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COEAOVHEHUA, BNMUAIOLWWME HA CUHTE3 NMUIMEHTA U UX MTPUMEHEHUE ANA
NEYEHUA BAKTEPUAIbHbIX 3AEOJIEBAHUN

MNMEPEKPECTHASA CCbIJTIKA HA POACTBEHHBIE 3ASBKA
[0001] HacToswasa 3asBka ncnpalumBaeT NPMOPUTET NPeaBapUTENbHOM 3asBKM Ha
nateHT CLUA cepurHbin Homep 62/535540, nogaHHon 21 uronsa 2017 roga, 1 0Bbl4HON
3asBkn Ha nateHT CLUA cepumrHbin Homep 16/041838, nogaHHom 23 nons 2018 roaa,

pPacKpbITUE KOTOPbIX NMOSTHOCTLH BKIMFOYEHBLI B HACTOSILLYHO 3asiBKY NMyTEM CChINIKM.

OBJIACTb TEXHWUKW, K KOTOPON OTHOCUTCHA N3OBPETEHUE
[0002] HacTtosiwee n3obpeTeHne OTHOCUTCA K COEAUHEHUSM U X MPOU3BOAHBIM,
KOMMO3MLUMK, COAEepXKallen yKasaHHble COeAMHEHUS W/UNK MNPOU3BOAHbIE, U UX
NPUMEHEHUNIO ANA  JIEYEHUS MUKPOOHBIX MHMPEKUMA WU/Mnn  CBA3AHHBIX C  HUMMU
3aboneBaHnnM wnNM NaTtoNoOrMYecKMXx COCTOsSHUA. bonee KOHKPEeTHO, HacToswme
COeAMHEHWNS, MPOU3BOAHbIE, COAEPKALLME MX KOMMO3NLMKM, N cnocobbl NpefHas3Ha4YeHb!

Ans neyveHus BakrepuanbHbIX MHPEKLNIA.

YPOBEHb TEXHUKU N3OBPETEHUA

[0003] Staphylococcus aureus ABNAETCA OCHOBHbIM MaroreHoM YernoBeka cpeamn
HaceneHusa n B 60nbHULAX, Bbi3biBas pasnuyHbie MHAEKLMN, 0T Be30nacHbIX MHEKLMN
4O YrpOXarLlMX KMU3HM NaToNoOrmyYecknx coctosHurM [18]. B CBA3M C  LUMPOKMM
pacnpocTpaHeHneM MeTUUMnnmMH-pesncTteHTHoro S. aureus (MRSA) B BonbHuUuax u
cpeaun HaceneHus, neveHne MHEeKUMn, cBaAsaHHbIX C S. aureus, ctaHoBUTCS Bce Bonee
TpyaHbiM [19]. [dokasaHo, 4TO CTaUIOKCaHTUH $SBMASETCA BaXHbIM  PakTopoM,
cnocoberByowmm  BaktepuanbHon  mHBasum - [1]. Mate  reHoB  crtOPQMN,
PacnonoOXeHHbIX B ONEPOHE, OTBEYatoT 3a DMOCKMHTE3 NUrMeHTa. TpaHCKpUnumst 3Toro
ornepoHa ynpaBnseTcs cS-3aBMCUMbIM MPOMOTOPOM nepea crtO U 3akaH4YMBaEeTCH
TepMmuHatopom nocne crtN [2]. MurmenTel, npuaatrowme S. aureus 30MN0TUCTbIA LBET,
TaKKe LENAKT ero yCTOMYMBBLIM K BO3L4ENCTBUIO akTUBHBLIX dhopM kucnopoga (APK) u
HenTpodunos [3]. lNurmeHTMpoBaHHble  Baktepum  obnagardT  NOBbILEHHOM
YCTOMUYMBOCTBIO K UMMYHHOM 3alumTe xo3auHa [4].

[0004] B MbILHOM Mogene NogKOXKHON MHAEKLUMN XKNBOTHbIE, MHPULMPOBAHHbIE
LWTaMMOM S. aureus AVKOro tmna, umenn Bonee BbICOKYO HaKkTepuanbHyr0 Harpysky u
fonblme BUAUMbIE MOPEXKEHUS, YEM TE KMBOTHbIE, KOTOPbIE ObINN MHPULMPOBAHbI
HENUrMeHTMpPoBaHHbIMKN BakTepuamm [4]. NoHWKeHHan BUPYNEHTHOCTb BakTepuanbHbIX

wTaMmmMoB C ,D,ed.)eKTHbIM CMHTE30M KapOoTMHOMAOB Obina Takke nokasaHa Ha MbILLUMHOW



MoAene CUCTEMHOW WHekumn S. aureus [3]. daHHble in vitro v in vivo NO3BONAOT
NPeanonoXunTb, YTO BNOKMPOBaHNE CUHTE3a NUTMEHTA MOXET CHU3UTb NaTOreHHOCTb.
[0005] Bbeino nokasaHo, 4TO AermapocksaneHcuHtasa (CrtM) katanusumpyet
nepBy0 CTaguio Nyt BUOCKMHTE3a U ABMSETCA MULLEHBIO ANS NPOTUBOUHMEKLMOHHON
Tepanuy, OCHOBaHHOW Ha HeuTpanusauymm aktopa BUPYNEHTHOCTU.  Bbino
yCTaHOBIEHO, 4yTOo AndeHrnnammH ABNAETCSH NHIMBUTOPOM 4.4-
ananogputoengecarypasbl (CrtN) npu BbICOKOM MUKPOMONSAPHOM ypoBHe [5]. Bbino
nokasaHo, 4TO Apyron noTeHumanbHeii MHrIMOUTOP CrtN, HadTuduH, opobpeHHoe
YnpaBneHMeM nO KOHTPOMIO KayecTBa MULLEBBIX MNPOAYKTOB W  NEKapPCTBEHHbIX
npenapatos CLUA (FDA) npotmBorpnbkoBoe COefUHEHME, CHWKaeT BakTepuanbHyro
Harpysky y pasHblx mMogenen uHdekumn y mbiwen [6]. Tem He meHee, ocTaeTcs
NOTPEOHOCTE B HOBbIX COEAMHEHUSX W MPUMEHEHUM STUX COEAUHEHUA AnA
MPUrOTOBIEHNA KOMMO3NLMW ANA NeYeHNa u/unn npeaoTspalleHns CTadonnoKOKKOBbIX

NHEKLMN.

CYWHOCTb N3OBEPETEHUA
[0006] Hacrosiee n3obpeTeHne OTHOCUTCH K COEAMHEHUAM U UX NMPUMEHEHMIO
ANA NpefoTBpaLlleHns W/nnm nedveHms MUKPOOHbIX MHPEKLMA N/UNn CBA3aHHbBIX C HUMU
3aboneBaHnn WM NaTtoNorMyYeckux CcOCTosHUMW. B nepBOM acnekte Hactosllee
n3obpeTeHmne OTHOCUTCA K COEANHEHNAM WU/UNKU X NPON3BOAHBIM, KOTOPbIE MOTYT ObITb

npeacrasneHsl ®opmynon (ll):
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* Unm

noboro  yeTblpex-, NATU-, LWeCTU-, CEeMU-, BOCbMU-, LAEBATU-, LECATU-,
OAVHHaZuaTV- WNW  ABEeHajuaTUYNEHHOro reTepouuknuna, UuknoankeHuna wunu
Luknoankuna,

rae Rz n R4 moryT BbITe HE3ABMCMMO M COBMECTHO BbIOpaHbl 13 rpynnel: H; F;
Cl; Br; I; OH; CN; (C1-4) ankun, Takon Kak MeTun, 3TUN, H-NPOMNWI, N3onponun, H-ByTun,
BTOP-OyTnn, n30bytun, TpeT-OyTun, (C2-4) ankeHun, TakOW Kak 3TEHWN, MNPOMNeHun,
OyTeHun, rge ABOMHAA CBA3b MOXET ObiTb pacnonoxeHa B noboM MOMnoXeHun B
ankeHWnNbHOM  yrmepoaHonm uenn, W BkNoyaa nobble  ero  ankeHWUnbHblEe
KOHZOPMaLMOHHbIE N3OMEPDI; anknMHUI, apankun, ankapun, ranoreHMpoBaHHbIA ankun;
retepoankun, apwun, reTepouMKnvM;, UWKNOoanKum, LWUKNOAnKeHU, LMKNOANKUHWIT,
rMAPOKCUANKWUN, aMUHOanKun, amuHO, ankunammHO, apunamuHoO, AUANKUNIAMUHO;
ankumnapunaMmmHo; AnapunamuHo, auunammnHo; rmapoKCUn, TUOM, TUOArKWM; ankoKCu,
ankunTno; arnkoKCUarnkum, apurokcW; apunarnkokCK; auunokCcu; HUTPO; kapbamowurn,
TpudpTopmeTun; deHoken; BeH3mnoken; gochoHoBasa KMUCnoTa, docdaTHbIn 3dup;
cyneoHoBaga kucnota (-SOsH); cynbdoHaTHeIM 3dup; cynbdoHamMui; ankapur,
apunankun, kapbamaT, amMuHO,  ankunamuMHO,  apunamuHoO,  AWanKUNIammHo,

ankunapunamMuHo; AnapunammnHo; ankunTmo, reTepoankus; ankunTpudeHnnochoHUNR;



retepoumknun; ketoH (=0); npocton adpup (-OR10); n cnoxHeit agpup (-COOR11 1 -
OC(=0)R11);

nnn Rs 1 R4 MoryT BbITb CBA3aHbLI APYr C APYrOM C 0OpasoBaHNEM YeTbIpex-, NATU-
NN LUECTUYNIEHHOrO reTepoLmMKnuna, LuknoankeHmna unm Luknoankuna;

Rs moxeT BbITb BbiOpaH 13 rpynnel: H; F; Cl; Br; I; OH; CN; (C1-4) ankun, Takon kak
METWN, 3TUN, H-Nponun, nsonponun, H-6ytun, BTop-6yTnn, n3obytun, TpeT-Oytmn; (C24)
ankeHun, TakoW Kak 3TeHwun, nponenun, OyTeHun, rae ABovHas CBsA3b MOXET ObiTb
pacrnonoxeHa B fnoOOM MNONOXEHUN B ankeHWUNbHOW YrnepoAHON Lenu, 1 BKNKOYas
ntobble ero ankeHunbHbIE KOHPOPMAaLUMOHHbIE M3OMEPbI; ankUHWUIT, apankun; ankapun;
ranoreHNpPOBaHHbLIN  ankun;, reTepoankun; apwun, TreTepouUMKNUI,  LIMKNOankur;
LMKNOAnKeHWn; UMKNOANKUHUI, TMAPOKCHAnKWM, aMUHOANKWMI, amMWHO; ankunamuHo;
apunaMmmnHoO;, AnankmnaMmmHo, ankunapunamMmuHo; AMapunamMuHo; aumnamMmHo; rmapoKCun;
TWOI; TMOASKWIT; arnKOKCW; ankuiTMO; ankoKCUankum; apunokcu; apunankokCu; aumnokeu,
HUTPO; kapbamoun; TpudpTopMeTUn, geHoKcH; BeHsnnoken; POoChoHOBasA KUCMOTa,
docatHein  3adup; cynbdoHoBaa kucnota (-SOsH); cynbdoHaTHbIN - 3bUp;
cynboHamMua; ankapwn, apvnankun, kapbamart; amuHO; ankunammHO, apuramMuHo;
AVankunamuHo,  ankunapunamuHo,  ANapunaMmMHO,  ankuinTmuo,  reTepoarnkus,
ankmnTpudermnngocdonHmn; retepoumknun; ketoH (=0); npocton apup (-OR1o);
cnoxHein acpup (-COOR11 1 -OC(=0)R11);

rae Rio n R11 MoryT ObITb HE3ABMCUMO UM COBMECTHO BbIOpaHbl U3 rpynnbl,
cocrosien ma: (C1-4) ankmna, Takoro Kak MeTun, 3TWUM, H-NPonun, n3onponun, H-Bytun,
BTOP-OyTnn, n3obyTtun, Tpet-0ytun; (C2-4) ankeHwuna, Takoro Kak 3TEeHWN, MPOMneHwun,
OyTeHun, roe ABoMHasA CBA3b MOXET ObiTb pacnonoxeHa B noboM MOnoXeHun B
ankeHWUnbHOW yrnepoaHon Lenu, n Bknovas nobble ankeHunbHble KOHPOPMaLMOHHbIE
N30MEPBbI; N ankUHUNA;

X Bbi6paH n3 N vnm C,

A npeacraesnsaeT cobom oguHapHY CBA3b UK ABOMHYHO CBA3b;

Q BbiBpaH 13 N unn C,

M BbibpaH 13 O nnm C, un

roe Rz BbibpaH na:
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rae Re m R7 moryt ObiTb HE3aBMCUMO WNM COBMECTHO BbIOpaHbl n3 O umnu
OTCYTCTBOBAaTb;

Rs n Re moryT BbITb HE3ABUCMMO N cOBMECTHO BbIOpaHbl n3 H; F; Cl; Br; |; OH;
CN; (C1-4) ankuna, Takoro Kak MeTun, 3Tun, H-Nponun, naonponun, H-Bytun, BTop-6yTnn,
n3obytun, Tpet-0yTnn; (C24) ankeHuna, Takoro Kak 3TeHun, nponenun, 6yteHun, rae
ABOMHaa CBA3b MOXET ObiTb pacrnonoxeHa B NOOOM MOMNOXEHUM B ankeHWbHOMU
yrnepogHoOn Lenu, 1 Brkroyasa nodble ero ankeHnnbHble KOHPOPMaLMOHHbIE M30OMEPbI;
ankuHuna; apankuna, ankapwna, ranoreHMpOBaHHOro arnkuna; retepoankuna; apuna,
reTepouMKnMna; UuKnoankuna, UMKNoankeHuna, UMKNoankMHuNna; rmapokcuankuna,
amMuHoarnkuna, ammuMHO, ankunammHO, apunammHoO;, AUAanKUNamMuHO; ankunapunammHo;
AVapunamuHoO; auunammnHo; rMapoKcUna; TUOMa; Tuoankuna; arnkoKCW, ankuiTuo;
ankokcuankuna;,  apuriokcu,  apunarnkokCu,  auunokcu;  HUTPO;  Kapbamowuna,
TpudpTopmeTrna; deHoKeH; BeH3nNoKen; PocdoHOBOM KMCNOTLI; bocdaTHOro aupa;
cynbgoHoBon kucnoTel (-SOsH); cynbdoHaTtHoro adpupa; cynbdoHamuaa; ankapuna,
apunankvna, kapbamara;, amMuHO, ankunamMuHoO;, apwunamuHO,  ANANKUNaMUHO;
ankunapunammHo; AnapunammHo; ankunTuno; retepoankuna;
ankmnTpudernndocdonms; retepounknuna; ketoHa (=0); npocroro apupa (-OR10); n
cnoxHoro acpumpa (-COOR11 n -OC(=0)R11),

nnm R8 n R9 moryT BbiTb CBA3aHbI A4pyr C Apyrom ¢ o6pasoBaHNEM 4YeTbIpEX-,
NATU- NN LLECTUYNIEHHOIO reTepoLMKNUNa, LUKNoankeHuna nnn ymknoankuna, n

rae Rio n R11 MoryT ObITb HE3ABMCUMO MM COBMECTHO BbIOpaHbl U3 rpynnbl,
cocroswen mns: (Ci-4) ankuna, Takoro Kak MeTUn, 3TUN, H-NPOMNMAN, U30NPONUI, H-ByTun,
BTOP-OyTnN, n306yTun, TpeT-0yTun; (C2-4) ankeHwna, Takoro Kak 3TEHWN, MPOMNeHwun,
OyTenun, rge gBovHasa CBA3b MOXeT ObiTb pacnonoxeHa B nobOM MOMNoXeHUN B
ankeHWnNbHOW yrinepoaHOM Lenu, 1 Bknoyasa nobble ankeHUnbHbIe KOH(POPMaLNOHHBbIE
N30MEPbI; N ankuHUna, u

Z BbibpaH 13 C nunn S.



[0007] B ogHOM BapuaHTe ocyLecTBneHs N3obpeTeHmnsa HacTosaWmME COeANHEHNSA
nwvnn mnx Npom3BOAHbIE MOTYT MNPeAcTaBNATb COOOM aHTUBUPYNEHTHbIM areHT Ans
BakTepun.

[0008] B gpyrom BapuaHTe OCyLIECTBNEHNA W300peTeHns HacToswme
coeguvHeHus wu/wunu ux npounsBoaHble 3PPEKTUBHBI B CHWXKEHUM BUPYNEHTHOCTU
BakTepun.

[0009] B gpyrom BapnaHTe OCyLLECTBNEHMS N300peTEHNS BakTepum, ANs KOTOPbIX
HacCToAWME COEAMHEHUS W/ NX NPOU3BOAHbIE SPPEKTUMBHBI B CHMKEHUN KX
BUPYNEHTHOCTK, BKNoYatoT B cebsa Staphylococci sp.

[0010] B ewe ogHOM BapuaHTe OCyLLleCTBneHus mnsobpeteHus Baktepun, ans
KOTOPbIX HACTOALWME COEANHEHNS /NN UX NPOM3BOAHbIE 3PMEKTUBHBI B CHXKEHUM NX
BUPYNEHTHOCTK, BKNoYaroT B ceba Staphylococcus aureus (S.aureus).

[0011] B ewe ogHOM BapuaHTe OCyLLleCTBNEHUs mn3obpeteHusa Baktepun, ans
KOTOPbIX HACTOALWME COEANHEHNSA N/NNN UX NPOM3BOAHbIE 3MEKTUBHBI B CHUXKEHUM NX
BMPYNEHTHOCTW, BKMOYAT B ceba MeTUUMNNMHPe3ncTeHTHbIN S. aureus (MRSA).

[0012] B pgpyroMm BapwaHTe OCYyLECTBNEHNa Wn300peTeHna yKkasaHHoe
YMEHbLUEHNE BUPYNEHTHOCTU OakTepun CcoeguHEeHUaMU WU KX NPOU3BOAHLIMU
BkMovYaeT B ceba wuHrmbuposaHue OMOCUHTE3a CcTaunoKCaHTMHa B yKa3aHHbIX
BakTepunax n/mnn MHMbupoBaHMe UNN yMEHbLUEHWE MPOAYKLMU MUTMEHTOB, KOTOPbIE
yCTOMYMBBI K aHTUBaKTepmnanbHOW MMMYHHOM 3alUmTe XO3smHa.

[0013] Takke HacTodwee U30OPETEHNE OTHOCUTCHA K KOMMNO3ULMKM 4NN
nNpefoTBpaeHna n/unn nedvyeHns MUKpPOBHbIX WMHAPEKUMA U/MNN CBA3AHHBIX C HUMM
3aboneBaHnn UNM NaToNOrMYEeCcKMUX COCTOSIHUI, coaepkaLlen 3hbHEeKTUBHOE KONMYECTBO
COeAMHEHUN W/UN NX NPOM3BOAHbIX B COOTBETCTBUN C NEPBbLIM aCrNeKTOM HaCTOALLEro
n3obpeTteHus.

