA, OMHCAHHOE 371€Ch - HE MPOSBIISIET MOHWKEHHOW aKTUBHOCTH B
ycrnoBusax ¢ Hu3kuM pH. bonee Toro, coennHeHHe HEOXKUAAHHO IIOKA3aJI0 MOBBIIEHHYIO
AKTUBHOCTP B TAaKUX VCJIOBHSX. TpPHUTEPIEHOMOHOE TPOU3BOAHOE, TOJIYYEHHOE W3
sHyMapyHrHHA,  HEOXXKHIAHHO  INPOJEMOHCTPHUPOBANO  CYLIECTBEHHO  IOBBIIICHHYIO
IPOTHBOTPHOKOBYIO AKTUBHOCTb MpPHU HHU3KOM pH, KOTOpBIM XapakTepeH Ais BarnHaJbHON
cpensl (pH 4,5). Kpome Toro, coenunenne SCY-078 mokaszano BBICOKYIO OMOAOCTYIHOCTH H
MHTEHCUBHOE pacCIpeliesieHHe B TKaHAX IIOCJe IepPOpajbHOTO BBEAEHUS MblliaM. Takue
CBOMCTBA BaKHBI JUISI JIEYEHUS] M NMPOQHIAKTUKN IpuOKOBbIX MHGekuwmii, Bkmodas BBK, koraa
TaKOE JIeUEHHE MU NMPOPHIAKTHKA BKIIOYAET MEPOPATbHOE BBEICHHE.

[0017] Hacrosimmee wu300peTeHHe OTHOCUTCS K  MPUMEHEHHIO  MPOH3BOIHBIX
SHpYMapyHIHHA JJIs1 JICUEHUs] WM MPOQPUIAKTUKU TPHUOKOBBIX HMH(EKIUH, BOSHHKAIOIINX B
KHUCJIBIX WM TPH KHUCIBIX yCioBusix (Hanpumep, pH Hmxe npumepno 5). IlpousBomgHbie
sHpyMapyHrHHa U WX (HapMaALEBTHYECKH NPUEMJIEMbIE COJHM WM TUAPATHl MPHUTOAHBI IS
uHrnouposanus (1,3)-f-D-rirokaHCHHTA3bl U B YaCTHOCTH, MPHUTOIHBI JJIST TPOPHIAKTHKH HITH
JeueHnss TPUOKOBBIX MH(EKIMHA, BO3HUKAIOIINUX B KHUCIBIX JIOKAJIbHBIX YCIOBHUSIX, HAIPHMED,
korga pH cocraBisieT MpUMEPHO 5 MM HIDKE, KOTOPBIE MPEACTABISIFOT COOOH MH(EKIINOHHBIE
CUTyalllH, KOTAa HeoOXOUMa BBICOKAsI MPOTHBOIPHOKOBAs aKTHBHOCTD B IAHHOM O0JIACTH.

[0018] Hacrosimee u3o0peTeHHe HAMpaBIEHO HAa YAOBJIETBOPEHHE MOTPEOHOCTEH B
TaHHOW 00JacTH, TaKMX KaK ONMHCAHHBIE BBIIIE, TOTOMY YTO NMPOU3BOAHBbIE SHPYMadyHIHHA,
OTHCAHHBIE 371€Ch (2) HE TOJbKO HEOXKUIAHHO COXPAHSIOT aKTHBHOCTD MpH KUCIoM pH, HO (eme
Oonee yOUBUTENBHO) NEMOHCTPUPYIOT 3HAYUTEIBHO TNOBBILEHHYI0 MPOTHBOIPHUOKOBYIO
AKTUBHOCTB B YCIOBHUAX ¢ HU3KUM pH. DTH cBolicTBa 0COOEHHO MPUTONHBI M AKTYaJbHbI MPU
JeueHnH rpuOKOBbIX MH(EKIHH B 00JacTsX, rne mpearnonaraercs Hamuuue kucioro pH, u raoe

Apyrue MpOTHBOIPUOKOBBIE IpenapaTbl MOTYT HMEThb IIOHIDKEHHYKO AaKTHBHOCTh 33 CUET



JoKanpHOH cpenpl ¢ HU3kUM pH. Hekoropeie nmpumepbl rpHOKOBBIX MH(PEKUUH, MPU KOTOPBIX
NpeArnoJaraeTcss Hajluuue cpenpl ¢ HM3KUM pH, BKIIOYAOT, HE OrpaHHYMBAsACH 3TUM,
ByJIbBOBaruHaipHbIN kananno3 (BBK), abcuiiecc OpromHoON monocTy, sMnueMy IieBpsl, adbcrecce
Jerkoro, abcuece ne4eHu 1 adbcLece pOTOrJIOTKU HITH MUILEBOAA.

[0019] IlpumeneHus: HAHHOTO H300pPETEHUS] BKJIOYAIOT, HE OrPAHUYHBASICH 3THUM,
BO3MOJKHOCTh ~ JIer4e€ JOCTUIaTh B MeCTe MH(EKIMH KOHLEHTpauui (IPOU3BOIHBIX
sHpymMadyHruHa), KOTOpble S((GEeKTUBHbI I JieUeHHs WIH TNPOPUIAKTHKH T'PHOKOBOM
UHQEKIMH B KUCJBIX YCIOBMSX (Hampumep, i OoJjiee JIETKOTrO MOCTHMKEHUS KOHLEHTpaLUi
Bbiie MIC, HEOOXOMUMBIX JJIs JIEYSHUST WM MPOPUIAKTUKH MPUOKOBON MH(EKIMU B KHCIIBIX
YCIIOBHSAX), TOCKOJBKY MPOTUBOIPHOKOBAsl AKTHBHOCTb 3THX COEIUHEHHH HEOXHIAHHO
BO3PACTAET B KHUCJBIX YCJIOBHAX. [IOCKOJNBKY MPOTHBOIPHUOKOBAsST aKTUBHOCTb YCHJIMBAETCS B
KHUCIBIX ycnoBusX, To MIC mpousBonmHbIX 3HPYMadyHrHHA TO HACTOSIIEMY H300pETEHHIO,
HEOOXOUMBIE IS JICUSHHsT MM NPO(UIAKTHKH HH(YEKLNHU B YCIOBUSAX HU3KOro pH, HiDKe, yem
MIC npousBogHbIX >HPyMapyHrHHA, HEOOXOAUMbBIE MU JICYSHHsS] WIH NPOQUIAKTUKU
uHpekuuu B ycioBusx ¢ pH mpumepHo 7. Hacrosimee m3zoOpeTeHue TakKe MO3BOJSIET MPH
JIEYSHUH WK MPOQUIAKTUKE TPHOKOBON MH(EKINH, KOTOPasi BO3SHUKAET B YCJIOBHSIX C KHCIIBIM
pH (wanpumep, npu pH npumepHO 5 min HIKE), BBOAUTD A03bI TPOU3BOAHOTO YHPpyMadyHIHHA,
KOTOpBbIE HIDKE, YeM J103bl, TpeOyeMble il JieueHHs] TpHOKoBoi MH(peKmH B ycnoBusax ¢ pH
MPUMEPHO 7.

[0020] Hacrosimmee n3o0peTeHHe OTHOCHUTCS K NMPUMEHEHHI0 coenuHeHus dopmysl (1)

WY ero (papMaLeBTUYECKH NPUEMIIEMON COJIM WIIM THApPATa:

(D

rie:

X nmpeacrasmsier O wiu H, H;

R® mpencrapnsier C(O)NRfRg WK O-4JICHHYIO KOJIBIEBYIO TETEPOAPHIIbHYIO TPYIIY,
comepskamyro 1 wim 2 atoma a30Ta, rie reTepoapuiibHasl rpymnmna HeoOsI3aTeIbHO MOHO3aMeIeHa
MO KOJIBIIEBOMY aToMy yriiepoaa (TOPOM WIH XJOPOM WIH TO KOJIbLIEBOMY aToOMy a3oTa
KHCJIOPOJIOM;

Rf, RE, R® u R’ kasknplii He3aBUCHMO npencrasisier atoM Bogopoaa uiu Ci-Cs anku;

RS npencrasyser Ci-Cy ankmn, C3-Cy unxnoankui min Cy-Cs MUKITOANTKUIATKILL,

R’ MPEICTABIISIET METUIT WJIH STUIT, U

8
R® u R’ Heobs3aTennbHO B3AThIE BMECTe, 0OPA3yIOT G-UIEHHOE HACHIIIEHHOE KOJBLIO,



comepxaiiee | aToM KHCIOpOza,

y cyOBeKTa myisl JIe4eHusl WM NPO(UIAKTHKN IPUOKOBON MH(EKINH, BOZHHUKAIOLIEH B
ycnoBusax ¢ kucibiM pH. I'puOkoBas MHPEKINs MOXKET MPEACTaBISATh COOOH NPOXKIKEBYIO WIIH
IUIECHEBYIO HMH(EKIHMI0, KOTOpas BO3HMKAET B YCJIOBHMSX WJIM AaHATOMHUYECKUX OOJACTSX,
kKoTtopble uMeroT pH Hmxe npumepHo 7, Bkitovast, Hanpumep, pH npumepHo 5, nmpumepHo 4,5
win npumepHo 4. Takume HHQEKIUHM BKIOYAOT, HE OrPAHMYMBASICH 3THUM, BAarMHAJIbHBIC
aposkokeBble WH(eKIK, rPUOKOBBIM adCIece Win SMIUeMy J000# JoKanmu3auu 1 MHQEKIUn
BEPXHHUX OTAEJIOB XKeJIyIOYHO-KUIIEYHOTO TPAKTA.

[0021] M3oOpereHue Takke OTHOCUTCS K CrocobaM JieueHus: WM MPOQHIaKTHKH
rpuOKOBOI MH(pEKLNH, KOTOpasi BO3HUKAET y YEJIOBEKa B YCIOBHAX C KHCIbIM pH, BBeneHuem
coenunenus: popmyinl (I) umu ero papmaneBTHUECKH MPUEMIIEMON coiu win ruapara. Kpome
TOrO, W300peTeHne OTHOCUTCA K MpuMeHeHHto coeamHeHus ¢opmyasl () wmm  ero
(hapManeBTHUECKH PUEMIIEMON COJIH FUTH TUAPATA B TOJIYYEHUH JIEKAPCTBEHHOT'O CPEACTBA IS
JeueHns rpuOKOBOI MH(EKLNH, KOTOpast BOSHUKAET B YCIOBUAX C KHCIbIM pH y cyObekTa.

IToapoOHoe onucanue n3odpereHust

[0022] B mpempimymux padorax CcoOOINAIOCh, YTO AKTHBHOCTh OOJBIIUHCTBA
NPOTHBOTPHOKOBBIX MPENapaToB CHIKaeTcs nmpu HU3koM pH. Jlo HacTosiero BpeMeH! HA OJTHO
NPOTHBOTPHOKOBOE  CPEACTBO HE  MPOAEMOHCTPHUPOBAIO  3HAUUTENIBHOTO  YBEIHUYEHHS
aKTUBHOCTH (HampuMmep, Kak MoKa3aHo > 4-kpaTHeM cHipkeHHneM MIC) mpu tecTupoBaHUM Ha
Candida glabrata u Candida albicans (nambonee pacnpoctpaneHHbix Buax Candida,
BbI3BIBAIOIIMX HHPEKIMH y Jojel) B KUCIBIX YyCiIoBUsAX. HeoXumaHHO NpPOU3BOAHBIE
sHpyMapyHIHHA, OTMCAHHBIE 3/1€Ch, IOKA3aJIH JOCTOBEPHOE MOBBILIEHNE UX MPOTUBOIPHOKOBON
AKTUBHOCTH IPH TECTUPOBAHUM IpH Hu3koM pH, obOecneunBas OCHOBY IUIsI HEOKHIAAHHOTO
KJIMHUYECKOro 3¢exTa Npu HCHOJIb30BAHUM COCJUHEHUH B JICYEHUH WM NPOPUIAKTHKE
rprOKOBBIX HMH(GeEKIH B yciaoBusix ¢ Hu3kuM pH. Ilpumeps! moTeHIMaNbHON KIMHHYECKOH
NOJIb3bl OT TOBBIIIEHHOW AKTMBHOCTU TMPOU3BONHBIX SH(PYMa(pyHIrHHA B KHCIBIX YCIOBHUSIX
BKJIFOYAIOT, HE OrPAaHWYMBASCh OSTUM. TOBBILICHHYIO J(P(EKTUBHOCTD B JIEYEHUU WJIH
npoduakTUKe TPUOKOBBIX HH(EKUMH, BO3ZHHMKAIOUIUX B KHCJBIX YCJIOBHSX, MOBBILICHHYIO
BEPOSITHOCTh JTOCTMIKEHHUSI KOHIIEHTpalUui B TKaHsaX, KoTopele Bbiue MIC pns rpubkoBoro
naroreHa (obecrieunBasi OOJBINYIO0 BEPOSITHOCTh MHAYKLMU THOENTN WIN MPEayNPexKICHUS POCTa
NaTOre€Ha) U BO3MOKHOCTh JIOCTHKEHHUSI BBICOKHMX PE3YJIbTATOB NPU BBEACHHH OOJiee HU3KHX /103
NPOM3BONHBIX 3SHPYMadyHIHHA, HYEeM JO03bl, KOTOpble TpeOYyIOTCS Ml JIEYCHUS WU
npodHIaKTHKN HHOEKIINN B YCIOBHUSIX C HEHTpaIbHbIM pH.

[0023] Hacrosimmee n3o0peTeHHe OTHOCHTCS K NMPUMEHEHUI0 coenuHeHus dopmysl (1)

WK ero (papMaLeBTUIECKH PUEMIIEMON COJIM WIIM THAPATA:
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rae:

X mpeacrasisier O wiu H, H;

R® npencrasmser C(O)NR'R® miamn 6-4ieHHYI0 KOJNBLEBYIO [eTEPOAPHIBHYIO TPYIIIY,
comepxatyro 1 uimm 2 atoma a3oTa, re rerepoapuiibHas Tpymna Heo0s3aTeIbHO MOHO3aMeIeHa
IO KOJIBIIEBOMY aTOMy yriepoaa (pTOpOM WM XJOPOM MWJIM IO KOJIBLEBOMY aTOMy a30Ta
KHCJIOPOZIOM;

Rf, RE, RéuR’ Ka)KIbIil HE3aBUCUMO TpeACTaBisieT atoM Bogopoaa wiu Ci-Cs ankur,

R® npencrasysier Ci-Cy ankmn, C3-Cy unknoankui min Cy-Cs IUKITOANTKHTATKILT,

R’ npeicTaBIsieT METHIT HIIH STIJL, 1

R® u R’ Heobs3arennHO B3AThIC BMECTe, 0OPA3yIOT G-UIEHHOE HACHILIEHHOE KOJBLIO,
comepkaiiee | aToM KHCIOpOza,

y cyOBexTa Ay Jie4eHus WM NMpopUIAKTUKH TPUOKOBONM MH(EKINH, BO3HUKAIOLIEH B
ycnoBusax ¢ kucibiM pH. I'puOkoBas mHPEKINS MOXET MPeACTaBIsATh COOOH NPOXKIKEBYIO WIIH
IUIECHEBYI0 HMH(QEKIMI0, KOTOpas BO3HUKAeT B YCJIOBUSX WM AHATOMUYECKUX OOJACTsX,
umeromux pH Hiwke npumepHo 7, HanpuMep, Takux kak pH npumepno ot 4 no npumepHo 6,8. B
HEKOTOpBIX BapUaHTax ocyuiecTBieHus pH HaxoauTcs B auana3oHe NpPUMEpHO OT 4 10
NPUMEPHO 6; U B HEKOTOPBIX BAPHAHTAX OCYLIECTBJCHHS, TAKUX KaK BarMHAJbHbIE IPOMCKEBbIC
uHdpexmu, pH HIpKe, ueM npumepHo 5, 1 Ooiee KOHKPETHO, MOKET COCTABIISATh MIPUMEPHO OT 4
no npumepHo 4,5. MHdekuuu, noagaroiyecs JeUeHU0 1 Wik NpOopUIaKTHKE CIIOCOOaMH Mo
HACTOSIIEMY H300PETEHHIO, BKJIOYAIOT, HE OrPAaHUYHMBASICh 3TUM, BAarHHAJbHBIE JPOJKKEBBIE
uH(peKHu, TpUOKOBbIA abclecc WM SMIUEMy OO0 JIOKaNM3alMu W WH(EKIHH BEPXHUX
OTZEJIOB JKeJTyJOYHO-KUIIEYHOTO TPAKTA.

[0024] M300pereHue Takke OTHOCUTCA K CIOCOOaM JieUeHUs WM NPOQHIaKTHKH
rpuOKoOBOI MH(pEKUNH, KOTOpasi BO3HUKAET y UEJIOBEKa B YCIOBHSX C KHCIbIM pH, BBeneHuem
coenunenus: popmyinl (I) mmu ero papmaneBTHUECKH MPUEMIIEMON cou win ruapara. Kpome
TOrO, H300peTeHne OTHOCUTCA K MpHMeHeHHo coeauHeHus ¢opmyasl (I) wmm  ero
bapmareBTHIECKH MPUEMIIEMON COJIM MJTH THAPATa B MOJYYEHUH JIEKAPCTBEHHOTO CPENCTBA IS
JeueHnst rpuOKOBOI MHPEKLNH, KOTOpasi BOSHUKAET B YCIOBUAX ¢ KUCIbIM pH y cyObekTa.

[0025] Hacrosimee wu3oOpeTeHne Takke OTHOCUTCS K TNPUMEHEHHIO COCHHMHCHHS

dopmysl (Ia) nnu ero papmaneBTHYECKHU IPUEMIIEMON COJIM UJTH THAPATA!



(Ia)

7€ 3aMEeCTUTENTN HMEIOT 3HAUEHUs, onpeneeHHble At popmyosl (I),

y cyOBeKTa AJisl JIeYeHUs] WM MpOPWIAKTUKH TPUOKOBOM MH(EKIMH, BO3HUKAIOIIEH B
ycnoBusx ¢ kucibiM pH. I'puOkoBas mHPEKINS MOXKET MPEACTaBIsTh COOOH NPOXKIKEBYIO HIIH
IUIECHEBYIO HMH(EKIHI0, KOTOpas BO3HHKAET B YCJIOBUSX WM AHATOMUYECKHX OOJACTSIX,
nMeromux pH Huxe npumepHo 7, HanpuMep, Takux kak pH nmpumepno ot 4 no npumepHo 6,8. B
HEKOTOPBIX BapHaHTax ocyluecTsieHuss pH HaxomuTcss B auanazoHe NpuUMepHO OT 4 1O
MPUMEPHO 6, U B HEKOTOPBIX BAPHAHTAX OCYILIECTBJICHUS, TAKUX KaK BArMHAJIbHBIE NPOXKKEBBIE
uHpexnnn, pH HIpKe, ueM npumepHo 5, u 0osee KOHKPETHO, MOJKET COCTABIISATh MPUMEPHO OT 4
no npumepHo 4,5. MHpeknuy, moagarouuecs JISYSHHIO W/ NpOoPUIaKTHKE CIoco0aMu o
HACTOSIIEMY HM300pETEHHIO, BKJIIOYAIOT, HE OTPAHMYHMBASCh 3THUM, BarMHAJIbHBIE IPOXIKEBBIE
uHpeKkny, TpuOKOBbIA abcuecc WM SMIUEMy JOOOH JIOKamM3alMu U UH(PEKIHH BEPXHHUX
OTZIEJIOB JKeJIy JOYHO-KULIEYHOrO TPAKTa.

[0026] M300pereHue Takke OTHOCUTCA K CIOCOOaM JieUeHUs WM NPOQHIAKTHKH
rprOKOBOI MH(EKIMH, KOTOpasi BO3HUKAET B YCIOBHsIX ¢ KuciabiM pH y cyObekTa, BBeneHHuEeM
coenuHenus: popmyisl (Ia) uam ero papmarneBTnyecku mpuemieMoi conu uim ruapara. Kpome
TOro, u300peTeHHe OTHOCHTCS K NpUMeHeHHto coenuHeHus (opmynsl (Ia) wumm  ero
(bapMaLeBTHUYECKH PUEMIIEMON COJTH MJIH THIpPATA B TOJYYEHUH JIEKAPCTBEHHOTO CPECTBA ISt
JedeHns rpuOKOBOI MH(PEKLINHU, KOTOPasi BO3HUKAET B YCJIOBUSX ¢ KHCIBbIM pH y cyObekTa.

[0027] B Bapuante ocymiectBiaeHusi 1: X npencrasnsier H, H, u apyrue 3amectureny,
KOTOpPbIE UMEIOT 3HAYeHMs1, OnpenesieHHbIe st Gopmysl (1).

[0028] B Bapuanrte ocyiiectienuss 2: R° mpencraBiser NHMPHMANI, MUPUMUIUHMIL,
Heo0s13aTeIbHO MOHO3aMEILEHHBII MO KOJBLIEBOMY aToMy yriepona (TOpoM MM XJIOPOM HWIIN
MO KOJBLEBOMY aTOMy a30Ta KHUCJIOPOAOM, U JPYyrue 3aMeCTUTENM HMEKT 3HA4deHwus,
OTIpeeNIeHHbIE AJIs1 BapuaHTa ocyuiectieHus | niam gopmydsr (1).

[0029] B Bapuante ocymectBieHuss 3. R° mpencraBisier 4-nupupnn, W Ipyrue
3aMECTUTEIN UMEIOT 3HAYEHHUS, ONpPEeeNIeHHbIE U BApUaHTa OCYINECTBICHUs 1 uiu GopMyJibl
@.

[0030] B Bapuante ocymectBnenus 4: R® npexncrasiser C(O)NH, wmu C(O)NH(C;-Cs
AJIKWJT), U APYTHE 3aMECTUTENIN UMEIOT 3HaUEHHsI, ONPEAEIICHHbIE JIUIsl BAPUAHTA OCYIIECTBIICHUS
1 umm ¢popmyast (I).

[0031] B BapuaHTe OCYIIECTBJICHUS S: R® npencrasysier C1-C4 ankun, u R’
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NPEACTaBIsieT METUJI, U APYTrue 3aMEeCTUTENIN HMEIOT 3HA4YEeHMs], ONpeeNieHHble U BapuaHTa
ocymectsnenus 1, 2, 3 nim 4, unu Gopmynsl (I).

