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OIMMCAHME WM3OBPETEHUA
2420-553690EA/026
KPUCTAJIJINYECKAA $OPMA (R)-4-(5-
(LIMKJIOTIPOIIUIIS TUHNIT) USOKCA30JI-3-UJT) -N-TMIPOKCU-2-ME TUJI-2 -
(ME TUJICYJIbOHMIT) BY TAHAMUIA KAK AHTUEBAKTEPHAJIBHOE CPEJICTBO
OBJIACTL TEXHUKM, K KOTOPOW OTHOCUTCHA M3OBPETEHUE

Hacrosamee MBO@peTeHMe OTHOCHUTCA K LIeJIOM K COeIMHEeEHMAM U

KOMIIO3ULIMAM M  clocobamM JeueHusa  OaKTepMaJIbHEX  MHOEKLMM . B
HEKOTOPHX acrexkTax HacTodmee nsofbpeTeHne OTHOCUTCSH K
KPpUCTaJIJIMueCKOM bopme coenVHeHUs TUOIPOKCaMOBOM KMCJIOTH,
coeIMHeHUA (A), KOoTOpoOe IPpVMMEeHMMO  IJIS  JieueHus  UHOeKUuun,

BHIBHIBAEMEIX I'paMOTpULIaATEeJIbHEMM OaKTepusaMi, u  dapmMaleBTUUECKUM
KOMIIOBULMAM, COOepXallMM KpUCTaJIJIMueCKOoe COeOMHEeHMe, OIMCaHHOe B
HacTodAmeM OOKyMeHTe. B OIOHOM acIlleKTe HacTodllee U300peTeHMe
OTHOCUTCSA K JIeUEeHUID TIpaMOTPMLATEJSbLHEX MHOeKUUM C MCIOJb30BaHUEM
KPUCTAJIJIMUECKOTO COeIMHEeHMA, PacCKpPHTOI'O B HaCTOAlleM IOKYyMeHTe.

YPOBEHbL TEXHUKU

Ba T1ocJemHMe HEeCKOJIBKO IeCATWUJIeTUM C YyIpoXallel CKOPOCTBLI
BHPOCJIa UYacCTOoTa PEe3UMCTEeHTHOCTM K I[IPOTMBOMUKPOOHEIM IIpelapaTaM U
ee CBA3b C Cepbes3HBEMM MHOeKUMOHHBEIMM  3ab0oJIeBaHUAMA . Ocoboe
BeCcrnokOMCTBO BHIBHBAET BO3pacTawlas PaclIpOoCTPaHeHHOCTL I1aTOTeHOB,
PEBUCTEHTHHX K OIHOMY MWJIM HECKOJIbBKMM aHTUOMOTMKAaM, pPa3pelleHHBM
OJIs JledeHMSA MHPEeKILMOHHHX aIleHTOB, BEIBHIBAKINMX  HO30KOMMAJIbHEE
MHOEeKLUMM, TaKxXe Ha3BBaeMbe IT'OCIMUMTAJIbHEIMM MHekuuaMM. U3 ©oJiee
yeM 2 MWJIJIMOHOB CJIydyaeB HO3O0KOMMAJILHHX MHOEeKLMM, KaXIelM IO
uMelmmMx MecTo B CoeIMHeHHHEX IIraTax, oT 50 @mo 60% BH3BaHH
PEe3UCTEeHTHEIMM K I[IPOTUMBOMMKPOOHEIM IIpelapaTaM MTaMMaMy OaKTepul.
BrIcOkKMM YPOBEHD PE3UCTEHTHOCTHU K OBBUHO VICTIOJIb 3Y EMEIM
aHTMOaKTepMaJIbHEM CpelCcTBaM I[IOBHEmMaeT 3abojlIeBaeMOCTh, CMEPTHOCTH
VM 3aTpaTH, CBA3aHHHE C HO30KOMMAJIBHEIMM MHOeKIuaMr. CumMTaeTcsHd,
uyTo B CoemmMHeHHHX IlITaTax HO30KOMMAJILHEHE MHPEeKIMM BHOCAT BKJAO
WV BH3HBa©T 0OoJjiee uyem 77000 cCcMepTeJIbHEIX CJIydaeB B TOO U
oBxomAaTCHa eXeT'OoOHO NIpubImM3uTesJJbHO B 5-10 MMIIMapIOBR IOJIJIAPOB.
ToJbKO HECKOJIBKO KJIACCOB paspeleHHBIX aHTMOaKTepMaJlbHBX
openapaToB 200eKTHMBHE B OTHOMEHUM I'PaMOTPHUIATEJILHHX OaKTepuy, u

MHOTUe ns3 PaspeleHHEX JIEKapPCTBEHHEIX CpellCTB TEep AT



9(1)(1)@KTMBHOCTI:>, IIOCKOJIBEKY PEIMCTEeHTHEIEe IITaMMEL I'PaMOTpHIiiaTeJIbEHEIX

BakTepul CTaHOBATCHA OoJlee pPaclpOoCTpPaHeHHBMM. BaXHBEIMU IPUUVHAMA

TpaMoTpHUllaTeJIbHOM PE3UCTEHTHOCTHU ABJIATCSA B-saxkTamase
pacmupeHHOTO crekTpa (ESBL) B Klebsiella pneumoniae, Escherichia
coli u Proteus mirabilis, BHICOKASA (AmpC) B-smaxkTamasHas
PEBUCTEHTHOCTE K 1edalJIoCIOpMHaM TPeThber'o IIOKOJIEHUS Y  BUIOB
Enterobacter wmu Citrobacter freundii ¥ TeHH MHOXECTBEHHOM
JIEKapCTBEeHHOM YCTOMUMBOCTHU (MJTY) , ODHapPyXeHHEE B BUOax
Pseudomonas, Bupmax Acinetobacter um Bumax Stenotrophomonas.
[TpobiemMa aHTHuOaKTepMaJbHOM PE3UCTEHTHOCTHA yoyryoJggeTcd
HaJIMureM faKTepraJibHBIX LTaMMOB, PE3UCTEHTHEIX K HECKOJIbKMM
ceMeMcTBaM aHTHUOaAKTepMaJlbHEIX IIpelapaToB. HanopuMmep, OPaKTUUYECKU
BCe M30OJIATH Pseudomonas aeruginosa, PEe3UCTEHTHHE K
bTOpPXMHOJIOHAM, PEe3UCTEHTHH TaKxe K OOIIOJIHUT eJIb HEM
aHTMOaKTepraJIbHEM JIeKapCTBEeHHEIM IIpelapaTaM. BoJibllas YacTb YCUJIUM
1o [IOUCKY aHTMOaKTepraJlbHBIX npernapaTos B bapmalleBTHUUECKOM
IPOMBEIIJIEHHOCTHY HalpaBJiIeHa Ha pa3paboTKy JeKapCTBEHHHX CpelcTB,
50beKTUBHEIX B OTHOIEHUN  TPaMIIOJIOKUTEJILHEX  OaKTepuil. OnmHaxo
CyYeCcTBYyeT HaCTOoATeJIbHasd HeOoOXOIOMMOCTE B HOBHX IIpelapaTax IPOTHUB
TpaMOTPULIATEJILHEX 0OaKTepui, KOTOPHM B IleJioM 0oJiee Pe3UCTEeHTHH K
OOJIBIIMHCTBY aHTuOakTepMalJlIbHEIX IIpelapaToB, UYeM I'PaMIIOJIOXUTEJIEHEE
DaKTepun. CoofBmaJyiock O TakMx aHTHOaAaKTepMaJIbHEIX COeOMHEeHUIX,
OeMCTBYINUX Ha OMOCHMHTEe3 JIMIIONOJMCaxXapuioB, B TOM UMCJEe O
PasJIMUHEIX COeIVMHEeHMAX TIUIOPOKCAMOBHX KUCJIOT: CMOTPM, HalpuMep,

W02004/062601, W02010/032147, WO02011/073845, W02012/120397 wu

W02012/137094. Coobmajiock, UYTO OOMH U3 (QepMeHTOB OMOCHHTEe3a
JIMIIOIIOJIMCaxXapmunos, UDP-3-0- (R-3-TuIOpokKCcHUIeKaHoOMJI) —N-—
aleTUJITUIDKO3aM/HIealle Tujia3a (LpxC), aBJIAeTCH IIOOTBEPXIeHHOMN
MUIIEHB OJS aHTHUOaKTepMallbHEIX IIpernapaToB. (Mdluli, et al.,

Antimicrobial Agents and Chemotherapy, 50(6), 2178-84 (2006).)
XoTda OomnMcaHe MHITUOUTOPH LpxC, oCcTaeTcsa OOTPeOHOCTL B  HOBEIX
nHrubmTopax LpxC ¢ Jyumel aHTubakTepuaJbHOM 20OeKTHMBHOCTLIO,
OCODEeHHO B OTHOUEeHMM mTaMMOoB ¢ MIIY. HacTodmee wm300peTeHMe
OpenjiaraeT KpPpUCTaJJIMUeCKOoe COoeldMHeHMre, KOTopoe, Kak I[ojlarawnT,

oercTeyeT IIyTeM MHIuOMpoBaHMsa LpxC, M KOTOpoe MIpeIoTBpamaeT



HEeKOTOPHE M3 pPacCIpOCTPaHEHHHEX  MEeXaHM3MOB  Pe3UCTEeHTHOCTU K
M3BECTHEM aHTHUOaKTepMaJIbHEIM CpelCcTBaM WM OCOOEHHO I[IOOXOOUT OJid
MCIIOJIE30BaHMA I[IPpM [IPOM3BOLCTBEe aHTUMOAKTEepMAaJIbHEX [IPOOYKTOB B
IIPOMBIIJIEHHOM MacmTabe.