[0014] B ogHOM BapmaHTe OCyLLECTBNEHNSA N30DPETEHNA yKa3aHHbIE MUKPOBHbIE
NHeKUMKM NnpeacTaenatoT cobon BakrepmanbHble MHPEKLNN.

[0015] B apyrom BapmaHTe OCyLLUECTBNEHMS U30DPETEHNSA YKa3aHHbIE MUKPODHbIE
NHEKUMKM BKNKOYaKOT B cebsa cTadoMnOKOKKOBbIE MHAEKLIMN.

[0016] B pgpyrom BapwaHTe OCYLLECTBNEHUS W300pETEeHNs KOMMO3MLMS
LAOMOMHUTENBHO COAEPXKUT PapmaLeBTUYECKN MPUEMIEMbIA HOCUTESb, COMb, CNOXHbIN
3¢uvp, BCnoMorarenbHoe BELLECTBO, HanomHWUTEMb, NPONEKaAPCTBO, PacTBOPUTENb U
pasbaBuTenb Unm ndyro X KOMOMHaLUWIO.

[0017] Bo BTOpOM acnekTe HacTosiwee U30OpPETEHNE OTHOCUTCS K NMPUMEHEHMIO

HacCTOSALMX COEAMHEHUIN ANSi NPEeAOTBPALLEHNS UMM NEYEHNST MUKPOBHBLIX MHIEKLNIA



n/Mnn CBA3aHHbIX C HAMK 3aboneBaHNn N NaToNOMMYECKNX COCTOSTHUI, BKIOYaOLLEMY
B cebs BBeAEeHME CyObekTy KoMnosvumn, copepxawen 3(pdeKTMBHOE KOMMYECTBO

OLHOr0O NN HECKONbKKX coegmHeHnin ®opmynel (l1):
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rae Rs 1 R4 MmoryT 6bITb HE3@BNUCKMMO MM COBMECTHO BbiOpaHbl 13 rpynnel: H; F;
Cl; Br; I; OH; CN; (C1-4) ankun, Takon kak MeTWn, 3TUI, H-NPONun, naonponun, H-Bytun,
BTOP-OyTnn, 1300yTUN, TPeT-OyTun, (Co2-4) ankeHwn, TakoW Kak 3TEHWN, MPOMNeHwn,
OyTeHun, rge ABOMHasA CBA3b MOXeT OblTb pacnonoxeHa B NoOOM MOMOXEeHUN B
ankeHWnbHOM  yrmepoaHon uenn, W BkNoyaa nobble  ero  ankeHwusbHble
KOH(POPMAaLIMOHHBIE U30OMEPbI; anknHWUI; apankun; ankapwn, ranoreHMpoBaHHbIN ankur,
retepoankun; apwun, reTepouuKnum;, LUMKNOoankun, LWUKNOAnkKeHWUn, LMKNOAnNKUHWUIT,
rMAPOKCUANKUN, aMUHOAanKun, amuHO, ankunammHO, apunamuHoO, AUANKUIAMUHO;
ankunapunaMmmHo; AuapunamuHo; aumnammnHo; rmapoKCUI, TWUOM, TUOAanKum, ankoKCu;
ankunTno; ankoKCUankum, apuiokCu; apunankokCh;, auunokCcu; HUTPO; kapbamowun,
TpudptopmeTun; deHoken; BeH3mnoken; gochoHoBasa KuCnoTa, docdaTHbeIn 3dup;
cynegoHoBasa kucnota (-SOsH); cynbdoHaTHeIM 3dup; CynbdoHaMUA, ankapun,
apunankun, kapbamaT, amMuHO,  ankunammMHO,  apunammHO;  AUanKUNamuHo;
ankunapunaMmmHo, AMapunaMmmnHo; ankunTmo, reTepoankmn; ankmntTpmeHnndPocHoHUN;
retepoumknun; ketoH (=0); npocton adpup (-OR10); n cnoxHer apup (-COOR11 1 -
OC(=0)R11);

nnn Rs 1 R4 MoryT BbITb CBA3aHLI APYT C A4PYrOM C 0OpasoBaHNEM YeTbIpex-, NATU-
UKW LWECTUYNEHHOMO reTepoumKknuna, LyknoankeHuna nnn Luknoankuna;

Rs moxeT 6bITb BbIOpaH 13 rpynnel: H; F; Cl; Br; I; OH; CN; (C1-4) ankun, Takon kak
METWN, 3TUN, H-NPONWUA, n3onponusn, H-ByTun, BTop-OyTun, n3odbyTtun, TpeT-0yTnn; (C2-4)
ankeHun, TakoW Kak 3TeHwn, nponeHwun, OyTeHwn, rae ABOWHAs CBA3b MOXET ObITb
pacrnonoxeHa B ntoOOM MNONOXEHUN B anKeHWUNbHOW YrnepoaHON Lenu, 1 BKNKYas
ntobble ero ankeHUnbHbIE KOHPOPMALMOHHBIE M3OMEPbLI; ankUHWM, apankun, ankapwus,
ranoreHMpPOBaHHbIA  ankun, reTepoankun, apwun;, reTepounKnnI,  LMUKNOAnKMM;
LUMKNOANKEHWN; LUMKNOANKUHUM, TUAPOKCUANKAM, aMWHOANKWM, aMWHO; ankunamuHo;
apunamMmHo; gMankunaMmmHo; ankunapunammHo; AMapmnammHo; aumnamMmmHoO;, rmapoKCuIT;
TWOM, TUOANKMI; ankoKCW; ankunTuo; arnkoKCUankum, apmnokcu; apunankokCu; aLmnoKeu,
HUTPO; kapbamoun; TpudpTopMeTUN, (eHoKCH; BeH3nnoken; HOoChoHOBasA KUCMOTA,
docatHein  adup; cynbdoHoBaa kucnota (-SOsH); cynbdoHaTHbIN - 3bUp;
cynboHamMug,; ankapwn, apwunankun, kapbamart; aMWHO, ankunamuHoO, apunamuHo;
AVanKUNamuHo;,  ankunapunamuHo;,  AVapunamunHo;  ankunTuo,  reTepoarnkun,
ankmnTpudernndocdonHmn; retepoumknun; ketoH (=0); npocton apup (-OR1o);
cnoxHein acpup (-COOR11 1 -OC(=0)R11);

rae Rio n R11 MoryT ObITb HE3ABMCUMO UM COBMECTHO BbIOpaHbl U3 rpynnbl,

cocroswen ns: (Ci-4) ankuna, Takoro Kak MeTun, 3Tun, H-NPOoMnun, U30NPonun, H-ByTun,



BTOP-OyTnN, n300yTun, TpeT-0yTun; (C2-4) ankeHwna, Takoro Kak 3TEHWN, MPOMNeHwn,
OyTeHun, rge gBovHasa CBA3b MOXeT ObiTb pacnonoxeHa B nobOM MOMoXeHun B
ankeHUNbHOW YrnepoaHOn LUenu, 1 BknoYas nobble ankeHunbHbIe KOH(POPMAaLMOHHBbIE
N30MEPbI; N anknHUNa;

X BbiBpaH n3 N unm C,

A npeacraBnsieT cobom oguHapPHY CBSA3b UK ABONHYHO CBA3b;

Q BbIGpaH 13 N unn C,

M BbibpaH 13 O nnm C, un

roe Rz BbibpaH na:

, | /
2N
|| R9
R7

4

rae Re m R7 moryt ObiTb HE3@aBMCUMO WNKM COBMECTHO BbIOpaHbl 13 O umnu
OTCYTCTBOBaTb;

Rs n Re moryT BbITb HE3aBNUCMMO N cOBMECTHO BbIOpaHbl n3 H; F; Cl; Br; |; OH;
CN; (C1-4) ankvna, Takoro Kak MeTun, 3Tun, H-Nponun, U3onponun, H-Bytun, BTop-0yTun,
n3odytun, TpeT-0yTnn; (C24) ankeHuna, Takoro Kak 3TeHun, nponeHwun, OyTeHun, rae
ABOWHAas CBA3b MOXET ObITb pacnonoxeHa B NOOOM MOMOXKEHWN B anKeHUIbHOW
YyrnepogHON Lenu, 1 Broyasn nodble ero ankeHunbHble KOHPOPMaLMOHHbIE M30OMEPb;
ankMHuna; apankuna; ankapuna; ranoreHMpOBaHHOrO ankuna, rerepoarnkuina; apuna;
reTepouMKnMna; UuKnoankmna; uuknoankeHuna;, UMKNoankuHuna, rmapoKCUankmna;
amMmumHoarnkuna, amuvHoO, ankunammHO, apunammHoO, AUANKUNaMnHO; ankunapunammHo;
ANapUNamMuHoO;, auunammnHo; TMAPOKCUNA; TWUOMa;, Tuoankuna; ankoKCu, ankunTuo;
ankokcuankuna;,  apuriokCu,  apunarnkoKkCW,  auunokcKn;  HUTpO;  kapbamowuna;
TpudTopmeTrna; PpeHokeH; BeHannoken; hocdOHOBOM KUCNOTLI; docdaTHOro apupa;
cynbgoHoBon kucnoTel (-SOsH); cynbdoHaTHOro adupa; cynbpoHamuaa; ankapuna;
apunankuna, kapbamarta; amuHO, ankunamumHO, apwunamuHO,  AnankuamuHo;
ankumnapunammHo;, AnapunamMmmHo; ankunTuo; retepoankmna;
ankmnTpudermnndocdonHms; retepouunknuna; ketoHa (=0); npocroro apupa (-OR1o0); n
cnoxHoro acpupa (-COOR11 1 -OC(=0)R11),

nnn Rs 1 Re MoryT BbITb CBA3aHbLI APYr C A4PYroM C 0OpasoBaHNEM YeTbIpex-, NATU-

NN WEeCTUHNEeHHOro retepouunKknnna, unknoankeHuna mnm umknoankmna, mn



rae Rio n R11 MoryT ObITb HE3ABMCUMO UM COBMECTHO BbIOpaHbl U3 rpynnbl,
cocroswen mns: (Ci1-4) ankuna, Takoro Kak MeTun, 3Tun, H-NPOoMNun, U30NPonun, H-ByTun,
BTOP-OyTnN, n300yTun, TpeT-0yTun; (C2-4) ankeHwna, Takoro Kak 3TEHWN, MPOMNeHwun,
OyTeHun, rge ABoOMHasA CBA3b MOXeT OblTb pacnofiokeHa B NobOM MOMOXeHUn B
ankeHWnNbHOW yrnepoaHoOW Lenu, 1 Bkroyasa nobble ankeHunbHbIe KOH(POPMaLNOHHBbIE
N30MepPbI; N ankuHuna, u

Z BbibpaH 13 C unn S.

[0018] B ogHOM BapuaHTe OCyLLECTBNEHMUS N30DPETEHNA MUKPOBHbIE MHEEKLMN
npeacraBnaAloT cobon BakTepuanbHy0 MHPEKUNIO.

[0019] B apyrom BapuaHTe OCyLLECTBNEHNSA N30DPETEHNSA MUKPODHBIE MHGEKLMN
BKIOYatoT B ceBs1 CTahmMNOKOKKOBBIE MHADEKLMN.

[0020] B apyrom BapuaHTe OCyLLECTBNEHNA N30DPETEHNA MUKPODHLIE MHEKLMN
n/nnn cBaAsaHHbIE C HAMK 3aboneBaHna U NaTtonorM4yeckue COCTOSHUS Bbl3bIBarOTCA
Staphylococci sp.

[0021] B eLle ogHOM BapuaHTe ocyLlecTBneHus nsobpeteHus Staphylococci sp.
BKMtoYatoT B cebsa Staphylococcus aureus (S. aureus).

[0022] B ewe opgHomM BapuaHTe OCyllecTBNeHna wusobpetenns S. aureus
BKOYaeT B ceba MeTuymnnuHpesncTeHTHeln S. aureus (MRSA).

[0023] B apyrom BapuaHTe OCyLLECTBNEHNA U30OPETEHNS MUKPOBOHBIE MH(EKLNK
n/vnn cBs3aHHble C HAMK 3aboneBaHnA UM NaTtonorm4yeckue COCTOSHUA BKOYaKOT B
cebs MHPEKUMN KOXM U MATKMX TKaHEW, KOCTEM U CYCTaBOB, XMPYPrMYECKOM paHbl,
NMMNIIaHTUPOBAaHHbIX YCTPONCTB, NErkMX N CEPAEYHbIX KnanaHoB.

[0024] B onpepeneHHbIX BapnaHTax OCYLLECTBNEHNA N300peTeHnsa HacTosLlee
NPUMEHEHMNE LOMONMHUTENBHO BKIKOYAET B ceBA yMEHbLUEHWE BUPYNEHTHOCTN BakTepui,
BbI3bIBAOLLMX MUKPODHbIE MHMEKUMN W/MNN CBA3aHHbIE C HUMMK 3aboneBaHusa Unu
naTonornyeckmne CoOCTOSHUS.

[0025] B HEKOTOPLIX APYrMX BapuaHTax OCyLLECTBNEHNA N30OpeTEHMA HACTosLLEE
NMPUMEHEHNE [OOMOMNHUTENBbHO BKMOYaeT B cebsa  uHrmMbupoBaHne OuocuHTE3a
CTaUnoOKCaHTUHa B YyKasaHHbIX DakTepuax u/mvnn MHrMbUpoBaHWe UM yMEHbLUEHWE
NPOAYKUMN NMUTMEHTOB, KOTOPLIE YCTOMYMBBLI K aHTUBakTepruansHOM MMMYHHOW 3alimTe
X03au1Ha.

[0026] B aopyrom BapuaHTe OCYLLECTBMNEHNA U30OPETEHUNA yKasaHHbIM CyDOBbekT
NN XO03anH Ansg BakTepuin aBNSETCH MNEKONUTarOWMUM.

[0027] B apyrom BapuaHTe OCYLLECTBMNEHNA U30OPETEHNA yKa3aHHbIM CyDOBbekT

NN X03anH Ans BakTepun ABNSETCA YENOBEKOM.



KPATKOE OMUCAHMUE YEPTEXEW

[0028] B nocnegytowem nogpobHOM OnMMCaHWKM AenaeTcs CcCblka Ha
npunaraemble Gurypbl, m3obpaxarwme npuBeAEHHbIE B Ka4yecTBe Mpumepa,
HeorpaHuyYnBarLe 1 HencyepnbiBatolme BapwaHTbl OCYLLECTBIEHUS U300peTeHuns.
Ana Toro 4tobbl BbilweyKasaHHble NPU3HaKku HacTodawero msobpeteHns mornm ObiTb
Bonee NoHATLI, bonee nogpobHoe onnucaHne N3oBPETEHUS, KPaTKO N3NOXEHHOE BbILLE,
MOXET ObITb AOCTUMHYTO CO CCbINKOWM Ha BapuaHTbl OCYLLECTBEHNS, HEKOTOpbIE W3
KOTOPbIX NPOUIIFOCTPUPOBaHbI Ha NpunaraemMbix dpurypax. OgHako cnegyet OTMETUTD,
4YTO PUrypbl UNOCTPUPYHOT TOMBKO TUMMYHbIE BapUaHTbI OCYLLECTBNEHUS HACTOALLErO
n3obpeTeHns 1, cnefoBarernbHO, He AOIMKHbI paccMaTpmMBaTbLCs Kak orpaHnymBarolme
ero 06bEM, NOCKOMbKY N30BpeTeHne MOXET AonyckaTb Apyrme He MeHee 3PPEKTUBHbIE
BapuaHTbl OCYLLECTBNEHNS.

[0029] Ha cur. 1A-1D nokasaHo MHrMbupoBaHWe NUrMeHTa in vitro coeguHeHnem
NP16: Ha cour. 1A nokasaHo nHrmbuposaHne nurmeHTaummn S. aureus gukoro tmuna (WT)
C WCMOnb30OBaHMEM BoO3pacTarwmx KoHueHTpaumm NP16; Ha dwur. 1B nokasaHo
nHrnbmposaHne nurmeHta NP16; 1Cso ans obpasosanna nurmeHTa coctasnaet ~300 HM;
Ha dur. 1C nokasaHa xumuyeckasa cTpyktypa coegnHerns NP16; Ha dur. 1D nokasaHa
KpuBas pocta S. aureus wramma COL B NpUCyTCTBUN pasnnyHbIX KOHUeHTpaumn NP16.
Bce faHHble npeacraBnaoT cobom cpefHme aHadeHmnsa +SD.

[0030] Ha cour. 2A-2D nokasaHo, uto obpaboTtka NP16 npmBogmT K NOBBLILLEHHOM
YyBCTBUTENBHOCTU K OKUCIIEHNIO N YHUUTOXEHMIO HEUTpOodunamm: Ha dur. 2A nokasaHa
LMTOTOKCUYECKAA akTUBHOCTb coeanHeHuss NP16 B oTHoweHun knetok MDCK:; Ha
dur. 2B nokasaHa noBbiWeHHas 4yBCTBUTENbHOCTL S. aureus wrtamma COL,
obpaboTtaHHOro NP16, K YHUUTOXEHMIO NPX NOMOLLY NMepeKkncn sogopoaa; Ha dur. 2C
nokasaHa MoBbIEHHasa 4yBCTBUTENbHOCTL S. aureus wramma COL, obpaboTaHHOro
NP16, K yH14TOXEHNIO HENTpodunamu, Ha dur. 2D nokasaH YP-cnekTp kapoOTUHOWAOB,
BblAENEHHbIX N3 pas3HbiX LWTaMMoB, 0bpaboTaHHbIX nnu He obpaboTaHHbix NP16. Bece
AaHHble npeacTaBnaAlT cobon cpegHue 3HadveHmna = SD(***P <0,001; ****P <0,0001).
3HaveHna P onpegenanu npu nomowm nporpammel GraphPad Prism ¢ ncnonssosaHvem
HenapHOro napameTpU4ecKoro t-kputTepusa ¢ nonpaskon Yanya.

[0031] Ha dowur. 3A-3F nokasaHo in vivo pgeucteue CrtiN u ee nHrmbmposaHve
NP16. Ha cur. 3A n 3B nokasaHbl 6akrepuu, BblAENEHHbIE COOTBETCTBEHHO U3 NEYEHM
N ceneseHkn Mblwen, nHpuumpoBaHHbIX wtammamm COL aukoro tmna unu COL-AcrtN,
Ha ¢wur. 3C n 3D nokasaHbl BakTepuy, BblheNeHHbIE COOTBETCTBEHHO U3 MeYeHU U

ceneseHKn Mblwen, nHpuumpoBaHHbix wtammom COL, ¢ obpaboTkon coeguHeHWem



NP16 vnn 6e3 Hee; Ha cur. 3E nokasaHbl HakTepun, BbigENEHHbIE U3 MOYEK MbILLEN,
NHPUUMPOBAHHBIX KNUHUYECKUM u3onatoMm wramma AE052 wnu AEQS52-AcrtN; Ha
dur. 3F nokasaHbl OakTepun, BbILENEHHbIE K3 MOYEK MbIWEN, WUHPULMPOBAHHLIX
wrammom AEQ052, ¢ obpabotkon coegmHeHnem NP16 unmn 6e3 Hee. Bce paHHble
npeacraBnaloT cobon cpegHue sHadveHms + SEM(*P <0,05; **P <0,01; ***P <0,001).
3Hauenuna P onpegenanu npyu nomowm nporpammbl GraphPad Prism ¢ ncnons3oaHnem
HenapHOro napameTpU4ecKoro t-kputepusa ¢ nonpaskon Yanya.

