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AHTUBUOTHUYECKHUE COEJUHEHHWA APUJIOKCA3OJIMAMHOHA

Hacrosimee n3o0peTeHne OTHOCUTCS K HOBBIM apUIIOKCA30JIHIUHOH OBBIM
COEMHEHHSM, K (PapMaLeBTUYECKUM KOMITO3HIUAM, COAEPIKAIUM UX, H K
NPUMEHEHUSIM 3TUX COCUHEHUN MPHU U3TOTOBJICHUH JICKAPCTBEHHBIX CPEICTB ISl
JedeHus OakTepua bHbIX HHPEKIUH. DTH COETUHEHUS SABJISIOTCS MOAXOASIIUMHU
NPOTHBOMHKPOOHBIMHU BEIIECTBAMH, KOTOPBIE SIBJISIIOTCS 3(P(PEKTUBHBIMU MPOTHUB
MHOKE€CTBA MaTOTEHHBIX MUKPOOPTAHU3MOB Y YEJIOBEKA U JKUBOTHBIX, KOTOPBIE CPEar
MPOYEro BKIOYAKT IPAMIIOIOKUTENbHBIE U TPAMOTPULIATENbHBIE a3PO0HbIE U
aHaspoOHBIE OAKTEPUHU H, B HACTHOCTH, MPOTUB PE3UCTEHTHBIX IITAMMOB Pseudomonas
aeruginosa v 3HTepoOaKkTepuil, Takux kak Klebsiella pneumoniae.

HWHTeHCHBHOE NMPUMEHEHHEe aHTHOMOTHKOB MPUBEJIO K PE3KOMY YBEJINYEHHIO
MHUKPOOPTaHU3MOB C I'€HETHYECKH 00YCIIOBIEHHBIMU MEXaHU3MaMH PE3UCTEHTHOCTH.
CoBpeMeHHast MEUIMHA U COLUMAIBbHO-IKOHOMHYECKOE MOBEJeHUEe yCyryoser
npoOyieMy pa3BUTHUS PE3UCTEHTHOCTH, MOCPEICTBOM CO3JaHHs CUTYallUi MEAJIEHHOTO
pocTa MaTOreHHbIX MUKPOOOB, HAIPUMED, B UCKYCCTBEHHBIX COCTABAaX, a TAKXKe
NOCPEACTBOM MOAEPKaHUS TOJTOCPOUHBIX pe3epBYapOB X0O3s1HA, HAIPUMED, Y
NAILMEHTOB C OCIa0IeHHBIM UMMYHHUTETOM.

B G0onpHUYHBIX yCIOBUSAX, BCe OOJbLIee YUCIO IWTAMMOB Staphylococcus aureus,
Streptococcus pneumoniae, Bunos Enterococcus, surepobakrepuii u Pseudomonas
aeruginosa, siBISIOIMKUXCS OCHOBHBIMH HCTOYHUKAMU MH(EKIHH, CTAHOBATCS
PE3UCTEHTHBIMH KO MHOTHM JIEKAPCTBEHHBIM CPEICTBAM U, BCIEACTBUE 3TOr0, OHU
CJIOXKHO, €CJIH BOOOIIe BO3MOXKHO, MOAAAIOTCS JEUESHHIO!

- S. aureus sBNsIETCS PE3UCTEHTHBIM K OeTa JJaKTaMaM, XMHOJIOHAM, M Ha CETOJHS
na)xe K BAHKOMHIIUHY;

- S. pneumoniae CTAaHOBUTCS PE3UCTEHTHBIM K NEHUIMJUINHY WJIN K XUHOJOHOBBIM
aHTUOMOTHKAM, U JJa’)ke K HOBBIM MaKpOJIHIaM;

- Enteroccocci ABASIFOTCS PE3UCTEHTHBIMU K XUHOJIOHY U BAHKOMHULUHY, U OeTa
JaKTaMHbIE AaHTHOMOTUKH ABJIAOTCSA HEAPHEKTUBHBIMH MPOTUB 3TUX IITAMMOB,

- DHTepOoOaKTEPHH SABJISAIOTCS PE3UCTEHTHBIMU K e aIOCIIOPUHY U K XHHOJIOHY, a
KapOaneHeMbl TEPSIOT CBOIO 3P (HEeKTUBHOCTD (HanmpuMep, pe3UCTEHTHAs K

kapbanenemy Klebsiella pneumoniae);



- P. aeruginosa siBnsieTcst pe3UCTEHTHOM K OeTa JaKTaMy M XHHOJIOHY.

K TomMy e, 4acTOTa BOSHUKHOBEHHS PE3HCTEHTHBIX KO MHOTHM JIEKAPCTBEHHBIM
CpencTBaM rpaMOTPULIATENIBHBIX [ITAMMOB, TAKUX KaK SHTEPOOAKTEPUHU U
Pseudomonas aeruginosa, Hen3MeHHO PAaCTET, U BHOBb MOSBIISIOIIHECS

5 MHUKPOOPTaHU3MBI, Takue Kak Bunbl Acinetobacter unn Clostridium difficile, xoTopbie
OBl BBIOpAHBI IUISI TEPAIIMH C TIOMOIIBIO IPUMEHSEMBIX B HACTOSIIIEE BpeMs
aHTUOMOTHKOB, CTAHOBSITCS peajibHOW MpoOseMoil B 0oapHUYHBIX ycaoBusax (S. L.
Solomon u np., Antibiotic Resistance Threats in the United States: Stepping Back from
the Brink, Academy of Family Physician, crpanuna 940, T. 89, Homep 12, 15-e utoHs,

10 2014 r.). BcaenacTue 3TOro, B MEJULIMHE CYLIECTBYET OOJbIIas NOTPEOHOCTh B HOBBIX
aHTUOAKTEPHUANBbHBIX BELIECTBAX, KOTOPBIE MPEOAOJIECBAIOT 3TH MHOKECTBEHHbIE
JieKapCTBEHHbIE PE3UCTEHTHOCTU y OakTepuii, B acTHOCTU Yy Pseudomonas aeruginosa
U 3HTepoOakTepuil, Takux kak Klebsiella pneumoniae.
MpbI onMcau HEKOTOPbIE COSIUHEHUS apUIOKCA30JIUANHOHA U UX
15 npoTUBOMUKPOOHBIE cBoiicTBa B WO 2010/041194 1 WO 2014/108832.

Hacrosimee n3obperenne obecrieunBaeT HOBbIE S, 5-CTEpPEOU30OMEPbI
ApPWIOKCA30JIUANHOHA, KOTOPBIe 00JIaIal0T MPEUMYIIECTBEHHBIMU
(bapMaKoOIOTHYECKUMU CBOMCTBAMH.

PaznuuHble BapHaHTBI OCYIIECTBIIEHUS] HACTOSIIETO H300pETEeHHS ONpeesIeHbl

20 HUXKE:
1) ITepBblii BApUAHT OCYINECTBIEHUS OTHOCHTCS K COeNUHEHHSIM popmysl [
Q o)

HN

rae Y mpeacrasisier cobGoil BOZOPOX WM rPyIiy, BeOpanaymo u3 Y' u Y?
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2) Jpyroi BapuaHT OCYLIECTBJICHUs OTHOCUTCS K COEJMHEHUIO BApUAHTA
ocymectBienus 1), rae Y mpencrasisier coO0 BOOOPOA.
3) Jpyroi BapuaHT OCYILIECTBJIECHUs OTHOCUTCS K COEJMHEHUIO BaApUAaHTA
. 371
ocymectsienus 1), rne Y npencrasisier cobon Y .
4) Jlpyroi BapuaHT OCYILIECTBJIECHUs OTHOCUTCS K COEJMHEHUIO BApUAaHTAa

ocymecrsienus 1), rae Y npeacrasisier coGoii Y.

CoenuHeHHUs: B COOTBETCTBUU C BAPUAHTAMHU OCYINECTBIEHHUS 3) U 4) MPOSABISAIOT
aHTHOAKTEepHUANbHOE NeHCTBHE B OMOJOTMYECKH PEJIeBAaHTHON cpene (TO eCcTh, B
npucyTcTBUHM (pocdaraszsl, scTepassl, cyibdaTasbl UK JOOOr0 UX MOAXOASIIETO
5KBHBAJIEHTA, CIIOCOGHOro yaamate rpynmy Y' mmm Y?). B ykasaHHo# cpene
yKa3aHHbIE COEUHEHHUSI OOBIYHO MPEBPAINAOTCS B COEANHEHNE BapHaHTa
OCyIIeCTBJIeHUs 1).

CoennHeHUs1 B COOTBETCTBHH C JIOOBIM M3 BAPHAHTOB OCYINECTBIECHUS 1) - 4)
SBJIAIOTCS, B YACTHOCTH, AKTUBHBIMU MPOTHB OaKTepHil 1 MOAOOHBIX OaKTEpHsIM
MUKpOOpraHu3mMoB. COOTBETCTBEHHO, OHU MOTYT OBITh OCOOEHHO MOAXOASIIUMH IS
NPUMEHEHUs B JEKAPCTBEHHOM CpPENCTBE, MPUMEHSIEMOM ISl JIFOAEH W KUBOTHBIX JJIs
npoQUIAKTUKH U XUMHOTEPANTUU MECTHBIX U CUCTEMHBIX HH(EKLUHH, BhI3BIBAEMBIX
STUMH MAaTOT€HHBIMH MUKPOOPTaHU3MAaMHU, & TAKXKe€ HAPYLUIEHUH, CBSI3AHHBIX C
OakTepHaNbHBIMU HHPEKLUHUSIMHU, KOTOPBIC BKJIFOYAIOT MHEBMOHUIO, BOCTIAJIEHHE
CpeIHero yxa, CHHYCHT, OpPOHXHT, BOCTIAJIEHUE MUHIAJINUH, 1 MACTOUIUT, CBSI3AHHBIE C
3apaxeHueM Streptococcus pneumoniae, Moraxella catarrhalis, Staphylococcus
aureus, Staphylococcus epidermidis, Staphylococcus haemolyticus, nan Bunamu
Peptostreptococcus; GapuHTUT, pEBMAaTUYECKYIO aTaKy, a TaKXKe rIIOMepyIOHEDPHUT,
CBSI3aHHBIE C 3apaKeHUeM Streptococcus pyogenes, crpentokokkamu rpynm C u G,
Corynebacterium diphtheriae, nnu Actinobacillus haemolyticum; napexuun
IBIXaTeNbHBbIX MyTeH, CBA3aHHBIE C 3apaxkeHueM Legionella pneumophila, S.