CYIIHOCTH MBOEPETEHNA

B oOHOM acHnexkTe HacTodllee M300peTeHMe MOpeljylaraeT HOBYD

KPUCTaJIMUeCKyln GOpMy COeIVHEeHUSI

MeQ.5 Me

M CIOCOOE IIOJIydeHMHA U I[IPpMMEeHEeHMSa HSTOI'0 KPUCTaJJIMUeCKOTI'O
MaTepuasa. [JaHHHM KPUCTAJJIMUECKUM MaTepual XOPOoMmo MIOOAXOOUT MOJId
VCIIOJIb30BaHMUA B KOMMEpPUECKUX NIPOUBBOLCTBEHHEX npolueccax,
IIOCKOJIbKY OH of6JlagjaeT HUM3KOM TUIPOCKONMUHOCTRI U obecrneuuBaeT
IIOCTOSAHHEE TEXHOJOTUMUECKMe U HSKCIUIyaTalMOHHEE XapaKTepUCTUKH,
KOTOPHE HeOOXOOMME NIJIS TIIOJy4YeHMS WJIM TI[IPOM3BOIACTBa B OOJIBIIOM
obreMe. BEe3 oI'paHUUeHMS KaKoM-JmMbo  Teopuewu, noJjiaramnT, uTo
coemuHenre (A) IeMCcTByeT OyTeM MHIUOMPOBaHMSA aKTuBHOCTM UDP-3-0-
(R-3-TumpokcumekaHouJ) ~N-alle TMJITJIOKO 3aM/HOealle TUJIa 35 (LpxC) .
OaHHEI MHIMOMTOP MOXHO MCIOJIL30BaAThL JIS JieueHUs OaKTepuallbHBIX
MHbeKLNnN, B YaCTHOCTHU TpaMOTpHUlla TeJIbHEIX MHOEeKLINN, BKJIOUA A
JIeKapCTBEeHHOPE3UCTEHTHHE u MyJIb TP E3UCTEHTHEE MHOeKLUIUHM, N4
CcyOBLeKTOB, BKJOUAs JOOelM, M €TI0 MOXHO MCIOJbL30BATH OTIEJLHO WK
B KOMOMHaALIMM C JIPYITMMM TepaleBTUUEeCKVMM CpelOCcTBaMM, TaKMMM Kak
IpyTrre aHTMOaKTepHuaJibHHE IIperapaTH.

B oIHOM acriekTe HacToAmee WU300peTeHMe IIpenjlaraeT COeIMHEHUe
(A) B KpUCTaJLIMUeCKOV odopMe. DTO CcoedMHeHMe PAaCKPHTO U 3afaBJIEHO
B HeOoNyO®JMKOBAHHOM IIaTeHTHOM 3agBke PCT/IB2015/059631 (momaHHOM
15 nexkabpga 2015 roma) . Crioco® CUHTe3a nus3 3TOM 3aABKU
obecrieurMBaeT cCcoenuHeHue (A) B amMopdHOM OGopmMe, KoTopad, Kak
oKaszaJIoCh, IOoIJIomaeT BJary ¥ IIPHMHMMaeT C TeUeHMeM BPEeMEeHU
KOPUUYHEBATHM 1LIBeT, €eCJM OCTaBUTL €e IIpM KOMHATHOM TeMlepaType.

N3-3a STHUX CBOMCTB aMOp(l)HBIﬁ MaTepHrall ITJIOXO IIOOXOoOnT IJIA



KpyIIHOMaCmTabHOTO IPOM3BOACTRA NI OJIMTEJIBHOTO XpaHeHUs .
HacTodmee n300peTeHNre nopenjaraeT XOPOoLO BeOylly ceb4da
KpUCTAJINIMUEeCKyl OGopMy coeIuHeHuMsa (A), KkoTopasd sABJIdgeTca 0O0oJiee
CTOMKOM M 0OoJiee CTabMIBHOM M oOOJladaeT HU3KOWM ITUIPOCKOIUMUHOCTBI U
IORTOMYy OCOOEHHO MNOOXOIMUT IJIS MCIOJB30BaHMSA B aBTOMaTHU3UPOBAHHHX
IIPOM3BOOCTBEHHEX npolieccax u anmnapaTrax n 014 CIIOCOBOB
MacmTabHOTO IIPOM3BOACTBA, TpeOynIUXC g 0JIs IPOMBIIJIEHHOT'O
IPOM3BOACTBAa. KPUCTaJNIMUECKUM NIPOOYKT He 0083aTelIbHO HOOJIKeH OHTH
UMCTO KPUCTAJJIMUECKMM: OH MOXET COXPaHATH HeKOTOPHEM aMOPGHHM
MaTepual, HO, IPpeOlIOUYTUTEJIBEHO, ABJIAETCH OperMylle CTBEeHHO
KPUCTAJIMUECKMM (HanpuMmep, O0oJjiee dueM Ha 50% KpUCTaJUIMUECKMM) WK
10 CyWeCTBY KpUCTaJIJIMUeCKUM, HalpuMep IO MeHblleM Mepe Ha 75%
KpUCTaJlindeCcKuM., CTelleHb KPUCTAJJIMUHOCTUM  MOXeT OHTHL  OlleHeHa
crnocofaMr, M3BECTHEIMM B IDaHHOM OOJIacTM TexXHMKM, TakuMu Kak XRPD.
B OpyroM acleKTe HacTodllee M300peTeHMe IIpenjiaraeT CIOCOOE
IIOJIydeHMs coeIuHeHUsa (A) B KpUCTaJliMueckoM dopmMe. OIMH TaKoM

crioco® BRJIOUaAeT B cebga pacTBOpEHNE aMoOpPOHOTO MaTepHrala B

YMEPEHHOIIOJIAPHOM pacTBopuUTeIlE, TaKoOM Kak >bup (HanpuMep,
O3 TUIIOBHM 20mp, TT'®, IOVOKCaH, MeTUJI—-T— 0y TUIIOBHIM 30up,
OUMBOIIPOINIIO B 20up) , W TaJIOTEeHUPOBAHHOM pacTBOpPUTEIIE
(HanpuMep, OUXJIOpMEeTaHe, TPUXJIOPDTUJIEHE, TEeTPaxJIOP>TUIIEHE,

xJiopodopMe) M MHOYUMPOBaAHME KPpUCTAJIM3alUM I[IYTEM OXJIaXIeHUS WJIU
oyTeM ODOBaBJIeHMA YIJIEBOOOPOOHOTO pPacCTBOPUTENIL, TaKOoI'O KaK TI'eKcaH
WY TeKCaHb, LIUKIJIOTeKCaH, TelTaH WM TelTaHB, OKTaH MM OKTAaHEH
WM KX CMecCb. PacTBOpeHMe aMOpOHOT'O MaTepMraljia MOXeT IIoTpeBoBaTh
HarpeBaHMAa, OCOOEHHO IIPM MCIOJNL30BaAHUM YIJIEBOOOPOINHEIX WM MeHee
TIIOJIAPHHX 2QUPHHX pacTBOopUTeser (MTBE, IMDTWUIOBHM 320Up), OIpUUeM
OHO MOXET JieT'ue IIPOUCXOIOUTEL B TaJIOTEHMPOBAHHOM pPacCTBOPUTETIE.
Ecmu 10nd MHOYLUMPOBAHMA pPacTBOpeHUda TpedyeTcd Hal'pebaHMe, IJIA
VHOYLIUPOBAHUA KpUCTaJIJIU3aLUN MOXeT oKaszaTbCc4a OIOCTaTOYHO
OXJIaXIeHUsd pacTBopa; Korma HaTpeBaHMe He TpebyeTCH, oA
VHOYLIUPOBAHMUA KpUCTaJIJIU3aLUNA JacTo OKa3HBaeTCHd HeOoOXOOUMEIM
D0BaBUTE YIJIEROINOPOIHHY PacTBOPUTED.

B NIpennouTUTEeJIbHOM criocobe aMopdHOe COenMHEHUE (A)
PacTBOPALRT B IUXJIOPMeTaHe, ¥ pacTBOp NOPMBOIOAT B KOHTAKT C

YIUJIEBOOOPOOHEIM pacTBOpHTEJIEM, TaKVMM KaK TI'eliTaH (mm IMKJIOT'eKCaH,



WJIN TeKCaHbL " T.O.), B YCJIOBUSAX, KOTOPHE CIIOCODCTBYIOT
KpUCTaJlJIn3allun .

Opyrue crnoco®vl, B KOTOPHX II0OJYyYalT IO MeHbIIeM Mepe YaCTUUHO
KPpUCTAaJIMUEeCKUM MaTepual, BKJIOUAKT CYCIEeHOMPOBaHMe  aMoOpdHOTO
coenmMHeHMsd (A) B TenTaHe, I'€KCaHe WIM LUKJIOTEeKCaHe B IIPUCYTCTBUU
HeKOoTOopoTo kouuecTea MTBE; pacTBOpeHMe aMOpQHOTO COeOMHeHusa A B
TropddeM pacTBopuTelie (BHOpaHHOM M3 MTBE; 1:1 renrtaH+sTUialeTarT;
2:1 renTaH+3TaHoJ; WM 1l:1 WM30MNPONaHOJ+ITENTaH); W pPacTBOPEHUE
amMopdHOTO cCcoemuHeHusa (A) B "xopomeM" pacTBOpuUTeJe (HaAIPUMEDP,
OuxXJiopMeTaHe, DSTUjlaleTaTe, M3oNponuijalleTaTe, M30OINPOIaHOJe WU
TeTparugpodypaHe) n CMellBaHue pacTBopa C "rroxum"
pacrTBOopUTeJIeM, TaKMM KaK I'eKcaH, TIelTaH, UUKIOTeKCaH, OKTaH WIn
UX CMeChb, C MCIOJb30BaHMeM cIrocoba oCaXIeHUSI aHTUPpaCTBOPUTEIIEM
ZNRZN 0BpaTHOTO ocaxmeHud AHTHUPACTBOPUTEJIEM., Takue YCJIOBUA
KpUcTamsauuy ofecleumuBanT MaTepuall, KOoTopwM ©OoJiee cTabuieH,
yeM IepPBOHAUAJIBHO IIOJIYUeHHHM aMOpPOHHM MIPOIOYKT, KOTOPHM SABJISETCSA
1o MeHbInen Mepe YaCTUUHO KpUCTaJlJIMdeCKUM, NpenilouTUTEeJIbHO
TJIaBHEHM 00pasoM MM I[I0 CYIEeCTBY KPpUCTaJJIMUeCKMM, a Takxe 0oJiee
cTabuiieH n obecrieunBaeT BoJiee [IOCTO SAHHEIE BKCIUIyaTallMOHHEE
XapakTepucTukr. OOHAKO MaTepuall, KPUCTAJJIMIYIMUMCS BO MHOTUX U3
DTUX CHUCTEeM, COXpaHsAeT HEeKOoTOopoe KOJIMUECTBO OCTaTOUYHOTO
pPacTBOPUTEJII, KOTOPHM TPYOHO YIAJIWTL; II0OSTOMY B IPedlouTUTeJIbLHOM
crnocobe KpUCTalIM3allMM OJIS PacTBOPeHMSa aMoOpdHOTO coeluHeHMa (A)
VCIIOJE 3YIOT OUxXJjiopMeTaH VI aHaJIOTUYHLIN XJIOPUPOBAaHHBI
OpTraHMYeCKMM PacTBOPUTEJIL C IIOCJedyllMM CMellMBaHMeM pPacTBopa C
YTJIEBOOOPOIOHEIM PaCTBOPUTEIIEM.