[0032] Ha dpur 4nokasaHna in vivo aoeKTUBHOCTb MHIMOMTOPOB CTadunokcaHTuHa

13 BblbpaHHbIX aHanoros NP-16.

noarPOBHOE ONMUCAHUE N3OBEPETEHNA

[0033] Cnenys yctaHOBNEHHOMY CMOCOBY CKPUHWHra AN BbIABMEHNA areHTOB,
KOTOpble  yMeHblarT  nurmeHtauyuto  Staphyloccous  aureus  [7],  ©bino
MOEHTUPULMPOBAHO, YTO HacToswmMe coeauHeHusa, HasbiBaemble NP16 un  ero
Npom3BOAHbIE, DNOKMPYIOT NPOAYKLUMIO MUIMEHTa B S. aureus nyTem BO3aencTBus Ha 4,4-
ananogputoengecarypasy (CrtN). CrtN npegnaraetca B kKa4ecTBe HOBOW MULLEHW ANA
aHTUBUPYNEHTHOW Tepanun y S. aureus. CtadunokCaHTMH S. aureus BHOCUT
3HaYMTENbHbBIA BKNaj B NaToreHes, BO3AENCTBYS HA MeXaHWU3Mbl UIMMYHHOIO KNupeHca
X035MHa, HO Marno BNUAET Ha BbhkMBaHWe BakTepumn ex vivo. He orpaHnymMBasnch Kakom-
nmbo  Teopuen, npegnonaraeTcd, YTO  areHtbl, Onokupylowme  BblpaboTky
CTauUnoKCaHTWHA, MOryT MpPEenaTcTBOBaTb BO3HUMKHOBEHWMIO U NOAAEPXKaHWHO
BakTepmanbHOM MHEKLMM, HE OKasbiBas N3bnpaTensHOro AaBneHns Ha yCTOMYMBOCTb
K aHTMMUKPOOHbIM npenaparam.

[0034] NP16 n ero npomssogHble MoryT BbiTb npeactasneHsl Popmynon (l1):

R2
O

J

RI N
H

D,

roe R1 BbibpaH 13



LR

R5

S ANK

noboro  YeTblpex-, NSATU-, LWeCcTU-, CEeMU-, BOCbMU-, AEBATU-, [OECATU-,
OAVHHaAUaTU- WNN  ABEHaAUaTUYNEHHOro reTepouuKnuna, UWKnoankeHuna wunu
LuKnoankuna,

rae Rz 1 R4 MoryT 6bITb HE3ABUCMMO MM COBMECTHO BbiOpaHbl U3 rpynnbl: H; F;
Cl; Br; I; OH; CN; (C1-4) ankmn, Takon kak METWM, 3TWUI, H-NPONWA, n3onponun, H-Bytun,
BTOP-OyTnn, n300yTnn, TpeT-OyTnn, (Co2-4) ankeHun, TakOW Kak 3TEHWN, MNPOMNeHwn,
OyTeHun, rge AgBovHasA CBA3b MOXeET ObiTb pacnonoxeHa B nobOM MOMNoXeHUn B
ankeHWNbHOM  yrmepoaHon uenn, W Bkoyas obble  ero  ankeHunbHble
KOH(OPMAaLMOHHbIE N3OMEPDI; anKUHWUI; apankun, ankapun; ranoreHMPOBaHHbIA ankun;
retepoankun; apwun; reTepoUMKNWM, UMKNOAnKun, LMKNOAnKeHW M, LUMKNOANKUHAR;
rMAPOKCUANKAN, aMUHOAmNKWUM, amMWHO, ankunamuHO, apunamuHoO, AUANKUNAMUHO;
ankunapunaMmmHo; AnapunamMuHo; auunammnHo; rMapPOKCUI, TWUOM, TUOANKWM, ankoKCU;

ariknnTmo,; arkokCuankun, apwuiokCuh, apunankokCcu, auyuriokChn, HUTPO; Kap6aM0vu'|;



TpudpTopmeTun; deHokeKn; BeH3mnoken, dochoHoBas KucnoTa, gocdartHbln 3pup;
cyneoHoBasa kucnota (-SOsH); cynbdoHaTHeIM 3dup; cynbdoHamMug; ankapun,
apunankun, kapbamaT, amuHO, ankunamuMHO,  apunammHO;  AnankunamuHo;
ankunapunaMmmHo, AMapunaMmnHo; ankunTmo; reTepoankun; ankuntTpueHnnPocoHUN;
retepoumknun; ketoH (=0); npocton adpup (-OR10); n cnoxHet adpup (-COOR11 1 -
OC(=O)R11);

nnn Rs n R4 MoryT BbIThb CBA3aAHLI 4PYT C APYroM C 0OpasoBaHNEM YETbIPEX-, NATU-
NN LWECTUYNEHHOMO reTepoLmKnuna, LyknoankeHnna nnn Lyknoankmna;

Rs moxeT 6bITb BbibpaH 13 rpynnel: H; F; Cl; Br; I; OH; CN; (C1-4) ankun, Takon kak
METUN, 3TUN, H-NPONUN, n3onponun, H-Bytun, sBTop-OyTnn, n3obytun, TpeT-6yTnn; (C2-4)
ankeHwn, TakOW Kak 3TeHun, nponenun, 6yTeHun, rae ABoMHas CBsA3b MOXET ObiTb
pacnonoxeHa B foOOM MONOXEHUM B anKeHWNbHOW YrNepogHOM LEenu, U BKo4Yas
ntobble ero ankeHUnbHbIE KOHPOPMALNOHHBIE M3OMEPbI; ankUHWI, aparnkun; ankapun,
ranoreHMpOBaHHbIN  ankun, reTepoankun, apun;, reTepouuKnum,  LUKNOAnKMN;
LUMKNOANKEHWN; LUMKNOANKUHWUM, TUAPOKCUANKUAM, aMWHOANKWUM, aMWHO; ankMnamuHo;
apunamMmuHo, guankunaMmmHoO, ankunapunammnHo, AmapunamMmmHo; aunnamMmmHo; rmapoKCus;
TWUOM, TUOANKMI; ankOKCW; ankunTuo; ankoKCUarnkum, apunokCcu; apunankokCcu; aummnokeu,
HUTPO, kapbamoun, TpudpTopMeTUN, (eHOoKCH; BeH3nnoken; PoChoHOBaA KUCIOTA,
docatHein  3adpup; cynbdoHoBaa kucnota (-SOsH); cynbdoHaTHbIN - 3bUp;
cynbdoHamMuA,; ankapwn, apwnankun, kapbamaTt; amMuHO; ankunamuHO, apunammHo;,
AVankMnamuHo;  ankunapunamuHo;,  AvapunamuHo;  ankunTuo,  reTepoarnkus,
ankmnTpudermnndocdonmn; retepoumknun; ketoH (=0); npocton apup (-OR1o); m
cnoxHei acpmp (-COOR11 n -OC(=0)R11); u

rae Rio n R11 moryT ObiTb HE3ABMCUMO WM COBMECTHO BbIOpaHbl M3 rpynnbl,
cocroswen mns: (Ci-4) ankmna, Takoro Kak MeTun, 3TUN, H-NPOMNM, U30NPOoNuUN, H-ByTun,
BTOP-OyTnN, n3obytun, Tpet-0ytun; (C2-4) ankeHwna, Takoro Kak 3TEHWN, MPOMNeHun,
OyTeHun, rge ABovHasa CBA3b MOXET ObiTb pacnonoxeHa B noboOM MOMNoXeHun B
ankeHWNbHOW YyrnepoaHOM Lenu, 1 Brkoyasa niobble ankeHWnbHbIE KOH(POPMaLMOHHBIE
N30OMEPbI; N anknHUNA,

X Bbl6paH n3 N vnm C,

A npeacrasnsaeT cobom oguHapHY CBA3b UK ABOMHYHO CBA3b;

Q BbibpaH 13 N unn C,

M BbibpaH 13 O nnm C, u

roe R2 BbibpaH u13:
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rae Re n R7 moryt ObiTb HE3aBMCUMO WNM COBMECTHO BbiBpaHbl n3 O umnu
OTCYTCTBOBAaTb;

Rs n Re moryT BbITb HE3aBUCMMO N coBMeCTHO BbIOpaHbl n3 H; F; Cl; Br; |; OH;
CN; (C1-4) ankuna, Takoro Kak MeTun, aTun, H-Nponun, uaonponun, H-Bytun, BTop-6yTunn,
n3obytun, TpeT-0yTnn; (C24) ankeHuna, Takoro Kak 3TeHun, nponenun, ByteHun, rae
ABOVHaa CBA3b MOXET ObiTb pacrnonoxeHa B NOOOM MOMNOXEHUM B ankeHWNbHOMU
yrnepogHoOM Lenu, 1 Brroyasa nodble ero ankeHnnbHble KOHPOPMaLMOHHbIE M30OMEPbI;
ankMHuna; aparnkuna; ankapuna; ranoreHMpOBaHHOIO ankuna, rerepoankuvna; apuna;
reTepouMKnMnEg; UuKnoankuna, UMKnoankeHuna; UMKNoankuHuna, rmapoKCUankmna;
amMuHoarnkuna, ammuMHo, ankunammHO, apunammHO, AUManKUNamuHO; ankunapunammHo;
AVapynamuHoO; auuMnammnHo; TMAPOKCUNEA; Twona, TWUOAarnkuna; ankokCW; ankumTuo,
ankokcuarnkuna;,  apwurokcu,  apunarnkoKCW,  auunokcu,  HUTpO,  Kapbamouna,
TpudpTopmeTuna; peHoKkcH; BeH3nnoKken; MPocdOHOBOM KUCNOTLI; docdaTHOro apupa;
cynbgoHoBon kucnoTbl (-SOsH); cynbdoHaTHoro adupa; cynbdoHamuaa; ankapuna;
apynankuna, kapbamara; amuHO,  ankunamuHoO, apwunamuHO,  ANAnNKUNaMUHO;
ankvnapunamMmmHo; AnapunammHo; ankunTmo; retepoankuna,
ankmnTpudernndocdonms; retepoumnknuna; ketoHa (=0); npocroro acpupa (-OR10); n
cnoxHoro acpumpa (-COOR11 n -OC(=0)R11),

nnm R8 n R9 moryT BbiTb CBA3aHbI Apyr C ApYyrom ¢ obpasoBaHNEM 4YETbIPEX-,
NATU- NN LLECTUYNIEHHOIO reTePOoLMKNNIIA, UMKNoankeHnna unv yyknoankuna, v

rae Rio n R11 moryT ObITb HE3ABMCUMO MM COBMECTHO BbIOpaHbl U3 rpynnbl,
cocroswen mns: (Ci-4) ankuna, Takoro Kak MeTun, 3TUN, H-NPOMNMN, U30NPonun, H-ByTun,
BTOP-OyTnN, n306yTun, TpeT-0yTun; (C2-4) ankeHwna, Takoro Kak 3TEeHWS, NPOneHun,
OyTeHun, rge gBovHasa CBA3b MOXeT ObiTb pacnonoxeHa B nobOM MOMNoXeHUn B
ankeHWnNbHOW yrinepogHOM Lenu, 1 BknoYasa nobble ankeHunbHble KOH(POPMaLNOHHBIE
N30OMEPbI; N ankuHUna, u

Z BbibpaH 13 C nunn S.

[0035] CoeaunHerns dopmynbl (I1) moryT BkntoyaTh B cebs, HO 6e3 orpaHnyeHuH,

TE COeaMHEHNS, KOTOPbIE nepeyuncrieHbl B Tabnuue 1.



Tabnuua 1. CoeguHeHna, HNOKMPYIOLLME CUHTE3 CTaPUNOKCaHTUHA

HassaHue
o6pasLa XuMmnyeckoe HauMeHoBaHue CTtpykTypa
NP16 3-peHnn-N-[4-(1- 3 ‘3"'*‘3
NMPPONUAVHUNCYNbGOHWI) ) P \' ~
dbeHnn]akpunamma e A 0
\“\.e-"’d‘
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[0036] OgHO unu Heckonbko coeguHeHnn ®opmynel (I1) MoryT ObiTe 06bEANHEHDI
Wunn CcMmelwaHsl C OAHWUM WM  HECKONbKMMU  hapMaLeBTUYECKM MNPUEMMAEMbIMA
HOCUTENEM, COMbHO, CIIOXHbIM 3PUPOM, BCNIOMOraTebHbIM BELLLECTBOM, HANoNHUTENEM,
NpONekapcTBOM, pacTBopuUTeneM 1 pasdbasutenem Ana nonyyYeHUs KOMNo3numm.

[0037] Ucnonb3yembin 3geCb TEPMUH «hapMaLEBTUYECKN MPUEMITEMbBINY MOXET

o3HayaTb ofoOpeHune perynupyrolero opraHa deaepanbHOro npaBuTeNsCTBa UMK



npaeBuTeENbCTBa LITaTa WNW BHECEeHWe B cnucok dapmakonen CLUA wnn gpyron
obLenpmsHaHHOM hapmakoneun ANa NPUMEHEHUS Y XKMBOTHBIX U/MNU NIOSEN.

[0038] Wcnonb3yembit 30eCb TEPMUH KHOCUTENb» MOXET OTHOCUTLCH K
pa3daBuTeENtO, afblOBaHTY, BCMOMOratenbHOMY BELUEeCTBY W/WNW HanOMHUTEN, C
KOTOPbIM BBOAAT coeguHeHne wunn aHTubmoTuk. Takummn  dapmaleBTUYECKUMM
HOCUTENSAMU MOTYT ObITb CTEPUNbHBLIE XUAKOCTU, TakMe Kak Boja M Macna, BK4asd
Macna HeTAHOro, XXMBOTHOrO, PacTUTENbHOIO UMM CUHTETUYECKOrO MPOUCXOXAEHUS,
Takne Kak apaxmcoBOE Macro, COeBOE Macro, MUHepanbHOe Macro, KyHXyTHOE Macno
n TOMy nogobHoe.

[0039] Ncnonb3yembiv 34eCb TEPMUH «PapMaleBTUYECKN NPUEMIEMAs COMb»
MOXET OTHOCUTBCA K MPOM3BOAHBIM COEAVHEHWW, OMpefeNneHHbIX B HaCTOALEM
ONUCaHWK, rAe WCXOQHOE COEANHEHME MOAUMDULMPYETCA MNyTEeM MOMyYeHUa ero
KMCIOTHBIX MM OCHOBHBIX CONEN.

[0040] Cnoco® nevyeHna w/wunu npepoTBpaLieHNs MUKPODHOW WHMEKUMn y
cybbekTa MOXET BKoYaTh B cebs 6e3 orpaHmyeHmnin BeegeHme CybbekTy ahheKTUBHOMO
KONMYEeCTBa O4HOr0 U HECKONBbKMX coeanHeHnn dopmynsi (I1).

[0041] Wcnonb3yemble 34eCb TEPMUHbI «JIEYEHUE» WM  KNEYUTb» MOryT
OTHOCUTBCA K MpPeKpalleHUo UM UHIMOUPOBaHUIO UMM MOMbITKE MpeKkpalleHUs Unm
WHIMOUPOBaHNA PasBUTUS UM MPOrPECCUPOBaHNA MHMEKLUMU U/MMNWU BbI3bIBAHUIO WU
NOMbITKE BbI30Ba YMEHbLUEHWS, NMOAABMNEHUS, perpecca U peMmccum nHeKLummn n/mnm
ee cumnToma. Kak gomkHO BbiTb NOHATHO cneumanucTamM B AaHHOWM oBnacTn TeXHUKM,
pasnnyHble KIMHUYECKME U Hay4YHble METOAONOMMU U aHanmabl MOryT UCMOMb30BaTbCA
ANA OUEHKM pasBUTUS UM NPOrpeCCUpOoBaHnS MHPEKLUMM, U aHanormyHeiM obpasom
pasnnyHble KIMHUYECKME U Hay4YHble METOAOMOMMU U aHanmabl MOryT UCMOMb30BaTbCA
ANA OUEHKN CHWXKEHWUSA, PEerpeccum Unm peMmMCcCUM WHMEKUMM unv ee CUMMTOMOB.
TepMUH «neyYeHne» OTHOCUTCA KakK K TepaneBTUYECKOMY JEYEHU0, Tak U K
NPOOUNAKTUHYECKUM UM MPEBEHTUBHBIM MepaM. K umcny Tex, KTO Hy>KAaeTCa B NeYeHUH,
OTHOCATCA Te, Y KOro yXXe eCTb MHPEKUMS, a TakKe Te, KTO NOABEPKEH 3TON MHPEKLMN,
UNn Te, y Koro uHdekuma pormkHa Obitb npepoTBpaldeHa. 1o mMeHbllen mepe, B
HEKOTOPbIX Popmax nognexailas nevyeHUo MHPEKUMS MoXeT BKnodate B cebs Oes
orpaHnyeHnn uHgekumo Staphylococcus aureus. B ppyrmx dopmax nognexailas
NEeYEHMI0 MHpekuma npeacrtaBnaeT cobom MUKPODBHYH MHGEKLMIO.

[0042] BeepeHvne moxeT Bknoyatb B cebda, 6e3 orpaHnyeHnn BBeLEHUE
nepoparneHbIM MyTEM, NMPUYEM Takoe BBeAeHWe BKo4YaeT B ceba BBedeHWe B Buae

kancynbl, TabneTkun, rpaHysbl, CNpes, cMpona Unn Apyrmx Takmx opM; BBELEHNE He



oparnbHbIM NyTEM, NPUYEM TaKoe BBEAEHWE BKMOYaeT B cebs BBeLeHWE B BUAE BOAHOW
CYCMNeH3uMM, MacngHoro npenapara wnv TomMy nogobHOro unM B BUAE Kanenb,
Cynno3nTopusa, Kpema, Masv unm Tomy nofoOHOro;, BBeAEeHWE MNyTEM WHbEKLUU,
NOAKOXHOW, BHYTPUOPOLLMHHOW, BHYTPUBEHHOW, BHYTPUMbILLEYHOW, BHYTPUKOXHOW UM
TOMy rnoaobHOM; a Takke MecTHoe BBeAeHWe; U BBeAeHME NOCPEeACTBOM NpenapaTos C
KOHTPONMPYEMbIM BbICBOBOXAEHMEM, Aeno-nNpenapaTtoB M BBEAEHVWE MNpyu MOMOLM
NHPY3NOHHOM NOMIbI.

