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CIHIOCOBBI 1 KOMIOO3WUITIHMHK 1A BAKITMHAIIUKA OT
STAPHYLOCOCCUS AUREUS

HeDeKDeCTHaH CChLIIIKA Ha POACTBCHHEBIC 3asBKH

Hacrosmas 3asBka nputa3act Ha npuoputeT npeasapurensHoi 3assku CLIA Ne 61/510,896, mo-

nmauHou 22 mronsa 2011 roga, koTopast BKIIOUCHA B HACTOSIITHI JOKVMCHT IIVTCM CCBUTKH.

3agBaeHue 06 HCCACAOBAHNH, CIOHCUPOBAHHOM Cbe,E[GDaJ'IbeIM OPaBUTCIBCTBOM

Hacrosmee m3obpererue 6b110 crioncupoBaHo 3a cuet rpanta Ne W81 XWH-10-2-0035 Muun-
crepceTsa 060poHbL, TpUcykAcHHOro Cy:k00i 1o 3aKynKaM MEIJHIMHCKUX HCCICAOBAHHH BoopykeHHBIMI
cunamu CHIA, 820 Ysuanep Ctpur, @opt-Herpux MD 21702-5014, kotopas Taxke BEICTYIIACT B KAYECTBE
BEIOMCTBA yIpaBicHUs 3akynkamu. Coaepr:kaHue pacKprITOH 34ech HH(OPMAaLUK HEOO3aTEIbHO OTPaXKa-
ST NOZULIMIO WK onuTHKY [IpaBuTenpcTBa, H HUKAKOE OPHULIHATIBHOE TOATBEPKACHHE HE JODKHO HPEITIO-

Jaratecs. [IpaBUTENTBCTBO MIMEET ONPEAEIICHHBIC TIPaBa HA H300pETCHIE.

IIpeanochlUIKy A1 CO3AaHNI H300PETCHMS

H3o6peTeHre OTHOCUTCS K BaKIFIHAM HPOTHB 30J0THCTOTO cTauiokokka (Staphylococcus
aureus).

Staphylococcus aureus siBIseTCS BeAYIICH MPUIUHON KOXKHBIX HH(EKIIHH, BKITIOYAs LISTUTFONHT U (y-
PYHKYIIE3, U BXOJHUT B YHCJIO CAMBIX PACIIPOCTPAHECHHBIX NPHYHH OakTepueMud. LltaMmsl S. aureus, KoTophie
MPOSBILIOT (PeHOTHI, CTOMKHIA K MeTULI/UTHHY (MRSA), 1BAI0TCS OCHOBHBIMY MPHYMHAMU METULIMHCKUX H
0O0IIEeCTBEHHBIX HH()EKIIHH, BKITFOYas HHBA3UBHOE 3a00/ICBAHUE IMMYHOKOMITCTCHTHBIX KJICTOK X034€B, [01aB-
JICHHE IMMYHHOH peakuyH (HampuMep, HeWTPOTICHHUS], TPAHCILIAHTATHI TBEPAOTO OPTraHa MM KOCTHOTO MO3Ta) U
HACJICICTBCHHEBIC TUC(HYHKIIMHA HIMMYHHOH CHCTEMBIL, IPOSIBILIIOIINE BO3BPATHYIO KOXKHYIO HH(PEKLIMIO (Harpw-
Mep, curapoM JIxxo0ca, XPOHHYSCKOS rpaHyIeMaTo3HOS 3aboeBanue). 3HaunTenpHO BiamstHue MRSA Ha 3710-
POBBC OOIICCTRA MPCACTABIACT 0COOYIO 03a00UCHHOCTE B CBCTC BRICOKHX ITOKA3ATCIICH CMCPTHOCTH, CBSI3AHHBIX
C HHBA3UBHBIM 3a00NICBAHHEM 5. qureus Aaxe IPH COOTBETCTBYIOIICH MPOTHBOMUKPOOHOH Tepariu (HanpuMep,
15-40% npu HakTeprieMUN U SHAOKAPIUTE). Y BETHUCHHC THCIIA CITYYACB YTPOXKAOIIHIX JKH3HN HH(EKIHH 1
CHIDKCHHE BOCIIPUHUMYHMBOCTH K aHTHOHOTHKAM TPEOYIOT pa3padboTku 3(p(heKTHBHOMN BaKIMHBL, HALICIICHHOH Ha

Staphylococcus aureus. Hactosmee n300peTeHIe BBIMOTHACT 3TO TPEOOBaHHUE.

PackpriTie n3obpereHus

B o6miem, n306pereHne 0THOCUTCS K crioco0y BaKILMHALWK OPOTHB Staphylococcus aureus, BKIIO-
YAOLIEMY JTAIBL: a) HACHTU(HMKALIH MICKOIHTAOIIETO (HAIPHMED, YSIOBEKA HITH HE OTHOCSILETOCs K 9e-

JIOBCUCCKOMY POAY MJICKOIIUTAIOLICTO, TAKOTO KAK ,E[OMaH.IHI/II\/'I CKOT, HAIMpUMCP, KOPOBA, JIOIaaAb, CBUHbA
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WM OBLIA, WITH AOMAIITHEE MIICKOIUTAOLICE, HAMPUMED, cO0aKa MM KOIIKA), UMCIOIIEE PHUCK PAa3BUTHS HH-
ek Staphylococcus aureus Ha KOXKE UITH MATKOH TKaHU, U b) BBGACHUS YIOMSHYTOMY MJICKOIIHTAIO-
IEMY UMMYHOTCHHOTO KOJIMYECTBA BAKIIHHEL, BKIFOYAIOIICH TOMHUIICITH I, COACPKAIHMI BbIICICHHBIN Oc-
70k 3 (Als3p) arrmoTHHHHO-IOAOOHON noce0BaTeIbHOCTH (AlS) WM €ro HMMYHOTCHHBIH (PparMeHT, B
(apmaresTHUCCKH TpueMaeMoii cpeae. [Ipumepsr noaunentuaos skouatot Als3p Candida albicans (ua-
mpumep, Als3p, mokazannsiit Ha Our. 1A, mHanpumep, SEQ ID NO: 1 unmu SEQ ID NO: 2, uiu ero uMmMyHO-
reHHBIN (pparmeHT). B Apyrux BapHaHTax OCYIUECTBICHHUS MOMUICHTH BKIIOYACT N-KOHIICBOW JOMCH
Als3p Candida albicans win ero IMMYHOTCHHBIH (pparMeHT. PackpbIThIN 31eCk crocod 0cOOEHHO MOAXO-
JUT [T BAKIUHALMH OT CTOMKOTO K METHLMJLIHHY 1ntamma Staphylococcus aureus (MRSA). Packportorit
3eck crnocod TakKe MOAXOANUT IS BAKLMHALUY OT APYTHUX CTOUKUX K JICKAPCTBAM LITAMMOB S. qureus
(HanpuMep, CTOMKHUX K BAHKOMHIIMHY, CTOMKUX K JANITOMHULIAHY H T.J.) HJIA YYBCTBHTCIBHBIX K MCTHLIHI-
auHy mramMMoB S. aureus (MSSA). B apyrux BapuaHTax OCyIICCTBICHUS MOJIHICIITH KOHBIOTHPOBAH C
HOcHUTEIeM, TakuM Kak remormanuH Quccypemwisl (KLH), CRM197, Tokcona cronbHska, Tokcoua gudre-
puH, (pparMeHTH SHTEPOTOKCHHA B, 6eIKOBEIN KOMITICKC HAPYKHOM MeMOpaHbl N. meningitides vy mo-
001 1pyToii OCTOK-HOCHUTCITb, UCTIONB3YCMBIM B KOHBIOTATHBIX BAKIIMHAX B JaHHOH obmactu. Takue HocuTe-
JIM TAKXKE MOTYT BKIIIOUATH (par, APO}OKH, BUPYC, BUPOCOMY HMITH PEKOMOHHAHTHYIO BUPYCOMOJOOHYIO Yac-
TUly. BakipHy 0OBMHO BBOAAT BHYTPHUMBIIICYHO, TIOJKOKHO, BHYTPHUKOMHO, IEPOPATIBHO HIIH CyOTHH-
I'BAJIbHO, WM K¢ HA3HAYAIOT A7 UHrAAIUH B popme Mukpodactuw. [lo xenaHuio, BaKIMHY BBOIAT KaK
Oycrep-no3y. [lo BEIOOpPY, BakIiTHA MOKET BKJIIOYATh MMMYHOCTHMYJIMPYIOIINI aJbIOBaHT. B npyrux Ba-
PHAHTAX OCYIIECTBICHHUS CIOCO0 BKIIIOYACT BBCACHUC AaHTUOUOTHKA MPOTHB S. duFeus B COUCTAHUH C BaK-
LHHOMW, HAIpUMeEp, KOTJa aHTUONOTHK OOBEIUHAIOT B OOHOU (JOPME HITH BBOAAT COBMECTHO C BAKLIHMHOKA.

B eie omHOM acrniekte M300peTeHIE MPEAIAracT Crnocod BaKIMHALIMK MICKOIUTAOIIETO (HAmpu-
Mep, YEJIOBEKA WITH MICKOMUTAIOLICTO, HE OTHOCSIICTOCS K YETIOBEICCKOMY POIY HITH MICKOIMTAIOIIETO, HE
OTHOCSLIIErOCs K YETIOBEUCCKOMY POJY, TAKOTO KaK JOMAIIHUH CKOT, HAPUMED, KOPOBA, JTOIIA b, CBUHbS
WM OBLIA, WITH AOMAIITHEE MIICKOIUTAOLICE, HATIPUMED, codaKa M KOLIKa) MPOTHB Staphylococcus
aureus, BKIIOYAIOIIHNHN 3TAIBL a) HACHTU(HMKALHS MICKOUTAIOMIETO C PUCKOM PAa3BUTHS HH(CKLIH
Staphylococcus aureus Ha KOXE WM MITKOU TKaHH; 1 b) BBSACHHUS YIIOMSHYTOMY MJICKOTIUTAIOIIEMY (-
(PEeKTHBHOTO KOMMYECTBA BAKLMHBI, BKIIOYAIOLICH MOIHHYKICOTHA (HAIPHUMED, BBIACICHHBIN MOIUHYKIICO-
THA), KOAUPYIOLIHI MOMUICTH, BKIroUaroui Als3p, unu ero iMMyHOTCHHBIH (DPAarMeHT, BBSACHHBIH B
MOIXOAIIVIO CPEAY AOCTABKH, KOTOPAs MOXKET BKIIFOUaTh 0AHO- W AByxHUTEBYIO JIHK mmm PHK, mmas-
MHJ WM BHpYCHBbIA BekTop asyxHuTeor JJHK, B dapmanesTruecku npuemMneMoli cpeae, Ipy 3TOM IOIH-
HYKJICOTH 3KCIIPECCHPYIOT i#2 ViVo, U MICKONUTAIOLIEE TCHEPUPYET MMMYHHYIO peakimio. Baxipna, co-
Jeprkalasl MOMUHYKICOTUA aKTHBHPYET MIMMYHHYIO PEAKLHIO Y MICKOIHTAIOIIETO, HATPHMEP, TPOAYLIAPO-
BaHHE aHTUTEN K Als3p, KOTOpBIC NPOSABILIIOT ceL(puaHOCTE K Als3p.

B eme omHOM acniekTe H300peTCHIE MPEIaracT BeIACACHHBIH OeoK Als3 miti ero MMMyHOTCHHBIH
(pparMeHT A1 UCTIOB30BaHMU B CIIOCO0E JTCUCHNS WK NpopuIakTUKH uHpexmu Staphylococcus aureus

Ha KOKE WA MIATKOU TKaHH Y MJIICKOIIUTAOLICTO.



10

15

20

25

30

35

B eie omHOM acniekTe H300PETCHIE MPENIAracT BAKIIHMHY, BKIIOYAOIIYIO BBIICICHHBIN Oemok Als3
WM €r0 IMMYHOTCHHBIN (PparMeHT, 11 HCOIb30BaHUS B CIOCOOE JICUCHHS N NPOPHIAKTHKA HH(EKIMH
Staphylococcus aureus Ha KOXKE UM MATKOH TKAHH V MIICKOIIUTAOLICTO.

Taxue Als3p, nogxoaainue A8 NPUTOTOBICHUS BBIACTICHHBIX OCIKOB WJIH BAKLMH, BKIIOYAIOT
naeHrudunuposannsie B Candida albicans, Candida krusei, Candida tropicalis, Candida glabrata n
Candida parapsilosis, a Taxoke Te 6enku Alsp3, KOTOpBIC HACHTH(HIMPOBAHEI IPH MOKCKaX B 00IIe0C-
TYIHBIX 0a3ax JaHHBIX.

B eie omHOM acniekTe H300pPETCHIE MPEIaracT BeIACACHHBIH Oeok Als3, mpuueM aMHUHOKHCIOT-
Has MOCJICAOBATEILHOCTE BhiAeaeHHOro 6enka Als3 cocrout m3 SEQ ID NO: 2.

B emie ogHOM acniekte m3o0peTeHue npeaiaract GapMaleBTHICCKYIO KOMITIO3ULIUIO, BKITFOYAIONIYIO
BBIJCTICHHEIN Oemiok Als3, mpudeM aMHUHOKHCIOTHAS MOCICAOBATEILHOCTD BhIAeIeHHOTO Oemka Als3 cocto-
ut 13 SEQ ID NO: 2, u hapManeBTHICCKH IPUEMIICMBII HATTOJTHUTEIb.

B eie omHOM acniekTe H300peTeHIE MPEANIAracT BaKIHHY, BKIIOYAOIIYIO BBIACICHHBIN Oemok Als3,
MPUYIEM aMUHOKUCIOTHAS TTOC/ICI0BATEIBHOCTD BhiACICHHOTO Oeka Als3 cocrout uz SEQ ID NO: 2. B He-
KOTOPBIX BAPHAHTAX OCYIICCTBIICHUS 3TOT OEIOK KOHBIOTHPOBAH C HOCUTENIEM, TAKUM KaK FreMOLMaHUH
¢uccypennsl (KLH), CRM197, Tokcona cronbHsaka, Tokcona AnTepru, PparMeHThl IHTCPOTOKCHHA B,
OEITKOBBIN KOMITICKC Hapy>KHOH MeMOpaHel N. meningitides win moOol Apyroi 6eNoK-HOCHTENb, HCTIOIb-
3VEMBbIi B KOHBIOTATHBIX BaKIMHAX B JaHHOH oOmacTy. Takue HOCUTENHN Taloke MOTYT BKIIFOUYATh (har,
JPOACKH, BUPYC, BUPOCOMY HTH PCKOMOMHAHTHYIO BUPYCONMOAOOHYIO YacTHILY. BakumHy OOBITHO BBOIAT
BHYTPHMBIIICYHO, MOAKOKHO, BHYTPHKOXKHO, IEPOPATBEHO HIIH CYOIMHIBAITBHO, MM HA3HAYAKOT A1 Hra-
maum B (popme Mukpouactun. [lo kenaHuio, BakIMHY BBOIAT Kak Oycrep-ao3y. Bakuuna, o Beibopy,
MOXKET BKJTIOUAaTh HIMMYHOCTHMYITHPVIOIIUH aIbIOBaHT. B Apyrux BapuaHTaX OCYLICCTBICHUS BaKLIHA
MOXKET BKJIIOUATh COYCTAHUC BRLACICHHOTO Oeka Als3 1 0THOrO MM HECKOJIBKUX APYTHX BBIACICHHBIX
6enkos Als, HanpumMep, Mpou3BoAHBIX OT mtamMa Candida, BHIOUPAEMOro U3 IPYIIIbL, COCTOSIICH H3
Candida albicans, Candida krusei, Candida tropicalis, Candida glabrata v Candida parapsilosis.