B OpyTOM acriexkTe HacTodllee nsobpeTeHne npenjaraeT
bapMalleBTUUeCKMEe KOMIIO3ULMM, CcoOepXalle KPUCTAJJIMUeCKyln ©O(opMy
coenmHeHusa (A), CMemaHHY® C QapMalleBTUUYECKM IIPHMEMIIEMEIM HOCUTEJIEM
MM BCIOMOTATEJIbHEIM BelleCTBOM. Heo®sa3aTellbHO, OQapMalleBTHUUeCKad
KOMIIOBUILIMA MOXeT coIepXaTh II0 MeHbIel Mepe »OBa dapMalleBTUUeCKU
IpUEMJIEMEX HOCUTEJIS U/UJIM BCIOMOTATEJILHHX BeleCTBa. B HEeKOTOPHX
BapMaHTax OCYIMEeCTRJIeHUI (papMalleBTUUECKY KOMIIO3UIIMKD IIOJIyYalT OJII
BBelIeHUSI B OGopMe pal30BOM IO3H, KOTOpasd COOEpPXUT TepalleBTUUeCKU
20PeKTUMBHOE KOJIMUECTBO COeIMHeHMsa (A) OJg JedeHUMsa CyOBekKTa C

TpaMOoTpUIlaTeJIbHOY OaKTepMrallbHOV UHbekIMelr. OOBRUHO pas3oBas Io03a



vMeeT B QOpMy, IMOOXOOAMYW OJS WHBEeKUUM, MWHOY3UM, UWHTAJILUUM WIN
nepopallbHOM OOCTAaBKM.

B IOpyroM acleKTe HacTodAmee M300peTeHMe IIpenjlaraeT CHoocod
JeueHrsa cCcyOBeKkTa C TI'paMoTpHullaTeJIbHOM OaKTepuallbHOM MHbeklMeN,
opuyeM IaHHHM CHOCOO COIEepPXUT BBeldeHMe CYyOBLeKTY aHTuOaKTepMaJlbHO
50PeKTUBHOTO KOJMUECTBa CoeIuHeHMsa (A) B KpuUCTaJJIMUueckKom ¢dopwme
uiIM dapMalleBTUUECKOM KOMIIO3UIINMM, CcoIepXammy coeluHeHue (A) B

KpUCTAJININUECKON dopMe.

OpyToun BapMaHT OCYyIMEeCTBJIEHUA HacToAmeIo n3obpeTeHmns
npenjiaraeT bapMalleBTUUECKYIO KOMIIO 3ULIVID, COoIepXallyo
KpucTaJlJIMtuecKoe coeIuHeHNne (A) " 10 MeHbIIeMn Mepe OIVH
bapMalleBTUUECKHA IpMeMIIEMEI HOCUTEJIb I BCIIOMOT'aTeJIbHOE
BelleCTBO.

COOTBEeTCTBEHHO, KOMIIO3UUMM M CIOCOOH MOXHO MCIIOJb30BAThH IJIA
JedueHUsa cCcyObeKTa, MHOMUMPOBAHHOTO IpaMOTpMUlATeJbLHOM OaKTepuen,
BHOpPAHHOM M3 TPYIIIH, cocTosAmel u3 Pseudomonas aeruginosa WU
IpYTUX Pseudomonas SpPpP., Stenotrophomonas maltophilia,
Burkholderia cepacia wu §Opyrux Burkholderia spp., Alcaligenes
xylosoxidans, Acinetobacter spp., Achromobacter spp., Aeromonas
spp., Enterobacter spp., FEschericia coli, Haemophilus spp.,
Klebsiella spp., Moraxella spp., Bacteroides spp., Francisella
sSpp., Shigella Spp., Proteus sSpp. ., Porphyromonas Spp-.,
Prevotella spp., Mannheimia haemolyiticus, Pastuerella spp.,
Providencia spp., Vibrio spp., Salmonella spp., Bordetella spp.,
Borrelia spp., Helicobacter spp., Legionella spp., Citrobacter
spp., Cedecea spp., Serratia spp., Campylobacter spp., Yersinia
sSpp., Fusobacterium spp. n Neisseria spp. Kpucramnnueckoe
coeIMHeHMe U eT0o KOMIO3UIMKM OCOBeHHO MOOXONAT MOJA JeUeHUd
JIeKapPCTBEHHOPEe3UCTEeHTHEX u MYJIb THUPE 3V CTEHTHEX MTaMMOB
TpaMOTPUIIATEJILHEX BakTepul, TaKux kak Pseudomonas aeruginosa.

HacTodmee n300peTeHUe TaxKxe npenjaraeT NIpVIMEeHeH e
KPUCTAJJIMUECKOTO CcoemMHeHrs (A) Jg IIOJYYEHMS JIeKapCTBEeHHBX
CpencTe ¥ (apMaleBTUUECKMX  KOMIIO MWLM, IpYMEeHeHMe  IaHHOTO
KPUCTAJJIMUECKOTO COeIOMHEeHUS OPpY MHIUOMPOBaHMM LpxC M IPpMMEeHeHUEe
OaHHOTO KPUCTAJIIMUeCKOTO COoeIVMHeHMS B KauecTBe JIeKapCTBEeHHHX

cpenncTsB, B YaCTHOCTU IOJId JIeUeHNA GaKTepI/IaJ'IbHBIX I/IH(]_)GKLU/HZ N



cyOmeKTa.

Hacrosmee n3obpeTeHue TaKxXe HalpaBJIEHO Ha CITOCOOEHI
KOMOMHUPOBAHHOM Tepallnu oJIs JleueHn s MIIN npenylpexieH s
TpaMoOTpHUllaTeJIbHOM BakTepralbHOM MHOeKIUM N IaluMeHTOB c
VICIIOJIE 30BaHUEM KPUCTAaJIJIMUEeCKOTO COenMHEHUSA HaCcTOAmMeTro

n300peTeHUsa WIM eTro OQapMaleBTUUeCKMX KOMIO3MUMM WM HabOopoB,
comepxalnx BTO KpUCTaJIJINUeCKOe COeIVMHEHNE W ero
bapmalleBTHMUECKME KOMIO3MLIMM, B KOMOMHaALMM C I[IO MeHBIEN Mepe
OOHUM IpYyTUM TepalleBTUYeCKUM CpeICTBOM. Opyrue aCIIEKTEH
HaCTOAmMEeTro MU300peTeHMsa PaCCMOTPEHH B HACTOAIlEM NOKYMeHTe.

KPATKOE OIIMCAHUE OUIYP

durypa 1. SEM KpHUCTAJNIMUECKOT'O COEIMHEHUA A.

durypa 2. XRPD KpHUCTaJIMUECKOT'O COEIMHEeHUd.

durypa 3. TepMOTpaBUMMeTPUUECKMM aHaJlM3 UM aHaJlu3 C IIOMOULIo
mubdbepeHUMAIEHOM CKaHUPYIEeN KaJIOpUMe TPUN KPUCTAJININYECKOTO
coenMHeHMAd A.

durypa 4. V30TepMBl, IOeMOHCTpUpyKIMe oOpaTUMble W3MeHEeHUSA
MaccCh KPUCTAJJIMUECKOTO COeOMHeHMsS A B IMala30He OTHOCUTEJILHOM
BJlaxHocT 0-90%.

I[IOOPOEHOE OIIMCAHNE

IOisa neJjen MHTePIpeTaln 2TOTO OnMCaHmAa n300peTeHnd
IPUMEHAKTCSA CJelyple OIpenejleHMsa, WM B COOTBEeTCTBYKIMUX CJIydasax
TEPMMHEl, MCIIOJIb3YyEeMEHE B eIOMHCTBEHHOM UMCJIe, TaKXe OXBaTHBalT
MHOXECTBEHHOE UMCJIO.

TepMMHE, VCIIOJIb 3y eMEIe B ONIMCaHUN n3obpeTeHUd, VMERT
clenyomye 3BHadueHWs, eCJIM KOHTEKCT SBHO He yKa3HBaeT MHaue:

"LpxC" mnpencrTaBJsgeT cobor abbpeBmaTypy, obos3Hauvawnmyi UDP-3-
O- (R-3-TumpokcumekaHoul) —N-alle TMJITJIOKO3aM/HIealle TUJIa3y . Bes
OrpaHN4YeHns Teopuen, nojiaramnT, uTo COeIVHEHNE HacToAmWeIro
n300peTeHnd obecrieunBaeT CBOM aHTudaKTepPMraJlbHEMN sbdpexT B
OCHOBHOM IIyTeM MHIMOuporaHusa LpxC.

[Ipy MCHOJBE30BaAHMKM B HaCTOANleM IOKYyMeHTe TepMMH "CcyObekT"
OTHOCUTCS K XMBOTHOMY. B HEKOTOPEHX aclleKTaxX XWBOTHOEe MABJISETCH
MIIekoIMTamyM. CyOBeKT TakXe OTHOCUTCHA K, HalpuMep, IpuMaTaM
(HanpuMep, JOOAM), KOpOoEBaMm, OBlLlaM, KoO3aM, JolamniM, cobakaM,

KoIIKaM, KPOoJIMKaM, KPpECaM, MEINIaM, prGaM, IITUIIaM n T.II. B



HEeKOTOPHX BapMaHTaxX OCYWeCTBJIeHUA CYOBeKT [ABJIAeTCS UeJIOBEKOM.
"TlauyeHT" [IpM MCIOJIE30BaHUM B HACTOANlEeM OOKYMEeHTe OTHOCUTCHA K
CYOBEKTY-UeJIOBEKY .

[Ipn MCIIOJIb 30BaHUN B HacTodleM OOKYMEeHTe TepM1H
"vHrubuporaTs" wiIM "MHIMOMpOBaHMEe" OTHOCUTCH K YMEHBIIEHUD WK
[IOIaBJIEHUID YKas3aHHOT'O COCTOAHMA, CHUMIITOMa WM HapylleHud WU
3aboJIeBaHMs, WJIM K 3HAUUTEJILHOMY CHIWXKeHUMI 0a30BOM aKTUBHOCTHU
BUMOJIOTUUECKOM aKTMBHOCTM WJIM IIpollecca.