[0032] B BapuanTe ocyiecTBiieHuUs O: R® MPEICTABNIACT TPET-OyTHII, R’ MIPENCTAaBIISAET
METHUJI, U APYTUe 3aMEeCTUTEIN UMEIOT 3HAUYEHUs, ONpeNleJIeHHbIe [JIsl BAPHAHTA OCYILECTBIICHMUS
1, 2, 3 nnmu 4, unu Gopmyasl (I).

[0033] B BapuaHTe OCYIIECTBICHUS 7: KaXKIbIi U3 R® u R’ nesaBucumo NIPEACTABIIAET
aTOM BOJOpPOZJA WM METHJ, U APYTHe 3aMECTUTEIN HMEHT 3HA4Y€HUs, ONPEAENICHHBbIE IJIs
BapuaHTa ocymecTienus 1, 2, 3, 4, 5 unu 6, unu popmyasi (1).

[0034] B Bapuanrte ocymiectsienusi 1': X mnpencrasnser H, H, u npyrue 3amecturenu
UMEIOT 3HAYCHUs1, onpenesieHable 1t Gopmydsl (1a).

[0035] B Bapuante ocymectBieHust 2': R° mpencraBnsieT MUPUOWI, MNUPUMUIMHKIL,
Heo0s13aTeIbHO MOHO3aMEILIEHHBIH MO KOJBLIEBOMY aToMy yriepona (TOpOoM MM XJIOPOM HIJIH
[0 KOJBLEBOMY aTOMy a30Ta KHCJIOPOAOM, U JApyrue 3aMecTUTeNd HMEIOT 3Ha4YeHMUs,
OTpeeNeHHbIEe ISl BApHaHTa ocyuecTierns ' i ¢popmysl (1a).

[0036] B BapuaHTe OCYLIECTBJIECHUS 3: R® MpeAcTaBisieT 4-MUpUAUN, U JApYyrue
3aMECTUTEIM UMEIOT 3HAUEHHsI, ONPEeIeHHbIE U BApUaHTa OCyIecTBIeHus ' miu GopMyJiel
(Ta).

[0037] B Bapuante ocymectsienus 4" R® nmpencrasnsier C(O)NH, unu C(O)NH(C-Cs
AJIKWJT), U APYTHE 3aMECTUTENIN UMEIOT 3HAUEHHsI, ONPEAEIICHHbIE ISl BAPUAHTA OCYIIECTBIICHUS
' unu popmysl (1a).

[0038] B Bapmanrte ocymecteienms 5 R® npencramser C;-C; amkmn, u R’
NPEACTaBIsieT METUII, U APYTUe 3aMECTUTEIN UMEIOT 3HA4YEeHMs], ONpEeeNIeHHbIe Ul BapuaHTa
ocymectenenus 1', 2', 3' unu 4', unu popmynsl (la).

[0039] B BapuanTe ocyuecTBieHus O': R® NpeACTaBysieT TpeT-OyTui, R’ NPECTaBISAET
METHWJI, U APYTUe 3aMECTUTEIN UMEIOT 3HAUYEHHUs, ONpeeeHHbIE ISl BAPHAHTA OCYILECTBICHMUS
1',2', 3" wnu 4', uimu popmyer (Ia).

[0040] B BapuanTte ocymecTBieHus 7': R® u R’ kaxnuplil He3aBUCUMO, MPEACTABIIET
aTOM BOJOpPOZA WM METHJ, U JPyrHe 3aMeCTUTENH HMEIOT 3Ha4YeHUs, ONpeAeseHHbIe IJIs
BapuaHTta ocymectsieHus 1', 2', 3", 4', 5' unm 6', nwnu Gpopmynst (Ia).

[0041] B mnpeamoyTUTEBbHBIX BapUAHTAX OCYIIECTBJIIEHUsS HACTOsee H300peTeHHe

OTHOCHTCS K mpuMeHeHmto coennaernns Gopmysl (11):



13

BT

an

kotopoe mpexactasisieT (1S,4aR,6aS,7R,8R,10aR,10bR,12aR, 14R, 15R)-15-[[2-amuHo-
2,3,3-tpumetunoytui Jokcu|-8-[(1R)-1,2- numerunnpornwn|-14-[ 5-(4-nupunuumn)-1H-1,2,4-
tpuaszon-1-unl-1,6,6a,7,8,9,10,10a,10b,11,12,12a-nonexkaruapo-1,6a,8,10a-rerpamermin-4H-1,4a-
nponaHo-2H-denantpo[ 1,2-c]nupan-7-kapOOHOBYIO KHUCIOTY,

WK ero (papMaLeBTHUECKH IPUEMIIEMON COJIM WM THpaTa,

y cyOBeKTa Ayl JIe4eHusl WM NMpOoPMIAKTUKH TPUOKOBONW MH(EKINH, BO3HUKAIOIIEH B
ycnoBusax ¢ kucibiM pH. I'prOkoBas mHPEKINs MOXET MPEACTaBIsTh COOOH NPOXKIKEBYIO WIIH
IUIECHEBYIO HH(EKIHI0, KOTOpas BO3HMKAET B YCJIOBUSX WJIM AaHATOMUYECKUX OOJacTsX,
uMeromux pH Hmxe npumepHo 7, HarpuMmep, Takux kak pH npumepHo ot 4 1o npumepHo 6,8. B
HEKOTOpBIX BapuaHTax ocyuecTBieHuss pH Haxoaurcs B quamasoHe npuMepHo oT 4 1o
IPUMEPHO 6; U B HEKOTOPBIX BAPHAHTAX OCYLIECTBJIEHMS, TAKHX KaK BarMHAJbHbIE APOKKEBbIE
unpexuun, pH Huke, uem npuMepHo 5, u Oosiee KOHKPETHO, MOKET COCTAaBIISATh MPUMEPHO OT 4
no mpumepHo 4,5. UHbekunu, moanaromuecs: JEYeHUO W/ npoduiakTike crnocodamu mo
HACTOSIIEMY H300PETEHHIO, BKJIIOYAIOT, HE OrPAHHYUBASICH 3TUM, BArHHAJbHBIE IPOJKKEBBIE
uH}peku, TpuOKOBbIA abcuecc WM SMIUeMy OO0 JIOKamM3alMu U WH(EKIHMH BEPXHUX
OTZEJIOB JKeJTyJOYHO-KUIIEYHOTO TPAKTA.

[0042] M300pereHue Takke€ OTHOCUTCS K CrOcoOaM JieueHUs WM NPOQHIaKTHKH
rpuOKOBOI MH(pEKIUH, KOTOpas BO3HUKAET B yCJIOBHsX kucioro pH y cyObekra, BBeneHUEM
coenunenus: Gpopmysl (II) umu ero papmaneBTHYecKu IpueMyIeMON Col uiu ruaparta. Kpome
TOrO, W300pETeHHE OTHOCUTCS K TNpuUMeHeHuro coeanHeHust Qopmynsr (II) wumm  ero
dapmaneBTHIECKH MPUEMIIEMON COJIM MJTH THAPATa B NMOJYYEHUH JIEKAPCTBEHHOTO CPENCTBA IS
JeueHnst rpuOKOBOI MH(PEKLNH, KOTOpast BO3HUKAET B YCIOBUAX C KHCIbM pH y cyObekTa.

[0043] B eme omgHUX MPEANOYTHUTENbHBIX BaPUAHTAX OCYLIECTBIEHUS HACTOALIEE
n300peTeHNe OTHOCUTCS K IPUMEHEHNIO coennHeHust ¢popmynsl (Ila) (B HacTosALIEM TOKyMEHTE

HasbsiBaemoro SCY-078):
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(ITa)

kotopoe mnpencrasimsier (1S,4aR,6aS,7R,8R,10aR,10bR,12aR,14R, 15R)-15-[[(2R)-2-
amuHO-2,3,3-TpumetunOytui Jokcu|-8-[ (1R)- 1,2- numerunnpornn]-14-[ 5-(4-nupununmn)- 1 H-
1,2, 4-tpuazon-1-un]-1,6,6a,7,8,9,10,10a,10b,11,12,12a-nogexarunpo-1,6a,8,10a-terpameTi-
4H-1,4a-nponano-2H-denantpo[ 1,2-¢c|nupan-7-kapOOHOBYIO KUCJIOTE,

WK ero (papMaLeBTHIECKU PUEMIIEMON COJIM WM THpATa,

y cyOBeKTa Ayl JIe4eHusl WM NMpOoPWIAKTUKH TPHOKOBOW MH(EKINH, BO3HUKAIOIIEH B
ycnoBusax ¢ kucibiM pH. I'prOkoBas MHGEKINS MOXET MPeACTaBIsATb COOOH IPOXKIKEBYIO WIIH
IUIECHEBYIO HMH(EKIHMI0, KOTOpas BO3HMKAET B YCJOBHMSX WWJIM AaHATOMHUYECKUX OOJACTsX,
uMeromux pH ke npumepHo 7, HarpuMmep, Takux kak pH npumepHo ot 4 1o npumepHo 6,8. B
HEKOTOpBIX BapuaHTax ocyuecTBieHuss pH Haxoaurcs B nuamazoHe mpuMepHo oT 4 1o
IPUMEPHO 6; U B HEKOTOPBIX BAPHAHTAX OCYLIECTBJIEHMS, TAKMX KaK BarMHAJbHbIE APOKKEBbIE
unpexuun, pH Huke, yem npuMepHo 5, u OoJsiee KOHKPETHO, MOKET COCTAaBIJIATh MPUMEPHO OT 4
no mpumepHo 4,5. UHbekunu, moanarommecs: JEYeHUO Wi npoduiakTike crnocodaMu mo
HACTOSIIEMY H300PETEHHIO, BKJIIOYAIOT, HE OTPAHUYHMBASCH STHUM, BAarMHAJIbHBIE JPOMOKEBbIC
uH}peku, TpuOKOBbIA abcuecc WM ASMIUeMy OO0 JIOKamH3alMu U UH(EKIHH BEPXHUX
OTZEJIOB JKeJTyTOYHO-KHUIIEYHOTO TPAKTA.

[0044] M300pereHue Takke OTHOCUTCS K CroOco0aM JieueHUs WM NPOQHIIaKTHKH
rpuOKOBOI MH(pEKIUH, KOTOpas BO3HUKAET B ycjoBusax kucioro pH y cyOwpekra, BBeneHHEM
coenunenus popmyiisl (Ila) wnu ero papmaneBTHYECKH TpUEMIIEMON CONU Uik Tuaparta. Kpome
TOro, W300peTeHHe OTHOCUTCA K TpHUMeHeHHto coenuHeHus ¢opmynel (Ila) wmmm  ero
(apManeBTHIECKH MPUEMIIEMON COJIM MJTH TUAPATA B TOJIYYEHUH JIEKAPCTBEHHOT'O CPENCTBA IS
JeueHnst TpUOKOBOI MH(EKLNH, KOTOpast BO3HUKAET B YCIOBUAX C KHCIbIM pH y cyObekTa.

[0045] B mnpenmodTUTENbHBIX BapUaHTaX OCYLIECTBIEHUS HCIHOJB3YIOT WM BBOJAT
docdarnyro conb coequnenus popmydsi (1), (Ia), (I) wu (Ila), kax 3Hech OMUCaHO.

[0046] B mnpenmnodTUTENbHBIX BapUAHTAX OCYLIECTBJIEHUS HCIOJb3YIOT WM BBOAST
uTpaTHyro conb coenuHenus gopmyinel (1), (Ia), (II) mnu (Ila), kak 3aech onmcaHo.

[0047] Hacrosimee n3o0peTeHne TakXKe OTHOCUTCS K MPUMEHEHHIO (hapMaleBTUYECKOM

Komnosuiuy, copepxkamen coenuHenne Qopmynsr (1), (Ia), (II) wmum (Ila), umm ero
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dapManeBTHUECKH MNPUEMJIEMYIO COJb HJIM THAPAT, U (papMaueBTUYECKU IMPHEMIIEMBbIi
HOCHUTENIb, aqbIOBAHT WJIM PACTBOPUTENb, y CyOBEKTa Ui JIeYeHHUs WIM NPOPHIAKTUKA
rpuOKOBOM MH(EKINH, KOTOpasi BO3HUKAET B ycjaoBHsax ¢ kuciabiM pH. I'puOxoBas mnpexuns
MOJKET TPEJCTABIATh COOOH APOXIKEBYIO WM IJIECHEBYIO MH(EKLMIO, KOTOpas BO3HUKAET B
YCJIOBUSIX WJIM QHATOMHUYECKHX 00yacTsxX, umeromux pH Hmke npumepHO 7, Hampumep, TaKHX
kak pH B amamasoHe npumepHO OT 4 10 mpumepHO 6 uiu, Oonee KOHKpeTHO, pH mpumepHo 5,
npumepro 4,5 wim npumepHo 4. Takue nH(pEKUIMH BKIIOYAIOT, HE OTPAHMYHMBASACH STHM,
BarMHAJIbHbIE APOXCKeBble MHPEKINU, rpuOKOBbIN adCUece Win 3MIHeMy JTF000H JIOKaTH3auu
U UHpEKIUH BEepXHHUX OTHENIOB KeJyJOYHO-KMIIeYHoro Tpakra. Hampumep, pH B cpene
BJIAraJIuINa COCTaBJsieT nmpuMepHo 4-4,5, u pH abcueccoB MOXKET BapbUPOBATHCS MPUMEPHO OT
5,5 no mpumepHo 6,8.

[0048] M300pereHue Takke OTHOCHUTCA K CIOCOOAaM JIeUeHUs WM TPOQHIAKTHKH
rpuOKOBOI MH(pEKINHU, KOTOpasi BO3HUKAET B YCJIOBHUIX ¢ KHcIbM pH y cyObekTa, BBeneHHEM
(apmaneBTHIECKOH KOMNO3HLMY, copepxkatneit coenunenune Gopmyinsl (1), (Ia), (II) nmm (Ila),
WK ero (PapMaleBTHIECKU PUEMIIEMYIO COJIb HITH THAPAT.

[0049] B ommcannu COENMHEHHWI B BapUaHTaX OCYIIECTBJICHHS, MPUBEICHHBIX BBILIE,
yKa3aHHbIE 3aMEHbl BKIJIFOYAIOTCS TOJBKO IPH YCJIOBUH, YTO 3aMECTUTENH OOECIeYHBAIOT
CTa0MIIbHBIE COEMHEHUS, COOTBETCTBYIOIINE ONPEAEIICHHIO.

[0050] Coenunenust popmydsl (1), (Ia), (II) u (Ila) u ux PpapmaueBTUIECKH TPUEMIIEMbIE
COJIM W/WJH rUuApaTHbIe (GOPMBI 00IaIAI0T MPOTUBOMHUKPOOHOH (Hanpumep, MPOTUBOTPHOKOBOH)
AKTUBHOCTBIO B OTHOIIEHUU APOXOKEH M Ipyrux rpuOoOB, BKJKOYass OAMH wWiau Oonee u3
CIeAYIOIIUX TpencraBurenei: Acremonium, Absidia (mampumep, Absidia corymbifera),
Alternaria, Aspergillus (mampumep, Aspergillus clavatus, Aspergillus flavus, Aspergillus
fumigatus, Aspergillus nidulans, Aspergillus niger, Aspergillus terreus u Aspergillus versicolor),
Bipolaris, Blastomyces (nanpumep, Blastomyces dermatitidis), Blastoschizomyces (Hampumep,
Blastoschizomyces capitatus), Candida (manpumep, Candida albicans, Candida glabrata,
Candida guilliermondii, Candida kefyr, Candida krusei, Candida lusitaniae, Candida
parapsilosis, Candida pseudotropicalis, Candida stellatoidea, Candida tropicalis, Candida
utilis, Candida lipolytica, Candida famata and Candida rugosa), Cladosporium (Hampumep,
Cladosporium carrionii u Cladosporium trichloides), Coccidioides (nHanmpumep, Coccidioides
immitis), Cryptococcus (Hampumep, Cryptococcus neoformans), Curvularia, Cunninghamella
(mampumep, Cunninghamella elegans), Dermatophyte, Exophiala (manpumep, Exophiala
dermatitidis u Exophiala spinifera), Epidermophyton (nanpumep, Epidermophyton floccosum),
Fonsecaea (manpumep, Fonsecaea pedrosoi), Fusarium (manpumep, Fusarium solani),
Geotrichum (mampumep, Geotrichum candiddum u Geotrichum clavatum), Histoplasma
(marmmpumep, Histoplasma capsulatum var. capsulatum), Malassezia (mampumep, Malassezia
furfur), Microsporum (Hampumep, Microsporum canis u Microsporum gypseum), Mucor,
Paracoccidioides (mampumep, Paracoccidioides brasiliensis), Penicillium (sampumep,
Penicillium marneffei), Phialophora, Pityrosporum ovale, Pneumocystis (Hanpumep,

Pneumocystis carinii), Pseudallescheria (nampumep, Pseudallescheria boydii), Rhizopus



16

(marmpumep, Rhizopus microsporus var. rhizopodiformis u Rhizopus oryzae), Saccharomyces
(marmpumep, Saccharomyces cerevisiae), Scedosporium (Hanpumep, Scedosporium apiosperum),
Scopulariopsis, Sporothrix (mampumep, Sporothrix schenckii), Trichoderma, Trichophyton
(marmpumep, Trichophyton mentagrophytes u Trichophyton rubrum), u Trichosporon (Hanpumep,
Trichosporon asahii, Trichosporon beigelii u Trichosporon cutaneum). 3Tu coeauHEHUs
IPUTOAHBI JJIl IPUMEHEHUs] HE TOJIbKO MPOTHB MUKPOOPTaHU3MOB, BBI3BIBAIOIIUX CHCTEMHbIE
NaTOTeHHble TI'PUOKOBBIE MH(EKIMH Y 4YeJNOBEeKa, HO TaKKe NPOTUB MUKPOOPTaHH3MOB,
BBI3BIBAIOIINX MMOBEPXHOCTHbIE TpHOKOBbIe MH(pekuuu, Takue kak Trichoderma spp. u opyrue
Candida spp. Coenunenusi ocodeHHo 3¢pdexrunbl npotus Bunos Candida u Bunos Aspergillus.

[0051] B cBete cBoeit mpoTuBorpuOKkoBoil akTMBHOCTH coenuHenus popmysl (I), (Ia),
(I) u (ITa) u ux papmMaeBTUYECKH MPUEMIIEMbIE COJTM W/WJIH TUAPATHBIE (GOPMBI MPUTOTHBI JJIsI
JeyeHuss WM TpOoPWIAKTUKA ONHOH WM OoJjiee pPasIMYHBIX ITOBEPXHOCTHBIX, KOXKHBIX,
CJIN3UCTBIX, TIOAKOXKHBIX M CHCTEMHBIX IPHOKOBBIX WH(EKINH BYJIbBBI, BJIAraIHIIa, KOXKH, TJ1a3,
BOJIOC, HOTTEH, CIIM3UCTON POTOBOM MOJIOCTH, JKEJTyTOYHO-KUIIIEYHOT'O TPAKTa, OPOHXOB, JIETKHX,
IUIEBPBL, OPIOIIMHBIL, 3HIOKapHa, TOJIOBHOTO MO3ra, OOOJIOYEK TOJOBHOIO MO3ra, OpPTaHOB
MOYEBBIACITUTEIPHON CHUCTEMbI, BarvHAJIbHOW OOJNACTH, POTOBOW TOJOCTH, CHCTEMHBIX
uHQEKIMiA, mouek, OpoHxa, CepALa, HAPYKHOIO CIYXOBOTO KaHayia, KOCTH, HOCOBOH IOJIOCTH,
OKOJIOHOCOBOW TMa3yxH, CENIe3€HKH, MNEeYeHH, IMOIKOXHON TKaHH, JHUM(ATHIECKOro MpPOTOKA,
JKEJNyOYHO-KUILIEYHOTO  TPakTa, CyCcTaBa, MbIIIIbI, CYXOXXWIMS, HHTEPCTULMAIbHBIX
IJIa3MOKJIETOUHBIX BOCIAJIEHUH B JIETKUX, KPOBU U TaK fanee.

[0052] Coenunenus popmydsl (I), (Ia), (II) u (IIa) u ux papmaueBTHUecKku NprEMIIEMbIe
COJIM W/WNU TUApaTHbIe (POPMBI MPUTOAHBI JUI NPO(PUIAKTUKN U JIEYEHUs] OIHOrO Win Oolee
pasIMuHBIX MH(EKIMOHHBIX 3a00JeBaHM, TaKMX KakK BYyJbBOBarnHajgbHbIi kaHannos (BBK),
nepMatopuTo3 (Hampumep, TPUXO(UTO3, CTPUTYLIUH JIMIIAN WU OMOSICHIBAIOIUN JIHINAN),
NApOHUXMs, OTPyOeBUAHBIH JMINAH, OHPUTPa3Ma, ONPENOCTH, TPUOKOBBIE ONPENOCTH,
KaHIAMIO3HBII BYJIbBUT, KAaHIWAO3HBIH OalaHUT, OTHUT HAPYKHOTO yXa, KaHAHIO03 (KOXKHBIH U
CJIM3UCTO-KOJKHBIN), XPOHUYECKUH MYKOKAHAMAO03 (HApUMEp, KAHIWAO3HBIA CTOMATUT U
BarMHAJIbHBIA KAHIUI03), KPUIITOKOKKO3, FE0TPUX03, TPUXOCIIOPO3, aCePTUilIe3, MEHULUILIHO3,
(dy3apuo3, 3UTOMHKO3, CIOPOTPHXO03, XPOMOMHMKO3, KOKLHUAHOHUIOMHKO3, THCTOILIA3MO3,
0JIaCTOMHKO3, MapaKOKUUAHOHIOMHKO3, NCEBIOAJUICLIEPHO3, MULIETOMA, TPUOKOBBIA KEpaTHT,
OTOMHKO3, MHEBMOLMCTO3, TPHOKOBBIA abclecc, rpuOKoBas SMIHEMa IUIEBPBI U (PYHTEMHUSL.
Coenunenus ¢opmyn (I), (Ia), (II) u (Ila) u ux dapmareBTHUECKH MPUEMIIEMbIE COJA W/WJIH
ruapaTHeie (OPMBI TAK)KE MOJKHO HCIIONB30BaTh B KAUECTBE MPO(PHIAKTUYECKUX areHTOB IS
NPEAYyNPEeKIEHUs] CHCTEMHBIX U MECTHBIX T'PHOKOBBIX MH()EKIIUH.