B eie omHOM acniekTe H300peTCHIE MPEIAracT BAKIIUHY, BKIIOUYAOIIYIO MOJIUHYKICOTH (HAmpu-
Mep, BBLACICHHBIH OJMHYKICOTH ), KOAUPYIOLIHI MOIMIICTITH, BKIOYaoMui Als3p, WK ero uMMYyHO-
TCHHBIN (JparMeHT, BBEACHHBIH B MOIXOJAIIVIO CPEAY JOCTABKH, KOTOPas MOXKET BKIIOYATh OJHO- HIIH
neyxuuteyro JHK v PHK, mnasmun vinu BupycHstit Bekrop apyxaurtesoit JJHK, B hapmanesrraecku
mpueMIIeMoi cpeae. Hanpumep, uMMyHOTCHHASI OJIMHYKICOTUAHAS BakipHa Als3, HanpuMmep, HyKJICHHO-
KHCJIOTHAS TTOCICAOBATEIBHOCTh KOTOPOU coaepskut unu coctouT uz SEQ ID NO: 3 wacTUuHO wiu mojIHo-
CTBIO M KOTOpas MOAXOANT ATl HCTIONb30BAHMUS B KAYECTBE BAKLIMHBI, MOKET OBITh IPUTOTOBJICHA, HAIPH-
Mep, u3 reHa Als3 uiam ero IMMYHOTeHHOTO (pparMeHTa. BakipHa MOXKET KpoMe TOTO BKIIIOUATh HOIHHYK-
JI€OTU, KOOUPYIOIIUH NMMYHOCTUMYJIUPYIOIIMM MOUNENTH, KOTOPBIN 3KCIPECCUPOBAH COBMECTHO C
Als3p. Taxvie MOTMHYKICOTHAHBIC BAKLFHEI MOTYT OBITh PUTOTOBIICHB! KAK BAKLMHBI J7s1 HHBCKLHH, Ha-
npuMep, B popme (PU3HOIOTHICCKH IPHEMIICMBIX JKUAKHIX PACTBOPOB M SMYIIbCHH ATl BBEICHUS MOMH-

HYKJICOTHUAA. HOJ’II/IHYKJ'ICOTI/IL[ MOKET OBITh CBSI3QH C JAITOCOMAaMM, TAKMMH KaK JTMIIOCOMBI JICOUTHHA WA
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JPYTHMH JTUTIOCOMAaMH, H3BECTHEIMH B JAHHOH 00NACTH, TAKAMH KaK JIUITOCOMA HYKJICHHOBOM KUCTIOTHI (Ha-
MpUMEp, KOTopas onrcaHa B oy omukoBaHHOH MexayHapoaHoit 3asske Ne WO 93/24640), vnm nomuHyk-
JICOTHI MOXKET OBITh CBS3aH C aABIOBAHTOM. JIMIOCOMBI, BKITIOUAIOIIHNE KATHOHHBIC TUIHIBI, CIIOHTAHHO U
OpicTpo pearupyioT ¢ nonmnanroHamu, TakuMu kak JJHK u PHK, pesympratoM dero aisroTcs KOMIUIEKCH
JIMTIOCOMBI/HYKJICHHOBOU KHCJIOTHI, KOTOPBIC 3axBaThiBatoT 10 100% monmunykiaeotnaa. [lomumo atoro, atu
MOTUKATHOHHBIC KOMITICKCHI CTHBAIOTCA C KJICTOYHBIMUA MEMOpaHAMH, YTO MPHBOJMT K JOCTABKE B KJICTKU
MOTHUHYKIICOTUAA, KOTOPBIH OOXOAUT paspylaromue (JepMEHTHI JIMTIOCOMHOTO KoMmapTMeHTa. B ony6mu-
koBaHHOM MexayHapoaHo# 3asske Ne WO 94/27435 ornumcaHbl KOMIIO3HUITHH AJTS1 TCHETHICCKOH UMMYHH3a-
LIHH, BKIFOYAIOINUC KATHOHHBIC JTHITUABL ¥ TIOJTHHYKICOTHABL. [IpeanoYTHTEIBHO, MOYKHO HUCIIONB30BATh
arcHTHI, KOTOPBIC CIIOCOOCTBYIOT KICTOYHOMY MPHEMY TOMHHYKICOTHIOB, TAKUE KAK HOHBI KAbLHs, BUPYC-
HBIC OCJIKH, areHTHI, CIIOCOOCTBYIOLIHE AIEKTponopayu 1 Tpancdeximm. JKuakue, a Takke mTHo(ummsnpo-
BaHHBIC (DOPMBI, KOTOPBIC JOJDKHEI OBITh BOCCTAHOBIICHBI, IPEANIOYTHTEIFHO BKIIOYAOT Oy (heprl B KOmHIe-
CTBaX, HCOOXOANMBIX TS MOIXOJAIICH perymupoBku pH pactBopa A HHBEKLHIA.

B Hacrosmem noxkymMeHTe BoipaskeHus “uH(pexuwms Staphylococcus aureus Ha KOXKE WIH MITKOU
TKaHW , “uHpexums Staphylococcus aureus Ha CTPYKTYPE KOXKa/KOXKa™~ UCTIONIB3YIOTCS B3AUMO3aMEHACMO 1
OTHOCATCA K HH()CKLIUH Ha KOKE MM MATKOH TKaHH (HarmpuMmep, LELTIOINTY, adcueccy MIrKor TKaHH, Jep-
MOHEKPO3Y, MHO3HTY HIH APYTHM HHPESKLUIM), SBIFOIICHCS PE3yIbTATOM HOCTYIUICHHS B OPTaHU3M .
aureus B MECTE, [IC KOJKA HAPYILICHA MIOPE30M, CCAIMHOM, YKYCOM WITH APYyrol paHoil. B HekoToprIxX cryda-
ax uH(EKId S. aureus Ha CTPYKTYPE KOXKa/KOXKa SIBILICTCS PE3YIbTaTOM . qureus, JKUBYIIETO B OPraHu3-
M€, H MOKET MPOHCXOJUTh CIIOHTAHHO MPU OTCYTCTBUU BHAMMOTO MECTA TPABMEI HUIH PaHbI Ha KOXKe. Takue
HMH(EKIMH MOTYT BIHATh HA CTOM KOXKU WK OoJiee r1y0OKHe TKaHH, TAKHUE KAK MBIIICYHBIC H COCIUHHTEIb-
HBIC TKaHU (NICPEIICTAIOLIUICS KapKac TKaHHU, KOTOPHIH (POPMUPYET CBA3KH, CYXOKUITHA U APYTUC ONOPHEIC
CTPYKTYPHI T€1a). AGCIECCHI KOXKH TAKXKE MOTYT HOSBIITHCS B TEX 001aCTIX KOKH, TAC OPTaHU3M OOPOJICS
c undekpei S. aureus. bonee BaKHBIMU IITAMMaMHU S. dureus, OTBSTCTBCHHBIMHU 32 HH(PCKIIMU HA KOXKE
WJTH MATKOW TKaHH, SIBILICTCS CTOUKUH K aHTHOHOTHKAM Staphylococcus, N3BECTHBIA Kak CTOMKHN K METH-
wwruny Staphylococcus aureus (MRSA); crolikue K BAHKOMULIMHY U JANTOMHULIAHY IITAMMBIL S, aureus
TAKKE MOTYT BBI3BIBATh HH()CKLHUIO HA CTPYKTYpe Koxka/koxka. MRSA cTolikuii k OObIMHBIM aHTHOHOTHKAM.

Wndexms Staphylococcus aureus Ha CTPYKTYpaxX KOXKa/KOXKa TAKKE MOXKET OBITh BHI3BAHA UYBCTBUTCITb-
HBIM K MCTHLIWILTHRY Staphylococcus aureus (MSSA).

MrnekonuTaromue ¢ PUCKOM Pa3BUTH HHPEKIMU S. qureus Ha KOMKE WM MATKOH TKAHH MOTYT
OBITh BBUICYCHB! B IPO(MIAKTHICCKOM PEKUME. ATTbTCPHATHBHO, MICKOMUTAIOIIHE MOTYT MOIY4aTh Jicuc-
HHE MPU IPUCYTCTBHH CUMITTOMOB HH(EKIMHU S. qureus Ha KOKe WK MATKOH Tkanu. OnHCcaHHas 34ECh
BaKLMHALMS OYACT CHIKATh TSDKECTh, 3aACP KUBATh MM HNPCIHITCTBOBATh PA3BUTHIO CUMITTOMOB. MIIeKo-
MUTAOIINC HUMCIOT HOBBIIICHHBIN PUCK MH(EKIHH, €CU OHH FOCIUTATM3HPOBAHEI HIH JIUTCIBHOE BPEMS
HaXOJATCS B JICYCOHOM 3aBEACHHH, TIONYIAIOT JICUCHHE AHTUONOTHKAMH WIIH UMCIOT HMMYHOAC(HIIHT,
Brirouas aerei ¢ BUY/CITW/] vwnu apyrumu 3a601eBaHUSIMU, KOTOPBIC YXYIAIOT HMMYHHYHO (PYHKIIHFO,

IanmuCHTOB, HMCIOIMX 9aCThIC KOHTAKTHI C CHCTCMOM 3APaBOOXPAaHCHUA, UMCHOIIUX XPOHUICCKOC 3aboute-
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BaHHE, Takoe Kak auadert, pak, BUY/CIIN ], sBastroinmxcst O4€Hb MOJIOABIMH HITH OYCHb CTAPBIMH, 4aCTO
HCTIOB3YIOLIMMH AHTUOWOTHKH, HMEIOIIHX OTKPBITYIO PaHy, ICPMATUT WITH IOPAKCHIS KOXKH, TUIOXO MH-
TAFOIIUECS WIH IUIOXO COOMIONAOIINX TUTHEHY. Jpyrue MICKOMUTAIOMHE C PUCKOM BKIFOYAIOT TPOXKH-
BAIOIIUX B CTCCHCHHBIX OBITOBBIX YCIIOBHSAX, BOCHHOCTYKAIIUX, 0OCOOCHHO B JCHCTBYIOLICH apMHH, CIIOPT-
CMCHOB U 3aKIFOYCHHBIX. TaKoKe PUCKY PasBUTHA HH(EKIHH S. dureus Ha KOXKE WK MIATKOH TKaHH TIOABEP-
JKCHBI TC JIMIIA, KOTOPBIC PAHbIIC HMETH TaKUEe HH()SKLUNH, WM MALHUCHTHI, KOTOPBIM Ha3HAYCHBI MM HPO-
BCJICHA XHPYPTHICCKAs WK WHBA3UBHASI MCIULIMHCKAS OTICPALIHSL

Moz “Als3p” moHMMaeTCs MOMUIEHTHA, KOTOPBIN MO CYIIECTBY HACHTHYICH AMHHOKUCTIOTHOH IO~
crnienoBateibHOCTH, mokazaHuoi Ha ®wur. 1A, Hampumep, SEQ ID NO: 1 wau SEQ ID NO: 2, win 6enky
Candida ALS3, unentudunmposansomy B GenBank: XP_710431.1, XP_710435.1, AAO72959.1,

XP 712646.1, XP_712666.1, EAK91173.1, EAK91169.1, AAQ72958.1, EAK93494.1, EAK93472.1,
074623.1, AAD02580.1, EAK90704.1, XP_709985.1. XenarenpHo, uTo0b1 Als3p UMEN 10 MCHBIICH Me-
pe 70, 75%, 80%, 85%, 90%, 95%, 99% unu naxe 100% HACHTUYIHOCTH € HOCICAOBATSIBHOCTHIO, MTOKA-
3anHoi Ha Our. 1A, manpumep, SEQ ID NO: 1 unu SEQ ID NO: 2.

Moz “Als3p-¢pparmenrom™ mnu “dparmerrom Als3p” moHumaercs yacts nomunentuga Als3p, co-
naepakarmas MeHbIne ueM 1050, 1025, 1000, 975, 950 wm 945 amuaokucnor. B HEkoTOpHIX BapHaHTax
ocymectaiaeHUs (PpparmenTsl Als3p nmerot B Ay 300 — 350 mmm 250 — 500 amusaokucnoT. B HekoTophIX
BApPHUAHTAX OCYILICCTBICHUS (PparMEHT uMeeT B AauHy MeHbIne uem 1050, 1025, 1000, 975, 950 unu 945,
940, 937, 936, 935, 934, 933, 932, 931 unu 930, 920, 910, 900, 890, 880, 870, 860, 850, 840, 830, 820,
810, 800, 790, 780, 770, 760, 750, 740, 730, 720, 710, 700, 690, 680, 670, 660, 650, 640, 630, 620, 610,
600, 590, 580, 570, 560, 550, 540, 530, 520, 510, 500, 490, 480, 470, 460, 450, 440, 430, 420, 410, 400,
390, 380, 370, 360, 350, 340, 330, 320, 310, 300, 290, 280, 270, 260, 250, 240, 230, 220, 210, 200, 190,
180, 170, 160, 150, 140, 130, 120, 110, 100, 90, 80, 70, 60, 50, 40, 30, 25, 20, 15 v 10 aMUHOKHUCIOT U B
HEKOTOPBIX CIYYASIX SIBILICTCS UMMYHOTCHHBIM.

Onxuaum mpumepom ¢parmenta Als3p seasiercs SEQ ID NO: 2, kotopas nokazana Ha @ur. 1A, umn
ee ¢parmenTrl. B HekoToprIx cnyyasx ¢parmentsl Als3p umerot B yany ot 14 1o 20 amuHOKHCT0T. B 06-
eM, (hparMeHT MOXKET UMETh B AJIMHY MEHBIIE 4eM, Harmpumep, 325, 320, 310, 300, 290, 280, 270, 260,
250, 240, 230, 220, 210, 200, 190, 180, 170, 160, 150, 140, 130, 120, 110, 100, 90, 80, 70, 60, 50, 40, 30,
25,20, 19,18, 17, 16, 15, 14, 13, 12 vmm 11 aMHHOKHCIOT ¥ JKCNATEILHO SABIACTCA UMMYHOTCHHEIM. B He-
KOTOPBIX ciaydasx (parment Als3p umeet B auHy ot 14 10 20 aMHHOKHCTIOT.

[Momumo sTOrO, Pparmentsl Als3p, HamprMep, MOTYT COACPKATH OTHY WIIH HECKOJIBKO KOHCEPBa-
THUBHBIX 3aMCH AMHHOKHCIIOT B TIOC/ICAOBATSIBHOCTH, OKa3aHHOH Ha @ur. 1A, nanpumep, SEQ ID NO: 1
wm SEQ ID NO: 2. Jlpyrue xenarenbHbic hparMeHTsl Als3p coaepskat OHY WM HECKOJIBKO KOHCEPBA-
THUBHBIX 3aMCH AMHHOKHCIIOT B TIOC/ICAOBATSIBHOCTH, OKa3aHHOH Ha @ur. 1A, nanpumep, SEQ ID NO: 1
mwm SEQ ID NO: 2, w/unu no MeHpIIeH Mepe OAHY (JIaHKUPYIOLIYIO aMUHOKUCTOTY (Hampumep, 1, 2, 3, 4,
5,6,7, 8,9 wm 10 drankupyrommx aMHHOKUCIOT) Ha N- u/umu C-KOHLIE MOCICA0BATEIbHOCTH, TOKA3aH-

HoH Ha ©wr. 1A, Hampumep, SEQ ID NO: 1 umu SEQ ID NO: 2. ipyrue npenodTHTEIbHbIC (JparMeHTHI
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Als3p coaepskat ceMb W GONBIIE HSMPEPHIBHBIX AMUHOKHCIIOT TOC/ICA0BATSIPHOCTH, TIOKA3aHHOH Ha
Our. 1A, manpumep, SEQ ID NO: 1 unu SEQ ID NO: 2.

Heorpannausarorue npumepst pparmenta Als3p sxmouarot 1-40, 10-50, 20-60, 30-70, 40-80, 50-
90, 60-100, 70-110, 80-120, 90-130, 100-140, 110-150, 120-160, 130-170, 140-180, 150-190, 160-200,
170-210, 180-220, 190-230, 200-240, 210-250, 220-260, 230-270, 240-280, 250-290, u 260-300, 270-
310, 280-320 1 290-331 aMHHOKHCIOT TOC/CA0BATSIPHOCTH, TIOKa3aHHOH Ha Dur. 1A, nanpumep, SEQ ID
NO: 1 wmu SEQ ID NO: 2; v 53111 pparMeHTBI UMCIOT OJMH WM HECKOJIBKO U3 CIACAVIOIIUX ITPU3HAKOB, OTHY
WJTA HECKOJIbKO KOHCEPBATHUBHBIX 3aMCH aMHHOKHCTOT (Hampumep, 1,2,3,4,5,6,7,8,9, 10, 11, 12, 13, 14,
15 umn 16 KOHCEPBAaTHBHBIX 3aMEH AMHHOKHCIOT) B [OC/ICAOBATEIbHOCTH, MOKa3aHHOM Ha ®ur. 1A, Ha-
mpumep, SEQ ID NO: 1 wm SEQ ID NO: 2; oaHy mmm HECKOIbKO aMUHOKUCITOT (Hanpumep, 1,2, 3,4, 5, 6,
7,8,9,10,11, 12, 13, 14, 15 uau 16 aMHHOKKCIOT), OTCEUCHHBIX OT N- n/mau C-KOHIA IOCIe10BATEIbHO-
cti, nokaszanHoi Ha Qur. 1A, vanpumep, SEQ ID NO: 1 wiu SEQ ID NO: 2; u mo MeHbIIICH MEPE OAHY
(pIaHKHPYIOLIYIO aMUHOKUCTOTY (Hanpumep, 1,2, 3,4,5,6,7, 8, 9 umu 10 praHKHpyOINIX aMAHOKHCIIOT)
Ha N- w/vn C-KOHIIE TOCACA0BATSAPHOCTH, TIOKazaHHOH Ha @ur. 1A, nanpumep, SEQ ID NO: 1 umu SEQ
ID NO: 2.