pneumonia unu Chlamydia pneumoniae; nadexunn KpOBU U TKaHEl, KOTOpbIe
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BKJIIOYAIOT SHIOKAPIUT U OCTEOMHUEJIUT, BbI3bIBaeMbIe S. aureus, S. haemolyticus,
KOTOpPBI€ BKJIIOYAIOT HITAMMBI, PE3UCTEHTHBIE K U3BECTHBIM aHTUOAKTEPHUAIbHBIM
CpencTBaM, TAKUM, HO HE OTPAaHUUYUBAIOINIHNECS UMU, KaK OeTa JaKTaMbl, BAHKOMMIIUH,
AMUHOTJUKO3U/Ibl, XUHOJOHBI, XJIOPaM(pPEHUKOJ, TETPALUKINHBI 1 MAKPOJIHIbL;
HEOCJIOKHEHHbIE NHPEKIUN KOKU M MATKUX TKaHeH W HArHOEHUs, a TaKKe
Ny3prepasbHYIO JIUXOPAIAKY, CBSI3aHHBIE C 3apa’keHueM S. aureus,
KOAaryJja30HeraTUBHBIMHU CTa(pUIOKOKKAMHU (TO eCTh, S. epidermidis, S. haemolyticus, u
T.IL..), S. pyogenes, Streptococcus agalactiae, cTpenTOKOKKOBbIMH rpymnmnamu C-F
(cTpenTOKOKKM HEOOJMbIIONH KOJIOHHH), CTPENTOKOKKAMHU IPYIIbl BUPHIAHC,
Corynebacterium minutissimum, sunamu Clostridium, vniu Bartonella henselae,
HEOCJIO)KHEHHbIE OCTpble HHPEKIIUU MOUYEBbIX NyTeH, CBA3AHHBIEC C 3apaKEHUEM S.
aureus WU KOAryJia30HETaTUBHBIMH CTa()UIOKOKKOBBIMH BHAAMU; YPETPHUT U
LEPBULIUT, 3a00J€BaHNUs, EPENAOINHECS TOJOBBIM yTEM, CBSI3aHHBIE C 3aPAXKEHUEM
Chlamydia trachomatis, Haemophilus ducreyi, Treponema pallidum, Ureaplasma
urealyticum, wiu Neiserria gonorrheae; TOKCUKO-UH(PpEKUHOHHBIE 3a00eBaHNs,
CBsI3aHHBIE C 3apakeHueM S. aureus (MUIEBOE OTPABICHUE U CHHAPOM TOKCHYECKOTO
moKa), uiu crpentokokkamu rpynm A, B u C; KOHBIOKTUBHUT, KEPATHUT, U
NAKpUOLHMCTHUT, CBsI3aHHbIE ¢ 3apaxenueM C. frachomatis, N. gonorrhoeae, S. aureus,
S. pneumoniae, S. pyogenes nnyn Buaam Listeria. IlpuBeneHHble Bblllle NePEUHU
MH(EKIUH U MaTOreHHbIX MUKPOOPTaHU3MOB CJIEAYeT HHTEPIPETHPOBATH TOJIBKO B
Ka4yeCcTBe NPUMEPOB, U HUKOMM O00pa3oM B Ka4eCTBE OIPAHMYHUBAIOLINX.

CoenvHeHUs B COOTBETCTBHU C OJJHUM U3 BapPUAHTOB OCYIIECTBJIEHUs 1) - 4)
MOTYT MPHUMEHSTBHCS JJIsl U3TOTOBJICHUS JIEKAPCTBEHHOTO CPENCTBA, U SABJSIOTCS
NOAXOIAUMHE JJTsl MPOPUIAKTUKH HITH JIeUeHUst OaKTepuaabHOW HHPEKLNH,
BBIOPAHHON W3 IPYIIMbI, COCTOSIIIEH U3 WHPEKIHNH NbIXaTeJIbHBIX MyTeN, BOCTACHUS
CpeIHero yxa, MeHHHTUTa, HHPEKLUHUI KOKU U MATKUX TKaHEH (KaK OCIIOKHEHHBIX, TaK
U HEOCJIOKHEHHBIX ), THEBMOHHU (BKJIFOUasi BHYTPHOOJbHUYHYIO ITHEBMOHHUIO ),
OakTepueMuu, SHAOKAPAUTA, HHPEKIUIl OPIOIIHON MOJIOCTH, JKEeJTYTOYHO-KUIIEIHBIX
uHpexunii, nHQEeKMi MOUEBBIX NyTeH, HHPEKLUNH, Mepeqaro X s TOJOBBIM MTYTEM,
uH(pekuii, 00yCIOBIECHHBIX HHOPOIHBIM TEJIOM, OCTeOMHeuTa, Oone3nu Jlaiima,
MECTHBIX UHPEKIUH, UIH OPTAIbMOJOTHYECKUX HHPEKIHH, U B YACTHOCTH JAJISI
npoUIAKTUKHU WU JIeYeHHs] OakTepruanbHON HH(peKknuu, BBIOpaHHON U3 TPYIIIEL,

cocTositel U3 MHPEKIUH AbIXaTeNbHbIX MyTel, BOCIAIEHNUs CPEHErO yXa, MEHUHTHTA,
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MH(PEKUUI KOKHM U MATKUX TKaHEeH (Kak OCIIOKHEHHBIX, TAK M HEOCJIOKHEHHBIX ),
NHEBMOHUH (BKJIFOYasi BHYTPUOOJIBHUYHYIO THEBMOHUIO) U OaKTepUEeMHH.

Kpowme Toro, coennHeHHs: B COOTBETCTBUM C OJJHUM U3 BapUAHTOB
ocyuecTBIeHHs 1) - 4) MOryT ObITh MOAXOASLIUMH JJIsl U3TOTOBJIEHUS JIEKAPCTBEHHOTO
CPENCTBA, U SBISIFOTCS MOAXOASIIUMHU JJIS JIEYeHUsI NHPEKIUH, KOTOPbIE BbI3bIBAIOTCS
I'PaMIOJIOKUTENbHBIMU OakTepusMH (TakuMH Kak Staphylococcus aureus, Bacillus
cereus, Bacillus anthracis, Bunamu Corynebacterium u Propionibacterium acnes), B
YaCTHOCTH, FPAMITIOJIOKHUTEIbHBIMUA OaKTEPHUsIMH, BBIOPAHHBIMH U3 TPYIIITbI, COCTOSIIIEH
u3 Bacillus cereus, Bacillus anthracis w Propionibacterium acnes. B 4acTHOCTH,
COEMHEHHs] B COOTBETCTBUH C OAHUM M3 BAPUAHTOB OCYLIECTBIEHUS 1) - 4) MOTYT
NPUMEHSITBCS JJIs1 U3TOTOBJIEHHUSI JIEKAPCTBEHHOI'O CPEACTBA, U SIBISIOTCA
NOAXOIAMUMHE JJIsI JIeYeHHs] OaKTepUaNbHOW MHYEKINH, KOTOPasi BbI3bIBAETCS
Staphylococcus aureus (B 4aCTHOCTHU, PE3UCTEHTHBIMH K XMHOJIOHY OaKTepUsIMU
Staphylococcus aureus).

CoenuHeHHUs: B COOTBETCTBUU C OJHUM U3 BAPHAHTOB OCYIIECTBIEHUS 1) - 4)
MOTYT, KpOME TOT0, ObITh MOAXOASLIUMH JJIsI U3TOTOBJIEHHUS JIEKAPCTBEHHOTO
CPEACTBa, U ABISAIOTCS MOAXOAAIMUMHE IJIs JIEYeHUs] UH(PEKIUN, KOTOPbI€ BBI3BIBAIOTCS
rpaMoTpHUIATENbHBIMU OakTepusiMu (TakuMu Kaxk F. coli, Klebsiella pneumoniae n
ApYruMu 3HTEepobakTepusamu, Pseudomonas aeruginosa, Stenotrophomonas
maltophilia, Neisseria meningitidis, Moraxella catarrhalis v Bunamu 6aKkTeponIoB), B
YaCTHOCTH, I'PAMOTPHULATEIbHBIMU OAKTEPHUSIMHU, BBIOPAHHBIMU U3 TPYIIIBI, COCTOSLIEH
u3 Escherichia coli, Klebsiella pneumoniae, Pseudomonas aeruginosa,
Stenotrophomonas maltophilia, Moraxella catarrhalis w Neisseria meningitidis. B
YaCTHOCTH, COeqUHEHUsI GOpMyJibl | B COOTBETCTBHH C JIIOOBIM M3 BAPUAHTOB
ocymecTBieHus 1) - 4), 1 ux ¢papManeBTHUECKU MPUEMIIEMbIE COJH, MOTYT
NPUMEHSITBCS IJIS1 U3TOTOBJIEHUS JIEKAPCTBEHHOI'O CPEACTBA, U SIBISIOTCA
NOAXOIAUMHE JJIS JJeUeHHsI OaKTepuadbHOW MH(PEKLHH, KOTOPasi BBI3IBAETCS
bakrepusimu Klebsiella pneumoniae (B 4aCTHOCTH, PE3UCTEHTHBIMHU K PA3IMYHBIM
JEKapCTBEHHBIM CPEACTBAM IJIM PE3UCTEHTHBIMHU K XMHOJIOHY Oaktepusimu Klebsiella
pneumoniae) u Pseudomonas aeruginosa.

CoOOTBETCTBEHHO, OJJUH ACMEKT HACTOSIIEro N300peTeHNsI OTHOCUTCA K
NPUMEHEHHUIO COETMHEHHUI B COOTBETCTBUH C OAHUM M3 BAPUAHTOB OCYLIECTBJIEHUs 1) -
4) nist U3TOTOBJIEHUS JIEKAPCTBEHHOTO CPENCTBA AN MPOPUIAKTUKU HIIH JICUSHUS

OakTepuanpbHON MHPEKLUUH (B YACTHOCTH, OJHOM U3 YIIOMSIHYTBIX BbIlLIe HH(EKIUH,
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KOTOpPBIE€ BBI3BIBAIOTCS TPAMOTPULIATEIbHBIMHA OAKTEPHUSIMHU, U OJHON U3 YIIOMSHYTBIX
BbIlle NH(PEKIUI, KOTOPBIE BBI3BIBAIOTCS IPAMIIONOKHUTEIbHBIMU OAKTEPUSIMH ).