[0043] [ns BHYTPMBEHHOrO BBEAEHMA COEQUHEHUS MOTYT HaxoguTbCs B BUAE
pacTBOPOB B CTEPUIIBHOM M3OTOHUYECKOM BOAHOM Oydepe AN NpUroToBNEHUA
komnosvumn. [pyn HeoBXOAMMOCTM KOMMO3ULMA TakKe MOXET BKMoYaTb B cebs
conobununanpyrowmn  areHT. KomMnosmuust CoegMHEHUn MOXET nocTaBnsaTbes nmbo
OTAENbHO, NMMBO B CMECU B €OWMHUYHOW NEKAPCTBEHHOM hOpPME, HanpuMeEp, B BuaeE
CYyXOro nMoUIM3MPOBAHHOIO MOPOLLKa WAN  KOHLUEHTPUPOBaHHOrO pactBopa B
repMEeTUYECKM 3aKPbITOW EMKOCTM, TaKOW Kak amnyna wunuM cawe, C yKasaHuem
KONMMYecTBa akTMBHOrO areHta. Ecnm coeawHeHwe npepnonaraetca BBOAUTH Mpw
noMowm wWHAQY3UKM, TO €ro MOXHO pacnpefenute no dnakoHam Ansg uHPy3uu,
COAEPXKaLLUMM CTEPUNBHYIO BOAY MNN (PU3MONOrMYECKUA pacTBop hapmMaLeBTUYECKOro
kadecTBa. Korga coefmHeHe BBOAAT NyTEM WHBEKLMW, MOXHO WUCNONb30BaTb amnyny
CTEPUIbHOW BOAI UK PU3NONOTMYECKOro pacteopa, YToObl MHFPEANEHTbI MOXHO ObIno
cMmellaTb nepen NHbEKUNEN.

[0044] Wcnonb3yembll 34eCb TEPMUH «CYOBbEKT» MOXET OTHOCUTBCA K
XmnBoTHOMY. Kak npaBuno, TEpMUHbI «CyBBEKT» M «NauueHT» MOryT MCMNoNb30BaTbCA
30eCb B3aMMO3aMEHSIEMO MPUMEHUTENbHO K cybbekTy. Takmm obpasom, TepMUH
«CYOBEKT» MOXET BKMOYaTL B ce0A YenoBeka, KOTOPOro feyar OT MUKPOOHOM MHGEKLIMM
B Ka4eCTBe nayueHTa.

[0045] Ncnonb3yeMbi 30€Cb TEPMUH «KMBOTHOE» MOXET OTHOCUTBLCS K MbILUN,
Kpbice, cobake, KOLLKE, KPOSNKY, CBUHbE, 0De3bsaHe, LUMMNAaH3e N YENOBEKY.

[0046] Wcnonb3yemMble 34eCb TePMUHbl  «OPEEKTUBHOE  KONMUYECTBO» WU
«TepaneBTUYECKM apdekTnBHOE KONMYECTBO» MoryT MCNONb30BaTbLCA
B3aMMO3aMEHAEMO, MPUMEHUTENBHO K OMUCAHHBIM COEANHEHUAM, aHTUOMOTMKaM W
dapmaLeBTUYECKMM KOMMO3ULMAM, U MOTYT O3Ha4aTb KOMMYECTBO, HeobxoamMmoe Ans
AOCTMXKEHNA KEeNMaemoro TepaneBTUYecKoro pesynetaTta. Hanpumep, asdpdekTtmBHOe
KONMMYECTBO NpefcTaBnaeT cobon ypoBeHb, 3PMEKTUBHBIN ANS NEYEHUNA, U3NeYeHUs
unn ocnabneHus CUMNTOMOB WHMEKLUMM, MPU KOTOPOW BBOAAT KOMMO3ULMIO W/MNn

aHTUOMOTUK U papMaLeBTUYECKYHD KOMMNO3numo. KonuyecTtea, addekTuBHbIE ANA



KOHKPETHOW TepaneBTUYECKOW Lienmn, ByayT 3aBUCETb OT MHOXECTBa (0akTOpOB, BKOYas
noanexawyro  neyYeHuro  UMHAEKUUHO, M ee TEHKECTb  wWwunu  CcTaguo
pasBUTUA/NPOrpeccupoBaHns; OMoQOCTYMHOCTE W aKTUMBHOCTb  KOHKPETHOrO
MCNONb3yeMOoro COeANHEHUS U/ aHTUBMOTKKa Unu papmMaLeBTUYECKOW KOMMO3NLK;
nyTb WM cnoco® BBeAEHWA W MeCTO BBEAEHWS; CKOPOCTb BbIBEAEHWA KOHKPETHOW
KOMMO3ULMW M3 opraHMsaMa W apyrve  (apmakokMHeTU4eckne  CBOWCTBA;
NPOAOIIKUTENBHOCTE NEYEHUS; PEXMM BBELEHUS; npenapatbl, MNPUMEHSEMblE B
COYETAHUN UNN BBOAMMbIE OAHOBPEMEHHO C KOHKPETHOM KOMMNO3ULMEN; BO3pacCT, Macca
Tena, Non, paumoH NUTaHnsA, puanonorms n obLyee COCTOSHME 340POBbSA MNOMy4YatoLLEro
neyeHune cybbekTa, n NogobHble PakTopbl, XOPOLLO U3BECTHbIE CneunanucTy B 4aHHOW
obnactn TexHuKkn. HekoTopoe M3MEHeHMe B LO3UPOBKE HEU3BEXHO MPOUCXOANT B
3aBUCUMMOCTM OT COCTOSIHUA MOnyYaroLero neveHme cybwekTa, n Bpay unv apyroe nvuo,
HasHavarolee nedyeHne, B NOOOM crnyyae onpefenut NMOAXOAALLYH LO3MPOBKY ANA
KOHKpeTHOro naumeHta. Kpome TOro, onucaHHble TepaneBTUYecKne crnocodbbl MOryT
NPUMEHATLCS HE TOMBbKO ANA nedeHus cybbekTa, HO Takke MOryT MPUMEHSATbCS K
KNETOYHbIM KynbTypam, opraHam, TKaHAM U1 OTAEMNbHbIM KNeTKaMm in vivo, ex vivo unm
in vitro.

[0047] Ncnonb3yembiv 34eCb TEPMUH «rnapokapduny BknovaeT B ceba CCbinky
Ha rpynny, COCTOSLLYH UCKIMHOYNTENBHO M3 aTOMOB BOAOPOAA W Yrrepoaa; Takas rpynna
MOXET cofepxatb anudaTtnyeckyro u/unm apomMartudeckyro rpynny. [pynna moxer
cogepxatb 1, 2, 3,4,5,6,7, 8,9, 10, 11,12, 13, 14, 15, 16, 17, 18, 19 unn 20 atomoB
yrnepoga. MNMpumepbl rugpokapbunbHbIx rpynn BkAoyaroT B cebsa C1.6 ankun (Hanpumep,
C1, C2, C3 nnn C4 ankun, Hanpumep, METUA, 3TWM, NPONWUM, n3onponun, H-Bytun, BTOp-
OyTun unu TpeT-0ytnn); C16 ankmn, 3aMmeLLeHHbIN apunom (Hanpumep, 6eH3MNoM) nnu
LUMKNOAnNKMNomM  (Hanpumep,  UMKNONPONUIMETUN),  LMKNOankunom  (Hanpumep,
LMKNONponun, UMKNoByTun, LMKNONEHTUN UMK LMKINOrekcun), apun (Hanpumep, enHun,
HadpTUN N PryopeHnn) n ToMy nogobHoe.

[0048] Ncnonb3yembiM 34eCb TEPMUH «ankuny BKAOYAET B cebs CCbiNKy Ha
ankunbHy rpynny ¢ NpAMOn Unu pasBeTBNEHHOU Lenbto, nmetowyro 1, 2, 3, 4, 5, 6, 7,
8,9,10,11,12,13,14,15, 16, 17, 18, 19 unn 20 atomoB yrnepoga. [NNpumepbl ankmnbHbIX
rpynn BkrtoyaroT B cebs «C16 ankmn» n «Cz-10 ankuny. Ncnonb3yemei 3gecs TePMUH
«C16 ankuny» BknAYaeT B cebs CCbIKY Ha ankunbHyr rpynny C npsMOA  unum
pasBeTBNEHHOW Lenbto, umerowyro 1, 2, 3, 4, 5 unn 6 atomoB yrnepoga. icnonbayembin
3necb TepMUH «C2-10 ankun» BKNKOYaeT B ceBA CCbINKY Ha ankumbHyr rpynny ¢ npsMoun

WUNn pasBeTBNEHHOM Lienbto, umetowwyto 1, 2, 3, 4, 5, 6, 7, 8, 9 unn 10 atomoB yrnepoaa.



OTOT TEPMUH BKIOYAET B CeBA CCbINKY Ha Takue rpynnbl, Kak MeTUn, 3T, Nponun (H-
nponun unn naonponun), Bytun (H-6ytun, BTOp-OyTvn nnu TpeT-0yTnn), NEHTUN, rekcun
n ToMy nogobHoe. B yacTHOCTKW, ankunbHaa rpynna mMoxeT uvetb 1, 2, 3, 4, 5 nnn 6
aToMOB yrnepoga.

[0049] Ucnonbayemble 30eCb TEPMUHbI «ankeHnn» n «Ca-6 ankeHun» BKIYaroT B
cebs CCbINKY Ha ankunbHyH rpynny ¢ NPSMOU U pasBeTBIEHHON LENbO, MMEIOLLYHO 2,
3, 4, 5 unn 6 atoMoB yrnepoaa n UMEIOLLYIO, KPOME TOro, N0 MEHbLUEN Mepe, OaHY
ABOVHYKO CBA3b, Unu E wnn Z crepeoxumuio, rge 3TO NPUMEHUMO. ITOT TEPMUH
BKMoYaeT B ceba CCbINKM Ha Takme rpynnbl, Kak 3TeHun, 2-nponenun, 1-0ytenun, 2-
OyTtenunn, 3-6yteHun, 1-neHTeHun, 2-NeHTeHWnN, 3-NEHTEHWN, 1-TEKCEeHUN, 2-TEKCEHMN K
3-rekceHun n Tomy nogobHoe.

[0050] Ucnonbayemsble 34eCb TEPMUHBI «ANKNUHUMI» U «C2-6 aNKMHWUM» BKIHOYAKOT B
cebs CCbINKY Ha ankunbHyH rpynny ¢ NPAMOW UK Pa3BeTBNEHHOW LIEMNBIO, UMEROLLYIO 2,
3, 4, 5 unn 6 atoMoB yrnepoga 1 UMEIOLLYHO, KPOME TOro, MO MEHbLUEN MEpPE, OAHY
TPOWHYHO CBA3b. ATOT TEPMUH BKINOYAET B Ce0A CChINIKM Ha Takue rpynnbl, Kak 3TUHWA, 1-
NPONUHUI, 2-NPOonuHUA, 1-ByTnHuUn, 2-6yTnHnn, 3-6yTuHMN, 1-NEHTUHMN, 2-NEHTUHUN, 3-
NEHTUHWA, 1-TEKCUHUN, 2-TEKCUHUI N 3-TEKCUHUIT U TOMY NogobHoe.

[0051] Ncnonb3yemble 30eChb TEPMUHBI «anKoKCu» N «C1-6 ankoKCUy BKIHOYAKOT B
cebsa ccbinky Ha -O-ankun, rae ankun MMeeT NPSMYK UMW pasBETBIEHHYO Lenb U
cogepxut 1, 2, 3, 4, 5 vnn 6 aromoB yrnepoga. B ogHOM knacce BapwaHTOB
ocyLlecTBneHna n3obpeteHnsa ankoken mvmeet 1, 2, 3 unm 4 atoma yrnepoga. JToT
TEPMUH BKNtoYaeT B cebs CCbINKy Ha Takue rpynmbl, Kak METOKCK, 3TOKCW, MPOMOKCH,
N30NPOoNoKcKH, ByToKCK, TPET-OYTOKCH, NEHTOKCU, FTEKCOKCK 1 TOMY NogobHoe.

[0052] cnonb3yembin 34€Cb TEPMUH «LMKOANKMNY BKNOYAET B CeOA CCbINKy Ha
anuUUKIMYecKyro rpynny, umeroyto 3, 4, 5, 6, 7 unn 8 atomoB yrnepoga. ['pynna moxeT
ObITb MOCTMKOBOW MM NONNLMKITMYECKOWN KOMbLIEBOM CUCTEMON. Yalle UmKnoankumnbHbIe
rpynnbl ABNAOTCA MOHOLMKIIMYECKUMN. DTOT TEPMMH BKNHOYAET B Ce0A CChINKY Ha Takue
rpynnbl, Kak UMKMIONPOnuA, UMKNOBYTUM, UMKMONEHTUN, LMKnorekcun, Hopdommn,
Ouumkno[2.2.2]JokTnn 1 Tomy nogobHoe.

[0053] WUcnonb3yembln 30eCb TEPMUH «apuny» BkNoYaeT B cebs CCbifKy Ha
apoMaTM4YECKyHo KOMbLEBYIO CUCTEMY, cogepxallyto 6, 7, 8,9, 10, 11, 12, 13, 14, 15 nnu
16 KOMbUEBLIX aTOMOB yrrnepoga. Apun 4acto npeactaBnsaeT cobon peHnn, HO MOXET
npeacTaBNATE COBON NONMULMKITMHECKYHO KOMbLEBYHO CUCTEMY, UMEIOLLYIO ABa Unu Bonee

Komnew, No MeHbLUEN Mepe, OAHO N3 KOTOPbIX SABMSETCH apoMaTU4eCckum. OTOT TEPMUH



BKMrOYaeT B cebs CCbINKy Ha Takue rpynnbl, kak deHun, HadpTun, donyopenHnn, asynenHumn,
WHAEHWUN, aHTPUN 1 TOMy nogobHoe.

[0054] TepMmuH «UMKNMYECKas rpynna» O3Ha4aeT KoMbLO WM KOSMbLEBYHO
CUCTEMY, KOTOpas MoOXeT ObITb HEHACbILEHHOW UMY YaCTUYHO HEHACbILLEHHOW, HO, Kak
npaBuIo, HacbIWEHHOM, 0ObIYHO cogepxallen oT 5 Ao 13 obpasyroLmx KONbLO aToMOB,
Hanpumep, 5- unn 6-4neHHoe konbuo. Konbuo unun konbueBas cuctema moryT ObiTb
3aMeLleHbl O4HOW WM HECKONMbKUMW ruapokapbunbHeiMmi rpynnamu.  Liyknuyeckas
rpynna BkntovaeT B cebs kapboumKnUnbHbIE U rETEPOLMKNNITbHBIE TPYNMbI.

[0055] Ncnonb3yembivi 30eCb TEPMUH «KapOOoLMKNMUM» BKITKOYAET B ceBs CCbInKy
Ha HacCbIWEHHYO (Hanpumep, UWKNoanKunbHY) WM HEHacbIWEHHYH (Hanpumep,
apunbHYyH) KonbUEBYHO rpynny, nmerowyto 3, 4, 5,6, 7, 8, 9, 10, 11, 12, 13, 14, 15 nnu
16 atomoB yrnepoga B konbue. B vactHocTK, kapboumknun sBkrnovaeT B cebs 3-10-
YNEHHOE KOMbLO WM KOMbLEBYD CUCTEMY W, B YACTHOCTU, 5- Unn 6-4neHHble KonbLa,
KOTOpble MOryT ObiTb HaCbIWEHHBIMW UM HEeHacbIWeHHbIMW. KonbLo mnn kKonblesas
cuctema Moryt ObiTb 3aMelleHbl OA4HOW WM HECKONBKUMU ML pOoKapOunbHbIMU
rpynnamn. Kapbouuknuyeckas rpynna BbibupaHa, Hanpumep, U3 LMKIonponuna,
umknobytuna, UWKnoneHTuna, uuknorekcuna, HopbopHuna, ©Ouumkno[2.2.2]oktuna,
deHnna, HadTMna, hnyopeHuna, asyneHmna, MHaeHUna, aHtpuna n Tomy nogoobHoro.

[0056] Ncnonb3yeMbin 30eCb TEPMUH KTETEPOLMKNNIT» BKNOYAET B ce05 CCbISKy
Ha HacCbIWEHHYO (Hanpumep, reTepoumnKknoankun) MMM HeHacbIWEHHY (Hanpumep,
retepoapun) reTepoLMKIIMYECKYHO KONbLEBYHO rpynny, nmerowyro ot 3,4, 5,6, 7, 8, 9, 10,
11, 12 13, 14, 15 nnn 16 KonbLEBLIX aTOMOB, MO MEHbLUEN MEPE, OAUH U3 KOTOPbIX
BbIOpaH 13 a3oTa, kmucnopoaa, docdopa, KpeMHUS U cepbl. B 4acTHOCTK, reTepoLmKnnn
BKMtoYaeT B cebs 3-10-4neHHoe KOMbLO U KONbLEBYHO CUCTEMY U BONee KOHKPETHO 5-
UNn B6-4neHHoEe KOINbLO, KOTOPOE MOXET ObITb HacCbIWEHHbIM UM HEHACbILWEHHbIM.
Konbuo mnn konbueBas cuctema MoryT ObiTb 3aMelleHbl OAHON WM HECKOSbKMMMN
rmapokapoOmnbHbIMU rpynnamu.

[0057] TleTepoumknuueckas rpynna, Hanpumep, BblbpaHa W3 OKCUpaHWUna,
asvpuHuna, 1,2-okcarmonanuna, umugasonuna, TMeHuna, gypuna, Tetparngpodypuna,
nMpaHvna, TuonupaHuna, TuaHTpeHuna, w3obeHsodypaHuna, 6eHsodypaHmna,
XpOMeHuna, 2H-nupponuna, nMpponmna, NMPPONMHUNA, nMpponuanHuna,
MMPPONMU3NANHNNA, nMmaasonuna, UMMAas3oNManNHUNA, BeHanmumaasonmna,
nMpasonuna, nupasnHuna, NMpasonuanHina, Tmasonuna, nsoTmasonuna, gutTmasonuna,
okcasonuna, wu3okcasonuna, nupuauna, nupasvHina, nUpUMUAnHWNE, NMNepuamna,

nvnepasvHuna, nupuaasvHuna, MopdonMHUNE, TUOMOPMONMHUNEG, B 4YacTHOCTU



TNOMOPEOSINHO, MHOONN3NHUNA, n3onHaoNMNa, 3H-nHponuna, mHaonuna,
BeH3anmuaasonuna, kymapuna, iHgasonuna, Tpuasonuna, TeTpasonuna, nypuHuna, 4/V-
XUHONU3NHWNA, N30XMHONWNA, XnHonuna, TeTparngpoxmHonmna,
TeTparnapon3oxXmHonuna, AekarngpoxuHonuna, OKTarngpou3oXmHONmMna,
BeH3oypanuna,  aubeHsodypaHuna,  OeHsoTnodeHuna,  ambeHsoTuodeHuna,
dranasmHuna, HadPTUPUAMHUNEG, XWMHOKCanwuna, XuHas3onuHWNE,  LUMHHOMUMHUNAG,
nrepuanHina, kapbasouna, B-kapbonvHuna, deHaHTpuauHWNa,  akpuauHuna,
nepumMugnHuna, QeHaHTponmHuna, dypasaHuna, d¢eHasnHna, GeHOTUasnHUNG,
eHoKkcasmHmna, XpoMeHuna, U3oxpoMaHuna, XxpomaHuna 1 ToMmy nogobHoro.