Ioa “mo cyiecTBY HACHTUYHONW MOHUMACTCH AMHHOKHCIOTHAS TOC/ICI0BATCIPHOCT HITH HYKJICH-
HOKHCJIOTHAS MTOC/ICAOBATEIbHOCTD, KOTOPAS MMECT MO MEeHbIeH Mepe 50% MASHTHIHOCTD ¢ KOHTPOIbHOM
MOCNIEIOBATEIFHOCTRIO. T aKast mOC/eI0BaTeIPHOCTE OOBIYHO IO MEHBIICH Mepe, Harpumep, Ha 50%, 60%,
70%, 75%, 80%, 85%, 90%, 95%, 96%, 97%, 98% unu 99% uaeHTHIHA KOHTPONBHON MOCICAOBATSIBHO-
CTH Ha YPOBHE AMHHOKHCIOT WJIH YPOBHE HYKJICHHOBBIX KUCIOT. B 0011ieM, 11t ONMUNIenTHAOB AJTHHA TI0-
CJIeIOBATEIbHOCTEH CPABHEHN MOJKET COCTABIIATH TI0 MEHBINECH Mepe IATh aMUHOKHCIIOT, Harpumep, 10,
20, 30, 40, 50, 60, 70, 80, 90, 100, 125, 150, 175, 200, 250, 300 unu GobITIC AMHHOKHCIOT, BILUIOTh A0
MOJHOM JAJTHHBI MOMIeNTHAA. [ HYKIICHHOBBIX KUCIOT JJTMHA TIOC/ICI0BATSIbHOCTEH CPaBHEHUS OOBITHO
MOXeT coctaBiTh MeHbIeH Mepe 10, 20, 30, 40, 50, 60, 70, 80, 90, 100, 125, 150, 175, 200, 250, 300,
400, 500, 600, 700, 800, 900 wm GoaBIIC HYKICOTHAOB, BIUIOTH A0 TIOHOHN JIHHBI MOJICKYJIBI HYKJICHHO-
BOWM KUCIOTHI. [Ipu 3TOM MOHUMACTCS, YTO M1 LCACH ONPEACICHUS HACHTHIHOCTH OCICA0BATSIBHOCTH
pu cpasHeHMH nocneaosareapHocTH JIHK ¢ mocnexoBatensHOcTRI0O PHK HyKIICOTHA THMIH 3KBUBAJICHTCH
HYKJICOTUAY YPaLy.

Taxoke paccMaTPUBAIOTCS HYK/ICHHOKHUCIOTHBIC TTOCICAOBATEIHOCTH, KOTOPBIC KOAUPYIOT OO0
u3 nounentuaoB Als3p win ux ()parMeHTOB, YIIOMSHYTHIX B HACTOSIIEM JOKYMCHTE,

B Tom cMmbIcTie, Kak 3TO 3[4eCh UCMONB3YSTCS, KOT1a HOTUICITHIHAS WK HYKJICHHOKHUCIOTHAS 110-
CIICIOBATEIBHOCTD YIIOMHHACTCS KAK UMCIOIIAs “TI0 MCHBIICH Mepe X% MACHTUIHOCTH HOCICA0BATSIbHO-
CTH C KOHTPOIBHOU MOC/ICAOBATSIPHOCTRIO, MO STUM MIOHHUMACTCS, YTO MO MCHBIICH Mepe X MPOLICHTOB
AMHHOKHCIIOT WJTH HYKJICOTHIOB B MOJUIICITHAC UK HYKJICHHOBON KHCIOTS HICHTUYHBI TAKOBBIM B KOH-
TPOJIBHOM MOC/ICI0BATSIPHOCTH, KOTAa TAKUE TIOC/ICA0BATSIPHOCTH ONTUMA/THHO BRIPOBHEHBI, OnTUMalib-
HOC BBIPABHHUBAHUE MOCJICI0BATSIBHOCTCH MOYKHO OMPSACITUTD Pa3HBIMU CIIOCO0AMHU, KOTOPHIC H3BSCTHBI B

JAHHOH 00NacTH, HATIPUME], HCTIONb3YSI anropuT™ BbipaBHuBanud Cvuta-Yorepmena (Smith et al., J. Mol.
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Biol. 147:195-7, 1981) u xomnerotepnsie mporpamvel BLAST (Basic Local Alignment Search Tool;
Altschul et al., J. Mol. Biol. 215: 403-10, 1990). 911 u Apyrue aaropuT™Mbl BHIPaBHUBAHHS JOCTYITHBI 10~
CPEACTBOM HCIOJIB30BAHMS OOIICIOCTYITHOTO KOMITBEOTEPHOTO MPOTrPaMMHOTO OOSCIICUCHHS, TAKOTO KaK
“Best Fit” (Smith and Waterman, Advances in Applied Mathematics, 482-489, 1981), kOTOpPOS BKITFOUEHO B
GeneMatcher PlusTM (Schwarz and Dayhof, Atlas of Protein Sequence and Structure, Dayhoff, M.O., Ed pp
353-358, 1979), BLAST, BLAST-2, BLAST-P, BLAST-N, BLAST-X, WU-BLAST-2, ALIGN, ALIGN-2,
CLUSTAL umu Megalign (DNASTAR). Tlomumo 3TOro, Criciiua ucTsl B AaHHOH 001aCTH MOTYT OIPEaC-
JUTH TOAXOSIINC TAPAMETPHI I H3MCPCHUS BhIPABHUBAHI, BKITFOUAs TIOOBIC aTOPUTMBI, HEOOXOIUMBIC
JUTSL TOCTHOKCHUS OTITUMAJIbHOTO BRIPABHUBAHMS 110 JIMHE CPABHHUBACMBIX [TOCIICA0BATEIEHOCTEH.

Ioa “agproBaHTOM™ MOHUMACSTCS OJHO WM HECKOIBKO BEIICCTB, KOTOPHIC BHI3BIBAIOT CTUMYIILIHIO
MMMYHHOU CUCTEMBI. B 3TOM KOHTEKCTE ahIOBAHT UCIIONB3YIOT IS YCUICHUS HMMYHHON PEaKIMU Ha OHH
WJTA HECKOJIbKO AHTUTCHOB MJIA AHTUTS/ BAKLMHBI, A TBIOBAHT MOXKET OBITh BBEJACH MALUCHTY 0, BMECTS
WU TIOC/IC BBSACHIS BAKIMHBI WITH aHTUTENA. [[prMepsl XUMHUICCKUX COSAMHCHUH, UCITOTB3YEMBIX B Ka4e-
CTBEC a(bIOBAHTOB, BK/IFOYAIOT, HO 0€3 OrpPaHHYCHHS, COSTUHCHUS aTFOMUHUS (HAMPUMED, KBACLbL, ATbrHI-
porep), Macia, OJ0K-TIOIMMEPbI, KOMILICKCHI, CTUMY/IHPYIOIINC UMMYHHYIO CHCTEMY, BUTAMUHBI M MHHC-
paunsl (Hampumep, ButamuH E, Butamun A, cencH u Butamud B12), Quil A (camoHuHbI), KOMIIOHCHTHI KJIC-
TOYHBIX CTCHOK OaKTEpHii U rPUOKOB (HAMPUMED, JTUTIONOIUCAXAPUABL, TUMOMPOTCHHBI U TTHKOMPOTCHHBI),
TOPMOHBI, [IUTOKUHBI U KOCTUMY TUPYIOLITHS (PaKTOPHL.

Iox “HocutenemM” B KOHTCKCTE KOHBIOraTa MOHUMACTCS JOJIA WK vactuia, Hampuvep, KLH,
CRM197, Tokcouaa cronbHsika, Tokcoraa Judrepun, HparMeHTOB SHTSPOTOKCHHA B, 6STKOBOTO KOMITICK-
ca HapykHOH MeMOpaHbl N. meningitides, mo6oro npyroro 6enka-Hocutens, ¢ara, JPOICKEH, BUPyca, BH-
POCOMBI HJTH PEKOMOUHAHTHOH BUPYCOTMOI00HOH YaCTHIIbI, KOTOPAsk HOAXOAUT AL CBSI3U ¢ OMTHUCAHHBIM
3/€Ch MOJUICITUAOM HITH €r0 0TOOPaKSHUSL.

Ioa “konbroratoM’ MOHUMACTCS COSAUHCHUE, KOTOPOS BKIIFOYACT MOTHUIICITH U300PCTCHHUS, CBs-
3aHHBIN ¢ APYTOU Aonedt unum vactuueii, Hanpumep, KLH, CRM197, Tokcouna croabuska, Tokconaa aud-
TepuH, (JparMeHTOB SHTCPOTOKCHHA B, 6eMKOBOro KOMITICKCa HapyKHOU MeMOpaHbl N. meningitides, mo-
boro apyroro Oenka-HocHUTeII, (para, IPOOKSH, BUPYCa, BUPOCOMBI MM PEKOMOMHAHTHOM BUPYCOIOA00-
HOH YaCTHIIBL

[Mox “UMMYyHOTCHHBIM ~ TTOHHMAETCA MO00E BELIECTBO, KOTOPOE CIIOCOOHO HHAYLIMPOBATH HMMYH-
HYIO PCAKIHIO Y TALUCHTA.

Ioa “rMMMYHOTCHHBIM KOJMMECTBOM B KOHTCKCTE BAKLIMHBI IOHUMACTCS KOJIMYCCTBO BAKIIMHBI,
TpeOyeMoe I MHAYKIIMKA MMMYHHOM PEaKIHUH Y MAIMCHTa KITHHUYMESCKH PEJICBAHTHBIM criocoboM. Mmmy-
HOTCHHOC KOJIMYSCTBO BAKLIMHBI, UCIIOIb3YEMOC TIPH OCYIICCTBICHUN HA MPAKTHKE CIIOCOO0B BAKI[HHAIINH,
KOTOPBIC 3J¢Ch OMMCAHBI, H3MCHACTCS B 3aBUCHMOCTH OT CIOc0o0a BBEACHMS, BO3PACcTa, MacChl TeJia U 001Ie-
r0 3J0POBbs MAIMCHTA. B KOHSUHOM CUETE, PCLICHHUE 0 TMOAXOSIIEMY KOJTHICCTBY H PSIKUMY JO3UPOBKH
[MPUHUMACT BPady, BBIMHUCHIBAOIINI BAKIIUHY.

Ioa “BeiaencHHBIM™ WM ““OYHINCHHBIM  TOHUMACTCA OTACACHHOS OT APYTUX ECTCCTBCHHO COMPO-
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BOXKAAIOIIUX KOMIOHCHTOB. OOBIMHO COSANHCHNE (HAMPUMED, HYKIICHHOBAS KUCIOTA, TIONMUICIITH, AHTH-
TENO WK HEOOITBIIIAs MOJICKYIIA) MO CYLISCTBY BBLASICHO, €CIM OHO 10 MEHbIICH Mepe Ha 60% mo macce
¢cBOOOAHO OT OEKOB W/W/IM BCTPEUAROIIUXCS B MPUPOAC OPTAHHUYCCKUX MOJICKYJI, C KOTOPBIMU OHO €CTECT-
BCHHO CBSI3aHO. JTO OMPSACIICHUS TAKKE PACIPOCTPAHSICTCS, HAMPUMED, HA TOJUIICTITHA HITH MOJICKYTY
HYKJICHHOBOU KUCIOTHI, BBIACICHHYIO U3 €¢ (DIaHKHUPYIOIIUX TIOCICI0BATSIBHOCTEH (HAITpUMEp, ISl aMU-
HOKHCJIOTHOU TOC/ICA0BATSIbHOCTH "BBIACICHHAS' OTHOCHUTCS K MOCICAOBATEIEHOCTH, KOTOPast CBOOOAHA
OT (pTaHKUPYIOIIUX AMUHOKHCIIOT, ¢ KOTOPBIMH 3Ta MOCJICA0BATSIPHOCTh €CTSCTBCHHO CBS3aHA B MOJIHIICT-
THAC). B HEKOTOPBIX clyvastx COSAMHCHHUE BBIICIICHO MO MCHBIICH Mepe Ha 75%, Oonee mpenouTUTSIHHO
o MeHbIel Mepe Ha 90% u Hanboee MPEATIOYTUTENBHO 110 MEHBIIEH Mepe Ha 99% mo macce. Briaenen-
HOC COSAMHCHIUEC, HAMPUME] MONUIICIITH, MOKET ObITh MOIYYCHO CTAHAAPTHBIMH CIIOCO0AMU, HATIPUME],
IKCTPaKLUUCH U3 HATYPAJIbHOTO UCTOYHHKA (HAMPUMED, OYUIICHUC U3 KICTKH, HHpuumposanHou Candida);,
IKCIpPEcCcHed PeKOMOMHAHTHOM HYKJICHHOBOH KHCIOTHI, Koaupyromei Als3p, ¢pparmeHnT nmm Bapuant Als3p
I €TO COCTAaBHOU OCTIOK, B MFOOOH CTAHAAPTHOU CHCTEME SKCIPECCHH, BKITIOYAIOIICH, HO 6¢3 OrpaHMyc-
uust, F. coli vnu Saccharomyces cerevisiae, Wi XUMUYECKHUM CHHTE30M MOJMICOTHAA. YHUCTOTAa MOKET
OBITh U3MEPCHA TOOBIM MOIXOASAIINM CIIOCOO0M, HAPUMED, KOJOHOTHOM XpoMaTorpaducii, anekrpodope-
30M Ha MOTMAKPHIAMHIHOM Tejie win aHammn3omM JKXBP.

Ioa “cBsazanHbIM ¢ WK ““KOHBIOTUPOBAHHBIM ¢ B KOHTCKCTE KOHBIOTATa IOHUMACTCS KOBAJICHT-
HOC W/IM HC KOBAJICHTHOC B3aUMOJACHCTBUC MEKIY MOUIICIITHAOM U HOCUTSICM /I CIUBAKOIIUMCS O0BCK-
ToM. He KOBaneHTHBIC B3aMMOACHCTBHS BKIFOYAOT, HO 03 OTPaHHUYCHHUS, BOJAOPOIHYIO CBS3b, HOHHBIC
B3aUMO/ICHCTBHS MEHK Y 3aPSKCHHBIMH IPYITIAMH, 3ICKTPOCTATHICCKOS CBIA3BIBAHKE, BAHH-ACP-BAaIbCOBBI
B3aUMOJCHCTBHS, THAPO(DOOHBIC B3AUMOACHCTBIS MEKIAY HEMOMSIPHBIMU TPYIIAMH, JTUTO(POOHBIC B3aHUMO-
JEUCTBHS U IPUTSKSHNS, OCHOBaHHBIC Ha LogP.

Tepmunst “nentux, “noaunentua U 010K~ HCIONb3YIOTCS B3aUMO3AMCHICMO U OTHOCSTCS K
Ar000M TN U3 ABYX U OOBIIC HATYPATbHBIX WIIH HCHATYPATbHBIX AMHHOKHCIOT, HE3ABUCUMO OT MOCT-
TPAHCIIUOHHON MOAU(HUKALIKH (HAMPUMED, TTUKO3UTHPOBAaHUS WK (POCHOPUIMPOBAHHS), COCTABIISIOIICH
BECh MJTH YaCTh BCTPCUAKOIIETOCS B MPUPO/C HITH HE BCTPSUAIOIICTOCS B PUPO/IC MOIUNCITUAA UK MICITH-
J1a, KOTOPBIH OMUCAH B HACTOSIIEM JOKYMCHTE.

Tepmuns “(apManeBTHICCKU MPHEMIICMbBIH HOCUTENL U “(papMalieBTHICCKH PUEMIICMBIN Ha-
MOJHUTE/Th  UCTIOTB3YIOTCS B3aMMO3aMEHICMO M 03HAYAKOT HOCHTETb HITH HATIOHUTE b, KOTOPBIH (prsno-
JOTHYECKH MMPUSMJIICM /ISl MIICKOMTUTAOLIETO, MOYYAOIICTO JICUCHUS, TIPU COXPAHCHUN TEPANCBTHICCKUX
CBOMCTB COCIHHCHUS, ¢ KOTOPBIM €r0 BBOAAT. OXHUM MPUMEPOM BEIIECTBA (DapMALICBTHICCKH MPUEMIICMO-
r0 HOCUTEIS SIBISICTCS (PU3MOI0ruIecKuit pacTBop. Jpyrue U3HOI0rHIECKH MPUEMIICMbIC HOCUTSIH U UX
COCTaBbI U3BECTHBI CIICIIMAIMCTAM B JAHHOM 00IaCTH M OMUCaHbI, Hampumep, B GapmaneBTrke PeMUHrTOHa
(21-¢ m3manwue), noxa pea. . ['ennapo, 2005, Lippincott, Williams & Wilkins, Philadelphia, turaT [encuss-
BaHHUSL.