Jlpyroii acmekT HaCTOAIEro U300pEeTEHNUs] OTHOCHUTCS K IPUMEHEHHUIO T10
MEHbIIEH Mepe OHOTO U3 COeANHEHHUH B COOTBETCTBUM C BapHAHTAMHU
ocyIecTBieHus 1) - 4) B kKauecTBe JIEKAaPCTBEHHOT'O CPeCTBA.

Eme oquH TONOJHUTENBHBIH aCIEKT HACTOSINEr0 H300peTeHNsI OTHOCHUTCS K
KOMITO3ULMH, COAEP KALIEH 10 MEHbIIEH Mepe OJHO U3 COCNUHEHUN B COOTBETCTBUHU C
BapUAHTAMHU OCYIIECTBJEHHUs 1) - 4) U JOMOJHUTENBHO IO MEHbIIEH Mepe OJHH
TEepPaneBTHUYECKH HHEPTHBIA HAMTOJTHUTEIb.

dapmaneBTUYECKAsT KOMIIO3ULHS B COOTBETCTBHH C HACTOSIIUM H300peTeHHEM
COZIEPIKHUT MO MEHbIIEH Mepe OJHO M3 COETMHEHHI B COOTBETCTBUH C BApHAHTAMH
ocymecTBieHus 1) - 4) B kauecTBe AEHCTBYIONIEro BEIIECTBA U HEOOSA3aTEIbHO
HOCHUTENN U/Uiu pa3daBUTEIN U/UIU aIbIOBAHTHI, U TAKXKE MOXKET COAEPIKATH
JIOTIOJIHUTEbHbIE H3BECTHBIE AHTUOUOTHUKHU.

H3rorosneHue ¢papManeBTHIECKIX KOMIO3UINH MOXKET OCYLIECTBISATHCS
criocob0M, KOTOPBIH U3BECTEH JIFOOOMY CIIEHATUCTY B JAHHOW 00jacTH (CMOTpH,
Hanpumep, Remington, The Science u Practice of Pharmacy, 21-e uznanue (2005 r.),
gacth 5, “Pharmaceutical Manufacturing” [ony6aukoBano Lippincott Williams &
Wilkins]) nocpencrBom npuBeseHust ONMUCAHHBIX coeauHeHni Gopmynsl I nnm ux
dapmareBTHUECKH MPUEMIIEMbIX COJIeH, He00A3aTeNbHO B KOMOMHAILIUY C IPYTHMHU
TepaneBTHYECKHU MOJE3HbIMU BELIECTBAMHM, B FaJ€HOBYIO JEKAPCTBEHHYIO (GopMy
BMECTE C MOAXOASLUIUMH, HETOKCUYHBIMH, HHEPTHBIMH, T€PANEBTUYECKH
COBMECTHUMBIMU TBEPIBIMHU HJIH KUAKMUMHU MaTepHaJaMi HOCUTEIS U, €CJIH 3TO
SIBJISIETCSI XKEJIATEJIbHBIM, OOBIYHBIMH (papMaIleBTUYECKUMH aIbIOBAHTAMH.

CoennHEeHUsIMU B COOTBETCTBUH C OAHUM M3 BAPUAHTOB OCYLIECTBIEHUA 1) - 4)
MOJKHO JICUUTh TaKHU€ BHUJIbI )KUBOTHBIX, KaK CBUHBH, XKBAYHBIE, JIOMAH, COOAKH, KOTHI
U CEJIbCKOXO3MCTBEHHA IITUIIA.

JIro0y10 CCHUIKY Ha COETMHEHHE B COOTBETCTBUHU C OJIHUM U3 BAPHUAHTOB
ocymecTBIeHHs 1) - 4) B 3TOM TEKCTE CIeAYEeT MOHUMATh KaK OTHOCSIIYIOCS TaK¥Ke K
coJisiM (M B YaCTHOCTH K (papMaleBTUYECKU MPUEMIIEMbIM COJISIM) TAKUX COEUHEHUH.

CoenuHeHUs: B COOTBETCTBUU C BAPUAHTAMU OCyIIeCTBIEHHs 1) - 4) MOryT
IPUMEHSTHCS B KAU€CTBE JIEKAPCTBEHHBIX CPEACTB, HAIIPUMEp, B BUIE
dapManeBTHUECKNX KOMIIO3ULIHMH JJIs1 SHTEPAJTbHOIO UM, B YACTHOCTH, IJIs

NapeHTEPAJIbHOTO BBEACHUA (B HYaCTHOCTHU OJid BHYTPUBECHHOTO HpI/IMeHeHI/IH).
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Jpyroii aciekT n300peTeHuss OTHOCUTCA K CIOCO0Y NpOPUIAKTUKHU UITH JIEUYCHHUS,
NPEeANIOUYTHTENIBHO JIEUeHUs, OaKkTepHanbHON HHPEKINN Y MALUeHTa, COAepIKaLIeMy
BBE/I€HHUE YKA3aHHOMY MalUeHTy (apMareBTUYECKH aKTUBHOT'O KOJUYECTBA
coenuHeHHs1 GopMyJibl | B COOTBETCTBUHU C OJJHUM U3 BAPUAHTOB OCYLIECTBIEHHUS 1) -
4) unu ero ¢papmauneBTUYECKH npuemieMoi conu. COOTBETCTBEHHO, H300peTeHHe
obecrneynBaeT cnocod MpoGUIAKTHKY WU JIEYEHHs Y MalueHTa OakTepuaibHON
UH(PEKLUHHU, KOTOpasi BBI3IBAETCS] TPAMOTPULIATEIbHBIMU OaKTepUsIMU (B YaCTHOCTH,
OakTepuanbHOW MH(PEKLUHH, KOTOpas BbI3bIBaeTcs OakTepusmu Klebsiella pneumonia, v B
YaCTHOCTH PE3MCTEHTHBIMH K PAa3JUYHBIM JIEKAPCTBEHHBIM CPEICTBAM WJIU
PE3NCTEHTHBIMU K XUHOJOHY Oaktepusimu Klebsiella pneumonia n 6akrepusamu
Pseudomonas aeruginosa), conepxamuii BBeIeHUE YKA3aHHOMY MaIlUEHTY
(apManeBTHUECKN aKTUBHOTO KOJIMYECTBA COCAUHEHUS (POPMYJIBI | B COOTBETCTBHH C
OIIHMM U3 BapHAHTOB OCyLIeCTBIEHHs 1) - 4) unu ero papmaueBTHUECKH MPHUEMIEMON
com. Kpome toro, nzobperenne obecrneunBaer crnocod NpopUIAKTUKN HIIH JICUEHUS Y
NaLHUeHTa, MPEAMOYTUTENBHO JIeUeHHs], OaKTepruanbHON HHQEKINH, KOTopas
BBI3BIBAETCS IPAMIIOIOKHUTENbHBIMU OaKTEPUSIMHU (B YaCTHOCTHU, OaKTepHATbHON
nH(peKUnHu, KoTopas BeI3bIBaeTCs Oakrepusmu Staphylococcus aureus, B 4aCTHOCTH
PE3UCTEHTHBIMHU K XHHOJIOHY OakTepusiMu Staphylococcus aureus), conepxaimuii
BBE/I€HHUE YKA3aHHOMY MAlUeHTy (apMaleBTUYECKH aKTHBHOI'O KOJNYECTBA
coenquHeHHs1 GOopMyJibl | B COOTBETCTBUHU C OJJHUM U3 BAPUAHTOB OCYLIECTBIEHHUS 1) -
4) unu ero ¢papManeBTUYECKU TPUEMIIEMON COJIH.

Coenunenus: Gpopmysl I B COOTBETCTBUM C HACTOSILIUM H300peTEHUEM TaKKe
MOTYT MPHUMEHSTBCS JJIs LeJIed OYUCTKH, HAMPUMeEp, sl yAaJeHHUs] MaTOT€HHBIX
MUKpPOOOB U OaKTepU U3 XUPYPTHIECKUX HHCTPYMEHTOB, KATETEPOB U UCKYCCTBEHHBIX
UMILJIAHTATOB; C T€M, YTOOBI CAENaTh MOBEPXHOCTh, MOMEIIEHUE HIIH TIOMA b
cTepuIbHBIMH. JIJIsl TAKUX Liesiel, coequHerus: popmyanl [ MOryT comepikaTbes B
npernapare B BUJ€ PACTBOPA, CYCIEH3UHN/3MYJIbCHH, CIIpesi, Telisl U/HIH CyXOro
MOPOIIKA.

CoenuHeHHUs1 B COOTBETCTBUU C BAPUAHTAMHU OCYINECTBIEHHS 1) - 4) TakKe MOTYT
NPUMEHSTHCS] B BETEpUHAPUHU, HAIPUMEP, B KaUECTBE JICUeHHUsS] HHPEKIUH y
CEJIbCKOXO3AMCTBEHHBIX )KUBOTHBIX U JJOMAIIHUX XUBOTHBIX. KpoMe TOro, OoHM MOTyT
COCTABJISITh BELIECTBA JJIs 3ALUTHI IPU XPAHEHUN HEOPTAHNYECKIX U OPTraHUYECKUX

MaTepHaJIOB, B HaCTHOCTH, BCEX TUIIOB OPraHUYCCKUX MATCPUAJIOB, HAIIPUMED,
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MOJINMEPOB, CMA30YHBIX MAaTEPHAJIOB, KPACOYHBIX COCTABOB, BOJIOKOH, KOXXH, Oymaru u
aepesa.

CoennHeHusi B COOTBETCTBUH C JIIOOBIM U3 BAPHUAHTOB OCYIIECTBJIEHUs 1) - 4)
ABJISIIOTCS MOAXOASALIUMHU AJIs1 IPUMEHEHHUs B KaueCTBE aKTUBHBIX
XUMHOTEPANEBTUYECKUX COEJUHEHUN B JJEKAPCTBEHHOM CPEICTBE AJIsl JI0AeH U
JKUBOTHBIX U B KQ4ECTBE BEIIECTBA AJIS 3ALIUThI IPU XPAaHEHUHN HEOPraHUYECKUX U
OpraHMYEeCKHX MaTEpPUAJIOB, B YACTHOCTH, BCEX THUIIOB OPraHMYECKHX MATEPUAJIOB,
HaIMpuMep, MOJUMEPOB, CMAa30YHBIX MATEPHATIOB, KPACOYHBIX COCTABOB, BOJIOKOH,
KOXH, OyMaru u aepena.