[0058] Wcnonb3yembit 34eCb TEPMUH «FeTEPOLMKNOAankun» BKMo4YaeT B cebs
CCbIfIKY Ha HaCbIWEHHYHO reTepOLUMKIIMYECKYO rpynny, umerowyto 3, 4, 5 6 unm 7
KONbLEBbLIX aToMOB yrnepoga n 1, 2, 3, 4 nnn 5 kKonbLEBbLIX reTEPOaTOMOB, BbIOpaHHbIX
n3 asoTta, kucnopoga, docdopa M cepbl. [pynna MOXeT npeacraBnate cobown
NOMNMUUMKIIMYECKYIO KOMbLEBYHO CUCTEMY, HO Yalle OHa ABNAETCH MOHOLMKIMYECKOW.
OTOT TEPMWUH BKMOYaeT B CebA CCbIIKM Ha TakMe rpynnbl, Kak aseTuanHun,
AMPPONMANHWUN, TeTparapodypaHun, MUNEPUAUHUI, OKCUPaHWM, NMPas3oNMANHAN,
UMWAA30MUN,  WUHAOMU3WAWHWI,  NUNEepasvHUn,  TUa3oNUAWMHWUA,  MOPQONUHWUI,
TUOMOPIONUHUI, XUHO3UAWMHUI U TOMYy nogobHoe. KonbLo mnn KonbLeBasa cuctema
MOryT ObITb 3aMeLLEeHbl O4HOW UM HECKOMbKMMW rMapoKapOunbHbIMU rpynnamMm.

[0059] Ncnonb3yembin 34eCh TEPMUH «KreTEPOAPUIT» BKITKOYaET B ceba CCbINKY Ha
apoMaTUYECKYHO reTEPOLIMKITMYECKYHO KOMbLIEBYIO CUCTEMY, MMEKOLWYO 5, 6, 7, 8, 9, 10,
11, 12, 13, 14, 15 nnn 16 KonbUEBLIX aTOMOB, NO MEHbLUEN MEPE, OAUH U3 KOTOPbLIN
BbiOpaH un3 as3oTa, Kkucnopoga W cepbl. pynna Moxer npeacrtaenate cobon
NONULUMKIIMYECKYHO KOMbLEBYH CUCTEMY, MMEIOLLYIO ABa Unu Bonee Konew, no MeHbLUEN
Mepe, OAHO U3 KOTOPbIX $ABMSETCS apoMaTuyeckmMm, HO 4awe sBnseTcs
MOHOLMKNnYeckmm. KonbLo nnm konbuesas cnctema MoryT 6biTb 3aMeLLeHbl O4HON NUnu
HECKONBKUMU A POoKapbunbHeIMKU rpynnamn. 3TOT TEPMUH BKNHOYAET B ceba CCbINKM Ha
Takue rpynnbl, Kak npuMmanHun, gypaxun, 6eHso[b]jtmodennn, Tmodenmnn, nupponun,
NMMAA30nUN, NUPPONUAMHAN, nnpuanHun, ©GeHsol[b]dypaHnn, nUMpasvHU, NypuHUN,
nRgonun, BeHanmmpasonmn, XWUHONUHWI, TPUHUTa3NHWA, peHoTnasnHmnN,
dheHoTnasnHUnN, 2H-XpOMEHWN, OKCas3onur, W30KCa3onumn, Tuasonun, W30oMHAONWUM,
MHAA30NUI, NYPUHWUI, UBOXUHOXHWI, XMHA30XHWUIT, NTEPUANHUI U TOMY NogobHoe.

[0060] Ucnonbayembln 30eCb TEPMUH «ranoreHy BKo4vaeT B cebs cebinky Ha F,
Cl, Brunm I.



[0061] Ucnonbayembln 34eCb TEPMUH «ranoreHcogepailas rpynnay BKIHYaEsT B
cebs cebinky Ha rpynny, cogepxatyto ot 1 4o 30 MHOroBaneHTHbIX aTOMOB, BbIOpaHHbIX
N3 yrnepoga, asoTta, KUCIopoda WM cepbl, Npudem ata rpynna BknoyaetT B cebs, no
MEHbLLEN Mepe, oauH ranoreH. [pynna MOXeT npeactaBnsatb cobou rugpokapbun,
Hanpumep, C1-6 ankun unun C1-6 ankokcu, nnn kapboLmknun, Hanpumep, apwvn.

[0062] Wcnonb3yembln 34eCb TEPMUH «3aMELLEHHbINY B OTHOLUEHUW Tpynnbl
O3Ha4aeT, YTO OAWNH UM HECKOSBKO, 0COBEHHO BNNOTL A0 5, Bonee npeanoytTuTenbHO 1,
2 unn 3, aToMOB BOAOPOAa B yKasaHHOM doparMeHTe 3aMeHEHbl HE3aBUCUMO Apyr OT
Apyra COOTBETCTBYHOLUMM KONMMYECTBOM OMUCaHHbIX 3amectutenen. Mcnonbsyembin
30eCb TEepMUH «Heobs3aTeNnbHO 3aMeLUeHHbIM»  03Ha4YaeT 3aMEeLUeHHbIW UK
He3amelleHHbIN. PasymeeTtcs, OyaeT NOHATHO, YTO 3aMECTUTENN HaxXOAATCH TOMbKO B
TEX MONOXEHUNAX, T4 OHU XUMUYECKM BO3MOXHbI, U Cneumanuct B AaHHOW obnactu
TEXHUKM CNOCOBEH pelwmnTb (3KCMEPUMEHTaNbHO WM TEOPEeTUYECKM) Be3 NINULIHMX
YCUINNIW, BO3MOXHA N KOHKPETHAaA 3ameHa.

[0063] Ucnonb3yemMbin 30eCb TEPMUH «SHAHTUOMEP» O3HA4YaeT OAMH U3 ABYX
CTEPEON3OMEPOB, KOTOPbIE ABMNSAIOTCA 3epKarnbHbIM OTODpaXKeHeM apyr gpyra.

[0064] Ucnonb3yembln 34eCb TEPMUH «pauemMaty O3Ha4yaeT CMECb paBHbIX
KONMYECTB 3HAHTMOMEPOB XMpParbHOW MOMEKY b

[0065] Ucnonb3yembin 34eCb TEPMUH «AMacTEPEOMEPY» O3HAYaET OA4MH U3 Knacca
CTEPEON3OMEPOB, KOTOPblIE He HABMAKTCHA 3HAHTMOMEepamK, HO WMERT pasHble
KOHUrypaumMm B OOHOM WM  HECKOMbKMX 3KBUBANEHTHbIX XWparnbHbIX LEHTpax.
Mpumepamn  guacTepeoMepoB  ABNAKOTCA  3MMMEpPbl,  KOTOpble  OTNMYarTCA
KOHgoUrypaumem TonbKO O4HOr0 XmparnbHOro LeHTpa.

[0066] cnonb3ayembin 34eCb TEPMUH «CTEPEOM3OMEP» O3HAYaET OANH U3 Knacca
N3OMEPHBIX MOSEKYS, KOTOPbIE WMEHT OAMHAKOBYHO MOMEKYNSAPHYO OopMyny W
nocneaoBaTenibHOCTb CBA3aHHbIX aTOMOB, HO pasHble TPEXMEPHbIE OPUEHTaLMM KX
aToOMOB B NMPOCTPAHCTBE.

[0067] Wcnonb3yembi 30eCb  TEPMMH  «MPONEKAPCTBO»  OTHOCUTCH K
NEKapCTBEHHOMY CPEACTBY, KOTOPOE BBOASAT B BUAE HEAKTUBHOIO (MM MEHEe YeMm
MOMHOCTBID  @KTUBHOIO)  XMMUYECKOrO  MPOM3BOAHOrO, KOTOPOE  BMOCNEACTBUM
npeBpawaeTca B OpraHMaMe B aKTUBHbIM  (PapMakonorMYecKMi areHT, 4acTo
NocCpeacTBOM HOPMarbHbIX METabONMYECKMX NMPOLIECCOB.

[0068] Ncnonb3yembi 34eCb TEPMUH KHE3ABMCUMO» OTHOCUTCA K ABYM WIK
Bonee rpynnam, kaxgas u3 KOTOpbIX BbiObpaHa M3 cnucka aTtomMoB UMM rpynmn, YTo

O3Ha4aeT, 4YTO rpynnbl MOryT ObiTb OAMHAKOBLIMW WKW pasHbiMK. Takum obpasom,



MOEHTUYHOCTb KaXAOW rpynnbl HE 3aBUCUT OT UAEHTUYHOCTU OAHOU UMM HECKOMbKUX
APYrux rpynn.

[0069] Ucnonbayembin 34eCb TEPMUH KCOBMECTHO» OTHOCUTCS K ABYM unun Bonee
rpynnam, OAMHaKkoBO BbIOpaHHbIM M3 Crivcka atomMoB wunu rpynn. dpyrumu crnosamw,
MOEHTUYHOCTb KaXA0W rpynmel, cnegoBaTenbHO, 3aBUCUT OT MAEHTUYHOCTEN OAHOMN UM
HECKOMbKMX APYrMX TPYnn, KOTOpble YNOMWHAKOTCH KaK «COBMECTHO» BblOpaHHble u3

Cnmncka aTtomMoB Ui rpynnmn.

NMPUMEPDI

[0070] OnucaHHble 34eCb NPUMEPbLI U BapWaHTbl OCYLLECTBNEHUS N300peTEHMS
npeAHasHa4YeHbl TOMNbKO ANA UNNMKOCTPaTUBHBIX LeNen, 1 pasnuyHbie MogmudurKaumm nnu
N3MEHEHNA B CBETE STUX NMPUMMEPOB MOryT ObITh CaenaHbl cneuyanicram B AaHHOW
0BnacTu TEXHUKN 1 BKIKOYEHbI B CYLLHOCTb W CPepy NPpUMEHEHMS AaHHOW 3aaBkU. Kpome
TOro, nobble 3NEMEHTbI UNN OrpaHnYeHns Nboro n3obpeTeHna nnn BapuaHTa ero
OCYLLIECTBIIEHMSA, PACKPbLITOrO B AaHHOW 3asBke, MOryT ObiTb 00beauHEHbI C NHOOLIMK
n/nnn BCEMU APYrMMN SNEMEHTaMUN U OrPaHNYEHNAMU (MHANBUAYANbHO UK B NoBon
KOMBUHaUuKn) nnn nodbeiM Apyrum n3obpeTeHnem Unm BapuaHToM ero OCyLLEeCTBIEHNS,
pacKpbITbIM B JAHHOW 3asABKe, U NpeanonaraeTcs, YTo BCe TakMe KOMOMHaLUMM HaxoaaTca
B 06bEME HaCToALLEro N30BpeTEHNA, HE OrpaHnYmMBas ero.

[0071] bakmepuu, MbiWU U XUMUYECKUE peaseHmb!

[0072] WTammbl S. aureus w E. coli nepeuncneHbl B Tabnuue 2. Mbiwmn nvHu
BALB/c 6binm nprnobpeteHsl y komnaHum Charles River Laboratories. baktepuun S. aureus
pasmHoxanu B xugkon cpeae Terrific broth (TB) nnn Ha arape TB (Life Technologies;
nnn B BynboHe C cepaeyvHo-Mo3roBom BbITskkon (BHI) nnm Ha arape BHI (Oxoid). Ecnu
HE yKasaHO WHOe, BCE 3KCMEepPUMMEHTbI MPOBOAUNKN C BakTepusaMn, MNONyYeHHbIMU K3
3awmeHHon ot ceeTa 36-48 4 KynbTypbl S. aureus B cTaumoHapHoOW ¢ase, TOuKe, B

KOTOPON PEHOTUMbI MUTMEHTaLMK Oblfv NErko pasnnymMbl.



Tabnuua 2: LUtammbl
LLTammbl Onwuncanune NcToYHKMK
E. coli
Rosetta (DE3) LLTaMM-X0391H ANSA 9KCNpeccun reHoB JNNaBopaTopHbin
NCTOYHWNK
S. aureus
RN4220 MpOMEXYTOUHBIN XO3AWH npwu | llaGopaTopHbIn
KNOHMPOBaHWUM WNCTOYHUK
COL JlTabopaTtopHbIn LWTaMm JNaBopaTopHbIn
NCTOYHUK
AE052 KnuHunyeckmn naonar [8]
COL-AcrtN COL c 3ameHou reHa crtN kacceton ermC | 3T0 uccnegosaHve
AEQ052-AcrtN AEQ052 c 3ameHom reHa crtN kaccetomn | 310 nccneposaHue
ermC
USA300 CA-MRSA, USA300 FPR3757, ATCC | ATCC
BAA-1556

[0073] Ucnbimarus MuHuManbHoU uHaubupyroweld koHueHmpauuu (MVIK)

[0074] MUK onpegensanu nytem nHokynaumm 5 x 104 knetok S. aureus B 100 MKk
cpeabl BHI B 96-nyHO4YHbIX NNaHWwWeTax ¢ CEPUNHbIM pasBeaeHnemMm aHTnbuotmkos. MUK
onpefenann Kak MWUHUManbHYH KOHLEHTPauuio, MPUBOASALLYHO K MIOTHOCTU KNETOK
meHee 0,05 eg. Ol npun anvHe BOnHbl 620 HM, YTO COOTBETCTBOBASIO OTCYTCTBUIO
BMAMMOro pocTa nocne nHkybaumm B TeveHve 18 yacos npu Temnepatype 37°C.

[0075] QueHka aHanoeoe NP-16 8 cuHmese cmagbusioKcaHmuHa

[0076] UccnenoBaHusa MHIMBUPOBaHNA NUIMEHTa in vitro NpOBOAUMM C MOMOLLbIO
S. aureus wrtamma USAS300, kynbtmeBupyemoro B BHI B npucytctBum wnn 6es
NHrMBMpyrowmx coegmHeHun npm temnepatype 37°C n 250 ob/MuH B TeueHne 36-48
yacoB. bakTepuun geaxabl npomMbiBanm ®Cb g0 04YMCTKN cTaddUNOKCaHTUHA METAHOITIOM.
Ol skcTpakToB wM3Mepsanu npu  anvHe BOMHbl 450 HM € MCNONb3OBaHWEM
cnektpodpotomeTpa DTX880 pgna cumTbiBaHMA HECKOMbKMX nnaHweTtos (Beckman).
[nanasoH TeCTUpyeMbIX KOHUEHTpauM ana coegmHeHnin, coctaenan ot 300 HM go 700
HM, a k obpasyam KOHTPOIbHbIX rpynn obaesnsany pasHele 06bémbl IMCO.

[0077] OueHka yumomokcuyHocmu Opyaux aHanozoe NP-16 e knemkax Raw
264.7

[0078] UnToTokcnyHocTe NP-16 1 HEKOTOpbLIX ero aHanoros B KneTkax Raw 264.7
Takke oLeHnBanm c MTT

NOMOLLbH (3-[4,5-gumeTmnTrason-2-unj-2,5-



andeHunteTpasonui  6pomna) aHanmMsa B COOTBETCTBUM C  MHCTPYKUMSMU
nponssoauTena. [na KOHTpONA TOKCMYHOCTM ucnonb3oBanm 1% [ACH, uytobebl
rapaHTupoBaTb, 4YTo aHanu3 MTT pabotan npasunbHO. Camasga BbICOKas KOHLEHTpauus
ncnonb3yembix aHanoroB NP-16 coctaBnana 500 wMKM um3-3a  orpaHuyeHuin
pacTtesopumMocTu. Nporpammy SigmaPlot 11.0 (SPSS, IL) ncnone3oBanu 4ns NOCTPOEHUS
rpaduka. KCnepuUMeHTbl NPOBOAUNINCE TPWXKABI M MOBTOPANUCH ABaXAbI.

[0079] UwuTtoTokcnmyHOCTe NP-16 1 HEKOTOpbIX €ro aHanoroB npoBepsnn Ha
knetkax Raw 264.7, n knetoyHasa pe3mCTEHTHOCTb ANS KaX40oro CoOeANHEHNA yKasaHa B
Tabnuye 3. Hapsagy ¢ TectupoBaHnem BnusaHua aHanoroB NP-16 Ha npoayumpoBaHue
cTadunoKcaHTUHa in Vitro, ndyyanmu, Kak CoOeaMHEHNS MOTyT OKasblBaTb MHIMOUpyoLme
LENCTBME Ha CuHTE3 ctadumnokcaHtTuHa. CTaunoKCaHTUH M3 KyNbTUBMPOBAaHHbBIX B
TeYeHne HouM BakTepun KCTparmpoBanm METaHONOM U KONTMYECTBEHHO ONpeaenann ¢
MOMOLLBIKO  crnekTpodoToMeTpun.  PesynbTaTtbl NpeacTaBneHbl B OTHOCUTENbHOM
cooTHoweHun ¢ NP-16 kak B Buae kosduumeHta nHrimbuposanms, Tak n B suge TC50
(MegmaHHas ToOKcM4yeckas KoHUeHTpauus) B Tabnvye 3  (HasBaHus obOpasuyos

COOTBETCTBYIOT TEM, KOTOPbIE NpuBeaeHbl B Tabnuvue 1).



