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OIIMCAHHUE U30BPETEHHUSA
2420-563837EA/025
HUHBEIUPYEMBIE KOMIIO3UIIUU TPUTEPIIEHOU/IHBIX
MMPOTHUBOTI PUBKOBBIX COEJJHMHEHNN, HHKAIICYJIUPOBAHHBIX B
JIUITOCOMAX

OBJIACTb U30BPETEHUA

[0001] Hacrositee n3o0peTeHne OTHOCUTCS] K KOMIIO3ULMSAM, COIEPIKAIINUM JIMITOCOMHBIE
BE3UKYJIbI, B KOTOPBIX WHKATCYJUPOBAHbI TPUTEPIICHONIHBIE MPOTUBOTPUOKOBBIE COSAMHEHUS -
npousBonHbie 3H(pymMadyHruHa. B wactHOCTH, M300peTEHHE OTHOCHTCS K KOMIIO3HLIUSIM,
CONEpKAllMM  BE3UKYJbl ¢ (HOCHONUMUAHBIM OHUCIOEM, B KOTOPBIX HHKAICYJIUPOBAHBI
TPUTEPIICHOUHbIE TPOU3BOAHBIE dHPYMadyHruHa (Win uX (GapMaleBTUYECKU MPUEMIIEMbIe
COJMM WM THAPATHI), TpeacraBisone coboit uHruburopel cuntesa (1,3)-f-D-rmokana,
KOTOpPbI€ MOTYT OBbITh MPUMEHEHBI JUIS JIEYEHUS W/WIN NMPOPUIAKTUKNA CUCTEMHBIX I'PHOKOBBIX
uHpeknmit. KoMmoswmmmu 1o HacTosmeMy H300pETEHHI0O HMEIOT XOpOIIHE IMOKa3aTelH
NEPEHOCUMOCTH TPH MECTHOM MPHUMEHEHWH W XOpPOIIO MOIXOMST Ui BBEACHUS IyTEM
UHBEKLINH.

YPOBEHb U3OBPETEHUA

[0002] I'pubkoBble MHMEKUNHU SBISIOTCA OOJBIIONW MPOOIEMON B 34PaBOOXPAHEHUH H
Yame BCEro TMpPOSBISIIOTCS B BUAE WHBA3UBHOTO TpuOKoBoro 3aboneBaHus (Hampumep,
KaHAMIEMHUY, WHBAa3MBHOTO  acClepruiuie3a), JIOKAJIU30BAaHHBIX T'PHUOKOBBIX  HHQEKIHI
(Harpumep, >MIMEMBbI IUIEBPHI U alclecca, JIOKAIN30BAaHHBIX B OPIOLIHON MOJOCTH, MO3TE,
JETKOM H T.J.), U B BuAe WH(PEKUUH KOXKU M CIU3UCTBIX O0OJIOUEK (TaKMX KaK KaHAHIO3bI
pPOTOBOI TMOJIOCTH, MNHUINEBOAA M BYJIbBOBArMHAJBHOW JIOKamM3auuu). Tum M MacmTaOsbl
uHpeKIun 3aBUCAT OT (HAKTOPOB BHUPYJIEHTHOCTH T'PHOKOBOTO IATOT'€HA, YPOBHS 3aILUTHI
OpPraHN3Ma-XO03s51MHA U BOBJIEUEHHBIX aHATOMHUYECKUX 30H.

[0003] Tskenble cucTeMHbIE TPUOKOBbIE MH(EKIUU Yallle BCTPEYAOTCS Y MALIMEHTOB C
OCJIa0JIeHHBIM UMMYHHTETOM, HANpHUMEp, Y MAalMEeHTOB, MPOXOSIIUX XHUMHUOTEPAIEBTUIECKOE
JICYEHHE 3JIOKAYECTBEHHBIX OMYyXOJeH, WM MOJy4YarolNX HMMYHOMOIYJHUPYIOIIHE CPENCTBA
I JICYEHHST ~XPOHWUYECKUX  BOCHAJNUTEIBHBIX  COCTOSHUH, WM Yy TAlHUEHTOB C
UMMYHOAE(QHLIUTHBIMH CHHAPOMAaMH, KaK TNPHOOPETEHHBIMH, TaK H  OOyCIOBIEHHBIMH
reHeTUYeCKUMH TaTojorusiMi. HecMOTpss Ha HalW4dhe COBPEMEHHOH MPOTHBOTPUOKOBOM
TEparuy, CHUCTEMHbIE TPHOKOBbIE HMH(EKLUHU CBA3aHbI C YPOBHEM cMepTHOCTH 10 50%, B
3aBHCHMOCTH OT MaTOT€Ha U OCHOBHOT'O COCTOSIHHS MALIEHTA.

OHpymapyHrUH TpencTaBiIsieT COOOH TMOJyaleTalbHbI TPUTEPIIEHOBBIM TNIMKO3UJ,
KOTOpPBII mpoxyuupyercst y ¢depMeHTHpoBaHHbIX Hormonema spp., CBSI3aHHBIX C JKHUBBIMH
mucthsaMu Juniperus communis (matert CIIIA 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). DudymadyHrus OTHOCHUTCS K
psIly TPUTEPIIEHOBBIX TJIMKO3HMIOB, OOJNAJAOIUX MPOTUBOIPHOKOBONW aKTHUBHOCTBIO in Vitro.

bbUI0 yCTAaHOBNIEHO, YTO MEXAaHU3M INPOTHUBOIPUOKOBOrO AeHCTBUSA SHPYMapyHIHHA U APYTHX



POTHBOTPUOKOBBIX TPUTEPIIEHOUAHBIX TNIMKO3UIOB 3aKJIKOYAETCS B MHIHOMPOBAHMU CHUHTE3a
IJIIOKaHA B KJIETOYHOHM cTeHKe rpuboB 3a cuer ux creruduueckoro neiicreus Ha (1,3)-B-D-
rmokaHcuHTaszy (Onishi et al., Antimicrobial Agents and Chemotherapy, 44:368-377, 2000;
Pelaez et al., Systematic and Applied Microbiology, 23:333-343, 2000). [lns neiicTBus
nporuBorpuOkoBoro mpemapara  (1,3)-B-D-rmokaHcuHTa3a  SBISIETCS  IPUBJIEKATEIbHOM
MHIIEHBIO, MMOCKOJIBKY OHAa MPUCYTCTBYET BO MHOTHMX NMATOT€HHBIX Ipudax H, CIEA0OBATENbHO,
MOKHO IOJIYYUTh IIHPOKUH CIIEKTP MPOTUBOIPHOKOBOI aKTUBHOCTHU. JIONIOHUTENBHO, B CBA3HU C
OTCYTCTBHEM Yy  MjekonuTamomux aHajmora (1,3)-B-D-riarokaHCHHTa3bl, MPOH3BOIHBIE
sHpyMapyHrHHa 1O U300PETEHUID HE UMEIT OOYCIOBIEHHYI0 MEXaHU3MOM IEeHCTBUS
TOKCUYHOCTD, WJIM TaKasi TOKCUYHOCTDb cJIab0 BbIpakeHa. [IpuMeHsieMble COTIaCHO HACTOSILIEMY
U300pETEHHIO TPUTEPIICHOMIHBIE COCOMHEHUSI - NPOHM3BOAHBIE 3H(YyMadyHTHUHA, MPOSBISIOT
AKTUBHOCTh MPOTHB TIpuOKOBBIX mM30JsiToB Candida spp., BKIFOYas H30JSITHI, OOJamaroInne
YCTOHUMBOCTBIO K Aa30JlaM WM JPYIHM HWHTUOMTOpaM IIIIOKAHCHUHTa3bl (Hampumep, K
JIMIMONENTHAHBIM BEINEeCTBAM, TAaKHUM KaK OXHMHOKAHAMHBI), YTO YKa3blBA€T HAa OTJIUYHE
OMONIOrNYeCcKOll U MOJIEKYJSIPHOM MHIIEHH MPOU3BOAHBIX SHpYMadyHTHHA OT MOJIEKYJISIPHOM
MUIIEHHN JPYTUX WHIHOUTOPOB IITFOKAHCUHTA3BL.

[0005] Pasnuunble mnpousBonHble SHpYMadyHruHa ObUTM pacKpBITBL B psife
MEXKIYHAPOAHBIX MATEHTHBIX myOnmkaumi, Hampumep, NeNe WO 2007/126900 u WO
2007/127012.

[0006] B kadecTBe THUNMUYHOIO NPEACTABUTENSI NPOU3BOAHBIX SHPYMadyHrHHA IO
nu3zobpereHnio npencrasieHo coequHenne SCY-078, obnanaromiee akTHBHOCTHIO B OTHOLIEHUH
psna BunoB Candida u Aspergillus, Bkmodas yCTONWYMBBIE K JI€KAPCTBEHHBIM CpPEICTBAM

mrammbl.  SCY-078 mpencrasisier COOOH TPUTEPIIEHOUAHOE IPOU3BOAHOE C 3aMeleHHEM
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be3 cBs3u ¢ KOHKpETHOMW Teopuel, Onarogapsi HATMUNIO (PYHKIHNOHAJIBHBIX IPYIIIT AMUHO-
u kapboHoBoit kucnotsl, SCY-078 sBnsercs ampudIbHON MONEKYJION U MPOSIBISET CBOMCTBA,

HOI[O6HbIe MOBEPXHOCTHO-AKTUBHOMY BEIICCTBY, BKJIOYas o6pasoBaHHe MUIEIT U CBA3BIBAHUC



C TIOBEPXHOCTHBIMH OeJIKaMH 1 OeJTKaMU TIa3MBbL.

[0007] Ilpu BHyTpuBeHHOM BBemeHMH SCY-078 ObuUIO OTMEUEHO BO3HHUKHOBEHHE
peakuuii B MecTe MHbEKIMHU (nanee HaspiBaeMbIx ISR), Bkmouarommx Oosb, pasgpakeHue,
BOcrajeHue u (puebuT, YTO HCKIIIOHANO BBEJEHHE JTOro BEIlecTBa uepe3 nepudepuyeckue
BeHbl. XOTsI OCHOBHOM MexaHu3M HaOmomaeMbix ISR He coBceM moOHSITEH, 0€3 CBsI3H C
KOHKPETHOH TeopHeil MOXKHO OOBSICHUTh BO3HUKHOBeHHE ISR JIOKambHBIM  MPSIMBIM
B3aumopeiicteueM SCY-078 ¢ sHAoTenueM COCYJOB B MECT€ MHBEKLUH NPU BHYTPHUBEHHOM
BBeneHnn SCY-078 B KpOBEHOCHOE PyCIIO.

[0008] B manHO#1 001aCTH TEXHUKHU CYLIECTBYET MOTPEOHOCTh B BO3MOKHOCTH BBEICHUSI
SCY-078 u npyrux MpOTHBOIPUOKOBBIX MPOU3BOIHBIX SHPYMadyHIHHA BHYTPUBEHHO Yepes
nepupepUIecKyr0 BEHY NMPH YMEHbIIEHHH JIOKAJIBHBIX PEAKIHil B MECT€ WHBEKUHUU W/WIN MPH
MeHee BbIpaKeHHbIX ISR, M B MOBBIIEHUH BapHadENbHOCTH W yHOOCTBA AJISI MEOHIIMHCKUX
paOOTHUKOB U MALUEHTOB.

CYHIHOCTDB U30BPETEHUA

[0009] Hacrosimee wu300peTeHHe TMPENOCTABISET HHBELHUPYEMble KOMITO3HIIUU
THIPATUPOBAHHBIX B BOAHOH (pa3e BE3UKYJ ¢ OAWHOYHBIM OHMCIIOEM WM JIMIIOCOM, B KOTOPBIX
MHKATCYJIMPOBAHO  TPUTEPIIEHOWAHOE COENMHEHHWE - MpPOU3BONHOE HH(pyMadyHruHa,
NOAXOAALINE Ul BHYTPHUBEHHOTO BBENEHHs uepe3 neprudepuyecKyro BeHy. Be3ukynbl Moryt
ObITb W3roTOBJeHBI U3 (ochonunuaoB u xojecTepuHa. YpoBeHb pH BomgHOW  (a3srl
NPEATIOYTUTENIBHO COCTaBNIsAeT OT mpubnusutensHo 5,0 no mpubnusurensao 7,0. Ilpumepamu
BOZIHOM (ha3bl ABISFOTCS] PACTBOP MOHOCAXapuaa U pacTBOP AKcCaxapuaa.

[0010] MaBEIMpyeMble KOMIO3ULMY MPEANIOYTUTENBHO coaep:xkat coenuHenue SCY-078
WJIN €T0 COJIb B KAUeCTBE NPOU3BOAHOr0 SHPyMadyHIHHA.

[0011] MubenmpyeMble KOMIIO3ULUK MOTYT BBOAUTLCS BHYTPHUBEHHO AJIS JICUSHUS W/HITH
NpOoQUIAKTUKN TPUOKOBBIX MH(EKIUH, TaKMX KaK CUCTEMHble I'pHOKOBbIE HMH(EKLUH, B TOM
yrcie BbI3BaHHbIe rpubamu BumoB Candida wmu Aspergillus. IlpuMeHeHHe HWHBELHPYEMbIX
KOMITO3UIUI MO HACTOSLIEMY M300PETEHUIO OTIIMYAETCSl TEM, YTO JIOKAJIbHBIE PEAKIIMUA B MECTE
UHBEKLUHU TI0CJIe BHYTPUBEHHOTO BBEeNEHUS (BKIOUarOIue 00ib, pa3npakeHue, BOCTIAJICHUE U
(bnedut) MOryT OBITH YMEHBINEHBI B OTHOLIEHUH WX KOJMYECTBA W/WJIH CTETIEHU BBIPAKEHHOCTHU
[0 CpPaBHEHUIO C  AaHAJOTUYHBIMU  pEAKIUsAMHM T[I0CJl€ BHYTPUBEHHOTO  BBEACHMUS
HEJIMIMOCOMAJIbHOM KOMITO3ULIMH, COAEPIKALLEH TO K€ CaMOe IEHCTBYIOIIEE BEIECTBO.

[0012] Hacrosimee wu300peTeHHe TakxkKe MPEAOCTABISIET CIOCOOBI JIEUEHUS WU
npoQUIAKTHKH TPUOKOBBIX MH(PEKIWH Vy MAUUEHTOB IyTeM BHYTPHUBEHHOTO BBEIEHHS
UHBELUPYEMON KOMIIO3ULIUK, COAepIKalleidl BE3WKYJbl C OAMHOYHBIM OHCIOEM, B KOTOPBIX
MHKATCYJIMPOBAHO TPUTEPIICHOUAHOE COETUHEHNE - TPON3BOIHOE 3H(PyMadyHruHa.

[0013] Hacrosimmee m300peTeHHe AOMOJHUTEIBHO MPENOCTABISET CIOCOOBI MONyUYEHUs
KOMITO3UILINH, COAEPIKAIINX JIMIIOCOMBI C OAMHOYHBIM OHCIIOEM, B KOTOPBIX WHKAIICYJIHPOBAHO
TPUTEPIIEHOUHOE COEMHEHNE - IPOM3BOAHOE SHPYMapyHIHHA, TTOAXOAIIEE UTsI HHBEKLIUN U
17151 BHyTPUBEHHOT'O BBEIICHUS.

HOJAPOBHOE OITMCAHUE N30BPETEHUA



[0014] Dochomumuabl TPEACTABISIOT CO00H amMpuUIBbHBIE MOJIEKYJIbI, HWMEIOLINe
rUAPOPHIIBHYI0 MOHM3HPYEMYIO T'OJIOBKY WJIHM «IOJSIPHYIO TOJIOBKY» M runpodOOHBIA XBOCT,
CoIepKallUMM  JJIMHHOLICTIOYEYHbIE OKUPHbIe KUCHOTBL. Ilpu ruapartaumum  HECKOIBKO
dochonununHbIx Moekys (HeoOs3aTeNbHO ¢ APYTMMH MOJIEKYJIaMU, TAKMMU KaK XOJIECTEpHH)
MOTyT 00pa30OBBIBaTh JIMIIOCOMBI, KOTOPBIE MPENCTABIAIOT COOOH 3aKpbIThIe ABYXCIIOWHBIE
KOHLIEHTPUYECKUE BE3MKYJIbl, CHOCOOHbIE 3aXBaThlBaTh BOLY WJIM JPYTYIO BOIHYIO Cpeny.
XBOCTBI JKHPHBIX KUCJIOT B (hOCHOIUINAHBIX MOJEKyJIax OOpasylT 4acTb BHYTPEHHErO CIIOS
IBYXCJIOWHOW MeMOpaHbl JTUMOCOMBI. [10JsipHbIE TOJIOBKHM HA OJHOW TMOBEPXHOCTH MeMOpaHbI
OPUEHTHPOBAHbl K BOJHOW BHYTPEHHEW CpeAe JIUIMOCOMBI, a MOJIAPHbIE I'OJIOBKM HAa APYromn
MIOBEPXHOCTH MEMOpaHbl OPHEHTUPOBAHBI K BOJHON BHELTHEH Cpene.

[0015] JlekapcTBeHHBIE BEINECTBA, B 3aBUCHMOCTH OT CBOMX (DHU3MKO-XUMHYECKHUX
CBOWCTB, MOTYT OBITh BKJIFOUEHBI B JIMIIOCOMY JINOO BHYTPb BOAHOM Cpenbl, JTHOO B JIMITUAHBIHN
Oucnol, mpu 3ToM ruapodoOHbIE MOJIEKYJIBI B OCHOBHOM CBSI3aHBI C JIMITUIHBIM OUCIIOEM, W/HITH
rUAPOQIIIbHBIE MOJIEKYJIbI BKJIIOYEHBI B BOAHYIO CpeNy BHYTPU JIMIIOCOMBI (HAampumep,
PacTBOPEHBI WU TUCTIEPTUPOBAHBI).

[0016] JIumocomel MOTYyT OBITh MOHOJAMEJUIIPHBIMH, TO €CTh, MOTYT WUMETb OIWH
oucnoit pochomUnmUIOB, OKPYKAIOUINX BOIHBIA LIEHTP, WIH MYJIbTHJIAMEIUISIPHBIMU, TO €CTh,
MOT'YT COAEPkKATb HECKOJIBKO KOHLEHTPUYECKUX ABYXCIONHBIX BE3UKYJ, HAITOJIHEHHBIX BOAHBIM
comepkUMbIM. Pacnipenenenne MyapTUIaMeIUIIpHbIX Be3ukyn (MLV) mo pasmepam MoxeT ObITh
IIUPOKUM U HEOAHOPOAHBIM, MPH 3TOM CHOCOO IMPOU3BONICTBA TAKUX BE3HMKYJ HE MOJAAAETCS
BOCIIPOM3BOAUMOCTH. [JI1 BHYTPHUBEHHOI'O BBEIEHMsI HEKEJIATENbHO HCIONb30BaTb MLV 1o
npuuuHe Oosblioro pasmepa uactul. JlomomHurensHo, MLV TpynHO CTepuin3oBaTh MyTeM
¢unbTpauuu. Jlnsd UHBELUPYEMBIX KOMITO3UIMN, IPEAHA3HAYEHHBIX JUII BHYTPUBEHHOIO
BBEICHUs, JKEJIATEJIbHbl MOHOJIAMEIUUISIPHBIE JIMIIOCOMBI, KOTOPBIE HMMEIT OTHOCUTEIIBHO
HeOOoJbIINE Pa3Mephl.