Hacrosimee n3obpereHne Takxe BKIOUaeT coequHeHus ¢popmynsl (1), meueHbie
M30TOIIOM, B YaCTHOCTH MedeHbie “H (eiiTepuem), mpuueM yKa3aHHbIE COSINHEHHUs
SABJSIIOTCS MI€HTUYHBIMU coennHeHnsIM popmynsl (1), 3a HCKITIOUYEHUEM TOTO, YTO OOUH
WM OoJNbIIee KOJMMYECTBO aTOMOB, KaXKABIH, ObUIN 3aMEHEHBI IIOCPEICTBOM aTOMA,
KOTOPBIH UMEET TO K€ aTOMHBIH HOMEpP, HO aTOMHAsl Macca OTJIMYAaeTCs OT AaTOMHOM
Macchl, KOTOpasi OOBIMHO BCTpeUaeTcs B mpupoae. MeueHble H30TONOM, B YaCTHOCTH
meuensie “H (neiirepuem) coenunenns Gpopmyst (I) i X COMM HAXOMATCS B IPEAEIaX
obbeMa HacTosimero n3odpereHus. 3aMelieHrue Bogopoaa 6oee TsKeJIbIM H30TOTIOM
*H (mefiTepueM) MOXKET NMPUBOAUTH K O0Jiee BICOKOH YCTOWYMBOCTH K HHAKTUBALIMH B
npouecce MeTadonn3Ma, YTO MPUBOAUT, HATIPUMED, K YBEIMUEHHOMY MEPUOY
TIOJIYBBIBEIEHUS [1-ViVO WU K YMEHBIICHHIO HEOOXOAUMBIX TO3HUPOBOK, UITH XK€ MOXKET
NPUBOIUTH K YMEHbIIEHHIO HHruOupoBaHus GpepmeHtos nquroxpoma P450, uro, B ¢BOIO
ouepenb, HapuMep, NPUBOIAUT K YIYYIIEHHOMY NpoQuiro 6€30MacHOCTH NPernapaTos.
B ogHOM BapuaHTe ocyliecTBIIeHUs U300peTeHus, coenunenus Gopmynsl (I) He
MEYeHbl U30TOMAMH, U OHU MEYEHbI TOJIBKO OJHHUM WU OOJBIIMM KOJIHYECTBOM
aTOMOB neWiTepus. B monBapuanTe ocymecTBiIeHus, coenrHenus popmyisl (I) He
MeYeHbI U30TONOM BooOIme. MedeHble n30TonoM coeaunerus Gopmynst (I) moryr
OBITH TTOJIYYEHBI IO aHAJOTHHU CO CIIOCO0aMU, KOTOPBIE ONMHUCAHBI fajiee, HO IMPUMEHsIS
IIPH 3TOM COOTBETCTBYIOLINE H3OTOIMHBIE BAPUAHTHI MOIXOISALINX PEATCHTOB UIIU
UCXOJHBIX MAaTEPHAJIOB.

Tepmun "(dapmaneBTUUECKU MPHEMIIEMbIE COJU" OTHOCHTCS K COJISIM, KOTOPBIE
COXPAHSIIOT JKeJlaTeIbHOe OMOJIOrHYeCcKoe NeHCTBHE [[EIEBOTO COCNMHEHUS U
NPOSIBJISIIOT MUHUMAJIbHBIE HEXKEJaTeNbHbIEe TOKCHYECKNEe Bo3necTBUA. Takue conu
BKJIFOYAIOT COJIM MPUCOETUHEHUSI HEOPTAaHUYECKON NI OPraHUYeCKONW KUCJIOTHI U/ MK

COJIM MPUCOCANHEHUSI OCHOBAHNA, B 3aBUCHUMOCTH OT NNPUCYTCTBUA B LEJICBOM
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COEMHEHNHN OCHOBHBIX M/WJIN KUCIOTHBIX rpynm. st CipaBKu CMOTPHU, HAIPpUMeEp,
‘Handbook of Pharmaceutical Salts. Properties, Selection and Use.”, P. Heinrich Stahl,
Camille G. Wermuth (pen.), Wiley-VCH, 2008, u ‘Pharmaceutical Salts and Co-crystals’
Johan Wouters u Luc Quéré (Pen.), usnanue RSC, 2012.

2

Tepmun “npodunaktuka” cieqyeT MOHUMATh B KAYeCTBE SKBHUBAJIECHTA TEPMHUHY
“npenynpexaeHue”.

Kpome Toro, TepMuH “KOMHaTHas TeMieparypa’, Kak ero HCIOJb3YIOT B 3TOH
3asiBKe, OTHOCHUTCS K TeMmeparype, coctasistomei 25 °C.

Coenunenust popmysisl I MOTYT OBITh MOJIYYEHBI B COOTBETCTBUH C HACTOSIIIHM

N300peTeHNEM MOCPEICTBOM MPUMEHEHHUS MPOLEAYpP, OMMCAHHBIX HIDKE.

MNOJYUYEHUE COEJWHEHU ®OPMY.IEI I

B TekcTe onncaHusa U B npuMepax UCMnOJIb30BaHbI CIACAYIOINE COKPALICHUA

Ac aLeTun

BOJIH. BOJHBIN

Boc mpem-0yToKCcHKapOOHUI

CHO SAUYHUK KUTAUCKOrO XOMs4Ka

KX KOJIOHOYHAasl xpoMarorpapus

JAM /T JUOJHO-MAaTPUYHOE NETEKTUPOBAHUE

AXM IUXJIOPMETaH

JAMD 1,2-nUuMeTOKCUITaH

JAMD N,N-numetunpopmMamMun

JAMAII 4-JluMeTUNIaMUHOTTUPUAUH

DMPK (bapmakokuHeTHKa MeTabOIM3Ma JIEKAPCTBEHHBIX CPENICTB
JIMCO-d6 NeWTEepUPOBAHHBIA TUMETUIICYIb(OoKCHT

DA STUJALeTaT

ELSD HUCIMAPUTENbHBINA AETEKTOP MO CBETOPACCEIHUIO

Nop HMOHU3ALHUS PACTIBUIEHUEM 3JIEKTPOHOB (3JIEKTPOPACTIBLICHUEM )
Et S5TUI

IIpum. IIpuMep

Hept renTaH

KXBA KUAKOCTHAsA XxpoMaTorpadust BBICOKOTO 1aBIEHUS

BB yCJIOBUs BBICOKOI'O BaKyyMa
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KX JKUIAKOCTHAsA XxpoMartorpadus
MUH MUHYyTa(BI)

CeK CEKYH/Ibl

Me METUJ

MeCN aLlETOHUTPHI

MeOH METAHOJI

MC MacC-CIEeKTPOCKOTIHUS

AMP SAECPHBIN MAarHUTHBIN PE30HAHC
Opr. OpPraHUYeCKuu

npen-)KXB/l mnpenapaTuBHas )KHAKOCTHAS XpoMaTorpadus BHICOKOTO AaBJICHUS

KT KOMHATHas TEMIIEpaTypa

HACBILL. HACBILEHHBIN

TBEMD mpem-0y THIMETUIIOBBIH 3P up

TOK TpUPTOPYKCYCHAS KUCIIOTA

o terparuapodypan

TCX TOHKOCJOIHas Xpomarorpadus

tr BpeMsl yAepKUBaHUSA (CKMAKOCTHAsI XpoMaTorpadus)
Yo yAbTpadHOJIETOBOE U3TyUEHHE

Bce temneparypsbl ykazansl B © C. [Toka He Oyner yka3aHo HHOE, peaKLHH

IMPOTEKAKT MMPU KT.

HNPUMEHAEMBIE AHAJINTUYECKHUE METO/bI

Uccnenosanus anaautuvdeckoit TCX oCcyIiecTBisau ¢ UCIIOIb30BAHUEM
minactuH 0,2 mM: kommnanus Merck, cunukarenb 60 Fysq. DmoupoBaHue OCYIIECTBISIOT
¢ ucnonbzoBanueMm DA, Hept, IXM, MeOH unu ux cmeceit. JlerektupoBanue
NPOBOAMIIM ¢ HCTOJNb30BaHUEeM Y@ unu ¢ ucnoip3oBanneM pacrsopa KMnOy (10 1),
Na,COs (20 r) u H,O (1 1) ¢ mocnenyoomuM HarpeBaHUEM.

Kosonounyio xpomartorpaduro (KX) ocymecTsisnu ¢ IpuMEeHEHUEM
cunukarens Brunschwig 60A (0,032-0,63 mwm), unu npumenssi cuctremy ISCO
CombiFlash u npenBapuTenpsHo ykommiaekroBanuble S10; KapTPHUIKH, STFOUPOBAHUE
IIPU 3TOM MPOBOASAT JTUOO ¢ Hcnosib3oBaHueM cmeceit Hept-OA, nubo cmeceit IXM-

MeOH ¢ cOOTBETCTBYIOLIUM IPaJUEHTOM.
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"H-SIMP (400 MTI'u, Bruker Avance 400 unu 500 MI'n, kpuoresHsiii 30u1 Bruker

Avance 500) mpuMeHsIIU I TOTO, YTOOBI OXapaKTepH30BaTh COEAUHEHHUS.

XuMnudeckue CABUI'H 0 MNPpUBEACHBI B M. 1. OTHOCUTECJIbHO MPUMEHACMOTO

pPacTBOPUTEINS; MYJbTUILIETHOCTh: § = CHHIJET, d = ny0JseT, t = Tpurier,

( = KBaApyIJeT, p = NeHTymieT, hex = rekcer, hep = renter, m = MyJbTUILIET, br. =

YIIUPEHHBIN,

KOHCTAHTHI B3auUMoAecTBus J npuBeaeHsl B 'Ll

KX-MC npuMeHsiiu IJisl TOr0, 4TOObI aIbTePHATUBHO OXapaKTEePU30BaTh

coennHenus (Thermo Finnigan MSQPlus ¢ ucnons3zoanuem Agilent G4220A).