Tabnuua 3

OTHOCKTENBHOE
HassaHue obpasua TC50 ans knetok Raw 264.7 cootHowweHue ¢ NP-16 Ha
OCHOBe KoapdpumymeHTa
NHIrMBMpPOBaHUS
NP16 >200 1
NP16-XL-010 >200 1,43
NP16-XL-011 75 1,31
NP16-XL-012 50 1,16
NP16-XL-013 37,5 0,28
NP16-XL-014 >200 0,74
NP16-XL-015 >200 1,18
NP16-XL-016 >200 2,71
NP16-XL-017 >200 0,09
NP16-XL-018 >200 2,48
NP16-XL-019 >200 1,7
NP16-XL-020 >200 0,17
NP16-XL-021 >200 0,76
NP16-XL-022 >200 -0,08
NP16-XL-023 18,7 1,34
NP16-XL-024 170 0,43
NP16-XL-025 170 1,92
NP16-XL-026 >200 2,67
NP16-XL-027 >200 0,79
NP16-XL-028 >200 2,31
NP16-XL-029 >200 0,53
NP16-XL-030 >200 1,26
NP16-XL-031 37,5 0,23
NP16-XL-032 190 1,17
NP16-XL-035 50 -0,38
NP16-XL-036 >200 3,04
NP16-XL-037 >200 3,02
NP16-XL-038 >200 3,23
NP16-XL-039 >200 3,23
NP16-XL-040 >200 2,51
NP16-XL-041 >200 3,17
NP16-XL-042 >200 1,44
NP16-XL-043 >200 3,23
NP16-XL-044 200 2.47
NP16-XL-045 200 0,88
NP16-XL-046 >200 -0,05
NP16-XL-047 >200 3,18
NP16-XL-048 >200 0,23
NP16-XL-049 50 0,21
NP16-XL-050 100 -0,03
NP16-XL-051 150 -0,16
NP16-XL-052 >200 3,18
NP16-XL-053 >200 1,26
NP16-XL-054 >200 2,86
NP16-XL-055 >200 3,19
NP16-XL-056 >200 0
NP16-XL-057 0,14
NP16-XL-058 0,16
NP16-XL-059 0,06
NP16-XL-060 0,06




[0080] Skcripeccus crtN, oyucmka u chepMeHmamueHbil aHaau3

[0081] CrtN c wmeTkOM rucTMAMH-ManeTo30CBA3bIBaoWero 6enka (MBP)
cBepxaKcrnpeccupoBanu B kneTtkax E.coli wtamma Rosetta (DE3). 10 mn Ho4HOM
KynbTypbl nepeHocunm B 1 n cpeabl LB ¢ pobasnennem 100 mkr/mn amnuymnnuHa.
NHaykumo nposogunm 1 MM IPTG B TedeHue 12 yacos npu temneparype 16°C npu Ol
0,6 npu annHe BonHbl 600 HM. KneTouHbIn nuaaT 3arpyxann Ha konoHky ¢ Ni-NTA um
anomnposanu CrtN, ncnonbsysa nuHenHeIn rpaguent 75 mn 0-0,4 M nmmngasona 8 50 vM
HaTpumn-pocdaTHom Bydepe ¢ 400 MM xnopuga Hatpus, pH 6,6. CobpaHHble dpakumm
aHanmamnposanu ¢ nomowbto ACH-MAAI ana noateepxaeHusa nuka ans MBP-CrtN.
dpakummn LeneBoro nuka KoHLUEHTpMpoBanu, n Bydep 3aMeHanu Ha 3arpy3oyHbin Bydep
6e3 mmmpasona ¢ ucnonb3oBaHveM konoHkm PD-10 (GE Healthcare). CobpaHHbIn
pactBop obpabatbiBanu npoteason TEV npu Temnepatype 4°C B TEYEHME HOYM.
Obpasey 6Henka HaHOCUNM Ha ManbTO3HYH KOFOHKY, U QunbTpat cobupanu Kak
HatmBHbIn Oenok CrtN. [Ons depmeHTHOoro aHanusa 10 Mkr oumweHHoro CrtN
nHKyBuposanm ¢ 100 mkn 4,4'-4nanouToeHOBbIX NMNOCOM (cogepalmx 5 Hmonb 4,4'-
ananodutoeHa), 150 mkn FAD n Bydepa Il (20 MM cdbocdhaTHbin Bydep, pH 8,0, 100 MM
NaCl) B obwem obbvéme 660 mkn npu Temneparype 37°C B TeyeHne 2 4 (CTaHaapTHbIN
aHanus). Peakuuto octaHaenmsanu gobasneHmnem 1 o6véma CHCIs:MeOH (2:1, 06./06.).
Mocne nepemelumBaHus obpasel, ueHTpudyrmposanm npu 16000 g B TedeHne 10 MUHYT.
OpraHunyeckyto dasy Bbicylumsanu anga XX/MC ananusa.

[0082] BuideneHue kapomuHoudos

[0083] Cybcrpar (4,4'-gnanoutoeH) u npoaykt (4,4'-gruanoHenpoCnopen)
akcTparmposanu ns wrammos COL-AcrtN n COL-AcrtOP. KapoTuHonabl 3KCTparnposanm
U3 ocagka Knetok, mcnone3ys 300 mn meTaHona Ha NUTp ocafka KynbTUBMPYEMbIX
BakTepui, Noka BCe BUANMbIE NUIMEHTLI HE Obiny yaaneHsl. [Nocne yeHTpudyrnpoBaHms
(4°C 1 8000 g) okpaLLeHHble cynepHaTaHTbl 06beAMHANM U KOHLUEHTpupoBanu 4o 50 mn
C ucnonb3oBaHneM LeHTpobexHoro ncnaputena EZ-2 Plus (Genevac Inc., Gardiner, NY,
USA). Obpasey cmewmsanu ¢ 100 mn EtOAc 1 200 mn NaCl (2,5 M). O6pasel, akcTpakTa
B BEPXHEW oOpraHunyeckon ase cobupann, npomMbiBanM TeEM Xe 0O6béMOM
ANCTUNNMPOBAHHOM BOAbI M CylUMNM C ucnonb3oBaHMem wucnaputensa EZ-2 Plus.
BbicyweHHble obpasubl Obiny roToBbI K BbIAENEHUO HA CUMMKare WUnmv XpaHunucb npwu
Temneparype -70°C po MOMeHTa aHanu3a. [na CTPYyKTypHOro onpegeneHus
KapoTuHOMAbl  naeHTUdUUMpoBanM C  UCMNOMb3OBaHWEM  KOMOMHauuMM  BpemeH
yaepxmBaHua BOXKX, YO-BMAMMOro nornoLeH1s 1 CnekTpoB MaccoBou oparMeHTaumm.

CnekTpbl MaccoBOW pparMeHTaLmM KOHTPONMPOBAsM C UCMOSb30BaHMEM PEXUMOB Kak



oTpyUaTenbHbIX, TaKk U NOMOXUTENbHBIX MOHOB B AuanasoHe macc 200-1000 m/z Ha
cucteme XX/MC Varian 1200L, cHaBXeHHOW MHTEpPdEeNnCcoM XMMUYECKOW MOHMU3aLMK NpuU
aTMocepHOM AaBneHun.

[0084] AHanu3 YyyecmeumebHOCMU K nepokcudy sodopoda

[0085] S. aureus Bbipawmeanu B cpeae BHI ¢ NP16 (40 mkM) nnu 6e3 Hero. Yepes
2 nHsa GakTepun ABaxabl npombianu B PCB, pastasnsanv ao koHueHTpaumm 1 x 107 KOE
Ha 100 MKn peakynoHHOW cmecun B 96-nyHo4YHOM nnaHweTe. MNepekcua Bogopoaa (H202)
B ®Cb pobasnanu o KoHeyHoW KoHueHTpaumm 440 MM » nnaHweT nHkybupoBanu B
TeyeHne 1 yaca npu Temnepatype 37°C npu BCTpAxmBaHuW. Peakumto ocTtaHasnmsanm
nobasneHnem 1000 Ea/mn ak3oreHHom kaTanasel (Sigma-Aldrich, CeHT-llymnc, Muccypw),
N XKN3HECNOCOBHOCTL BakTepuin OUeHMBaNN NyTEM pasBEAEHNS B YallKax Ha Yallkax C
arapom BHI.

[0086] BakmepuuyudHas akmugHOCMb MOAUMOPGOHOAOEPHbIX 1eUKOUUMO8

[0087] YHunuTtOoxXeHWe S. aureus nonuMopHOAAEPHBIMU NENKOLMTaMM YenoBeka
(MMIJT) onpegensanu, kak onucaHo paHee [9], ¢ HeKoTopbIMKU MogUdUKaumamn. B kpaTtkom
nanoxenuu, NMMJ (10°) cmewwmsanu ¢ ~ 107 oncoHM3npoBaHHbIMK HakTepuamn S. aureus
M3 = 10 B 24-nyHOuHbIX NNaHLWETax Ans TKaHeBbIX KynbTyp. [locne ueHTpudyrnposaHms
npm 380 g B TeyeHne 8 MUHYT NnaHweTbl WHKyBupoBanu npwu Temnepatype 37°C B
TeyeHue go 1,5 vacos. INMJ1 nnanposanu npu noMmoLum canoHunHa (20 MUHYT Ha nbay) v
BbiceBanu Ha Yawwkm BHIA. [MpoueHT BbPKMBaAEMOCTU paccumTbiBany No HopmManmsayum
C HyneBbIM BpeMeHeM. Ctatuctmyeckme gaHHble nonyyanu ¢ t-kputepnem CTbrogeHTa
(GraphPad Prism).

[0088] MbiwuHas modesib eHympubPWUHHOU UHGbEKUUU

[0089] Camkam mblwen nuHuM Balb/c B Bo3pacTe OT WeCTn 4O BOCbMW Heaenb
BHyTpuBeHHO (B.B.) BBOAUNM 1 x 107 KOE paHHen craumoHapHou dasbl S. aureus
USA300 wnu wmsoreHHoro myTtaHta S. aureus USAS00-AcrtN. [ns wuccneposanHus
NeYeHMss MbIWEN cnydyarHbiM  oBpasom pacnpegensnM no rpynnam B Hadane
3KCNEPUMEHTA U BHYTPUDPHOLLMHHO BBOAUAM Unn 17,25 mr/kr BeiOpaHHbIx aHanoros NP-
16, nnu Hocutenb (5% OMCO c 5% TeuH-80) B kKa4eCTBE KOHTPONS, ABaXAbl B AEHb.
NP16, NP16-XL-026 n NP16-XL-043 BBOAUNN BHYTPUOPHOLWMHHBLIM NyTEM B f03e 17,25
mr/kr. BocctaHoBneHme H6akTepui B NOYKe CpaBHMBAmNM C KOHTPONEM-HOCUTENEM Yepes
7 AHeWn nocne MeanKaMmeHTO3HOro NeyYeHms.

[0090] lMpn wucnonb3oBaHUM BHYTPUBEHHOW WHMEKUMn S. aureus Lwtamma
USAS00, 4ononHEeHHOro n3oreHHsIMM HokayTamm -AcrtN, konnyecTBo HakTepun B noykax

Y MbILLEW, YMEPLLUBIEHHbIX Ha 7- AEeHb NOCNEe 3apaXeHnsi, CBMAETENbCTBOBANO O TOM,



NP16-XL-026 n NP16-XL-043 pemoHCTpupytoT cxogHbin ¢ NP-16 uHrubupyrowmi
apekT (Pur.4).

[0091] Onsg apyrnx noaTUNOB S. aureus caMmkam Mmbien nuHnum BALB/c B BospacTe
OT BOCbMW A0 AECATU Heaenb BHyTpubptownHHO (B.6.) BBOAUNM 4 x 108 KOE paHHew
cTaumoHapHon gasbl S. aureus wrtamma COL. Yepes 3 gHA XMBOTHbIX YMEPLLBNANN,
neYeHb M ceneseHKy Bbiaensanu, romoreHnsmposanu B CHb v BbiceBanu ans nogcyerta
XN3HecnocobHbIx BakTepun. Ana nccnepoBaHnsa neveHnsa Mbillen cnyyYanHbiM o6pasom
pacnpegenanu no 4ByM rpyrnnam B Hadane sKCnepumeHTa 1 BHyTPUOPHOLLMHHO BBOAMNN
0,35 mr NP16 nnun ®Cb ¢ 5% TenH-80 B Ka4eCTBE KOHTPONA ABa pa3a B A€Hb, HA4YMHas
C AHA -1 0o AHA 2 (BCEro BOCEMb [03 ANA KaXAoro Bewlecrtsa). BHyTpubproumHHOE
sapaxeHne 4 x 108 KOE paHHelt craumoHapHon asbl S. aureus wrtamma COL
BbINONHANM B AeHb 0. Mbiwen ymepLliBnsanu B AeHb 3 anga nogcdeta bakrepuanbHbIxX
KOE B romoreHatax neYyeHn n ceneseHKu.

[0092] ns knuHWYeckoro nsonara S. aureus wtamma AE052 Bce onepaumm Bbinu
aHanornyHbl TeM, KOTOpble ncnons3osanuce anga wramma COL, 3a ncknoyeHnem Toro,
YTO B MOAENnu WHgekumn mcnonsaosann 108 KOE GakTtepui paHHeW cTaumoHapHOoW
dasbl, N ANa MoHUTOpUHra BakTepuanbHOW Harpysku Bpanu noukn. CtaTtucTudeckme
AaHHble nonyyanu ¢ ncnone3oBaHnem t-kputepusa CtetogeHTta (GraphPad Prism).

[0093] CoeduHeHue NP16 ymeHbwaem npodyuyuposaHue nuemMeHma

[0094] CoepwnHeHne NP16 (cTpykTypa, nokasaHHaa Ha dur. 1C) obnagano
CUINbHOW aKTUBHOCTBIO B OTHOLLEHMM obpasoBaHus nurMeHTa S. aureus in Vitro, Kak
nokasaHo Ha ®ur.1A, co 3Ha4yeHunsamn ICso B gnanasone ot 100 go 300 HM (dur.1B). B
BuocuHTese crtadunokcaHtHa npoaykt CriN, 4,4'-ananoHenpocnopeH, npeacraBnsaeT
cobon xentToBaToe COEAWHEHWE, TOraa Kak npoaykTbl Ao katanusa CrtM 6ecuBeTHb.
Takum obpasom, neveHne NP 16 npegnaraetca gnsa sosgencrtemsa Ha CrtM mnu CrtN nnn
APYyrne perynaropbl, KOTOpble BMAIOT Ha akcnpeccuto knactepa crtOPQMN, Takme kak
sigB vnn ispA [10]. MuHumansHas uHrmbupytowas koHueHtpaums (MIC) NP16 gna
USAS00 6bin 6onbLue, yem 500 mkM (dur.1D).

[0095] DyHKUMM NSATM KOAUPYEMbIX (epMeHTOB Obinu  OxapakTepu3oBaHbl
aHanM3oM npoAyKTa reHa ¢ AeneumoHHoOn mMyTauuen. Bo-nepsbix, npyu OuocuHTE3E
ctapunokcaHTUHa aBe Monekynbl papHesnngndocdara KOHAEHCUPYHOTCA «ronoBa K
ronoge» C obpasoBaHMeM pgermgpocksaneHa (4,4'-gpanoutoeHa), STOT npouecc
Katanuampyetca gerngpocksaneHcuHtason CrtM.  Bo-BTopbIX, AermapocksarneH
aervgpupyetca  germpgpocksaneHgecatypason CrtN ¢ obpasoBaHuem Xentoro

NPOMEXYTOUYHOrO coeanHeHus 4,4'-gnanoHenpocnopeHa. B-TpeTbux, OKUCneHue



KOHLEBOW METUNbHOW rpynnbl 4,4'-4nanoHeMpOCnopeHa KaTtanmanpyeTca OKCuaasomn
CrtP co cmelwwanHon yHKUMen ¢ obpasoBaHmem 4,4'-41manoHenpoCcnopeHOBOM KUCMOTbI.
3atem rnukosun-4,4'-guanoHenpocnopeHoar obpasyetca nytem  sTepudukaumm
rNoKo3bl B nonoxeHun C1" 4,4'-nnanoHenpoCcnopeHoBON KUCNOTbl ¢ nomoLpo CrtQ,
obnagaroien rmrkosnnTpaHcdepasHon akTMBHOCTBIO. HakoHeL, rroko3a B NOSTIOXKEHUN
C6" atepudpuympyetca kapOOKCUNbHOW rpynnon 12-MeTunTeTpagekaHoBOW KUCNOThbI C
nomowbro  auyunTtpaHcdepasel CrtO ¢ obpasoBaHveM  cTadunoKCaHTUHa.
CragunokcaHtTuH 6bin vaeHTudUumpoBaH kak B-D-rmokonupaHosun  1-0O-(4,4'-
AnanoHenpocnopeH-4-oat)-6-0O-(12-meTuntetpagekaHoar).

[0096] UHeubuposarue CrtN NP16 npusodum K yHuYmoxeHuro bakmepui H>0»

u Helimpoaghunamu

[0097] YTobbl nccneposate Buonormdeckyro aktmBHocTb CrtN, nocpenctsom
annenbHon 3ameHbl Obin co3gaH m3oreHHslin myTaHT crtN B wramme COL. MyTtauums
npmBoauna k notepe xentoro nurmeHta. CoeguHeHne NP 16 He BNMANO Ha pOCT KNETOK
MDCK (®Pur.2A). YMeHbLLeHWe NpoayKumMmM nurMeHTa Bbino obHapyXeHo y S. aureus,
BblpalleHHOro B MPUCYTCTBUMM STOro coegunHeHna NP16 (dur.1A). bnokuposaHue
obpasoBaHMsa NUrMeHTa S. aureus NPUBENO K YBENNYEHMIO YYBCTBUTENBHOCTW NaTtoreHa
K YHUUTOXEHUIO MepokeuaomM sogopoaa. Ana HenurmeHtuposaHHoro wramma RN6390
YyBCTBUTENBHOCTb ObiNna CxO4HOW HesdaBucumo OT o0bpaboTkm NP16 (dur.2B). Kpome
TOro, B KayecTBe WTamma, npoayuupyrowero kapotunHongsl (Pur.2D), COL Bbrkuan
3HaumTensHo nydwe, 4em RN6390 n COL, obpabotaHHblie NP16, B HemTpodunax
yenoeka (dur.2C).

[0098] UccnedosaHus Ha XXUBOMHbIX

[0099] Ncnonb3ysa moaens cMCTEMHOW MHdekumn S. aureus, depmeHT CrtM 13 S.
aureus Obin MAEHTUPULMPOBAH KaK MULLEHb AN aHTUMHMEKLMOHHOW Tepanuu,
OCHOBaHHOM Ha HenTpanusaumm daktopa BUPYNEHTHOCTM [3]. AHanormyHas MOAENb
Bblna nNpuMeHeHa Ans onpegeneHns, aenseTca nu crtN Takke CylweCTBEHHbIM ANS
MHpeKkUMr y Mbiwen. loTeps cTadunokCaHTUHA CHwXKana noTeHuuan MHBa3MBHOIO
3aboneBaHns, NOCKOMbKY MbIWW, MHOKYMPOBaHHbIE M30OreHHbIM MyTaHTOM S. aureus
COL-AcrtN, nmenn Bonee HU3KYH YMCNEHHOCTb BakTepmansHOM NONynauum 13 neveHu
N ceneseHkn no cpasHeHMo ¢ 4 x 108 KOE gns aukoro tvna S. aureus (BBeAEHHOrO
nyTeM BHYTPUOPHOLLMHHON MHBEKLMW), Y4TO NPUBOAUIIO K YCTOMYMBOW MHeKUmK (dour. 3a
1 3b). Mockoneky wtamm COL gBnAeTCA LWUTaMMOM C HU3KOW BUPYNEHTHOCTLIO, BakTepun

He obHapyXuBanuch B noykax ¢ 1 no 3 AeHb.