[0053] Coenunenust popmydsl (1), (Ia), (II) u (Ila) u ux papmaueBTHUECKH IPHEMIIEMbIE
COJIM W/WJIM THApaTHBIE (POPMBI MOKHO HCIIONB30BaTh AJsl npodmnaktuku perunusos BBK y
NALUEHTOK,  cTpajalomux  peuupgusupyrommm  BBK.  IlpumeHenne B kadecTse
NpOQHUIAKTHUECKUX areéHTOB MOXKET, HampuMmep, ObITh MOAXOISAIINM B KA4eCTBE YaCTU CXEMBbI
CENIEKTUBHON JE3aKTHBALMU KHUIIEYHHKAa INpU mnpodunakTuke HHPEKUUH Y TMALHEHTOB C

ocna0eHHbIM UMMyHHTETOM (HanpuMmep, nanueHToB co CIIM]loM, manueHToB, MOJyYarolux
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NPOTHBOOIYXOJIEBYIO  TEPANUI0, WM  MAIMEeHTOB, IEPEeHeCIIMX  TPAHCIUIAHTALHIO).
[Ipenynpexxaenrne H30BITOYHOTO POCTa TPUOOB BO BpeMsl JICUYSHUS AHTHOMOTHKAMH TaKKe
MOJKeT OBbITh JKeJaTeNIbHbIM IPU HEKOTOPBIX CHHAPOMAX WJIHM STPOTeHHBIX 3a0ojeBaHusX. B
JaCTHOCTH, MOXeET OBITh JKejaTelbHON mpodunakTuka n3dopirouHoro pocra Candida spp. Bo
BJIAraJiiIle y MAalHEeHTOK, MOJYYaIOLINX JIeYeHHe AaHTUOMOTHKAMM MM Y KOTOPBIX HMEIOTCS
HEKOHTPOJIHMpyeMble (akTopsl pucka st n3dsiTouHoro pocra Candida spp., Takue Kak BBICOKOE
COJZlepKaHUE TIIFOKO3bl B KPOBU.

[0054] Coenunenus: popmyasi (1), (Ia), (II) u (Ila) u ux papmaueBTHUECKH NPHEMIIEMbIE
CONMM W/WiIHM TUApPATHbIE (OPMBI MOXKHO IMOJYYUTh B COOTBETCTBUH CO CIIOCOOAMHU CHHTE3a,
packpeiTeiMu B mareHte CIIIA Ne 8188085, conmep:kaHue KOTOPOrO BKJIIOUEHO 371€Ch
MOCPENICTBOM CCBUIKH BO BCEH €ro MOJIHOTE.

[0055] Kak 3mech HMCHONB3YeTCs, TEPMHH «AJKUID» OTHOCHUTCS K JIFOOOH aJKMIBbHON
rpynne ¢ JHMHEWHOW WM pa3BETBICHHON LENbH, HMEIINEH 4YHCIO aTOMOB yIJIEpOAA B
yka3zaHHOM nuanaszoHe. Tak, sHanpumep, «Ci-¢ ankmm (i «C-Cg alIKmr) OTHOCHTCS KO BCEM
U30MEpaM TeKCHJIAJKWIA W TMEHTHJIAIKWIA, a TakkKe H-, M30-, BTOpP- M Tper-OyTwiy, H- U
W30MpONuIy, 3THIYy U MeTuny. B kauectBe napyroro npumepa, «Cj-4 alkui» OTHOCUTCS K H-,
U30-, BTOP- ¥ TPET-OyTUITy, H- U H3OTIPOMIITY, STUIIY H METHITY.

[0056] TepMHH «UHMKJIOAJKHI» OTHOCHUTCS K JIFOOOMY IMKJIHMYECKOMY KOJBIIEBOMY
anKaHy, UMEIOIEMYy YHCJIO aTOMOB YIJIepoJa B yKa3aHHOM auamnaszoHe. Tak, Hampumep, «Cs4
ruKToankui (nin «Cs-Cy HUKIIOANKHUIT»Y) OTHOCUTCS K LIUKJIONPOIUIY M LIUKJIOOYTHITY.

[0057] Kak 3mech HCHONB3YETCS, TEPMHUH «IUKJIOATKUIAIKIIY (MM SKBHBAJICHTHO
«ATKWILUKIOAJKIII») OTHOCUTCS K CHCTEME, KOTOpas BKJIIOYAET AJKWIBHYIO TPYMIy, Kak
OMMCAHO BBIE, M TaKXE BKIOYACT LUUKJIOAIKUIbHYIO TPyINIy, Kak OIMCAaHO BBILIE.
ITpucoennHeHne K «UMKJIOAIKWIANKUIY» (MIH «aJKWILUKIOAJIKIIY») MOXKET HMETb MeECTO
100 Yepe3 MUKIIOANKWIBbHYIO, JTH00 Yepe3 ajJKWIbHYIO IPyniy. YKa3aHHOe KOJHMYECTBO aTOMOB
yriepoja B «LHKJIOAJKHUIAIKUAIBHBIXY CHCTEMaX OTHOCHTCS K OOIIEeMYy KOJUYECTBY aTOMOB
yrjepoaa B aJKWIbHON W 1ukjoa’kuibHON rpynmnax. Ilpumeprsr Cs-Cs nukioankunaikuia
BKJIIOYAIOT, HE  OrPAaHUYMBA’ACH  OTUM, METUJILUKIONPONUJ,  JUMETUILUKJIONPOINI,
METHILHKJIOOYTHJ,  STWILMKIONPOIII,  LHUKJIOMNPOIMWIMETHJ,  LUKIONPONIBTHI U
UKJIO0Y TUIIMETHT.

[0058] TepmuH «atoMm rajoreHa» (MM «TajlOT€H») OTHOCHTCS K atoMy (Topa, XJjopa,
Opoma u fiona (aIbTEpHATUBHO YIIOMHUHAETCS Kak GTop, Xj10p, Opom u iox).

[0059] Kak 31ech UCMONB3YeTCsl, TEPMHUH «IJIN» 0003HAYAET aJIbTEPHATHUBBI, KOTOPHIE B
NOIXOALINX CIYYastx MOTYT ObITh OOBETUHEHBL.

[0060] Ecnu npsiMO He yKa3aHO WHOE, TO BCE UATA30HbI, IPUBEIECHHBIE 3/1€Ch, SBJISIOTCS
BKJIFOUUTENbHBIMUA. Hanpumep, rerepoLMKIndecKkoe KONbLO, OMMCAHHOE Kak copep:kaiee oT 1
10 4 reTepoaTOMOB, O3HAYAET, YTO KOJIbLO MOXKET coaep:kath 1, 2, 3 unu 4 rerepoaroma. Taxxe
ClleyeT MOHUMATh, YTO JIFOOOW JHMarasoH, MPUBEACHHBIN 371€Ch, BKJIIOYAET B CBOH 00beM BCe
MOAMAIA30HbI B 3TOM AuanasoHe. Tak, HalpuMmep, reTepOLMKINYECKOe KOJIbLO, OITMCAHHOE KaK

coAcpIKaliee OT 1 mo4 rerepoaToMOB, MPEAHAZHAYCHO IJISI BKJIFOUCHHUA B KAY€CTBE €0 ACIICKTOB
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reTEePOLMKJINYECKUE KOJbLIA, COAEpKaIlue OT 2 A0 4 rerepoaToMoB, 3 WM 4 rerepoaroma, oT 1
10 3 reTepoaToMoB, 2 win 3 rerepoaroma, 1 unu 2 rerepoaroma, 1 rerepoarom, 2 rerepoaromMa u
TaK fajee.

[0061] JIroOoe U3 pa3NuYHbIX LUKIOAJKHIBHBIX U I'€TePOLMKINIECKUX/TeTepOaPHIIbHBIX
KOJIEIl U KOJIBLIEBBIX CHUCTEM, ONPENENEHHBIX 3/1€Ch, MOKET OBITh MPUCOECAMHEHO K OCTAJIbHOMN
YacTH COEAMHEHHs Yepe3 JoOOW KONbLEBOW aToM (T. €. 000 aToM yriepoaa Wi JiroOoi
reTepoaToM) MpH YCJIOBUH, 4TO oOpasyercs: ctabunbHoe coeaunenue. Ilopxonsmue S- wu 6-
YJIEHHbIE TeTepOapOMAaTHYECKUE KOJblla BKJIIOYAKOT, HE OrpPaHUYUBAsACh OSTUM, MHPUANI,
MUPA3UHII, TUPUMUAMHUI, TUPUAASHHIIT U TPUAZOJIUIL.

[0062] «CrabunpHOE» COeNUHEHUE TPEACTaBNIsIET COOOH COeNMHEHHEe, KOTOPOE MOKET
OBITh TIONIYYEHO W BBIICJICHO, M CTPYKTypa M CBOHCTBA KOTOPOTO OCTAHOTCS MM MOTYT
OCTaBaTbCsl MPAKTUYECKH HEM3MEHEHHBIMH B TEUEHUE MepHOJa BPEMEHH, JOCTaTOYHOrO IS
o0ecriedeHHs1 BO3SMOXKHOCTH NMPUMEHEHHsI COSIUHEHUS IS 1IeJIel, OMMMCaHHBIX 3/1eCh (Hanpumep,
BBEICHUE CYOBEKTY B LeAX JieueHUs win npoduuaktiku). CcplUika HA COETUHEHHE TaKKe
BKJIFOYAET CTaOMITbHBIE KOMIUIEKCHI COETUHEHMS], TAKHE KaK CTAOWJIBHBIN THIpAT.

[0063] B pesynbraTe BRIOOpaA 3aMECTUTENIEH U CTPYKTYPhI 3aMECTHTEJIEH HEKOTOpbIE M3
coennaennii ¢opmynsl (1), (Ia), (II) u (Ila) MOryT MMeTh aCHMMETPUYHBIE LEHTPHI U MOTYT
HaXOAUTbCS B BUIE CMecel CTepeoHu30MEpPOB WJIM B BMJIE€ OTAENbHBIX JMAaCTEPEOMEPOB WU
SHaHTHOMepoB. Ecnu He yka3aHO MHOE, TO BCe M30MepHbIE (OPMBI 3THX COEAMHEHHH (M HX
dapMaleBTHYECKH TpHEMJIEMble COJNM W/WIM TuApaTHble (QOpPMBI), BBbIIENEHHBIE MU
HAXOJAIIMECS B CMECSX, BXONAT B 00BeM Hacrosmero usoOpereHus. Takxke B 00beM
HACTOSIIIEro N300peTeHNs BKIIIOYAIOTCS TayTOMEpHbIE (POPMbI COENMHEHHH, Kak n300paskeHo (1
ux (papMaLeBTHYECKH NTPUEMJIIEMbIE COJIU U/UIH THPATHI).

[0064] Korna nrobast mepeMeHHast OSIBIsieTCst OoJiee OAHOTO pasza B JIFOOOM KOMITOHEHTE
wiu B ¢popmyne (1), (Ia), (II) unu (Ila), To ee onpeneneHre B KAKAOM CIy4ae HE 3aBUCHUT OT €€
OTpeneNieHus] B KaKIOM ApyroM ciydae. Kpome Toro, 1omycTUMbl KOMOMHALIUN 3aMECTUTENEH
W/WJI TIEPEMEHHBIX, TOJIBKO €CJIA TAKHEe KOMOMHAIIMH MPUBOMAT K CTAOMIIbHBIM COSTUHEHHSIM.

[0065] TepmuH «3aMeIIEHHBIN» BKJIIOYAET MOHO- U TOJU3AMEIECHHE YKa3aHHBIM
3aMECTHUTEJIEM TP YCJIOBUH, YTO TaAKOE OHOKPATHOE MM MHOTOKPATHOE 3aMelleHue (BKJIIOUast
MHOTOKPaTHOE 3aMelleHHe B OJJHOM U TOM € MeCTe) XMMHUeckH aomyctumo. Ecnu siBHO He
YKa3aHO HMHOE, TO 3aMEIlEeHUE YKA3aHHBIM 3aMECTUTENIEM JIOMyCKaeTcs MO JF0OOMy aToMy B
KOJIbLe (HampuMep, B apuiie, LUKIOANKHIIE, TeTepOaApHiie WIM TeTEePOLUKIIIIIE), TIPU YCIOBUH,
YTO TAaKOE 3aMEIICHHWE B KOJIbLIE XHUMHUYECKH JONMYyCTHMO M TPUBOOUT K CTaOMIBHOMY
COEJIUHEHHIO.

[0066] Cpsi3b, OKAHUMBAIOIIASICS BOJHUCTOM JIMHUEHW, WCIOJIB3YETCS 34eCh s
0003HaueHNsT TOUYKH MPUCOEANHEHUS IPYIIIbI 3aMECTUTENST UM YaCTHYHOW CTPYKTYpHL. JlaHHOE

NpeCTaBIeHUE UILTIOCTPUPYETC CIENYOIINM IPUMEPOM:
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[0067] Coenunenust popmydsl (1), (Ia), (II) u (Ila) u ux papmaueBTHHYECKH PHEMIIEMbIE
COJIM W/WJIM THIpPATHBIC (POPMBI TAKKE MPUTOAHBI B TIOATOTOBKE U MPOBEIEHHUH CKPUHHHIOBBIX
UCCIIENIOBAHNN Ha TMPOTHUBOTPHOKOBBIE COenMHEHHs. Hampumep, cCOeaMHEHHs] MPUTOAHBI IS
BBIEJICHUS] MYTAHTOB, KOTOPBIE SIBJSIFOTCS OTJIMYHBIMH HHCTPYMEHTAMH CKPHUHUHIA IS
BBISIBJIEHHS IPYTUX MMPOTHBOIPUOKOBBIX COETMHEHHI.

[0068] Coemmnenust ¢opmynst (I), (Ia), (II) m (Ila) moxHO BBOOUTE B (opme
«(apmaneBTHYECKH NPUEMIIEMBIX COJIEH» HIIM TUAPATOB, TAe 4rto noaxomur. OmHako apyrue
COJI MOTYT IIPUMEHSTHCS IS TTOJTyYeHHsI COeNMHEHNH MM UX (papMaLeBTHYECKH MPUEMIIEMbBIX
coneii. Hanpumep, korga COeaMHEHUs COAEPKaT OCHOBHYIO aMHHOIPYIINY, TO MOXHO yIOOHO
BBIIEJIUTh UX B BUAE coneill TpU(TOPYKCYCHOH KUCIOTHI (Hampumep, mocie odnctku BIOXKX).
IIpeBpammenue conell TpupTOPYKCYCHON KUCIOTHI B APYTHE COJM, BKIIOUas (papMaleBTHUECKU
IpUEMJIEMbIE COJIM, MOXKHO OCYLIECTBHUTb PAJOM OOBIYHBIX CIIOCOOOB, M3BECTHBIX B JTAHHOMN
obnactu. Hampumep, NOAXOASINYI0O HOHOOOMEHHYIO CMOJIy MOXKHO HCIOJNb30BaTh IS
HOJTyY€HHUS JKeTaeMOH COJU. AJIBTEPHATHBHO, MPEBPALEHUE COJIN TPUPTOPYKCYCHON KUCIOTHI B
UCXOIHBbIH CBOOOIHBII aMHUH MOJKHO OCYILIECTBUTH OOBIYHBIMH CIIOCOOAMHM, W3BECTHBIMH B
naHHON obnactu (HampuMmep, HEWTpadu3auued MOAXOASLIMM HEOPTaHUYeCKUM OCHOBAHHEM,
takuMm kak NaHCQj;). 3atem npyrue skenaemble COJM aMHHOB MOXKHO TMOJYYUTh OOBIMHBIM
CIOCOOOM MOCPENCTBOM B3aUMOEHCTBUSI CBOOOTHOTO OCHOBAHMS € TIOAXOISIIECH OPTaHUYeCKOM
WIA HEOPraHWYeCKOH KHCIOTOW. PenpeseHTaTuBHBIE (PapMaleBTUYECKH TpPUEMIIEMbIE
YeTBEPTUYHbIE AMMOHHUEBBbIE COJIM BKJIFOYAIOT CJEnyrInue. Tuapoxiopun, cyibdar, docdar,
kapOOHAT, aueTar, TapTpaT, LUTPAT, MajaT, CYKLUUHAT, JIAKTAT, cTeapat, ymapar, rummypar,
Majiear, TJIOKOHAT, ackopOar, ajgumar, DJIIOLENTar, TIyTaMaT, DIIOKYPOHAT, IMPOIMHOHAT,
OeHzoaT, Me3WjaT, TO3WJAT, OJieaT, JAaKTOOWOHAT, Jaypwicynbdar, OecunaT, Kampuiar,
W3ETHOHAT, TEeHTHU3aT, MAJIOHAT, HAlCWJAT, 3JUCHJAT, MaMmoaT, KcuHadoaT, HamaauChIiaT,
ruapoOpOMUA, HUTPAT, OKCAJlaT, LIMHHAMAT, MaHJENAaT, YHASIIIEHAT U KaM3WwiaT. MHOTHe 13
coenunennii popmyisl (I), (Ia), (I) u (Ila) comep:kar rpynmny kapOOHOBOH KUCJIOTHIL, U B 3TOM
ciydae WX noaxonsAumue (apMaleBTHYECKH TNPUEMIIEMbIE COJIM MOTYT BKJIKOYAThb COJIH
IIEJIOYHBIX METAJUIOB, HAIIPUMED, COJIM HATPUS MIIN KaJIUS; COJH LIEIOYHO3EMEIbHBIX METAJLIOB,
HanpuMep, COJNU KaJbLUs WM MarHusi, U COJH, 0Opa30BaHHbIE MOAXOAAIINMHU OPTaHUYECKUMHU

JMragiaMuy, Harmpumep, COJIi HETBEPTUIHOI'O aMMOHUA.
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[0069] Hacrosituee m3o0pereHHe BKIIOYAeT B CBOW OOBEM MPUMEHEHHE MPOJIEKAPCTB
dopmyast (1), (Ia), (IT) u (Ila). B obmiem, Takue nposekapcTsa MPeACTaBIAIOT GYHKINOHAIbHBIE
IPOM3BONIHBIE COENMHEHMH, KOTOPBIE JIETKO MPEBPAIIalOTCs B YCIOBUAX in vivo B Tpebyemoe
coennHeHnue. Takum oOpa3oM, B criocobax JieueHHUs! M0 HACTOSAILIEMY H300pPETEHHI0 TEpMHUH
«BBENIEHHE» JOJDKEH OXBAThIBATh JIEUEHUE PA3JIUUHBIX MATOJIOTNYECKUX COCTOSHUHN, ONMMCAHHBIX
C MOMOINBI0 KOHKPETHO PACKPBITOTO COEAMHEHUS UM COEAMHEHUs], KOTOpOe IpEeBpallaeTcs B
yKa3aHHOE COeJUHEHHE in Vvivo mocie BeeneHus narueHty. OObIdHBIE mpoueaypsl BeIOOpa U
NPUTOTOBJICHUSI TOOXOMASIIIUX IPOJEKAPCTBEHHBIX MPOM3BOMHBIX OMNKCAHBI, HANpPUMEP, B
monorpapuu «Design of Prodrugs», ed. H. Bundgaard, Elsevier, 1985, koropas B MOJHOM
o0BeMe BKIIFOYEHA 3/1€Ch MOCPENCTBOM CChbUTKU. Metabonmutsl coenurenuii ¢popmyasl (1), (Ia),
(I) u (Ila) BKIIOYAKOT AKTUBHBIC COCOUHEHUs, OOpPA3yIOIIUECs MPU BBEACHUU COSNUHEHHWH B
OMOJIOTHYECKYIO CPeny.

[0070] TepmuH «BBEOEHHE» M €ro BapHAaHTbI (HANPUMEP, «BBEOEHHE» COEAMHEHUs)
O3HA4YaKT OOecreueHne COoequHeHUs1 (HeoOs3aTeNbHO B (OpME €ro COJIM WM THUApATa) WIIH
NPOJIEKAPCTBA COCOUHEHUsI CyOBeKTy, HyXnaroumemycs B JjedeHnH. Korma coenuHeHHe
dbopmysl (1), (Ia), (I) u (Ila) umm ero papmMarneBTUIECKH TpUeMyIeMast COJTb HITH €r0 THAPAT WK
NPOJIEKAPCTBO O0ECTEUNBAIOTCS B KOMOWHAIIMM CO BTOPBIM AKTUBHBIM areHTOM (Harmpumep,
APYTUM TPOTHBOTPUOKOBBIM W/MJIM aHTUOAKTEPUAbHBIM Ar€HTOM, NMPHUTOAHBIM JUIS JICYEHUS
rpuOKOBBIX W/MIM OakTepuanbHbIX HH(EKIMH), TO «BBENEHHWE» W €ro BapPHAHTHL, Kak
MO Pa3yMeBaETCsl, BKIIIOYAIOT OAHOBPEMEHHOE H IOCNIEI0BATENbHOE BBEICHUE COeNMHEHNS (HITH
€ro COJIM, TUZIpaTa WK NPOJIEKapCTBa) U APYroro aKkTUBHOTO areHTa.

[0071] Kak 3xech HCHNONb3YeTCs, TEPMHMH «KOMIIO3ULUS» OXBATbIBAET IIPOAYKT,
COZep KALINI yKa3aHHbIE WHIPEIUEHTHI, a Takxke JII0OOW MNPOAYKT, KOTOPBIH, MpPSIMO WU
KOCBEHHO, SIBJISIETCSI PE3YJIbTATOM OOBEMHEHHS YKa3aHHBIX HHIPEANEHTOB.

[0072] Ilox BbIpakeHHEM «(hapMaleBTUUECKH IPUEMIIEMBbIE» IIOAPA3yMEBAETCs, YTO
UHTPEIUEeHTHI (PapMaLeBTUYECKON KOMIIO3HLIUHU TOJIKHBI ObITh COBMECTHMBI IPYT C APYTOM U HE
OKa3bIBAIOT TOKCUYECKOTO BO3JEHCTBHS HA PEIIMIUEHTA.