Ananutnueckue nanabie JKX-MC Obutd MOJy4eHBbl MOCPENCTBOM IPUMEHEHHUS

CJeAYIOINX COOTBETCTBYIOLIUX YCIOBHUIL:

e Jlanusie MC1:

o

o

o

(©]

o

Kononka: Zorbax SB-Aq, 3,5 mMkm, 4,6 x 50 mm;
OO6bem BBOOUMOI TIpOOBI: 1 MK,

Temnepatypa TepmocTata KosnoHok: 40 °C;
Hacoc: Dionex HPG-3200RS;

IMoanutounsiii Hacoc: Dionex ISO-3100SD;
JAMJI: Dionex DAD-30000RS;

MC: Thermo MSQ Plus;

ELSD: Sedere Sedex 85;

HerextupoBanue: Y@ 210 um, ELSD u MC;
Pexxum nonmsanuun MC: UDP+;

Omoentsl: A: H;O + 0,04 % TO®K; u b: MeCN;
JluHeiiHasi CKOPOCTb MOTOKA: 4,5 MJI/MUH;

I'papuent: S % b (0,00 mun - 0,01 muHn), 5 % b —95 % b (0,01 mun —

1,00 mun), 95 % b (1,00 muH — 1,45 muHn).
e Jlanupie MC2:

o

o

o

Kononka: Zorbax RRHD SB-Aq, 3,0 x 50 mm, 1,8 MKkM;

O6bem BBOguUMOI TipolObI: 0,30 MK,

Temnepatypa TepmocTarta KosnoHok: 40 °C;

Hacoc: Hacoc nist AByXKOMIOHEHTHBIX cMecel Agilent G4220A,;
ITonnuTOYHBIN HACOC: OTCYTCTBYET,

JAMJT: Agilent G4212A;

MC: Thermo MSQ Plus;

ELSD: Sedere Sedex 90;
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HerextupoBanue: Y@ 210 um, ELSD u MC;

(@]

o Pexum nonmszauuun MC: UDP+;
o Omwoentsl: A: HO + 0,04 % T®K; u b: MeCN;
o JluHeliHas CKOPOCTh MOTOKA 3roeHTa: 0,8 mi/MuH;
o I'paguent: 5 % b —95 % b (0,0 mun — 1,20 mun), 95 % b (1,20 mun —
1,90 muH).
e Jlanuwsie MC3:
o Komonka: Waters BEH C18, 3,0 x 50 mMm, 2,5 MKM;
o Dmwoentsl: A: HO/NH;3 (¢(NH3) = 13 mmons/n; u b: MeCN;
o B ocranpHOM Te e mapaMeTphl, 4TO U AJis monydeHus: qanabix MC1.
Konn4yecTBO NeCATUYHBIX 3HAKOB MOCJIE 3aNATON, MPUBEAEHHBIX IJIs
cootBeTcTByrOmero(-ux) nuka(-os) [M+H'], a Taxxe Bpems yaepxuBaHus (tg)
KaXJIOTO UCCIENYeMOro COeAMHEHUS 3aBUCUT OT TOUYHOCTH (PaKTHUYECKU MPUMEHSIEMOTO

yctpoiicta XKX-MC.

HPUMEHAEMBIE BUOJOI'NMYECKOE METO/IbI

MuHuMAaJbHbIe HHTHOUPYHOIIHE KOHUEHTPALUU POCTA OAKTepHUIi:
Munumanbshbie nHrHOUpyromue konunentpanuu (MUK, mr/n) onpenensinu B OyiaboHe
Mronnepa-XUHTOHA CO CTAaHAAPTU30BAHHBIM COlEPIKaHUEM KaTHOHOB IOCPEICTBOM
METOJ1a MUKPOPAa3BEIEeHHsI B COOTBETCTBUHU C ONMHUCAHNEM, NPUBEIEHHOM B “Methods for
Dilution Antimicrobial Susceptibility Tests for Bacteria that Grow Aerobically”,
YTBEPKAEHHBIN cTanaapt, 7° usn., MHCTUTYT KJIMHUYECKUX U NaBOPaTOPHBIX
craunaprtos /Clinical u Laboratory Standards Institute/ (CLSI), noxyment M7-A7,
Wayne, PA, USA (2006).

I'eHETHKO-TOKCHKOJIOTHYECKOEe HCCIe0BAHNE COSNMHEHHH, C TeM, YTOOBI
OLIEHUTb UX CIIOCOOHOCTH BBI3BIBATH NoBpexkaenne JIHK, mpoBoauau Bo BpeMs
ucclienoBanus kKietTok muekonutaromero (kiaetku CHO) in vitro. O6paszoBanue
MUKposiaep, Hebompmux okpamusaromux JHK gactun BHe sinpa, ucciaenosanu B
ONHOSIIEPHBIX M ABYXBSIAEPHBIX KJIETKAaX, KOTOpble 00padaThiBaly BO3PACTAO IUMH
KOHLEHTPALMUSIMU UCCIEAYEMOro coenuHenus Ha nporskenuu 24 4. JIHK oxpamusanu
Hoechst 33342 (Mutat Res. 630:1-13, 2007), cuuTBIBaJIH C MOMOLIBI0 MUKPOCKOIIA C
OIHOBpPEMEHHBIM MHOTONapamerpuueckum ananu3zom (Opera Phenix, kommnanus Perkin
Elmer) u onieHuBanau ¢ MOMOIIBIO ONTUMU3UPOBAHHOTO AJITOPUTMA C UCTIOJIb30BAHUEM

Harmony. MHKposmpa, CBA3aHHBIC CO 3JOPOBBIMH KJICTKAMHU, MOACHUUTHIBAIN, U
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UHAYKLIHUIO 00pa30BaHMUS MUKPOSIAEP CBOAUIMN B TAOIUIy B BUJE NPOIOPLHH IO
OTHOLIECHUIO K HEOOpaOOTaHHBIM KJIETKaM, €CJIU J0Js 3J0POBBIX KJIETOK COCTABJIAIA
>0,2.

Nuruouposanune uuroxpoma P450: Ilenbro 3TOro uccnenoBanus in vitro Oviia
OLICHKa MOTEHLHAJIBHOr0 HHruOMpoBanus uzopopm 3A4, 2C9 u 2D6 yenoBeueckoro
nuroxpoma P450 (CYP450), npuMeHsiss MUKPOCOMBI MEYEHHU YeJIOBEKa U U30(POpM-
cneunduUecKkue MapKepHbIe peakiuu. DTu nqanHbie (To ectb, MK50;
NOJIyMaKCHMaJibHAasi UHTHOUPYIOIasi KOHIEHTPAIUs ) TTO3BOJISIIOT OLIEHUTh MOTEHLIHAI
COEMHEHUS B OTHOIIEHUH MEXXJIEKapPCTBEHHBIX B3aUMOAEHCTBUN C COBMECTHO
BBOJMMBIMH JIEKAPCTBEHHBIMHU CPEICTBAMH, KOTOPbIE META0OIH3UPYIOTCS
MOCPENCTBOM Tex ke u3dodopm uutoxpoma P450. YkazaHHOE MOKET MOBIUSTh Ha
KOHLIEHTPALUH B IJIa3Me KPOBH i71 ViVO, U MOTEHUAJIBHO IPUBECTH K MOOOYHBIM
NEUCTBUSIM JIEKaPCTBEHHOTO CPENCTBA UM K TOKCUYECKOMY BO31€iCcTBUIO. B
OTHOILIEHUH NMPUMEHSIEMOT0 MEeTOAAa, crieupuIecKiil MapKepHbIi cyOcTpar pepMeHTOB
P450 nukybupoBaiu ¢ MUKPOCOMaMH MEYEHU YEJIOBEKA B MPHUCYTCTBUU/OTCYTCTBHE
UCCIIeyEMBIX COeUHEHUN. JelficTBre HHrHOUPOBAHUSA UCCIENYEMOr0 COEIUHEHUS B
OTHOLIEHUU MAapKEPHOM peaklUHny ONpeaessiu BO BpeMs HHKYOaluil ¢ coaepKaHueM
0 - 100 MxM wmccnenyemoro coenuHenus. MHrubupyromee neficTerue onpenesiain
NOCPEACTBOM BIIUSHUS PAa3JUYHbIX KOHIIEHTPALNI COeUHEHUs Ha 00pa3oBaHue
mMeTabonuToB MapkepHoil peakunn. OOpa3zoBaHue MeTaOOINUTOB OIpPeEAeISUIIH
nocpenctsom merona KX-MC.

YCeToiYMBOCTh K HHAKTHBALMH B npouecce meradoausma: CyOkieTouHbie
(dpakiuy nMeYeHu U NepBUYHBIC TeMATOLUUTHI PA3HBIX BUJIOB MPUMEHSITN IS
omnpeneseHuss COOCTBEHHOTO KJIMPEHCA COCUHEHUS Y Pa3JINYHBIX BHIOB in VIlro.
Merton nepuoza noyyBbIBEI€HUs] B MUKPOCOMAaX U IenaToluTax MeueHU inl Vilro MOXKET
OBITh TOAXOAIUM METOIOM JUJISI OTIpeesIeHIs COOCTBEHHOTO KIUPEHCa i Vilro,
KOTOPBIH MOXHO MacIITaOMpPOBATh A0 CUTYALUH il ViVO, U IPUMEHSTH IJIs
MpOrHO3UpOBaHUs KiupeHca denoseka (Obach u ap., 1997). Jlns ocymecTBlieHUs
YKa3aHHOTO MeToAa, ppakLuy MeYeHn HHKYOUpOBaiu 10 45 MUHYT B CYOKJIETOUHBIX
bpaknusax nmedeHu UK 2 9 B MEPBUYHBIX I'eNaTOLUTAaX ¢ KOHEYHOH KOHIEHTpaunei
coenuHeHus, cocrapisroieil 1 MkM. Mcue3HoBeHHE HCXOMHOTO COeIUHEHU S
onpenensutn nocpencrsoM Merona XKX-MC, nu coOCTBEHHBIHN KIUPEHC ONpPEnessaiu Ha

OCHOBAaHHHU NAaACHUA NCUYC3HOBCHUA COCAUMHCHUA COOTBCTCTBCHHO.
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CUHHTETUYECKOE NOJYYEHUE
Ipumep 1: (5)-1-§3-[(.5)-2-0xc0-3-(3-0kco0-3.4-nurnapo-2H-nupuaol3.2-

bl[1.4]oxca3zuH-6-U)-0KCA30IUANH-5-HJ]-nponuaamMuaol-1.2-1uruapo-

nuppoJol3.2.1-ij]xunoauu-4-o1:

Cycnensuto (§)-1-amunHo-1,2-gurunpo-nuppono(3,2,1-ij]xunonun-4-ouna (3,00 r;
nojiydeHHOro B cooTBeTcTBUU ¢ WO 2010/041194) u 3-[(S)-2-0kc0-3-(3-0kc0-3,4-
aurunpo-2H-nupuno[3,2-6][1,4]oxcasuH-6-11)-0KCA3OMUAUH-S -1 |-
nponuoHanpaeruaa (5,05 r; monydennoro B coorserctBun ¢ WO 2010/041194) B
JAXM/MeOH (5-1, 50 M) nepememinBaiu IpH KT Ha npoTsokeHuu 1 4. Cmech
oxnaxzaanu 1o 0 °C, obpabareiBaniu NaBH(OAc); (5,05 r; oCTynHBINA HAa PBIHKE) U
nepememuBanu npu 0 °C Ha npoTsikeHuH | 4. PeakiMoOHHYI0 cMech racuiu
nocpenctsoMm nobasnenus Hachim. pacteopa NH4Cl. /e dasbr pasgensiu, U BOIH.
cinoii skcrparuposanu JIXM/MeOH (9-1). OO0bennHeHHBIE OPT. CIIOU CYLIUIN HAJ
MgSO,. PacTBOpuTenu yaansyid B YCIOBUSX MOHUKEHHOTO aBJIEHUS U OCTATOK
ounmanu nmocpeacrsom KX (IXM/MeOH 19:1 - 9:1), mony4ast yka3aHHOE B 3arOJIOBKE
coenunenne (4,68 r; Bexon 63 %). MC1 (MQP, m/z): 462,02 [M+H']; tg = 0,54 muH.
'H AMP (500 MI'u, IMCO-d6) &: 11,21 (s, 1H), 7,92 (d, J = 9,4 T, 1H), 7,55-7,60
(m, 3H), 7,43 (m, 1H), 7.21 (m, 1H), 6,57 (d, ] = 9,4 T'u, 1H), 4,71 (m, 2H), 4,61 (s,
2H), 4,39 (dd, J = 12,8, 8,4 ', 1H), 4,21 (m, 1H), 4,03 (dd, J = 12,8, 4,0 ', 1H),
3,71 (dd, J =10,0, 7,1 I'u, 1H), 2,60-2,71 (m, 2H), 1,76-1,81 (m, 2H), 1,50-1,59 (m,
2H).

Ilpumep 2: cao:xHbli pochoHookcumeTn10BbIH 3hup ((5)-4-okco-1,2-1urnapo-

4H-nuppoaol3.2.1-ijlxunoaun-1-un)-§{3-[(9)-2-0xco-3-(3-oxco-3.4-nurnapo-2H-

nupuaol3.2-b][1.4JoxkcazuH-6-u1)-0KCA30IUAUH-5-1J1]-nponuat-kap0aMuHOB O

KHCJOTHI
2.1. Croorcnorii xnopmemuiosniii 3¢pup ((S)-4-oxco-1,2-oucuopo-4H-

nuppoao/3,2, 1-ij[xunonun-1-ui)-{3-/(S)-2-oxco-3-(3-oxco-3,4-oucuopo-2H-

nupuoof3,2-b]/1,4]oxcazun-6-ui)-okcazoiuoun-3-uiJ-nponuil-xap 6amunoeoil

KUCA0mul:

K cycnensun coegunenus npumepa 1 (9 r) B IXM (80 mur) nobasmsimu N,N,N',N'-
terpameTui-1,8-HadpranunauamuH (8,44 r; JOCTYNHBIN HA PBIHKE) H
xjopmeruaxjaopdopmar (1,91 mu, monydennsiii B coorsercTBuu ¢ US 2004/0152911),
U CMECh NepeMeIINBaIH NPHU KT Ha npoTsokeHun 90 muH. Jlobasnsanu 10 %-ro0

JUMOHHYIO KUCJIOTY, (pa3bl pa3aensii, U BOOH. CJIOH skcTparuposanu JIXM.
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OObennHEeHHBbIE OPT. CJIOW MPOMBIBAJIU BOJOH U paccoyioMm, u cyuuau Hag MgSOy.
PacTBopuTenu ynansim B yCJIOBHUSAX MOHU)KEHHOT'O AaBJICHUS, M OCTATOK OYMINAJIN
nocpencrsoMm KX (JIXM/MeOH 19:1), nonyuast ykasaHHOE B 3ar0OJIOBKE COEJMHEHHE B
Buzne OGecrserHoro TBepaoro Bemectsa (10,09 r; Beixon 93 %). MC1 (MQP, m/z):
553,95 [M+H']; tg = 0,79 mu~.

2.11. Cnoocnwrit mpem-oymuioewiii 2¢hup 6-((S)-5-{3-[x10pmemorcuxapboniLi-

((S)-4-okco-1,2-0ucuopo-4H-nupporof 3,2, 1-ij [ xunoaun-1-un)-amuno]-nponun}-2-

OKCO-0KCA30AUOUH-3-11)-3-0KC0-2, 3-0ucuopo-nupuoof3,2-b]/1,4]oxcazun-4-

KAQpOOHOBOH KUCIOMDbL:

PacTBop mpomeskyTouHoro coenuHenus 2.1 (4,55 r) B AXM (32 mu)
obpabarsiBanu Boc,O (1,88 r) u AIMAII (50 Mr), u cMech nepeMeInnBaiy NPy KT Ha
npotsokeHun 90 muH. PactBop pazbasmsuin IXM, u nobasnsnu Boay, dasbl pa3nesisuiy,
U BOJH. cioi skctparuposanu JIXM. OObenrHEHHBIE OPT. CJIOU MPOMBIBAIH BOJOU U
paccosiom, u cymuinu Hag MgSO,. PacTtBoputenu ynansau B yCJIOBUAX NOHM)KEHHOTO
IaBlIeHHUs u ocTaTok ounmanu nmocpeacrsoM KX (AXM/MeOH 1:0 - 9:1), nonyuas
yKa3aHHOE B 3aroJIOBKE COE€UHEHNE B BHe OeCIBETHOro TBepaoro semecTtsa (4,1 r;

BBIXOA 76 %). MC2 (UDQP, m/z): 653,91 [M+H']; tg = 1,04 mun.

2.111. Cnoocunotit mpem-oymunoguoiii 23¢bup 6-((5)-3-{3-/(0u-mpem-o6ymoxcu-

dochopunroxcumemorcurxapobonui)-((S)-4-oxco-1,2-oucuopo-4H-nuppono/ 3,2, 1-

ij [xunonun-1-un)-amuno-nponui}-2-oxco-okcazoruoun-3-ui)-3-oxkco-2, 3-oucuopo-

nupuoo/3,2-bJ/[1,4]okcazun-4-kapbono60il KUCIOMbL:

PactBop npomexxyTounoro coenunenus 2.11 (5,0 r) 8 IMD (76 mn) u nu-mpem-
Ooyrundocdar Terpabyrunammonus (4,1 r; IOCTYIHBII HA PBIHKE) HATpEBaJIU MPH
55 °C na nmpotsixkenun 2 4. [Tocne oxnaxkaeHus 10 KT, nodasiusuin DA u Boay, u (a3l
pasnessuti. BonH. cioit skcTparuposaiu DA, U 0O0ObeIHHEHHBIE OPT. CJIOH MPOMBIBAJIH
Bonoi, Haceim. NaHCO; u pacconom, u cymunu Han MgSQO,. PactBopurtenu ynansim B
YCIOBUSAX MOHMWKEHHOTO NABJIEHUS M OCTATOK ouninanu nocpeacrsom KX (3A/MeOH
1:0 - 9:1), monydast yka3aHHOE B 3aroJIOBKE COEIMHEHHE B BUIE OECIIBETHOTO TBEPAOTO

BemecTBa (4,7 r; BeIxon 74 %). MC2 (UDP, m/z): 828,42 [M+H']; tg = 1,09 mus.
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2.1V. Cnoocnuotit hocdhonoorkcumemunosniii achup ((S)-4-oxco-1,2-oucuopo-4H-

nuppoao/3,2, 1-ij[xunonun-1-uir)-{3-/(5)-2-oxco-3-(3-oxco-3,4-oucuopo-2H-

nupuoof3,2-b][1,4]oxcazun-6-ui)-okcazoauoun-3-ui]-nponuil-xapbamunoso

KUCAOMbL:

PactBop npomexyTtounoro coequnenus 2.111 (414 mr) B AXM (5 mu) oxnaxxnanu
1o 0 °C u obpabareiBanu TOK (0,77 mn). Cmecr nepemermnBanu npu 0 °C Ha
npoTskeHuu 2 4. Jlo6asisau TEBMD (5 M), ¥ MOJYYEHHYIO CYCIEH3UIO
nepemewmusaiu npu 0 °C Ha npoTsokeHun 15 MuH, QunbTpoBanu u cymmin npu BB.
IMonyyenHoe TBepnoe BemecTBo pacTBopsutd B MeCN/Bone (1:1, 12 M) u
TUOPUIN30BAIHN, C TEM, YTOOBI MOJYUYHTh YKA3aHHOE B 3ar0JIOBKE COEUHEHHE B BUIE
6ecuseTHoro Nroduiauzara (276 mr; Berxon 90 %).

'H AMP (IMCO-d6) &: 11,22 (s, 1H), 7,93 (d, J = 9,4 ', 1H), 7,66-7,40 (m,
4H), 7,20 (m, 1H), 6,60 (d, J = 9,4 I'u, 1H), 6,15-5,37 (m, 2H), 4,67-4,45 (m, 4H),
4,25-4,05 (m, 2H), 3,74-2,92 (m, 4H), 1,75-1,41 (m, 4H). MC3 (U3P, m/z): 615,92
[M+H']; tg = 0,42 muH.

IIpumep 3: caoxubii (((S)-4-oxco-1.2-nurnapo-4H-nuppoao|3.2.1-ij]xunoaun-1-

na)-43-[(5)-2-0xkco-3-(3-0xco-3.4-nuruapo-2H-nupuno|3.2-b]|1.4]oxkcasuu-6-u)-

OKCA30JHAHH-S-HJ]|-NPONHUI}-Kap0aMOHJI0KCH)-MeTHJI0BbIH 3dup 3-(2-

dbocdonookcu-peHn)-NPONNOHOBOH KHCIAOTHI:

3.1. Croocnuotit memunosuwiii 2¢oup 3-/2-(0u-mpem-6ymoxcu-gochopuiokcu)-

d)@Hl[ﬂ]-nDOI/luOHO@Oﬁ Kucjiomsl.