[Ipy MCHOOJIB30BaAHMM B HACTOAlleM HOOKYyMeHTe TepMMH "JjeuuTs" wnim
"JeueHue" Jmoboro 3ab0JIeBaHMA WM  HAaPYLEeHMHA OTHOCUTCHA B OIHOM
BapMaHTe OCYyWeCTBJIeHUAd K oOJerueHMO 3aboJleBaHMA WM HapyULleHNA
(T.e. K BaMeIJIEHMIO, WJIM OCTaHOBKe, WM YMEHBIIEHUID pPa3BUTUA
zafojieBaHMsa WMJIM IO MeHbIlel Mepe OIHOTO U3 ero KJIMHUUECKUX
CUMIITOMOB) . B IOpyroM BapMaHTe  OCYIEeCTBJIEHUAI "JeunuTs" NI
"JleueHre" OTHOCUTCH K OCJabJIeHMI0 WM yMeHBIIEeHUIO 10 MeHLbIlel Mepe
OOHOTO (QUBMUECKOT'O IapaMeTpa, BKJIOUad Te, KOTOPHEe MOI'YT He

omymaTbCs IalMeEHTOM. B elle OIHOM BapMaHTEe OCyllecTBJieHUsa "jeuuTs"

W "TeueHue" OTHOCUTCSH K MOIYJIMPOBaHUIO 3ab0JIeBaHUA AR
HapylleHU dmsUUIeCcKu (HampuMep, crTadbmim3aumsa oumymaeMoIro
cuMmriToMa) , OUBMOJOTMUECKM (Hamopumep, cTadbuamsalmrs O(U3UIeCcKOoTo
napameTpa) WM obomuMm criocobamMi. B eme OIOHOM BapuaHTe

ocymecTBJIeHMA "JjieunTh" wmiam "JedeHue" OTHOCUTCH K IIpPeloTBpPalleHUI
NI OTCpOUKe HadaJa, Wi  pas3BUTHUA, VI IporpecCcUpoBaHmsa
3ab0JIeBaHUAa MM HapyLeHUIg.

[Ipy WUCIHOJIE30BAHMM B HaCTOSAMleM HOOKYMeHTe MUCIIOJIE3YyEeMEE B
KOHTEeKCTE HacCTOoAWEero MU300peTeHMsS TepMMHEL B eOMHCTBEHHOM UMCJIE
(0ocoBeHHO B KOHTEeKCTe bopMyJIEL n300peTeHnd) cijenyer
MHTEePIPeTUPOBaATE KaK oOXBaTHBalMe KakK eOMHCTBEHHOE, Tak u
MHOXECTBEHHOE UMCJIO, €CJM MHOe He YKa3aHO B HacCTosdlleM HOOKyMeHTe,
M eCJIM BTO SBHO He IIPOTUBOPEUYUT KOHTEKCTY.

Bce crnocoOr, omoMcaHHHE B HaCcToOdAlleM »OOKYMEHTe, MOI'YyT OHTH
BHIIIOJIHEHE B JIOOOM IIOOXONAMlEeM IIOPALOKe, eCJiM WMHOe He YKa3aHO B
HacTodAlleM HOOKyMeHTe, M eCJIM B2TO SBHO He IIPOTUMBOPEUUT KOHTEKCTY.
Vcrniosib30BaHMe JIOOEIX [IPMMEPOB WMJIM  SA3HKa [IPUMEPOB (HanpuMep,
"Tako¥ kak"), OpenjlaraeMex B HacToO4dmeM OOKYMeHTe, IIpeIlHa3HaueHO

TOJIBEKO IOJI4 JIydmeIro OoCeelleHMA HacToAdmero MBO@peTeHMH u He



IpencraBjsaeT cobo¥ oI'paHMUeHMA oO0beMa HacCToAmMeI'o MK300peTeHusd,
OTJIMUHOTO OT 3afABJIEHHOTO.

TepMuH "aHTHMOakKTepHallbHOE CPeOCTBO" OTHOCUTCA K CpencTBaM,
CUHTE3MPOBaHHEM MM MOIMOUUMPOBAHHEIM B JlabopaTopuy,  KOTOPHe

obyamanT MM OaKTepULUIHOM, WM OaKTepMoCTaTUUeCKOM aKTUBHOCTLIO.

"AKTMBHOEe" CpenCcTEO B STOM KOHTEKCTe  MHIHOUpyeT POoCT P,
aeruginosa W/UIM OPYTUX TPaMOTPUIATEJILHEX  OaKTepun. TepMmH
"MHIUOUpoOBaHMe pocTa" yKas3eHBaeT Ha TO, UTO CKOPOCTBH pocTa

BEJIMUMHE [IONYJIAUMM KOHKPETHOM OaKTepuM CHUXaeTcsa. TakuMm oO0pasz3oM,
ODaHHBE  TepMMH  BKJIOUaeT CUTyalluy, B KOTOPHX OaKTepHrallbHad
NONyJAUMsa pacTeT, HO CO CHMXeHHOM CKOPOCTBI, a TakXe CUTyaluu,
KOoT'Ia POCT IONyJALUMM IIpeKpallaeTCcsa, a TakKXe CUTyaluyr, KoI'Oa YMCJO
BakTepul B IONYJIAUMM yMeHbIlaeTCsd, WM I[IONYyJIauMsa »Oaxe McuesaerT.
FEcam [OJsa CKPUMHMHITE MHIUMOMTOPOB MCIOJB3YIT aHajlu3 aKTUMBHOCTU
bepMeHTa, MOXHO COeJjlaTh B COeOMHEHMAX MOoOupMKaumuy OaKTepMaJIbHOT'O
zaxBarTa/sddiokca, PaACTBOPMMOCTM, I[epModa IIOJIYBHIBEOEeHMS ¥ T.I.,
OJIA  TOTO UYTOOHE IIOJIYUMTH KOPPeJALUID MKHIMOMpOBaHUA depMeHTa C
MHIMOMPOBaAHMEM pocCTa.

"T'ajjoreHo" wiu "rajioreH", OpM MCIOJb30BaHMM B HaCTOAIEM
IOOKYMeHTe, MOTYT NpelcTaBJIAThL cobol dTop, XJop, OpoOM MIM MOmI.

B HacToOAleM OOKYMEHTE ONMCaHH pPas3JInUuHLE BapMaHTH
OCYWeCTBJIEHMSA HacToAmero wm300peTeHus. ClenyeT IIOHMMAThL, YTO
Ipu3HakKy, YyKa3aHHBEEe B KaXIOM BapMaHTe OCYymecCTBJIeHUS, MOTYyT OHTH
oOBenMHeHE C OPYyI'MMM  yKa3aHHEMM I[IpM3HaKaMu  OJIS  I[IOJIYYEeHUHA
OOTIOJIHUTEJIb HEIX BapMaHTOB OCylleCTBJIEHUS . Hioxe IepeuncCJIeHE
TUIIMUHEIE BapMaHTHE OCYINECTBJIEHUSA

1. Kpucrajmamueckasa dopMa COelOMHeHMS QOpMyJH (A) :
MEDES Me
. OH

OnuH BapMaHT OCYyIeCTBJIEHMA HaCTOAMeI'o MBO@peTeHMH COIOEepPXNT
KpHMCcTaJIJIMYeCKYIO c]_)opMy, PaCKpPETYKR B HacToOAlleM IJOKYMEHTE.

2. Kpucramimmueckasa dopMa BapMaHTa OCYMEeCTBJIEHMS 1 C HUMBKOMU
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TUIPOCKOIIMYHOCTEL. IIpelnouTuTelIbHO, IOaHHas KpUCcTaJiMueckas o¢opMa
OeMOHCTPUPYET yBeJIMUueHMe Beca M3—-3a IUIPOCKOIMUHOCTHM  MeHee
OpUBIM3UTENIBHO 5%, KoOoTIDa CyxoM of0pasell NOOBepTraeTCs BO3OeMCTBUD
OTHOCUTEJILHOM BJIQXHOCTM BIJIOTE n»o 80%; 0OoJjiee NpellouTUTEJIBHO,
OHa IOeMOHCTPpUPYEeT YyBeJIMUeHMe Beca M3—-3a IUIPOCKOIMUYHOCTU MeHee
OpubamM3nTeabHO 10% OpM OTHOCUTEJBEHOM BJIAXHOCTM BIUIOTE O 90% wu
OOHUHO MeHee 5% TI@IpupocTa BecCa IIpPpUM BO3OEeMCTBUM OTHOCUTEJILHOU
BJIQAXHOCTM BILJIOTH Lo 90%.

3. Kpucrasmmmueckas ¢opMa BapuaHTa OCYIEeCTBJIEHMS 1, KoTopasd
COOEPXUT CTEPXHEBUIHEE KPMUCTAJJIH.

4. Kpucrajummueckasa ¢opMa BapuaHTa OCYIeCTBJIeHMS 1, KoOTopasd
OEMOHCTPUPYET BSHOOTEPMY Ipu ondbepeHUIMATEHOM CKaHMpyKolen

KaJopyMeTpry Mexny 75°C wm 90°C. IIpennouyTUTesLHO, BSHIOTEpPMa

pacrnojioxeHa B OCHOBHOM Mexny 80 um 88°C, HampumMep OpPUOIMU3UTENILHO
80% o»HOOTepMEl WM OoOJibllee pPAacIOJIOXEHO B 5STOM TeMIepaTypHOM
ouarasoHe.

5. Kpucramnnuueckad bopma BapraHTa OCYIeCTBJIEHU A 1,
omyMuanmasca nOukaMm XRPD npu yrjaax guppakuum (2 TeTa) 18,4 wm
14,0 rpanyca.

6. Kpucrananueckasda bopmMma BapMaHTa OCYIECTRBJIEHU A 5,
OOIOJIHUTEJIBHO OTJAMYanmadcad OOHMM WMJIM HECKOJBbKMVMMY IOIIOJIHUTEJIEHEMU
nukammu XRPD npm yrjax ouppakumum (2 Tera) 3,9, wuw 2,5, u 4,4
Trpanyca.

7. Kpucrananueckasda bopmMa BapmMaHTa OCYIIECTRBJIEHU A 5,
OOIIOJIHUTEJIEHO OTJIMUallladcd OOIOJIHUTEJIBHEIMK OukaMy XRPD npu yriax
ouppakumum (2 Tera) 3,9, m 2,5, mu 4,4 rpanyca.

8. Kpucranmmueckasa  ¢dopMa B COOTBETCTBUM C OIOHMM U3
BapMaHTOB OCYIMEeCTBJeHMA b-7, OOMNOJHUTEJBHO OTJMYakMasascsad OIHMM
MW HECKOJIBKYMMM OONOJIHUTENbHEMY OMkaMv XRPD mnpm yriaax ouopakrkumu
(2 Tera) 18,8, u/ummu 5,3 rpamyca, u/mam 21,8 rpamyca, u/wmm 22,1
Tpanyca, u/mmm 18,0 Tpanmyca.