[0073] TepmuH «cyObekT» (QJbTEPHATHBHO HMMEHYEMbIH 31€Ch «IIallUEHTOM») B
KOHTEKCTE  HACTOALIEr0  ONMHCAHUS ~ OTHOCHTCSI K  JKUBOTHOMY,  IPEONOYTHTENBHO
MJIEKONIUTAOLIEMY, HauOoJee MPenrnoYTHTEIbHO YEJIOBEKY, KOTOPBIH ObLI OOBEKTOM JICYECHHS,
HaOJIFOIEHUS MITH SKCTIEPUMEHTA.

[0074] TepMHuH «NOBBIIIEHHAs] MPOTHBOIPUOKOBAsI aKTUBHOCTBY» OTHOCUTCS K 3(ddexty
coennnaenust Gopmynel (I), (Ia), (II) mmu (Ila) nnam ero papManeBTHUECKH MPHEMIIEMON COJIH,
WIA €ro Tuapata WM TPOJEeKapcTBa, HMeEroIneMy Ooyee ueM 4-KpaTHOE CHUKEHHE
MUHMMAJbHOH uWHrHOMpyromed koHueHtpammu in vitro (MICsp) mpu TecTupoBaHHHM B
KJIMHUYECKH 3HAUYMMBIX KHCJIBIX YCJIOBHUSIX, HAllpUMEp, B YyCIOBUsX, korma pH cocrasmisier
npuMepHO 4-4,5 (Y4TO SBJISIETCS KIMHWYECKH 3HAYMMBIM U BAardHAJIbHBIX HMH(EKLHi), 1o
cpaBHeHHM0 co 3HaueHneM MICsy, HaOmomaeMbIM MpU TECTUPOBAHUM NpHU HeirpampHOM pH
MIPUMEPHO 7.

[0075] Tepmun «3(pPEeKTUBHOE KOIUYECTBO» B KOHTEKCTE€ HACTOSIIErO ONUCAHHS
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O3Ha4YaeT KOJHMYECTBO AKTHUBHOIO HHIPEOUEHTAa WIH (PapMauLeBTUUECKOTO areHTa, KOTOpOoe
BBI3BIBAET OMOJIOTMYECKUI MJIM MEJUIMHCKUN OTBET B TKaHU, CHCTEME, OPraHU3Me JKHBOTHOTO
WIN YeJOBeKa, KOTOphIi TpeOyercs IUIsl WCCIEAOoBaTelNs, BETepHHApa, Bpada WIM APYroro
KIMHULMCTa. B omHOM BapuaHTe oOCylnecTBieHUS «3(P(EKTUBHOE KOJIUYECTBO» MOXKET
NPECTAaBISITh TEPANeBTUYECKH 3()(PEeKTHBHOE KOMMUYECTBO, KOTOpOe OcnalbisieT CHUMITOMBI
3a00JIeBaHMsI WJIM TATOJOTMYEeCKOrO COCTOSHHS, KOTOpoe Jiedar. B eme onHOM BapuaHTe
ocyuecTBieHHs  «3((HEeKTUBHOE KOJIMYECTBO» MOXKET NPEACTABIATh NPOPHIAKTHIECKU
3¢ pexTHBHOE KOMMUYECTBO i MPOGUIAKTHKA CUMITOMOB 3a00JI€BaHUS MU MATOJIOMMYECKOT0
COCTOSIHUS, KOTOPOE MPEeNOTBPAINACTCS, WA JUII YMEHBLIEHHS BEPOSATHOCTH €ro pPa3sBHUTHS.
TepmMuH Takke MOXET OTHOCHTBCS K O(PPEKTUBHOMY HWHTHOHPYIOIEMY KOJUYECTBY
NpOM3BONHOTO  SHGyMadyHruHa,  JOOCTAaTOYHOMY  1si  uHrubmposanusi  (1,3)-B-D-
TJIFOKAHCHHTA3bI, U TEM CAMBIM ITOJTyYEHHSI JKEJIAeMOT0 OTBETA.

[0076] Ccpliku Ha TEpPMHHBI «JIEUUTBHY, «JIEUEHHUE», «IPOBOAUTH JIEUEHHE» MU HUX
BAPHUAHTBI, KaK IMPAaBHJIO, OTHOCATCSA K JICUEHUIO, KOTOPOE IIOCTE BBEACHUS COCOMHEHUS
NPUBOUT K MCYE3HOBEHHUIO WJIM OCNAOJEHHIO OJHOTO WM OoJjiee MPU3HAKOB HIIM CHMIITOMOB,
CBSI3aHHBIX C TPUOKOBOM MH(EKINEH, HIIH 5TO MPUBOANT K 3PAAUKALNU TPHOOB, BBI3BIBAIOLINX
UH(EKIHIO, WX JIF000H KOMOWHAIIMY 3THX UCXOOB.

[0077] B nensx npopuIaKTHKH WM JiedeHUs TPUOKOBOH HWH(EKINH COEAMHEHUE
dopmyast (I), (Ia), (II) mnu (Ila) (HeoOs3aTenbHO B POpPME CONM MU THAPATA) MOKHO BBOAUTH
OOBIMHBIMH TYTSIMH, AOCTYIHBIMH MAJIsi NMPUMEHEHHs B COUETAaHMU C (apMaleBTHUECKUMHU
npenapaTamu.

[0078] B nensix mpoUIaKTUKU WU JIEUEHHs] TPUOKOBBIX MH(EKIHH, BOZHUKAIOLUINX B
YCJIOBUSIX WJIM aHATOMHYECKHX O0JacTsIX, uMeromux kucnelii pH, coennnenue dopmyinsl (1),
(Ia), (II) wmu (Ila) (HeoOszarenpbHO B (OpPME COJMM MM TUAPATa) MOKHO BBOIUTH
CaMOCTOSTEJIbHO B BHUIE WHAMBHIYAJIBHOI'O TEPANEBTHYECKOrO areHTa MM ¢ OAHUM Win Oosee
APYTUMH TPOTHBOIPUOKOBBIMU areHTaMH (TOCJIEAOBATEIbHO HJIM OJHOBPEMEHHO) B BHIE
KOMOWHAIIMY TePATIeBTUYECKUX areHTOB.

[0079] B nensx npouiIakTHKH WM JieueHUs TPUOKOBOH HWH(EKIHH COEAMHEHUE
dopmyast (1), (Ia), (IT) umu (Ila) (HeoOs3aTenpHO B OPME CONM WIIM THIPATA) MOXKHO BBOJIUTH C
(bapManeBTHYECKIM HOCHUTENEM, BBIOPAHHBIM HCXOns W3 HM30paHHOTO NYTH BBENCHUS U
CTaHIAPTHOH (hapMalleBTUYECKON MPAKTUKH.

[0080] Hampumep, coenunenust popmyisl (1), (Ia), (II) u (Ila) u ux papmaneBTHUECKH
NpUeMIJIEMBbIE COJTU W/HITH TUAPATHBIE POPMBI MOYKHO BBOIHUTDH OJHUM HJIH OOJiee U3 CIEAYIOINX
NyTe: MepopajbHO, MApEeHTePAIbHO (BKIIOYAs TOAKOXKHBIE HHBEKIUH, BHYTPHUBEHHBIE,
BHYTPUMBIIIEUHbIE MHBEKIUH, MHBEKIUH B OUYar MOPAKEHHUsS WINM WH(Y3HH), TOCPEICTBOM
UHTIUMK (HarpuMep, Ha3aJdbHbIM MM OYKKAJbHBIH WHTAJSIMMOHHBIN CIIpPeH, a’po30iHu U3
JO3MPOBAHHOTO MHTAISITOPA M MHTAISATOPA AJISI CYyXHUX IMOPOIIKOB), C MOMOIIBIO PACIBUTHTEIS,
MHTPAOKYJIIPHO, MECTHO, YPECKOKHO MJIM PEKTAJIBHO B (JOPME Pa30BOM JIEKAPCTBEHHOH (POPMBI
dapmaneBTHIECKOH KOMITO3ULIUMH, conepskamell 3(p@ekTuBHOE KOMMUYECTBO COEAMHEHUS W

OOBIYHBIE HETOKCHYHBIC (bapMaI_IeBTI/ILIeCKI/I MNPpUEMIIEMBIC HOCHUTCIIN, A BIOBAHTDBI u
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pactBoputenu. JKuznkue mpenapaThl, MOAXONAIINE ISl MEPOPAIbHOrO BBENEHUs (Hampumep,
CYCIIEH3UH, CHUPOIIBI, 3JUKCHUPBI U TOMY MOJOOHOE), MOXHO IMPUIOTOBHTH B COOTBETCTBHH C
METOANKAMHU, U3BECTHBIMU B JJAHHOHM 00JNAaCTH, U MOXKHO HUCIOJb30BATh OOBIYHBIE CPEMbI, TAKUE
KaK BOJa, TJIMKOJIM, Macya, CIUpThl U TOMy nofoOHoe. TBepable mpenapaTel, MOAXOAAIINE AJIS
NepOpaJbHOTO BBENCHUS (HANpHMep, IOPOLIKH, IWJIKOJIH, KarcCyibl W TaOJNeTKH), MOKHO
NPUTOTOBUTh B COOTBETCTBHHM C METOAMKAMMU, U3BECTHBIMH B JTAHHOH OOJACTH TEXHUKH, H
MOJKHO HCIIOJIb30BaTh TaKH€ TBEpAble HAMOJIHUTENH, KaK KpaxXMalbl, caxapa, KaoJuH,
CMa3bIBAIOIINME BEIIECTBA, CBS3YIOLUIME BELIECTBA, PA3PBIXJUTENd H TOMYy TOAOOHOE.
KomMno3uuuu [jsi mapeHTepajbHOTO BBEACHUS MOXKHO TPUTOTOBUTH B COOTBETCTBUH C
METOAMKAMHU, MU3BECTHBIMH B IaHHOW 00JAcTH, M OOBIYHO B KAUECTBE HOCHTENS HCIIOJB3YIOT
CTePIJIHYIO BOJIY M, HEOOsI3aTeNbHO, NIPYIrH€ HWHIPEOUEHTBI, TaKUEe KaK BCIIOMOTaTEJIbHOE
CPEICTBO, CIIOCOOCTBYIOINEE PACTBOPEHUIO. PacTBOpPHI AJIi MHBEKIHMNA MOXHO MPUTOTOBHUTH B
COOTBETCTBHH C METOAAMH, U3BECTHBIMH B JAHHOH OOJACTH TEXHUKH, B KOTOPBIX HOCHUTEIb
BKJIFOYAET (DPU3MOJIOTUYECKUN PACcTBOP, PACTBOP TJIFOKO3BI HJIM PACTBOP, COAEPIKALIUI CMeCh
(pM3NOTOrHUECKOr0 PacTBOPA M TIIFOKO3BL.

[0081] [omonHuUTENbHOE OMUCAHWE CHOCOOOB, TONXOMSIINX JJisi NPUMEHEHUS B
MPUTOTOBJICHHH (DAPMALIEBTHUECKUX KOMITO3UIMH, W WHIPEIUEHTOB, TMOAXOMSIINAX ISt
UCTIONB30BAHUSI B YKa3aHHbIX KOMIIO3MLMAX, NpUBEAeHO B MoHorpadgum Remington’s
Pharmaceutical Sciences, 20" edition, edited by A. R. Gennaro, Mack Publishing Co., 2000.

[0082] Coenunenust popmyasl (1), (Ia), (II) u (Ila) 1 ux papmaneBTHUECKH TPHEMIIEMbIE

COJIM W/WUJIH TUAPaTHbIE (POPMbI MOKHO BBOJHTbH, HAIPUMeEp, MEPOPabHO WIIM BHYTPUBEHHO, B
uHTepBase 103, Hanpumep, otT 0,001 no 1000 Mr/kr mMacchl Tejxa MIEKONUTAKOLIETO (HanmpuMep,
4ejoBeka) B JIEHb B OJHOKPATHOH N03€ WMJM pasfeNeHHbIX pno3ax. Ilpumep namamazoHa 103
cocraBimsier or 0,01 mo 500 Mr/kr maccel Tela B CyTKH IEpOPaJbHO WM BHYTPUBEHHO B
OIHOKPATHOH J103€ WK pa3lesieHHbIX n03ax. Jpyroil npumep nuanaszoHa 103 cocrasisier ot 0,1
10 50 MI/Kr Maccel Tejla B CYTKH NEpPOPAJbHO MJIM BHYTPUBEHHO B OAHOKPATHOH J103€ WM
pazneneHHbIX n03ax. s mepopaibHOrO BBEASHHS KOMITO3UIIMHM MOTYT OBITh MPEICTABIICHBI B
dbopme TabNeTOK WJIM Karmcynd, coaepxkammx, Hampumep, ot 1,0 mo 1000 Mr axTHBHOTO
UHIpeANenTa, B yacTHocTy, 1, 5, 10, 15, 20, 25, 50, 75, 100, 150, 200, 250, 300, 400, 500, 600,
750 m 1000 Mr akTUBHOIrO MHIPEIUEHTA AJIs1 CUMITOMATHYECKON KOPPEKTHUPOBKH JO3UPOBKHU
IUTs1 TalleHTa, MoABepraroiierocs JedeHno. KoHKpeTHBIN ypoBeHb 103 U 4acTOTa BBEJEHUS AJis
KaQXXJIOTO KOHKPETHOTO TMalMeHTa MOTYT BapbUPOBAThC W OYAyT 3aBUCETh OT PAa3JIMYHBIX
(bakTOpOB, BKJIIOYAsi AKTUBHOCTb KOHKPETHOTO HCIIOJIb3YEMOI'O COCIMHEHUS, META0OIMUECKYIO
CTa0MIIBHOCTD U MPOAOJDKUTENBHOCTD IEHCTBHSI 3TOTO COEAMHEHMSI, BO3PACT, MacCy Tena, odiiee
COCTOSIHME 370pPOBbs, MOJ, JHEeTy, CHoco0 W BpeMs BBENEHHs, CKOPOCTb BBIBEACHUS,
KOMOWHHUPOBAHNE C JPYTUMH JIEKAPCTBEHHBIMHU CPENICTBAMH, TSDKECTh KOHKPETHOTO COCTOSIHHS U
X035MHa, T[OABepramolierocss JedeHuro. Hampumep, B  BapuaHTax  OCYLIECTBJIEHUS
bapmaneBTHUECKH TpuUeMIieMyl0 cosb coequHeHus (opmynbl (Ila) BBOmsT cyOBeKTY 1A
obecrieueHnss CyMMapHOM CyTo4HOM m03bl OT 150 no 600 mr coemmueHust gopmynsl (Ila). B

HEKOTOPbIX BapUAHTaX OCYLIECTBJIEHUS BBOAAT CYMMApHYK CyTOUHyK pn03y 150 wr,
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CYMMapHyI0 CyTOUHYK A03y 300 Mr wim CymMMapHyr CyTO4Hyr no3y 600 mr coennHeHUs
dopmyasl (Ila); cymmapHas cyTodHas 103a MOXKET BBOAUTHCS OUH Pa3 B I€Hb UM MOXET ObITh
pa3zenieHa Ha CyTOYHOH OCHOBe, Hampumep, st gosupoBanus BID (aBa pasa B nenn) wiu TID
(tpm paza B meHb). B BapmaHTax ocyuiecTBieHHs (papMaleBTUYECKH NPUEMIIEMYIO COJb
coenunenus popmyisl (I1a) BBogsat BID nnst obecniedenust 1o3et ot 150 o 300 Mr coequHeHHS
dopmyasl (Ila) nBa paza B neHb Al BBEASHUsI CyMMapHOH CyTO4YHOM A03bI OT 300 Mr 1o 600 Mr
coenuHenus: (opmynsr (Ila). B ogHOM BapmaHTe OCYINECTBIEHUS CyOBEKTY BBOAST JIBE
TabJeTky, coaepkaume GapMareBTUYECKH PUEMIIEMYIO coilb coenrHenus: Gpopmyisl (I1a), roe
Kaxnas tabnetka comepxut 150 mr coemunenus dopmyisl (Ila), m 3arem eme nBe Takue
TabJIeTKN BBOIAT CyOBeKTy yepe3 12 u, st obecnedeHus: CyMMapHO# cyTouHo# 10361 600 mr. B
elme OJHOM BapHaHTe TaOJIETKy, CoAepKaiyr (apManeBTUYECKH TNPUEMIIEMYIO COJIb
coenuaenust (opmyner (Ila), conmepxkamyro 150 mr coemunenusi ¢opmynsl (Ila), BBOIAT
CYOBEKTY, U 3aTeM APYTYI TaKkyk TabJeTKy BBOIAT cyObekTy uepe3 12 u, mnis obecnedeHus
CYMMapHOW CyTO4YHOM 10361 300 mr.

[0083] Hacrosiiuee m3o0peTeHne OTHOCUTCS K CIIOcoOaM JIeUeHUsl MIIH TPOQHIAaKTHKH
rpubkoBoil MH(pEKIHH, KOTOpast BO3HUKAeT B cpenax ¢ Hu3kuM pH (Hampuwmep, roe pH Huxe
NPUMEPHO 5), BKIIOYAKOIINM BBefeHHe 3((EeKTUBHOrO KomuuecTBa coenuneHust Gopmyusl (1),
(Ia), () wm (Ila) (uwmm wux QapManeBTUYECKH TpPHEMJIEMON COJHM WJIM THApaTa), THe
3¢ (}eKTUBHOE KONMYECTBO HIDKE, YeM KOJUYECTBO COENMHEHUs, KOTopoe Tpedyercs aus
JeYeHus WM TNpOoQHIAKTUKKA TpuOKOBON WH(EKIUH, BO3HUKarouleH, korma pH cocrasnser
MIPUMEPHO 7.

[0084] Hanpumep, xommuectBo coeauneHus ¢opmynsl (1), (Ia), (II) wmu (Ila),
s¢dexkTuBHOE IS JIeUeHUs! UK NMpopUIaKTUKN TprOKoBoN nmHpexkmu B ycnosusx pH, roe pH
COCTaBJISIET, HanpuMep, npumepHo 4-4,5, MoxkeT ObiTh puMepHO Ha 90%, npumepno Ha 80%,
npuMepHo Ha 70%, npumepHo Ha 60% wunu npumepHo Ha 50% HIDKE, YeM KOJHUYECTBO
COEAMHEHUs, HeoOXOAMMOe JJisi JIeYeHUs WM NPOPUIAKTHKU TpuUOKOBOH WHPEKUUH B
ychoBusix, korna pH paBHsiercs, Hampumep, okosno 7. Kak 3pech nmokazaHo, B MPUMEPHOM
BapHUAHTE OCYIIECTBJICHUS] CIIOCOOOB MO HACTOSALIEMY H300peTeHHto coenuHenue dopmysl (1),
(Ia), (I) wmu (Ila) wiu ero QapManeBTUYECKH TpUEMJIEMasl COJib THAPATa MPOSIBIISIFOT
NOBBIIIEHHYIO aKTHBHOCTB B Cpenax ¢ HU3KuM pH, B Tom umcie B cpenax, rae pH pasasercs 4,5.
Kpowme Toro, y mblmeii 00Hapy>Ke€HO XOpollIee BCAChIBAHUE M TOCTABKA B TKAHU (BKJIIOYAs TKAHU
BJIArajliINa) IOoclie TMepopasbHOro BBeaeHus. ClienoBaTeNbHO, HACTOsIIee H300peTeHne
o0ecrieunBaeT BO3MOXKHOCTb HCIOJIB30BATh MOHMKEHHBIE 103bI coenuaenust Gopmysl (1), (1a),
(Il) umu (Ia) (umu ero apMaLeBTHYECKU MPHEMJIEMON COJIM WJIM TUAPATA) IJIST JOCTHKCHHS
3¢ (PeKTUBHOTO KOJTMYECTBA COSAMHEHHS B MECTe WH(EKIIUH.

[0085] ITpoTrBOrpHOKOBAast aKTUBHOCTb COSAMHEHUI MOKET ObITh MOKa3aHa C MOMOIIBIO
Pa3NUYHBIX WCIBITAHWN, H3BECTHBIX B HAHHOM 00JacTH, HampUMep, IO OIpPENEeNeHUI0 HX
MUHMMaJbHON wuHruOupyromeii konuentpaumu (MIC) nns npoxokeli W MUHHMaJbHON
s¢pdexTuBHOM KoHIEHTpawH (MEC) mist HUTEBUIHBIX TUIECeHEH U 1epMaTo(HUTOB B aHAJIH3E C

MHUKpOpa3BeeHHeM OyJIbOHOM, WJIH IO OLIEHKE aKTUBHOCTH in vivo npotuB Candida u mporus
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Aspergillus Ha MpIIIax WM KpOJMKax. Bbuto ycraHOBIEHO, uTo coenuHeHus: (popmynsl (1),
npuBeneHHble B mpumepax mareHta CIIIA Ne 8188885, kak mpaBwio, MHTHOHPYIOT pOCT
Candida spp. B auamazone <0,03-32 mkr/mu win MEC B nuanasone <0,03-32 MKr/mj mpoTHB
Aspergillus fumigatus.

IIpumepsl

[0086] Cnenyromue mpuMepbl CIy:KaT TOJBKO AJIS WUTFOCTPALMU M300pETEHUs] U ero
npakThky. Ilpumeprl He NOJDKHBI PacCMaTPUBAThCA B KayeCTBE OrPaHMYEHUS OObeMa WM
CYLIHOCTH U300PETEHUsI.

IIpumep 1

Ouenka BausiHusi pH HA YyBCTBHUTEIBHOCTH KJIMHHYECKHUX BATHHAJIBHBIX H30/I5ITOB
Candida glabrata u Candida albicans

[0087] llenp maHHOTO HCCIAENOBAHHS COCTOSJIA B ONPENENIEHUH TOTO, HACKOJBKO
u3MeHeHuss pH TecTOBOHM cCpeapl MOBIMSIM HAa YYyBCTBUTEIBHOCTH 1N VItr0 BarMHAJIbHBIX
mzomsaroB  Candida glabrata u Candida albicans k penpe3eHTaTUBHOMY COEIUHEHHIO
npon3BOnHbBIX 3HQymadyHruHa (Hampumep, uutpatHoW comum  SCY-078), wucmonb3ys
¢baykoHa301 1 MUKaQYHTUH B KQUECTBE MPETNapaToB CPABHEHHUSI.