K pactBopy merun 3-(2-runpokcudenun)nponuonara (7,5 r; 1OCTyNnHbIH Ha
peiake) B TT'® (250 mur) mpu 0 °C gobansinu Terpazon (0,45 M B MeCN, 138 wmu;
OOCTYNHBIN Ha pbIHKE) U au-mpem-0ytua N, N-nunzonponundocpopamunur (17,3 mu,
OOCTYIHBIN Ha PbIHKE), U PACTBOP MEPEMEIINBAJIN MPH KT HA MPOTSHKEHUHU 2 4.
JloOaBisinu NOMOTHUTENBHBIN qu-mpem-0ytun N, N-quuzonponuiadpochopamuaut
(6,63 mu, noctynHbIH Ha peiHKE) U TeTpa3on (0,45 M B MeCN, 18,5 mut; nocTynHbIi Ha
PBIHKE), ¥ TIOJIYYEHHYI0 CMECh MePEMEIIUBAJIN MMPH KT HA MpOTsDKeHnH 3,5 4. Cmech
oxnaxzaanu 1o 0 °C u nobasnsanu kamus no karmte 30 %-i BogH. H,O;, (41 mu). Cmech
nepememusaiu npu 0 °C Ha npotsikennu 0,75 4. B cmech nobasinsuii BOny, U BOAH.
cioit skctparupoBaiu JA. OObennHEHHBIE OPT. CJIOW MPOMBIBAJIUA BOJOU U PacCOJIOM,
u cymmnn Hag MgSO,. PacTBopuTtenu ynansig B yCJIOBHUSAX MOHMKEHHOTO aBJIEHUS U

octaTok ounmanu nocpeactsoM KX (Hept/DA 99:1 - 0:1), nonyuast ykazaHHOe B
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3aroJIOBK€ COeMHEHHE B BUJE kenToi kunkoctu (9,05 r; Beixon 58 %). MC1 (UDP,
m/z): 372,96 [M+H']; tg = 0,91 mun. 'H SIMP (500 MI'u, CDCl3) &: 1,53 (s, 18H),
2,67 (m, 2H), 3,03 (m, 2H), 3,69 (s, 3H), 7,08 (t, J = 7,5 I'u, 1H), 7,20 (m, 2H), 7,42
(d, J=8,2Tu, 1H).

3.11. 3-/2-(0u-mpem-6ymoxcu-cocdopuiroxcu)-penun]-nponuonosas xucioma.

K pactBopy npomesxxyTouHoro coenuHenus 3.1 (9 r) B cmecu TT'®@ (100 mn),
MeOH (100 mur) u Boas! (50 mur) no0OaBiasiau MOHOTHIAPAT THAPOKcuaa autus (4,1 r;
OOCTYIHBIN Ha PbIHKE), U CMECh MEPEMEIINBAJIU MIPH KT Ha MPOTsDKeHUu 1,5 9.
bonpmyro yacTe pacTBOPUTENS BHIIAPUBAJIN U OCTATOYHBIN BOJAH. CJIOHU
skctparupoBanu TBMD. Boan. cioit noakucnsanu 10 %-i TMMOHHON KHUCJIOTOH 10
noctmwxkenusi pH 3, u 3arem skcTparuposaiu JA. OObeqUHEHHBIE OPT. CJIOU
POMBIBAJIM BOJOW M pacconom, u cymunu Hax MgSOy. PacTBoputenu ynansinu B
YCIOBUSAX MOHMWKEHHOTO NABJICHUS, MOJy4yas YKa3aHHOE B 3ar0JIOBKE COCIUHEHHUE B
BHJI€ HECTAOMIBHOTO JKEJITOTO TBepaoro BemecTna (7,95 r; Beixon 92 %), kotopoe
IPUMEHSUTH HETOCPEICTBEHHO Ha cuenyroment cranun. MC1 (UOP, m/z): 359,22
[M+H']; tg = 0,81 mun. 'H SIMP (500 MI', CDCl3) &: 1,53 (s, 18H), 2,71 (m, 2H),
3,05 (m, 2H), 7,11 (t, J = 7,4 I'u, 1H), 7,22 (m, 2H), 7,35 (d, J = 8,2 T'u, 1H).

3.111. Cnoocnowrii (((S)-4-okco-1,2-0ucudpo-4H-nupponof3,2, I-ij]xunonun-1-un)-
{3-1(S)-2-0Kkco-3-(3-0kco-3,4-0ucuopo-2H-nupuoo/3,2-b][1,4]okcazun-6-uu)-

OKCA30AUOUH-5-un]-nponua}-kapbamouiokcu)-vemuioentii 3¢hup 3-/2-(ou-mpem-

oymoxcu-gocopunroxcit)-chenu|-nponuono6o KUC1omol.

K pacrBopy npomeskyTounoro coenunenus 2.1 (2,49 r) 8 IM® (27 min)
nobasnsnu npomekytounoe coenuHenus 3.11 (1,77 r) u K,CO3 (1,37 1), u
MOJy4eHHYI cycneH3uto nepememusanu npu 40 °C Ha nporsbkennu 2 4. [locne
oxJiakaeHus 10 kT, nodasnsuin DA u Hackin. NaHCO; u ¢a3sl pasnensiiu. Bons. cioi
SKCTparupoBaiu DA, u 00beIMHEHHbIE OPTaHUYECKHE CJIOU NMPOMBIBAJIM BOAOH U
pacconom, u cymunu Hag MgSO,. PacTBopuTenu yaansiiiu B yCJIOBUSX MOHUKEHHOTO
naBleHHUs B ocTaTok ounmanu nmocpeacrsoM KX (AXM/MeOH 1:0 k 19:1), nonyuas
yKa3aHHOE B 3arojJIOBKE COENMHEHUE B BUAE OECIIBETHOro TBepaoro semectsa (2,17 T

BBIXOA 55 %). MC1 (UDP, m/z): 876,54 [M+H']; tg = 0,94 mun.



10

15

20

25

30

18

3.1V. Cnoxcnuwrit (((S)-4-oxco-1,2-0ucuopo-4H-nupponof 3,2, 1-ij]xunonrun-1-ui)-
{3-/(S)-2-0oxco-3-(3-0oxco-3,4-0ucuopo-2H-nupuoo/3,2-b] /1, 4] oxcazun-6-uu)-

OKCA30UOUH-5-un]-nponui}-kapbamouiokci)-memuioeswiit 2¢pup 3-(2-chochonooxcu-

denun)-npontUoHo60l KUCJIOMbL.!

K pacrBopy mpomexxytounoro coenuHenus 3.11I (2,16 r) B IXM (25 mu)
nobasnsnu TOK (2,83 mu) npu 0 °C, u pactBop nepememuBanu npu 0 °C Ha
npoTskeHuu 3 4. I[Ipu 0 °C nobasnsiiu TBMD (25 mi1), U MONYYEHHYIO CYCTIEH3UIO
NepeMelInBaJIu NIPU 3TON TeMIepaType Ha NpoTskeHuu 10 MuH, U 3aTeM
¢unpTpoBaNu. 3aTEM NMONIYUYEHHOE OECLIBETHOE TBEPAOE BEIIECTBO CYyCIEHIHPOBAIH B
Bozxe (100 mur). B yCcJIOBHUSAX SHEPTrUYHOrO MEepEeMEINBAHUS MEIJIEHHO 00BN
Haceim. NaHCOs3, 1o Tex mop, moka He pacTBopuTcs TBepaoe Bemectso (pH 8). BonH.
pPacTBOp 3KCTpAarupoBainu DA sl yAaJIeHUS OPTaHUYECKUX MOOOYHBIX MPOIYKTOB.
Bonn. cinon oxnaxknganu no 0 °C u 3arem noakucyasuin 1M HCI no noctuwkenns pH 1.
[TonyueHHYIO CycneH3U0 GHUIBTPOBAIN U TBEPAOE BEIIECTBO CymmiIn npu BB.
IMonyuenHoe TBepnoe BemecTBo pacTBopsut B MeCN/Bone (1:1, 60 M) u
TMOPUIN30BAIN, C TEM, YTOOBI MOJYUYHUTh YKA3aHHOE B 3ar0JIOBKE COEUHEHHE B BUIE
6ecuserHoro nuodpmiuzara (1,58 r; Berxox 84 %).

MC1 (MDP, m/z): 764,18 [M+H']; tg = 0,67 mun. "H AMP (JIMCO-d6) §: 7,90
(d,J=9,4Tu, 1H), 7,59 (d, J =8,7 I'u, 2H), 7,38 (m, 3H), 7,16-7,22 (m, 3H), 7,04 (t,
J=7,4Tn, 1H), 6,95-6,20 (m, 3H), 5,79-5,50 (m, 3H), 4,55-4,63 (m, 4H), 4,21 (m,
2H), 3,68 (m, 1H), 3,45-3,20 (m, 2H), 2,89 (m, 2H), 2,60 (m, 2H), 1,67 (s, 2H), 1,40-
1,30 (m, 2H).