Ioa “dapmaneBTHHECKONM KOMIIO3HUITUCH MOHUMACTCS KOMITO3HLIMS, COACPIKALIAst OMUIICTITH,

KOHBIOT'aT, BAKIUHY WIN AHTUTCIIO I/I306peTeHI/IH, BMCCTC C cbapMaueBTqucxn OPUCMJICMBIM HAITOJTHUTCJICM,
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KOTOPasi MPOU3BOAUTCS U MPOAACTCS C OM00PEHUS TOCYIaPCTBEHHOTO PEryIHPYIOLICTO OPraHa KakK 4acTh
TCPANCBTUMECKOTO PEKUMA AT JICUCHUS W TPOQHIAKTHKY 3a00ICBaHUS HITH COOBITHS Y MJICKOIUTAIOIIC-
ro. ®apManeBTHYECKUEC KOMITO3UIIMK MOTYT UMETh (DOPMY, HAPUMED, /11 BHYTPUBCHHOTO BBEACHUS (Ha-
MPUMEP, CTCPHIIBHBIN PACTBOP, CBOOOAHBIN OT 3aKyMOPHUBAIOIINX YACTHL] U B CUCTEME PACTBOPUTESISL, TIOA-
XOISINCH i1 BHY TPHBEHHOTO IMPUMCHEHHUS ), TSl ICPOPAIBHOTO BBEACHMS (HanpuMep, TabIeTKa, Karcyna,
oBajbHast Ta0JICTKA, KETATHHOBAS KAICYJIa WX CHPOIT) WIH JIFOOYI0 APYryIo (hopMy, OMMCAHHYIO B HACTOS-
IIEM JTOKYMEHTE, Hanpumep, (JopMy PasoBbIX 103.

Ioa "neucHreM" MOHUMAETCS MEIUIIMHCKHE YXO 32 MICKOITUTAOLINM, HATIPHUMEP, YCTIOBSKOM HITH
MIICKOTUTAROIINAM, HS OTHOCSIIUMCS K YSTOBSUSCKOMY POJY, C HAMEPCHHEM H3J/ICUUTh, YMCHBIIINUTH, CTa0u-
JAM3UPOBATh CHU3UTh BEPOSITHOCTh WM MPSAOTBPATHTE 3a00/ICBAHNE, TIATOJOTMUICCKOS COCTOSHIE, HAPYIIC-
HHUE WK COOBITHE MyTEM BBSACHUS (DAPMALCBTUYCCKON KOMIIO3UIMU. JTOT TSPMUH BKITFOYACT AKTHBHOS
JICUCHHUE, TO SCTh JICUCHHS, CHCLU(HICCKH HAMPABICHHOS HA YIYYIICHUS, UITH CBI3AHHOC C U3/ICUCHUEM 3a-
OoneBaHs, MATOIOTHYSCKOTO COCTOSIHUS, HAPYIICHIUS HITH COOBITHS, @ TAKXKE BKITIOYACT ITHOTPOIHYIO TC-
Panuio, TO €CTh JCUCHHES, HATIPABICHHOS HA YCTPAHCHUE MPUIHHBI COOTBSTCTBYIOIIETO 3a00/1CBaHU, IaTO-
JOTUYECKOTO COCTOSHUS, HAPYIICHUS WK COOBITH. KpoMe TOro, STOT TSPMUH BKIIFOYACT MALTHATHBHOS
JICUCHHUE, TO SCTh JICUCHHE, MPEAHAZHAYCHHOS JJTS CHIDKCHHS CUMITTOMOB, a4 HE Ha H3/ICUCHHUE 3a00JICBaHuS,
MATONOTHYCCKOTO COCTOSIHIS, HAPYIICHUS WM COOBITHS; CHMIITOMATHIECKOS JICUCHHUE, TO €CTh JICUCHHC,
HANPABICHHOS Ha CHCTEMHBIC CUMITTOMBI COOTBETCTBYIOLICTO 3a00/ICBAHMS, TATOIOTHICCKOTO COCTOSHUS,
HAPYLICHUS WX COOBITHS; MPO(UIAKTHICSCKOS JICUCHUS, TO SCTh JICUCHHES, HAITPABICHHOS HA MUHUMHU3ALHIO
WA 9aCTHYHOC WITH MTOJTHOC HHrHOUPOBAHKE PA3BUTHS COOTBSTCTBYIOIIECTO 3a00ICBAHIS, MATOIOTHYCCKOTO
COCTOSIHHSI, HAPYIICHUS HUITH COOBITHS, HATIPUMED, Y MIICKOITUTAIOIICTO, KOTOPOE CIIe HE OONBHO, HO KOTO-
POS BOCIIPUUMYHBO HITH UMEET HHOM PUCK K KOHKPETHOMY 3a00/ICBAHHIO, TTATOIOTMICCKOMY COCTOSIHHIO,
HAPYLICHUIO WM COOBITHIO, U MOIACPKUBAOIIYIO TCPAIIHIO, TO €CTh JICUCHHE, MPUMCHIEMOS TS AOTIOJIHE-
HHS APYTod crelp(puucckoi Tepariy, HampaBICHHONW Ha VIVYIICHHE COOTBETCTBYIOLIETO 3a00ICBaHus, Ha-
TOJIOTHMECKOTO COCTOSIHUS, HAPYIICHHUS WA COOBITHSL.

Ioa “BakumHON”, KaK OHA 3ASCh UCTIOJIB3YETCS, MOHUMACTCS KOMITO3UIIMS, KOTOPAst BBI3bIBACT HM-
MYHHYO PCaKILHUIO y MAIHCHTA, KOTOPOMY OHA BBEACHA. PekuM BBEACHUS, 103a U UHCIIO BBSACHHUN MOTYT
OBITh ONITUMHM3UPOBAHBI CIICHUAINCTAMH B TaHHOH 00JaCTH M3BECTHBIM CIIOCOOOM.

Ioa TepMuHOM “BaKLMHUPOBATH , KAK OH 3J€Ch UCTIOIB3YCSTCS, MOHUMACTCS JICUCHHS MJICKOITH-
TAIOIICTO MyTeM BBCACHHS BAKI[HHBI, HAPUMEDP A/ IPSAOTBPAIICHHUS MTA YMEHBIICHHUS CHMIITOMOB 3a00-
JICBAHUS, TIATOJOTMMECKOTO COCTOSHUS, HAPYIICHHUSI M COOBITHSL.

Jpyrue npu3Haky U MPSUMYIIECTBA H300PSTCHHUSI CTAHYT OYEBHUAHBIMU U3 MOCICAYIOLICTO TOAPO0-

HOTO OIHCAHUA, YePTEKeH B (POPMYIIBl H300PETCHUSL.

Kpatkoe ommmcanue ueprexei

Ha ®ur. 1A npuBeaeH IMCTHHT JBYX aMHHOKHCIIOTHBIX nocneaosatenpbHocted Als3p, SEQ ID NO:

11 SEQ ID NO: 2.
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Ha ®wur. 1B npuBeneH TUCTHHT OAHON HYKICHHOKHCIOTHOH nocnenosarensHocTr Als3, SEQ ID
NO: 3.

Ha ®wur. 2 npusenen HaGop ¢oTorpaduii, MOKa3bIBAIOIINX CPABHUTEIBEHYIO KHHETHKY 3¢ dexTrB-
Hoctu NDV-3, oLieHeHHYIO yTEM MOTYICHHS H300pakeHui 77 vivo. otorpaduu nokasslBaroT MbIIICH B
KaOOH U3 TPYI J03UPOBKU B AHU 2, 4 1 7 mocne HH()PHLUPOBAHYISL

Ha ®wur. 3 npusenen rpaduk, nokassisaroimuii, uto NDV-3 orpanmunBact o6veM abciecca MRSA
y MBILIEH HA CTPYKTYpe KOxka/koxka. [ paduK MOKa3bIBACT CpeaHHit 06BeM (CM') aBCIIECCOB B KOHTPOILHOM
rpymne 1 B rpynmax qo3upoBka 3 Mxr, 10 mkr, 30 Mxr u 100 mxr NDV-3.

Ha ®wur. 4 mpusenens! ase ororpadum, nokaszsisaromnire, uto NDV-3 orpannunsaer 06beM abc-
necca MRSA vy Memmieii Ha cTpykType koxa/koxka. CrieBa MBILIb U3 KOHTPOJIBHOH TPYIIIEL; CIPaBa MbIIIb H3
rpymmsl 1o3uposku 100 mxr NDV-3.

Ha ®ur. 5 npuseaeH rpaduk, nokassBaroniuii, uto NDV-3 mogasmset nmponudeparmo MRSA y
MBIIICH Ha CTPYKTYpE Koxka/koxka. ['paduk mokaspiBact cpeqHee H3OBITOYHOE BbIACICHHE/abcriece Al KOH-
TPOJBHOM TPYIITEL M 1A TPy J03UPOBKH 3 MKT, 10 Mxr, 30 Mkr 1 100 Mxr NDV-3.

Ha ®wur. 6 npusenen HaGop H300paxKeHHH, MOKa3pBaOIIUX, 4T0 NDV-3 orpanmunsact npomude-
paunro MRSA u yeenmiumBaet uncio Helitpoduios. [IprBeacHHbIC faHHEIE B3ATH B Ipyrre A03uposku 100
Mkr NDV-3 Ha aess 7 nocie uHpUImpoBaHus.

Ha ®wur. 7 npuseaen Habop nzoOpaskeHnH, nokaseiBaomux, 4to NDV-3 yeemmausaer aucio T-
kietok CD3+ u maayimpyert axcnpeccuro 1L-17. TlpueeaeHHbie JaHHBIC B3ATHI B rpyme 1o3uposk 100
Mkr NDV-3 Ha aess 7 nocie uHpUImpoBaHus.

Ha @wr. 8 npusencH HaOOp M300pakeHIH, IOKA3BIBAIOINUX, 9T0 NDV-3 cTUMYyTHpPYET SKCIIPECCHIO
IL-22 u peaxumro -nedensuna. [IpuBeaeHHbIc naHHBIC B34TH B rpynne Jo3upoBku 100 mxr NDV-3 Ha
JICHB 7 MOCNe MH(PUIMPOBAHHUS.

Ha ®wur. 9 npusenen rpaduk, NOKa3pIBAIOIIUH IIOMAAB CPSAHMHHOTO OOKOBOrO adcrecca v KOH-
TPOJIBHBIX U BAKLIMHUPOBAHHBIX MBIIICH.

Ha ®wur. 10 npeacrasieH rpaduk, Ioka3bBalOMIMN 00bEM CPeIUHHOTO OOKOBOTO adcrecca y KOH-
TPOJIBHBIX U BAKLIMHUPOBAHHBIX MBIIICH.

Ha ®ur. 11 npeacrasneH rpaduk, TOKa3bIBAKOLIHIA CPSIHUE 00beM adCIecca U3-3a MTAMMOB
MRSA v KOHTPONBHBIX 1 BAKLIMHUPOBAHHBIX MBIIICH Ha ACHb 7 TOCIE HHPULIUPOBAHMS. 3BE3J0UKAMH YKa-
3aHO 3HAYHUTEIILHOC YMCHBIICHHUE [0 CPABHCHHUIO € COOTBETCTBYIOIINM KOHTPOIIEM.

Ha ®ur. 12 npuseneHo cocraBHOE H300pakeHue nMmyHOM 1yopectieHiun adbcrecca MRSA y mbi-
M, BakipuaupoBanHoit NDV-3 (100 mxkr).

Our. 13 npuseacHo cocTaBHOS H300pakeHUE nMMyHO(ITyopeceHIu adcrecca MRSA ot koH-
TPOJIbHON MBILIH.

Daiin maTeHTa WK 3asBKU COACPKUT yepTesku (Dur. 2, 4, 6-8, 12 u 13) B usere. Konwu 3toii myo-
JIMKALMY IATCHTA WK aTCHTHOW 3asBKH C IBETHBIMH YepTekaMu OyAyT MpeaocTaBIcHs BegomcrBoMm mo

3arpocy | IpH yIriaTe TpeOyeMOH HOIIIMHEL
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IloapobHoe onmcaHue

Kak Gyzet ckazaHo Himke, 60K 3 arrmrO THHUHO-TI0A00HOH moceaoBatenbHocTH (Als3p) mosso-
JSICT BAaKLMHUPOBATH OT S. qureis MICKOMUTAKINX, MACHTU(DHUIIUPOBAHHBIX KaK UMCIOLIHX PUCK Pa3BUTHS
uH(peKmHy S. qureus Ha KOMKE UM MATKOH TKaHU.

B HmxenpuBeacHHBIX aHaIH3aX (B YaCTHOCTH B MHUJIOTHOM Hccieaosanuu [Ipumepa | u ontivusu-
POBaHHOM ucciaeaoBaHuu [Ipumvepa 2), mpeaHa3HAYSHHBIX IS OLCHKH () ()eKTUBHOCTH BakUUHBI Als3p
MPOTHB Pa3BUTU HHPSKIIHH S. qurens Ha KOXKS UITH MATKOH TKaHH Ha MBIIIUHON MOJCTH UH(EKIIUH

MRSA crpykTypsl KOKa/KOXkKa (Ha CTPYKTYPE KOXkKa/KOXkKa), OPTraHU3MbI M CIIOCOOBI OMTHCAHBI BIICPBHIC.
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OPTAHU3MBI

IItammer MRSA

MRSA Xen30 (lux+) Roche-16

MRSA LAC-USA300 USA300

MRSA MW2 USA400
HIramm Xen30 Staphylococcus aureus MCONp30BaNN B 3TUX UCCICAOBAHUAX i1 Vivo. OH HONMYyYeH U3 Po-
gutenbckoro mramma S. aureus MRSA-16 (Roche) u coaepskut onepon [uxA-E B 0mHOM caliTe XpOMOCOM-
HOH nHTerpanyy. Jtot mramMMm MRSA npoxyimpyer depment monudepasy v anpaeruHbii cyocTpaT u
KOHCTHTYTHBHO NMOAACT OHOTFOMUHHCLICHTHBIN CHTHAIT B METAaOOIHYIECKH aKTHBHOM COCTOsIHUU. Ero BUpy-
JICHTHOCTB 3KBHBANICHTHA ApyruM mramMMaM MRSA B MBIIIHHONW MOJETIH HA CTPYKTYPE KOXKA/KOXKA, HC-
MOTB30BAHHOM KaK MPOBEPCHHAS B MHJIOTHBIX UCCIICIOBAHIIX, M BCE UCTIBITAHHBIC IITAMMBI HIMETH B HTHOM
cXoaHbIC (peHOTHNBI U XapakTepucTUKH pocta. Log-(asneie knetkn (BHI; 37 °C) 6pimu KynbTHBHPOBaHEL
M3 KOTUYECTBCHHO MOATBEPIKICHHBIX OCHOBHBIX O2HKOB KJICTOK C TIOATBEPKACHHON BUPYJICHTHOCTBIO, COO-
PaHBI ¥ CyCIICHAUPOBaHbI B (pochaTHOM Oyepe, MOABEPTHYTH JCHCTBUIO YIBTPA3BYyKa H KOIMICCTBCHHO

OMpeaC/CHBI CricKkTpodoToMeTprei A0 skenateaproro uncia KOE.

CIIOCOBbI

D¢ pexrrBHOCTS BakuHbl NDV-3 OlICHHBAIN HA MBIIIAX HA MOJCITH CTPYKTYPHI KOXKA/KOXa MPOTHB CTOH-
koro k MerurutuHy SA (MRSA): Xen30 (lux+); LACUSA300 wm MW2 (USA400). NDV-3 apnsercs
cocTaBoM U3 pexoMmOuHaHTHOTO N-KoHIA Oenmka Als3 mosepxHocTHOTO O¢nka Candida (®wur. 1A; SEQ ID
NO:2) u agproBanra Anmeruaporens® B dochataom Oydeprom duspacteope, pH 7, Hanpumep, ¢ o301 0,5
ML, copepaxkaruei, Hanpumep, 30 - 300 Mxr 6enka Als3 1, o BEIOOPY, KPOME TOTO COACPIKALICH THAPOKCHA
amoMuHuA B KoHUeHTpaw 1,0 mr Al/Mn. DddexrrBHOCTE cpaBHIBaIN MexKAy pexkuMamu NDV-3, BBo-
JUMBIMH C aaproBaHTOM anerugporenem (IM) B aeus 0 u kak Oycrep-103a B AcHb 2 1. KOHTPOIBHBIC MBIIIIH
TOJTy4a/TH TONMBKO aBIOBAHT. VIH(HIMPOBAHKE MyTeM MOAKOKHOM HHOKY MU ABYX (aarkos (2x10
KOE) npowuzorwno gepes 14 cyrok mocie 6ycrep-a03st. [Tnomanps, 0obem u KOE abcuecca konnaecTBeHHO
OMPEIC/ISUTH B TCUCHUE HECKOIBKUX CYTOK Nocie uapuiuposanus. U3obpaxenus in vivo (IVIS) ucreucHus
abcuecca ObLIM MOMYYCHBI Ha MblIax, HH(pumposanHbix Xen30. Peaxiym Ha ceiBopotounsiii [gG
(ELISA), IFN—y u IL-17A (ELISpot) 0bti KOJIHISCTBEHHO OMPESASICHBI B MAPAIIICIBHBIX PSKUMAX BAKIIU-
Hel. Txanp [L-17A, IL-22, mPD-3, knetky CD3+ u cursaisl HeWTpO(HIIOB OLICHUIN B ACHb 7 MOCIC HH(H-

MUPOBAHUA C TOMOIIBKO UMMYHOTUCTOXUMHUU.