9. Kpucranmmueckasa  ¢dopMa B COOTBETCTBUM C OIOHMM U3
BapMaHTOB OCYIEeCTBJIEHU A 5-7, IOOTOJIHUTEJIBHO oTIMYaKmaac
OOMOJIHUTEJIbHEMM NOMKaMy XRPD mnpm yrjax mupparkumm (2 Tera) 18,8 u

5,3 Tpanyca.
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10. Kpucrannnueckada bopma BapMaHTa OCYIIEeCTRJIEHU A 9,
OOIIOJIHUTEJIEHO OTJIMUallladcd OOIOJIHUTEeJIBHEMK IukaMy XRPD nopu yrijax
onppakumum (2 Tera) 21,8 rmpanyca u 22,1 Tpanyca.

11. Kpucramnnnueckada bopmMma BapMaHTa OCYIIEeCTRJIEHU A 10,
OOIIOJIHUTEJIEHO OTJIMYallladcd OOIIOJIHUMTEeJIbHEIM DKoM XRPD Opum  yrJe
oubppakumum (2 Tera) 18,0 rpamyca.

12. Kpucrannnueckada bopmMma BapMaHTa OCYIIEeCTRBJIEHU A 10,

OOIIOJIHUTEJIEHO OTJMUaklladcd OOIOJIHUTEeJIbHEIMK OukaMy XRPD opu yriax

OUQparKLImUm (2 TeTa) 14,3 nu 13,4 rpanyca. 3TOT BapMaHT
OCVYIeCTBJIEHUA BKJIOUAET B ceb4ga KPUCTaJJIMUEeCKYIO bopmy B
COOTBETCTBUNU C JIOOBIM nus BapMaHTOB OCYIIECTBJIEHN S 5-11,

IeMOHCTpUpyKlIyl crekTp XRPD, O CymecTBY aHaJOTMUHHM CIeKTPpY Ha
durype 2.

13. dapmalleBTHMUeCKas KOMIIO3MUMA, COIOepXalasf:

aHTUOaKTepraJIbHO 50beKTUBHOE KOJIMYEeCTBO KPpUCTaJIJINUEeCKOM
bOopMEL B COOTBETCTBUM C OOHMM M3 BapMaHTOB OCYyMeCTBJIeHUS 1-12; wu
bapMalleBTHMUECKNM IIpMEeMIIeMBEM HOCUTeJb. OOHUHO cCcoeluMHeHMe (A) B
STOM KOMIIOBUIMM COCTOMT B OCHOBHOM (IIO MeHbmeM Mepe Ha 50%) wus
KPpUCTAJJIMUEeCKOM (QOPMEI IO OOHOMY M3 BAapPMaHTOB OCylIecTBJIeHus 1-12;
OpenrnouTuTeJIbHO, OHO COCTOMT IO CYMEeCTBY H¥3 KPUCTAJJIMUeCKOM
GOpPMEI IO OOHOMY M3 BapMaHTOB OCyMecTBJIeHUsa 1-12.

14. dapmalleBTHMUeCcKasa KOMOMHAalLIMSA, coIepxXamasd:

aHTubakKTepraJibHO 20beKTUBHOE KOJIMUEeCTRBO KPpUCTAaJIJIMUeCKOM
GOpPMEI B COOTBETCTBUM C OIHMM M3 BapMaHTOB OCYymMecTBJeHMa 1-12,

aHTubaKTepraJibHO 20beKTUBHOE KOJIMUEeCTBO BTOPOT'O
TepalleBTUYECKOTO CpelcTBa, U

bapMalleBTUUECKM IIPMEeMJIeMbl HOCUTeJ L. OOHUHO coeIuHeHue (A)
B 2TOM KOMOMHALIMSA COCTOMT B OCHOBHOM M3 KPUCTAJJIMUECKOM QOPMH B
COOTBETCTBUU c OIOHVM ns3 BapMaHTOB OCYIEeCTBJIEHUA 1-12;
OpenrnouTuTeJIbHO, OHO COCTOMT II0 CYMeCcTBY M3 KpPUCTaJJIMUeCKOMN
GOpPMEI B COOTBETCTBUM C OIHMM M3 BapMaHTOB OCYIWECTBJIeHUMA 1-12.

15. dapmalneBTHMUeCcKasd KOMOMHalMa II0 BapWMaHTy OCYMeCTBJIEHUS
14, B KOTOpPOM BTOpPOE TepaleBTHUUECKOE CPelCTBO BHOUpawLT U3
TPYIIH, COCTOAMEe¥ U3 aMIMUMJIJIMHAa, OUlepaluJlIMHa, IIeHMUWJIJIMHa G,
TUKaAPUWJIJIMHA, WVMMIIEHeMa, MepOoIlleHeMa, a3UTPOMULMHE, 3PUTPOMUIIMHA,

asTpeoHaMa, ledenrma, IllepoTakcuma, LedTpMUaKCoOHa, LedTasmuImMa,
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uunpodJIoKcalmrHa, JeBodJIOKCalLMHA, KJIMHIaMUIIMHA, OOKCHUIIMKIIMHA,
TeHTaMMIIMHa, aMMKallMHa, TobOpaMMlMHa, TeTpalMuKIVMHa, TUTelVKIMHAE,
pubaMnuiiMHa, BaHKOMUIMHA M IOJMMMKCHKHA .

16. Crmocof® mnojyyeHMsS BHCOKOKPUCTAJIIMUECKOW QOPMEl COeOVMHEeHMUSI
(A) w®3 HeKpUCTaJJIMUeCKOTOo coeIuMHeHMsa (A), KOTOPHEM COIEPXUT
PacTBOpPEeHMEe HeKPpUCTAaJIJIMUeCKOTO coeluHeHua (A) B TaJIOTeHMPOBAHHOM
OpTraHMUYeCKOM PpacTBOpUTeJle C ofOpa30BaHMEeM pacTBopa M IIpMBeIdeHUEe
IOAaHHOTO PpacTBOpa B KOHTAKT C YIJIEBOIOOPOOHEIM PAaCTBOPUTEJIEM OJIA
VMHOIYLIMPOBaHMSA OCaXIOeHUSs KPUCTAJLJINUYECKOTO COeIMHEHUH (A) .
[IpennouyTUTENIbHO, HeKpHUCTaJlIndecKoe coeIMHEHNE (A) ABJIAETCH
aMOPGHEIM MJIM OEMOHCTPUMPYET MaJIO IOaHHHX B II0JIb3Y KPUCTAJJIMUHOCTU
1o XRPD, HallpuMep MeHee 10% KPUCTAJIJIMYHOCTH .
BrcOKOKpHUCTaJJIMUeckas ooopMa coenuHeHus (A) sABJISeTCHS II0 MeHbIen
Mepe Ha 75% KpUCTaJIMUEeCKOW, OOBYHO IO MeHbmel Mepe Ha 80% wu
yacTo Ha 90% uiam BoJiee KPpUCTAJIMUECKOM IO IOaHHHM XRPD.

17. Crnoco® 1O BapMaHTy  OCYHNEeCTBJIEHUS 16, B  KOTOPOM
TaJIoTeHUPOBAHHHM opTraHuueCcKUn PacTBOPUTEID BHOMpPAT nus3
ouxJiopMeTaHa, xJopodopma, STUIJIeHIUXJIOpUIa, TPUXJIOPDTUIIEHa U
TeTpaxJIOpaTUJIeHa .

18. Cnoco®6 1o BapMaHTy ocymecTBJeHMs 16 mam 17, B KOTOPOM
YTUIEBOOOPOIHEM pacTBOPUTENb COOEepPXUT TekcaH, LMKJIOTeKCcaH,
TelTaH, OKTaH MJM CMeChb M30MEepOB I'eKcaHa, IelTaHa WM OKTaHa.

19. Crioco6 110 BapMaHTy  OCYIEeCTBJIEHUS 18, B KOTOPOM
YIUIEBOOOPOIHEM PacCTBOPUTEJIL IIpelcTaBligeT coboM TenTaH WM CMecCh
M30MEpPOB TellTaHa.

20. Kpucramnnueckas GopmMa coelIuHeHMS GOpMYyJE (A) :

MEDES Me
. pH
NH
(A)
KOTOpPY IIoJIydanT C IIOMOIIBIO criocoba I10 BapMaHTyY

ocymecTBJIeHusa 16, 17, 18 wmmm 19. 3T0T BapMaHT OCYIECTBJIEHUSA
Takxe MOXeT IMNIpelCcTaBJIAThL COO00OM KPpUCTAJJIMUEeCKyl O(opMy CoOeIMHeHMS

(A), KOTOPYI MOXHO IIOJIYUUTE C IIOMOmbK crocoba no . 16, 17, 18
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mwmm 19. Kpucrajgauueckas ¢GopMa »TOTO BapMaHTa OCYMeCTBJIEHUSA
OBHUHO XapaKTepr3yeTCcs OINMCAHMAMM, OPMBEIEeHHBEIMM OJIsS JoOoTo U3
BapMaHTOB OCYmMEeCTBJeHMa 1-12.

21. Criocot JleueHusa cyOBeKTa C TpaMoTpHULaTEeIbHOM
BaKkTeprallbHOM MHOEeKLMEeN, COIepXallui:

BBeIOeHMe HyXIawnmeMycs B 5STOM CYyOBeKTy aHTHuOaKTepMaJbHO
20PeKTUBHOTO KOJMUECTBA KPUCTAJJIMYUECKOW (QOPMH B COOTBETCTBUM C
OOHUM U3 BapMaHTOB ocylmecTBJieHMa 1-12 wumm 20.

22. Crioco® 1o BapMaHTy OCyIEeCTRJIEHUSI 21, B
TpaMoTpullaTeJibHass OakTepualbHas MHbOekUmusa  ABJIIeTcsS MHOeKlMreM,
comepXxamuy IO MeHbllel Mepe OIHY OaKTepuio, BHOPAHHYID W3 TPYIIIH,
cocrToamen u3 Pseudomonas aeruginosa u Opyrux Pseudomonas spp.,
Stenotrophomonas maltophilia, Burkholderia cepacia u IZIpyrux
Burkholderia spp., Alcaligenes xylosoxidans, Acinetobacter spp.,
Achromobacter SpPpP ., Aeromonas sSppP.., Enterobacter SppP-.,
Eschericia coli, Haemophilus spp., Klebsiella spp., Moraxella
spp., Bacteroides spp., Francisella spp., Shigella spp., Proteus
Spp.., Porphyromonas Spp., Prevotella sSppP., Mannheimia
haemolyiticus, Pastuerella spp., Providencia spp., Vibrio spp.,
Salmonella spp., Bordetella spp., Borrelia spp., Helicobacter
spp., Legionella spp., Citrobacter spp., Cedecea spp., Serratia
spp., Campylobacter spp., Yersinia spp., Fusobacterium spp. u
Neisseria spp.