Martepuanbl 4 METOABI

Knmnandeckne U30JsIThl 1 HDOTI/IBOFDI/I6KOBI:>IG Ar¢HThl

[0088] TectupoBanu AECAThH IITAMMOB KaXOT0 U3 BarnHaJbHbIX U30JsTOB C. glabrata u
C. albicans. IIITammbl ObLTH MONY4YEHB! U3 HEJABHUX KIMHUYECKUX WCIBITAHWN y MALHEHTOK C
ByJIbBOBaruHaipHbIM KaHauno3oM (BBK) no neuenus. Itammbr Candida Obuti mosydeHsl U3
OranonHoi naboparopun no mukojornn (MRL) Meauuunckoro Qaxyiprera YHHBEpCUTETA
Case Western Reserve, mrart Oraiio, CIIA.

TecTupoBaHNE YYBCTBUTEILHOCTH K HDOTI/IBOFDI/I6KOBI>IM arcHram

[0089] MHcnplTaHue YyBCTBUTEIBHOCTH IPOBOAMIM C HCIOJb30BAHHEM METOAA
MUKpOpasBeneHusi B OysiboHe B cooTBeTCTBHU ¢ pekomenpaumsimu CLSI M27-A3 (CLSI. 2008.
Reference Method for Broth Dilution Antifungal Susceptibility Testing of Yeasts; Approved
Standard - Third Edition. Clinical and Laboratory Standards Institute, CLSI document M27-A3).
Hcnonp3yeMble B TECTUPOBAHWU MPOTHBOTPHOKOBBIE areHThl U KOHLIEHTPALMH MPEICTaBIISIIH
SCY-078 u mukadyuruH (oba B KOHHeHTpanusx B auamna3zone ot 0,015 mo 8 wmkr/mi) u
¢bnykoHason (B KOHIEHTpanusx B auamna3one ot 0,125 mo 64 mkr/mun). B ayHKy ¢ kaxmbim
MukpopassefneHueM BHocunu 0,1 mun uHokysara C. albicans u C. glabrata us pacuera 0,5-
2,5%10° Gnacrocrop/mn B cpene RPMI 1640. Illtammer ATCC nsomnsiro Candida parapsilosis u
Candida krusei QC Takxe BKJIIOYAIU B TECTUPOBAHHUE JJIsI OJHOBPEMEHHOIO aHaln3a B LENAX
o0ecrieueHHsT KOHTPOJIA KadecTBa. 1eCTUpOBaHHME UYBCTBUTENBHOCTH K IMPOTHBOIPHOKOBBIM
areHTaMm MpOBOIWIN IS Kaxaoro uzonsara B cpene RPMI 1640 mpu pH 7 (ans umutanmu cpenpl
RPMI, ucnone3yemMoil Ajisi TECTUPOBAHUSI YyBCTBUTEJIBHOCTH APOMKIKEH COIACHO AOKYMEHTY
CLSI M-27A3), pH 5,7 u pH 4,5 (s umuranuu pH monoct Biaranuina), ¢ noseaeHnemM pH
cpensl ¢ momompio NaOH wmum HCl. Bydepuszamuio cpenbl TPOBOAMIN C  TOMOIIBIO

mMop¢onunnponancyibpoHoor kuciorel (MOPS; 0,165 M), xak onmcano Marr et al., The



25

trailing end point phenotype in antifungal susceptibility testing is PH dependent, Antimicrob.
Agents Chemother., 43: 1383-1386 (1999).

[0090] KoHeuHble TOYKH MHTHOMPOBAHUS MPUHUMANH 3a CHIKeHHe pocta Ha 50%, 4to
OTIpEeAeNAad MO ONTUYECKOW IJIOTHOCTH, MO CPaBHEHHMIO C POCTOM B KOHTpoOse depe3 24-4
unkyOarmu npu 35°C. Ilopomok SCY-078 Obut msrotoBneH Avista, Laboratories, NC.
Muxkadyurus u ¢aykonaszon noxydanmu or LGM Pharma.

Pe3syabTaTnl

AxtuHOocTh SCY-078 npotus C. glabrata

[0091] B tabnunax la-1c mpuenenbl quana3zonsl MIC u 3nadenus MICsy u MICqg nins
TecTupyembix coenuHenuii npotus C. glabrata. uanasonst MIC nnsa SCY-078 mpu pH 7,0, pH
5,72 u pH 4,5 nns usonsaroB C. glabrata cocrasmsuu 0,5-1 mxr/mn, 0,5 mxr/mn u 0,031-0,063
MKr/MJ1 cootBeTcTBeHHO. MICso u MICyy mitst SCY-078 mpu pH 7,0 cocrasmsmu 1 mxr/mi. MICsg
u MICyy nnst SCY-078 nipu pH 5,72 pasnsumnes 0,5 mxr/mi. MICsy u MICyy nyis SCY-078 mpu
pH 4,5 cocraBmsmm 0,063 MKr/mi. OTH pe3yJbTaThl IOKa3ajdd JOCTOBEPHOE 16-KpaTHOE
camkenne MICsy mpu pH 4,5 mo cpasnenuto ¢ MICsy npu pH 7,0, uro ykasbiBaeT Ha
3HAYUTENPHOE TIOBBIIIEHHE MPOTHBOrpuOKoBOi aktuBHOCcTH Tpu pH 4,5 mporus Candida
glabrata.

AxtuBHOoCcTE SCY-078 mpotus C. albicans

[0092] B tabnunax 2a-2c¢ npusenenbl quana3zonsl MIC u 3nadenust MICsy u MICqg miis
TecTupyemeix coenunenuii nporus C. albicans. lunanazonet MIC g SCY-078 npu pH 7,0, pH
5,72 u pH 4,5 nna msonsitos C. albicans cocrasmsum 0,125-0,5 mxr/mu, 0,125-0,25 mxr/mi u
<0,016-0,031 mkr/ma coorBerctBeHHO. MICso anss SCY-078 npu pH 7,0 u pH 5,72 pasnsutach
0,25 mxr/mi, 1 MICq coctasisiia 0,5 u 0,25 mkr/mia coorBercTBeHHO. MICso u MICoq st SCY -
078 mpu pH 4,5 cocraBmsm <0,016 MKI/Mia. DTH pe3yJibTaThl MOKa3ajud JOCTOBEpHOE 16-
kpatHoe cHmxeHue MICsy mpu pH 4,5 no cpasaenuto ¢ MICsy mpu pH 7,0, uto yka3biBaeT Ha
3HAYUTEJbHOE TOBBILIEHHE MPOTHBOrpuOKOBOi akTuBHOCTH Tpu pH 4,5 mporur Candida
albicans.

[0093] Kak mnst C. glabrata, tTak u nns C. albicans cHmwkenue pH no 4,5 npuseno k
J0CTOBEpHOMY cHIKeHuto 3HaueHuit MIC no cpaBHeHuIo ¢ ycnoBusiMu ¢ HeiitpaiasHeiM pH (pH
7,0). DTOT pe3ynbTar nmokasain, uto pH okasbBas BIMSHHUE HA MPOTUBOIPHUOKOBYIO aKTHBHOCTB
SCY-078. Takast TeHASHLIMS COXpaHsIach B TeueHue 48 u.

Mukadvarusg nporus C. glabrata

[0094] [Mumanazonbt MIC mns mukadynruna nmpu pH 7,0, pH 5,72 u pH 4,5 nporus
TeCTUpOBaHHBIX U30JsiToB C. glabrata cocrasisuu 0,25-0,5 mxr/mi, 0,25 Mxr/mi u 0,25 Mkr/mi
cootBercTBeHHO. MICso muist C. glabrata npu Bcex Tpex 3HaueHusix pH u MICqy npu pH 5,72 u
pH 4,5 6butn oprHakoBeMu (0,25 Mkr/mi), B To Bpemst kak MICqg niist mukadysruna npu pH 7,0
cocrapssiia 0,5 Mkr/ mit.

Mukadvuarusg nporus C. albicans

[0095] umanazonbr MIC mna muxadynruna nmpu pH 7,0, pH 5,72 u pH 4,5 nporus

tectupoBaHHbIXx m30JisiToB C. albicans cocraBmsumm 0,25 mxr/mu, 0,063-1 mxr/ma u 0,25-0,5
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MKr/mn cootBercTBeHHO. MICsp u MICqy mukadynruna nnst C. albicans He pasnuganucek npu
Kax0oM 3HaueHuu pH u He paznuyanuch JOCTOBEPHO Mexay yciosusimMu ¢ pasHbiM pH (pH 7.,0:
MICsy u MICgy=0,25 mxr/mn, pH 5,72: MICso u MICgp=1 mxr/mu, pH 4,5: MICsyo u MICyp=0,5
MKI/MJT).

[0096] [ocroBepHble  pa3iu4yus  MEXAy  MHHMMAQJIbHBIMH  HHTHOMPYHIOIIUMH
koHuenTtpauusvu (MIC) nis mukadyHrisa npu tpex pasnunusbix 3HaueHusx pH nist C. albicans
wm C. glabrata oTcyTcTBOBaH.

Daykonason nporus C. glabrata

[0097] Humanaszonsr MIC mist ¢pnykonaszona mpu pH 7,0, pH 5,72 u pH 4,5 nporus
TecTUpoBaHHBIX M30JsiToB C. glabrata cocraBmsiiu 0,5-2 mkr/mi, 2-16 mxr/mi u 1-16 Mkr/min
cootBercTBeHHO. MICs) hnykonasomna npu 7,0, 5,72 u 4,5 pH cocrasmnsna 1 Mxr/mi, 8 MKr/ M u
8 Mkr/mi coorBercTBeHHO. MICy) hirykonazona npu pH 7,0, 5,72 u 4,5 cocrasisiia 2 Mxr/mi, 16
MKI/MJI U 16 MKI/MJI COOTBETCTBEHHO. DTH Pe3yJIbTaThl MOKA3aJId JOCTOBEPHOE 8-KpaTHOE
yBennaenne MICsy, koraa akTHBHOCTB (urykoHa3ousa npu pH 7 cpaBHUBaNIM ¢ €ro aKTHBHOCTBIO
npu pH 4,5, 4ro yka3plBaeT Ha 3HAYUTEIBHOE CHIDKEHHE NMPOTHBOTPUOKOBON aKTHBHOCTH IPH
pH 4,5 nmpotus Candida glabrata.

diyvrkonason nporus C. albicans

[0098] Mumanazonsr MIC mns ¢uykonasona mpu pH 7,0, pH 5,72 u pH 4,5 nporus
TecTupoBaHHbIX M30JsiTOoB C. albicans cocrasmsimm <0,125-1 mxr/mi, <0,125-1 mxr/mn u 0,25-8
MKr/mn coorBerctBeHHO. MICsg u MICqoy ¢aykonasona nmpu pH 7,0, pH 5,72 u pH 4,5
cocrapisuii 0,25 mkr/mn u 0,25 mxr/mm, <0,125 u 0,25 mkr/mn u 0,25 uw 1 Mkr/ mn
coorBercTBeHHO. 3HaueHuss MIC ¢nykonazona mporuB C. albicans uMenu TEHAEHIHMIO K
yBenu4eHuto npu cHwkennu pH. OgHako pasnuuus He ObUTH JOCTOBEPHBIMHL.

Tabnuua la
Hannbie onpenenenns MIC (B mkr/min) g SCY-078 u npemnapatoB CpaBHEHHsS HPOTHUB

uzonAToB C. glabrata mpu pH 7,0

SCY-078 Muxa@pyHrux D1yKOHA30J1
JAuana3oHbl 0,5-1 0,25-0,5 0,5-2
MICs 1 0,25 1
MICyy 1 0,5 2
Tabnuua 1b

Hanneie onpenenenuss MIC (B mkxr/min) mnst SCY-078 w mpenapatoB CpaBHEHHsI MPOTUB

nzonAToB C. glabrata npu pH 5,72

SCY-078 MuxagyHrun D1yKOHA30J1
JAuana3oHbl 0,5 0,25 2-16
MICsp 0.5 0.25 8
MICyy 0,5 0.25 16




Tabmuna 1c

Hannele onpenenenuss MIC (B mkr/mn) mnst SCY-078 u mpenapartoB CpaBHEHHsI MPOTUB

nsonAToB C. glabrata npu pH 4,5

SCY-078 MuxagyHrux D1yKOHA30.1
JAuana3oHbl 0,031-0,063 0,25 1-16
MICsy 0,063 0,25 8
MICyy 0,063 0,25 16
Tabnuua 2a

Haunpie onpenenenuss MIC (B mxr/mu) miast SCY-078 w mpenapatoB CpaBHEHHsI POTHB

uzonaToB C. albicans npu pH 7,0

SCY-078 MuxagyHrux D1yKOHA30J1
JAuana3oHbl 0,125-0,5 0,25 <0,125-1
MICs 0,25 0.25 0,25
MICyy 0.5 0.25 0,25
Tabnuua 2b

Hanneie onpenenenuss MIC (B mkr/min) mnst SCY-078 u mpenapatoB CpaBHEHHsI MPOTUB

nsonATos C. albicans mpu pH 5,72

SCY-078 MuxagyHrux D1yKOHA30J1
JAuana3oHbl 0,125-0,25 0,063-1 <0,125-1
MICsy 0,25 1 <0,125
MICyy 0,25 1 0,25
Tabnuna 2¢

Hannpie onpenenenuss MIC (B mkr/min) miast SCY-078 w mpenapatoB CpaBHEHHsI MPOTUB

usonaToB C. albicans mpu pH 4,5

SCY-078 MuxagyHrun D1yKoHA30J1
JAnana3oHbl <0,016-0,031 0,25-0,5 0,25-8
MICsy <0,016 0.5 0.25
MICyy <0,016 0.5 1

Tabauubl 3a-d. UaauBuayanbHbie 1aHHbIe 1051 W30J8T0oB Candida (Bce exMHHUBI B

MKT/MJI)

Tabmuna 3a

Pesynbrarel onpenenenust MIC (B mxr/min) ansa SCY-078 mporus msomsatos C. glabrata,

TECTUPOBAHHBIX MPU BCeX 3HaYeHusiX pH Ha 24 4

Muxkpoopranusm | MRL SCY-078
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50% 100%
pH— 7,0 5,72 4,5 7,0 5,72 4,5

C. glabrata 32075 0,5 0,5 0,063 1 1 0,125
C. glabrata 32232 1 0,5 0,063 1 1 0,125
C. glabrata 32626 0,5 0.5 0,063 1 1 0,125
C. glabrata 32993 0.5 0.5 0,031 1 1 0,063
C. glabrata 33204 1 0,5 0,031 1 1 0,063
C. glabrata 33960 0,5 0,5 0,031 1 1 0,063
C. glabrata 33961 1 0,5 0,063 1 1 0,063
C. glabrata 34339 1 0,5 0,063 1 1 0,125
C. glabrata 34407 1 0,5 0,063 2 1 0,125
C. glabrata 34576 1 0,5 0,063 2 1 0,125
Tnanasosn 0,5-1 0,5 003, | 0,005

0,063 0,125
MICsy 1 0,5 0,063 1 1 0,125
MICyp 1 0,5 0,063 2 1 0,125

Tabmuua 3b

Pesynprarsl onpenenenust MIC (B Mkr/min) ans nmpenapaToB CpaBHEHHs MPOTUB U30JATOB C.

glabrata, TecTupoBaHHBIX IIpH Beex 3HaYeHMsIX pH Ha 24 4

Minpoopramsm | MRL MuxkagyHrus D1yKOHA30J1
50% 50%

pH— 7,0 5,72 4,5 7,0 5,72 4,5
C. glabrata 32075 0,25 0,25 0,25 2 8 8
C. glabrata 32232 0,5 0,25 0,25 2 8 8
C. glabrata 32626 0,5 0,25 0,25 1 8 8
C. glabrata 32993 0,25 0,25 0,25 2 16 16
C. glabrata 33204 0,25 0,25 0,25 2 8 8
C. glabrata 33960 0.5 0.25 0.25 1 16 16
C. glabrata 33961 0,25 0,25 0,25 1 2 1
C. glabrata 34339 0.25 0.25 0.25 0,5 2 8
C. glabrata 34407 0,25 0,25 0,25 1 8 8
C. glabrata 34576 0,25 0,25 0,25 1 8 16

JuanazoH 0.25- 0.5 0.25 0,25 0,5-2 2-16 1- 16
MICsy 0.25 0.25 0,25 1 8 8
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Tabmuna 3¢

Pesynbrarel onpenenenust MIC (B mkr/mi) st SCY-078 mporus umsonsitoB C. albicans,

TECTUPOBAHHBIX NPU BCeX 3HaYeHus1x pH Ha 24 4

SCY-078
Muxkpoopranusm | MRL
50% 100%*
pH— 7,0 5,72 4,5 7,0 5,72 4,5
C. albicans 34366 0,5 0,25 0,031 0.5 0.5 0,031
C. albicans 34367 0,125 0,125 <0,016 0,5 0.5 0,031
C. albicans 34372 0,25 0,25 <0,016 0,25 0,25 <0,016
C. albicans 34373 0,25 0,25 <0,016 0,25 0,25 <0,016
C. albicans 34374 0,25 0,125 <0,016 0,25 0,25 <0,016
C. albicans 34385 0,25 0,25 <0,016 0.5 0.5 0,031
C. albicans 34389 0,125 0,25 <0,016 0,25 0,25 0,031
C. albicans 34399 0,25 0,25 <0,016 0,25 0.25 0,031
C. albicans 34408 0.5 0,25 <0,016 4 2 4
C. albicans 34449 0,25 0,25 <0,016 0.5 0.25 0,031
0,125- 0,125- <0,016-
Huanas3ox 05 0.5 0.031 0,25-4 | 0,25-2 | <0,016-4
MICs 0,25 0,25 <0,016 0,25 0,25 0,031
MICyg 0.5 0,25 <0,016 0,5 0,5 0,031
Tabmuua 3d

Pesynbrarsl onpenenenust MIC (B MKr/mit) st mpenapaToB CpaBHEHHs! MPOTUB U30JSTOB C.

albicans, TecTupoBaHHbIX NpU Beex 3HadeHMsX pH Ha 24 4

MuxkadyHruH @DyKoHa301
Muxkpoopranusm MRL 0% 0%

pH— 7.0 5,72 4,5 7,0 5,72 4,5
C. albicans 34366 0,25 0,5 0,5 <0,125 | <0,125 0,25
C. albicans 34367 0,25 0,5 0,5 0,25 0,25 1
C. albicans 34372 0,25 1 0,5 <0,125 | <0,125 0,25
C. albicans 34373 0,25 1 0,5 0,25 <0,125 0,5
C. albicans 34374 0,25 1 0,5 0,25 <0,125 0,25
C. albicans 34385 0,25 1 0,5 <0,125 | <0,125 0,25
C. albicans 34389 0,25 1 0.5 <0,125 | <0,125 0.5
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C. albicans 34399 0,25 1 0,5 1 1 8
C. albicans 34408 | 025 | 0,003 0.25 0.25 025 | 025
C. albicans 34449 | 025 0.25 0.5 025 | <0,125 | 05
Jluanasox 025 | 0,063-1 | 025-0,5 <O’125_ <O’125_ 0,25-8
MICs, 0.25 1 0.5 025 | <0,125 | 025
MICop 0.25 1 0.5 0.25 0.25 1

[0099] Tlonyuennble nanublie mokazamu, 4yto MIC SCY-078 mmsa C. glabrata u C.
albicans cHmxkanuch o mepe cHmwkeHus: pH. 3Haduennss MIC nns npenapaToB CpaBHEHHUS, YTO
COTJIACYeTCsl ¢ MPENbINyIMUMH COOOIIEHUsMHU, MO-BHOIUMOMY, He 3aBucenu oT pH B ciyuae
MUKapyHTHMHA WIH, MO-BHAMMOMY, CYLIECTBEHHO 3aBucenan oT pH B cimyuae QuykoHasona,
KOTOPBIH nokasain nossimenne 3Hadernii MIC npu camkennu pH ocodenno nins C. glabrata.

[0100] IItammbl, KOTOpPBIE HCIOJB30BAIM JJisi KOHTpOJisi KadecTBa anHanmusza C.
parapsilosis ATCC 22019 u C. krusei ATCC 6258, umenu 3HaueHus Nokasareseil B mpenenax
IUaIa3oHoB sl (PJIyKOHA30J1a U MUKa(yHTHHA.

[0101] [Amnama3ons! pH, TecTHpOBaHHBIE B 3TOM SKCIIEPUMEHTE, OXBATBHIBAJIH HanOolee
pacrpoCTpaHeHHbIE KIMHHYECKHE COCTOSHUS, NMPH KOTOPBIX KuUCibii pH cBsA3aH ¢ rpuOkoBoi
UHpEKIHen.

IIpumep 2

Konnentpauuu SCY-078 Bo Baarajuuie nocjie nepopajbHOro BBeJeHusi MbIIIaM

[0102] Llenb naHHOrO MCCIENOBAaHUS COCTOsIA B ompeneneHun skcnozuiuu SCY-078 B
TKaHW BJarajyila ¥ BarMHAJIBHBIX CEKpeTax, M B3aUMOCBI3b JTOM OKCIO3ULUU C
koHneHTpauusmu SCY-078 B ma3me kpoBu mnocne nepopaibHoro seefeHust SCY-078 mpimam,
NPU3HAHHOM XKMBOTHOM Monenu nHdpekumii Candida.

MeTtoanb!

[0103] Camkam wmpiueir CD-1 (n=3/BpeMeHHyI TOYKY/TPymIy C KaXAOH I030M)
BBoaui SCY-078 yepe3 >kenyqOUHbBIA 30HA B ONHOW, IBYX WJIM BOCBMH CYMMAapHBIX J103aX B
nuana3one ot 10 mo 80 mr/kr, kotopeie BBonuaun QD (omuH pa3 B cytku) u BID (nBa pasza B
CYTKH) C HArPy30YHBIMHU I03aMH 1 0€3 HHX, KaK YKa3aHO HUKE:

QD (cytku 1): 10, 20, 40, 80 mr/kr

BID (cytku 1): 10/5, 20/10, 40/20, 80/40 mr/kr

BID ¢ nosropasiME no3amu (cyTku 1-4): 10/5, 20/10, 40/20, 80/40 mr/kr Ha cyTku 1; 5,
20, 20, 40 mr/kr nBa pasa Ha CyTKH 2-4.