Baxrmna. Bakumaarms NDV-3 Gri1a ongHeHa 4711 AWANa30Ha JO3HPOBKU C UCTIONB30BAHUCM HACHTITHOTO
pekuma aasroBanTta aneruaporess. Josst 3, 10, 30, 100 wim 300 mxr (IM) uccneaoBaiu napamensto. [lo-
cJic IepBHYHON BakIMHAIMH (aeHb () BBEMH HACHTHIHYIO OycTep-103y B AeHb 21 uccneaosanus. Mermeit

uH(prmposamy uepes 14 cyrok nocie Oycrep-103bl (IeHE 35 UCCICAOBaHU).
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MelmmHas MOAENb CTPYKTVPLL KOka/Koka. Bcee mcciaenoBadus Ha SKMBOTHBIX BBITIOIHSIN COIJIACHO O400-

penHoit nomutrke LABioMed ucnonesoBanus sxusotHex Meaumunackoro nenrpa UCLA B Xap6ope. Mbi-
uieti Balb/C (xkomnanuu Harlan) BakiuHupoBany, kak cka3aHo Bhilie. MOICITBIO HMOAKOKHOTO adcuecca Ko-
JKI/MSITKOM TKaHH TS 3THX UCCIICAOBAHUH MOCTY>Kua Moauumposannas Moaens Junra u ap. (Ding et
al) (J Bacteriol 2008 190:7123-9) w/umu Boitnua u ap. (Voyich er al.) (J Infect Dis 2006 194:1761-1770).
B menp 35 ncenenoBaHus MBILICH aHECTE3UPOBANH, (DJIAHKH BHIOPHIN M CTCPUITH30BAITH, H HHOKYJIATHL
2x10" KOE (6e3 rpaHy1 HIH MaTPHKCA) BBCIIH B MOAKOMKHBIH KOMIAPTMEHT rmyTeM uabekid (100 mxr). B

KayKIOM HCCJIEIOBAHUH UCTIONB30BAIM KaKk MHHAMYM 20 MBIIIEH A1 KOHTPOJIBHOM HIIH BaKIIMHUPYEMOH

TpyMIL

Konvuecteennoe onpeaencuue abenecca. [Inomaas/o6meM abcriecca H3MEPSITH B KaxKIOM OOKY MBILIH B

TEYCHHUE MEPHOJA UCCIICAOBAHM BIUIOTh 40 14 cyTok mocie uHpuuuposanus. st 3Toro Melmeii aHecTe3u-

POBAJIH, ¥ OLICHUBAIN JMUHY (/) v mupuHy (W) MecTa IOPaXKCHIS, YTOOB! KOMYECTBCHHO OMPEACIIUTD ILIO-
2 3

maae abcuecca win agpMonrekposa (em”). O6bem aberiecca (M) BRIMUCTHIN COTTTACHO (hOPMYJIbI 1715 ce-

prHecKoro saumnconaa; [v = (n/6) x [ x w?].

Hccnenosanng mzobpaxennii. [ltamm Xen30 MRSA mmeet coOGcTBEHHBIH OMEpPOH /14X, HHTCTPUPOBAHHBIHN B

€ro XpoMocoMy. ITOT KOHCTPYKT KOJUPYET albACTHAHBIN cyOCTpaT U caM (pepMeHT mouudepasy; TaKuM
o0pa3om, 3K30reHHOro cyOcTpara morwmdepuna ve Tpedyercs (Kadurugamuwa et al., Infect Immun 2003
71:882-890). B poiOpaHHBIC JHH HCCICAOBAHHUA TIONyIany u3odpaxenus 7 vivo (IVIS) kOHTponbHBEIX 1
BaKLMHAPOBAHHBIX MBIIICH, Hemomnbays cucteMy [VIS (kommanns Caliper Life Sciences, Inc.). Curnanet
TIOMUHHCLICHITHH (PUKCHPOBAH 32 IICPUOA IISITh MUHYT U aHATM3UPOBAJIH, HCIIOB3YI MporpaMMHoe obec-

neucHue Living Image, xak otons! / MuH / abcuecc.

Konvuecteennas kynptypa. B onpeaencHHbIc MOMEHTHI BPEMEHH TTOCIIE HH(PUILIMPOBAHMUS MBILICH I'YMaHHO

YMEPIIBILLIH ¥ 00pabaTeIBaIN [T ONYICHISI KOJTHMISCTBEHHOM KyIbTypHI abcrieccos. Kaxaprii 60k paspe-
3aJI1 aCeNTHYECKH, abCLECC YA U ITOATOTABINBANI A1 KyJIbTUBHPOBAaHMA. AGCHECCH TOMOTCHU3HPO-
BaJIH 110 OTAETIBHOCTH U IOCIEJOBATEIbHO Pa30aBisiin B cTepribHOM (pocdaTaoM Gydepe mmsa komraect-
BCHHOM KYJIbTYPbI HA arapoBbIX IUIAHIICTAX C OBEYbEH KpoBbio. KybTypsl nnky6uposamnu (37 °C) B Teue-

HHC 24 9acoB u NOACUYUTBIBAIA MOJTYUCHHBIC KOJIOHHUHN.

I/IMMVHOJ'IOFI/I‘IGCKI/IG MEXaHHM3MbI. MHOKCCTBEHHBIC U KOMITICMCHTAPHBIC ITOAXOAbI UCTIOIB30BAIN AJIA

OLICHKU MOTCHIIHATIBHEIX KOPPeraToB ddipexTrBHOCTH BakIMHBI NDV-3 Ha MBIIIHHON MOAETH ¢ HH(eKIUCH
MRSA Ha cTpyKType KOXKa/KOska. ITH UCCACAOBaHMs ObITH HANPABICHBI HA mTamMM Xen30, mo3BOIIOIIHI

KOPPELHIO ¢ JaHHBIMU cucTeMbl [VIS B KOHEUHOM TOUKE 7 CYTOK.
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A. KonmndaecTBeHHOE ONPEICICHHUE aHTHTENA. Y POBHU aHTHUTEIA ChiBOpOoTOuHOrO 1gG onpeaensim
B (opmate ELISA ¢ 96 nyHKaMu 47151 HEKOTOPOTO AMana3oHa pa30aBicHUH. 3HAYCHHS NPEICTABIIOT Pas-
0aBJICHHE, CKOPPEKTHPOBAHHOE HA TCOMETPUYECCKOE CPEAHEES, TPEX OAMHAKOBBIX aHATU30B IS CPABHCHHS

UMMYHU3UPOBAHHBIX CBIBOPOTOK C KOHTPOJIbHOM.

B. KoamuecteenHoe onpeaencaue mutokuna. Peakim T-knerok [FN-y u IL-17A onpeaensm my-

tem ELISpot-aHanu3a CrijieHOLMTOB, BBIICICHHBIX U3 UMMYHHU3HPOBAHHBIX MPOTHB KOHTPOIBHBIX MBIIICH, H
MIOABCPTaTH BO3ACHCTBIIO mMMyHOTeHa NDV-3. Uncno kieTok, 00pasyIomux opeo OMpeACIUTA KOTHIC-
creenHo st 10° kierok, mpoayumpyromux wir IFN-y, mmi IL-17A. Ku3HCCTIOCOGHOCTD KIICTOK MPOBCPs-
au npoayuuposanueM [FN-y nocie crumyspituu opbdon-12-mupucrat-13-aneratom (PMA) u nonoMuim-

HOM I1I0 YCTAHOBJICHHBIM IIPOTOKOJIAM.

C. I/IMMVHOFI/ICTOXI/IMI/IH. I/IMMYHOJ'IOFI/I‘IGCKI/IG ACTCPMHUHAHTHI, CBA3AHHBIC C BCI)CI)GKTI/IBHOCTLIO

BaKILFHEI, OLICHUBAIH CTAHJAPTHBIMH CIIOCOOAMH B TKAHSX, TOTYICHHBIX OT BAKIIMHHUPOBAHHBIX U KOH-
TPOJIBHBIX JKHBOTHEIX Uepe3 7 CyTOK mocnie nH(prwpposanusd. Bkparue, 1711 IMMYHOTHCTOXUMHYESCKUX HIC-
CIICIOBaHUH BEPTHUKAJBHBIC CPE3bl 3 MKM, BBSACHHBIC B apaduy, Opl1n qenapa) IHU3HPOBAHbL H MTOBTOPHO
THAPUPOBAHBL, TIOCNIE YEro ObLT MPOBEACH NMOUCK HHAYLIMPOBAHHOTO TEIVIOM AHTUICHA B LIETICBOM PacTBOPE
ot moncka (kommanwst Dako, Kapnnarepus, Kamudopars). Cpessl HHKyOHpOBaH ¢ IBOWHBIM HAOTCH-
HbIM Oj10KupyroUM Oydepom (kommanus Dako) B Teuenue 15 MuH mpu KOMHATHOH TeMIICPATYPE, ITOORI
OIOKHUPOBATh AKTUBHOCTh SHAOTCHHOM NEPOKCHUAA3BL, H HECTICU(PHICCKOE CBA3BIBAHIE aHTHTENA OIOKHUPO-
BAJIM IyTeM HHKYOaImu ¢ 5% HOpMalbHOH CHIBOPOTKOH, COOTBETCTBYIOLICH ICPBUYHOMY AHTUTENY. 3aTeM
Cpe3bl HHKYOHpOBan B TeucHHe HouH pH 4 °C ¢ mepBUYHBIM aHTHTENIOM, HALICTICHHBIM Ha crelu(puaeckuit
aHTUreH, npeactasiomni natepec (Tadmiua 1). 3aTeM cpe3sl MPOMBIIH U HHKYOHpoBany B TedeHue 30
MUH C MOAXOMAIINM BTOpUaHbIM aHTUTeIOM ( Tabauia 1), mubo KOHBIOTHPOBAHHBIM C MICPOKCHAA30H Xpe-
Ha, 60 duoTrHUITHpOoBaHHEIM (Kommanus Santa Cruz Biotechnology, Canra-Kpys, Kamudoprus). 3atem
OBLIIO JOCTUTHYTO UMMYHOTHCTOXHMHYECKOE TIPOSIBICHHE NTyTeM 30-MHUHYTHOTO HPOSBIICHUS B CTPEITABH-
auHe-niepokcuaase xpena (kommnanwst Dako) u 3,3'-muamunobersuauae (JIAB; kommanus Vector
Laboratories, bepmuareiiv, Kamadoprus) u koHTpacTHO OKpacuiu reMaTokcuinHoM. HM3o6paskeHus momy-

vany, ucnonb3ys Mukpockon Olympus BX43 ¢ mudpoBoii kamepoli A1 moayIeHH H300pasKeHUH.

D. MmmyHodayopectiernms. st oueHKH Bo3aeHcTBIs BakiuHbl NDV-3 Ha B3aUMOCBI3H UMMY-

HOJOTHYECKUX JCTCPMHUHAHT U S. dureus B KOHTEKCTE HH(HIMPOBAHUA 71 ViVO, HCCICIOBAHUS HIMMYHO(-
JYOPECLICHLINH C UCTIOIb30BAHHUEM KOH(POKATbHONU MUKPOCKOITHH OBIIIH BBITIOITHCHB! YCTAHOBICHHBIMU CIIO-
cobamu. Brpatue, cpesbl, BBeACHHBIC B TapahuH, OB MPUTOTOBICHE, KAK CKa3aHO BBILIC, H HHKYOHUPOBa-
HBI ¢ UMMYyHO(IyopecueHTHBIM Oy(hepom (1% Opramii ceiBOpoTOUHBIH anmbOyMuH 1 2% (eTanbHas TeIsIIbs
CBHIBOPOTKA) B TCUCHHE OJHOTO Yaca MPH KOMHATHOH Temnepartype. [lepBuaHbIc aHTHTENa, HAPABICHHBIC

Ha MPeACTaBIBIIOIINE HHTepec aHTHreHbl-MurneHH (Tadnnma 1), nHKyOHpOBaIH Co cpe3aMu TKaHEeH OT KOH-
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TPOJIBHBIX M BAKLIMHUPOBaHHBIX Mbiiic npu 4 °C B TeueHHe HOUH. Jlanee cOOTBETCTBYIOIINE BTOPUIHEIC
antutena (Tabnuua 1), paz6asnennsic B Oydepe IFF (2 mxr/min), uakybuposanu B TeucHue 60 munyt. Cpe-
36l 3aTeM NPOMbLTH B pochaTHOM Gyepe n yeranosmm, ucnonesys Vectashield H-1500 (kommnanusa Vector
Laboratories, bepaunreiim, Kamudopaus) tak, 1to06b1 MunnMusupoBath (oroodeciseunanue. M3o0paxe-
HHS TIOJTYY AN € IOMOIIBIO KOH(POKAIEHOTO MUKpockomna Leica SP2, nenonp3ys apronossiii (488 HwM),
KpUOTOHOBBIH (568 HM) U reuii-HeOHOBRIH (633 HM) Ta3epsl U KOH(POKATBHOS MPOrPaMMHOS 00CCIICUCHIS

Bepenu 2.0 (kommanus Leica Instruments, ['epmanms).

Tabauua 1. AHTHTENa, HCTIOIB30BAHHBIC I HMMYHOTHCTOJIOTHICCKHX HIIH HMMYHO(ITYOPECLICHTHBIX
HCCIICAOBAHHN

IlepBruHbIe aHTHTEIA

AdTUreH-MuIIeHb

Ly-6G (rpanynonuTsr)

Ly-6C (monOUMTE/ Makpodaru)
Mpunuseii f-gedensun-1 (mBD-1)
Mpunuseii f-aedensun-3 (mBD-3)
Mpnuseiii TpoMbonmTapHsii (axrop 4 (PF-4)
Staphylococcus aureus (Mpiiim)
Staphylococcus aureus (xponvka)
CradunokoxkoBeIi 6emok A

CD3-y

CD3-¢

IL-17

IL-22

Bropununbie aHTHTEIA

Konstoruposansoe ¢ Alexa 488 oCIMHOS aHTHTEIO K KPOJIHKY
Konstoruposannoe ¢ Alexa 488 ociarHOE aHTUTENO K KPBICE
Konstoruposannoe ¢ Alexa 555 ko3be aHTHUTENO K KpbIce
Konstoruposantoe ¢ Alexa 568 0CIMHOS aHTHTEIO K KPOJIHKY
Konstoruposannoe ¢ Alexa 633 ociarHOE aHTHTEINO K KO3€
Konstoruposansoe ¢ Alexa 647 0CIHMHOS aHTHTEIO K KPOJIHKY
Konstoruposannsiii ¢ Alexa 633 cTpentaBuavH

CrarucTrdeckre aHamsel. Pasmnans B PE3yIbTATAX SKCICPUMCHTOB CPABHUIN HA OCHOBAHHUU OLICHOK CTC-

MCHEH, MOKA3bIBAOINUX, 9TO 16 — 20 MbIIIeH B IPYIIE AAIOT CTENeHb > 85%, 4To0bl AeTekTHpoBath | log-
pasuuiyy B KOE Ha 1 rpamuv Tkanu, win mromanp aberecca 2 mu (a = 0,05; U-kpurepuii Mannaa- Y utHu.

3uaucnus P ykazansl B Tabmuue 2 u Tabmuie 3 (Himke).