PAPMAKOQJIOTHUECKHE CBONCTBA

Coenunenue [Ipumepa 1 B COOTBETCTBHH ¢ HACTOSIIIUM H300peTeHneM (H300p.) U
STaJOHHBbIE coenuHeHus 4 (3TajioH.) - 9 (3TANIOH.) UCCIEN0BaIN B OTHOIIEHUHN
HEKOTOPBIX I'PAMITIOJIOKHUTENbHBIX U IPAMOTPULIATENbHBIX OakTepuii. Staphylococcus
aureus A798 SBIsIETCS IITAMMOM C MHOXKECTBEHHOW PE3UCTEHTHOCTHIO (B YaCTHOCTH,
SBJISIETCS] PE3UCTEHTHBIM K XHUHOJIORY ), Klebsiella pneumoniae A-651 sBnsercs
IITAMMOM C MHOKECTBEHHON PE3UCTEHTHOCTHIO (B YACTHOCTH, SBJSIETCS PE3UCTEHTHBIM
K XMHOJIOHY ), B TO BpeMs Kak £. coli ATCC25922 u P. aeruginosa ATCC27853
SABJISIIOTCS IITAMMAaMH, YYBCTBUTEIbHBIMA K XMHOJIOHY. COOTBETCTBYIOIIHE PE3YJIHTATHI

aHTUOAKTEepUANBbHOTO HcchenoBaHus npuBenensl B Tadnuue 1 Huxe (MUK B mr/m).
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CCBIIIOYHBIN MUK nna (MUK nas %HK A E\J/H/IK A
ITpumep Ne |IIpumep, S. aureus |E. coli P;qeumom'ae aéru hosa
kak ony6umnkoBaHo |A798 ATCC25922 |\ " T A TCe7883
1(m306p.) |------—--- 0,031 0,25 0,5 1
npuM. 189, <
4 (3TasoH.) W02010/041194 |= 0,031 0,25 0,5 1
npuMm. 74,
5 (sTanoH.) W02010/041194 0,031 0,25 0,5 2
npum. 135,
6 (9TaJoH.) W02010/041194 0,063 0,25 1 2
npum. 86,
7 (3TajoH.) W02010/041194 0,063 0,5 2 2
npum. 136, <
8 (sTa)OH.) W02010/041194 |= 0,031 0,125 0,25 1
npum. 33,
9 (aTanoH.) WO02014/108832 0,063 1 2 8
Tadoauna 1

Coenunenus IIpumepos 2 u 3 Hactosmero nu3obpereHus (1300p.) UCCIEeIOBAIH B

orHomeHnu nukoro tuna E. coli A-1261 B npucyrcTBuu ankanuHdocdarassl (u3

CIU3UCTON 000NIOYKH KHIIEUYHHKA KPYMHOro poraroro ckora: Sigma P6774-2KU; Cep:

SLBB1168) unu screpassl (u3 neuenu ceunbu: Sigma E2884-5KU; Cep: 129K7010V),

a Tak)ke B OTCYTCTBHe alkajduHpocdarassl u sctepassl. COOTBETCTBYOIINE

pe3yabTaThl aHTUOAKTEPUANBHOTO UCCIeNOBaHus MpuBeneHbl B Tabnuue 2 Huxke (MUK

B MI/1).
MUK nas E. coli A-1261
AxtuBHbIl |B oTcyTCcTBHE B npucyrcrun B
ITpumep Ne|mertabonut |ankanuHpocdarassl |ankaauHpocharasbl | IPUCYTCTBUN
ITpumep Ne [u scTepassl (2 ME/mn) 3CTEpassl
(10 ME/m)
2 (n306p.) |1 (u306p.) |> 8 0,25 > 8
3 (m306p.) |1 (u3006p.) [> 8 0,25 1
Tadauna 2

OueHuBanu reHeTUKO-TOKCUKOJIOTHYECKUH nmoTeHuuan coennunenus Ilpumepa 1 B

COOTBETCTBUH C HACTOSIIINM H300peTeHneM (M300p.) U 3TAJIOHHBIX COSUHEHUN

(3TaJIOH.) U COOTBETCTBYIOIIHE PE3YIbTAThI UCCIAEAOBaHMs puBeaeHbl B Tabmuie 3

HHIKE.



10

20

Cebuiodrbii TTonMeD. KaK MakcumanbpHast HHAYKIUs 00pa30BaHUs
IIpumep Ne P P, MHUKPOsAEP, HOPMaAJIU30BaHHAs
onyOJIIMKOBaHO
OTHOCHUTEJIbHO YPOBHS TEXHUKHU
1 (m300p.) |--------- 2,5
4 (aranon.) |mpum. 189, W0O2010/041194 |7,0
5 (atanon.) |mpum. 74, W0O2010/041194 |3,8
6 (atanon.) |mpum. 135, W0O2010/041194 |3,1
7 (atanon.) |mpum. 86, W0O2010/041194 (2,9
8 (sranon.) |mpum. 136, W0O2010/041194 |4,1
Tadoauna 3

Y cTOHYHNBOCTD K MHAKTHBALIMH B MpOLiecCe MeTa00IM3Ma COeNMHEHU B

COOTBETCTBUH C HACTOSIIINM H300peTeHneM (M300p.) U 3TAIOHHBIX COCUHEHUN

(3TanoH.) B MUKpPOCOMAaxX NEYEHH uesoBeka U nuHrunbuposanue nuzodpopm 3A4, 2C9 u

2D6 yenoseueckoro rnuroxpoma P450 (CYP450) npusenensl B Tabnune 4 Huxe.

CoOcTBeHHBIN
Camblii HU3KUH KJIUPEHC B
Ccpl1ouHBIN YCTAHOBJICHHBIN MHKPOCOMaxX
IIpumep Ne IIpumep, kaxk HKS50 CYP450 IEYECHU YEJIOBEKA
OnybnukoBaHO n30(pepMeHTOB (MKJ/MUH*MT
(MxkM) MHUKPOCOMAJIbHOTO
Oenka)
1 (m306p.) |- > 50 15
npum. 189,
4 (sTanon) W02010/041194 |~ °° 21
npum. 74,
> (>ranon.) wo02010/041104  |* 3
npum. 135,
6 (>ranon.) W02010/041194 | > 28
npum. 86,
7 (pranon.) W02010/041194  |*® 38
npum. 136,
8 (sTasoH.) W02010/041194 22 115
Tadoauua 4

Heoxunanno, coenunenue Ilpumepa 1 B COOTBETCTBUU C HACTOSIIUM

N300peTeHNEM HE TOJIBKO MOKA3bIBAET OTIMYHOE MPOTUBOMHUKPOOHOE NIefiCTBHE MPOTHUB

HEKOTOpbIX OakTepuaabHbIX mTaMMoB (Tabmuua 1), 0OHO TakXke MPOsBIAET
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npeBocxoaHbie papmakonoruueckue csoiictea (Tabauust 3 u 4). CoenuHeHus B
coorBeTcTBUHU ¢ IIpuMepamu 2 u 3 nposABIAIOT NPOTUBOMUKPOOHOE eiCTBHE B
OMOJIOrHYecKy pelleBaHTHOM cpefe nocpencTsoM oOpasoBanus coenuHenus Ilpumepa 1

(Tabnuua 2).
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®OPMVYJIA U30BPETEHUMA
1. Coenunenue gopmysl I
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OH
ffﬁ‘/o\/o\p/—m WOVO\N/\/Q
o ll, o

© Oxp°
AN
| Yo
HO
Y' Y?
nJjin ux COJIb.
2. Coenunenue no nyHkTy 1, koTopoe npeactasisieT codoi (S)-1-{3-[(S)-2-

0Kc0-3-(3-0kco-3,4-nuruapo-2H-nupuno[3,2-b][ 1,4]okcaznH-6-ui)-0KCa30JUIUH-5-
W |-IpONMMIaMUHO § - 1,2-nuruapo-nuppoao[3,2,1-ij [ XUHOIUH-4-0H UJIH €TO

bapmaneBTHUYECKH IPUEMIIEMYIO COJIb.

3. CoenuHeHue Mo MyHKTY 1, KOTOpOE MpeaAcTaBsieT COOON CIOKHBIN
bochonookcumerunonsiii 3¢pup ((S)-4-okco-1,2-nuruapo-4H-nuppono[3,2,1-
ij [xuHONMHMH- 1 -1)-{3-[(S)-2-0KCc0-3-(3-0KC0-3,4-nurnapo-2H-nmupuno|3,2-
b][1,4]okca3zuH-6-UJT)-OKCA3OMUIHH-S -1 |-TTPOTIUI § -KapOAMHUHOBOM KHUCIIOTHI UJIH €T0

bapmaneBTHUYECKH PUEMIIEMYIO COJIb.

4. CoenuneHnue no nyHKTy 1, KoTopoe nmpeacrtasisieT coboi cioxubn (((S)-
4-oxco-1,2-guruapo-4H-nuppono[3,2,1-ij]xunonun-1-mn)-{3-[(S)-2-okco-3-(3-okco-

3,4-nurunpo-2H-nupuno[3,2-b][1,4]okcasnun-6-ni)-0KCa30JuIUH-5 - 1T |-TIPOTIHII } -
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kapOamonsokcu)-MeTunoBbid 3¢up 3-(2-pochoHookcu-peHnn)-nponuoHOBOH

KHCJIOTBI UJIU €TI0 (bapMaI_[eBTI/ILIeCKI/I NpUEMIIEMYIO COJIb.

5. Komnosunus, cogepskainasi mo MEHblIe Mepe OJHO U3 COEAUHEHHUI 1O
ar06oMy 13 NyHKTOB 1 - 4, unu ero gpapmManeBTHUYECKH MPUEMIIEMYIO COJIb, KOTOpas
JOTIOJHUTEIBHO COEPIKUT 10 MEHbIeH Mepe OJUH (papMaleBTUYECKU NPUEMIIEMbIil

HaIIOJIHUTEIIb.

6. CoenunaeHue no 10O0MY U3 NYHKTOB | - 4, MJIM KOMITO3ULIHS 11O MYHKTY

5, npe€aHa3Ha4Y€HHBIC TJIA IPUMEHEHUA B KAUCCTBE JICKAPCTBCHHOT'O CPEACTBA.

7. Coenunenue no n0O0My U3 MYHKTOB | - 4, UM KOMIO3UIUS IO TYHKTY
5, mpenHa3HAYEHHbIE JI MPUMEHEHHS BO BpeMsl NPOQHIAKTHKH WU JI€YSHUS

OakTepuanbHONH WH(EKLNUH.

8. Coenunenue ¢popmyibl I mo modomy u3 nyHKTOB 1 - 4, UIU KOMIO3ULHS
MO MYHKTY S5, MpeaHa3HauYeHHbIE I IPUMEHEHUs BO BpeMs NPOQUIAKTUKH UJTH

nedyeHus OakTepuaabHONW MHPEKIUH, BBI3BIBAEMON I'PaMOTPHULIATEIbHBIMU OaKTEPUAMHU.

9. Coenunenue ¢popmyinsl [ mo nobomy u3 nyHKTOB | - 4, UM KOMIIO3ULUSI
IO MYHKTY 5, MpeJHa3HAYeHHbIE JJIs IPUMEHEHHUS BO BpeMs NPOPUIAKTHKH U
nedeHus: OakTepUuaibHOU UH(EKIUK, BbI3bIBAEMON OaKTePUIMHU, BHIOPAHHBIMU U3
rpynmnsl, conepxauei Staphylococcus aureus, Klebsiella pneumoniae, Escherichia

coli u Pseudomonas aeruginosa.
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