[0104] KpoBb, TKaHb BYJbBBI M BJIarajivila, W BardHaJbHBbIE CEKPEThI COOUpANU JO
BBEeAEHUs Mpenapara, u depes 1, 2, 4, 6, 8, 12, 18 u 24 4 nocne BBeneHUs Ipemnapara, nocie
BBEICHUS MOCIEHEN 03Bl U KAKAOH IPyIbl 3aTeM mpoObl oOpabaTbiBaiiu, 3KCTParupoBaid
ocakneHneM Oenka M aHanusupoBanu Ha copepskaHue SCY-078 ¢ ucnonmpzoBanneM JKX-
MC/MC.

Pe3yabTaTnl
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[0105] ITocne mepopanpHOro BBeAeHUs BbICOkHe KOHUeHTpauun SCY-078 nocturanuch
KaK B TKaHU BJIArJIUINA, TaK M BO BJATAJUIIHOM CEKPET€ OTHOCUTEIBHO KOHLIEHTPALMU
npenapara B IJia3me.

[0106] B Tkamsax Bmaranuma skcrnosuiust SCY-078 Oblma Bble uYeM MPOCTO
npornopuuoHanbHO a03e, npu 3ToM AUC 24 (Tutommans o KpuBol, u3MepeHHast B nepuon ot 0
10 24 4) Uit KaKIOro peskuMa JT03UpOBaHMsl coctasiisiia oT 26,7 no 171, ot 24,6 no 337, u ot
24,4 no 1798 MKrxu/r COOTBETCTBEHHO. B peknme MOBTOPHBIX 103 MOTEHIHAT HAKOIUICHHS
SCY-078 BO BiaraduMIHON TKaHM BO3pacTall C yBEJIHMUYEHHUEM JIO03bl, NMOCKOJBKY OTHOLIEHHE
KOHLIGHTPAllMd BO BJIATAJMIIHON TKAaHU TIOCJIE TOCHEAHEH J103bl K KOHLIEHTPALMU BO
BJIAraJUIIHON TKaHU MOCJe NepBOi A03bl BapbupoBasio ot 1 1o 10,5 pas.

[0107] B BarunansHOoM cexkpere AUC o4 AN KAXKAOTO PEKUMA JO3UPOBAHUS COCTABIISLIIA
ot 1,32 no 12,3, ot 1,55 no 17,8 u ot 4,32 1o 120 MKrx4/mMy1 COOTBETCTBEHHO. B mia3me KpoBu
AUCg24 Ans KaXKOOTO peKUMa NO3UPOBaHUsA paBHsuiachk oT 8,33 mo 75,5, or 7,47 no 101 u ot
7,47 mo 101 mkrxu/mi cooTBeTCTBEHHO. B Tabnmne 4 mpuBoasTcss 0OOOIIEHHBIE NAHHBIE IO

skcnozuniuu (AUC 24) 1O rpymime ¢ KaKIOH JO30H.

Tabnuua 4
Tosa (wrr) ILnazma kposn BarnHanbHBIN CEKpeT Tkanp Baaraauma
(MKr>xu/mJ) (MKr>x4/ma) (MKrx4/ma)
QD
10 8,33 1,32 26,7
20 19,7 1,87 53,6
40 42,3 4,41 187
80 75,5 12,3 171
BID
10/5 7,47 1,55 24,6
20/10 16,6 4,21 72,9
40/20 46,5 10,6 204
80/40 101 17,8 337
BID
NOBTOPHbBbIE
A03bI
10/5 5,12 4,32 244
20/10 14,6 8,63 71,6
40/20 53,0 38.8 275
80/40 143 120 1798

[0108] ITocne nepopanpHOro BBeAeHus Mbimam skcno3unus SCY-078 Opuia nokas3aHa B

TKaHSX BJarajuiila, BarMHaJIbHBIX CEKpeTax U Ijia3Me kpoBu. Beicokue koHueHTpammu SCY-078




32

JOCTUTAJINCh B TKAHSIX BJIarajyiiia nocje nepopajbHOro BBEEHUs, U MPU IOBTOPHOM BBEIEHUU
OBLIO NOKA3aHO HAKOIUIEHHE Iperapara B TKaHU Biaranuina Oosee yeMm B 10 pa3 o cpaBHEHHIO
C IJIa3MOM KPOBHU.

IIpumep 3

®aza 2 wuccaepoanusa SCY-078 npm cpeaneii u  TsKeqon  gopme
BYJIbBOBATHHAJIBLHOI0 KaHanao3a (BBK)

[0109] ManHOoe mccinenoBaHue ObUIO MPOBEPKOH OCYILIECTBHMOCTH, IMPOBEACHHOE MJIS
oLeHKU 0e30macHOCTU U 3P (PEKTUBHOCTH BYX PEKUMOB N03upoBanus opanbHoro SCY-078 (B
Buze ¢pochaTHON COM) y MALIMEHTOK CO CpeaHel nim Tskenon ¢opmoii BBK.

MeTtoanl

[0110] KnroueBple kpuTepuu AJisl BKIIOUEHHUS C UCCIIeI0OBAaHUE BKIFOYAIIH:

1. CyObektsl co cpemHeir win Tsokenoi ¢opmori BBK, mnoxareep:kaeHHOTO
MOJIOKUTEIBHBIM ~ pe3ysibTaToM B Tecte ¢ ruapokcunoMm kamus (KOH) ¢ obpasuom
BJIATaJIUIIHOTO CEKpeTa

2. Tpu smM30ma BarvHAUTa B MHUHYBLIEM TOAYy, KOTOpble OBUIM TONTBEPKIEHBI Kak
Bb3BaHHbIe Candida spp. WM KOTOpbIe OTBETUJIN HA IIPOTUBOTPUOKOBYIO TEPATTHIO

[0111] CyObexThl ObUTH paHAOMU3UPOBAHBI B COOTHOIIEHNH 1:1:1 B 0gHY U3 Tpex rpymnm
JedeHus: Harpy3ouHas go3za 1250 mr opanpHoro SCY-078, zatem 750 mr SCY-078 QD B
Te4YeHHe 2 CYTOK WJIM B TeUeHHE 4 CYyTOK MJIHM OpalibHbIN (urykoHa3oun B 1o3e 150 mr B Teuenue 1
CYTOK.

[0112] CyObekToB oueHUBaNN Ha CYTKU 24 (BU3UT AJISl OLIEHKU H3JIEUeHHs ), CyTKU 60,
cytku 90 u cytku 120 (OKOHYAHUE UCCIIEAOBAHUS).

[0113] Ananu3 BKIIOYA] KJIMHUYECKOE H3JIedeHHe (BCe TNPU3HAKU U CHMIITOMBI,
NPUCYTCTBYIOLIME B HMCXOAHOM IEpHONE, OCIabisuIMCh, MO MEHbIIel Mmepe, Ha aBa Oana
(manmpumep, OT cpenHeil GOpMbI 10 OTCYTCTBUS WM OT TsDKENOH (OpMbI 10 JErkod (HopMbl);
nocjae Hauvaja Hacrosuiero wuccienosaHuss FDA mnpennoxuno cienyroliue ONpeneseHus:
KJIIMHUYECKOEe M3JIeUYeHUE NOCTUraeTCs, €ClId BCE MPU3HAKU U CUMIOTOMBI, MPHUCYTCTBYIOLIUE B
UCXOJTHOM IE€PHOJIe, OTCYTCTBYIOT), MUKOJIOIHYECKasl dpafuKanus (OTpULATEIbHBIN Pe3yJIbTaT B
KYJIBTYPAJIbHOM aHAJIHM3€ HMCXOAHOTO IPOXIKEBOrO MATOTeHA) M TEePAreBTHYECKOE H3JICUCHUE
(KTMHUYECKOE H3JICYCHHE M MHKOJIOTHYecKas spaaukanms). KiomHudeckoe usnedeHune ObLIO
npemyokeHo FDA B kauecTBE OCHOBHOM KOHEUHOM TOUKHU ISl OLUEHKU 3P PEKTHBHOCTH JICUCHUS
BBK.

[0114] HeBstHOCTO ImecTh CyOBEKTOB OBUIM BKJIFOYEHBI B HCCIENOBaHHE (TIOMYJISLIHS
cormacHo Ha3HaueHHOMy JedeHnto (ITT)), m y 70 cyOpekToB OBUIO TOATBEPKACHO
KyJpTypanpHO Hanmnune Candida spp. nadpexmu (monysiuus no npotokony (PP)).

Pesynbprarsl 0000mmeHs! B TabmuIe 5.
Tabmuna 5

Ouenkn 3¢ (eKTUBHOCTH HA CYTKHU 24 (MOMYJISIIHS 110 POTOKOJY )

N SCY- SCY- SCY-078 ®aykon | % A SCY-078
078 078 (o0beanHEeHHbIE) azoa (o0bearHEeHHbBIE)
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IToka3zarenu % @3- (5- (n=50) (n=20) | mo cpaBHEeHHUIO C
CYTKH) | CYTKH) (Ppayxkonazosiom
(n=24) | (n=26)
Knunnueckoe 19 19 38 13 11%
u3JIeueHne 79,2% 73,1% 76% 65%
Knuanueckoe 17 18 35 11 15%
ponieteHme 70.8% | 69.2% 70% 55%
(OGHOBIEHHOE
OTpeesieHHe
FDA)
Ouenka 3¢ PpeKTUBHOCTH Ha Mecs 4
PeninuBer, TUTST 1 1 2 3 -11%
KOTOPBIX 4,2% 3,8% 4% 15%
notpedoBanach
TOTIOJIHUTEIbHAST
POTUBOTPUOKOBAs
Teparnus
Knunnueckoe 21 23 44 13 23%
U3JIeYeHHE 87.5% | 88,46% 88% 65%
“0” mnpuU3HAKOB H 19 21 40 13 15%
CUMIITOMOB 79.1% 80,7% 80% 65%

[0116] IToka3arenb MUKOJOTMYECKOW SpaAuKalUud Ha CYTKU 24 U mecsl 4 COCTaBJIs
70% wu 74% nns obobenmueHHbx rpynn SCY-078 mporuB 65% wu 60% pns rpymnm ¢
¢dnykonazonom. TepameBTHueckoe u3jedeHue (onpeaesieMoe Kak KIMHHYECKOe H3JICYeHUE U
MUKOJIOTHUECKAs SPATUKALINsI) HA CYTKH 24 BHM3WTA Ui OLEHKH H3JICUEHHs] COCTaBHIIO 56,3%
s obvenuHeHHbIX rpynn SCY-078 u rpynnsl ¢ ¢gaykonazonaoM. OTCyTCTBOBAIU KaKue-IHOO
TSDKENIbIe WM CEePhEe3HbIE HE)KETATEeNbHbIC SIBJIEHUS B KakoW-1nOO rpymme jedeHus. bonee
BBICOKAsl 4YaCTOTa HEXKEJAaTEeNbHBIX SIBJIEHUH CO CTOPOHBI >KEIyJAOYHO-KHUIIEYHOIO TPaKTa
(HarmpuMep, TOLIHOTA, JUapesi), CTENEeHb MPOSBICHUS KOTOPBIX ObLIa JIETKOH HIIM CpEeaHEeH U
NpOXOAIIeH 1o mpupoae, Obuta oTMedeHa B rpynmnax jJedeHust SCY-078.

[0117] PesymbraTel ansa nomyjsiquu o nporokody (PP) Obumm  cpaBHHMBI C
pe3yabpTaTaMHi M3 TOMYJSIIUM corjlacHO HasHaueHHoMy JsedeHnto (ITT) (maumeHTHI, KOTOpBIE

MOJIYYHJTH, TI0 MEHBIIEH Mepe, OOHY 03y HCCIEeNyeMOro mpernapara), Kak MMoKa3aHO B TadiuIe

6.
Tabnuua 6

Ilonymsuus cornacHo HazHadyeHHOMY Jedenuro (ITT)

Oobeaunennnbie SCY-078 (n=64)
78,1%

70,3%

dDaykoHa3ou (n=32)
65,6%

68.8%

Knunauueckoe uzieyenue™

MuxkoJjiorudeckasi opaguKanus
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TepaneBTuueckoe U3JICUCHHE 56,3% 56,3%

* B maHHOM aHanu3€ KJIMHUYECKOE H3JIeUeHHEe ONpPENesuioch KaK NCUe3HOBEHUE NTPU3HAKOB U
CUMIITOMOB MH(eKIMH (IPU3HAKN U CUMIITOMBI, KOTOPBIE UMEJH OLEHKY 2 MJIK 1 B HCXOHOM
NepUoOe, NOJDKHBI OLEHUBAThCA Kak 0, U NMPU3HAKU U CUMIITOMBI C OLEHKOW 3 B MCXOJHOM

nepuoaec NOJIKHbI OLICHUBATBLCA KaK 0 umu 1, BO BpEMs: BU3UTA OLICHKHN I/IS.]'IeLIeHI/IH)

[0118] Bpricokue moKa3zaTeny KIMHUYECKOTO W3JICUYEHUs] W CHIDKEHHE YaCTOThI
peUUaNBOB, HAaOMOaeMble B TAHHOM HCCIEIOBAHHMU, CBHIETEIBCTBYIOT O BBICOKOM 3(deKTe
SCY-078 nporus Candida npu BBK.

IIpumep 4

[0119] DxcnepuMeHT MPOBOAST AJsl AEMOHCTPALIUK TOTO, YTO MOBBIIEHHAs] AKTUBHOCTH
SCY-078 B KHUCHIBIX YCIIOBHSIX IO3BOJISIET CHHU3UTH JO3bI, HEOOXOMUMbBIEC MJISI JTOCTHIKCHHUSI
s¢pdexruBHocTu pu BBK. JlaHHOE paHIOMHU3UPOBAHHOE, ABOWHOE CIIETIOe, KOHTPOIUPYEMOe C
ABYMs TU1aned0, aKTHBHO KOHTPOJIUPYEMOE HMIIH IIAe00-KOHTPOIUPYEMOe HCCIIEIOBAHNE IS
oueHkH 3¢ dexTuBHOCTH OpanbHOro SCY-078 y B3poCibIX JKEHIIUH B Bo3pacte 18 et u crapme
co cpennei wu Tsokenoit gpopmoit BBK. B uccnenoBanuy olieHUBaIN T03bI HUKE, YeM JIO3bI,
KOTOpble, Kak OBUIO IOKAa3aHO, BbI3bIBAJIM OTBET B JPYIUX HCCIENOBAHHUAX, C Y4YETOM
HEOKUIAaHHOTO BBISIBJIEHUsI MOBbIEHHON akTuBHOCTH SCY-078 B ycnoBusix ¢ Huskum pH.
OueHuBanu ciaenyroiue CXembl 103UPOBAHMS:

I'pynna nedenus 1: opanbubiil SCY-078 B no3e 750 mr QD Tonpko Ha cyTku 1

I'pynna nedenus 2: opanbubiii SCY-078 B no3e 300 mr BID Tonbko Ha cyTku 1

I'pynna nedenus 3: opanbHbiil SCY-078 B no3e 450 mr BID Tonbko Ha cyTku 1

I'pynna neuenus 4. opanbubiii SCY-078 B go3e 150 mr BID Ha cyTku 1-3

I'pynna nevenus S: opanbuelil SCY-078 B noze 300 mr BID Ha cyTku 1-3.

[0120] SCY-078 BBOmmIM mMepopajbHO B JIEKAPCTBEHHOW (opme, MOAXOAsIIE s
nepopanbHOro BeeaeHus, coaepsxkaieit S0 mr wimn 100 mr, 150 mr, uau 200 mr, 250 mr, uau 300
mr, win 500 mr, unu 750 Mr akTUBHOro MHrpeauenTta. Ilogxoasiue opajibHbIe JEKaAPCTBEHHbIE
(opMBI BKJIFOUAH, HANPUMEp, TAOJNETKH, KAaICyJbl, CYCHEH3WH, TOPOIIKH, TPAHYJbl U TOMY
nono0Hoe.

[0121] Hamuume npumepro 30 cyObeKTOB B KaKIOW TpyIIe JIeYeHUs JaeT
NpeACTaBICHNE O BeNUYnHE 3PQeKTa KAKIO0H CXeMbl TO3UPOBaHMA. BKIFOUaeTCcst KOHTPOJIbHAS
IpyIIa, MOJydaroInasi OpajbHbIH (PIYKOHA30J B COOTBETCTBHH C PEKOMEHIOBAHHBIM PEXHUMOM
JNO3UPOBAHUS.

[0122] TTauMeHTKH B JAHHOM HCCIEAOBAHWU OLICHUBAIOTCS HA BU3UTE B HMCXOIHOM
nepuone Ha Ccytku | wum Ha cyrkm 10 gmusa  oneHku 3¢ (EKTUBHOCTH  JICYCHUS.
DapMakOKMHETUYECKUE HCCIEAOBAaHUs TMPOBOIAT Ans onpeneneHus skcnozuuuun SCY-078,
JOCTUraeMOl B TKaHU BJlarajyiia v B Ijla3Me KPOBU MPHU KAXKIAOM peKuMe TO3UPOBAHUS.

[0123] CyOBekTbl B HaHHOM HCCIEIOBAHWU JOJDKHBI COOTBETCTBOBATH CJIEIYIOIIHM
KPUTEPUSAM BKJIFOUEHUS:

1. CyOpekT mpencraBisieT CyObeKTa KEHCKOro mojia B Bo3pacte 18 ner u crapiie u
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UMeeT Xopoluee 001iee COCTOSTHUE 370POBbSL.

2. Y cyOpekta nmarHoctupoBaH cumnromarudecknii BBK, koropeiii coorBeTcTByeT
CIENYIOIINUM KPUTEPUSIM:

a. 3aboneBaHue B cpenHell M TsDKeNIOH (opme, ompexnensieMoe Kak MUHHUMAJbHBINA
CYMMapHbIi 0aJ1 OLIEHKH BYJIbBOBArMHAJIBHBIX MPU3HAKOB U CUMITOMOB >7, 10 MEHbLIEH Mepe,
C 2 MpU3HAKaMM WM CUMIITOMaMHM, UMEIOIINMHU 0ajul OLIeHKY U (CpenHss (opMa) MU BBILIE O
mkane VSS B HCXOTHOM IepHoze.

b. IlonoxurenpHbIi pe3yiabTaT B MHUKPOCKONMUYECKOM uccienoBaHuun ¢ 10%
rugpokcunom kamus (KOH) BarmnHanmpHOro oOpasua ¢ BBIIBJICHHEM IPOXOKEBBIX (HOpM
(rudpp/niceBOOrUdBI) WM MOYKYIOIMUXCS  OPONCGKEBBIX  KIETOK C  MOCEIYHOILINM
MOJTBEPKAEHUEM MOJOKUTEIBbHBIM PE3yJIbTATOM Ha APOXOIKU B KyJIBTYypaJIbHOM aHAJIM3E.

c¢. pH Bnaranuma <4,5

[0124] DddexTuBHOCTH OMpenenseTcs B OCHOBHOM IO TPOIEHTY NAIlMeHTOK ¢
KJIMHUYECKUM H3JieueHHeM (MCUe3HOBEHHE IIPU3HAKOB U CUMIITOMOB), a TAKK€ MUKOJIOTHYECKOM
spanuanvedl (OTpULATENbHBIA pPe3yibTaT B KYyJNbTypajJbHOM aHanu3e) Ha cytku 10. JlaHHBIE
AHATM3UPYIOT C UCTIOJIB30BAHUEM CTAHAAPTHOTO CTATUCTHYECKOTO MPOTPAMMHOTO obecneyeHusl,
takoro kak SAS® Bepcusi 9.3 wunmm Oonee mo3mHsisi. CTAaTUCTHYECKHE TECTBI SIBJISTFOTCS
JBYCTODOHHUMH U HHTEPIPETUPYIOTCS HA ypoBHE 3HauumocTtu 5%. Jlnd uccienoBaHus He
TpeOyercst popMallbHOE CTAaTHCTUYECKOE CPAaBHEHME, CKOpee, €ro pe3yJbTaTbhl O0eCIIeYHBarOT
HampaBJIeHHOE yKa3zaHue Ha 3(QdekTuBHOCTD Oojiee HU3KMX 1103 WK 00Jee KOPOTKHX PEKHUMOB
nosupoBaHuss  SCY-078 OTHOCHUTENbHO, Hampumep, MA03 U PEXUMOB JO3MPOBAHUA,
UCTIONB3YyeMBbIX B npuMepe 3. OmucarenbHas CTaTUCTUKA (CpelHee, CTaHAApTHOE OTKJIOHEHUE,
MenuaHa, MUHIMYM, MaKCUMYM U T. J1.) IPEAOCTABIIACTCS [JIsl BCEX HENPEPBIBHBIX MEPEMEHHBIX;
YaCTOTBl W TIPOLEHTHI TNPHUBOAATCS B Tabsume 1o 3a00/eBaeMOCTH M KaTerOpUabHbIM
nepeMeHHbIM. Bee pesysbTaTel aHaIU30B NPEACTABIAIOT MO IPyNNam JICYSHHUs.

IIpumep S

[0125] DOxcnepuMeHT TPOBOAUTCA MJIsi JEMOHCTPAIlMd TOTrO, 4YTO TOBBIIIEHHAS
akTUBHOCTh SCY-078 B KUCIBIX YCIOBHSIX MO3BOJISIET MOBBICHTD 3(h(hekTUBHOCTD JieueHnst BBK
komnosunueit SCY-078 nnst mectHoro npumeHeHus. IloseimenHas aktuBHocts SCY-078 mpu
HU3koM pH crocobcTByeT paspaboTke mpemapara Ajisi MECTHOTO NPUMEHEHHS, KOTOPBIH
BBOJIUTCSI B TOJIOCTh BJIATAJIMINA, W TPUBOAUT K MOBBIMIEHHIO 3(p(EKTUBHOCTH Onaromaps
OBICTPOMY NTOCTHIKEHHIO JIOKAJIbHBIX KOHLeEeHTpauuid, npesbimaromux MIC, tpebyembix st
JeUeHUs WIM TPOPHUIAKTHKH Pa3BUTHA APOXOKEH, BBI3BIBAIOIINX WHGekuu. I[Ipumepsl
MOJIXOASAIIMX COCTABOB /JI1 MECTHOT'O IPUMEHEHMSI BKJIFOUAIOT KPEM, Ma3b, I'elib, CYNIO3UTOPHIA,
BarvHaJIbHbIC TAOJETKH WM NIEHY U TOMY MOJ00HOE.