[0017] JIumocoMbl paHee UCIOIb30BANUCH JUJISI TOCTAaBKH JIEKAPCTB B TKAHU-MHUIIEHU H
IUIs CHWKEHUSI CHCTEMHON TOKCHMYHOCTH, HO BMECTE C TeM, He ObLIO YeTKOrO MOHMMAHUS UX
NOJIE3HOCTH Ut CHIDKeHHst ISR, BO3HMKAIOLIMX JIOKAJIbHO B MECT€ WHBEKLHMU MM HHQY3UH.
Kpowme Toro, no Hacrosimero nuzodpereHus: He ObuI0 HHPOPMALIUK O BO3MOKHOCTH BKJIFOUEHUS B
JIMIIOCOMBI  TPUTEPIICHOMIOB, TNPOM3BOAHBIX SH(pyMmadyHruHa. bBojee TOro, KOHKpPETHO B
orHomeHn:u SCY-078: 3TOT mpenapar nposiBIIsIET BLICOKYIO CTENEHb CBA3BIBAHHA C OEIIKOM, U HE
Obuto  u3BecTHO, Oymer mnu mpu BHyTpuBeHHOM BBemeHMH SCY-078 mpoucxonuThb
BbICBOOOXKIICHHE WJIM BBITEKAHHE HWHKATCYJIMPOBAHHOIO JIEKAPCTBEHHOTO BEINECTBA B
KPOBEHOCHOE pyciio; 3(deKkTrBHAsS JUNOCOMaIbHAsT KOMIIO3UIUS JOJDKHA UMETh JIMITOCOMBI,
KOTOpPBIE OCTAIOTCS] MHTAKTHBIMH B KPOBEHOCHOM pYyCJi€é B T€UEHHE AOCTATOYHOIO BPEMEHH,
9ro0Bl ~ MUHHUMH3HPOBATH  BBICBOOOXKAEHHWE  WJIM  BBITEKAHHE  WHKAICYJHPOBAHHOTO
JEeKapCTBEHHOro BemecTBa B Mecre wuH(Qy3un. CoriacHo HacTosdmeMy H300pETEeHHIO,
KOMIO3uLust  (pochOMMMUIHO-XONECTEPUHOBBIX  BE3UKYJ, B KOTOPBIX HHKAICYJIHPOBAHbI
IPOTHBOTPHOKOBBIE TPUTEPIIEHOU b, TPOU3BOAHBIX YHPyMadyHruHa, Takue kak SCY-078 mnn

UX npuemjieMas COJib, MOXET OBITH BBCACHA BHYTPHUBCHHO, U BEC3UKYJIbI B KPOBCHOCHOM PYCJIC



MOTYT OCTaBaTbCsl HMHTAKTHBIMH 1O MOMEHTa HX 3axBaTa MakpodaraMd B OpraHax
perukynosHaoTenuanbHo cuctembl (POC), Takux kak nedeHb, cene3eHka u apyrue. Kpome
toro, ISR Moryr mposBiATbCS TpPU OYEHb HHU3KMX KOHLEHTPALMsIX CBOOOZHOrO
(rennkancyiuposanHoro) SCY-078, npu 3TOM C MOMOIIBIO HACTOALIET0 M300pETEHHs] MOXKHO
YMEHBIINUTD CTeNeHb TskecTu U 4acToTy ISR mpu BHyTpuseHHoM BBeneHuun SCY-078, cBoas k
MHHHUMYMY JIOKQJIbHOE HaJn4ue CBOOOJHOTO JIEKAPCTBEHHOTO BELIECTBA B MECTE€ MHBEKIMH. B
HacTosieM H300peTeHun paccmotpena uHkancyssanus SCY-078 (wmu ero ¢papMaleBTHUECKH
NPUEMJIEMONM  COJIM) WJIM  JPYroro TPUTEPIIEHOMAHOTO TMPOTUBOTPUOKOBOIO  CPENCTBA,
npou3BOnHOro >HpyMadyHruna, B cucreme Ha (pocomunuanoii (PJI) ocHOBe, Hampumep, B
JUIOCOMax, B KadecTBe IMoxaxona K yMmeHbineHuro ISR, Bo3HHMKamOmux B pe3yjbTare
BHYTPUBEHHOTO  BBEACHMUS, npu ONHOBPEMEHHOM  O0ECNEYeHUH  TPEUMYILECTB
NPOTHBOTPUOKOBOTO cpencrBa. B Hactosimmem uzobperenun npemnapar SCY-078 moxker ObITh
WHKATCYJIUPOBAH B JIMIIOCOMBI C BBICOKOH 3(PQPEKTUBHOCTHIO, C LENbI0 MHHUMH3UPOBATH
KOJINYECTBO CBOOOMHOTO (HEMHKAICYJUPOBAHHOIO) JIEKAPCTBEHHOTO BEINECTBA M CHENATh
JUMOCOMAIBHYIO ~ KOMIIO3ULMIO  TPUrOAHONM  JJIsI  KOMMEpPYECKOro  IMPOU3BOJCTBA.
JIOTIOTHUTENBHO, COTJIACHO H300pEeTeHnto, (PU3UKO-XMMHUYECKHE XapaKTEPUCTHKH JIUIIOCOM
SIBJISIIOTCS] CTAOMITBHBIMH, YTO CITOCOOCTBYET XPAHEHUIO KOMITO3ULIHH.

[0018] Hacrosituee n3o0peTeHrne MpeaoCcTaBisieT HHBEIUPYEMYI KOMITO3HIIHIO, KOTOpasi
COZIEPIKUT:

BOIHYIO a3y, u

onHy wuiau Oojiee MOHOJAMEJUIAPHBIX BE3UKYJ, Kaxnaas M3 KOTOPBIX COAEPIKUT
dochonunun 1 XoNeCTEPUH, U B KAKIAOH U3 KOTOPBIX MHKAICYJIUPOBAHO COeUHEHNE (POPMYJIBI

(I) unm ero gpapmanieBTUYECKH ITpUEMIIEMasi COJIb UM THJPAT:
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B KOTOPOM:

X mpencrasisier codoit O unmu H, H;

R® mpencrasisier coGoii C(O)NRf R® unu 6-4JE€HHYIO KOJBLEBYI TETEPOAPHIbHYIO
rpymmy, comepkamyro 1 wim 2 atoma a30Ta, rIe reTepoapiiibHasi TPyIa HeoOs3aTeNbHO
MOHO3aMelIeHa (PTOPOM HITH XJIOPOM Ha KOJIBLIEBOM YTJIEPOAE UM KUCJIOPOAOM Ha KOJIBLEBOM
asore;

KayKObl U3 Rf, RS, R® u R’ HesaBucumo npencrasisier codoit Bogopon wiu Ci-Cs ankur,

8 .
R” mpencrasmsier codoit Ci-C4 anmkun, Cs-Cy nukmoankui mwin Cs-Cs HUKITOATKIIATKIT,



R’ npencrasisier coGOi METHIT HIIM STHIL, U

R® u R’ HeoBs3aTenbHO B3ATHI BMeECTE C o0pa3oBaHHEeM O-YJIEHHOTO HACBIIEHHOTO
KOJIbIIa, COZIEPIKaIIero 1 aToM Kuciaopoaa,

IIPY 3TOM OfiHA MK OO0Jiee MOHOJIAMEIUIIPHBIX BE3UKYJ THAPATHPOBAHbI B BOAHOM (asze.

[0019] Yposerb pH BomHO# (ha3pl MPEenNnOYTUTEIBHO COCTABISIET NMPHOIU3UTENIBHO OT
5,0 mpubnusurensHo o 7,0. Ilpumepamu BomHOH (as3bl SIBISIOTCS PAacTBOP MOHOCaxapuia U
pactBop naucaxapuna. HHbBEHMpPYyEeMyI0 KOMIIO3ULIMIO MOKHO BBOJIUTb BHYTPUBEHHO JIst
JeYeHUsT W/WiM TPOPUIAKTUKHA TPUOKOBbIX HH(EKIMH, TaKMX KaK CHCTEMHbIE TPHOKOBBIE
uH(EKIMH, B TOM Yuciie Bbi3BaHHble Bunamu Candida wim Aspergillus.

[0020] UzobpereHne Takke MPENOCTABISIET CHOCOOBI JIEUSHHs W/WIM TPOQHUIaKTHKH
rpuOKOBOM HWH(EKIHMH TyTeM BHYTPHUBEHHOTO BBEICHHS WHBELIUPYEMOH KOMIIO3HLIUH,
comepxKaliei onHy Wi Ooyiee MOHOJAMEJUISIPHBIX BE3WKYJ, KaKAas W3 KOTOPBIX CONEPIKUT
dochonunun 1 XoNeCTeprH, U B KAKIOW U3 KOTOPHIX MHKATICYJIMPOBAHO COENUHEHHE (POpMyIIbI
() wnmm ero ¢dapmaueBTHYECKH TpHEMIIEMas COJIb WM ero Tuapar. JlomosHUTENnbHO,
n300peTeHNe OTHOCHUTCSl K MPUMEHEHHUIO BE3HKYJ, B KOTOPBIX MHKAICYJHPOBAHO COEIMHEHUE
dopmynbl (I) wnm ero QapmaneBTHYECKH NpuemiieMasi COJIb WIJIM TUAPAT, IJIsl TMOyYeHUs
UHBELUPYEMOTO JIEKAPCTBEHHOIO CPENCTBA JUIS JICUEHUs] MM NPOQUIAKTHKH TPUOKOBOM
UHQEKIHH.

[0021] Hacrosimee m300peTeHrne Tak:Ke MPEIOCTABIISIET WHBELHPYEMYI KOMITO3UIIUIO,
COJZIEPIKALIYIO:

BOIHYIO a3y, u

OonHy wuiau Oojee MOHOJAMEIUIAPHBIX BE3UKYJ, Kaxnaas M3 KOTOPBIX COAEPIKUT
dochonunun 1 XoNeCTepHH, U B KAXKIOW U3 KOTOPBIX WHKAICYJIUPOBAHO COEUHEHHE (POPMYJIBI

(Ia) mnu ero papmaneBTHYeCKH IprEMIeMast COIb UM THAPAT:

0 oH

(O

(Ia)
B KOTOPOM 3aMECTHTEJIH aHAJIOTUYHBI 3aMeCTHTEISIM B hopmyide (1),
r7e ofgHa win 0osee MOHOJAMEJUIIPHBIX BE3UKYJI THAPATUPOBAHBI B BOTHOMH (ase.
[0022] Yposens pH BomHO# (pa3bl MpeArnoOYTHUTENBHO COCTABISIET MPUOIU3UTENBHO OT
5,0 mpubnusurensHo a0 7,0. [lpumepamu BOgHOHN (hasbl SIBJISIFOTCSI PaCcTBOP MOHOCaxXxapuaa U
pactBop nmucaxapuaa. HHBENHPYyEeMyI0 KOMIIO3ULIMIO MOKHO BBOIUTH BHYTPHBEHHO JJIS
JeUeHUs W/WiIM TPOPUIAKTUKA TPUOKOBBIX HH(PEKIMN, TaKMX KaK CHCTEMHbIE TPHOKOBBIE

UH(EKINH, B TOM Yuciie Bei3BaHHble Bunamu Candida nnm Aspergillus.



[0023] H300pereHne Takke MPENOCTaBISsIET CHOCOOBI JEUeHHs W/WIM TPOPUIaKTHKH
rpuOKOBOM WH(pEKUMH TMyTeM BHYTPUBEHHOTO BBEACHHS WHBEIUPYEMONW KOMITO3ULIUH,
comepxaliel onHy wiu Oosiee MOHOJAMEJUIIPHBIX BE3UKYJ, KaXKaas W3 KOTOPBIX COMEPIKUT
dochonunun 1 XoNeCTEPUH, U B KAKIAOH U3 KOTOPBIX MHKATCYJIUPOBAHO COeUHEHNE (POPMYJIBI
(Ia) nnum ero ¢apmaueBTHUECKH MTpUEMIIEMasl COJIb WM TuApar. JlonomHuTensHo, n3odpereHne
IPEeOCTaBIIseT IPUMEHEHNE BE3UKYJI, B KOTOPBIX HHKAIICYJINPOBAHO coenuHenue Gopmys! (1a)
Wi ero (apManeBTHYeCKH NpuemiIeMasl COJb WIM THAPAT, Ui MOJYYeHHs HHBELUPYEMOro
JIEKAPCTBEHHOTO CPEACTBA ISl JICUSHHS WIIH MPOQPHIIAKTHKU TPHUOKOBON HH(DEKLIHUH.

[0024] B Bapuante ocymectienusi 1: X mnpencrasiser coboii H, H, u npyrue
3aMECTUTEIH UMEIOT 3HaYeHHsI, yKa3aHHbie B popmyiie (I).

[0025] B BapuanTte ocymiecTBieHuss 2: R® mpexacrasiser co0OM MM NMPHUIMI WA
NUPUMHUIUHWI, HEOOs3aTeNbHO MOHO3aMEINEeHHBbIH (TOPOM WM XJOPOM Ha KOJBLEBOM
yrIepose, WM KACIOPOIOM Ha KOJIBIIEBOM a30Te, U APYTHE 3aMECTUTEIH SIBJITFOTCS TAKUMHU K€,
KaK YKa3aHO B BapuaHTe ocymectsieHus 1 wiu B popmye (I).

[0026] B Bapuante ocyumiectsiaenus 3: R mpexncraBisier coboil 4-mupuani, U Opyrue
3aMECTUTENIN UMEFOT 3HAUSHHsI, YKa3aHHbIE B BapHaHTe ocyiecTsieHus 1 wim B popmye (I).

[0027] B Bapuante ocymectienuss 4: R° mpencrasnsier coboit C(O)NH; wnum
C(O)NH(C;-C5 ankmi), u Ipyrue 3aMeCTUTENH SIBJISTIOTCS TAKUMH Ke, KaK YKa3aHO B BapUaHTE
ocymectsieHus 1 wim B popmysie (I).

[0028] B BapuaHTe OCYLIECTBIIEHUS S: R® npencrasisier cobort C;-Cy4 amkun u R’
MIPECTaBIsIET COOOM METIIT, M APYTHe 3aMECTUTENN UMEIOT SIBJISIFOTCS] TAKHMH K€, KaK YKa3aHO
B BapHuaHTe ocymectsieHus 1, 2, 3 win 4 wim B popmyie (I).

[0029] B BapuaHTe OCyLIECTBIEHUS O: R® npexacTasisier coboit Tper-OyTu, R’
npencTaBisier coOOW METWJ; M APYrHe 3aMEeCTHTENN SIBJSIIOTCS TAaKUMH JKe, KaK YKa3aHO B
BapuaHTe ocyuectsienus 1, 2, 3 wiu 4 umu B popmyae (I).

[0030] B BapuaHTe OCyUIECTBICHUS 7. KOKIbIA U3 R® u R’ HesaBucumo MPEICTABIISIET
co0ol BOIOPOI WJIM METWJI, M IPyTrHUe 3aMECTUTENIH SIBJIIIOTCS TaKHUMH K€, KaK YKa3aHO B
BapuaHre ocymectsienus 1, 2, 3, 4, 5 wiu 6 unu B popmysie (I).

[0031] B Bapuwante ocymectBienus 1'' X mnpexncrasmser coboii H, H, u npyrue
3aMECTHTEJH SIBJISTFOTCSI TAKUMH Ke, KaK yka3aHo B ¢popmyite (Ia).

[0032] B Bapuante ocymiectienus 2': R° mpencraBisier coOON WMIM NUPUOWI HJIA
NUPUMHINHWI, HEOOs3aTeNbHO MOHO3aMEINEeHHBIH (TOPOM WM XJOPOM Ha KOJBLEBOM
yriepoe WM KUCIOPOJOM Ha KOJBLIEBOM a30Te, M APYTHE 3aMECTUTEIHN SIBIITFOTCS] TAKUMH K€,
KaK YKa3aHO B BapuaHTe ocymectsieHus 1' wim B Gopmyie (1a).

[0033] B BapuanTe ocyiuectsienusi 3': R® mpencraensier coGoil 4-MpUmnI, U OPYrHe
3aMECTHUTENIH SIBJITFOTCS TAKUMH JKe, KaK YKa3aHO B BapHaHTe ocyuecTBieHus 1' i B popmyne
(Ia).

[0034] B Bapuanre ocymectsienus 4': R° mnpencrasmser coGoii C(O)NH, wnm
C(O)NH(C;-Csankmn), u Ipyrie 3aMeCTUTENU SIBJISIFOTCS TAKUMHU JK€, KaK YKa3aHO B BapUAHTE

ocymectsieHus 1' wiu B popmye (Ia).



[0035] B Bapuante ocyuiecTBiaeHus S': R® npencrasisier cobori C1-Cy4 ankun u R’
NpEeACTaBsieT COOOH METWI, W JApPyrue 3aMeCTUTENU SIBJSIIOTCA TAaKUMH K€, KaK YKa3aHO B
Bapuante ocymectsienus 1', 2', 3' umm 4' unu B popmye (Ia).

[0036] B Bapmante ocymecrenenus 6. R® npencrasmser coGoii Tper-Gyrumm, R’
npencTaBisier coOOW MeTWJI;, M APYr'Me 3aMEeCTHTENN SBJSIIOTCS TAaKUMH JKe, KaK YKa3aHO B
Bapuanre ocymectsienus 1', 2', 3' winn 4' wnu B popmyne (la).

[0037] B BapuanTe ocyuiecTBieHusl 7' KaKAbld U3 R® u R’ HesaBucimo NPECTaBIISAET
BOJIOPOJ WUTH METHJI, U IPYTUe 3aMECTUTENH SIBJISTFOTCS TAKUMH K€, KaK YKa3aHO B BapUaHTE
ocywmectenenus 1', 2', 3', 4, 5' wnu 6' wnu B popmyne (1a).

[0038] B mnpeamoyTUTEIbHBIX BapUAHTAX OCYIIECTBJIIEHUs HACTOsIee H300peTeHHe
NPEAOCTABIISIET HHBELIMPYEMYIO KOMIIO3HLIUIO, COAEPIKALIYIO:

BOIHYIO dasy; u

OonHy wiu 0Oojiee MOHOJAMEJUAPHBIX BE3UKYJ, Kaxaas M3 KOTOPBIX COAEPIKUT
dochonumun 1 XoNeCTepHH, U B KAKIOW M3 KOTOPbIX WHKAICYJIHPOBAHO COENUHEHHE (POPMYIIBI
(I) (B Hacrosimem wu300pereHnn HaspiBaemoe SCY-078), wmnm ero (¢apmaneBTHUECKH

npuemJieMasi CoJib U rupar:

|\\N yaH
M p

N5

H

(1D

KoTOopoe mpexncraeiser coboii  1S,4aR,6aS,7R,8R,10aR,10bR,12aR,14R,15R)-15-[[2-
amMuHo-2,3,3-tpumetunOytui]okcu]-8-[(1R)-1,2- mumerunnponun]-14-[ 5-(4-mupuawan)- 1 H-
1,2,4-rpuazon-1-un]-1,6,6a,7,8.9,10,10a,10b,11,12,12a-nonecarunpo-1,6a,8,10a-rerpameTi-
4H-1,4a-nponano-2H-denantpo[ 1,2-c]mupan-7-kapOOHOBYIO KUCIIOTY,

r7e ofHa win 0oee MOHOJAMEJUIIPHBIX BE3UKYJ THAPATUPOBAHbI B BOAHOM (asze.