[00100] 3TMMKM TecTamm Takke WuccrnepoBanu APYrov BbICOKOBUPYNEHTHbIN
KnuHuyeckun n3onat S. aureus AE0S52, 1 ero n3oreHHbIN MyTaHT, B KOTOPOM OTCYTCTBYET
depmeHT CrtN. o cpaBHEeHWo CO WTaMMOM AMKOro TUMA MYTaHTHbIA LUTAaMM B NOYKe
ObIn BbIBEAEH XO3AMHOM Yepes 72 Jaca nocne 3apaxeHus (dur.3E).

[00101] Mpw TOM e BHYTPUOPIOLLMHHOM 3apakeHnK, nokasaHHoM Ha dur. 3a, 3b
n 3e, ogHy rpynny mbiwen (n = 14) obpabartbiBann 0,35 mr NP16 gBa pasa B A€Hb (AHN
-1, 0, 1 1 2) 1 Mbiwwm BTOPOU rpynnbl (N = 12) nony4anu HOCUTESNb B KAYECTBE KOHTPONS.
Mocne ymepLuBneHMs Mblllen Yyepes 72 yaca KonmyectBo Baktepun S. aureus wtamma
COL B neyveHn n ceneseHke Mblwen, obpabotaHHbix coegmnHeHnem NP16, 6bin 3HaunMmo
HWKe, Yem B koHTponeHoM rpynne (P<0,01) (®ur.3c n 3d). B cnyyae nHdekuymn AE052
kKonuyecTeo HakTepun B nodkax mbiwen (n = 10 gna obeux rpynn), nony4yaswmx NP16,
ObINO 3HAYMMO HWXKE, YeM B KOHTponbHoW rpynne (P<0,001), npuuem y 6 ns 10 Huxe
nopora obHapyXeHus, No CPaBHEHWNIO TONMLKO € 2 13 10 B KOHTpOnbHOM rpynne (Pur.3F).
JTOT pesynbTar ykasbiBaeT Ha 98% yMeHblUeHWe BbbkmBaHWA BakTepuin B rpynnax
neYyeHns, MHpUUMpoBaHHbIX wWtammom COL vnn AEO0S2.

[00102] O6¢cyxdeHue

[00103] YcraHoBneHo, uto NP-16 asnaetca wuHrmbutopom CrtN un moxer
oKasblBaTb aHTUBMPYNeHTHoe peunctBue Ha S. aureus. CrtM wmn CrtN aensioTcs
KNHoYeBbIMW hepmeHTammn B BMocuHTese ctadmnokcaHtTmHa [11]. Xota ctadpunokcaHTmuH
UrpaeT BaXKHyHO POrib B YCTOMYMBOCTU S. aureus K 3alumTe X038nHa, OH CNY>XUT OCHOBOW
B KayecTBe MOTeHUManbHOM MWULLIEHW ANSA pauMOHanbHOro Au3anHa NekapCTBEHHOro
cpeacTBa A4ns Ucnonb3oBaHua NPoTuB S. aureus. MNMpegnonaraeTcs, YTO NONy4YeHO HOBOE
NPOTUBOMHMEKLMOHHOE TNEKapCTBEHHOE CpeacTBo ©e3 npsambix  BakTepuumnaHbIxX
CBOWCTB, HaLeneHHoe TOMbKO Ha MEXaHW3Mbl, KOTOpble AeNnaroT naToreHbl
YyBCTBUTEMbHBIMW K HOPManbHOMY WMMMYHHOMY KIMPEeHCY xo3aumHa. [1oCcKonbky
cywecteyeT 30% wnAaeHTMYHOCTM nocnepoeatensHocten mexay SQS uyenoseka u
BaktepmaneHbiM CrtM, 1 OHM nmeroT obLme CTPYKTYpHble ocobeHHocTu. MpucyTcTeue
Takoro romornora npenarcreoBano ucnonb3osaHuio CrtM B kayecTBe nekapCTBEHHOM
MWLLEHW, YTO AOMNOSNTHUTENBHO NOATBEPXKAAETCA UCCNEeA0BaHMEM, CPOKYCMPOBAHHBIM Ha
ynyuweHnn cneundmnyHoctn BPH652 npotue CrtM [12]. Mo cpasHenuto ¢ CrtM, CrtN He
MMEET TFOMOSOrMYHOIO epmeHTa B NyTn OMOCMHTE3a XOnectepuHa 4YenoBeka, 4To
AenaeT ero npuenekaTenbHOW NEKapCTBEHHOW MULIEHbH. HepaBHO NpeanoXeHHbIN
nHrmdutop  CrtN,  HadutudumH, npepcraBnget cobon  MECTHO  BBOAMMOE
npoTnBorpnbkoBoe coeguHeHne [13], koTopoe, Kak ObINO nokasaHo, nogaBnseT

XEMOTaKCUC, XEMOKUHE3, XEMWUITFOMUHECLIEHLUMIO U MPOAYKLUMIO CymnepoKCUa-aHMoHa



NONMMOPPHOSAEPHBIX NEVKOLMTOB MNPU  BbICOKUX KOHUEHTpauuax [14]. OddekTnbl
HapTUPUHA HeCTabunbHbl B pasHbiX opraHax (OT OTCYyTCTBUS adhdeKkTa A0 CHUKEHUS
BakTepmaneHoOW Harpyskm Ha noyvtu 4 log) n He cosnagaroT ¢ adpdektom myTtanTa CriN
(Bcerpa cHwxaeTca baktepmanoHasa Harpyska makcumym ot 0,2 go 2 log). Cuntaercs,
YTO 3TO yKasbiBaeT Ha TOo, 4YTo CrtN He pomkeH ObITb OCHOBHOM MULLEHBHO HaPTUdUHA
[6].

[00104] A®PK wucnoneayroTes aroumtammn gnsa yHuaToxxeHus Gaktepun. OHm
reHepupyroTCs HUKOTUHamMmaaaennHanHykneotnagocdar (HAAPH) okcupasonm [15].
BakTepuanbHble KapOTUHOWAbLI, 3KCMpeccupyemble S. aureus, MOTryT BbINOMHATb
3aWNUTHYIO (PYHKUMIO OT STUX 3awmTHbIX Mornekyn [4, 16]. CywecTtByrowme AaHHbIE
NOATBEPKAAKT, YTO MUIMEHT-A4ePULUMTHBIN WiTaMm S. aureus Bbin 6onee 4yBCTBUTENEH
K OKUCIUTENAM, NEePEKNCU BOAOpOAa U aTOMapHOMY KUCIIOPOAY in vitro no cpaBHEHUIO
co wrtammom S. aureus pukoro Tuna [1]. Wcnonb3oBaHue cuUCTeMbl aHanvsa
BHyTpubakTepmansHOro WHrMbMpoBaHMsa nokasano, 4YTO W30reHHblin MyTaHT CrtN,
KOTOPbIN MMEN HapylleHWE CUHTE3 KapoTMHOMAOB, Obin Gonee 4yBCTBUTENBbHLIM K
AEUCTBUIO OYUMLLEHHBIX HEUTPOUIOB Yenoseka. IT0 noaTesepamno BaxHocTe CrtN Bo
BHYTPUKNETOYHOW BbPKMBAEMOCTU S. aureus.

[00105] WHrmbutopel CrtN 6e3 HenocpeACTBEHHbIX OakTepuunaHbIX CBOWCTB
LOSDKHbI 0bnagaTe TEOPETUYECKUMU MPEUMYLLIECTBAMM, 3aKNHOYaOLWMMMUCA B TOM, YTO
OHW HEe OKa3blBaKT MPSAMOro CEeneKkTUMBHOrO AaBfieHUs Ha NatoreH UM HopMarbHYH
dnopy B CTOPOHY pasBUTUA NEKapCTBEHHOW ycTomumBocTW. [pegnaraembii 3gech
noaxo4, a Takke Apyrme OCHOBaHHble Ha bakTopax BUPYNEHTHOCTU KoHuenuumn [3, 17]
ANSA BbICOKOCNELUMPUYHON aHTUCTaPUITOKOKKOBOW TEpanmm, OCHOBaH rnaBHbIM 06pa3om
Ha HOpPManbHOM BPOXAEHHOM WMMYHHOM OTBETE XO03\iMHa [ANA BbIBEAEHUMS OT
naroreHoB. Takue cTpatermm ropasao tonblue NoAXOAAT ANS KIMHUYECKOrO NEYEeHNs U
NPOOUNAKTNHECKOrO MPUMEHEHUS C OFPaAHUYEHHBIM PUCKOM PasBUTUS NEKapPCTBEHHO-
YyCTOMYMBOro NaroreHa B OTNn4YMe OT cryvas, Habnogaemoro ¢ aHTubnoTnkamu.

[00106] CneapyeT noHMMaTtb, 4YTO OMUCaHHblE 34EeChb MPUMEPbI U BapUaHTbI
OCYLLECTBNEHUS NpeAHa3HauYeHbl TONBKO ANA MNNIOCTPATUBHBLIX LENEW N YTO pasnnyHbIe
MOAMMDUKALMN MU U3MEHEHMSA B UX CBETe MOryT ObITb caenaHbl crneuvanucramu B
AaHHOW 0BnacTn TEXHUKM U AOMKHbI ObITh BKIHOYEHBI B CYLLHOCTL M Cdhepy NPUMEHEHNSA
JaHHOW 3asiBKW.

[00107] Bce nateHTbl, NaTreHTHbIE 3a8BKW, NpeaBapuUTeNbHble NaTeHTHbIE 3asBKU

n nyénukaumm, ynomsiHyTble WU UUTUMPYEMble B HacTOSILLEM OMMUCaHWW, MOMHOCTLHO



BKIMKOYEHbI B HErO NMYyTEM CCbIfKW, BKIOYas BCe pUrypbl 1 Tabnuupbl, B TOAW CTEMNEHW, B
KOTOPOW OHW He NPOTMBOPEYaT SBHbIM MAEAM HacTOSALWEro ONMCaHMS.

[00108] CnepyeT noHWMMaTb, YTO MHOFMOYUCIEHHbIE KOHKPETHbIE AeTanw,
B3aMMOCBA3M W Cnocobbl U3NOXeHbl Ansa obecneyeHus MnOMHOro  MOHUMaHWA
n3obpeteHmnsa. OpgHako crneumanict B COOTBETCTBYHOLLEW 0BnacTM TEXHWKU Nerko
NOMMET, YTO M3obpeTeHne MoXeT ObiTb OCYLLECTBNEHO Ha npakTuke 6e3 ogHOM mnn
HECKONbKMX KOHKPETHbIX AETanem WunM peanvsoBaHO C WCMOMb30BaHWEM APYrUX
cnocoboB, MPOTOKONOB, peareHTOB, KMETOYHbIX IMHUM M XMBOTHbIX. Hactosuwee
N30bpeTeHne He OrpaHNYEHO UNMIOCTPUPOBAHHBIM NOPSAKOM AEUCTBUA U CODLITUN,
MOCKOSIbKY HEKOTOPbIE AEUCTBUS MOTYT MPOUCXOAUTL B pasHblX nopagkax wu/unu
OQHOBPEMEHHO C APYrUMU [EUCTBUAMKM UM cobbituamu. Kpome TOro, He Bce
NPOMNNIOCTPUPOBAHHLIE AEWUCTBUSA, dTanbl UM cobbitua TpebytoTca ans peanusaumm
METOAO0MNOrMM B COOTBETCTBUM C HacToAWMM mn3obpeteHnem. MHorne ms Metoguk m
npoueayp, ONUCaHHbIX 34EChb UMM Ha KOTOPbIE 34ECh AAETCS CCbIfKa, XOPOLLO NMOHATbI U
0BbIYHO MPUMEHSIOTCA C MUCMONBb30BaHWEM OBbIMHOWM METOAONOMMM cneynanuctamm B
JaHHOM 06nacTn TEXHUKW.

[00109] Ecnn He ykasaHO WHOe, TO npejnonaraeTcs, YTO BCE UCMOSNb3yeMmble
30ecb cneypanbHble TEepMWHbI, ODO3HaYeHUs W ApyrMe HaydHble TepMUHbl UMU
TEPMUHONOMMSA UMEIOT 3Ha4YEHUS, 0BbIYHO NOHATHbIE CneynannucTamM B 06n1acTu TEXHUKN,
K KOTOPOW OTHOCUTCHA HacTosilee m3obpeTeHne. B HeKoTopbIX crnyvasx TEePMWHbI C
OBLLENPUHATBIMU 3HAYEHNAMW ONPeAeneHbl 34eCb ANA ACHOCTU WU/vnn aAna yaoberea
CCbISIKM, W BKITFOUYEHME TaKMX ONpeaeneHnn B JaHHOE onnucaHne He 06a3aTenbHO AOMKHO
NCTONKOBBLIBATLCA Kak NPEeACTaBNAOLLEE CYyLLECTBEHHYIO Pa3HULYY NO CPABHEHUIO C TEM,
4YTO OObIYHO MOHMMAaETCs B AaHHOW obnactu TexHuku. [anee OyaeT MNOHATHO, 4TO
TEPMUHBI, Takne Kak Te, KOTopble onpeaeneHbl B 0BbIMHO MCMNOMb3yEMbIX CnoBapsix
cnefyeT WHTEPNpeTUpoBaTb Kak WUMEROWME 3HaueHue, KOTOpPOEe COOTBETCTBYET WX
3HAYEHMIO B KOHTEKCTE COOTBETCTBYHOLEN 06NacTu TEXHUKM WK Kak MHbIM 0Bpa3om

onpeaeneHo 3aech.
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P®OPMYJIA H3OBPETEHUA

1. Coenunenue @opmysr (11):
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" €ro IMPpOU3BOAHBIC,

rae R1 BeiOpan u3

> WIH
JTE0O0r0 YeThIPEX-, MIATH-, IEeCTH-, CEMU-, BOCBMHU-, I€BSITH-, JECSITH-, ONUHHAAIATH- WJIH
IBEHALUATUYICHHOTO IeTEPOLIMKITIIIA, IUKJIOAKEHNIA WJIA LUKJIOAJIKUIA,
rae R3 u R4 He3aBuCcHuMO miti cOBMECTHO BbIOpaHb! u3 rpymmsl, cocroseii us H; F; CI; Br;
I; OH; CN; (C1-4) ankuna, BKIFOYast METUJ, 3T, H-TIPOIINJI, M30MPOMMJI, H-OyTHII, BTOP-OyTHI,

u300yTmi, Tper-OyTi;, (Cr.4) ankeHwWna, BKIOYAsl STEHWI, MPOMEHW, OyTeHWI, I7ie ABOWHAs



CBsI3b HEOOSI3aTeNIbHO PACIOOKeHa B JIFOOOM TOJNIOKEHUH B AJIKEHHJIBHOM YIJIEPOIHOM LeTH, U
MOOBIX €ro aJKEHWJIbHbIX KOH(OPMAIIMOHHBIX H30MEpPOB; AJKHMHHUIIA, apajKuia; ajKapuia,
raJlOreHUPOBAaHHOTO  aJIKWJIA, TeTepOANIKIJIa;, apuia, TeTepOLMKINIA;,  LUKJIOAJKUIIA,
LMKJIOAJKEHWIA, IMKJIOAJKHUHIIIA, TUAPOKCHAJKWIA, AMUHOAJIKWIA, aMHHO, aJKHJIAMUHO,
ApWIIAMHHO; AHAIKUIAMUHO, aJIKWIAPUIAMIHO; THAPUIAMUHO, alIMJIAMIHO; THAPOKCHUIIA; THOJA,
THOQJIKWJIA; aJIKOKCH, AJKHITHO, AJKOKCHAJIKMJIA;, apUIIOKCH, apHJIAJIKOKCH, AL[MJIOKCH, HUTPO;
kapOamomna;, Tpudropmeruna, deHokcu; OenszuaokcH, (GpochoHOBON KUCIOTHL, (HochaTHOrO
a¢upa; cynbdonoBoii kucinorbl (-SO3H); cynbdonaTHOro adupa; cynbhoHaMuaa; ajaKapuia,
apunaikuia; kapbamara, aMHHO;, aJKHJIAMUHO, apUIAMHHO, TUATKUIAMUHO, aJIKUIapUIaMUHO,
IMAPUIAMHUHO, AJIKWJITHO, TeTepoankuia; alkuarpudeHmipocHoHns, reTepoLUKInIa, KeTOHA
(=0); mpocroro 3¢upa (-OR10); u cnoxkuoro 3¢pupa (-COOR 11 u -OC(=O)R11);

wii R3 u R4 HeoOs13aTeIbHO CBsI3aHbBI IPYT C IPYroM ¢ 00pa30BaHUEM YETHIPEX-, TISITH-
WM LIECTHYIEHHOTO MeTePOLIMKIINIIA, LIUKIOATKEHIIIA WK LIUKJIOAIKIJIA,

Rs BeiOpan u3 rpynmsl, cocrosimeit u3 H; F; Cl; Br; [; OH; CN; (C1.4) ankuna, BKJIrOYas
METHJI, 3THJI, H-TIPOMHWJI, HW30MPONWI, H-OyTwi, BTOp-OyTwi, u3o0ytwmi, Tper-OyTwr, (Ci-s)
aJIKeHWJIa, BKJIFOYAsh OTEHW, TMPOMEHWI, OYTeHWs, TIJe JBOiHAas CBsi3b HeOo0s3aTeNbHO
pacnonokeHa B JIIOOOM TOJNOKEHHHM B AJKSHWJIBHOH YIJIEPOMHON LEmH, U JIOObIX ero
ANKEHWJIbHBIX ~ KOH(QOPMALIMOHHBIX ~ HM30MEpOB,  QJKHHWIA,  apajKuia;,  ajKapuia,
raJlOreHUPOBAaHHOTO  AJKWJIA, TeTepOANKIJIa, apuia, TeTepOLMKINIA;,  LUKIOAJKUIIA,
LMKJIOAJKEHIIA, IMKJIOAJKUHIIIA, TUIPOKCHAIKHIIIA, AMUHOAJKWUJIA, aMHHO, aJKWUJIAMHHO;
ApUJIAMHHO; AUAIKUIAMUHO, AJIKWJIAPUIAMIHO; THAPUIAMUHO, alIMJIAMHHO; THAPOKCHUIIA; THOJA,
THOQJIKWJIA; aJIKOKCH, aJKHITHO, AJKOKCHAJIKMJIA;, apUIIOKCH, apHJIAJIKOKCH, AL[MJIOKCH, HUTPO;
kapOamomna;, Tpudropmeruna, deHokcu; OensuaokcH; (HochOHOBOH KHUCIOTHL, (HochaTHOTO
a¢upa; cynbdonosoii kucinorbl (-SO3H); cynbdonatHOro adupa; cynbhoHaMuaa; ajaKapuia,
apunaikuia;, kapbamara, aMHHO; aJKHJIAMUHO, apUJIAMHHO, TUHATKUIAMUHO, aJIKUIaPUIaMUHO,
IMAPUIAMHUHO, AJIKHJITHO, TeTepoasiKuia; alkunrpudeHmnpochoHus;, reTepoLuKInia, KeTOHa
(=0); mpocroro 3¢upa (-OR10); u cnoxxuoro s¢upa (-COOR 11 u -OC(=O)R11); n

rne Rio u Ri1 He3aBuCHMO wiim COBMeCTHO BbIOpaHbl U3 rpymmsbl, coctosimend u3 (Ci)
AJIKWJIA, BKJIFOYAsh METWJI, STHJI, H-TPOIWII, H30MPOIWI, H-OyTHJI, BTOP-OyTHII, H300yTUII, TpeT-
Oy, (Ca-4) anKeHUIIa, BKIIFOYAst 3TEHWI, IPOTIEHIIT, Oy TeHWJI, Te IBOIHAS CBS3b HEOOA3aTEIBHO
pacrnosiokeHa B JIFOOOM MOJOKEHHH B AIKEHUJIBHOM YIJIEPOAHOM LIETH, U JIFOObIX aJKEHUJIbHBIX
KOH(OPMAILIMOHHBIX M30MEPOB; M AJKHUHUJIA,