[0126] HccnenoBanuwe mpencraBisier coOOH paHIOMH3UPOBAHHOE, IBOIHOE CJIEToe,
AaKTUBHO KOHTPOJHMPYEMOE WM IUIAe00-KOHTPOIUPYEMOE HCCIIENOBAaHUE U  OLIEHKH
s¢pexruBHOCTH cocTaBa SCY-078 nys MECTHOTO MPUMEHEHUS Y B3POCIBIX XKEHIIHH B BO3PACTe
18 ner u crapiue co cpenneit mwiu Tspkenoi popmoit BBK. /lanHoe nccienoBanme BKIIIOYAET OT 2

70 5 peKuMOB BBeleHUsI ¢ pa3nudyHbIMU fo3amu SCY-078 u munanedo, nim akTUBHBIN Ipenapar
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CpPaBHEHHUs, TAKON KaK HUCTATHH JAJIi MECTHOI'O NMPUMEHEHUsS WM KJIOTPUMA30J AJii MECTHOTO
NPUMEHEHUs, WM MUKOHA30J1 AJIs1 MECTHOTO IPUMEHEHHS.

[0127] SCY-078 npuMeHstoT MECTHO B MOAXOASINEM COCTaBe, coaepskaweM S5, unu 10,
w20, wimn 25, wim 50, wiu 75, wim 100, wian 150 Mr akTUBHOTO MHIpeAueHTa. AKTUBHBIN
npenapar CpaBHEHMsI BBOJAAT B /033X, PEKOMEHAOBAHHBIX MAJi1 TaKOrO MPEANOIaraeMoro
IIPUMEHEHUSI.

[0128] Hanmume mnpumepHo 30 cyOBEKTOB B KaKAOH TIpyIme JIeUeHHs AaeT
npeACTaBiIeHue O BelndnHe 3 ekTa OT Kakaoro peskuma JO3UPOBAHUS.

[0129] ITanueHTOK B TAaHHOM HCCJIEIOBAHUH OLICHUBAIOT HA BU3UTE B UCXOIHOM MEPUOJIE
Ha cyTku 1 u cyTku 10 mis oueHku 3 PeKTHBHOCTH.

[0130] CyOBekTsl B 3TOM HCCIIEIOBAHUM JOKHBI COOTBETCTBOBATH CJIEMYHOIINM
KPUTEPUSM BKIIFOUEHUS:

1. CyOpekT mpencraBisieT CyObeKTa KEHCKOro mmojia B Bo3pacte 18 jer u crapime u
UMeeT Xopoluee o01ee COCTOSTHAE 370POBbSI.

2. Y cyOpekra amarHocTupoBaH cumnromarndecknii BBK, koropeiii cooTBeTcTByeET
CJIEYIOIINUM KPUTEPUSM:

a. IlomoxwurenpHell pe3yJbTaT B MHUKpPOCKONMYECKOM HuccienoBaHuu ¢ 10%
rugpokcunom kamus (KOH) BarmHanmpHOrO oOpasma ¢ BBIIBICHHEM IPOXOKEBBIX (HOpM
(rudppr/iceBporndsl) WM TOYKYIOUIMXCS  JIPOMOKEBBIX  KJIETOK C  IMOCIENYIOIIUM
MOJTBEPKAEHUEM MOJIOKUTENBHBIM PE3YJIbTATOM B KYJIbTYPaJIbHOM aHAJIN3€ Ha APOKIKH.

b. pH Bnaranmma <4,5.

[0131] DddexTuBHOCTL OMpEnesFOT B OCHOBHOM IO TMPOLIEHTY CyOBEKTOB C
KJIMHUYECKHM H3JieueHHueM (HMCUYe3HOBEHHME IPU3HAKOB M CHUMITOMOB), a TakXe IO
MHUKOJIOTHUECKOH 3pasuanuy (OTpULIATENbHBINA pPe3yabTaT B KYJbTYPaJbHOM aHAJINU3€) HAa CYTKU
10. [lanHble aHATU3UPYIOT C UCIOJNB30BAHUEM CTAHAAPTHOIO CTATUCTHUYECKOTO MPOrPaMMHOTIO
oGecrieuenns;, Takoro kak SAS® Bepcust 9.3 wiu Oosnee mo3aHsisi. CTaTUCTHYECKHE TECThI
SIBJIIIOTCSL  IBYCTOPOHHUMH M WHTEPIPETHPYIOTCST Ha ypoBHe 3Hauumoctu S5%. s
uccienoBanus He Tpedyercs GpopMaabHOE CTATUCTHUECKOE CPABHEHHE, CKOPEe, €ro Pe3yJIbTaThl
o0ecrneynBaOT HAMpaBlIeHHOE yKa3aHue Ha 3(P(PEeKTHBHOCTh Pa3IMYHBIX 103 WM Pa3THYHBIX
peskumoB  nosupoBanusi SCY-078. OmnucartenbHas craTUcTHKa (CpeaHee, CTaHOAPTHOE
OTKJIOHEHHUE, MEIMaHa, MUHIMYM, MAKCUMYM H T. [I.) IPEIOCTABISIETCS ISl BCEX HEMPEPBIBHBIX
NEPEMEHHbIX;, YacTOTBl M TPOLEHTHl NpHBOAATCS B Tabmume mo 3a00JIeBaeMoCTH U
KaTeropualbHbIM NepeMeHHbIM. Bce pe3ybTaThl aHaIM30B NPEACTABIISIOT 110 TPYINaM JIEYeHMUsI.

IIpumep 6

[0132] OxcnepuMeHT NPOBOAUTCA [UIsl JE€MOHCTpALUU TOro, 4YTO IMOBBILIEHHAs
akTuBHOCTE SCY-078 B KHCIBIX YCIOBUSAX IMO3BOJISAET 3((PEKTUBHO MPEAYIPEKAATh SMU30/bI
BBK y mnammenrtok, crpamaromux penuausupyomum BBK (pBBK). B nacrosimee Bpems
OTCYTCTBYIOT CIOCOOBI JiedeHusi, opoOpeHHble i npodminaktuku BBK y manumenrok,
crpagaromnx PBBK, u mnpormBorpuOkoBOE CpencTBO C MOBBIIEHHOW AKTUBHOCTBIO BO

BJIATQJIMIIHON cpene MOTJo Obl 3(PEeKTUBHO MPEeNOTBPAIIaTh MOBTOPSIIOIIHECS SMU30bI STOTO
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3aboseBannsi, TO3BOJsIE Oojiee 3(P(HEKTUBHO BBI3bIBATH THUOENb APOXOKEH, BBI3BIBAOLINX
UH(EKIHIO U IPEAOTBpALasl UX MOBTOPHBIN POCT.

[0133] /lanHO€ wuCCieNOBaHHE IPENCTABJSAECT PAHIOMU3UPOBAHHOE, JIBOWHOE CIIETOE,
1ae00-KOHTPOJIMPYEeMOe HUCCIIeAOBaHNe JUIsi OLEHKH 3()()EeKTUBHOCTH OpaJIbHOTO COCTaBa
SCY-078 y B3pOCHbIX KEHIIUH B BO3pacte 18 jieT u crapiue co cpeaHeit nin Tsikenoi hopmoit
BBK. /lanHoe uccienoBaHue BKIO4aeT OT 1 10 4 pasnuyHbx pexumos nosuposanus SCY-078.
Tectupyemble peskuMbl JO3UPOBAaHUSA BKJIOUAIOT BBeneHue o 1 1o 3 no3 opanpHoro SCY-078
OWH pa3 B MeCAI] B TeUeHHE 3 WU 6 MECsLEeB WM OJWH pa3 B HEAEIIO B TeueHue 3 win 6
MECSILEB, €CJIN YIIOMSIHYTh HEKOTOPbIE U3 HUX.

[0134] SCY-078 BBOAAT mepopasibHO B BUAe TaOneTok, comepxkammx S0, winu 100, umm
150, unu 200, unu 250, unu 300, unu S00, unu 750 Mr aKTUBHOTO MHTPEAUEHTA.

[0135] CyObekTbl B JaHHOM HCCIIEIOBAHUM JOJUKHBI COOTBETCTBOBATH CIIEAYIOIINM
KPUTEPUSAM BKIIIOUEHUS:

1. CyOBekT mpencraBisieT CyObeKTa KEHCKOro Tojia B Bo3pacTe 18 ner u crapine u
UMeeT Xopolnee o01ee COCTOSTHAE 370POBbSIL.

2. CyObekT wuMeeT [MarHo3 CUMITOMaTH4eckoro peuuamsupyromero BBK,
onpenensieMbll kak MUHUMYM 3 snu3ona BBK B MuHyBIIEM rony, KOTOpBI COOTBETCTBYET
CJENYIOIINUM KPUTEPUSIM:

a. IlomoxwurenpHel pe3yJbTaT B MHUKPOCKONMYECKOM Huccienosanuu ¢ 10%
rugpokcunom kamusg (KOH) BarmnHanmbHOro obpasma ¢ BBIIBJICHHEM IPOXOKEBBIX (HOpM
(rudppr/niceBporndsl) WIM  TOYKYIOUIMXCS  JIPOMOKEBBIX  KJIETOK C  IMOCIENYIOIIUM
MOJTBEPKAEHUEM MOJOKUTENBbHBIM PE3yJIbTATOM B KYJIbTYPaJIbHOM aHAIN3€ HA APOKIKH.

b. pH Bnaranmma <4,5

[0136] DddexkTuBHOCTL OMpPEAENsOT B OCHOBHOM IO TIPOLIEHTY CyOBbeKkTOB Oe3
peLUUaNBOB B TeueHHe nepuonaa Habmonenus. [lepuon Habmonenus cocrapisier 6 uian 9 win 12
MECSIIIEB.

Ipumep 7

®da3a 2, MHOTOLIEHTPOBOE, PAHAOMHU3HPOBAHHOE, 1BOHHOE CJIenoe, KOHTPOJHpPyeMoe
¢ AByM# IJiane6o0, AKTHBHO KOHTPOJIMpyeMoe HCCJIe0BaHHe [JIs1 CPABHEHHUsI 0€30MACHOCTH
u 3¢¢PexTuBHocTu opaabHoro SCY-078 ¢ opajabHbIM (UIyKOHA30JI0M Yy MNAIHEHTOK €
octpeim BBK

[0137] <®a3a 2 wuccrnenoBaHus ObUla TPOBEAEHA [JIsi OLIEHKH O€30MacHOCTH,
3¢ (}eKTUBHOCTH, TEPEHOCHMMOCTH M HCCIAENOBaHUS (PAPMAKOKMHETHKH TISITH PEKHUMOB
nosuposanusi opanpHoro SCY-078 (BBOAMMOro B BHMIE LWTPATHOW COJNM) 1O CPAaBHEHUIO C
OpaibHBIM (PITYKOHA30JIOM Y B3POCIIBIX KEHIIUH-TIAIIMEHTOK CO CpeaHed WIN TshKeon (hopMoi
BBK (ompenensiercst kak Halu4ue NMPU3HAKOB U cuMnToMoB (S&S) 7 wmnm Beime). B oOmeit
cnoskHocTy 186 manueHTok, BkimoueHHbIX B uccnenosanue (ITT), pannoMusnpoBany Ha mecTb
Pa3NUYHBIX TPYMI JICYCHUS CIENYIOIIUM 00pa3oM: MATh Pa3IMYHBIX PEXUMOB IO3MPOBAHUS
opanpHoro SCY-078 w opmHa rpymma ¢ JIEYEHHEM  OpalbHbIM  (DIIYKOHA30JIOM.

MonudunpoBanHas HOMYJSALUS — COINIACHO  HasHaueHHoMy JyiedeHuto (mITT)  Osbina
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UCTIONIB30BaHa il aHaimu3a dpdexTuBHOCTH U BKIOYana 153 ManmueHTKu ¢ MOATBEPKICHHBIM
MOJIOXKUTEBHBIM PE3yJIbTATOM B KYJIBTYPAJbHOM aHAJIN3€ HA BAarMHAJIBHYIO WHQEKLHIO,
Bb3BaHHYI0 Candida spp. (HOJOXHUTEIBHOE MUKPOCKOIMHMYECKOE HCCIIEIOBAHHE BAarHHAJIBHOIO
CeKpeTa, MoKasbiBarolee Hauuue apoxoked, pH Bnaranuma < 4,5) B ucxogHom nepuoze. J{o3bl
tectupyemoro SCY-078 cocraBmsanu cymmapHyro no3y or 600 mr go 1800 mr, xoropyro

BBOOWJIU B TCYEHUE BCEI'0 NIEPHUOAA JICHCHUA, U IPOAOJIKUTEIIbHOCTD JICUCHUS COCTABJIsAIIA 1 unnm

3 cyTOK.

Tabnuua 7
Cymmaphas no3a (mr) Pexxum nosupoBaHus Yucno nauuentok, [TT/mITT

600 mr SCY-078 300 mr BID 1 cyTkn 30/27

750 mr SCY-078 750 mr QD 1 cyTku 32/26

900 mr SCY-078 450 mr BID 1 cyTkn 28/21

900 mr SCY-078 150 mr BID 3 cyTok 32/29

1800 mr SCY-078 300 mr BID 3 cyTok 32/26

150 mr ¢paykoHa30md 150 mr QD 1 cyTku 32/24

[0138] IlepBu4HOl KOHEYHON TOUYKOH 3((PEKTUBHOCTH OBUIO KIMHHYECKOE H3JICUCHUE,
KOTOpPO€ B COOTBETCTBHHM C TEKyIIUMH pekoMeHpmauusmMu FDA onpenensiercs Kak TOJHOE
ucuezHoBeHue (6amur=0) Bcex NMPU3HAKOB M CUMIITOMOB Ha BPEMsl BU3NTA OLIEHKU M3JIEYCHHUS Ha
cytku 10 Ge3 HEOOXOAMMOCTH B AOIOJHHUTEIBHON NMPOTUBOTPHOKOBON Tepanmuu. Bropuunsie
KOHEYHbIE TOYKH BKJIIOYAJIN MHKOJOTMYECKYIO JPAagUKalMI0 (OTPHLATENbHBIN pe3yiabTaT B
KyJbTYpPaJIbHOM aHaju3€) U KOMOMHHUPOBAaHHYI0 KOHEYHYIO TOYKY, BKIIIOYAIOINYIO Kak
KJIMHUYECKOe M3JIeYeHHe, TaK U MMKOJOrMYecKyro spagukaimio. OTBET Takke OLIEHHUBAIU Ha
OCHOBE TPOLEHTA MALMEHTOK, IOCTUTIIMX 3aMETHOrO OcialbJeHust y HHUX IPHU3HAKOB H
CUMITOMOB, JHOO myTeM AOCTIKeHHsi oneHku S&S, paHoit 0 mimm 1, nubo abCOMOTHOTO
u3MeHeHus1 (YMEHbIIEHUs) CPelHel CyMMapHOW OleHKH S&S 1o CpaBHEHHMIO C HCXOIHBIM
ypoBHeM. Ouenka S&S OoCHOBaHa Ha CUMITOMAax, O KOTOPBIX COOOIIAET MarueHTKa (GKKEeHUe,
3yA W pa3fgpakeHUe) W MPU3HAKaX, KOTOPbIE OLEHHBAET MUCCIENoBaTeNb (OTeK, TOKPACHEHUE U
SKCKOPHALMH);, KKIbIH MPH3HAK U CHUMITOM MOJET OTCYTCTBOBATb, MOJKET UMETh JIETKYIO,
CPEIHIOI UJIH TSDKENYI0 (POPMY ¢ COOTBETCTBYIOIIEH orenkoi ot 0 no 3; obmas KOMIUIeKCHasI
mkana cocrasisier or 0 go 18 Oammo. OTBET IOMONHUTENBHO OLIEHHBAIN MOCPEICTBOM
ONpENeNeHUs] YHCIa TMALUEHTOK, KOTOPbIE BBIHYXKIEHBI OBLIM TIOJYy4YaThb CIACATENbHYIO
NPOTHBOTPUOKOBYIO Tepanuio. [lalineHToK OlleHnBaIn Ha CYTKH 10 JieueHus], 1 TaKKe Ha CYTKU
25 B mepuon mocnenyroomero HaOmoneHus. MccnepoBaHue He ObLIO TMpeOHA3HAYEHO IS
TOCTH)KEHUS! CTATHCTUYECKU 3HAYUMBIX PA3JIMYMi HU B OHOM M3 OLIEHEHHBIX KOHEYHBIX TOUYEK.

[0139] Ilpu Bcex pexumax nposupoBanHust SCY-078, koropele ObUIM TECTHPOBAHBI,
IOCTUTAINCh 3HAYMMbIE YPOBHH KJIMHUYECKOTO M3JICYEHUS U MHUKOJIOTHUYECKOW spamgukanuy. B
4aCTHOCTH, BBeleHue cymmapHoi no3el 600 mr SCY-078, xortopyro BBoguiu no cxeme BID
(300 mr, nBa pasa B AeHb) B TeUeHHE | CyTOK, 00O€CIeuMBajiO0 ONTHMAJIBbHYIO KIMHUYECKYIO U

MHKOJIOTHYCCKYI0 aKTUBHOCTb U 6HaFOHpI/I$ITHy1-O NEepEeHOCUMOCTD. VYcraHoBlIeHHAs SKCITO3ULIMS
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¢ gosont 300 mr nBa pas3a B CYTKH B TEUEHHE |-THEBHOIO PEKMMa NO3UPOBAHUS MPENCTABISET
AUCyo4 B amama3oHe npumepHO OT 3 10 npumepHo 8 MKM X 4, u Cp,x B AHAana3oHE OT
npumepHo 200 no nmpumepno 500 HM.

[0140] Ha cytku 10 BO Bpemsi BU3HUTa OLIEHKH M3JIEUEHUs Y MALUEHTOK, nony4dasmux 300
mr BID B Teuenue 1-mHeBHOrO pexuma no3upoBaHus (cymmapnas nposza 600 mr) qs SCY-078,
ObUTM OTMEYEHBl KJIMHMYECKHE M MHKOJOTMYECKHE MOKa3aTeN OTBETa B COOTBETCTBUH C
YaCTOTOH OTBETOB CYyOBEKTOB B KOHTPOJBHOH rpymme ¢ (¢uykoHazonoM. B wactHoCTH,
KJIMHUYECKOe M3JieueHne ObUIOo 3apeructpupoBaHo y 14 u3 27 naumueHTtok (52%) B noze 600 mr
SCY-078 uy 14 u3 24 naumentok (58%) B rpymnmne ¢ ¢uykonazonom. [IpoLeHT manueHToK ¢
nokasateneM S&S, paBubiM O wiu 1, Takxke Obutl comocraBum, rae 70% u 71% mnanueHTOK
coobmramu 00 3TOM yayd4ineHuH mnocie BeeneHus B no3e 600 mr B rpymmax ¢ SCY-078 u
(baykoHa3onoM cooTBeTcTBeHHO. Cpennuii Oann S&S Ha MaHHON BpeMEHHOH TOYKE COCTABIISI
1,0 B rpynme ¢ no3oii 600 mr SCY-078 mportus 1,8 B rpynmne ¢iaykoHa3ona. Mukomornueckas
SpaguKaLFsl Ha TAaHHYKO BPEMEHHYIO TOUKY cocTaBuia 63% aist obenx rpymr.

[0141] Ha cytku 25 BO BpeMs BH3HUTa B mepHoze nocueayrouero Hadmonerns SCY-078
B 103e 600 Mr nokaszaj TeHIEHLUIO K YIYULIeHUIO KIMHUYECKUX U MUKOJOTHUYECKUX UCXOJO0B IO
CPaBHEHHIO C rpynroi ¢uykoHaszona. Ecnyu y manmeHTok nmo-npekxHeMy HaOJroaany Npu3Hak U
cumnrombl BBK npu nocemennn BO BpeMsl OLIEHKH W3JICUYEHHUs WIH MO31HEE, TO Ha3HA4alld
criacaTeNbHble TPOTUBOTPHOKOBbIe mpenapartel. Cemb u3 24 TAIMEHTOK, MOJYYaBIIUX
¢baykoHazon (29%), BBIHYXKACHBI OBLTH TPUOETHYTH K CIACATENbHBIM IPOTHBOTPHOKOBBIM
npenaparam, TOraa Kak TOJbKO OfHa u3 27 mauueHTok, nojiydaBumx SCY-078 B goze 600 mr
(4%), momyuana cracaTenbHble MPOTHBOIPHOKOBBIE mpemapaTtbl. Kpome TOro, mnpoueHT
NALMEeHTOK C KJIMHUYECKUM H3jieueHHeM (IIOJHOe MCUE3HOBEHHE NMPH3HAKOB M CHUMITOMOB) Ha
BU3UTE B NEPHOA mNocieayrooero HadmoneHus coctasun 70% ans rpynmsl ¢ go3oi 600 mr
SCY-078 no cpaBHeHuto ¢ 50% aunst rpynsl GiryKoHa307a. AHAIOTMYHOE pasjinyue HabJronanu
npu aHanmuze S&S Gamios 0 wiu 1: 81% nanuentok, nony4asinux 600 mr SCY-078, mocturiu
STOrO yJIy4lleHHs MO cpaBHeHHMIO ¢ 58% marmeHTok B rpymme ¢daykoHasona. Kpome Ttoro,
cpennmii 6amt S&S Ha cyTku 25 Obu1 paseH 0,4 mis no3s1 600 mr SCY-078 npotus 2,6 B rpymme
(baykoHa30Ma, M JIsl 5TOM KOHEUHOW TOYKHU JABE MpHEMa IMpernapara MPUBEIU K CTATHCTHYECKU
3HaunMmoll pasnune (p=0,1). Kpome Toro, Ha CyTku 25 MHKOJOTHYECKas 3pajHuKaius Oblia
nocturayta y 48% mnanuentok B 1o3e 600 mr SCY-078 mo cpaBHeHuto ¢ 38% manueHTKamMu B
rpymme GaykoHa3ona.