[0039] Yposenr pH BomHOH (pa3bl MpPeArnOYTHUTENBHO COCTABISIET MPUOIUZUTENBHO OT
5,0 mpubnusurensHo o 7,0. [lpumepamu BOgHOHN (hasbl SIBJSIFOTCS PaCTBOP MOHOCaxXxapuaa U
pactBop naucaxapuzaa. HHbeLupyeMyr KOMIIO3MLIMIO MOKHO BBOJAUTb BHYTPUBEHHO Jis
JeYeHUs W/WiM TPOQPUIAKTUKHA TPHOKOBBIX HH(MEKIMH, TAKUX KaK CHCTEMHbIE TPHOKOBBIE
UH(EKINH, B TOM Yuclie Bei3BaHHble Bunamu Candida nnm Aspergillus.

[0040] H300pereHne Takke NPENOCTABISIET CHOCOOBI JEUeHHs W/WIM MPOPUIAKTHKH

rpuOKOBOM HMH(EKIMH NyTeM BHYTPHUBEHHOTO BBEIAEHMS HWHBELUPYEMOH KOMIO3HLINH,



comepxaiiel onHy win Ooyiee MOHOJAMEJUIIPHBIX BE3UKYJ, KaXKAas W3 KOTOPBIX CONEPIKUT
dochonunun 1 XoneCTeprH, U B KAKIONW U3 KOTOPHIX MHKAICYJIMPOBAHO COeNUHEHHE (POpMyIIbI
(II) umm ero ¢apmaneBTHUECKH MTpHEMIIEMasi COJIb MK TuApaT. JomonHuTenpHo, n300peTeHne
NPEAOCTABISAET NPUMEHEHHE BE3UKYJ C MHKAICYJINPOBAaHHBIM coenuHeHueM ¢opmynsl (II) umm
ero ¢apMaleBTUYECKH NMPUEMIIEMON COJIbIO MJIM TUAPATOM, AJIA IMOJYYEHHs HHBELHPYEMOro
JIEKapCTBEHHOTO CPEICTBA JJIS JICUSHUS] FUTU MPOPHIAKTUKY TPUOKOBOH MHDEKIINH.

[0041] B pgpyrux NpennouTUTENbHBIX BapUAHTaX OCYIIECTBJICHUS HACTOsLIee
n300peTeHne MPEAOCTABIIET HHBELUPYEMYIO KOMIIO3HIUIO, COAEPIKAILYIO:

BOIHYIO a3y, u

OnHy WM 0Oojiee MOHOJAMEJUAPHBIX BE3UKYJ, Kaxaas M3 KOTOPBIX COAEPIKHT

dochonunun u XoNeCTeprH, U B KAKIOH U3 KOTOPBIX WHKATICYJIUPOBAHO COeTUHEHHE (POPMYJIBI

(ITa) mnu ero (papmMaLeBTUUECKU TIpHUEMIIEMast COJIb WIIN TUAPAT:

(ITa)

KoTOpoe mpexacrasisier coboit (1S,4aR,6aS,7R,8R,10aR,10bR,12aR,14R,15R)-15-[[(2R)-
2-amuH0-2,3,3-rpumerunOy ] okcu[(1R)-1,2- numerunnpornn]- 14-[ 5-(4-nupununui)- 1 H-
1,2,4-rpuazon-1-un]-1,6,6a,7,8.9,10,10a,10b,11,12,12a-nonexarunpo-1,6a,8,10a-rerpamerm-
4H-1,4a-nponano-2H-denantpo[ 1,2-c]nupan-7-kapOOHOBYIO KUCIIOTY,

r7e ofHa win 0osee MOHOJAMEJUIIPHBIX BE3UKYJI THAPATUPOBAHBI B BOTHOM (hase.

[0042] Yposenr pH BomHOI (pa3bl MpPEeArIOUTUTEIHHO COCTABISET OT MPHUOIH3UTEIHHO
5,0 no nmpubmusutensHo 7,0. Ilpumepamu BOgHOH (a3bl SBISIOTCS PacTBOP MOHOCAXapuaa M
pactBop naucaxapuzaa. HHbenupyeMyro KOMIIOZULIMIO MOKHO BBOJUTH BHYTPUBEHHO JJIs
JeYeHUss W/WiM TPOPUIAKTUKHA TPHOKOBBIX HH(MEKIMH, TAKUX KaK CHCTEMHbIE TPHOKOBBIE
UH(EKINH, B TOM Yucie Bbi3BaHHble BunamMu Candida nnm Aspergillus.

[0043] H3o0pereHne TakKe NPENOCTaBISsIET CHOCOOBI JIEUSHHs W/WIM TPOPHUIAKTHKH
rpuOKOBOM HMH(EKIHMH TyTeM BHYTPHBEHHOTO BBEICHHS HWHBELIUPYEMOH KOMIIO3HLINH,
comepxaiiel onHy wiu Ooyiee MOHOJAMEJUIIPHBIX BE3UKYJ, KaXKaas W3 KOTOPBIX CONEPIKUT
bochonunun 1 XonecTeprH, U B KAKIONW U3 KOTOPBIX MHKAICYJIMPOBAHO COeNUHEHHE (POpMyIIbI
(ITa) mnu ero apmaneBTUYECKH pUeMIIeMasi COJIb WU rUapat. JlononHuTensHo, n300peTeHne

OTHOCUTCSI K IPUMEHEHUIO BE3MKYJ C MHKAICYJIMPOBAHHBIM coenuHeHueM ¢opmyisl (1la) mmm
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ero ¢apMaleBTUYECKH NMPUEMIIEMON COJIbI0 MM TUAPATOM, JJIS MOJYYEHHS HHBELHPYEMOTO
JIEKApCTBEHHOT'O CPEACTBA ISl JICUSHHs WIIM TPOPHIIAKTHKY TPUOKOBON HH(pEKIHH.

[0044] B mpennoyTUTENbHBIX BApHAHTAX OCYINECTBIEHUS (Hoc]aTHYIO CONb COENMHEHHS
dopmyasl (I), (Ia), (IT) unu (Ila) MpUMEHSIOT WK BBOIAT COTJTIACHO HACTOSIIIIEMY H300PETEHHUIO.

[0045] B npeanoyYTUTENbHBIX BapUAHTAX OCYLIECTBJIECHUS LUTPATHYIO COJIb COCUHEHUS
dopmyasi (1), (Ta), (IT) umu (Ila) MpUMEHSIOT WM BBOIST COTJIACHO HACTOSILIIEMY U300PETEHHUIO.

[0046] Hacrosimmee wm3o0peTeHHe TakXKe NPENOCTABISIET NMPUMEHEHHE WHbBELHPYeMOil
KOMIO3ULIMH, COJIePIKALLIEH:

OIHY WK O0Jiee MOHOJIAMEJUTSIPHBIX BE3HKYJI, B KOTOPBIX MHKATICYJIUPOBAHO COCTUHEHHE
dopmyast (1), (Ia), (II) wnu (Ila), wmu ero papmaneBTHUECKH MPHEMIIEMasi COJIb MM UX THAPAT;
u

(apManeBTUYECKH TPUEMIIEMbIII HOCUTENb, aIBIOBAHT WJIM HOCHTENb y CyObeKTa st
JICYSHHST WA PO UIAKTUKY TPHOKOBOH MH(EKIIHH.

[0047] B mnpuBeneHHBIX BBIIIE BapUAHTaX OCYILECTBIEHMs] yKa3aHHbIE 3aMEHbI IpU
OMMCAHUU COEAUHEHUH BKJIIOUEHBI TOJBKO B TOM Cllydae, €ClIi NPUCYTCTBHE 3aMecTuTesel
obecrieunBaeT CTaOUIBHOCTD COEAMHEHHH, COOTBETCTBYIOIUX ONPEAEICHUIO.

[0048] Coemunenust popmyn (1), (Ia), (II) u (Ila) u ux papmaneBTHIECKH TPHEMIIEMBbIE
COJIM W/WJIH TUAApaTHbIE (POPMBI 00JIAIAI0T MPOTUBOMHUKPOOHOH (Hanpumep, MPOTUBOTPHOKOBON)
AKTUBHOCTBIO B OTHOIIEHHH APOXOKEH M IPYrux rpu0oB, BKIIKOYAst OOMH UIIH OoJiee CIeAyO LK
npeacraButeneit:  Acremonium, Absidia (Hanpumep, Absidiacorymbifera), Alternaria,
Aspergillus (manpumep, Aspergillus clavatus, Aspergillus flavus, Aspergillus fumigatus,
Aspergillus nidulans, Aspergillus niger, Aspergillus terreus u Aspergillus versicolor), Bipolaris,
Blastomyces  (Hanpumep,  Blastomycesdermatitidis),  Blastoschizomyces  (Hampumep,
Blastoschizomycescapitatus), Candida (mampumep, 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 u Candida rugosa), Cladosporium (Hampumep,
Cladosporiumcarrionii u Cladosporiumtrichloides), Coccidioides (Hampumep,
Coccidioidesimmitis), Cryptococcus (Hampumep, Cryptococcus neoformans), Curvularia,
Cunninghamella (manpumep, Cunninghamellaelegans), Dermatophyte, Exophiala (mampumep,
Exophialadermatitidis u Exophialaspinifera), Epidermophyton (Hammpumep,
Epidermophytonfloccosum), Fonsecaea (manpumep, Fonsecaeapedrosoi), Fusarium (Hanpumep,
Fusariumsolani), Geotrichum (Hanmpumep, Geotrichumcandidum wu Geotrichumclavatum),
Histoplasma (manpumep, Histoplasmacapsulatum var. capsulatum), Malassezia (Hampumep,
,Malassezia furfur), Microsporum (Hampumep, Microsporumcanis u Microsporumgypseum),
Mucor, Paracoccidioides (Hanpumep, Paracoccidioidesbrasiliensis), Penicillium (aampumep,
Penicilliummarneffei), = Phialophora,  Pityrosporumovale, = Pneumocystis  (Hampumep,
Pneumocystis carinii), Pseudallescheria (Hampumep, Pseudallescheriaboydii), Rhizopus
(marmpumep, Rhizopusmicrosporus var. rhizopodiformis u Rhizopusoryzae), Saccharomyces

(marmpumep, Saccharomyces cerevisiae), Scedosporium (Hanpumep, Scedosporiumapiosperum),
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Scopulariopsis, Sporothrix (mampumep, Sporothrixschenckii), Trichoderma, Trichophyton
(marmpumep, Trichophytonmentagrophytes u Trichophytonrubrum), u Trichosporon (Hanpumep,
Trichosporonasahii, Trichosporonbeigelii n Trichosporoncutaneum). YnoMsiHyTble COSIMHEHUS
NOJIE3HBbl HE TOJBKO MPOTHUB OPTaHHU3MOB, BBI3BIBAIOLIUX Yy YEJOBEKA CHUCTEMHbBIE IAaTOTE€HHbIE
rpuOkoBble HH(PEKLNH, HO TAKKE MOJIE3HbI IPOTUB OPraHU3MOB, BBI3bIBAIOLINX ITOBEPXHOCTHbIE
rpudkoBble nH}pekuuy, Takue kak Trichoderma spp. u apyrue Buner Candida spp.

[0049] Coenunenus dopmya (I), (Ia), (II) u (Ila) 1 ux papManeBTHUECKH MpUEMIIEMbIE
COJIM W/unu TuApaTHbie GopMbl 00JaTAI0T MPOTUBOTPUOKOBBIM NEHCTBUEM M MO 3TOH MPUYUHE
SIBJIIIOTCSl TIPUTOAHBIMH TSI JIEYEHUS] W/ TPOQWIAKTUKH ONHOW WM 0Oojiee pa3MYHbIX
rpuOKOBbIX HMH(MEKIMH HAPYKHBIX IOKPOBOB, KOXH, CJIHU3UCTBIX OOOJIOYEK, TOAKOKHON
KJIETYATKH M CUCTEMHBIX MH()EKIHIA, B TOM YUCiIe TPUOKOBBIX MH(EKIUIl BYJIbBBI, BIIArajHIIa,
KOXKH, TJ1a3, BOJIOC, HOTTEH, CIIM3UCTON OOOJIOUKH MOJIOCTH PTa, JKEJMyAOYHO-KUIIEYHOTO TPAKTA,
OpOHXOB, JIETKUX, IUIEBPHI, OPIOIIMHBI, SHIOKApJa, MO3ra, MO3TOBBIX O00O0JIOYEK, MOYEBBIX
OpPraHoB, OOJACTH BJATAJHINA, POTOBOW TMOJOCTH, IOYEK, CEPALA, HAPYKHBIX CIyXOBBIX
KaHAJIOB, KOCTH, HOCOBOH TOJIOCTH, MapaHa3aJbHON MOJOCTH, CENE3€HKHU, NEUeHH, MOIKOKHOMI
KJIETYATKH, JUM(ATHUECKUX IPOTOKOB, CYCTABOB, MBIIIL, CYXOXHJIMH, HWHTEPCTHLHAIBHBIX
TUIA3MATHYECKUX KIJIETOK B JIETKUX, KPOBH H T.JI.

[0050] Coemunenust popmyn (1), (Ia), (II) u (Ila) n ux papmaneBTUIECKH TPUEMIIEMBbIE
COJIM W/WNW TUApaTHbIE (POPMBI MPUTOAHBI AJsl MPOPUIAKTUKN U JICYEHUs OTHOrO WM Oonee
pa3NUYHBIX MH(PEKUHMOHHBIX 3a00JeBaHUM, TAKUX KakK BYJIbBOBarWHaibHbIA kaHauno3 (BBK),
nepMatopuTo3 (Hampumep, TPUXODUTHSA, CTPUTYINUN JIMIIAN MM OMOSICHIBAIOIIUN JIMIIAM),
NAPOHUXMS, PA3HOLBETHBIH JIMIIAMN, 3pUTPa3Ma, ONPENIOCTh, TPUOKOBBIN MEJIEHOYHBIN AEPMATHUT,
KaHIUIO3HBI BYJBBUT, KaHAWMO3HBIN OallaHUT, HAPYKHbIH OTHT, KaHAMAO3 (KOXKHBIH H
CITIU3UCTO-KOXKHBIH), XPOHMYECKUH MYyKOKaHANUAO3 (HAmpuUMep, MOJIOYHHUIA U BardHAJIbHBIA
KaH/N/03), KPUNTOKOKKO3, T€0TPUX03, TPUXOCHOPO3, ACIepriiuie3, MeHUIIIUINO03, (y3apHos,
3UTOMHKO3, CHOPOTPHXO3, XPOMOMHKO3, KOKIMIHOUJAOMHKO3, THUCTOILUIA3MO3, OJIACTOMHKO3,
MapaKkOKIUIUONIOMUKO3, MH(EKInH, Bbi3biBaeMble Pseudallescheria, mureroma, rpuOKOBbIi
KepaTUT, OTOMHKO3, ITHEBMOLIMCTO3, TPUOKOBBINA abciecc, rpuOKoBas SMIHMEMa IUIEBPbl U
¢ynremust. Coequnenust popmya (I), (Ia), (I) u (Ila) u ux papmarieBTHIECKH PHEMIIEMbIE COJT
w/vim ruapaTHele GOPMBI TaKKE€ MOTYT MPUMEHSITHCS B KauecTBe MPOQUIAKTHYECKUX CPEICTB
IUTS TIPENOTBPAIIEHUS] CUCTEMHBIX U MECTHBIX IPHOKOBBIX MH(peKImii. MOKHO paccMaTpHUBaTh
NPUMEHEHHE B KadecTBe MNpPOPHIAKTUYECKUX CPEACTB, HANpUMep, KaK dYacTb CXEMbl
CENIEKTUBHON IEKOHTAMHHALMM KHUIIEYHHKA TPH NPOPHIAKTHKE WHPEKIHH y TAaLHUEHTOB C
oca0JIeHHbIM UMMYyHHTETOM (Hanmpumep, nanueHTtoB co CIIM]loM, manueHToB, MOJyYaroInuxX
NPOTHBOOIYXOJIEBOE JICUEHHE WJIM Yy MAMEHTOB NPH TPaHCIUIAHTAUWH). Takke MOXKeT ObITh
JKENATeNbHBIM ~ MPENOTBpAIlEHHEe YPEe3MEPHOr0 pocTa TPUOKOB B  MEPUON  JICYCHUS
AHTUOMOTUKAMH ITPH HEKOTOPBIX MATOJOTHUECKUX CHHIPOMAX WU SITPOTE€HHBIX COCTOSHUSX.

[0051] Coemunenust popmyn (1), (Ia), (II) u (Ila) n ux papmaneBTUIECKH TPUEMIIEMbIE
coMu Wwiu THApaTHble (GOPMBI MOTYT OBITh TOJY4YeHBI COTJIACHO CrocodaM CHHTE3a,

packpbiTeiMu B mateHTe CIIIA Ne 8188085, comep:kaHue KOTOPOro BKJIIOUEHBI B HACTOsLIEE
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n300peTeHne B Ka4eCTBE CCbUIKU B TTOJTHOM O0BbeMe.

[0052] Mcnionp3yemblil B H300peTEHNUH TEPMHH KAJIKWID» OTHOCUTCS K JIF0OO0H alIKUIIbHOM
rpynmne ¢ JMHEWHOW WM Pa3BETBJIEHHOM LEMNbI, HUMEIOLIEW YUCIO aTOMOB YIVIEpOAA B
ykazaHHOM auana3ose. Tak, Hanpumep, TepMuHbI «Cj_g-ankmm (nnn «C;-Cg-alkuim) OTHOCATCA
KO BCEM H30MepaM IreKCHJIAIKMIA U MeHTUIAJIKWIA, & TaKXKe K N-, U30-, BTOP- U TpeT-OyTuiy, n-
U U30-TIPOMNUITY, 3TUly U MeTuiy. B kauectse npyroro npumepa, «Cj.4-aJKHUI» OTHOCUTCS K N-,
U30-, BTOP- ¥ TPET-OyTHIIY, N- U H30MPOITMITY, STHUITY U METHIIY.

[0053] TepMHH «IUKJIOATKUI» OTHOCUTCS K JIFOOOMY LIUKJIMYECKOMY KOJIbIY ajKaHa,
UMEIOLIeMy HECKOJIbKO aTOMOB yTIiieposia B yKa3aHHOM Auana3oHe. Tak, Hanpumep, TepMuH «Cs.
4 KoKW (Wn «C3-Cy4 IMKITOAIKMIT)) OTHOCHTCS K [IUKJIOTIPOTIMITY U LIUKJIOOY THITY.