X BoiOpan u3 N mu C,

A mpezncrasisieT cOOOH OAMHAPHYIO CBS3b WJIN IBOWHYIO CBSI3b,

Q BoiOpan u3 N mnu C,



M Bri0pan w3 O nmm C, u

rae R» BeiOpan us:

R&

1

rae Rs u R7 He3aBucHUMO 1 coBMecTHO BbIOpaHbl 13 O UM OTCYTCTBYIOT;

Rs 1 Ro He3aBUCHMO WM COBMECTHO BbIOpaHbI U3 Tpymibl, coctosmeii u3 H; F; Cl; Br; [,
OH; CN; (Ci.4) ankwia, BKIIFOYAsh METHJI, 3THJI, H-TIPOIWI, M30MPONMI, H-OyTHII, BTOP-OyTHII,
u300yTI, Tper-OyTii;, (Cr.4) ankeHWNa, BKIFOYAsl STEHW, MPOMEHW, OyTEeHWI, rlie IBOWHAS
HeoOsI3aTeNIbHO PACTIONOKEHA B JIFOOOM MOJIOKEHUH B AJIKEHIJIBHON YIJIEPOIHON LENH, U JIFOOBIX
€r0  ANKEHWIbHBIX KOH()OPMAIIMOHHBIX HM30MEPOB, QJKHHWJIA, apalkKWia;, alKapuia;
raJJOreHUPOBAHHOTO  aJIKWJIa; TeTePOANKWJIA;, Aapwia; TeTEPOLMKINIA;,  LUKIOAJIKUIA,
[UKJIOAJIKEHWIA, LUKJIOAJKHHNJIA, TUAPOKCHAJKWIA, AMUHOAJIKWIA, AaMHHO, AaJKMJIAMUHO;
apUIIAMUHO; OHATKWIAMUHO; AJKIJIAPUIAMUHO; AUAPWIAMUHO;, allFJIAMUHO;, THAPOKCHIIA, THOJA,
THOAJIKMIIA, AJIKOKCH, AJKHJITHO, aJIKOKCHAJIKWIIA, ApUIIOKCH, apHIIAJIKOKCH, allUJIOKCH, HUTPO,
kapbamomna; Tpudropmeruna, QeHokcu;, Oensunokcw; (ochoHOBOH KUCIOTHL, (ocdaTHOro
a¢upa; cynbponosoit kucnorsl (-SO3H); cynbdonaTHOro 3dupa; cynbhoHamuaa; aakapuia;
apuiankuia, kapoamara, aMHHO, aJIKHJIAMHHO, apUIaMUHO; JUANKUIAMUHO, aJKUJIAPUIAMUHO;
AMAPUIIAMUHO, AJKWITHO, TeTepOANIKMia; alKunTprdeHmnpochoHns, reTepoLuKIn, KeToHa
(=0); mpocroro s¢upa (-OR10); u cnoxkHoro 3¢gupa (-COOR11 1 -OC(=O)R11),

wi Rg u Ry HEoOs13aTeIbHO CBsI3aHBI APYT € IPYroM ¢ 00pa30BaHUEM YEThIpEX-, TSITH-
WM [ECTHYIEHHOTO TeTePOLMKIINIIA, [IMKJIOATKEHIIIA FITH [UKJIOAJKUIIA, 1

rne Rio u Ri1 He3aBUCUMO Wil COBMECTHO BbIOpaHbl U3 rpymmbl, coctosimei u3 (Ci4)
AJIKWUJIA, BKJIFOYAst METHWII, STHJI, H-TIPOIWJI, U30OTPOIUI, H-OYTHI, BTOP-OyTHII, H300yTHII, TPET-
OyTu; (Cz-4) anKeHUIIa, BKIIFOYAs STEHWI, POTICHIIT, OYTeHMJI, TA€ IBOWHAS CBS3b HEOOS3aTEIBHO
pacronokena B JJF0OOM MOJIOKEHUH B JIKEHHUJIBHOM YIIIEPOAHON LEeTH, U JIFOOBIX aJIKEHUJIbHBIX
KOH(OPMALMOHHBIX H30MEPOB; U AJKHHUIIA, U

Z BoiOpan u3 C unn S.

2. CoenuHeHue 10 1. 1, T1e IPOU3BOIHBIC BKITFOYAIOT B CeOs:
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3. Komnosunus, copepsxamas CO€JUHEHME MO 1. 1, €ero mpou3BOAHBIE U
dapmManeBTUYECKH  HOCHUTENb, COJIb, CJOXHBIH 3(HUpP, BCIOMOraTelIbHOE BEIIECTBO,

HAaIOJIHUTEIb, IPOJIEKAPCTBO, PACTBOPUTEINb U Pa30aBUTEINb, UIH JIFOOYI0 UX KOMOUHALHIO.

4. Komnosuuus, copepxkamias COEAMHEHHWE IO 1M.2, €ro MNpOU3BOAHBIE U
dapMarieBTUYECKMI  HOCUTENb, COJIb, CJOXHBI 3(Up, BCIOMOraTelIbHOE BEIIECTBO,

HanoOJIHUTEIb, IIPOJIEKAPCTBO, paCTBOPUTEIIL U pa,36aBI/ITeJ'Ib, 585 J'IIO6y}O Hux KOM6I/IHaI_II/IPO.

5. IlpuMeHeHne OHOTO MJTH HECKOJBKUX COEAMHEHHH JISi MPUTOTOBJIEHUS] KOMIIO3ULIUU
IV JICYeHUsT W/WIKM TPeNOTBpaIleHss MHUKPOOHBIX WH(PEKUUH W/WIM POACTBEHHBIX C HUMH
3a00NeBaHMi WJIM TIATOJIOTHYECKUX COCTOSIHUH y CyObeKTa, Tae yKa3aHHas KOMIIO3HIIUS

conepkut 3(pPekTHBHOE KOJTMUYECTBO OAHOTO MITH HECKOJIBKUX coenuHennit @opmysl (11):

R2
O

M

R1 N
H

(1D,

rae R1 BeiOpan u3



% 8) 05

J000TO YeThIpeX-, MSTH-, IIECTH-, CEMHU-, BOCbMH-, I€BATH-, N€CATH-, ONUHHAILATH- WIH
IBEHAIIATUYIEHHOTO TeTePOLIMKITIIIA, LIMKJIOAIKSHNUIIA UIH LIUKJIOAKHIIA,

rrae Rs u R4 He3aBHUCHUMO Wil COBMECTHO BbIOpaHbI U3 rpymrbl, cocrosiuei us H; F; CI; Br;
I, OH; CN; (Ci-4) ankuia, BKJIHOYash METHII, STUJI, H-TIPOIJI, U3OMPOMUJI, H-OyTHII, BTOP-OyTHII,
u300yTm, Tper-OyTii;, (Cr.4) ankeHWNa, BKIFOYAs STEHWI, MPOMEHW, OyTEeHWNI, rle IBOWHAS
CBSI3b HEOOS3aTENILHO PACIIONOKEHA B JIOOOM IMOJIOKEHUH B aJIKEHUJIBHOW YIJIEPOIHON LIEMH, U
JMEOOBIX €ro ajJKEHWIbHBIX KOH(OPMALMOHHBIX WM30MEPOB; AJKUHWJIA, apalIkhiia, ajKapuia;
rajJJoOreHUPOBAHHOTO  alIKWJia, TeTEePOAJKWia, apuia;, TeTepOlMKINIA,  IUKJIOAJTKUIIA,
[UKJIOAJIKEHWJIA, IUKJIOAJIKWHWIA, TUAPOKCUAJKWIIA, AMUHOAJKUJIA, aMUHO, AaJIKHJIAMUHO;
ApUJIAMIHO, TUAKIJIAMUAHO; aJIKHJIAPUJIAMUHO, TUAPUIIAMUHO, alIMJIAMIHO, THIPOKCHJIA, THOJIA,
THOAJIKWJIA, AJIKOKCH, AJKWJITHO, aJIKOKCHUAJIKWIIA, apUJIOKCH, apUJIAIKOKCH, AIMJIOKCH, HHUTPO;
kapbamomna; Tpudtopmernna, ¢eHokcw; Oensunokcw; (ochoHOBOH KUCIOTHL, (ocdaTHOro
adupa; cynbponosoit kucnorel (-SO3H); cynbdonatHOro adupa; cynbhoHamuaa; ajaKapuia,

apuiIajikuia, Kap6aMaTa; AMHHO, AJKWJIAMUHO, apUJIaMUHO, AUAJIKUJIAMUHO, aJIKUJIapUJIIaMHHO,



IVapPUIIAMHUHO, AJKUITHO, reTepoankuia; ankuirpuderuadochonus; reTepoLukinia;, KeToHa
(=0); mpocroro s¢upa (-OR10); u cnoxkuoro 3¢pupa (-COOR 11 u -OC(=O)R11);

i R3 u R4 HeoOs13aTe IbHO CBSI3aHBI APYT € IPYTOM € 00pa30BaHUEM YEThIPEX -, MATH- HITH
IIECTUYJICHHOTO TeTePOLMKIINIIA, IUKJIOATKEHNUIIA WITH [IUKJIOATKUIIA,

RS BeiOpan u3 rpymmel, cocrosimneii u3 H; F; CI; Br; I, OH; CN; (C1.4) ankuia, BKIIFOYast
METWJI, STHJI, H-TIPOTWJI, HW30Mponwi, H-OyTui, BTOp-OyTui, u300yTHi, Tper-OyTumi, (Cr.4)
aJIKeHWJa, BKJIKOYAsl JTEHWI, TMPONeHWs, OyTeHWs, TAe JABOHHAas CBsi3b HEOOS3aTENbHO
pacrnojiokeHa B JIFOOOM TIOJIOKEHUM B AJKEHUJIBHOW YIJIEPOJHON LEnmH, u JIFOOBIX €ro
ANKEHWIBHBIX  KOH(MOPMAIIMOHHBIX  H30MEPOB,  aJKWHWJA,  apajKuia,  allkapuia;
rajloreHUPOBAaHHOTO  aJIKWJIA, T[eTepOAJKiia, apuia, TeTePOLUKINIA;,  LUKIOATKUIIA,
[[UKJIOANIKEHUIA, LUKJIOANIKHHUJIA, THUAPOKCHAJKHIIA, AMWHOAJKWIA, aMHHO, aJKHJIaMUHO;,
apUIIAMUHO; TUATKUIAMUHO, aJKHIAPUIAMUHO; THAPUIAMHHO, allMJIAMHHO, TUAPOKCHIIA, THOJIA,
THOAJIKUJIA; aJIKOKCH, aJKHJITHO, AJKOKCHAJIKHUJIA, apUIIOKCH, apHJIAJKOKCH, aL[MJIOKCH, HUTPO;
kapbamomna; Tpudtopmeruna, ¢eHokcw; OeHsuokcH; (ochoHOBOH KUCTOTHI, (ocdaTHOro
a¢upa; cynbdonosoit kucnorel (-SO3H); cynbdonaTHOro 3dupa; cynbdhoHaMuma, amkapuia;
apuiaikuia; kapbamara;, aMHHO; aJKHJIAMUHO, apUJIAMHHO;, JUATKWIAMUHO,; aJIKUIAPHIAMUHO,
IVAPUIIAMHUHO, AJKUITHO, reTepoankuia; ankuirpuderuadochonus; reTepoLukimnia;, KeToHa
(=0); mpocroro s¢upa (-OR10); u cnoxkuoro s¢pupa (-COOR 11 u -OC(=O)R11); n

rae Rio  Ri1 He3aBUCHMO miin COBMECTHO BbIOpaHbl U3 rpymmsbl, cocrosimeid u3 (Ci4)
aJNIKWUJja, BKJIFOYAsi METHWJI, STHJI, H-TIPOIWJI, U3OTPOINJ, H-OyTHII, BTOP-OyTHII, H300yTUII, TPeT-
OyTu; (Ca-4) anKeHuUsIa, BKIIFOYAs STEHW, IPOTIEHUIT, OyTeHMJI, TAe BOMHAS CBSI3b HEOOS3aTEIbHO
pacroyiokeHa B JJF0OOM TMOJIOKEHHH B JIKEHUJIBHOM YIIIEPOIHOM LernH, U JIFOOBIX aJIKEHUJIbHBIX
KOH(OPMAIIMOHHBIX H30MEPOB; M AJIKHHUJIA,

X BoiOpan u3 N wu C,

A mpencraBisieT co00i ONMHAPHYIO CBSI3b WITH IBOMHYIO CBSI3b;,

Q BoiOpan u3 N mwu C,

M BriOpaH w3 O wm C, u

rrae R, BeiOpaH us:

R6 R
| %
z—N_

|l R9
R7

?

rae Re u R7 He3aBucumo mnu coBMecTHO BbiOpaHbl 13 O UM OTCYTCTBOBYIOT,



Rs 1 Ry He3aBUCHMO Wil COBMECTHO BBIOpaHbI 13 Tpymibl, coctosmeit u3 H; F; Cl; Br; [
OH; CN; (Ci4) anxwuia, BKIIFOYass METHJI, 3TUJI, H-TPOIWII, U30MPONMI, H-OyTWi, BTOpP-OyTHI,
u300yTm, Tper-OyTiir;, (Cr.4) ankeHwWna, BKIOYAsl STEHW, MPOIMEHW, OyTeHWI, rlie ABOWHAs
HeoOs13aTeNIbHO PACIoIOKeHa B JIIOOOM MOJIOKEHUH B aJIKEHWJIBHON YITIEPOIAHON LIEMNH, U JIFOOBIX
ero  aJKEHWJIbHBIX KOH(QOPMALMOHHBIX H30MEpOB; AJKMHWIA, AapalKWia, aJKapuia,
raJJOreHUPOBAaHHOTO  ajIKWJa; TeTepoalKuja;, apuia; TeTEepPOLUKINIIA;,  LUKJIOANKHIA,
LUKJIOAJIKEHUIA, LUKJIOAJKHHUJIA, TUAPOKCHAJKWIA, AMUHOAJKHIA, AaMHHO, aJKHJIAMUHO;
ApWIAMHUHO; THATKUIAMUHO; AJKHJIAPUIAMUHO; AHAPHIAMHUHO, allMJIAMUHO;, THAPOKCUIIA; THOJIA;
THOAJIKWJIA, AJIKOKCH, AJKHJITHO, aJIKOKCHAIKWIIA, apUJIOKCH, apWJIAIKOKCH, allUJIOKCH, HHUTPO,
kapbamomna; Tpudtopmeruna, ¢eHokcu; OensunokcH; (hochoHOBOH KUCIOTHI, (ochaTHOro
adupa; cynbdonosoii kucinotel (-SO3H); cynbdonaTHOro adupa; cynbdhoHaMuaa; ajaKapuia,
apuiankwia, kapdamara;, aMUHO; aJIKWJIAMHHO, apUIAMHUHO; JUAIKHJIAMHHO, aJIKWJIAPHIIAMHUHO,
IWAPUIIAMHUHO, AJKHITHO, TeTepoasikuia; amkuiTpudernapochoHns; reTepoLuKiInia;, KeTOHa
(=0); mpocroro s¢upa (-OR10); u cnoxkuoro 3¢upa (-COOR 11 1 -OC(=0)R11),

wm Rg 1 Ry HE0OsA3aTeIbHO CBSI3aHBI PYT C IPYroM ¢ 00pa3oBaHUEM YEThIPEX-, TSITH-
VUM [IECTUYWIEHHOTO T€TEPOLMKIINIIA, UKJIOATKEHIIIA FITH [UKJIOAJKIIIA, 1

rae Rio u Ri1 He3aBUCHMO wiin COBMECTHO BbIOpaHbl U3 rpymmbl, cocrosimend u3 (Ci4)
aJIKWUJIa, BKJIFOYAsi METWII, 3THJI, H-TIPOIWJI, W30MPOINI, H-OyTHI, BTOP-OyTHII, N300yTHUII, TPET-
OyTu; (Cz-4) anKeHUIIa, BKIIIOYAst 3TEHWI, IPOIIEHWIT, Oy TeHWJI, Tie IBOITHAs CBSI3b HEOOSA3aTENbHO
pacroyio’keHa B JI0OOM MOJIOKEHUH B JIKEHUJIBHOM YIIIEPOAHOM LeTH, U JIFOOBIX aJIKeHUJIbHBIX
KOH(OPMALIMOHHBIX H30MEPOB; U AJIKHHUIA, U

Z BbiOpan u3 C nnn S.

6. IlpumeneHue 1o 1. 5, TAe OHO UM HECKOJbKO COSTUHEHHI BKIIFOYAOT B CE0sI:
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7. Ilpumenenne mo m. 5 wiau 1. 6, TA€ MHKPOOHbIE HMH(EKLUUH BKIFOYAT B ce0s

CTa(QHIOKOKKOBYIO HH(EKIIHIO.

8. [IpumeHenue mo m. 5 win 1. 6, re KOMIIO3UIUS CHIDKAET BBIPAOOTKY MHTMEHTa Y

Staphylococcus aureus.

9. Ilpumenenue mo 1. 5 uin 1. 6, rie MUKPOOHbIE WH(PEKINN W/ CBSA3aHHBIE C HUMHU
3a00neBaHMsl WM MATOJIOTMYECKHE COCTOSIHUS BKIIFOYAIOT B Ce0st MH(PEKIUU KOXH U MATKHX
TKaHeH, KOCTeH U CyCTaBOB, XUPYPIHUECKONW PaHbl, UIMIUIAHTUPOBAHHBIX YCTPOWCTB, JIETKUX U

CEPACYHBIX KJIAIIaHOB.

10. Ilpumenenre 1o m. 5 wiu 1. 6, TA€ YKa3aHHBIH CYOBEKT IpencTaBiseT coOOi

MIJICKOITUTAKOIICEC.

11. Ilpumenenue o 1. 5 uiu n. 6, e yKa3aHHbIH CyOBEKT SBISETCS YETOBEKOM.
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