23. Conocof® mo BapuMaHTy OCYIEeCTBJIeHUS 22, B KOTOpOM OaKTepusd
npelcTaBJigeT cobo¥ Bun Pseudomonas M HeoOA3aTelIbHO Pes3MCTEeHTHa K
OoHOMY NI HEeCKOJIbKMM AHTUOMOTHKAM, BHIOPAaHHEM us
nurepauniMia/ rasobakTamMa, UMHIIEeHeMa, MepoIlleHeMa, asTpeoHaMa,
nedpenmuma, nebTasuomuMa, MeTULIWIIIIMHGE , uunpodJoKCcalumrHa,
JeBodJIOKCallMHa, aMMUKallMHa, TeHTaMMIMHa M ToOpaMMIMHa.

24 . Kpucranmmueckasda dbopma (R)—-4-(5-
(UMKJIOIPOIMIID TUHWII) U30KCa30JI—3—WJI) ~N-ITMOPpOKCU—2—MeTUJI—2 —
(MeTHIICYyJIbEbOOHWII) Oy TaHaM1Ia, noJjiydaemasd, WUIIN KpUCTalIndyecKas
bopma, MmoJgydyeHHasd C IIOMOmBI crIoco®a B COOTBETCTBUM C OIHUM U3
BaApMaHTOB OCYIIEeCTRBJIEHUA 16-20, npuyeM TaJlIoOTeHVNPOBaHHEM
PacTBOPUTEJIEM ABJISEeTCH OVXJIOPMETaH, " YTUIEBOOOPOOHEIA

pacTeopHrTeJIeM ABJIA€TCA TI'ellTaH.
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CoelMHeHMA ¥ KOMIIO3UIUNWM, OIMCaHHBEE B HaCTOMANleM IOKYMeHTe,
MOXHO IIPMMEHSATH WM BBOOWUTH B KOMOMHALUMM C OOHMM WJIM HeCKOJIbKUMU
TepalleBTHUYeCKMMU CpeIcTBaMu, KOTOPEEe OeliCTBYT Kak
VMMYHOMOIYJIATOPH, HaIpMMep aKTUBATOPOM KOCTUMYJIMPYKRIMENW MOJIEKYJIH,
WM MHTUOUTOPOM UMMYyHOMHIMOUPYKRIMEN MOJIEKYJIB, WJIM BaKUMHOM. BeJlok
oporpaMMmpyeMor cMmeptu 1 (PD-1) 4BJISeTCS MUHIUOUPYKRIUM UWJIEHOM
pacmmMpeHHOT'O CeMeNCTRa CD28/CTLA4 T—-KJI€e TOUHEIX PeryJiaTopoB
(Okazaki et al. (2002) Curr Opin Immunol 14: 391779-82; Bennett
et al. (2003) J. Immunol. 170:711-8). PD-1 oskcopeccupyeTcd Ha
aKTUBMPOBAHHEIX B-kJjieTkax, T-kjeTkax ¥ MoHouuTax. PD-1 4dBjdercsa
VIMMYyHHOUHIUOMPYKRIVM  OeJIKOM, KOTOPHEM  OTPHULATEJIEHO pPerlyJMpyeT
curHasiel TCR  (Ishida, Y. et al. (1992) EMBO J. 11:3887-3895;
Blank, C. et al. (Epub 2006 Dec. 29) Immunol. Immunother.
56(5):739-745) " [IOBHIIAKIE peryampyeTcda npu XPOHNYECKUX
nHberUraAx . BzammomeMcTBue Mexny PD-1 m PD-L1 MoOXeT MUI'PATh POJIb
VMMYyHHOY KOHTPOJIBHOM TOUKM, M OHO MOXeT IIPMBOIUTL, HAIpPUMeEp, K
YMEeHBIEeHNIO MHOWUIIETpaluur JMMOOLMTOR, YyMeHBIIeHUI OolloCpemoBaHHOM T-
KJIETOUHEIM PeleNToOpoM Iposrbepalunu u/MIM VMMYHHOM SBa3UM PaKOBLMU
WV MHOMUIMPOBAHHEIMM KJeTkamu (Dong et al. (2003) J. Mol. Med.
81:281-7; Blank et al. (2005) Cancer Immunol. Immunother.
54:307-314; Konishi et al. (2004) Clin. Cancer Res. 10:5094-
100) . WMMyHHasda Cylopeccus MoxXeT OBTE ofpameHa MHIMOMPOBAHUEM
JIOKAJILHOTO  B3aumMomewcTtBusa PD-1 ¢ PD-L1 wmium PD-1L2; sbdpexrT
ABJIAeTCHA aIOWUTUBHHEM, eClIM Takxe OJIOKMpPpyeTCsd B3auMonerncTeue PD-1
¢ PD-L2 (Iwai et al. (2002) Proc. Nat'sm. Acad. Sci. USA
99:12293-7; Brown et al. (2003) J. Immunol. 170:1257-66) .
VMMyHOMOOYJIALUSA MOXeT OBThE HOCTUIHYTa I[IyTeM CBSA3BBaHUA WU C
VMMyHOMHIMOMpYIIUM OeJikoM (HamnpuMmep, PD-1), WM CO CBA3HBAaKIVMA
BeJikaMM, KOTOPHE MOIOYJMPYIT MHTUOMpymMM ©Oejlok (HanopuMmep, PD-L1,
PD-L2) .

B OOHOM BapMaHTe OCYWLEeCTBJIeHUS KOMOMHUPOBAHHEHE Tepalluu
HacToOAmeTro M300peTeHMsa BKJIOUYAKLT B cebsS MMMyHOMOINYJIATOP, KOTOPHM
ABJIAeTCHA MHIUOUTOPOM MM aHTaATOHMCTOM MHTUOMPYKIMEN  MOJIEKYJIH
MOJIEKY JIEL VIMMYHHOM KOHTPOJILHOM TOUKMU. B IpyToM BapuaHTe
OCymMeCTBJIEHUA MMMYHOMOIYJIATOP CBA3HBaeTCA C 0OeJIKkOM, KOTOPHM

eCTeCTBEeHHEM 00pa30oM MHIUOMPYET MMMYHOMHTIUOMPYIYID  MOJIEKYJITY
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KOHTPOJIb HOM TOUKNM. HpI/I VMCIIOJIBb30BaAaHUMMA B KOMOMHAaLIUN C
aHTM@aKTepMaJ’IbHBIMM COeIMHeHMAMN STU VIMMYHOMOIIYJIATOPEL MOTWYT
YCHJIMBaTh HpOTMBOM.T/IKpO@HBHZ orBeT m, TaKVIM O@paBOM, IIOBHIIATEH
9(1)(1)@KTI/IBHOCTI:> I1I0 CpPpaBHEHNMK C JiedeHreM TOJIBEKO aHTM@aKTepMaJ’IbHBIM
coenmmMHeHMeM. TakuMm O@paBOM, COoeIMHeHMe B COOTBeTCTBUMM C OIOHVMM N3

BapMaHTOB OCyImeCTBIJIECHNA 1-12 M q)apMaH,eBTquCKYIO KOMITO SUILIMIO

BapMaHTa OCyImeCTBIJICHUA 13 MOXHO BBOINMTHB CYOBEKTY, KOTOpPOTIO
rnogBepramnT JIEUEeHNIO VIMMYHOMOIIYJIATOPOM, VIMMYHOMOIOYJIATOP n
CoOoeIIMHeHNne MOXHO BBOINUTDE BMECTe 12807} I10 OTOeJIELHOCTI, HO nx
OOHOBPEMEHHO VMCIIOJIE YT OJIA JIeUeHNA I/IH@@KLU/H/I, nonjamwmenca

JIeUeHUI coelMHeHreM (A), OIMCaHHEM B HaCTOAlleM IOKYyMeHTE.

TepMrH "MMMyHHBEIE KOHTPOJIBHEE TOUKM" OTHOCUTCHA K TDpylIe
MOJIEKYJI Ha KJeTouHOM mnoBepxHocTu CD4 um CDS8 T-KJIETOK. STU
MOJIEKYJIEL MOTYT 200eKTMBHO CJIYXUTHL B kKadecTBe "TopMo30B" 14
nomaBJIeHMAa MOOYJIALMM WM MHIMOMPOBAHMA aOallTUBHOTO MMMYyHHOTI'O
oTBeTa. MOJIEKYJIEL MMMYyHHBX KOHTPOJIBHEIX TOUEeK BKJIOUAKT, HO 0es
OT'paHNUeHNnd, MOJIEKYIIY IpoTrpaMMUpPyeMon CMepPTU 1 (PD-1),
HUTOTOKCUUEeCKUM T-JuMbouMTapHEM aHTuTren 4 (CTLA-4), B7H1, B7H4,
0X-40, CD137, CD40 m LAG3, KOTOpPHE HENOCPEeOICTBEHHO MHIMUOUPYIT
VMMYHHEE KJIeTKM. JVIMMyHOTepalleBTUUeCKMe CpelcTBa, KOTOphEEe MOTYT
UI'paTh POJIE MHIMOMTOPOB WMMMYHHBEX KOHTPOJIBHEIX TOUeK, I[IOJIE3HHX B
crmocofax HacToAmero mM300peTeHMd, BKJKUYAKLT, HO 0e3 OoI'paHMUeHUd,
nurnéburops PD-L1, PD-L2, CTLA4, TIM3, LAG3, VISTA, BTLA, TIGIT,
LAIR1, CD1l60, 2B4 wu/umu TGFR-0eTa. UVHTUOMpPOBaHME MWHIUOUPYIOMEN
MOJIEKYJIH MOXeT OHTBb OCYINEeCTBJIEHO IIyTeM MHIMOMPOBAHMA Ha YPOBHEe
IOHK, PHK wian ©OeJika. B HEKOTOPHX BapMaHTax OCYIMEeCTRBJIeHUI OJIg
VHTMOUPOBaHMUSA DKCIIPEeCCUM MHTUOUpYIen MOJIEKYJIH MOXHO
VCIIOJIE30BATE MHIMOMPYKHIYID HYKIEMHOBYI KUCIOTY (HanopuMmep, »OuPHK,
vuPHK wmim mmPHK) . B Opyrmx BapMaHTax OCYWeCTBJIEHUS UHIUMOUTOPOM
MHTUOMPYIMETO CHUTHaJa ABJAeTCd IIOJMUIENTHI, HalpuMep pPacTBOPUMEBI
JMUTAaHO MJIYM aHTUTEeJIO MJIM €TI0 aHTUTEeHCBA3HBalmMM (parMeHT, KOTOPHM
CBARHBAETCA C MHIUOMPYIOIMEN MOJIEeKYJION.