[0054] Hcnonb3yemblli B  HM300pETEHMH TEPMUH  IHKJIOAJTKWI-aIKWD (WK
SKBHUBAJICHTHBIH TEPMHUH «AJKII-IUKJIOATKWI») OTHOCHUTCS K CHUCTEME, KOTOpas BKJIKOYAET
AJIKUJIbHYIO YaCTh, ONMIMCAHHYIO BBILIE, M TAK)KE BKIIIOUAET [IUKJIOATIKUIBHYIO YaCTh, KaK OMHUCAHO
Bbimie. [IpucoenuHeHne K «UMKIOAJIKHIA-JKHIY» (MM  «AJKHJI-IUKJIOATKUIY») MOXKET
NPOMCXOIUTH JHOO Yepe3 LUKIOANKWIBHYIO, MO0 uepe3 ajJKIIbHYI 4acTh. YKa3aHHOE YHCIIO
aTOMOB YIJIEPOZa B «LHKJIOATKMI-AKHIBHBIX» CHCTEMaX OTHOCUTCS K OOIIeMy KOJUYECTBY
aTOMOB yIJiepofa Kak B QJKWJbHOH, Tak W B UUKIOANKUIbHON dacTsax. [Ipumepsr C4-Cs
LUKJIOAJIKUJI-AJIKMJIA BKITFOYAOT 0€3 OrpaHUYeHUs] METHIILUKIONPONHI, JUMETHILHKIIONPOIIHI,
METHJILHMKIOOYTHJ,  STUILMKIONPOIMI,  LUKIONPONWIMETHJ,  LUKIONPONINI3THI U
LUKJIO0Y TUIIMETHLL.

[0055] Tepmun «ramoren» (WM «rajo») OTHOCHTCS K (ropy, Xxjopy, Opomy u Homy
(ampTEpHATHBHO YIIOMHUHAEMBIM KakK (TOp-, XJIOp-, OpOM- 1 HOx-).

[0056] Wcronp3yemblii B HACTOSIIEM H300pPETEHHH COKO3 «WINW»  O0O3HAYaer
aJIbTEPHATUBBI, KOTOPbIE MPH HEOOXOAMMOCTH MOTYT OBITh B KOMOMHALMH.

[0057] Ecnu mpsiMO He yka3aHO WMHOE, BCE IPUBEIEHHbIE B M300PETEHUH IUANA30HBI
SABJIAIOTCS BKIO4aromuMmu. Hampumep, ecnu yka3aHO, YTO TIeTepOLUMKIMYECKOe KOJbLIO
coaep>kuT oT 1 110 4 reTepoaTtoMoB, 3TO O3HAYAET, YTO KOJbLIO MOXET coaepxath 1, 2, 3 unu 4
rerepoaroma. Takke Clieayer MOHMMATh, YTO JIFOOOW YKa3aHHbIH B W300pETEHHH AHANa3OH
BKJIFOYAET B CBOH OOBEM BCE MOAAMAINA30HBI B 3TOM AHMana3zoHe. Tak, HApUMep, eCiIH YKa3aHo,
YTO reTepOLIMKINYECKOe KOJIbLIO CONEPKUT OT 1 10 4 rerepoaTroMoB, TO CiefyeT MOHUMATh, YTO
B Ka4eCTBE ACMEKTOB B M300PETEHHE BKIIOUEHBI M€TEPOLMKINIECKIE KOJbIA, COAepIKaIIie OT 2
10 4 rerepoaToMoB, 3 unu 4 rerepoaroma, ot 1 10 3 rerepoaTomoB, 2 uinu 3 rerepoaroma, | unm
2 rerepoaroma, 1 rerepoatom, 2 rerepoaTomMa U Tak aajee.

[0058] Jlroboe M3 pa3sHBIX LUKIOATKUIBHBIX U T'€TePOLUKINYECKUX/TeTepOapUIbHBIX
KOJIELl W KOJIbLIEBBIX CHCTEM, OIHCAHHBIX B HACTOALIEM HW300PETEHUH, MOXKET OBITh
MPUCOEIMHEHO K OCTAJIbHOM YacTH COENWHEHUs] Ha JIFIOOOM KOJIBLEBOM aroMme (T.e., K Jrodomy
aToMy yrjiepoja WM JIIOOOMy TeTepoaroMy) TMpH yCiIoBHM 00pa3oBaHUs CTaOMIIBHOTO
coenuHenus. [logxonsimue 5- wim O-djieHHBIE reTepoapoOMaTHYECKHe KOJIbLA BKIIIOYAIOT Oe3
OTpaHUYEeHUs] TUPUAWI, TUPA3SUHUI, TUPUMUINHNIL, NUPUIA3UHUI U TPUA3OJIUIL

[0059] «CrabunpHOE» coenuHEHHEe TPEACTaBiIsieT COOOH COeAMHEHHe, KOTOPOe MOXKET
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OBITH TOJNYYEHO W BBIAENEHO, M CTPYKTypa U CBOMCTBA KOTOPOTO OCTAKOTCS, WU MOTYT
OCTaBaThCs WM MPAKTUYECKU HE M3MEHSATHCS B TEUEHHE MEPHOAA BPEMEHHU, TOCTATOYHOIO IS
o0ecrieueHNs1 BO3MOXKHOCTH HUCIOJIb30BAHUS COSIUHEHHs [UIsl 1ieNiell, OMMCAHHBIX B HACTOSINEM
n300peTeHNH (HampuMep, BBEIAEHHE CYOBEKTY C TepaneBTHYECKOH WM NpOQUIaKTHUECKOH
1enp0). B mOHATHE TAakOro COeAMHEHUs TaKXe BKIIOYEHbl CTAOMJIbHBIE KOMIUIEKCHI 3TOTrO
COEIMHEHUs], TAKHe KaK CTaOUJIbHBINA THUIPAT.

[0060] B pesynbrare BbIOOpa 3aMeCTHTENEH M TPYNIl 3aMEeCTUTENeH HEKOTOpble U3
coenunenuii popmyn (I), (Ia), (II) u (Ila) MOryT UMeTb aCHMMETPUYHBIE LIEHTPHI U MOTYT
BCTPEYATHCS] B BUJIE CMECEl CTEPEOU3OMEPOB MJIM B KAUECTBE OTAEIbHBIX JHACTEPEOMEPOB HIIH
sHaHTHOMepoB. Ecim He yka3aHo wHOe, B 00BEM HACTOSIIEro H300peTeHHs] BXONAT BCE
U30MepHble (OPMBI 3TUX COCAMHEHWH (M UX (QapMaleBTHYECKH NpPUEMJIEMbIE COJIU H/HJIH
rugpaTHele (OpMBI), Kak BBbIOEJNEHHBbIE, TaK U B CMecsX. Takke B O0ObEM HACTOSIIETO
n300peTeHNs]  BKJIIOYEHBl TayTOMEpHble  (OPMBbI  yKa3aHHBIX COEAMHEHWH (M HuX
(hapMaleBTHYECKU TPUEMJIEMbIE COJTA W/WIJTH THIPATHI).

[0061] Ecnu B mo6om kommoHenTe wiu B dopmynax (I), (Ia), (II) umm (Ila) xakas-mudo
NepeMeHHasl BCTpeyaeTcs: 0oJjiee OMHOTO pasa, €€ ONpeAesieHHe B KaXIOM Cllydae He 3aBUCHT OT
ee OMNpeleNeHnss B KaXIOM ApPyroM ciydae. Takoke, KOMOWHAIMM 3aMeCTUTENeH W/vim
BapHuabENTbHBIX 3JIEMEHTOB JIOIYCTUMBI TOJIBKO B CiIy4ae 0O0pa30BaHUs CTAOMIIbHBIX COCIMHEHUI
B IIPUCYTCTBHH TAKUX KOMOWHAITHHA.

[0062] TepMuH «3aMeIEHHBIN» BKJIIOYAET MOHO- U TOJIU-3aMEIIEHUE KOHKPETHBIM
3aMeCTUTEJIeM B TOH CTENeHH, B KOTOPOH XHUMHYECKH JOMyCTUMO TaKOe€ OJUHOYHOE WU
MHOXKECTBEHHOE 3aMelleHHne (BKJIYas MHOXXECTBEHHOE 3aMelleHHE B OJHOM M TOM XKe
yuyactke). Eciam mpsiMo He yka3aHO MHOe, pa3pelleHO 3aMelleHHe JHOOro aromMa B KOJbLE
(Hanmpumep, apwia, LUKJIOAJIKWIA, TeTepoapuyia MM  TeTepPOLHKINIA) KOHKPETHBIM
3aMeCTUTeIeM IIpH YCJIOBHM, YTO TAKOE€ 3aMelLeHHe B KOJblle XUMUYECKHU IOMYCTUMO U
NPUBOUT K OOPA30BAHUIO CTAOUIIBHOTO COSTUHEHUSI.

[0063] OOGo3HayeHHe CBsi3W, OKAHYMBAIOIIEECS BOJIHUCTOHN JIMHHUEW, WCIOJIb3YETCS B
u300peTeHNH U yKa3aHWs TOYKU MPUCOCTUHEHUS TPYIIbI 3aMECTHTEIs] WM YaCTHYHON

cTpykTypbl Takoe o003HaYEHHE WILTIOCTPUPYETCS CIASIYIOIINUM IPUMEPOM:
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[0064] Coenunenns ¢popmyn (1), (Ia), (II) u (Ila) n ux papmaneBTHUECKU TPUEMIIEMbIE
COJIM W/WITK THApaTHBIE (POPMBI TaK)Ke TOJIE3HBI IIPU MOATOTOBKE U MPOBEIEHUN CKPUHUHTOBBIX
aHAJIN30B NMPOTUBOTPHOKOBBIX coeanHeHuil. Hampumep, coenquHeHus MoNe3Hbl ISl BbIASIEHHS
MYTaHTOB, KOTOpbIE SBJSIIOTCS OTJIMYHBIMM HHCTPYMEHTAMH CKPHUHMHIA ISl BbIABIICHHS
JOMOJHUTEIBHBIX TPOTHBOTPUOKOBBIX COSIMHEHHH.

[0065] Coemunenus ¢opmyn (I), (Ia), (II) m (Ila) moxnO BBOmUTH B (opme
«(hapMareBTHYECKH TPUEMJIEMBIX COJIEH» MU FHIPATOB, B 3aBUCMOCTH OT CUTyauuu. Bmecre ¢
TEM, JUIsl TIOJIyYEHUs] COSAMHEHUI Wi ux (hapMaLeBTHUECKH MPUEMIIEMBIX COJIEH MOTYT OBITh
NOJIE3HBI Ipyrue conu. Hampumep, eciv COeAMHEHHUs] COAEP’KaT OCHOBHYIO aMHHOTPYIIY, MX
MOJKHO JIETKO BBIIEJSITh B BUIE COJIEH TPU(PTOPYKCYCHOH KUCIOTHI (HAIPUMEp, TOCTIEe OYHCTKU
BDXX). IlpeBpamenue comneil TPUPTOPYKCYCHOH KHCJIOTBI B JAPYTHE COJH, BKJIIOUas
(apMaleBTHUECKH TPUEMIIEMbIE COJH, MOXET OBITb IJOCTUTHYTO C IOMOIIBI) HEKOTOPBIX
CTaHIAPTHBIX CIIOCOOOB, M3BECTHBIX B AaHHOW oOnactu. Hampumep, Ui momy4deHUs jKeIaeMoit
COJMM MOXKET OBITh HCIIOJIb30BAaHA MOAXOASINAs HOHOOOMEHHast CMoja. AJIbTEpPHATHBHO,
npeBpalleHne CoMu TPUPTOPYKCYCHOH KHCIOTHI B HCXONHBIM CBOOOIHBI aMUH MOKHO
OCYIIECTBIISITh CTAaHNAPTHBIMU CrIOocOO0aMH, M3BECTHBIMU B JaHHOH oOjactu (Hampumep,
HelTpaau3anueil NOaXOAsIIUM HEeOpraHuYeCKuM ocHoBaHHeM, TakuMm kak NaHCOs). Jlpyrue
JKEJlaeMble AMHHHBIE COJIM MOTYT OBITh IMOJYYEHbI OOBIYHBIM CIIOCOOOM MyTEM B3aHMMOACHCTBUS
CBOOOZTHOTO OCHOBaHHUSI C MOAXOASALIEH OPraHNYeCKON MM HEOPraHMYecKOW Kuciotoi. B
KadecTBe npumepa, papMaleBTHUECKH MPUEMIIEMbIE COJIM Y€TBEPTUYHOTO AMMOHUS BKJIIOUAOT
CIIeNYIOIINe COH: TUAPOXJIOpU, cyibdat, pocdar, kapOoHaT, alieraT, TapTpar, LUTPAT, MAJIAT,
CYKLIMHAT, JIaKTaT, creapaTr, (ymapaT, rummypar, MajeaTr, IJIIOKOHAT, ackopOaT, aaurar,
IJIIOLENTAT, IJIyTaMaT, TIJIIOKOPOHAT, IPOMUOHAT, O€H30aT, Me3MJaT, TO3WIAT, oJearT,
JaKTOOMOHAT, Jaypuicyibdar, Oecunar, Kanpuiar, MU3eTHOHAT, TEHTHU3aT, MAJIOHAT, HAICUJIAT,
SAMCUIIAT, TIAMOAT, KcuHadoar, HamagucuiaT, ruapoOpPOMHI, HUTPAT, OKCajaT, IMHHAMAT,
MaHJeNaT, YHAeUWwIeHaT u kamcuiaat. Muorue u3 coenunenuii popmya (I), (Ia), (II) u (Ila)
colepKaT KHCIYK (DYHKIHMOHANBbHYIO TPYIIy KapOOHOBOH KHCIIOTBl, M B 3TOM Clly4yae HUX
noaxopsaume (papManeBTUYECKH MPUEMJIEMbIE COJM MOTYT BKJIKOYAaTh COJIM  LIEJOYHBIX
METAJUIOB, HAIIPUMED, COJIM HATPUS WU KaJIHSL, COJTU IIEIOYHO3EMENIbHBIX METAJIJIOB, HAPUMeEp,
COJMM KajblMs WJIM MarHus,; W COJIM, OOpa30BaHHbIE C NOAXOMSALIMMU OPTaHHYECKUMH
JUTaHIaMH, HAlIPUMep, COJIM Y€TBEPTUUYHOTO AMMOHHUSI.

[0066] Hacrosimee wu300peTeHHe BKIOYAET NPUMEHEHHE MPOJIEKAPCTB, HMEIOIINX
dopmynsr (1), (Ia), (II) u (Ila). OObIMHO Takue MPOJIEKAPCTBA SIBISTFOTCS (DYHKIIMOHAJbHBIMHU
NPOM3BOIHBIMU COEMHEHUH, KOTOPBIE JIETKO MPEBPALIAIOTCA in Vivo B TpedyemMoe CoOequHEHNE.
Takum obpasom, B crocobax JIYEHHs IO HACTOSIIEMY H300PETEHHI0 TEPMHH «BBEICHHE)
OXBATBIBAET JICYCHHE PA3JIMYHBIX OMHUCAHHBIX COCTOSHUN C MOMOIIBI0O KOHKPETHO PACKPBITOTO
COEAMHEHUs WIIN C MIOMOIIBI0 COEIMHEHHSI, KOTOPOE MPEBpaIlaeTcs B YKa3aHHOE COSAMHEHUE in
vivo mocne BBeneHus manueHty. OOmenpuHsaThie crocoOpl 0TOOpa M MOJTYYEHUs] MOAXOASIINX
NPOM3BOIHBIX MPOJIEKAPCTB ONMMCAHBI, HApUMep, B pykoBoacTee «Design of Prodrugs», ed. H.

Bundgaard, Elsevier, 1985, koTropoe mNOJHOCTBIO BKJIKYEHO B HACTOsIIee M300peTeHne
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nocpencTBoM ccbUIkH. Metabomutel coenunennii ¢popmyn (1), (Ia), (II) u (Ila) BrmrouaroT
AKTUBHBIE BEINECTBA, NMPOAYLHUPYEMblE TNPU BBEACHUU STHX COCAMHEHHH B OHMOJIOTHYECKYIO
cpeny.

[0067] TepMuH «BBEIE€HHE» U €ro BapUaHThl (HANPUMEpP, «BBOAUTBHY COCIHHEHUE)
O3Ha4yaeT JOCTAaBKy COEJUHEHMs WM [IpOJeKapcTBa OSTOr0 COEAMHEHUs B OpraHu3M
Hy>Knaromierocs: B jedennn cyonoekra. Ecnu coenunenue ¢popmyinel (1), (Ia), (II) u (Ila) wim ero
¢dapmaueBTHUECKH IpHeMIIeMas COJb, WJIM €ro THUApaT WIM IPOJIEKApCTBO BBOIHUTCS B
KOMOMHAIIMM CO BTOPBIM AKTHUBHBIM BEINECTBOM (HAMpUMep, ¢ APYTHM MPOTHBOTPUOKOBBIM
/Wi aHTHOAKTEpUATbHBIM  CPEACTBOM, TMOJIE3HBIM I JIeYeHUs TPUOKOBBIX  W/HIIK
OakTepuambHBIX WHQEKIHi), TO TEPMHUH «BBEACHHWE» M €ro BAapUAHTBl BKJIIOYAIOT
OJTHOBPEMEHHOE U TMOCIIEeIOBATEIBHOE BBEIEHUE STOr0 COENHEHMSI (MJIH €T0 COJIH, THApaTa UK
NPOJIEKAPCTBA) U APYTOrO aKTUBHOTO BEIIECTBA.

[0068] Hcnonp3yemblil B H300pETEHUH TEPMUH «KOMIO3MLUS» OTHOCUTCS K MPOIYKTY,
CoepIKaIIeMy YKa3aHHbIE HHIPEAUEHTBI, & TAKXKe K JI0OOMY MPOAYKTY, KOTOPBIH MPSIMBIM HJIH
OTIOCPEIOBAHHBIM 00Pa30M BO3HHUKAET B PE3YJIbTATE OOBETUHEHNS YKA3aHHBIX HHIPEIUEHTOB.

[0069] TlonsTHe «(apManeBTHYECKH NPUEMIIEMBIH» O3HAYAET, YTO HWHIPEIUEHTHI
bapmaneBTHUECKONH KOMIIO3ULIUHN JOJDKHBI ObITh COBMECTUMBI APYT C APYTOM U HE MPUYUHSTH
Bpea PELUIUEHTY.

[0070] Ucnonp3yeMoe B N300PETEHNH TTOHATHE «CYOBEKT» (aIbTEPHATUBHO HA3bIBAEMBIIl
B M300pPETEHUH «IALMEHT») OTHOCUTCS K JKUBOTHOMY, NMPENNOYTHTEIBHO MIIEKOMHUTAOIIEMY,
HanOoJiee MPEeaIOYTHTENbHO K YeJOBEKY, KOTOPBIH MOABEPraeTCs JISUEHUIO, HAOMIOIEHHIO I
SKCIIEPUMEHTY.