[0142] Hoza 600 mr opanpHOoro SCY-078, xkak mpaBuio, XOpPOILIO MEepEeHOCUIach, MpU
5TOM Yallle BCEr0 COOOINAJOCh O CAMOKYMHUPYIOIIHMXCS (KaK MPaBUJIO, MPOXOJIKUTEIBHOCTHIO
OJTHU CYTKH) HEXEJNATEJbHBIX SBJICHUSIX CO CTOPOHBI JKEJIyJOYHO-KUIIEYHOT'O TPAKTa OT JIETKOH
10 CpeAHel CTeNEeH! BbIPAXKEHHOCTH.

[0143] HecmoTpst Ha TO, 4TO JaHHOE M300peTeHne ObLIO KOHKPETHO MOKA3aHO U OMUCAHO
CO CCbUIKAMM Ha €ro MpeANOYTUTENbHbIE BAPUAHTHI OCYLECTBJIEHUS, CIELUAINCTaM B TaHHOM
00acTi TeXHUKU OyAET MOHATHO, YTO B CBETE HACTOSIIETO PACKPBITHS MOTYT OBITh CIIEJTaHBI

pa3nuvHbIe U3MEHEHHs B (opMe U eTalsax 0e3 OTCTYIIeHUs: OT oObeMa N300peTeHHsI, KOTOPBIH
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OTIpeneNsieTCs mpraraeMoi GopMyJIoi H300peTeHMs.
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®OPMYVYJIA H30BPETEHUA

1. Cnoco6 neueHust rpuOKOBOM MHpEKUNH y CyObeKTa, HYXXAAIOLIErocs B 3TOM, I7e

cnocob BKIIIOUAET BBeAeHUE CyObekTy coenrHenus Gopmysl (1):
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WK ero (papMaLeBTHIECKU MPUEMIIEMON COJIH WJIM THAPATA,

rae:

X mpencrasisier codoit O mmu H, H;

R® mpencrasnsier coboii C(O)NR'R® mm 6-4JICHHYIO KOJIBLIEBYIO TE€TE€POAPUIbHYIO
rpymmy, comepkamyro 1 wmam 2 atoMa a30Ta, e reTepoapuiibHas rpynmna HeoOs3aTelbHO
MOHO3aMeIIeHa MO KOJBLEBOMY yriiepony (TOPOM WM XJIOPOM HIIM IO KOJIBLEBOMY a30Ty
KHCJIOPOZIOM;

Rf, RE, R uR’ Ka)XIIbIil HE3aBUCUMO TpeACTaBsieT atoM Bogopoaa wiu C-Cs anku;

R® npencrasiser C-Cy ankmn, C3-Cy uuknoankui min Cy-Cs IUKITO0ATKUIATKIL,

R’ mpescTaBIIsieT METIIT HII STUJT, 1

R® u R’ HeoBssarTenbHO B3siThIe BMECTE, 0OPAasyiOT G-HIEHHOE HACHIEHHOE KOJBLIO,
cozepxalee | aToM KUCIOPOAa,

rae rpuOKoBasi MHPEKLHUS MPENCTaBIAEeT COOOH APOACKEBYIO HITH TUIECHEBYIO MH()EKLIHUIO,
BO3HHKAIOIIYIO B YCJIOBHSX WK B aHATOMUYECKOH obnactu, rae pH Huke nmpumMepHo 7.

2. Cnocob mo m.l, rme mocie BBEACHUS COSOUHEHHS WM ero (hapMaleBTHYECKH
NpUEeMJIEMOW COJIM WJIM TUApaTa, COCOUHEHHE TMPHCYTCTBYeT B MecTe UWH(PEKIUH B
KOHLEHTpalun, 3PEeKTUBHON [T JICUSHHST APOKKEBOH MITH TJIECHEBOW MH(EKIHH.

3. Cnocob mo 1.1, rae coequHeHne WM ero (papMaLeBTHUECKH TPUEMIIEMYIO COJIb FUIH
THIPAT BBOAST NEPOPATHHO MM BHYTPUBEHHO.

4. Cnocob mo .1, rae coenuHeHne WM ero (papManeBTHYECKU MPUEMIIEMYIO COJIb HUTH
THIPAT IPUMEHSIOT MECTHO WJIM TOCPEICTBOM HHBEKLIUHU B OYar MOPAKEHUS.

5. Crnocob mo m.l1, rme rpuOkoBas uH(eEKUUs BbIOpaHa M3 TPYMIBI, COCTOSALICH W3
BarvHAJIbHOHN APOXOKEBON MH(EKIuH, TpuOKoBoro abdcuecca, SMIUEMbl U UHPEKIHH BEPXHHUX
OTZEJIOB JKeNTyJOYHO-KUIIEYHOTO TPAKTA.

6. Crocob neueHnss rpuOKOBONW MH(GEKUNH y CyObeKTa, HYXKIAKOLIErocs B 3TOM, I7e

cnocob BKIIOUaeT BBeAeHUE CyObekTy coennaenus Gopmysl (11):
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creraye

(ID
KoTopoe mpexacrasisier coboit (1S,4aR,6aS,7R,8R,10aR,10bR,12aR,14R,15R)-15-[[2-

amMuHo-2,3,3-TpumetunOy i Jokcu|-8-[ (1R)- 1,2- numerunnpornn]-14-[ 5-(4-nupununmn)- 1 H-
1,2, 4-tpuazon-1-unl-1,6,6a,7,8,9,10,10a,10b,11,12,12a-nogexarunpo-1,6a,8,10a-terpameTi-
4H-1,4a-nponano-2H-denantpo[ 1,2-c|mupan-7-kapOOHOBYIO KHUCIIOTY,

WK ero (papMaLeBTHIECKU PUEMIIEMON COJIM WIIM THAPATa,

rre rpubkoBasi HH(PEKIUs IpeacTaBiIsieT cOO0H APONKIKEBYIO MU TUIECHEBYEO MH(EKIIUIO,
BO3HHKAOIIYIO B YCIOBHAX WIIM aHATOMUYECKOH obnactu, rae pH Huke nmpumepHo 7.

7. Cnocob6 mo mrobomy omHomy u3 mm.l-6, rme pH cocraBisier mpumepHO OT 4 10
MIPUMEPHO 6.

8. Criocob mo mobdomy ogaoMy u3 it 1-6, rae pH cocTaBisier mpuMepHO S5 Wi HUXKe.

9. Cnioco6 no modomy ogHomy u3 . 1-6, rae pH cocrasisier npumepHo 4,5 UITH HIDKE.

10. Cnoco6 no mobomy oxgromy u3 mi.1-6, roe rpuOkoas nHdpekuus BbzBana Candida
Spp-

11. Cnocob mo mobdomy omHoMmy u3 mim.1-6, rme rpuOkoBas WHOEKIUS MPenCTaBJsieT
c000i1 ByJIbBOBarMHAIbHBINA KaHIUIO3.

12. Cnocob mo mobdomy omHoMmy u3 mi.1-6, rme rpuOkoBas WHOEKIUS MPenCTaBIsIeT
co0OM peuINBUPYIOIINNA BYJIbBOBATMHAJIBHBIA KaHIUIO3.

13. Cniocob mo rodomy ogHOMY U3 il 1 -6, rae cyObeKTOM SIBJISIETCS YEIOBEK.

14. Cnocob mo m.2, rne KoHueHTpaus, d3(p¢peKTUBHAS IS JIEUEHUs] APOMIKEBOU WU
TUTECHEBON MH(EKINH, HIDKE, YeM KOHLIEHTPALUS COEIMHEHMSI, KOTOpast TpeOyeTcs sl JICUSHUS
IOPOKKEBOH MU TIECHEBOM MH(EKIINH, BO3HUKaroIelH npu pH npumepHo 7 niu BeLe.

15. Cnocob mpodunakTuku rpubKoBON MH(PEKINH y CyOBEKTa, Ilie CIoco0 BKIOYAET

BBeZieHUe cyObekTy coequHeHus Gopmyisr (1):
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WK ero (papMaleBTHYECKU TPUEMJIEMO COJTU WU THIPATa,

rie:

X mpencrasisier codoit O mmu H, H;

R® mpencrasnsier coboi C(O)NR'R® mm 6-4JICHHYIO KOJIBLIEBYIO T€TE€POAPHUIbHYIO
rpymmy, comepkamyro | wim 2 atoma a30Ta, rie TreTepoapriibHasi rpyrma HeoOs3aTeNbHO
MOHO3aMeIlleHa O KOJIbIIEBOMY aToMy yriepoaa (pTOPOM WM XJIOPOM HJIA MO KOJIBIIEBOMY
aTOMy a30Ta KHCJIOPOJIOM;

Rf, RE, RéuR’ Ka)KIbIil HE3aBUCUMO TPeACTaBisieT atoM Bogopoaa wiu Ci-Cs ankur,

R® npenctasisier codoit Ci-Cy anxmn, Cs-Cy mukoankun uin Cy-Cs HHUKITOATKUITATKILT,

R’ NpeaCcTaBisieT COO0M METUIT HITH 3TUJT, |

8
R® u R’ HeoOs3arennHO B3ATHIC BMECTe, 0OPA3yIOT G-4IEHHOE HACHIIIEHHOE KOJBLIO,

comepakaiiee | aToM KUCIOpOza,

rne rpubkoBasi HH(PEKIUsS IPeaCcTaBiIsieT COO0H APONKIKEBYIO HIIH TUIECHEBYIO MH(EKLIUIO,
BO3HHKAIOINYIO B YCIOBHAX WJIM aHATOMUYECKOI obnactu, rae pH Huke npumepHo 7.

16. Crioco6 mpodunakTuku rpubkoBoil MHMEKLun y cyObekTa, rae crnocod BKIIHOYAET

BBeIcHUE CyOBeKkTy coenuHenus Gpopmysl (11):
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KoTopoe mpexacrasisier codoit (1S,4aR,6aS,7R,8R,10aR,10bR,12aR,14R, 15R)-15-[[2-
amuHo-2,3,3-tpumetunOytui Jokcu|-8-[(1R)- 1,2- numerunnpornn |- 14-[ 5-(4-nupununmn)- 1 H-
1,2, 4-tpuazon-1-unl-1,6,6a,7,8,9,10,10a,10b,11,12,12a-nogexarunpo-1,6a,8,10a-rerpameri-

[EYTTS

H
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4H-1,4a-niponano-2H-denanTpo[ 1,2-c]nupaH-7-kapOOHOBYIO KUCIIOTY,

WK ero (papMaleBTHUECKH PUEMIIEMON COJIM WIIM THAPATa,

rae rpuOkoBasi MH(EKIHs NPencTaBiseT APOXIKEBYI0 WIHM IUJIECHEBYIO HH(DEKIHIO,
BO3HHKAIOINYIO B YCIOBHAX WM aHATOMUYECKOI obnactu, rae pH Huke nmpumepHo 7.

17. Cnocob mo mobomy ogHOoMy u3 1. 15-16, rae mocie BBeIEHUS] COSAMHEHUS U €ro
(apmaneBTHUECKH TPUEMIIEMOI COJIM WJIM THIPATA, COSAMHEHNE HAXOMUTCS B MEeCTe HH(PEKIHH
B KOHLEHTpALMH, 3p(GEeKTUBHON sl MPEAOTBPAILEHNs OSBICHHS APOXCKEBON MM TUIECHEBOH
UHQEKIHH.

18. Crnoco6 mo mobomy omHoMy u3 mm.15-16, rme rpuOkoBast MHQEKIUs BbI3BaHA
Candida spp.

19. Cnocob no mobomy oxHomy u3 mm.15-16, rae rpuOkoBast MHEKUUs MPENCTaBISET
co0o¥ BYJIbBOBArHHAJIBHBIN KAaHIUIO3.

20. Cnocob mo mobomy omaOoMy u3 1. 15-16, rae rpudOkoBas MHGEKIHS MPENCTaBISET
co0OM peuINBUPYIOIINN BYJIbBOBArHHAIBHBIN KaHIUI03.

21. Crnocob mo nmrobomy omHoMy u3 mm.15-16, rme pH cocraensier mpumepHO OT 4 10
MPUMEPHO 6.

22. Cnocob o mobomy opHoMy 13 . 15-16, rne pH cocraBisier mpuMepHO S5 Wit HUXKe.

23. Cnocob no mobomy omHomy u3 mm.15-16, rne pH cocraBnser npumepHo 4,5 nnn
HIDKE.

24. Cnocob mewyeHuss ByJbBOBarmHajgbHOro kaHgunosa (BBK) y cyOwexra,

HY’KIAIOIIErocst B 3TOM, I'ie Crocod BKIIIOUaeT BBeAeHNe cyonekTy coenuHenus popmyst (1I):

e B

\?/,/”

(ID
KoTopoe mpexacrasisier codoit (1S,4aR,6aS,7R,8R,10aR,10bR,12aR,14R, 15R)-15-[[2-

amMuHo-2,3,3-tpumetunOytui Jokcu|-8-[(1R)- 1,2- numerunnpornn |- 14-[ 5-(4-nupununun)- 1 H-
1,2, 4-tpuazon-1-unl-1,6,6a,7,8,9,10,10a,10b,11,12,12a-nogexarunpo-1,6a,8,10a-rerpameTi-
4H-1,4a-iponano-2H-denanTpo[ 1,2-c]nupaH-7-kapOOHOBYIO KUCIIOTY,

WK ero (papMaLeBTUIECKU IPUEMIIEMON COJIM WIIM THAPATa,

rae rpuOkoBasi MH(EKIHs NPEenCTaBiIsieT APOXIKEBYI0 WM IUIECHEBYIO HH(DEKIHIO,

BO3HHKAIOINYIO B YCIOBHAX WM aHATOMUYECKOI obnactu, rae pH Huke nmpumepHo S.
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25. Crocob o .24, rne coequnenue Gopmyisl (I1) BBOIAT nepopaibHO.

26. Cnocob no .24, rae coenurenue Gopmyinsl (II) npuMeHs0T MECTHO.

27. Cmocob gnedeHuss ByJibBOBarmHaibHOro kauamno3a (BBK) y cyOwbekra,
HY>KZAIOLIErocss B 3TOM, TA€ CHOCOO BKJIOYAeT BBeACHHE CYOBEKTY (apMalieBTUIECKH

npuemsieMoii conu coequHerust popmyasl (11):

D

rne coeauHeHune npencrasisier codoit (1S.,4aR,6aS,7R,8R,10aR, 10bR,12aR,14R,15R)-
15-[[2-amuHO0-2,3,3-TpumerunOytuin|okcu]-8-[(1R)-1,2-numernnnponmn]- 14-[ 5-(4-nmupuanan)-
1H-1,2,4-tpuazon-1-unl-1,6,6a,7,8,9,10,10a,10b,11,12,12a-nonexkaruapo-1,6a,8,10a-
terpameTrui-4H-1,4a-nponano-2H-dpenanTtpo[ 1,2-c]nmupan-7-kapOOHOBYIO KUCIIOTY,

WK ero (papMaLeBTUUECKU IPUEMIIEMON COJIM WM THAPATa,

rae uHekusi BBK Bo3HUKaeT B yCIOBUSX MM aHATOMUYECKOH oOnactu, rae pH Hike
IIPUMEPHO 5.

28. Crocob mo m.27, rae papMaleBTUYECKH MPUEMIIEMYIO COJIb COSIMHEHUsST (hOPMYJIbI
(IT) BBOZST MEPOPAIIBLHO.

29. Cnocob mo n.27, rae papMaleBTUYECKH MPUEMIIEMYIO COJIb COSAMHEHUsT (hOPMYIIbI
(II) npUMeHsIOT MECTHO.

30. Criocob mo n.27, rie BBOASIT LIUTPATHYIO COJb coenuHenus Gpopmyisr (IT).

31. Cnocob mo m.27, rae gapMareBTUIeCKH MPUEMIIEMYIO COJIb COSAMHEHUsT (POPMYJIbI
(II) BBOASIT mepopasbHO B (hopMe TaOJIETKH.

32. Crocob nevenusi rpuOKOBON WH(DEKIMU y CyOBEKTa, HYKNAIOIIErocs B 3TOM, TIe

cnocob BKITIOUAET BBeAeHUE CyOnekTy coennaenust popmyisl (11a):
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(TTa)

KoTopoe mpexacraensier coboi  (1S,4aR,6aS,7R,8R,10aR,10bR,12aR,14R, 15R)-15-
[[(2R)-2-amun0-2,3,3-TpumeTrnOy T |okcu |-8-[ (1R)-1,2-numerunmponui]|- 14-[ 5-(4-
nupunuamn)- 1H-1,2.4-tpuazon-1-un]-1,6,6a,7,8,9,10,10a,10b,11,12,12a-nonexarunpo-
1,6a,8,10a-terpamermn-4H-1,4a-nponano-2H-¢penantpo[ 1,2-c|nupan-7-kapOOHOBYIO KHCIIOTY,

WK ero (papManeBTHYECKH PUEMIIEMON COJIM WJIM THAPATa,

rre rpubkoBasi HH(EKIUs IpeacTaBiIsieT cOO0H APOKIKEBYIO MU TUIECHEBYEO MH(EKIIUIO,
BO3HHKAOIIYIO B YCIOBHAX WIIM aHATOMUYECKOH obnactu, rae pH Huke nmpumepHo 7.

33. Cnocob mpodunakTuku rpuOKOBOH MHPEKIMH y CyObeKTa, rae Crocod BKIIOYAET

BBeZieHUe cyObekTy coequHeHus Gopmyisl (I1a):

(ITa)

KoTopoe mpexacraensier coboi  (1S,4aR,6aS,7R,8R,10aR,10bR,12aR,14R, 15R)-15-
[[(2R)-2-amun0-2,3,3-TpumeTrnOy T |okcu |-8-[ (1R)-1,2-numerunmponui]|- 14-[ 5-(4-
nupunuamn)- 1H-1,2.4-tpuazon-1-un]-1,6,6a,7,8,9,10,10a,10b,11,12,12a-nonexarunpo-
1,6a,8,10a-rerpamermn-4H-1,4a-nponano-2H-penantpo[ 1,2-c|nupan-7-kapOOHOBYIO KHCIIOTY,

WH ero (papMaleBTHYECKH TPUEMJIEMON COJTU WIN THIPATa,

rie rpubkoBasi HH(EKIUs IpeacTaBisieT cOO0H APOKIKEBYIO HIIH TUIECHEBYIO MH(EKIIUIO,
BO3HHKAIOINYIO B YCIOBHAX WM aHATOMUYECKOH obnactu, rae pH Huke npumepHo 7.

34. Cnocob no mobomy omnomy u3 nm.32-33, roe pH cocrasisier mpumepHo ot 4 10
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MIPUMEPHO 6.

35. Cnocob no mobomy onHomMy m3 mmt.32-33, rae pH cocrasiser npuMepHO S UM HUXKE.

36. Crocob mo mobomy omHomy u3 nm.32-33, rne pH cocrasisier mpumepHo 4,5 wnu
HITKE.

37. Cnoco6 mo mobomy onmHomy u3 mm.32-33, rme rpuOkoBas HMH(EKIHs BbI3BaHA
Candida spp.

38. Cnocob mo mobomy u3 m.32-33, roe rpuOkoBast MH(EKUUsT MpencTaBiser coboi
BYJIbBOBArMHAJIbHBIN KaHIUAO3.

39. Cnocob no mobdomy onHomy u3 nn.32-33, rae rpubkoBas MHPEKIUS TPEACTABISET
co0O¥ peruINBUPYIOIINN BYJIbBOBATHHAIBHBIN KAaHIUI03.

40. Cnocob o modomMy ogHOMY 13 it.32-33, rae cyObeKTOM SIBJISIETCS YEJIOBEK.

41. Cnocob mo n.32, rae KoHUeHTpauus, 3pekTuBHAs s JEUSHHUs] OPOXKKEBON MIIH
TUIECHEBOW MH(EKINH, HIDKE, YeM KOHLIEHTPALUS COeIMHEHMSI, KOTOpast TpeOyeTcs AJIsl JICUSHUs
APOKKEBOH HITH TIECHEBOU MH(EKIIUH, BO3HUKaroIel npu pH npumepHo 7 miu BeILe.

42. Cnocob® nmewyeHuss ByJbBOBarmHaJIbHOro kaHguno3a (BBK) y cyOwexra,
HYJKIAIOIIErocss B 3TOM, T[A€ CHOCOO BKJIOYAET BBEACHHE CYOBEKTY (apMarieBTUIECKH

npuemieMoit conu coequHerust popmys (11a):

\/
i
i

(1Ta)

rne coenuHeHue mpencrasisier codoit (1S.,4aR,6aS,7R,8R,10aR, 10bR,12aR,14R,15R)-
15-[[(2R)-2-amunO0-2,3,3-TpumeTmnOyTui Jokcu]-8-[(1R)-1,2- tumerunnponun| - 14-[ 5-(4-
nupunuamn)- 1H-1,2.4-tpuazon-1-un]-1,6,6a,7,8,9,10,10a,10b,11,12,12a-nonexarunpo-
1,6a,8,10a-rerpamermn-4H-1,4a-nponano-2H-penantpo[ 1,2-c|nupan-7-kapOOHOBYIO KHCIIOTY,

rne uHpeknuss BBK Bo3HHKaeT B yCIOBHSIX WM B aHaTOMU4Yeckou obnactu, rae pH
HIDKE IPUMEPHO 5.

43. Crocob mo m.42, rae dapManeBTUYECKH MPUEMIIEMYIO COJIb COSAMHEHUsS! (POPMYJIbI
(ITa) BBOZAT MEPOPATIBHO.

44. Crocob mo m.42, rae dpapManeBTUYECKH MPUEMIIEMYIO COJIb COSAMHEHUsS (POPMYJIbI
(Ila) mpUMEHSIOT MECTHO.

45. Criocob mo m.42, rae BBOAST UUTPATHYIO COJb coenunenus ¢popmyinl (11a).
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46. Crocob mo m.42, rae dpapMaleBTUYECKH MPUEMIIEMYIO COJIb COSAMHEHUsST (OPMYJIbI

(ITa) BBOZAT mepopasibHO B hopMe TabNETKH.
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