Ipumep 1

B mmunorHOM neccneaoBanny BakipHAIEEO NDV -3 BEITTOTHWIN ¢ YMEHBIIEHHBIMY TTAPAMETPaMH Ha
CTPYKTYpPE KOka/koka n3-3a MRSA ¢ sxBuBancHTHOMH 3()()eKTUBHOCTHIO B OTPAHUYCHHUH TIOIATH U 00BE-

Mma abcuecca u KOE mmst mrrammoB Xen30, USA300 u MW?2, MBIIHHYIO KIMMYHHYIO PEAKITHIO KOPPEITHPO-
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BaJH ¢ 3()EKTHBHOCTBIO 3AIIUTHL, CBA3aHHOM ¢ 1030¥ NDV-3. D1 pesyapTathl mokazans! B Tabmuue 2
Ha Qur. 2. OTH pe3yibTaThl MOKA3BIBAKOT, 4TO BakuuHa NDV-3 unayuuposasia skectkue peaxiuu B- u T-
KJICTOK, MPUYEM 3TH PEaKLHH COOTBETCTBOBATIH () (pekTHBHOCTH 3aiuThl 0T MRSA B MBIIIHHOI MOAeN Ha

CTPYKTYPE KOKa/KOKa.

Tadmumua 2. D¢dexrusHocTe NDV-3 B MRSA Xen30 Ha cTpyKkType KoKa/KOKa K IMMYHHAs PEakiysl B

MBIIITHUHBIX MOACTIIX.

Table 1. NDV3 efficacy in MRSA Xen30 SSSI and immune response in murine models.

Abscess Control 3ug 10pg 30ug 100pg 300ng
Area7d| 1.88cm? 1.47cm?* 1.59cm?* | 0.99cm?it 0.77cm2tt 0.69cm?2tt
Volume 7d | 1.29cm? 0.95cms3* 0.96cm** | 0.46cm3tt 0.34cm3tt 0.29cm3tt
Flux 7d | 1.92x10° 1.48x10%* 1.81x10° 1.07x105 1.65x10%* 9.03x 104t
Median 79 78 8.1 8.1 79 7.5t
Log CFU | (7.6/8.0) (7.8/7.8) {7.8/7.8) (7.9/79 (7.5/8.0) (7.4/7 8)
7d IM [n=36] [n=20] [n=20] [n=36] [n=36] [n=36]
Median 1.70 0.050tt 0.065tt 1.48
Log CFU | (1.0/2.8) (0.05/1.3) ND ND (0.0511.7) (0.05/2.6)
14d IM | [n=48] [n=39] [n=39] [n=17]
Median 3.54 392 2.26% 2.40%
Log CFU | (2.6/6.9) (3.25.9) ND ND (1.8/3.6) (1.4/3.8)
14d SubQ [n=20] [n=20] [n=20] [n=20]
Analyte
IeG| 10GCU 44 8 GCUtt ND 97.8 GCurt | 81.8 GCUH ND
IFN-y | 955PU 12.8 SPU ND 21.95PU 34.3 SPU* ND
IL-17 | 1895SPU | 1326 SPUT ND 62.2 SPU 161.2 SPU** ND

(25%/75% quartiles); *P <0.5; *P < 0.1; TP <0.05; TP < 0.01; GCU, geomean / dilution corrected units;
SPU, mean spot forming units / 10 splenocytes; # limit of detection.

Abscess = Abcrece

Area = Ilnomanp

Volume = O6seM

Flux = Ucteuenue

Median Log CFU = Jlorapugm Meauansoro 3HaucHus KOE

Analyte = Anammit

7d = Hdens 7

14d = Jlens 14

Control = KoHTpOIBHBIC MBIIITH

1g = MKT

cm=cM

quartiles = KpapTHibHBIC IOKA3aTeU

GCU, geomean / dilution corrected units = 3HauCHUS, CKOPPEKTHPOBAHHBIC HA TEOMETPUIECKOE CpeaHee / pa30baBic-
HHUC

SPU, mean spot forming units = CpegHee YnuCio KIETOK, 00Pa3yIOIINX Opeot
splenocytes = CIIICHOIUTHI

limit of detection = Tlopor oGHapykeHuUs

AHAJIN3

Baxmmaa NDV-3 3HauuTeIbHO YMEHBIHIIA IUIOMIAAb, 00BEM, TFOMUHCCIICHTHBIN CHTHANT abcrecca
u motHoctd KOE B 3108 MBImmHOM Mogemit MRSA Ha cTpykType koxka/koxka. D exrusHocts NDV-3
Obljla 9KBUBAICHTHA /11 KA 10r0 13 mraMMoB MRSA, orieHeHHBIX B JaHHOM HccaeaoBaHuu. MmvyHoO-

THICCKUC TAHHBIC MO BAKNMHUPOBAHHBIM MBIIIAM UACHTUYHO I/IHCI)I/ILII/IpOBaHHbIM MBIIIIaM IIOKA3bIBAKOT, YTO
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BakumHa NDV-3 maaymmpyer sxectkue peakimy B- n T-ki1eTok, KOTOpBIe, Kak KaKETCA, OTPAKAIOT CBA3b
MEXIY JO30H U peakimed. MIMMyHOIOrHdeckue JaHHBIC IO BAKLIMHUPOBAHHBIM MBIIIAM WICHTHIHO UH(U-
LIMPOBAHHBIM MBIIIAM TIOKA3bIBAIOT, YTO BakimHa NDV-3 uaaymmpyer skectkue peakuyu B- 1 T-kneToxk,
KOTOPHBIC OTPAXKAIOT CBI3b MEXKAY 10304 U peakimeil. COBMECTHO 3TH Pe3yNIbTaTHl JAIOT A0KA3aTCILCTBO
toro, uto NDV-3 unayunpyer cmemannyio peakipiro Thl / Th17, kotopas, kak kaxeTcs1, ITaBHBIM 00pa-
30M CBA3aHa ¢ 3()eKTHBHOCTBIO 3aIIUTHL. Peakiys aHTHTEa MOKET CTOCOOCTBOBATH 3ALUTHBIM MEXaHH3-
mam NDV-3. Otu pesyapraTsl HOKa3eBaKOT, 4TO BakiuHa NDV-3 mpuroaHa B KaueCcTBE CPSACTBA AT MPES-
JOTBpAIICHNS WK yMeHbIeHUs nHpexkimn MRS A v abcrieccoB Ha KOKE WK U TOTO, U APYTOro Y MJIe-

KOITUTAKOIIHIX.

Ipumep 2

Bein mpoBeaeH AanpHENHIINI ONTUMH3UPOBAHHBIN aHAIN3, U PE3YIbTATH CYMMHUPOBaHbI B Tabmuwe
3 una @ur. 3 — 8. Kak u B [Ipumepe 1, 310 rccneaosanue oneHuBano 3G PeKTHBHOCT U KMMYHOJIOTHAMC-
CKHE MEXaHM3MBI BaKLMHBI NDV-3 Ha MBIIIHHON MOETH HH()EKLUH CTPYKTYPHI KOXKa / KO2Ka, BBI3BAHHOKH
croiikum K Metuiuiuay SA (MRSA). Bemuuuna abeuiecca, motHocte MRSA u wncio KOE cpasauBanu
C TCUCHUEM BPEMCHH MEXK Iy NMMyHI3HpoBaHHOH NDV-3 n koHTponsHoi rpynmamu. Konnentpamu IgG,
IFNy, IL-17A B ceiBopoTke, uHAyKimiO TKaHu [L-17A, IL-22 u mBD-3 u nadunsrpammo T-kiaetok CD3+ T
WK HeUTpo(hmitoB, kotoprie ObiH onocpeaosansl NDV-3, onpeaensann napaniensHo. UMmyHH3amms ¢ no-
Moo NDV-3 nocrurna s¢dexrusraoctr 3ammtel oT MRSA B oTHOIICHNY i0maan, oobsemMa, GakTepu-
ampHOM motHocTH M KOE abcnecca o cpaBHEHHIO ¢ TOIBKO agblOBaHTOM. J(hekTrBHOCTS 3amuTel NDV-
3 COOTBETCTBOBAJIA YBSIIMICHHAM B CHIBOPOTOYHOM Ig(5, CHIBOPOTOUHBIX U TKAHEBBIX OHOMapKepax MoJi-
puzaumn Th1-Thl7 u cooTBeTcTBYIOIECH HHPUIBTPALN HEUTPO(PHIOB M IENTUIHON HHAYKLHH 3aLHThL
OpraHM3Ma-XO035gHHA B CIVIasIX adCLEeccOB. JTH JAHHBIC TAKKE POACMOHCTPUPOBAH, YTO HMMYHH3ALHS C
nomotipro NDV-3 unayuupyert sxectkue Mmexanusmbl B- u T-knetok qist adextuBHOCTH 3a1UThI OT

MRSA B cyuasx KOXH U CITH3UCTOH.

PE3YJIBTATBI

Baxmuaa NDV-3 6bina syextrBHO# npotrs MRSA, 4T0 BRIpaznunock B miomany, 00beMe H THCIC
KOE a6cnecca mpotus Tomsko aaptoBanta (Tabmuiia 3). DddexTuBHOCTD, OnMpeAeIeHHA MO IIOLIAIH ASPMO-
HEKpo3a, 1 06beM adcriecca ObUTH SKBUBAICHTHBI 115 BCEX HCIBITAHHBIX IITAMMOB. SHAYHTEIBHOS VBEITMUCHHC
B ChIBOPOTOYHOM [2(, CHIBOPOTOUHBIX M TKAHEBBIX Ouomapkepax mosspusatmu Thl (INF-y) u Th17 (IL-17)
(Tabmrua 3), uadunetpanmu Helitpodunos (LyoG), Beipadotke [L-22, a Taxeke naaykimm mD-3 koppemipo-

BaUCH € SPPSKTUBHOCTHIO 3a1uThl NDV-3 (Our. 3 — 8).
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Tabmmua 3. 3¢ dexrusrocts NDV-3 1 ummyHHas peaxipst npotus MRSA Xen30 y mblineii Ha cTpykType KO-

JKa/KOXKa.

Abscess Control 30g 100g 1000¢g
Aread7 | 1.88cm’ 1.47cm”* 1.59cm®* | 0.77cm* ™

Volume d7 | 1.29cm’ 0.95cm’* | 0.96ecm’™* | 0.38cm’ '
Flux d7 | 3.22x10° 1.48x10°* | 2.15x10°* | 1.06x10° **

Geo Mean 7.50 623" 6.68F 6.05 1
Log CFU | (8.0/7.4)* (6.4/6.1) (6.8/6.4) (6.2/5.6)
d7IM | [n=54] [n=20] [n=20] [n=20]
Analyte
IeG | 1.0GCU"” | 448GCU™ ND 81.8 GCU ™
IFNO | 95SFU¢ 12.8 SFU ND 34.3 SFU *
IL-17 | 189SFU | 132.6 SFU 't ND 161.2 SFU

*3g

* Mean variance = CpeaHss aucnepcust

" GCU, geomean / dilution corrected units = KieTki, CKOPPEKTHPOBAHHBIC HA TCOMCTPHUCCKOE CPEAHEE / Pas-
faBJicHIC

¢ SPU, mean spot forming units / 10° splenocytes = Cpearee wrcno kieTox, obpasyromx opeos/ 10° crueso-
IIUTOB

* P<0,5;**P<0.1; P <0,05; P <0,01

Abscess = Abcrece

Area = Ilnomanp

Volume = O6BeMm

Flux = Ucteuenue

Geo Mean Log CFU = Jlorapudm reomerpudcckoro cpeagaero KOE

Analyte = Anammit

7d = Hdens 7

14d = Jlens 14

Control = KoHTpOIBHBIC MBIIITH

1g = MKT

cm=cMm

ND = Her nanHpIX

BbIBOJ
NDV-3 unayuupyer s(ppexrrBayto 3amuty or MRSA y MbIeli Ha cTpyKType KoxKa/Koxka. Mmmy-

HOJOTHYECKHE MEXaHM3MBI 3()H()EKTHBHOCTH BKITFOUAJIH JKECTKHE peakuun B- u T-knetok, coBnagaromue ¢
napagurmMaM Th1-Thl7, B koTopbIX HERTPO(HIBI U 3aLIUTHBIC TICOTUABI OPraHU3MAa-X035IMHA HALICIICHBI 1

KOOPAMHHPOBAHBI HA HH()EKLIUIO.

IHpumep 3

BB mpoBeacH AOMOTHUTENBHBIH P 9KCIICPUMEHTOB, YTOOBI OLICHUTD 3()()EeKTHUBHOCT BAKIIHHEI
NDV-3 Ha MBIIIHHON MOAETH Ha CTPYKTYpe Koxka/koxka ¢ nHpekuued Xen30 MRSA u Ha cpaBHHTETBHBIX
mramMax MRSA. DxcnepuMeHTbI BBITOTHIIH Tak, Kak onucaHo B [Ipumepax 1 u 2. Kuneruka meanas-
HBIX JaHHBIX 3()()eKTHBHOCTH BaKLMHBI POTUB BPEMCHH NoKazaHa Ha dur. 9 (MexnaHHasg miomanp 60Ko-
BOrO adcrecca y KOHTPOIBHBIX M BAKUMHHPOBAHHEIX MbleH) u Ha ur. 10 (cpeanmii o6pem 6okoBoro abc-
recca y KOHTPOIBHBIX U BAKIMHUPOBAHHBIX MBIIICH). TH AaHHBIC OATBEPKAAIOT, YTO BaKUMHALHI NDV-

3 mogaemnaeT pa3puTHe abcriecca, B YaCTHOCTH IPH 033X OOJIBINE YeM 3 MKT.
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[Momumo 31010, 3)(PEeKTHBHOCTD BaKLIMHBI MPOBEPIIIN Ha TpeX pasHeIx mramMax MRSA: Xen 30,
USA300 u MW2. i xaxkaoro mramyqa MRSA 6butH poBepeHbl OTpULATENbHAS KOHTPOIBHAS TPYIIIa U
rpymmna, nonyausiiasg 1oy 100 mxr. Bt onpenenen cpegauii 06beM MOPAXKEHHS B ACHb 7 MOCIC HH(YULIN-
poBaHst, KOTOPHIH Tokazas Ha ®ur. 11. Kaxasrii mravm 6bim Tem ke nrOKymiToM (2 x 107). Iltamm
MW?2 nokasai HU3KYIO BUPYICHTHOCTD B 3THX 3KCIICPUMEHTAX.

OTH TaHHBIC ASMOHCTPHUPYIOT, YTO HE3aBHCHUMO OT rpoBepeHHoro mramma MRSA sakiuuaa NDV-3
HMECT SKBUBAICHTHYIO 3()()eKTUBHOCTD (HANIPUME], CHIKECHHE MPUONM3HTEIBHO Ha 50%) 111 orpaHIeHUs
obbema abcuiecca. Takum obpazom, sddexrusrocTs NDV-3 He ABIICTCH CHSLUPUISCKON K IITAMMY

MRSA.

Ipumep 4

B erme oaHO¥ rpynne 3KcnepUMEHTOB OBLIH MOMYYICHE! U MPOAaHAIN3UPOBAHE! COCTABHBIC IMMY-
Ho(yopecueHTHbIC m3o0paxeHus abcueccoB MRSA. Ha @ur. 12 nokazano coctaBHOE HMMYHO(ITYOpEC-
LCHTHOE M300pakeHUE MpeAcTaBUTebHOrO adcuecca MRSA y mbitm, BakuuauposanHoi NDV-3 (100
MKr), 1 Ha Our. 13 nokazaHO cOCTaBHOC HMMYHO(IYOPECLICHTHOS H300PaKCHUE MPSACTABUTEILHOTO alC-
necca MRSA y KOHTPOTBEHOH MbIIIH.

Ha xaxaoM 13 ymoMsHYTEIX H300PaKeHUH KK KOMIIOHCHT H300pa)KCHHS OTHOCHTCS K TOMY KE
MOPAXKEHUIO, YBEIMIeHHOMY TpubamsuTensHo S00-kpatHo. Ecnm curnan ummyHodmyopecieHIuU ObLI0
TPYIHO BBLACTHTH MPH HU3KOH CTCTICHU YBEIHUCHUS, H300PaKeHHS TIONYI AN Il KayKIOW 4aCTH MOpaxKe-
HHS C TIOBBILICHHON CTEIICHBIO YBEIHUCHUS, TICPEMEINACE M3 SUACPMHICA KOXKH B CyOaepMy U IIyOxKe B
ruroaepMy. Taxum 0GpazoM, KOMIOHEHTH! O0BEIHHSITH, YTOOBI IPOWJUTFOCTPHPOBATE HEPEPHIBHYIO NM-
MYHO(IYOPECLICHTHYIO KapTy 5. aureus (CHHUH LBeT), HerTpodmme! (kpacHsii upet) u T-knetku CD3+ (3e-
JICHBIH IBET) IO BCEMY MOPAXKCHHUIO, MPU STOM NMOAACPKUBASL CTCIICHb YBEIMUICHUS, JOCTATOUHYIO AT pas-
pereHus uIMMyHO(IyopecteHIN. KOMIOHEHTH H300pa)KeHUH MPESACTABIAIOT (JYHKLIUIO MONCH BRICOKOH
CTCICHH, PACIIONIOKEHHBIX TaK, YTOOB! CHCTEMAaTHICCKH (JoTOrpad)IpoBaTh SKBHBAICHTHBIC 001aCTH B TIO-
pakeHusax ¢ NDV-3 1 KOHTPOJIBHEIX IOPAKEHHIAX AT CPABHCHHS IMMYHO()EHOTHIIOB abCcIieccoB "TOI0Ba K
rojaose".