[0071] Hcnonp3yemoe B M300peTeHHH MOHATHE «3(PPEeKTUBHOE KOJIMYECTBO» O3HAUAET
KOJIMYECTBO AKTUBHOTO WHIPEIMEHTa WIN (PapMalleBTUYECKOrO BELIECTBA, BbI3BIBAIOLIEE B
TKaHH, CHCTEME, Y JKMBOTHOT'O WJIN YeJIOBEeKa OMOJOTrHYECKUH MM KIIMHUYECKHH OTBET, KOTOPBIH
CTPEMHTCS] JOCTUYb MCCIIEAOBATENb, BETEPUHAP, Bpay WU APYroW KJIMHHYECKUH crienuanuct. B
OITHOM BapHWaHTE OCYyIeCTBJIeHUs «3(()EeKTUBHOE KOJUYECTBO» MOMKET MPEACTABISATh COOOM
TepaneBTHYeCKH 3((EKTUBHOE KOJHUYECTBO, KOTOpPOE OCNabisieT CUMITOMBI 3a00JIeBaHHS U
COCTOSIHUS, TOIJIEXKALIEro JIeYeHUu. B npyrom BapuaHte ocyuiecTBieHHs «3(dekTuBHOE
KOJINYECTBO» MOJKET MPEACTaBIsITh cOO0l mpodmnaktnieckn 3(pdekTHBHOE KOIUUECTBO IJIs
NpOQHIAKTHKH CHMIITOMOB TPENOTBPAINAEeMOro 3a00JeBaHUs WM COCTOSIHUS, WU  JUIS
YMEHBLICHUSI BEPOATHOCTH €ro BO3HHKHOBEHMs. TepPMHUH MOXKET TaKKe€ OTHOCHTBCS K
3¢ ($eKTUBHOMY HWHTHOMPYIOLIEMY KOJHUYECTBY MPOM3BOAHOIO 3H(pyMadyHIruHa, KOTOpOe
nocratrouHo jisi  uHruomposanusi (1,3)-B-D-rimokaHCHHTa3el M TE€M CaMbIM  BbI3BIBAET
JKeJIaTeNbHbINA OTBET.

[0072] [ToHSTHS «IEUUTHY, «JIEUYEHUE» U UX BAPHAHTHI OOBIYHO OTHOCSATCS K JICUEHHUIO,
KOTOpPOE TOCJIe €r0 OCYLIECTBISHHS NMPUBOANT K MCUYE3HOBEHMIO UM YJIYULIEHUIO OIHOTO MIIH
Oojee MPU3HAKOB WM CHMITOMOB, CBSI3aHHBIX C TIPHUOKOBOHM WH(pEKIMeW, WIN NPUBOIUT K
YHUYTOXXEHUIO TPUOKOB, BBI3BIBAIOIIUX MHQPEKLHIO, WJIH K OSTUM pe3yjbTaTaM B JIFOOOH

KOMOUWHALUU.
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[0073] dnst mpopmTakTHKU WK JIeYeHUs rpUOKOBON MH(EKUUN CoenuHeHue (POPMYJIbI
(D, (Ia), (II) wmm (Ila) (HeoOs3arenpbHO B (opMe CONMM MM THAPATa) MOXHO BBOIHUTH
OOIIeNpPUHATBIMU ~ croco0amMy,  AOCTYNHBIMH  JJIi  TNPUMEHEHUsT B COYETAHMU C
(bapmMaLeBTHUECKIMU CPEACTBAMHU.

[0074] C uenbro npouIakTUKN WM JieYeHHUs] TPUOKOBBIX MH(EKLUNH, BOSHUKAIOUIUX B
YCIOBUSIX WM B QHATOMUYECKUX OONACTSX, MMEIOIUX KUCIYK peakuuio pH, coemuHeHue
dopmyast (I), (Ia), (II) wnu (Ila) (HeoOs3aTeNnbHO B POpMe COMM MM THApPATA) MOXKHO BBOIUTH
IO OTAETBHOCTH B KAYECTBE CAMOCTOSATEIBHOIO TEPANEBTHUECKOTO CPEACTBA, MM COBMECTHO C
OnHUM wiH OoJiee JPYrMMH TPOTUBOTPHOKOBBIMH BeIECTBAMH (TIOCJIEAOBATENILHO MM
OJTHOBPEMEHHO) B BUJI€ KOMOWHALIMU TEPATIEBTUYECKIX CPENCTB.

[0075] C uenbto mpoMIAKTUKA WIH JIeYeHUs] TPUOKOBOW HMH(PEKUUH COCTUHEHUE
dopmyast (I), (Ia), (II) wnm (Ila) (HeoOs3aTenbHO B POpME COMM MM THAPATA) MOXKHO BBOIUTH
BMecTe C (papMalleBTHUECKUM HOCHTEJEM, BBHIOPAHHBIM HCXOAS M3 NMPEANOYTHTEIBHOTO IyTH
BBEICHUS U CTAaHAPTHOH (hapMaLeBTHUECKOH MPAKTUKH.

[0076] Hampumep, coemunenus ¢opmyn (I), (Ia), (I) u (Ila) u dapmaneBTHUECKHE
(bopMBI HX CONeH W/HITM THAPATOB MOYKHO BBOJHUTH C MOMOIIBIO OHOTO WK OoJiee CIEeAYIOLINX
NyTe: TMepopajbHO MapeHTePalIbHO (BKIIOYAs TIOAKOKHBIE WHBEKLUWH, BHYTPUBEHHBIE,
BHYTPUMBIIIEUHbIE, BHYTPUOYArOBblE WHBEKIUH WIM HWHPY3HMOHHOE BBEICHHE), IyTEM
UHTALNAN (HampuMep, € MOMOINBI0 HA3aJbHOTO WM OYKKAJIbHOTO HHTAISLMOHHOTO CIIpes,
a3pO30JbHOTO JTO3MPOBAHHOIO HHraJATOpPAa U CYXOr0 IOPOIIKOBOIO HHIAJATOPA), uepes
HeOyJaii3ep, OKYJSIPHO, MECTHO, YPECKOXKHO WJIM PEKTalIbHO, B (pOpME CTAaHAAPTHOH O3B
dapmaneBTHUECKOH KOMIIO3ULIUH, conepskamell 3(p@ekTuBHOe KOMMYECTBO COEAMHEHUs WU
OOBIYHBIX HETOKCHYHBIX (apMalleBTUYECKH IMPUEMIIEMBIX HOCUTENEH, aIbIOBAHTOB W
HanonHuTeneil. JKuakue npenaparsl, MOAXOAAIINE I TIEPOPAIBHOIO NPUMEHEHUs (Harnpumep,
CYCII€H3UH, CHPOIBI, 3JIUKCHPBl U TOMY NOAOOHOE) MOTYT OBITh MOJIy4EHbI B COOTBETCTBUHU C
W3BECTHBIMH B JIAHHOW OOJIACTH METOAMKAM, MPU 3TOM MOKHO HCIOJIb30BaTh OOBIYHBIE CPEbI,
TaKHe KaK BOJA, TJIMKOJIM, Maclia, CIUPThI K TOMY nopoOHoe. TBepable npenaparsl, MOAXOASIINE
IUI TIEPOPAJIbHOTO BBEIEHHs (HAampuMep, MOPOIUKH, IMHJIFOJIM, KarCyjbl U TaOJNETKH), MOTYT
OBITh TIOJNY4EHBI B COOTBETCTBHM C M3BECTHBIMH B JAHHOH OOJACTH METOIUKAMH, MPHU 3TOM
MOJKHO HCIOJIb30BATh TaKWE€ TBEPAbIE HAMOJIHUTENN, KaK KpaxXMalbl, caxapa, KaoJUH,
CMa3bIBAIOIINE BEIIECTBA, CBS3YIOLIME BELIECTBA, PA3PBIXJIIUTENIM W TOMY HOJOOHOE.
[TapeHTepanbHbIe KOMIO3UIIMUA MOTYT OBITh MOJyY€Hbl B COOTBETCTBUHU C M3BECTHBIMU B TAHHON
00J1acTH METOAMKAMHM, TIPH 3TOM B KaU€CTBE HOCUTEJNSI OOBIYHO UCIOJB3YIOT CTEPHIIBHYIO BOIY

U, HeoOs3aTeNnbHO, JPYrHe€ HHIPEAUEHTH, HAIpUMep, BEIIECTBO, CHOCOOCTBYIOIIEE

,
pPacTBOPUMOCTH. PacTBOpBI 1Jisi WHBEKUUH MOTYT OBITh TIOJYyYEHBI B COOTBETCTBUHU C
U3BECTHBIMH B JJAHHOW 00J1acTH COCO0aMu, B KOTOPBIX HOCHTEJIb BKIIFOUAET (PU3HOJIOTHIECKHIH
pacTBOp, PACTBOP TIIFOKO3bI MIIM PACTBOp, COIEPIKAIUN CMeCh (PU3HOIOrHYeCKOro pacTBopa H
TJIFOKO3BL

[0077] JlOoMOJHUTENBPHOE OIMUCAHUE TNONXOASINUX JJIA HCIOJb30BAHUA C LEJbIO

MOJIy4C€HUs (1)apMaLleBTI/ILIeCKI/IX KOMHOSI/ILII/Iﬁ CIIOCOOOB U HUHTPEAUCHTOB, IIOJIC3HBIX JIA
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NPUMEHEHUs B YKa3aHHbIX KOMIIO3MLMAX, TIPUBEJEHO B pykoBoiacTBe Remington’s

Pharmaceutical Sciences, 20 usnanue, nox pen. A. R. Gennaro, Mack Publishing Co., 2000.

[0078] Coenunenus popmyn (I), (Ia), (II) u (Ila) u dapmaneBTHUECKH NpUEMIIEMbIE
(bopMBI UX CONEN W/WUIK THAPATOB MOKHO BBOAMTD, HAIIPUMED, NEPOPAIBHO UM BHYTPUBEHHO, B
no3ax B nuama3oHe, Hampumep, ot 0,001 mo 1000 Mr/kr macchl Tela MIIEKOMUTAOLIETO
(manmpumep, 4eJoBeKa) B IeHb, B BU/I€ OMHOKPATHOM JO3bI WIH B pa3feieHHbIX no3ax. [Ipumep
nuamnazoHa 103 cocrapiasier oT 0,01 mo 500 Mr/kr Maccel Tena B CYTKH MEPOPATbHO WU
BHYTPUBEHHO B OJIHOKPATHOH [103€ WJIM B pa3leNeHHbIX a03ax. Jpyroii nmpuMep nuamna3zoHa 103
coctaByisier oT 0,1 mo S50 MI/Kr macchl Tejga B CYTKH MEPOPaJbHO WJIM BHYTPUBEHHO B
OJTHOKPATHBIX WJIHM Pa3feNIeHHbIX N03ax. KOMMO3uIu uist mepopaibHOrO BBEICHUSI MOTYT OBITh
MpeCTaBIeHbl B BUAE TAOJIETOK WJIM Karcyl, coaeps:kamux, Harnpumep, ot 1,0 mo 1000 mr
AKTUBHOIO MHIPEAUEHTa, B yacTHOCcTH 1, 5, 10, 15, 20, 25, 50, 75, 100, 150, 200, 250, 300, 400,
500, 600, 750 u 1000 MMAIMIpaMMOB aKTUBHOIO MHIPEIUEHTA JJIsl KOPPEKTUPOBKHU 03Bl B
COOTBETCTBUM C CUMIITOMAaTUKON y MalMeHTa, NojJiexaiiero jedeHno. KoHKpeTHbI ypoBeHb
J03bl ¥ 4acTOTa MpHeMa Ui KaKA0ro KOHKPETHOI'O MallueHTa MOTYT BapbUPOBAThCS U 3aBUCST
OT MHOXeCTBa ()aKTOPOB, BKIIOYAss AKTHBHOCTh KOHKPETHOTO MPUMEHSIEMOrOo COCHMHEHUS,
METa0OIMUYECKYIO CTAOMIBHOCTD U MPOAOJDKUTEIBHOCTD NEHCTBHS 3TOTO COSNUHEHHS, CIIOC00 U
BpeMsl BBEIECHHS, CKOPOCTb BBbIBEIEHHs, KOMOWHALIMIO JIEKAPCTBEHHBIX CPENCTB, CTENEHb
TSDKECTH KOHKPETHOTO COCTOSIHUS, BO3PACT, Maccy Teja, oOliee COCTOSHHE 30pOBbs, IOJ U
paLMOH NUTAaHUS NMALMEHTA U TUI OPraHNU3Ma-X03511MHa, MOAJIEXKAIero TAKOMY JIEYEHUIO.

[0079] IIpoTHBOrpHOKOBYIO AKTUBHOCTb COEIWHEHHH MOXHO NPOAEMOHCTPHPOBATH C
NOMOIIBIO PA3HbIX AaHAJIM30B, M3BECTHbIX B JaHHOH o0OJacTH, HANpUMep, B aHAJIH3e
MHUHUMaJIbHOH wuHruOupyroomeit konuentpauun (MIC) npotuB apoxoked M B - aHanu3e
MHUHUMaIbHOH 3¢ ¢extuBHoi koHueHTpaimu (MEC) npoTMB HUTEBUAHBIX IUIECEHEH W
AepMaTopUTOB € MHUKPOMWIOLMEH OyJibOHA, MM C IOMOIIBIO OLEHKH JeHCTBUSI 3TUX
coenuHennii npotus Candida u mporus Aspergillus in vivo Ha MbIIIax WK KpOJHKax. bpuio
oOHapyskeHo, uTo coenmHeHust Gopmyibl (1), mpuBenennsie B mpumepax mateHta CIIIA Ne
8188885, obbruHO MHrHOMpPYIOT pocT Candida spp. B quana3oHe KOHLEHTPALMH HUXKE, YeM OT
0,03 mo 32 nr/mu, i npu nokasatessix MEC npotus Aspergillus fumigatus B iuana3oHne HIke,
yem ot 0,03 1o 32 nr/mi.

[0080] Be3ukyJbl WM JTUITOCOMBI C OTMHOYHBIM OHCIIOEM, B KOTOPBIX MHKAIICYJIHPOBAHBI
TPUTEPIIEHOUIHbIE MTPOTUBOTPUOKOBBIE COSNMHEHUS - MPOM3BONHbIE SHPYMa(QyHIHHA COTIIACHO
HACTOSIIEMY M300pPETEHHUIO, MPEONOYTUTENIBHO HMEIOT CpPEeNHUN pasMep dYacTul (Iuamerp
BE3UKYJIbI) MpHOIM3uTENbHO 150 HM MM MeHbIne, Oosiee MPEAnOYTUTENBHO, TPHOIU3UTENBHO
or 100 HM wmu MeHbIne, Wid NpUOIM3UTENbHO OT 70 mpuOmusurensHo 10 80 HM. Besukyne
THIPAaTUPOBAHbI B MOAXOAIIEH BOAHOH (hase, HApUMeEp, B BOJE, CONIEprKallell MOHOCaXapHI
wii aucaxapun. s rugpatanuy BE3UKYJ MOAXOMUT JitoOast BopHAs ¢a3za ¢ HU3KOH HOHHOM
cunoil. Bopnas asza mpenmouTuTensHO sBIsieTCs M30TOHMYECKOH. YposeHb pH BomgHOH (assl
IOJDKEH COCTaBJIATh NpuOnusutensHo oT 4,0 mpuOmmusurenbHo 10 8,0 M MPEnNnoOYTHTENBHO

npubnusuTensHo ot 5,0 mpubmmsurtensHo a0 7,0.
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[0081] CriocoOr! mony4eHHsT BE3UKYJ WIIN JIUIIOCOM C OJUHOYHBIM OHCIIOEM BKIIFOYAIOT
croco0bl, B KOTOPBIX O0ecredeHa JOCTaTOvHas Ui 00pa3oBaHMs MOHOJAMEJUISIPHBIX BE3HKYJI
SHEpPrusi U cuja caBura (Takue kak oopaboTkKa yJabTPa3BYKOM, FOMOT€HH3AlMsl MOJ BBICOKUM
JaBleHHEeM, MUKPOQJIIIOMIHOE CMEUIMBaHWE W T.A.). Be3ukynbl ¢ OAMHOYHBIM OHCIIOEM IO
U300pETeHNI0 MOTyT OBITh MOJy4YeHbl MyTeM OOpaOOTKU YIBTPAa3BYKOM, MHUKPO(IFOMIHOrO
CMEUIMBAaHMA  W/WIM  TOMOTeHM3ALMM  TMAPATHPOBAHHBIX  CYCIIEH3HH,  COAEpIKaIuX
IPOTUBOrPUOKOBOE BELIECTBO - TNPOW3BOAHOE »SHpyMadyHruHa (Hampumep, COCOHHEHHE
dopmyast (I), (Ia), (II) wiu (lla) wu ux papMaeBTHYECKU MPUEMJIEMYIO COJIb HJIH THIPAT),
dochonunun u xonecrepuH. B npeanodTuTenpHBIX BapuaHTax ocyuiectsienus npemnapar SCY -
078 (wmm ero (hapmMaLeBTUYECKH NpPUEMIIEMYIO coib wim runapar), (ocomumun (PJI) u
xonectepuH (XOJI) cycnennupyroT B BogHOU (ase ¢ nokazareneM pH mpubmusurensHo ot 5,0
npuOI3uTeNbHO A0 7,0 u MojsipHbiM cooTHomeHueM SCY-078 : dJI : XOJI, cocrapnsitomum 1

7 : 2,5, W TOABEPrarwT YJIbTPA3BYKOBOH 00paboTKe, MHUKPOQIIOMIHOMY CMELIMBAHUIO,
TOMOT€HHM3ALWU W/WINA MPUMEHSIOT APYrod Ccrocod, B pe3ysbTaTe KOTOPOTO MOXKHO IMOJYYUTh
BE3WKYJIbI C OAMHOYHBIM OmciioeM, coaepxkamue (GocGomunua U XOJNEeCTEPHH, C
uHKancymupoBaHHbiIM  SCY-078 (wnm ero CoOJMbl0 WKW THUAPATOM) BHYTPU BE3UKYJIBL
[IpennoyTHTENbHBIM JIEKAPCTBEHHBIM CPEINCTBOM U WHKAICYJIUPOBAHUS B BE3UKYyJIAX C
OIIMHOYHBIM OHCIIOEM 10 U300peTeHHIO siBJIsieTcst uuTparHas coib SCY-078.

[0082] Mns oOpa3oBaHus BE3UKYJ C OAMHOYHBIM OHCIIOEM MO M300PETEHUI0 MOKHO
UCTIONBb30BaTh €UHCTBEHHBINH BHJ (POCGHONUNHIIOB, HIM MOXHO HCIIONb30BATh PA3HbBIE [BA HIIH
6onee BunoB poconunuaos B KOMOMHALIUY [Tt 0Opa30BaHUs BE3UKYJ C OAUHOYHBIM OHCIIOEM.
dochonunuael, NOAXOAALINE IJIsI UCIIONB30BAHUS B LIEJIAX MONYYEHHs BE3UKYJ C OJUHOYHBIM
OucnoeM 1o M300pETEHUIO BKIIOUAIOT 0€3 OrpaHMYEeHHUs BEIECTBA, MOJYYESHHbIE CHHTETHYECKU
WM BEIIeCTBa MPUPOIAHOrO MPOUCXOoxaeH s, Takue kak pocaruaumnxomun (PC), ocdaruanast
kucyora (PA), docharununcepun (PS), pocharunmmrtanonamus (PE) u pocharnannrnunepun
(PG).

[0083] Dochomunuabl, HUCHOAB3yeMbIe IJIsi OOpa3OBaHHUs BE3UKYJ C OJUHOYHBIM
OucnoeM Mo U300peTeHNI0, MPEANOYTUTENBHO npencTaBisitoT coboi PC u PG, npumeHnsiembie B
KOMOUWHALIHH.