VMMYHOMOOYJISTOP MOXHO BBOIMTB OIHOBPEMEHHO, IO WM IIOCJHe
OOHOTO WM HEeCKOJLKMX COedMHeHUM HacTodAmero wu3obpeTeHua U,
Heo®Aa3aTelIbHO, OOHOM MM HEeCKOJILKMX IOIMNOJHUTEJLHEY Tepalui WiIn

TepalleBTUYEeCKIMX CpelCTB. TepaneBTquCKme CpellCTBa B KOMOMHALIUN
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MOXHO BBOIMTE B JKOOM IHopfAnke. Boofme TOROPSA, KaXIoe CpPedCcTBO
MOXHO BBOIMTL B O3 W/WIM IO PaCIMCaHMI, OIpelelJIeHHHM IJIS DTOTO
cpencrtea. Kpome TOTO, CJenyeT IOHMMAThL, UTO TepaleBTUUECKHUE
CpencTBa, MCIOJB3YEeMHE B D2TOM KOMOMHALMM, MOXHO BROIUTEL BMECTE B
OOHO¥  KOMIOB3MUIMM MJIM BBOOUTE IO OTIOEJBHOCTM B  Pa3JIMUHEX
KOMIIO3ULINAX . BooBme TOBOpPSA, OXMOaeTCs, uTo Kaxmoe nus
TepalleBTUUEeCKUX CpencTR, VICIIOJIb 3y EMEIX B KOMOMHAaLWN, OyneT
MCIOJIE30BATECA B KOJMUECTBax, KOTOPHE He IIPEeBHMalT KOJIUUECTB, B
KOTOPHEX MX MCIHOJBb3YKT IO OTIOEeJIbHOCTM. B HEKOTOPHX BapMaHTax
OCyIMEeCTBJIEHUA KOJIMUeCTBa, MCIOJb3yeMele B KOMOMHALMM, HIWXKe, UYeM
VICIIOJIb3YEMHEE II0 OTIOEeJIbEHOCTHU.

B HEeKOTOPEHIX BapMaHTax OCyleCTBJIEHUSA aHTMOaKTepHrallbHEE
COeIMHEHMs, OIMCaHHHEe B HaCTOANeM OOKYMeHTe, BBOOAT B KOMOMHALUU
C OIOHMM WJIM HeCKOJIbKMMU MMMYyHOMOLYJIATOPaMy, KOTOPHE ABJIAITCH
uHrnéurTopamu PD-1, PD-L1 wu/myam PD-L2. KaxOwli TakKoM MHIUOUTOP
MOXeT IpeICTaBJIATh coBon aHTUTEJIO, ero AHTUT'E€HCB A 3HB almU
bparMeHT, MMMyHOAaLT'e3MH, OEJIOK CJMAHUA WM OJIMTOIelTUn. IlIprMept
TaKMX MMMYyHOMOZLYJIATOPOER M3BECTHH B HOaHHOM OOJIaCTU TEeXHUKU.

B HEeKOTOPHIX BapMaHTax oCyleCcTBJIEHU A VIMMYHOMOIYJIATOP
opencraBjgeT cobol aHTu-PD-1 a”HTuUTeJO, BHbpaHHoe w©m3 MDX-1106,
Merck 3475 miam CT-011.

B HEeKOTOPHIX BapMaHTax OCyleCTBJIEHUSA VIMMYHOMOIYJIATOP
npelcTaBJIgeT cobom VMMYHOaOT e 31H (HanpuMmep, VMMYyHOAaITes3uH,
comepxXamui BHEKJIETOUHYID MM CBA3nBabmyio PD-1 wacTes PD-L1 mam PD-
L2, CIINTYIO c KOHCTAaHTHOM oBJIaCThI (HanpuMep, Fc-obmacTeio
[IOCJIENOBATEJIEHOCTY MMMYHOTJIODYJIMHA ) .

B HEeKOTOPHIX BapMaHTax OCyleCTBJIEHUSA VIMMYHOMOIYJIATOP
nopelcTaBJifgeT cobou mHTMOMTOp PD-1, Tako¥ kak AMP-224.

B HEeKOTOPHIX BapMaHTax OCyleCTBJIEHUSA VIMMYHOMOIYJIATOP
IpencraBJIsgeT cobom  wmHTMOUTOP  PD-L1, TakoM kak  aHTu-PD-L1
AHTUTEJIO .

B HeKOTOPHIX BapMaHTax OCyIeCTBJIEHUS VIMMYHOMOIYJIATOP
npelcTaBligeT coboM aHTM-PD-L1 CRBA3HBaMMM aHTAT'OHUCT, BHOpPaHHHEMN
ns YW243.55.570, MPDL3280A, MEDI-4736, MSB-0010718C wam MDX-
1105. MDX-1105, Takxe WM3BEeCTHHM kak BMS-936559, mpencraBgeT

cobor aHTu-PD-L1 aHTHUTEsIO, OoIMcaHHoe B WO02007/005874. AHTUTEIIO
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YW243.55.870 mnpencraBjgeT cobor aHTM-PD-L1 aHTHUTeJIO, OIMCaHHOEe B
WO 2010/077634.

B HEKOTOPEHIX BapuaHTax OCyWleCTBJIEHUSA VMMYyHOMOOYJISTOPOM
ABJIAeTCH HUBOJIYyMab (HOMep perucTpa CAS: 946414-94-4) . K
aJlb TEPHATMEBHEIM Ha3BaHMAM HMBOJIyMaba oTHocsaTrcd MDX-1106, MDX-
1106-04, ONO-4538 wnmum BMS-936558. HuBoJsiymMa® ABJAETCSA IIOJIHOCTBIO
UeJIOBEUECKMM MOHOKJIOHAJIBHEIM aHTUTeJIoM 1gG4, KOoTOopoe CHelUudruuecKM
oiokupyeT PD-1. HwuroJgymab (kjjoH 5C4) wm @Opyrue UYeJIOBEUEeCKUE
MOHOKJIOHAJILHEIE aHTUTeJla, KOTOPHE CIelMdpruecKM CBA3HBaKTCAa C PD-
1, packpuTel B US 8008449, EP2161336 m W02006/121168.

B HEKOTOPEIX BapmaHTax OCYyIIeCTBJIEHU I VIMMYyHOMOOYJIATOPOM
aBygeTcda aHTU-PD-1 aHTUTesiO HeMOposmsyMad. IleMOposmusyMad (Takxe
HasbBaeMel Jambposmuszymadom, MK-3475, MKO03475, SCH-900475 wiam
KEYTRUDA®; Merck) opencraByigeT cobom T'YyMaHU3UPOBaHHOE
MOHOKJIOHAJIbLHOE AHTUTEJIO IgG4, KOoTOpoOe CBA3EHBAETCH c PD-1.
[TemBposmzyMa ®  OpyIMe TIyMaHM3MPOBaHHHEe aHTU-PD-1  a”HTUTeJa
PACKPHTE B »OOKyMeHTax Hamid, O. et al. (2013) New FEngland
Journal of Medicine 369 (2): 134-44, US 8354509, W02009/114335 nu
W02013/079174.

B HEKOTOPEIX BapuaHTax OCylleCTBJIEHUS VIMMYHOMO OYJISTOPOM
ABJISIETCSH OMNOIUIN3yMad (CT-011; Cure Tech), TyMaHM3UPOBAHHOE
MOHOKJIOHAJILHOE AHTUTEJIO IgGlk, KOoTOpoOe CBS3HEBaAETCSH c PD1.
MnonmmszyMad M IOpyI'Me I'yMaHM3UMpPOBaHHEHE aHTU-PD-1 MOHOKJIOHAJIbHEE
aHTUTeJIa PacKpHTH B W02009/101611.

Ipyrue anTu—-PD1 aHTuTeINa, VCIIOJIbL 3y EMEIE B KayuecTBe
MMMyHOMONYJISTOPOE IJISI MCIOJIBE30BaHMsA B CIoco0ax, pPacCKPHTHEX B
HacToAmeM IOKYMeHTe, BrJouailoT AMP 514 (Amplimmune) wu aHTu-PD1
aHTHUTeJa, packKpuTHe B US 8609089, US 2010028330 wu/mmm US
20120114649, B HeKOTOPHX BapMaHTax OCylWleCcTBJIeHMA aHTu-PD-LI1
aHTUTEJIOM ABJIgeTcsa MSB0010718C. MSB0010718C (TakXe Ha3HBaeMBU
AQ09-2406-2; Merck Serono) ABJIAETCA  MOHOKJIOHAJIBHEIM aHTHUTEJIOM,
KOTOpoe CcBA3HBaeTcad c PD-L1.

B HEKOTOPEIX BapuaHTax OCYIeCTBJIEHUA VIMMYHOMOOYJISITOPOM
aBJigeTcHd MDPL3280A (Genentech/Roche), yeJjIOBeUeCcKoe Fc-

ONTVMU3UPOBAHHOE MOHOKJIOHAJIBHOE AaHTUTEJIO IgG1, KOTOpoe
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CBA3EBaAeTCH c PD-L1. MDPL3280A " opyrue yeJIoBeuUeCKHue
MOHOKJIOHAJIbHEIe aHTuTeJia K PD-L1 pacKpHTH B HaTeHTe CIA N 7943743
n nybimkaumum CIHA N 20120039906. Ipyrme aHTu-PD-L1 cCBA3BBaKMMUE
cpencTeBa, MCIOJBb3YyeMEe B KadeCTBe MMMYyHOMOOYJIATOPOB IOJA CIOCODOB
HacToAmeIro n300peTeHUd, BKJIIOUAOT YW243.55.870 (cMoTpM
W02010/077634), MDX-1105 (Takxe HasHBaeMsll BMS-936559) u adTu-
PD-L1 cBs3bBawomMe CpPelCcTBa, PacKpeTHe B W02007/005874.