Kaxk nokazano Ha ®@ur. 12 u 13, B abcnecce, BakupHuposanHoM NDV-3, mano opraamzmos MRSA
(cuHUI UBET), U OHH OTPAHUYCHO MUACPMICOM MPU HHPUIbTPALHH HEHTPOUIIOoB (KPacHBIH LBET), OTO-
cpeaosanHoi nputokoM T-kiaerok CD3+ (senensrit 1Bet). HampoTue, B KOHTPOIBHOM a0CLIECCE MHOTO Op-
raan3MoB MRSA | v OHM MPOHHUKAOT B ABE Pa3HBIX 00/1aCTH (SMUACPMHUC U THIIOACPMA), COOTBETCTBYSI 3HA-
YUTEIFHO MCHBIICH HHPUIbTPaunH HeUTpounos u kietok CD3+. XoTs nzo0pakeHus!, MPUBEICHHBIC HA
Ouwr. 12 u 13 oTHOCATCS K HHAMBHUAY ATbHBIM TIOPAYKSHUAM, OHH MPEJCTABILIIOT IOPAKCHIUS B BAaKLIMHUPO-
BAHHOW M KOHTPOJBHOH IPYIIAX B LIEIOM U COBHAIAIOT C KOMUICCTBCHHBIMU JAHHBIMH, ONIUCAHHBIMU B

npeamecTByiomux [Ipumvepax.

Hpumep 5
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OmnvcaHHbIC B HACTOSIIEM JOKYMEHTE KOMIIO3HIMH U CIIOCOOB! MOTYT OBITh HCIIOIb30BAHBL, HATIPH-
Mep, A7 BaKLMHALAH YEIOBEKA C PUCKOM pa3BUTHS UH(eKmu Staphylococcus aureus Ha KOMKE WITH MSAT-
KOU TKaHU oT Staphylococcus aureus. Bo-nepBrIx, HEOOXOAMMO HACHTH()ULIIPOBATE YCTIOBCKA C PUCKOM
pasBuTus HHPEKIMHN S. qureus Ha CTPYKTYPE KOXKa/Koxka. BO-BTOPBIX, STOMY YENIOBEKY HEOOXOIUMO BBECTH
HMMYHOTCHHOE KOJTMMECTBO BaKLMHBI, BKIOYAIOLICH MOIHIICITHA, coaepkaimui Als3p, nin ero IMMyHO-
TCHHBIN (hparMeHT, B (papMaleBTHUCCKH MpUeMIeMol cpeae. Hanpumep, 4enoBeKy MOXKHO BBECTH OT OJ-
HOH 70 Tpex 103 NDV-3, comepxkarmx ot 3 10 1000 Mxr pexoMOrHaHTHOTO N-KOHIIA TOBEPXHOCTHOTO
oenka Als3 Candida (SEQ ID NO:2) Ha oaHy 103y, IPH 3TOM MHOKECTBCHHBIC JO3bI BBOAAT C HHTCPBAJIa-
MH OT JBYX HEAENb IO [ESCTH MECALICB.

Ozkupmaetcs, 9TO MOCJe BBSACHHUS BAKLMHEBI YSTIOBEK OYICT HMETh MOHIKCHHBIH PHCK Pa3BHTHS
uH(peKMy S. qureus Ha CTPYKTYPE KOXkKa/KOXKa B TCUCHHE BPEMEHH OT OJHOTO MECALA A0 HECKOTIBKHX JIET
iy OOTIbITe.

Taxke, 4eT0BEK, KOTOPHIH HACHTU(HLMPOBAH KaK HMCIOIIHHA HH()EKLHIO S. qureus Ha CTPYKType
KOKa/KOXKa, MOYKET TIOJIYIUTh JICUCHHE NYTEM BBCICHHS UMMYHOTCHHOTO KOJIMYECTBA (DapManeBTHICCKOU
KOMITO3HLIMH, BKITFOUAOIICH MONMUICIITH I, coAaepkarumii Als3p, umu ero uMMyHOTCHHBIH (pparmMeHT, B dap-
MAIICBTHYCCKH MPUCMIICMOH cpeae. Hampumep, 4emoBeky BBOAAT OT OXHOH A0 Tpex a03 NDV-3, comepika-
uwx ot 3 10 1000 Mkr pexombunanTHoro N-konua nosepxuoctaoro 6enka Als3 Candida (SEQ ID NO:2)
Ha OJHY J03Y, IPH 3TOM MHOKECCTBCHHBIC J03bI BBOJSAT C HHTCPBAIAMU OT ABYX HEJCTh A0 LICCTH MECSLICB.

OskugaeTcs, 94To MOCIC BBSACHHS 3TOH (apMaICBTHUCCKON KOMIIO3UIIMU TSHKECTh HHDCKIUH S.

aureus Ha CTPYKTYPE KO2Ka/KOXKa 4eIoBeKa OyACT OHIKCHA.

Ipumep 6

OmnvcaHHbIC B HACTOSIIEM JOKYMEHTE KOMIIO3HIMH U CIIOCOOBI MOTYT OBITh UCIIOB30BAHEI, HATIPH-
Mep, A4 BaKLMHALKH KPYITHOTO POTaToro CKOTa ¢ PUCKOM pa3BHUTHs uH(pekmu Staphylococcus aureus Ha
KO’KE WITH MSATKOH TKaH| OT Staphylococcus aureus. Bo-nepBbIX, HEOOXOIUMO WACHTH(HLIMPOBATD JKUBOT-
HOTO C PHCKOM Pa3BHTHA HH(EKLIMH S, aureus , HAIPAMEpP, MaCTUTA, HA CTPYKTYpe koxka/koxka. Hamprmep,
000 MOJIOYHBIHN KPYITHBIN POraTHI CKOT MOXKET CYMTATHCA UMEIOIIM PHCK PA3BUTHS MacTHTA, BBIZBI-
BaeMoro S. aureus. Bo-BTOPBIX, STOMY *KHBOTHOMY HEOOXOAMMO BBECTH HMMYHOTCHHOE KOJTMICCTBO BaK-
LUHBI, BKIFOYAOIICH HOTUICITH, COAepkaiui Als3p, vwmu ero uMMyHOTCHHBIH (pparMeHT, B hapMmares-
THYECKH TIPUEMIIEMOH cpesie. Hamprmep, :KMBOTHOMY MOXKHO BBECTH OT OJHOM 10 Tpex 103 NDV-3, co-
aepaxaux ot 3 10 1000 Mxr pexomOuHanTHOTO N-KOHIA moBepxHOcTHOTO Oenka Als3 Candida (SEQ ID
NO:2) Ha ogHY 203y, IPH 3TOM MHOXKECCTBCHHBIC JO3BI BBOJAT C HHTECPBATAMH OT ABYX HEJACTb A0 LICCTH
MECSILICB.

Ozkupmaetcs, 9TO MOCJIC BBSACHHUS BAKLIMHBI JKUBOTHOE OYICT UMETh TIOHIDKCHHBIN PHCK Pa3BUTHA
uH(peKmuy S. qureus Ha CTPYKTYPE KOXKa/KOXKa, HATIPUMEP, MACTHTA.

Taxoke, KpYIHBIN POraThIi CKOT, KOTOPBIH HACHTH()UIIMPOBAH KaK UMCIOIIUH HHpeKHio S. aureus

Ha CTPYKTYPE KOXkKa/K0OKa, MOXKET HONYIUTD JICUCHUC IyTEM BBSACHHUS MIMMYHOTCHHOTO KOIHIECTBa (hapMa-
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LCBTHMCCKOM KOMITO3UIINH, BKIIOUYAFOIICH MOMUICHTHA, COASpKatuil Als3p, win ero iMMyHOTCHHBIH
(pparMeHT, B (papMaLCBTUMECKH MPUEMIICMOM cpeae. Harpumep, sKHBOTHOMY BBOAT OT OJHOM 0 TPEX 103
NDV-3, coaepxarnux ot 3 10 1000 mkr pekomOunanTHOro N-koHia nmosepxHoctHoro 6enka Als3 Candida
(SEQ ID NO:2) na oany 103y, P 3TOM MHOKSCTBCHHBIC O3Bl BBOAAT C MHTEPBAIAMHU OT ABYX HEACIb 0
IOCCTH MECSIICB.

OskugaeTcs, 94To MOCIIC BBSACHHS 3TOH (PapMaICBTUYCCKON KOMIIO3UIIMU TSHKECTh HHPEKIHH S.

aureus Ha CTPYKTYPE KOKa/KOXKa, HAIIPAMEP, MAaCTUTA, OYACT IOHIKCHA.

HDVFI/IG BapHaHThI OCYINCCTBICHUA

Bce nybmukarmy v maTCHTHL, VIIOMSHYTHIC B BBIIICITPUBCICHHOM OITUCAHUN H300PCTCHIUS, BKITFOUC-
HBI B HACTOSIIMH JOKYMCHT ITyTCM CCBIIKH, KaK ¢CITH ObI KAXKAas1 OTACTbHAS My OIHKAIHS WK MATCHT ObLTH
OBl KOHKPETHO U IO OTACTHHOCTH YVKA3aHBI KaK BKJIFOUCHHBIC ITYTCM CCBITKH. XOTS H300pCTCHHE OBLIO OTIH-
CaHO BHIIIC B HCKOTOPBIX MOAPOOHOCTAX HA WUTFOCTPALMIX U TIPUMCPAX AT CTO YCTKOTO MMOHUMAHKS, CIIC-
LAATHACTH B TAHHOU O0TACTH JICTKO MOWMYT B CBCTC BBIIICH3JIOKCHHOTO, UTO B HCI'O MOTYT OBITH BHCCCHBI

OTIPEACIICHHBIC H3MCHEHHS 1 MOAU(UKALTHK O3 HapYIICHHS CYLITHOCTH WK 00beMa prIaracMoi (JopMyIisl

n300peTeHN.
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POPMYJIA U3OBPETEHUA

1. Cnoco6 BakIMHALIMK MIICKOIUTAIOIIETO OT Staphylococcus aureus, BKITFOUAIOLIHI STATIBI:

a) HACHTHU(HUKALNN MICKOIHUTAOLICTO C PUCKOM pasBuths UH(pekuuu Staphylococcus aureus Ha
KOKC HUIM MATKOM TKAHH, H

b) BBEACHUS YIIOMSHYTOMY MJICKOTUTAIOMIEMY UMMYHOTSHHOT'O KOJTMYCCTBA BAKIMHBI,
BKJTFOUAIONICH TOJUICTITH, COACPKAIMIA BbIACICHHBIHN Oemok 3 (Als3p) arrmoTuHHHO-I0100HOH
MOCIEAOBATENBHOCTH (AlS), HITH €ro IMMYHOT'CHHBIH (PparMeHT, B (papMaleBTHUCCKH MPHEMIIEMON

cpexe.

2. Crioco0 mo n. 1, oTTHyaromuics TeM, 9T0 YIOMSHYTHIH Oenok Als3 Bkmouaet Genok Als,
noayaeHHbIN u3 mramma Candida , BeiOupaeMoro u3 rpyniel, cocrosmen uz Candida albicans, Candida

krusei, Candida tropicalis, Candida glabrata w Candida parapsilosis.

3. Crioco0 mo n. 1, oTmuuaromuiics TeM, 4To YIIoMSHYTHH nonunentry sxmodact Als3p Candida
albicans.
4. Crioco0 o m. 1, OTTHYAIOIHICS TeM, YTO YIIOMSHYTBIH MOMUIECNTH] BKII0YACT N-KOHLIEBOU

nomeH Als3p Candida albicans vnn ero IMMYHOTCHHBIH (pparMeHT.

5. Crioco0 o n. 1, OTTHYAIOIHICS TEM, YTO YIIOMSHYTBIM IMOTHIICOTHAOM sBisiercs Als3p,
OTJIHYAOLIUHCS TEM, YTO AMUHOKHUCIOTHAS TIOCICA0BATEIPHOCT yIIoMsHYTOr0 Als3p cocrout nz SEQ

ID NO: 1 wumz SEQ ID NO: 2.
6. Crioco0 o m. 1, OTTHYAIOIMHICS TEM, YTO YIIOMSHYTBIM ITOTHUICITHIOM SBISCTCS
HMMYHOTCHHBIN (parmeHT Als3p, mprdaeM aMHHOKHCIOTHAS HOCIEIOBATEIBHOCTh YIOMIHYTOrO Als3p

cocrout u3 SEQ ID NO: 1 uiu SEQ ID NO: 2.

7. Crioco0 o n. 1, OTTHYAIOIHICS TEM, YTO YIIOMSHYTEIM Staphylococcus aureus SBISACTCS IITAMM

MRSA Staphylococcus aureus.

8. Crioco0 o n. 1, OTTHYAIOIHICS TEM, YTO YIIOMSHYTEIM Staphylococcus aureus SBISACTCS IITAMM

MSSA Staphylococcus aureus.

9. Crioco0 o n. 1, OTIHYAIOMHICS TeM, YTO YIIOMSIHYTHIM Staphylococcus aureus SBISACTCS

crorikuii k BaukoMuiiuHy (VRSA) mu croiikuii k gantomuruny (DRSA) mramm Staphylococcus aureus.

10. Crioco0 o m. 1, OTTHYAIOIHICS TEM, YTO YIIOMSIHYTBIH MOTUICITH KOHBIOTHPOBAH C



HOCHUTCIICM.

1. Croco0 o n. 10, oTnryaromuiics: TeM, YTO YIOMSIHYTHH HOCUTEIb BKITIOYACT FEMOLHAHNH
duccypennst (KLH), CRM197, Tokcona cronGnska, Tokconn nudrepun, GparMeHTH SHTEPOTOKCHHA B

nu OENKOBEI KOMILICKC HapyKHOH MeMOpansl N. meningitides.

12. Crioco0 o n. 10, oTnryaromuiics: TeM, 94TO VIOMSIHYTHIM HOCHTENEM SBISETCS (ar, JPOiIKH,

BHPYC, BUPOCOMA WUITH PEKOMOMHAHTHAS BUPYCOMOA00OHAS YaCTHLIA.

13. Crioco0 o n. 1, OTTHYAIOIHICS TEM, YTO YIIOMSHYTYIO BAKIIMHY BBOIIT BHYTPHUMBILICUHO,
MOJKOXHO, BHYTPHKOXKHO, ICPOPATEHO HIIH CYOIMHIBABHO, MM HA3HAYAIOT A/ HHTALSLIHN B opMme

MHKPOYACTHII,

14. Crioco0 o n. 1, OTTHYAIOIMHICS TEM, YTO YIIOMSHYTOC BBEACHUE KPOME TOTO BKITIOYACT

BBEACHUE OyCTEP-A03bI.

15. Crioco0 o m. 1, OTIHYAIOIHICS TEM, YTO YIIOMSHYTAs BAKIIHHA BKIFOYACT

UMMYHOCTUMYJIUPYIOLIUI 4 bIOBAHT.

16. Cnoco6 mo n. 1, kpoMe TOro BKIIOYAIOIINE BBSACHUS AHTHONOTHKA.

17. Crioco0 o n. 16, oTnHYaroImuiAcs: TeM, YTO VIOMSIHYTHH aHTHOUOTHK CMEIIUBAIOT B OTHOH

JCKApCTBECHHOMN (hOPME HITH BBOISAT COBMECTHO C YIIOMSIHYTOH BaKLIMHOM.

18. Crioco0 o n. 1, OTTHYAIOIHICS TeM, YTO YIIOMSHYTYIO BAKLHHY BBOIAT KaK

(hapMaLeBTHYCCKYIO KOMIIO3HIIHIO,

19. BakuyHa, Bkmrouaromas BeLACICHHBIN O6emok Als3 Himu ero IMMYHOTCHHBIH (PparMeHT, 1Jis
HCIONB30BAHUA B CIOCOOE NICUCHHS WK podumakTuku HHPeKuuu Staphylococcus aureus Ha KOXKE WIN

MSTKOM TKaHHU Y MIIEKOMMUTAIOLLIETO.

20. Bakiuna a1t MCnoib30BaHus 1o 1. 19, OTIHYArOIIASLCS TEM, YTO YIOMSHYThIH 0ok Als3
BKIMouaeT Oenok Als, monyuennsii n3 mramva Candida, BoIONPacMOro U3 IPYIIbL, COCTOSIICH K3

Candida albicans, Candida krusei, Candida tropicalis, Candida glabrata v Candida parapsilosis.