[0084] IMonxopsamnue b ochaTHIHIX OJTMHBI BKJIFOYUAIOT oe3 OTpaHUYEHUSs
munanemuromndpocharunmiaxomua  (DPPC), mony4deHHbII W3  CHHTETHYECKOTO  ChIPbS,
nucteapomwnpocharunumxomua  (DSPC),  mumaypowndocharummixomua  (DLPC) w
mumupucronndocharuamiaxonud (DMPC). ®ochaTuanixonuHbl TPUPOTHOTO MPOUCKOKACHUS
npencTaBisiroT coboit ssmanblii PC u coessrit PC.

[0085] Tlomxomsimue  (ochaTUAMNTIUIEPUHBI  BKIIOYAIOT 0O€3  OrpaHUYCHHS
CUHTETUYECKU MOy YEHHBIE IUNaIbMUATOMI(HOCHATHAUITIULIEPUH (DPPQG),
nucteapomwnpocharununraunepud  (DSPG), nunaypoundocharununrnunepon (DLPG) wu
mumupucronndocharunmnrmuuepus  (DMPG), u  ¢docharugunriunepuHsl  OPUPOIHOTO
IIPOUCXOXKJIEHUs, HarpuMmep, sindHbiil PG.

[0086] IIpemmouturenvHO,  coxepkaHue  (HochoONUNMUAOB B BE3UKyJIaX  C
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MHKATCYJIMPOBAHHBIMH MPOU3BOAHBIMH SHPYMapyHrHHA 10 HACTOSIIEMY H300PETEHHIO
cocrasysieT oT 50 1o 80 mon.%.

[0087] XomecTepuH CTaOMIU3UPYET JUMUAHBIA OUCION M MOXET MpPEeIOTBpPAIIATh
BbITEKaHHE HHKAICYJHPOBAHHOIO JIEKAPCTBEHHOIO CPEACTBA, HO BMECTE C TeM, H30BITOYHOE
KOJINYECTBO XOJIECTEPUHA MOXKET OTPULIATENLHO BIUATH HA () (PEeKTUBHOCTD MHKATICYJINPOBAHMUSIL.
IIpenmouTurenbHOE COAEP’KAHUE XOJIECTEPUHA B  BE3UKYJax C MHKAICYJIMPOBAHHBIMU
pou3BOAHBIMH SH(pyMadyHrHHA 110 n300pereHmto cocrasisieT ot 10 1o 30 moin. %.

[0088] IlpemmouturenpbHOE COAEpPKAHHUE JIEKAPCTBEHHOTO CpPENCTBAa B BE3UKYJIAaX C
WHKATCYJIMPOBAHHBIMU MPOU3BOAHBIME SH(PYMa(yHIHHA MO M300PETEHHIO COCTaBJISIET OT 5 10
12 mon.%.

[0089] Besukynbl ¢ OAWHOYHBIM OHCJIOEM, B KOTOPBIX HWHKAICYJUPOBAHO
TPUTEPIIEHOUTHOE TPOTHUBOTPHOKOBOE COEQUHEHWE - MPOM3BOAHOE JHpyMadyHrHHA,
THIPaTUPOBaHbl B BOAHOH (ase. IIpennouyrurenbHo, BogHas (da3a CONEPKUT OOUH Win Ooee
MOHOCaxXapuaoB (TakMX Kak TJIOKO3a, (PyKTO3a M TajakTo3a) W/WIM OOMH Wiu Oojee
aucaxapuioB (TakMX Kak €axaposa, TPerajo3a M JIaKT03a), KOTOPbIE NEeNalT W30TOHHYHBIMU
UHBELUPYEMble KOMIO3MLIUU (BE3UKYJIBl C OIWHOYHBIM OHCJIOEM C HHKAICYJIHPOBAHHBIM
JIEKapCTBOM M THIPATUPOBAHHBIE B BOAHOHW (ha3e) M MOTYT yaydluaTb CTaOMIBHOCTH OUCIOSL.
IIpu ucnonp3oBaHuK B BOXHOW (paze MoHocaxapuia (MOHOCAXAPUIOB) UX MPENIIOYTUTEITBHOE
KOJINYECTBO COCTaBISIET NPUOMM3UTENbHO OT 4 10 6% (Bec/oObeM) MO OTHOWIEHHIO K
UHBELUPYEMOH  KOMIO3ULMH  (BE3WKYJbl  C  HMHKAICYJUPOBAHHBIM  JIEKAPCTBOM,
TMIpaTUPOBaHHbIE B BOAHOHN (asze). Ilpu umcmonb3oBaHuM B BOAHOHN (a3e nucaxapuioB HX
MIPEANOUTUTENIbHOE KOJMYECTBO CcocTaBysier mpuOiamsutenbHo oT 8 no 10% (Bec/oObem) mo
OTHOLIEHUIO K HMHBELUPYEMOH KOMIO3MLUHU (BE3UKYJbl C MHKAICYJIHMPOBAHHBIM JIEKAPCTBOM,
THAPATUPOBAHHBIE B BOXHOH dase).

[0090] IlpenmouTHTENBHO, KOHLEHTPALMUs WHKAICYJIMPOBAHHOIO JIEKAPCTBEHHOTO
CPEACTBa, BHIPAKEHHASI B MI' HA MJI UHBELIUPYEMOIH KOMMO3MLMHU (THIPATUPOBAHHBIE B BOIXHOM
(haze BE3UMKYJIbI C OMMHOYHBIM OHCIIOEM, B KOTOPBIX MHKAICYJUPOBAHO JIEKAPCTBO), COCTABJISIET
ot 0,01 mo 50 mr/mi u 6onee npennourutenbHo oT 0,1 10 5 Mr/mi.

[0091] [nst monydeHWs JUMUTHOW JUCTIEPCHH, COAEpIKalleld MpPOTHBOTPHOKOBOE
cpenctBo - mnpousBoaHoe SHpymadyHruna, Qochonunum W XONECTEPUH PACTBOPSIIOT B
OpraHudeckoM pactBopurene, TakoM kKak crmupt C;-Cs (MpennoyTHTeNbHO, B METAHOJNE MU
STaHOJE), W YKa3aHHbIH pPaCcTBOP NOOABIAIOT K PacTBOPY IMPOTHBOIPUOKOBOTO CPENCTBA -
NPOM3BONHOMY SH(pyMayHrHHA B OPraHMYECKOM pACTBOPHTENE, HAMpPHUMEpP, B 3TAHOJE.
ANBTEpPHATUBHO, MPOTHBOTPHOKOBOE CPEACTBO MOKHO AOOABISATH HETIOCPEACTBEHHO K PACTBOPY
dochonmununa wu xomecrepuHa. [l monmydeHHWs JIMIUAHOM OHCIIEPCHUH, COIEpIKalleit
NPOTHBOTPHOKOBOE CPEACTBO, PACTBOPUTENb BBIMAPUBAIOT (HEOOS3aTENbHO B BaKyyMe) B
NOIXOMALIEM PEaKIHOHHOM COCYZe, TAKOM KakK KPYIJIONOHHAas Kojida. PacTBopuTenb MOXKHO
yIaJsATh JOPYTMMH  Croco0aMu, Hampumep, C TOMOLIBK — PACHbUINTENBHOW — CYIIMJIKH.
IIpennmouyTuTenbHO, €CIU JIMIUAHAS JUCIIEPCHs, COIEeprKallas MPOTUBOTPUOKOBOE CPEACTBO -

npou3BogHOE 3HPyMadyHTHHA, SBISETCS] CTAOMIBHON ¢ BO3MOXKHOCTBIO €€ XpaHeHHs. Taxxke
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ABIIIETCS YAOOHBIM, €CJIM TaKYK JUIHUIHYIO AHCIEPCHI0 MOXHO THIPATUPOBAaTh B JIHOOOE
JKeJTaeMoe BpeMs U TIOABEpraTh Ipyroi 00padboTke Ayist 00pa3OBaHUS JIUTTOCOM.

[0092] Jlunupnas nucniepcusi, coaeprKaias MPOTUBOTPUOKOBOE CPEICTBO, MTOABEPraeTC s
rHApaTalMd B BOJHOM pacTBOpE, MPEANOYTHTENBHO COAEpIKallleM MOHOCaXxapua HIu
aucaxapun, Uil TOJNYYeHHUs TUAPATUPOBAHHOW CYCNEH3MU. | MAPATHPOBAHHYIO CYCHEH3HIO
CMELINBAIOT C MOMOLIBIO CMECUTENSI C BBICOKMM YCHJIMEM CABHra (Hampumep, NPUOIU3UTETBHO
10000 o6/MMH), W TONy4YEHHbIE B PE3yJbTATe MYJbTUIAMEIUISIPHbIE BE3HKYJIbl MOJBEPTaOT
TOMOT€HM3aLMU TIOJ BBICOKMM JaBjieHHeM (Hampumep, npubmusutensHo ot 10000
npubnusutensHo A0 30000 ¢yHT/KB. ar0iiM (puban3uTenbHo OT 68,95 mpuOIM3UTENHHO 110
206,8 MIla) u npu Temneparype oOpaboTKu B TUana3oHe, HApUMEp, MPHOIU3UTENBHO OT 25 °C
npubnusutensHo 1o 70°C) g oOpa3oBaHUs  BE3UKYJN € ONMHOYHBIM  OHCIOEM
(MOHONaMEJUIIPHBIX Be3UKYIT). Takue Be3UKyJbl C OMMHOYHBIM OHCIIOEM MOJKHO CTEPUIIH30BATH,
Harpumep, nyteM unbrpanun yepe3 GpuiabTpel 0,45 MkM u 0,22 MKM, W/HIH CTEPUIN30BATh
BJIKHBIM TeIUIOM. OT(QHIBTPOBAHHYIO CYCIIEH3UIO BE3UKYJI C OIWHOYHBIM OHCIIOEM MOKHO
3aMOpPaXMBATh U NETHAPATUPOBATH B TIIyOOKOM BakyyMe (JTHOPMIN3NPOBATH) ISl JITUTEIBHOTO
XPaHEHHUS.

[0093] KonruecTBO MPOTHBOTPUOKOBOTO CPEACTBA, WHKATICYJIMPOBAHHOTO B BE3UKYJIAX,
KOTOpBIE TOJIy4eHBI B COOTBETCTBHH CO CIOCOOaMU MO M300PETEHHIO, MOXKHO OIPENesTh,
HampuUMep, C TMOMOIIBIO BBICOKO3((ekTHBHON KuAKOCTHOH Xxpomarorpaduu (BOKX). Pazmep
BE3UKYJI MOJKHO OTIPENeNISITh, HAPUMEp, C IIOMOIIBIO TEXHOJOTHH PACCESHUS CBETa, HaIpUMep,
auHamMmu4deckoro paccesinus ceeta (JIPC).

[0094] IIpoBoamiack oreHKa JOKambHOU nepeHocuMoctr (ISR) Be3ukys ¢ ONMHOYHBIM
OucnoeM, B KOTOPBIX HHKAICYJIUPOBAHO MPOTHUBOIPUOKOBOE CPEACTBO - IPOU3BOJHOE
sHpyMadyHIHHA, NPU BHYTPHUBEHHOM BBEICHHUU >KHMBOTHBIM MOJAEJSIM, BKJIKOYAs KpPbIC H
KpoJukoB. JInsd OLEHKM JIOKAJIbHOM MEPEHOCHMOCTH NPOBOAWJIACH KIMHHUYECKass U
T'HCTOMATOJIOTMYECKasl OLleHKa TKaHel B Mecte nH(y3un. Takxke 1 AeMOHCTPALIMU TOJE3HOCTH
UHBELUPYEMbIX KOMIIO3ULIUI MO H300peTeHH0 ObLIa ompeneiieHa CTaOWIBHOCTb BE3HMKYJ B
YCIIOBHSIX, HMUTHPYIOIIUX UH(PY3UIO BE3UKYJ B KPOBEHOCHOE PYCIIO.

IMPUMEPBI

[0095] Caenyrouue npuMepbl MPUBEAECHbl HCKIIOUUTENbHO Uil WIUTIOCTpPALUU
nu300peTeHnst U ero ocyInecTBieHus. lIpumMepbl He clenyeT paccMaTpHBaTh KaK OTpaHUYEHUE
o0BeMa WIJIH CYIHOCTH U300PETEHUSI.

IIpuroroBJjenue JUIOCOM ¢ HHKANCYJIHpPoBaHHBLIM SCY-078

IIpumeps1 ot A no 1

[0096] B mpumepax ot A no I: pochomununuyro cmech, Brmovaromyo DSPC u DSPG,
U XoJjecTepuH U npousBoaHoe 3HPpymadyHruaa SCY-078 B pasHBIX MOJAPHBIX COOTHOIIEHHSIX,
KaK rokas3aHo B Tabmuue 1, pactBopsiin B pactBoputene (3tanon npu 70 °C) u moasepraiu
mukpodmongHoMy cMermmBanuio (NanoAssemblr™) ¢ Bopoit B 00beMHOM cooTHOUIeHuu 1: 3
pactBopurens: Bona npu 65°C npu ckopoctr oroka 10 mMi/MuH ¢ 0Opa3oBaHUEeM BE3UKYJ WU

JUIOCOM C OAMHOYHbIM OmcnoeMm, Hecymux SCY-078 (SCY-078-uHKancy1mpOBaHHBIX).
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PactBopurens u cBoOOAHOE (HEMHKAINCYJIUPOBAHHOE) BELIECTBO B JIMIIOCOMHON CYCHEH3UU
yIaJsUTU Ty TeM TaHTeHIHalbHOI notoyHoit punsrpanmu (TFF).

IIpumeps! ot J 1o P

[0097] B mpumepax J um K mnpumensnuch crnocoObl TI'MapaTallid TOHKHX IUIEHOK.
dochomumuauyro cmech, Bimouarouylo DSPC u DSPG, u xonecrepun u SCY-078 B
KOJIM4eCTBaX corjiacHo Tabmuie 2 pactopsiin B aTanose npu 70 °C. B kadecTBe MOaXoasimero
PEAaKLMOHHOTO COCyAa HCIOJB30BAIM  KPYIJIOAOHHYK KonOy, U3 KOTOPOH  yhansuu
pacTBOPUTENDb BBIMAPUBAHHEM B BaKyyMe U TMOJy4Yalu JHUIHAHYIO IHUCIIEPCHOHHYIO IUIEHKY,
COZEPIKALIYIO MPOTHBOIPUOKOBOE CPEICTBO.

[0098] B mpumepax ¢ L mo P pacrBopurens ypmansid pacnbUIMTEIbHON CYIIKOM.
®ochonmunuauyro cmech, Bkmouaromyww DSPC u DSPG, u xonecrepun u SCY-078 B
KOJIMYECTBaX coryiacHo Tadmiuie 2 pactBopsuii B 3TaHoje npu 70°C um cMmemuBaim C
o0pa3oBaHMEM ONHOPOAHOW KOJUIOMIHOW jaucnepcuu. Jlucmepcuro pacmpULsuld B - BHIE
MEJIKOAMCIIEPCHOTO TyMaHa ¢ mOoTokoM 20 mu/mMuH uepe3 comio 0,7 MM TpHU JaBIEHUH
pactbuieHunss npudbnusuTenbHo 70 QyHTOB Ha KBaapaTHbIH mroiiM (482,6 klla) u BeICYIIMBAIH
npu Temrepatype npuoamsurenabHo S0 °C. BeICyIIeHHBIH pachbUIeHHEM TOPOIIOK cOOMpanu u
BBICYLIMBAJIU B BAKyyMe€ JI0 IOCTOSIHHOM Macchl.

[0099] B mpumepax ¢ J mo P qumunHyr0 TUCTIEPCHIO, COAEPIKAIIYI0 MPOTHBOTPHOKOBOE
BELIECTBO, IOJYUYEHHOE IMyTEeM HCHAapeHUs TOHKON IUIEHKM WM pPaclbUIMTEIbHONH CYILIKH,
THIPaTHPOBAIA B BOOHOM pacTBOpe, coxepxkameMm 7,5% (Bec/oObem) caxapos3wl Jlist
00pa3oBaHMUs BE3UKYJ C ONWHOYHBIM OHCIIOEM THAPATHPOBAHHYIO CYCIEH3HIO CMEIIHBAIU C
MOMOIIBI0 MEIIAJKA C BBICOKMM CIBUTOBbIM ycuwiueM npu 10000 o6/mMuH B TeueHue
NpUONU3UTENBHO 5 MHUHYT, M TOJyuY€HHbIE B pPe3yJbTaTe MYJbTHJIAMEIUIAPHBIE BE3UKYJIbI
TMOJIBEPTaNy TOMOTGHHM3ALMH IOX BBICOKMM nasinenneM (Microfluidics®) mpu nasnenun B
auanasoHe npuonusurenbHo ot 10000 mpubmmsurensHo  go 30000  yHT/KB.ArOMM
(mpubnmsurenbHo oT 68,95 mpubnusurensHo no 206,8 MIlla), mpumeHsss Temmeparypy
00paboTku B auanasone npudnusutensHo ot 25 °C npubmmsurensho no 70 °C.

[00100] ITonyuennsie B mpumepax M, O u P nunocomsl moasepranu CTepUIM3ALUU
¢unbTpoBannem uepe3 ¢uaptp 0,45 Mxm u 0,22 wmkMm. Jlumocomsl B mpumepe M
mrodmnsnpoBain. Jlumocomsl B mpuMepe N CTepPHIIM30BAIN BiIaKHBIM TerioM npu 121 °C B
TeueHue 12 MUHYT.

XapaKTEePUCTHKA JHIIOCOM ¢ HHKANCYJIUPOBAHHLIM SCY-078

[00101] IIpoBomunu OLIEHKY KOMIIO3ULUN C PasHbIMU MOJISIPHBIMH COOTHOLIEHHSIMU
DSPC : xonecrepun : DSPG: SCY-078, kak nmokazano B Tabmune 1 u tabnuiie 2, B OTHOLICHUU
o0pa3oBaHMUsl BE3UKYJ C ONWHOYHBIM OWCJIOEM, pachpeneieHHss YacTHULl [0 pa3Mepam,
MOBEPXHOCTHOTO 3apsAfa U KoJudecTsa nHKancyauposansoro SCY-078.

[00102] Ilocne oOpa3oBaHUs BE3UKYJI WTH JIATIOCOM CBOOOTHBIH
(mennkancyimuposanHblii) SCY-078 ypansnmu nyrem TFF (mpumepst or A no I). B cayuasx
NOJIy4€HUS BE€3UKYJ WK JurocoM Oe3 npumeHeHus TFF Bech HEMHKANCyIMPOBAaHHBIN NpenapaT

SCY-078 otpensinu or uHKancyiauposaHHoro SCY-078 myreM auanusa ¢ HCMIOJIb30BAHHEM
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3(hupLeIUTI0I03HONH MeMOpaHbI C OTCEUKOM 1Mo Mojiekysipaoi Macce (MW CQO) 20000 J{anbToH.

[0103] HWakancynupoBaHHbli B JjunocoMbl SCY-078 ortmensmum ot moboro
HenHKancyaupoaHHOro SCY-078 ¢ mOMOIIBIO SKCKITIO3UOHHON XpoMaTorpaduu 1mo pasmepy
ncronb3oBanneM Kook Sephadex™ G-25. Kou4ecTBO HHKAIICYIHPOBAHHOTO B JHIIOCOMEI
SCY-078 onpenensnu nytem ananuza BOXKX. Ilpenapar SCY-078 ornensinu Ha kononke C18 u
NPOBOAMIN JETEKUUIO C NOoMouIbl yibTpaduoaeroBoit (Y®) cnekrpockonuu mpu 210 HM.
Pasmep uactur Be3ukysa onpenessuin ¢ nomoupsto DLS (Zetasizer Nano, Malvern Instruments).
IToBepXHOCTHBIN 3apsiA (A3€Ta-MOTEHIMA) OMPENesL CIOCOOOM JIA3epPHOro JTONIUIEPOBCKOTO
MUKPO3JIEKTpOodope3a B OMHOPA30BOH JEKTPOPOpeTHIECKOIt sTueike.

[00104] Kak moka3zano B Tabnumax | u 2, B psne KOMMO3UIHUN C OMpeeeHHbIMU
moJsipabiMu  cootHomeHusimu DSPC : xomecrepun : DSPG : SCY-078 Obutio BBISBICHO
o0pa3oBaHHE JIMMIOCOMAJBHBIX BE3UKYJ WM JIMIIOCOM C OJUHOYHBIM OHCIIOEM C
s¢dexTuBHOCTHIO 3axBaTa Oonee 95%. HeoxxumaHnHo OBUIO BBISIBJIEHO 1O CYIIECTBY OTCYTCTBUE
CBOOOIHOrO (HEMHKAICYJUPOBAHHOIO) JIGKAPCTBEHHOIO BEINECTBA, MAaXe €Cld Crocod
NOJIYYEeHHUS] HE BKJIIOYAJ CTAIUI0 YAAJIEHHs JFOOOr0 HEWHKAICYJIMPOBAHHOTO JIEKAPCTBEHHOTO
BemectBa (mpumepsl J-O). Takke HEOKHTAHHO TMOKa3aHO, YTO BE3UKYJIbI OCTaBAJIUCH
CTa0MJIBHBIMU TIOCJI€ CTEPHJIM3ALMH BJIAXKHBIM TEIJIOM, O3 M3MEHEHHUs pa3Mepa BE3UKYJd U
coxpaneHueM > 95% SCY-078 B Beaukynax (mpumep N).

Ta6auna 1. Komno3uuuu aunocom, nojy4eHHble MUKPOQIIOHAHBIM CMEeIIHBAHHEM

¢ noMombI0 o6opynosanusi NanoAssemblr™

MonsipHoe MOoJb%
COOTHOLIEHHUE
Mpumep | SCY-078: PG : |SCY-| @JI | XOJI'| Cpenuuit Hzera- %
PC : CHOL 078 pasmep NOTEHIMAJ | MHKAICYJIUPOB
yactul (HM) | (3apsin, MB) | annoro SCY-
078
A 1:1: 2,5: 1,25 174 (60,9 |21,7 |4527.3 -26,31 49,3
B 1:0,5: 5:2,5 11,1 |61,1 |27,8 |4359 -6,43 58,3
C 1:1,2: 3:1,5 14,9 (62,7 (224 |1755 -31,59 82,3
D 1:1:5:2,5 10,5 63,2 (26,3 |[173.3 -37.93 81,7
E 1:1,5:3,75: 1,87 |12,3 64,7 |23 89,6 -39,72 98,0
F 1:1,6: 4:2 11,6 |65,1 (23,3 [104,7 -47,05 95,7
1:2:5:2,5 95 66,7 (23,8 (1249 -53,34 96.3
H 1:3:5: 2,5 8,7 169,7 (21,6 |146.,0 -59,33 98.3
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| 1:2:5: 1,25 10,8 |75,7 13,5 |122,0 -48,19 97,7

Tabauua 2. Komno3uuuu JunocomM, noJiyueHHble roMOreHH3aluel Nmpu BbICOKOM

AABJICHHH B YCTPOHCTBE 1JI1 MUKPO(IIOHAH3ALHH

Mounsiproe MOJB%0
COOTHOLUIEHHE
Mpumep | SCY-078: PG | SCY-| ®JI | XOJI| Cpennumii H3era- %
:PC:CHOL | 078 pazmep MOTEHLUAN | MHKAICYJIHUpOBa
yactul (HM) | (3apsn, MB) |aHOrO SCY-078
J 1:1,5:  3,75:|12,3 | 64,7 |23 81,6 -32,0 99
11,87
K 1:2:5: 95 66,7 (23,8 |91.2 -47,2 96
2,5
L 1:2:5:2.,5 95 (66,7 (23,8 |95 -54,0 99
M 1:2:5: 9.5 (66,7 (23,8 |98 - 99
2,5
N 1:2:5: 1,25 9.5 (66,7 (23,8 |100 -55.6 >95
0] 1:2:5: 1,25 95 (66,7 (23,8 |51.1 -47,3 >99
P 1:2:5: 1,25 95 (66,7 (23,8 |78 -74,1 >95

Ouenka _(u3nKo-xuMHYECKOH cTa0uabHocTH _coaep:xkameid  SCY-078 naunuaHoi

JUCIIEPCHH TOCJIE PACHBLINTEJIbHON CYIIKH

[00105] CTaOunbHOCTH BBICYMIEHHOTO pPACIbUIEHHEM IPOMEKYTOYHOTO MPOAYKTA
(mununHas gucnepcusi, comepxkamas SCY-078) oueHUBaIUM NpPU XPaHEHUH B  YCIOBHSX
okpykaromei cpensl (25 °C/60% otrocurenpHOH BiaxHocTH (OB)) 1 crmocoboM «yCKOPEHHOTO
crapeans» (40 °C/75% oTHocuTenpHON BiakHOCTH). Kak moka3aHo B Ta0nuue 3, BBICYICHHBIH
pacmbUIeHHEM TPOMEXYTOYHBI MPOAYKT ObLT cTabwibHbIM B aHamm3ax Ha SCY-078 wu
o0Opa3oBaHHe MPOAYKTOB PA3JIOKEHUS, MPU 3TOM HE HAaOJIONAJOCh KAaKHUX-THOO CYIIECTBEHHBIX
W3MEHECHUI WM TEHAEHLMI B TEUCHHUE A0 3 MECALIEB MPU XPAHEHUH B YCIOBUSX OKPYKAIOIIEH
cpens (25 °C/60% OB) u B yckopeHHbIX ycnoBusix xpanenus (40 °C/75% OB). Otu pe3ynbraTsl
MOKA3bIBAIOT, YTO BBICYLICHHBIH pPACIBUICHUEM MPOMEKYTOYHBIH MPOAYKT MOXHO YyAOOHO
XPaHUTbh, HATIPUMEP, B YCIOBUSIX OKPY’KArOIIEH CPerbl, 10O THAPATALUH U APYrod 00paboTKu ¢
LIEJIBbIO TOJY4YEeHUs] TUTIOCOM, YTO SIBJISIETCS] KOMMEPYECKH JKeIaTeIbHbIM CBONHCTBOM.

Tabauua 3. OueHka cTa0HIBHOCTH BBICYLIEHHOH pacnblieHneM aucnepcun SCY-
078

AHanus3 Hcxoanbie yeaosus 3 mecsina
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25 °C/60% (40 °C/75%
OB OB
BrewmHuii Bua (BU3yaibHO) benbrit benbiit benbrit
TOHKOAMCIIEPCHBIN MOPOILIOK | TOPOLIOK
MOPOILOK
Anamus (mr/r) SCY-078 B Bune cBobonnoro| 89,2 92,2 90,7
OCHOBAHUS
IIpoaykTel pa3nokeHus
WnnuBunyanbHble\(YCTAHOBIEHHBIE u | Her npumeceii Her Her
HGYCTaHOBJ'IeHHbIe)A >0,1% npuMmecel | mpumecen
>0,1% >0,1%
Bcero Her npumeceii Her Her
>0,1% npuMeced | npuMecen
>0,1% >0,1%
Conep:xanne Bozbl (%) 2,3 1.8 3.1

A: Omuem no nokasamensm npooykmos pasnodcenusn>0, 1% niowaou (3a ucknovenuem

NUKOB, NPUCYMCMEYIOWUX HA MOM JCe YPOGHe UNU HUJCE YPOBHS AKMUGHO20 OUCMEYIoueco

sewgecmea (API)).

Ouenka (U3NKO-XHMHYECKOH YCTOHYHBOCTH JIMIIOCOM € HHKANCYJHPOBAHHBIM
SCY-078

[00106] ITpoBogunu OLEeHKY CTaOMIBHOCTH B yciaoBusx oxjaxkaeHus (ot 2 °C no 8 °C)
TOTOBOH K pa30aBlIEHHIO JIMITIOCOMAJILHON CyCreH3uu ¢ uHKancyaupoBaHHbiME SCY-078. Kak
NOKa3aHo B Tabiuue 4, He BbIIBICHO M3MeHeHnd B aHan3e SCY-078 u B 3HAUEHUSIX CPEIHEro
pasmMepa  yactul. JlOMONHUTENbHO, TMpPU  XPaHEHHMH HE  OTMEUEHO  BbITEKaHUE
MHKAIICYJUPOBAHHOIO JIEKAPCTBEHHOI'O CPENICTBA, UTO CBUIETENBCTBYET O CHIIbHOM cBsi3u SCY -
078 ¢ nunuaoHBIM OHCIOEM JIMIIOCOM. ODTH Pe3yJbTaThbl JEMOHCTPUPYIOT CTAOMIBHOCTH H
NOTEHIMAJBHYIO JOJITOCPOYHYIO CTA0MJIBHOCTD, YTO MOIXOAHT Ui PA3JIMYHBIX KOMMEPUYECKHX
NPUMEHEHUH JINTIOCOMAJIBbHBIX KOMITO3ULIMH 1O H300PETEHUIO.

Tabnuua 4. OneHka cTadMJILHOCTH HHBEKLIHOHHOH (opmbl aunocom ¢ SCY-078

(koHueHTpauusa 4 Mr/mJ)

Hpumep |Ycnosus Bpems AHanus Cpennuii % WHKaIcyJIALuu
XpaHEHUs XpaHeHUsI (mr/mu) pasmep
gacTull (HM)
N ot 2°C mo 8°C |ucxonHoe 3,8 100 > 95%
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N 3 mecsia 3,78 89,6 --
O ot 2°C mo 8°C |ucxonHoe 3,80 51,1 > 99%
O 6 MecsiLeB 4,00 534 > 99%

Ouenka ¢pu3noaoruyeckoi CTadUJILHOCTH JHIOCOM ¢ MHKANCYJIupoBaHHbIM SCY -
078

[00107] CTabuipHOCTH BE3HMKYJ WU JIMIIOCOM C HHKancyjaupoBaHHbiM SCY-078
OLIEHUBAJIU MyTE€M MHKYOaInK JMNOCcOoM B cBeskel 50% Obrubeil CIBOPOTKE B TeueHHe 24 4acoB
npu 37 °C. @pakuuu JUNOCOM OTHENAJIUM OT KOMIIOHEHTOB CBhIBOPOTKH C IIOMOILBIO
SKCKJIIO3MOHHON xpomarorpaguu 1o pasmepy Ha koioHke Sephadex®G-25. CobGpaHHbIe
(bpakumy JTUITOCOM | CHIBOPOTKH aHaJIH3upoBaiu Ha conepxkanne SCY-078 ¢ momompro BOXKX.
PesynbraThl, npencTaBieHHbIE B TAONULE S5, IEMOHCTPUPYIOT, YTO, HECMOTps Ha TO, uTo SCY -
078 He oOHapykeH BO (paKkUMAX CHIBOPOTOYHOIO Oelika, MO CYIIECTBY BCE HOMHHAJIBHOE
komaecTBO SCY-078 ObLI0 U3BIEUEHO U3 JIMMTOCOMHBIX (paKUuil. YUUTHIBAsE BHICOKYIO CTENEHb
cBsi3bBaHUs Oenka ¢ momombid SCY-078, 3TH pe3ynpTaThl HEOXKHOAHHO MOKA3alld, YTO B
YCJIOBUSIX, UMUTHUPYIOIUX BHYTPUBEHHOE BBeleHUE B kpoBeHOCHOe pycio, SCY-078 ocraercs
VHKAIICYJUPOBAHHBIM B MHTAKTHBIX JIMIIOCOMAX.

OueHka MeCTHOM CTAOHMJIBLHOCTH JHOOCOM ¢ HMHKAnCyaupoBaHHbIM SCY-078 ua

AKHUBOTHbBIX MOACJIAX

Hccnenosanue JIOKAJIbHOH MEPEHOCHMOCTH NPH BHYTPHBEHHOH HH(Y3HH Y KPbIC
Sprague Dawley

[00108] B Teuenue 14 nHell NMpOBOAWUIM UCCIENOBAHHE BHYTPUBEHHOIO BJIMBAHUS Y
kpeic. XKusotHeiM BBOMMIM npenapaT SCY-078, nnkancynupoBaHHblii B gunocomy (10 mmum 40
mr/kr/nenp), wmm SCY-078 B pactBope (10 wmmum 40 wMI/kr/ AeHb) WM KOHTPOJBHBIA
¢usnonornueckuii pacTBop. BBeneHne JKMBOTHBIM OCYLIECTBIISUIN Yepe3 MOCTOSIHHbIE KaTeTephl,
XUPYPTUYECKH HMMILIAHTUPOBAHHBIE B TOJYIO BEHY, TaKHMM 00pa3oM, OLIEHKa OTBETa B MeECTe
uH(}y3un ObUTa OCHOBaHA HA TMCTOJIOTHYECKOM BBISIBJICHUH COCYJUCTOrO BOCTANICHUs. B 1ienom,
4acTOTa U TSDKECTb COCYIUCTOro BocmajieHus ysenuumnach ansd SCY-078, BBomuMOro B BHUIE
pacTBOpa, MO CPaBHEHMIO C MOKA3aTeNsIMU COCYAUCTOrO BOCHANEHHUS Y )KUBOTHBIX, IOJTYy4aBIINX
(pU3nONOrHUecKUil pacTBOP; MPH 3TOM Yy KMBOTHBIX, KOTOPBIM BBOZMJIN WHKAIICYJIUPOBAHHBIN B
munocomy SCY-078, cocyancroe BocnajgeHne He Habmoaanoch (tabnuma 6).

HccnegoBanne MeCTHOro BHYTPHBEHHOI'O Pa3Apa)keHHsl Y HOBO3EJAHACKHX OeJibIX
KPOJIMKOB

[00109] B »TOoM wuccnenoBaHUM OLEHUBAJIA MECTHOE pa3gpakeHHe IPU BBEIEHUU
KOHTpOJbHOTrO (msuonornyeckoro koutpossa, SCY-078 B mose 40 Mr/kr B pactBope u
uHKancynupoBaHHoro B smunocomy SCY-078 (10 nmm 40 Mr/kr), mpu cxeme BBEACHUS ABa pas3a B
neHb (C UHTepBaJIoM 6 4acoB + 15 MuHYT). YKa3aHHbIE 1O3bl BBOIWUIA HOBO3EJIAHICKIM OeJIbIM
KPOJIMKaM ITyTeéM BHYTPHUBEHHOH MH(Y3UU B T€UEHHE OFHOTO 4aca CO CKOpocThio 20 mu/4ac

yepes3 NOCTOSHHBIN KaTeTep B TEUEHUE MIATH JHEH MOAPSIA.
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[0110] IIpu BryTpuBeHHO# nupy3un SCY-078, BBoguMoro B Buae pactsopa B mo3e 40
MI/KT B Te4eHue | Jaca /Ba pas3a B JIeHb BO3HHMKAJIU HEONArONpPUSATHBIM JIOKAJIBHBIE PEAKIIUH B
MecTe MHPY3UH U OKpy»Karomed o0JacTu, MpOsBIsBIINECS B BUAE O4Y€Hb ciIadoro/cimadoro/mo
TSJKEJIOrO0 OTE€Ka W 3PUTEMBI, KOTOpbIE MpPHUBENNU K HE3alJaHUPOBAHHOW 3BTaHA3UU BCEX
JKUBOTHBIX B 3TOH IpyIIE Cpa3y MOcCie NepBOro AHsA BBeneHusA. HanmpoTus, :KMBOTHBIE, KOTOPBIM
7Ba pas3a B IeHb POBOIIIIN BHYTPUBEHHYIO HH(]Y3HIO HHKAINICYIMPOBaHHOTO B junocomy SCY -
078 B nos3ax 10 u 40 Mr/Kkr, CMOIJIM 3aBEpPIINTh 3aIJIAHUPOBAHHOE S-THEBHOE MCCIIEIOBAHUE ITPH
XOpOIIeH MEPEHOCUMOCTH KOMITO3ULIMH.

[00111] Pe3ynbraThl uccnenoBaHuss MECTHON MEPEHOCUMOCTH Ha JKMBOTHBIX IMOKA3aJIy,
YTO HUHKancyjaupoBaHHbIM B junocoMbl SCY-078 mnepenocurcs ayume, yem SCY-078 B
pacTBope, B OTHOLIEHUH COCYAUCTOro BocnaneHus u ISR B mecte nH(y3un 1 MOXKET OAXOAUTH
1Tl BHYTPUBEHHOTO BBEACHHUS Yepe3 nepru(pepruuecKyro BEeHy.

Tabauua S. CrabuiabHocTh JumocomM ¢ uHKancyauposBaHHbiM SCY-078 mocie

HHKYOauun B geTajibHOMN ObIubel coiBopoTke npu 37 °C

Bpems umnkybauuu B|Bbimenennsnii  SCY-|Brinenennbie Brinenennniii  SCY-
ceiBopoTke mpu 37 °C|078 B criBopoTke (%0) | THIIOCOMBI B|078 B mmmocome (%)
(vacsr) Opaxuuu (0-29) CBIBOPOTKE (%) | @paximn (29-80)"
Opaxkuuu (0-29)
0 vacos <LOD <LOD 112
1 vac <LOD <LOD 90
2 yaca <LOD <LOD 118
4 gaca <LOD <LOD 98
8 yacos <LOD <LOD 91
24 gaca <LOD <LOD 96
B cpennem 100,83

! Konuvecmeo swioenennoeo SCY-078, Hopmanuzoeannoe no esidenenusim IunocomMan.
IIpeoen oonapyacenun LOD: SCY=0,036 mre/mn; aunocomvr=0,017 ne/m.