21. Baxnwnna qis ncnonp3oBaHus 1o . 19, oTmugaromasics TeM, YTO YHOMSHYTHIE HOTHIICITH

BkmouaeT Als3p Candida albicans.



22. Baxnwnna qis ncnonp3oBaHus 1o . 19, oTmugaromasics TeM, YTO YHOMSHYTHIE HOTHIICITH

BkmouaeT N-koHuesol noMeH Als3p Candida albicans vwnm ero IMMYHOTGHHBIH (pparMeHT.

23. Baxnumna qig ucnonp3oBaHus 1o 1. 19, oramgaromancsa TeM, YTO YIIOMSHYTHM MOTHICHTHIOM
apisiercs Als3p, U oTnHUaromasCca TEM, YTO AMUHOKUCIIOTHAS MOCICI0BATCIBHOCTD YIOMSHYTOro Als3p

cocrout u3 SEQ ID NO: 1 uiu SEQ ID NO: 2.

24. Baxnumna qig ucnonp3oBaHus 1o 1. 19, oramgaromancsa TeM, YTO YIIOMSHYTHM MOTHICHTHIOM
SIBJISICTCSL MMMYHOTCHHBIN (pparMeHT Als3p, U OTIHYArOMIAsLCS TEM, YTO AMHUHOKUCIOTHAS

mocaeaoBaTenbHOCTh yriomstHyToro Als3p cocrout u3 SEQ ID NO: 1 uau SEQ ID NO: 2.

25. Bakuyna nng ucnone3oBaHus no . 19, otnnyaromasics TeM, 9T0 YIOMSHYTBIM Staphylococcus

aureus spysgercs wramMm MRSA Staphylococcus aureus.

26. Bakuyna nng ucnone3oBaHus no . 19, otnnyaromasics TeM, 9T0 YIOMSHYTBIM Staphylococcus

aureus spysgercs mramMMm MSSA Staphylococcus aureus.

27. Bakuyna nng ucnone3oBaHus no . 19, otnnyaromasics TeM, 9T0 YIOMSHYTBIM Staphylococcus
aureus aBJseTCs cTovikuii K BaHkoMuiuHy (VRSA) win croiikuii k manromuriuay (DRSA) mramm

Staphylococcus aureus.

28. Baxnwnna qis ncnonp3oBaHus 1o . 19, oTmugaromasics TeM, YTO YHOMSHYTHIE HOTHIICITH

KOHBIOTHPOBAaH C HOCUTCIICM.

29. Baxnunna q1s ncnonp30BaHUS 110 1. 28, OTTHYAIOMIAACSA TEM, YTO YIOMSHYTEIH HOCHTCTD
Brurouaet remormanud puccypemisl (KLH), CRM 197, Tokcoun cTonOHsKA, TOKCOUT AUDTSPHH,

(parMeHTHI SHTEPOTOKCHHA B, nnn 6enkoBbIii KOMIUIEKC HapyKHOH MeMOpansl N. meningitides.

30. Baxnunna q1s ncnonp30BaHUA 110 1. 28, OTIHYAIOMIAACS TEM, ITO YIIOMSHYTEIM HOCHTCIICM

aBIsieTCs (ar, IPOoXIKH, BUPYC, BUPOCOMA HITH PEKOMOMHAHTHAS BUPYCONOA00HAS YaCTHIIA.

31. Baxmna q1s nenonp3oanys 1o 1. 19, oTnmngaromascs TeM, 9T0 VIOMSAHYTYIO BAKIIHHY BBOJAT
BHYTPHUMBILICYHO, TOJKOKHO, BHYTPHUKOMKHO, IEPOPATBEHO WIH CYOIMHIBAIBHO, MM HA3HAYAIOT IS

HHTAJSIUUH B (hopMe MHKPOUYACTHLI.

32. Baxnumna qis ncnonp30BaHus 1o . 19, oTmmgaromasics TeM, 9To YHOMSHYTOC BBCACHHE KPOME

TOTO BKJIFOUACT BBEACHUS OYCTEP-T03HI.



33. Baxnunna qia ncnonp3oBaHus 1o . 19, oTaugaromasics TeM, 9To YHOMSHYTAS BaKIMHA BKITFOUACT

UMMYHOCTUMYJIUPYIOLIUI 4 bIOBAHT.

34. Bakiuna qiist ucnosib3oBaHus 1o 1. 19, KOTopast TAK:KE BKIKOYACT BBSACHUC AHTHOMOTHKA.

35. Bakiuna 11t MCroap30BaHus 10 1. 34, OTJIMYAOIIASCS TEM, YTO YIIOMSHYTHIH AaHTHOHOTHK

CMEIIMBAIOT B OJHOU JCKAPCTBEHHOH ()OpME HITH BBOAAT COBMECTHO C VIIOMSHYTOH BaKLIHHOU.

36. Baxmna q1s nenonp3oanys 1o 1. 19, oTnmngaromascs TeM, 9T0 VIOMSAHYTYIO BAKIIHHY BBOJAT

Kak (papMareBTHYCCKYIO KOMITOZULIHIO.



SEQ ID NO:

1

61
121
181
241
301
361
421
481
541
601
661
721
781
841
901
961
1021
1081

SEQ ID NO:

1
61
121
181
241
301
361

1

MLOQOYTLLLE
ASPGDTFTLN
STKALGTVTL
KGYLTDSRVI
WNYPVSSESFE
GYWQRAPEFTL
PIPTTTITTS
TDSIDTVIVQ
SESYTTTSTE
PPNHTVTTTE
PPGGTDSVII
SQSYATTTTI
PPNHTVTTTE
PPGETDTVLI
PHYTNHTTLW
TTESTSQSPS
TNVKSSMDEN
SVIEQPTNNN
OMTSSLVSLH

2

KTITGVENSFE
TTSQTSVDLT
GTGSSVDLED
TLEVAPQCAN
SNGIFITYKN
SDAGSNGIVI
YLTKTAPILGE

YLSVATAKTI
MPCVEFKETTS
PLAEFNVGGTG
PSLNKVSTLE
SYTKTCSSNG
RWTGYRNSDA
YVGVTTSYST
VPSPNPTVTT
TAPPGGTDSV
YWSQSYTTTT
REPPNPTVTT
TAPPGETDTV
YWSQSYATTT
REPPNPTVTT
STTWVIETKT
GIFSESGVSV
SEFTTSTAAS
GGGKAPSATS
MLTTEDGSGS

NSLTWSNAAT
AHGVKYATCQ
SKCFTAGTNT
GYTSGTMGFA
VPAGYRPEVD
VATTRTVTDS
TATVIVDIPY

Dur. 1A

TGVENSFNSL
QTSVDLTAHG
SSVDLEDSKC
VAPQCANGYT
IFITYKNVPA
GSNGIVIVAT
KTAPIGETAT
TEYWSQSFAT
ITKEPPNPTV
TVTAPPGGTD
TEYWSQSYAT
LIREPPNHTV
TITAPPGETD
TEYWSQSYTT
ITETSCEGDK
ETESSTVTTA
TSTDIENETI
SPSTTTTANN
VIQHSTWLCG

YNYKGPGTPT
FQAGEEFMTE
VTEFNDGGKKI
NTYGDVQIDC
AYISATDVNS
TTAVITLPFD
HTTTTVTSKW

TWSNAATYNY
VKYATCQFQA
FTAGINTVTF
SGTMGFANTY
GYRPEVDAYI
TRTVTDSTTA
VIVDIPYHTT
TTTITGPPGN
TTTEYWSESY
TVLVREPPNH
TTTITAPPGE
TTTEYWSQSF
TVLIREPPNH
ATTVTAPPGG
GCSWVSVSTR
QTNPSVPTTE
ATTGSVEASS
DSVITGTTST
LITLLSLFI

WNAVLGWSLD
STLTCTVSNT
SINVDEERSN
SNIHVGITKG
YTLSYANEYT
PNRDKTKTIE
TGTITSTTTH

KGPGTPTWNA
GEEFMTFSTL
NDGGKKISIN
GDVQIDCSNI
SATDVNSYTL
VITLPFDPNR
TTVTSKWTGT
TDTVLIREPP
TTTSTEFTAPP
TVTTTEYWSQ
TDTVLIREPP
ATTTTVTAPP
TVTTTEYWSQ
TDTVIIYDTM
IVITIPNNIET
SEVVETTKGN
PIISSSADLT
NOSQSQSQYN

GTSASPGDTE
LTPSIKALGT
VDPKGYLTDS
LNDWNYPVSS
CAGGYWQRAP
ILKPIPTTTI
TNPTDSIDTV

VLGWSLDGTS
TCTVSNTLTP
VDEFERSNVDP
HVGITKGLND
SYANEYTCAG
DKTKTIEILK
ITSTTTHTNP
NHTVTTTEYW
GGTDSVIIKE
SYTTTTTVIA
NHTVTTTEYW
GGTDTVIIRE
SYATTTTITIA
SSSEISSFEFSR
PMVTNTVDST
NENGPYESPS
TTVITTAEST
SDTQQTTLSQ

TLNMPCVFKFE
VTLPLAFNVG
RVIPSLNKVS
ESFSYTKTCS
FTLRWTGYRN
TTSYVGVTTS
IVQVPL



Dur. 1B

SEQ ID NO:3

1

61
121
181
241
301
361
421
481
541
601
661
721
781
841
901
961
1021
1081
1141
1201

AAGACAATCACTGGTGTTTTCAACAGTTTT
TATAATTATAAGGGACCAGGAACCCCAACT
GGTACTAGTGCAAGTCCGGGAGATACATTC
ACTACTTCTCAAACATCTGTTGATTTGACT
TTTCAGGCAGGTGAAGAATTTATGACCTTT
TTGACTCCATCTATTAAGGCTTTGGGTACT
GGAACTGGTTCTTCTGTTGATTTGGAAGAT
GTTACATTTAATGATGGTGGCAAGAAAATC
GTCGATCCAARAGGGTACTTAACTGATTCC
ACTCTTTTTGTTGCACCACAATGTGCAAAT
AACACTTATGGTGATGTTCAAATTGACTGT
TTGAATGATTGGAATTATCCGGTTTCATCT
TCTAATGGTATCTTTATCACATATAARAAC
GCTTATATTTCTGCTACAGATGTTAATTCG
TGTGCTGGTGGTTATTGGCAACGTGCACCT
AGTGATGCTGGATCTAACGGTATTGTTATT
ACTACCGCCGTGACCACCTTACCATTCGAT
ATTTTGAAACCTATTCCAACAACTACAATC
TACCTGACCAAAACTGCACCAATTGGGGAA
CACACTACCACTACTGTTACCAGTAAATGG
ACTAATCCAACTGACTCAATAGACACTGTC

*stop codon

AATTCATTGACTTGGTCTAATGCTGCTACG
TGGAATGCTGTTTTGGGTTGGTCTTTAGAT
ACATTGAATATGCCATGTGTGTTTAAATTT
GCTCATGGTGTTAAATATGCTACATGTCAA
TCTACATTAACATGTACTGTGAGCAATACT
GTCACTTTACCACTTGCATTCAATGTAGGT
TCTAAATGTTTTACTGCTGGTACTAACACA
TCAATTAATGTTGATTTTGAAAGGTCAAAT
AGAGTTATACCAAGTCTCAACAAAGTGTCA
GGTTACACATCTGGTACAATGGGATTCGCT
TCAAATATTCATGTTGGTATTACAAAAGGA
GAATCATTTAGTTACACCAAAACTTGTITCA
GTTCCTGCCGGTTATCGTCCATTTGTTGAC
TACACCTTGTCGTATGCTAATGAATATACT
TTCACATTAAGATGGACTGGATACAGAAAT
GTGGCTACTACCAGAACAGTTACAGACAGT
CCTAACCGCGACAAAACTAAGACAATTGAA
ACAACATCATATGTTGGTGTGACTACTTCC
ACTGCTACTGTTATTGTTGATATTCCATAT
ACAGGAACAATTACTTCCACCACAACACAT
ATTGTACAAGTTCCACTGTGA
*



Pur. 2

CpapupTedbaas KuHeTaka 3¢ dpexTupnocTy NDV-3, onenmennas nyrem
HoJyuenusi n3odpaxenni in vivo

Jlens 2 Jlenn 4 Henn 7

Kounrpoannan
rpynna

Ipe

100 pg




Dpr 3

NDV-3 orpannunpaet c0bem abcnecca MMRSA npn nngexunu cHcTEeMbI

KOKa/K0%Ka Y Mblinei

2.00
9 .
= 1.60 i
©
& 140
s 120
N
= 1.00
&0
&
g 0.80
E 060
=
g 0.40 -
0.20
Kortpoinnas  3MKI 10 mxr 30 mxr 100 mxr
rpynna

PexuM BaKuHaAAN



@ur. 4

NDV-3 orpannunsaet o6bem abcnecca MRSA npu uudexnmn CHCTEMbI

100 pg

KOMXKA/KOMKA Y MbIIICH

KOHTp OJIBHAA MBIHIbL

it o6bem abenecca (em3)

Cpennn



Cpennee ucteyeHue Ha adcHece

Dur. 5

NDV-3 nopasasier npoiudepanuio MRSA npn undexuui cucTeMsbl

6.10E+05

5.10E+05

4.10E+05

3. 10E4+05

2.10E+05

1.10E+05

1.00E+04

KOXKa/KoxKa y Mbliei

© O
O

O

O o

O

O

O
Kourpoabnast  3MKr 10 mMkr 30 mxr 100 mxr
rpynna

PexuM BakmuHanmy




Dur. 6

NDV-3 orpanuuusaet npoaugepannic MRSA u noBRINAET YHCIO

HeilTpoduiion
KouTpoanHas NDV-3 Koutpoasnan NDV-3
rpynna

FpyIia

LPF

HPF ()

Hannwie o xo3e 160 mxr B gens 7 mocie mapuunpoBanus



Pur. 7

NDV-3 nossrmaer uncio T-xierox CD3+ u wnaynupyer skcupeccnio (1.~17
KonTpoasnasn NDV-3 Koxrtpousnasi NDV-3
rpywna Ipynna

LPF

o-CD3 o gdlay

Janneie no xo3e 100 Mxr B IeHb 7 nociie MHQUHHPOBAHN



©ur. 8§

NDV-3 cruamyanpyer sxcnpeccnio HL.-22 u peaxnmio f-xepenzuna

Koutpoabuas NDV-3 Koutpoiasuasn NDV-3
rpyinia rpyimna

Hanunie mo xo3e 100 MKF B Jenib 7 moche nuuimpoBanus



Dur. 9

Hnomans abenecca (CMz)

Mepuannas ijionags 60KoBOro adcmecca y KOHTPOJIBLHBIX

1.600
1.400
1.200
1.000
0.800
0.600
0.400

0.200 B A— ” ¢

0.000

. 2
U BAaKIHHHEDOBAHHBIX MbBIHICH (CM )

) Konrponsnas
[ Y— Tyt
R " i e ug

N

b s  —0-300ug

3 5 7 9 12 14

CyTok rocite WHGUIUPOBAHHIS




Dur. 10

"

O6mem abcnecca (em”)

Menunananii o0bem OoKkoBOre abcnecca y KOHTPOJIBHBIX U

1.200

1.000

0.800

0.600

0.400 -

0.200

0.000

.. 3
BAKIIHHUPOBAMHBIX MbIIIEH (cM")

&

1 3 5 7 9 12 14

CyTok rmociie HHQUIUPOBAHUS

Kourponsras
rpynna

G- 3 g
300 ug




Dur. 11

Cpennuii 00bem abcuecea B Jenb 7 W3-3a mTaMMoB MRSA y koHTpONbHBIX

O0nem abcuecca (CM3)

3,500

3800

2,004

1.500

pHI

0500

L0060

. 3
NPOTHBE BAKINHUPOBAHHLIX MBITIEH (cM")

New 30 Cowrol el 1000y USASIO Contrnt LISASQ0 100ug

Iiramvpr MRSA npoTHr peskuMa BakHH2BH



®ur. 12

AbGcnece MRSA y MBIUIN, BAKIHHHP OBAHHGH NDV-3 (100 mxr)

IiperoBag Jereujxa

Cuuuit: SA (ProA)
Kpacuwrit:  PMN (Ly8G)
Benenntii:  Te {CD3+)

100 pg NDV-3

Jlens 7
pcceioBanns



Pur. 13

Abenece MRSA y xOHTPOJBHON MBIIIH

IipeTorast merenza

Cunuii: SA (ProA)
Kpacuprii: PRIN {Ly&&)
3estenniii: Te (CD3+)

KonTpoabsran MbIIL
Jlens 7 uccieoBanus
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