Tabauua 6. Cocyaucroe Bocnajienne B Mecte HH(Ppy3un y kpbic Sprague Dawley

OGo3HaueHne rpynmnbl Kontpoanb SCY-078 B pacTBOpe SCY-078 B
(¢puspacrBop) JIUIOCOMe
Jo3a (Mr/kr/neHn) 0 10 40 10 40

Mecmo uny3uu, om uepena 00 KOoHUUKA Kamemepa

Bcero 0/4 2/4 2/4 0/4 0/4
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MunumanbHOE 0 2 1 0 0
YMmepeHHoe 0 0 1 0 0
Mecmo unpyzuu, na konuuke Kkamemepa
Bcero 0/4 1/4 0/4 0/4 0/4
VYmepennoe 0 1 0 0 0
Mecmo ungyzuu, om xeocma 00 KOHUUKA Kamemepa
Bcero 0/4 0/4 0/4 0/4 0/4
MunanmanbHOE 0 0 0 0 0
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®OPMYVYJIA H30BPETEHUA
1. Mabenupyemast KOMIIO3HULUS, COAEPKALLAs:
BOIHYIO a3y, u
ofHy wuiau Oojiee MOHOJAMEJUIAPHBIX BE3UKYJ, Kaxnaas M3 KOTOPBIX COAEPKUT
dochonunun u XoNeCTepUH, U B KAKIAOH U3 KOTOPBIX MHKATCYJIUPOBAHO COeNUHEHNE (POPMYJIbI

(I) nnu ero papmaueBTHYECKH IPUEMIIEMAsi COJIb HJIH THAPAT:

0

COH
){“‘”b{”

)
m
b
e
i)
’.%>§
l1nas.
Tin

@D

B KOTOPOM:

X mpencrasisier codoit O unmu H, H;

R® mpencraBuser coboii C(O)NRfRg WK O-4JIEHHYIO KOJIBLIEBYIO TI€TEPOAPUIIBbHYIO
rpymmy, comepkamyro 1 wmaum 2 atoMa a3oTa, IAe TeTepoapriibHasl Irpymnmna HeoOsi3aTelbHO
MOHO3aMelleHa PTOPOM MJIIH XJIOPOM Ha KOJIBLIEBOM YIJIEPOAE WIIM KHUCJIOPOJOM Ha KOJbLIEBOM
a3ore;

kaxnpii u3 RY, RE, R°u R’ HesaBuciMo npencrasisier codoit Bogopon wiu Ci-Cs anku;

R® npenctasisier codoit Ci-Cy ankmi, Cs-Cy mukmoankui win Cy-Cs HUKITOATKIATKIT,

R’ IPeNCTaBIsIeT COO0M METHIT WK STHIT, U

R® u R’ HeoBssarenbHO B3ATHI BMeECTE C o0pa3oBaHuEeM O-4JIEHHOTO HACBHIIEHHOTO
KOJIbIIA, COAEPIKAIIero 1 aToM KUciaopoaa,

rae ofHa win 0ojiee MOHOJAMEJUIIPHBIX BE3UKYJ THAPATUPOBAHBI B BOAHOI (hase.

2. Mapeuupyemasi KOMOO3ULIUA 1O 1. 1, B KOTOPOH KOHLEHTpaLusl UHKAICYJIUPOBAHHOIO
coenuaenust popmyner (I) mmm ero QapmaneBTHYeCKH MPHEMIEMON COMM WM THOApATa B
UHBELUPYEMOH KOMITO3UIMU cocTaBisier oT npubmusutensHo 0,01 mo mpubmmsurensro S0
MT/MJL.

3. Mapenupyemasi KOMITO3UIIUS 110 1. 1, B KOTOpO#i BoaHAst (ha3a COIEePKUT caxap.

4. MapenupyemMasi KOMITO3UIMSA O 1.3, B KOTOPOH caxap BbIOpaH M3 MOHOCAXapHIOB,
AUCaXapuIoB U UX KOMOWHALMH.

5. Vnabeumpyemass koMmmno3unmsi mo 1.4, B KOTOpOH caxap BbIOpaH U3 Caxaposbl,
TPErasio3bl, JJAKTO3bI, TITFOKO3bI, (PPYKTO3BI U TATAKTO3bI U X KOMOWHALIUI.

6. Mapenmpyemast KOMITO3UIMA 110 1.3, B KOTOPO# ypoBeHb pH BomHOI ¢a3pl HaxonuTcs
B IMara3oHe ot npubausutenpHo 5,0 1o npubnusurtensHo 7,0.

7. UaberupyeMasi KOMIO3ULUS 110 1.1, B KOTOpOH ofHa mim Oojiee MOHOJIAMEIISIPHBIX

Be3WKyJ coxepxxur ¢ocharunuaxonus, (GochatuaHyro  KUCIOTy, (ocharuamicepus,
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docharunumsTanonamuH, GochaTUAMITITHIEPUH UITH UX KOMOWHALINH.

8. Muapenpyemass KOMIO3uLys 1o 1.1, B KOTOpoii ogHa min Oosiee MOHOJIAMEIIISIPHBIX
BE3UKYJ comepxkuT pocharuamixonut u GochaTHAUITITULIEPHH.

9. HUnpenupyemas KOMIO3UIMS MO 1.8, B KOTOpoH (ocharuaunxoiuH BeIOpaH H3
IUMaTbMUTOUNI(POCHATHINIKOINHA, aucreaporsipochaTuaNIXONNHA, SUIHOTO
docharnaunxonunHa, coeBoro  ¢ocharnanaxonanHa, aunaypowiadocharunmIkonuHa U
AUMUPUCTOMI(OCHATUANIXOIHHA.

10. Mubeuupyemasi KOMIO3UIMS 1O 1.8, B KOTOpoil docharuaunrianueprH BeIOpaH U3
AUNaIbMUTOMII OChaTHIUITTTUIEPUHA, nucreapousihochaTHIUITTUIEPUHA,
aunaypowitdochaTHIrIUIepuHa U AUMUPUCTOMI(OChaTHIMITIINLEPUHA.

11. Mapenupyemasi koMrno3unus o 1.1, B kotopoit coequnenue Gopmyisl (1) wim ero
(apManeBTHUECKH MPUEMJIEMasi COJIb WM THAPAT MPUCYTCTBYET B BE3HWKYJAaX B KOJHYECTBE OT
NPUOTM3UTENBHO 5 10 NMPUOIU3UTETBHO 12 MOJBHBIX IPOLEHTOB, (GochHONUIH MPUCYTCTBYET B
BE3MKYJIaX B KOJUYECTBE OT Npubmu3uTenbHo S0 no npubmmsurenbHo 80 MOJIBHBIX MPOLIEHTOB,
U XOJIECTEPHH NPUCYTCTBYET B BE3UKYyJaxXx B KOJWYECTBE OT mnpubmmsutensHo 10 mo
npuOIu3NuTENbHO 30 MOJIBHBIX TPOLIEHTOB.

12. Hupemupyemasi kommo3uiusi mo 1.1, B KoTopoid ¢ochomunua BKIHOYAET
bocharununarmmnepud u GochHaTUANIKOINH, U MOJIIPHOE COOTHOIICHHUE COeIMHEHHSI (POPMYJIbI
(I) mmu ero QapmaneBTHYECKH MPHEMIEMOH CONM WK ruapara K ¢GpochaTuauIrauuepusy, K
docharunnaxonuny, K XoJlecTepuny coctapysier 1 :2:5: 25,

13. UnpenupyemMast KOMIIO3ULMs 110 I1. 1, B KOTOPOH CpEeAHUN pa3Mep 4acCTUL OAHOW WU
OoJiee MOHOJIAMEIIJISIPHBIX BE3UKYJI COCTABIISIET MeHee YeM npudynsureabHo 150 Hm.

14. Uabenupyemasi KOMIO3uLus o 1.13, B KOTOpOii cpefHull pa3Mep 4acTULl OAHON WU
0oJsiee MOHOJIAMEJUISIPHBIX BE3UKYJ COCTABIISIET MeHee ueM npuoansuteabHo 100 Hm.

15. Uabenupyemast KOMIo3uuus 1o 1.14, B KOTOpoil cpeHuil pa3Mep 4acTUL] OAHOU WU
0oJsiee MOHOJIAMEJUIIPHBIX BE3UKYJ COCTABIISIET OT mpubau3utenpbHo 70 no mpubnusutenbHo 80
HM.

16. Mupenupyemasi KOMOO3ULIUS, COAEpIKaLIas

BOIHYIO a3y, u

OnHy wiu 0Oojiee MOHOJAMEJUAPHBIX BE3UKYJ, Kaxaas M3 KOTOPBIX COAEPIKUT
bochonumun 1 XoNeCTepHH, U B KAKIOH U3 KOTOPBIX MHKATICYJIUPOBAHO COeNUHEHHE (POPMYJIBI

(II) nnu ero papmaneBTHYECKN pUEMIIEMasi COJIb WM THAPAT:
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KoTopoe mpexacraensier coboit  (1S,4aR,6aS,7R,8R,10aR,10bR,12aR,14R,15R)-15-[[2-
amMuHo-2,3,3-tpumerunOytuin]okcu]-8-[(1R)-1,2- mumerunmponun] - 14-[ 5-(4-mupuawamn)- 1 H-
1,2,4-rpuazon-1-un]-1,6,6a,7,8.9,10,10a,10b,11,12,12a-nogexaruapo-1,6a,8,10a-rerpamermn-
4H-1,4a-iponano-2H-denanTpo[ 1,2-c]mupaH-7-kapOOHOBYIO KHUCIIOTY;

B KOTOPOW KOHIIEHTpAIWsl MHKATCYJIUpOBaHHOTO coenauHenust Gopmynsl (II) wmm ero
dapMareBTHUECKH MPUEMIIEMON COJIM WJIM THAPATa B MHBELHPYEMOH KOMITO3ULIIMUA COCTAaBIISIET
ot npubmmzutensHo 0,01 mo mpubnusurensro SO Mr/mu;

B KOTOpO# (hoconumnua BxmodaeT ¢pocharuaunraunepud 1 GochaTuanix o,

B KOTOpPOW MOJIIpHOE CcooTHoueHne coenuHenuss ¢opmynsl  (II) wmm  ero
dapmarnieBTHUECKH ~ IpUeMJIeMOW  colM WM ruApara K (ocharuaunaraunepuxy,
dbocharunuaxonuny, Kk Xonectrepuny cocrasysier 1 02 :5:25;

B KOTOPOI BOonHAasA (a3a COmEpIKUT caxap U umeeT yposeHb pH ot nmpubmamsurensHo 5,0
1o npubnusutensHo 7,0; u

B KOTOPO#1 0/1HA MJTH 00Jiee MOHOJIAMEJISIPHBIX BE3UKYJI TUAPATHPOBAHBI B BOIHOM (hase.

17. Hubeumupyemass komno3wuusi mo 1m.16, B KOoTOpoW B OmHOH win Oonee
MOHOJIAMEJUTAPHBIX BE3HKYJIaX HHKAICYJHMPOBAaHA LIUTPATHAS COb coenuHenus popmysl (11).

18. Cnoco0 neueHus: rpuOKOBON WH(PEKUUU y HYKIAOIIErocss B 3TOM CyObekTa, rie
yKa3aHHBIN CIIOCO0 BKJIOYAET BHYTPUBEHHOE BBEICHNE MHBEIIPYEMOM KOMITO3ULIUH I10 11. 1.

19. Cnocob mo m.18, B KOTOPOM CyOBEKTOM SIBIISIETCS UETIOBEK.

20. Cnocob mo 1.18, B koTopom rpudkoBas napekums BbzBaHa Candida spp.

21. Cnocob mo n.18, B koTopoM rpudkoBast nHpekuus Bbi3BaHa Aspergillus spp.

22. Cnoco® nedeHus: rpruOKOBON WMH(EKUNU y HYKIAOMIErocss B 3TOM CyObeKTa, rie
yKa3aHHBIN CIIOCO0 BKIIOYAET BHYTPUBEHHOE BBEACHNE HHBELIUPYEMOH KOMIIO3ULIUH 110 1. 1 6.

23. Cnoco0 mony4yeHHss WHBELMPYEMOH KOMIIO3MIMM, COnepKalledl omHy Wim Ooinee
MOHOJIAMEJUTAPHBIX BE3UKYJ, B KaXIOH M3 KOTOPBIX MHKAIICYJIMPOBAHO COENMHEHHE (POPMYJIBI

(I) unm ero gapmanieBTUYECKH ITpHEMIIEMasi COJIb WM THAPAT
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B KOTOPOM:

X mpencrasisier codoit O unmu H, H;

R® mpencrasnsier coboi C(O)NRfRg WM O-YJIEHHYI0 KOJIBLIEBYIO T€TEPOAPUIIbHYIO
rpymmy, comepkamyr 1 wim 2 atoMa a3oTa, TAe TeTepoapriibHasl Trpymmna HeoOsi3aTebHO
MOHO3aMelleHa (PTOPOM MIIH XJIOPOM Ha KOJBLIEBOM YIJIEPOAE WIJIM KHUCIOPOJOM Ha KOJBLIEBOM
a3ore,

kaxnpii u3 RY, RE, R® u R’ Hesasucumo npencrassier codoit Bogopon miu Ci-Cs ajku;

RS npenctasisietr codoit Ci-Cy ankmi, Cs-Cy mukmoankui win Cy-Cs HUKITOATKIATKIT,

R’ npencrasisier oGO METHII HITH STHIL, I

R® u R’ Heobs3aTenbHO B3SITHI BMECTE C o0pa3oBaHHEM O-UJIEHHOTO HACBIIEHHOTO
KOJIbLIA, COZIEPIKAIIEro 1 aToM KHCIopoAaa;

yKa3aHHbIH C110cO0 BKIIIOYAET:

a) pactBopeHue pochonununa 1 XojaecTepuHa B anu(aTHUEeCKOM CIHUPTE, UMEIOIIEM OT
OZTHOTO 10 TIATH aTOMOB YIJIeposa, ¢ 00pa3oBaHUEM MEPBOrO PaCTBOPA,;

b) pactBopenue coennnenus Gopmydsl (I) mim ero papmaneBTHUECKH TPUEMIIEMON COJN
WU THpaTa B TIEPBOM pacTBOpe ¢ 00pa3oBaHHEM BTOPOTO PAaCTBOPA,

C) CMeILIUBaHUE BTOPOrO PacTBOPA;

d) BbIMapuBaHUE pACTBOPHUTENST M3 BTOPOrO pPacTBOpa C TMOJNYYEHHEM AHCIIEPCUU
dochonunun-xonecrepun, conepkameii coequaenne Gopmynsl (1) wim ero papManeBTUIECKH
MPUEMJIEMYIO COJIb FUTH TUAPAT;

€) TuApaTHpoBaHUE aucrepcHd (POCHOTUIUI-XONECTEPHH, COIEpIKaIleld COeTUHEHUE
¢dopmyast (I) wmu ero papmaneBTHUECKH TPUEMIIEMYIO COJIb WJIM THAPAT, PACTBOPOM caxapa ¢
NOJIy4€HHEM THIPATUPOBAHHON CYCIIEH3UH; U

f) obpasoBanue M3 rUAPATUPOBAHHON CYCIIEH3MU ONHOW MM OoJiee MOHOJAMEIUIIPHBIX
BE3MKYJ, KaXnas U3 KOTOPBIX COAEPKUT (ochOoNumua M XOJEeCTePUH, U B KOTOPOM
MHKArCcyIupoBaHo coequHerne Gopmynsl (I) unm ero papmaneBrudecku nmpuemiemMasi Cojiib WA
THIpAT.

24. Cnoco0 mo m.23, B KOTOpOoM anudaTHUECKuil CIUPT BbIOPaH W3 METAHOJNA WU
3TAHOJIA.

25. Cnoco0 mo m.23, B KOTOPOM pacTBOp caxapa COAEPIKUT caxap, BbIOPAHHBIA U3
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MOHOCaXapHU/I0B, TUCAXAPUAOB U UX KOMOMHAIUIA.

26. Crnocob mo m.25, B KOTOPOM caxap BbIOpaH M3 Caxapo3bl, TPErajio3bl, JIAKTO3bI,
TUTFOKO3BL, (PPYKTO3bI M TAJIAKTO3bI M UX KOMOWHAIUH.

27. Cnocob mo m.23, B koTopoMm mnpubnusurenbHo 90% wnu Ooyiee OT KOJIUYECTBA
coenuHenust ¢opmynsl (I) wnm ero QapmaneBTHUECKH IPUEMIEMON COMM WM THAPATa,
npucytcTBytomero Ha craauu (b), unkancymupyercs Ha craguu (f) B omHy mim Oonee
MOHOJIAMEJUIAPHBIX BE3UKYIL.

28. Cnocob mo m.23, B KOTOpOM mnpubnusuteapbHo 95% wunu Ooyiee OT KOJIUYECTBA
coenunenus: popmyael (I) wnm ero ¢dapmaleBTHYECKH NPUEMIIEMON CONMM WM TUAPATA,
npucytcrByromero Ha craguu (b), uHkancyimpyercss Ha craguu (f) B omHy wimm Oonee
MOHOJIAMEJUTIPHBIX BE3HKYIL

29. Cnocob mo m.23, B kotopoM coenurenue ¢opmyasl (I) mim ero ¢apmaneBTHUECKH
npuemMIeMasi COJIb MM THAPAT MPHUCYTCTBYET B BE3UKYJAX B KOJIUYECTBE OT MPUOIU3UTEIBHO 5
10 PUOTU3UTENBHO 12 MOJBHBIX POLIEHTOB.

30. Crmocob mo m.23, B kotopoM (ochomunua BkIOUaeT (pocharuauiriunepus u
dochaTuanaxonuH, 1 B KOTOPOM MOJISIPHOE COOTHOLIeHHe coenuHeHus Gopmyinel (I) umm ero
dapManieBTHUECKH TpPUEMJIEMOH CONM WM ruzapara K - pochaTUAMNIIMLEPUHY, K
dbochaTunuaxonuny, K XoJIecTepuny coctapysier 1 :2:5:25.

31. Croco0 mo m.23, B KoTOopoM [iIsi 0Opa30oBaHUsl OMHON WK 00Jiee MOHOJAMEIJISIPHBIX
Be3UKyJ Ha craanu (f) mpuMeHsoT 00paboTKy yIbTPa3BYKOM, MUKPO(IIIOUIHOE CMELINBAHUE,
TOMOT€HM3ALUI0 WIIM UX KOMOWHALIUIO.

32. Cnoco® mo 1m.23, HOMOJHUTENBHO BKJIFOYAIOIIUN CTEPUIIM3ALMIO OXHON miu Oonee
MOHOJIAaMEJUIAPHBIX BE3HKYJI, OJY4YEeHHBIX Ha cragui (f).

33. Cnocob no m.23, TOMONHUTENbHO BKIIFOYAIOLINI JTHOGUIM3ALUI0 OTHOM uim Ooee
MOHOJIAMEJUTAPHBIX BE3UKYJI, IIOJy4eHHBIX Ha cTanui (f).

34. Crnocobd mo 1m23, B KOTOpPOM CpEOHHI pa3Mep 4YacTHIl OJHOH wuiu Oojee
MOHOJIAMEJUTIPHBIX BE3HKYJI COCTABJISIET MEHee ueM NMpUOIu3uTebHo 150 HM.

35. Cnocob6 mo m34, B KOTOpPOM CpeOHHI pa3Mep 4YacTHIl ONHOH wiu Oojee
MOHOJIAMEJUTIPHBIX BE3HKYJI COCTABJISIET MeHee ueM mpuOau3uTenbHo 100 HM.

36. Cnocob6 mo m35, B KOTOpPOM CpedHHil pa3Mep 4YacTHIl ONHOH wiu Oojee
MOHOJIAMEJUTAPHBIX BE3HKYJI COCTABJISIET OT Npudau3uTenbHo 70 no npudnusurenbHo 80 HM.

ITo noBepenHocTn
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