B HEKOTOPEIX BapMaHTax OCyWleCTBJIEHU A VIMMYHOMOIYJIATOPOM
AaBJjsgeTca AMP-224 (B7-DCIg; Amplimmune; HalpuUMep, PaCKpPHTHM B
W02010/027827 m W02011/066342), KOTOPHM IIpencTaBysgeT cobon Fc-
CJIMTHM PacTBOPUMEI pPeLenTop PD-12, KOTOPHM BJIOKUpPYEeT
BRauMomencTBue Mexny PD1 m B7-HI1.

B HEKOTOPEIX BapMaHTax OCYyIleCTBJIEHU I VIMMYyHOMOOYJIATOPOM
aBJageTcda aHTM-LAG-3 aHTHUTeJIO, Takoe kak BMS-986016. BMS-986016
(Takxe HazHBaeMHl BMS986016) mnpencrarjgeT coBol MOHOKJIOHAJILHOE
aHTHUTEJIO, KOTOopoe CBA3HBaeTcad Cc LAG-3. BMS-986016 wu z»mpyrue
TYMaHU3UPOBaHHHE aHTU-LAG-3 aHTuUTesJla pacKpeTe B US 2011/0150892,
W02010/019570 1 W0O2014/008218.

B HEKOTOPEIX BapuaHTax OCylleCTBJIEHUS KOMOVHMPOBaHHHE
TepalMM, PAaCKPHTHE B HaCTOAlleM IOKYMEeHTe, BKJoOUalT B cebda
MOIOYJIATOP KOCTUMYJIMPYIIMEN MOJIEKYJIE WM MHIUOUPYIEN MOJIeKYJIH,
HanpuMep KOMHTUOMPYMWY JIMTaHII MM PelelTop.

B OIOHOM BapMaHTe OCYMEeCTBJIEHUS KOCTUMYJIUPYINUN MOOYJIATOP,
HanpuMep aTOHUCT, KOCTUMYJIMPYKRIMEN MOJIeKYJIH BHOUpAalnT M3 al'OHUCTAa
(HanpuMep, alOHMUCTMUECKOI'O aHTUTeJla WJIM eI'0 aHTUIeHCBA3HBAKIEeIO
bparMeHTa WJIM pacTBOpMMOTO cJmsaHug) O0X40, CD2, CD27, CDS, ICAM-
1, LFA-1 (CDlla/CD18), ICOS (CD278), 4-1BB (CD137), GITR, CD30,
CD40, BAFFR, HVEM, CD7, LIGHT, NKG2C, SLAMF7, NKp80, CDl1e60, B7-
H3 wmnm smranpma CD83.

B IpyroM BapMaHTe OCYWEeCTBJIEHUA KOMOMHMPOBAaHHEE Tepallnu,
PaCKpPEITEE B HacToAlleM IOOKYMEHTE, BKJIOUAIOT B ceb4a
VMMYHOMOIYJIATOP, KOTOPHM ABJSAETCS KOCTUMYJMPYKIEeV  MOJIeKYJION,
HanpuMep aTOHUCTOM, CBSA3aHHBM C TOJOXMTEJBHEIM CUTHAJIOM, KOTOPHM
BKJIOUaeT B cebd KOCTUMYJIMPYKOmMM poMeH CD28, CD27, ICOS wu/uim
GITR.

[MpuMepsl aroHMcTOB GITR BrIOUAKLT, HaopuMep, OeJIKM CJIMAHUA
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GITR m aHTM-GITR aHTMUTeJla (HaopuMep, IOByXBaJleHTHEe aHTu-GITR
anTmuTeJa), TakMe Kak 0eJiok ciymgHma GITR, oOIMCaHHHM B HaTeHTe CIA
N 6111090, eBpomneyckoM InaTeHTe N 090505B1, rnaTeHTe CIMA N
8586023, nyoimukalumax PCT NN WO 2010/003118 m 2011/090754, wam
aHTu-GITR aHTMUTeJIO, OIIMCaHHOe, HalpuMmep, B IHaTeHTe CIA N
7025962, eBponerickoM mnateHTe N 1947183B1, maTeHTe CIA N 7812135,
narteHTe CIIA N 8388967, naTedHTe CIIA N 8591886, eBpPOIIeMCKOM
rnateHTe N EP 1866339, nyoaukaumum  PCT N WO 2011/028683,
nyoamkaumm PCT N WO 2013/039954, ny6mamuxkaumm PCT N W02005/007190,
nyoamkaumm PCT N WO 2007/133822, nybmamrxaumm PCT N W02005/055808,
nyoamkaumm PCT N WO 99/40196, ny6iamumkaumm PCT N WO 2001/03720,
nyoamkaumum PCT N W099/20758, nybamumkaumm PCT N W02006/083289,
ny®amukaumm PCT N WO 2005/115451, mnaredTe CHIA N 7618632 wu
nydamukaumuy PCT N WO 2011/051726.

B oOHOM BapMaHTe OCYMEeCTBJIEHUS MCIOJb3YyeMEl MMMYyHOMOIYJIATOP
IpencraBjisgeT coOOM pPacTBOPMMHEIM JMTIaHn (Hanopumep, CTLA-4-Ig) win
AHTUTEJIO MM (parMeHT aHTuUTeJla, KOTOpHe CcBA3wBaibTca ¢ PD-L1, PD-
L2 wmmm CTLA4. HanpuMmep, MOJIEKYJY aHTM-PD-1 aHTUTEeJa MOXHO
BBOIOMUTE, Hallpumep, B KOMOMHaLUN C auTu—-CTLA-4 aHTUTEJIOM,
HalpuMep  UIMJIMMyMaOOoM. IpumMmeprsl aHTU-CTLA4 aHTUTEJI BKJIIOUAIOT
TpeMeJiMMyMa® (MOHOKJIOHAJIbHOe aHTuUTeJio 1gG2, nocTynHoe oT Pfizer,
paHee M3BECTHOE Kak THUUIMUIMMyMab, CP-675200) ; " UOIWJImMMyMad
(auTuTesijo CTLA-4, TakXe M3BeCcTHOe Kak MDX-010, CAS N 477202-00-
9).

B oOHOM EBapMaHTe OCYWECTBJIEHMS MOJIeKYJly aHTu—-PD-1 aHTHUTela
BBOOAT rocJje JleueHusa C TIOMOIIBIO COenVHEHNA HacTo4mero
n300peTeHra, KakK OIMCaHO B HaCTOMAlleM NOKYMEHTE.

B @mpyroM BapMaHTe OCYMeCTBJIEHMS MOJIEeKyJy aHTu-PD-1 wmiam PD-
L1l aHTMTesla BBOOAT B KOMOMHaAUMM C aHTM-LAG-3 aHTUTeJIOM WM eTo
AHTUIEeHCBA3HBAKIVM QpalMeHTOM. B IOpyr'oM BapuaHTe OCYyWeCTBJIeHU
MOJIekyJly aHTM-PD-1 wmiam PD-L1 aHTMTeJla BBOIOST B KoMOMHaALMM C
aHT—-TIM-3 aHTUTEeJIOM WM eI'0 aHTUIEHCBA3HBaKKIVM (paIrMeHTOM. B
IPpYTMX BapMaHTax OCYIEeCTBJIeHMS MOJIEKYJly aHTu-PD-1 wiam PD-L1
aHTHUTeJla BBOLAT B KOMOMHaUUM C aHTM-LAG-3 aHTUTeJIoOM M aHTu-TIM-3
AHTUTEJIOM WM WX AaHTUI'eHCBA3HBawlMMK o¢parMeHTaMu. KoMOMHALUIO

aHTNUTEJI, IIepPeUMCIJIEHHEX B HacTodmeM ITOKYyMeHTe, MOXHO BBOIMTE IIO
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OTIEeJIbLHOCTHM, HalpuUMep B BUIe OTIOEJIbBHHX aHTUTEJ, WJIM B BHUIE
CBA3aHHHX, HalpVMep fucneundmUue CcKmMx MJIN TPUCHEeINPUUIECKUX ,
MOJIEKYJI aHTUTEJ. B OIIHOM BapMaHTe OCymEeCTRJIEHU A BBOIOAT
fUcrneundruUuecKoe aHTUTEJIO, KOTOpOe BKJKUaAeT B cebd MOJEKyJy aHTU-
PD-1 mygm PD-L1 auTuTeJla M aHTU-TIM-3 miauM aHTM-LAG-3 aHTUTEJIO WK
ero AHTUT €HCB S 3HB alommn bparMeHT. B HEKOTOPHIX BapMaHTax
OCYMECTRBJIEHMA  KOMOMHALMI aHTUTeJ, [IEPEUMCIIEHHEX B  HaCTOAIEM
OOKYMEHTE, VICIIOJIE 3YIOT oJis JleueHusa BakTepuaJibHOM MHOeKUUM,
BHOpPAaHHOM M3 OIMCAHHHX B HacTodmeM »OOKyMeHTe. ObOeKTHMBHOCTD
BHIIEYKa3aHHEIX KOMOMHALMUM MOXeT OBTH I[IpOBepeHa B MOIOeJax Ha
XMBOTHEIX, M3BECTHHX B IOaHHOM 0O0JIaCcTM TeXHUKU.

[IpyMeps MMMYHOMONYJIATOPOB, KOTOPEE MOTYT OBTH MCIIOJIb30BaHH
B KOMOMHUPOBAHHEX Tepaluiax, BKJIOUAT, HO 0e3 OoI'paHUUeHUSd,
HalpuMep, adpyrTy3ymad (DOCTYIIHBI oT Roche®) ; osrduiIrpacTmuM

(Neulasta®) ; JIeHaJIMIOOMM/]I (CC-5013, Revlimid®) ; TaJIMIOOMMUI

(Thalomid®), axTuMmmunm (CC4047); ¥ UMTOKMHE, HalpuMmep I1L-21 win
IRX-2 (cMech yeJIOBeUeCKUX LVTOKMHOB, BKJIOUY AOIIY 0 B cebsa
MHTepJIeKMH 1, MUHTepJeWkuH 2 ¥ uHTepdepoH vy, CAS 951209-71-5,
noctTyrnHa oT IRX Therapeutics).

[lpMepH OO3 TaKMX MMMYyHOMOIYJISTOPOB, KOTOPHEHE MOTYT OHTH
VCIIOJIL30BaHE B KOMOMHaLMM C aHTHOaAKTepMaJlbHEIMM COEeIdMHEeHMUAMU
HacToAmero n300peTeHUd, BKJIOUAKT oos3y MOJIEKYJIEL aHnTmu-PD-1
aHTUTeJla NOpUOIU3UTeJIbHO oT 1 mo 10 Mr/xr, HanopumMep 3 MI/KT, U
nosy aHTu-CTLA-4 a”HTUTeJa, HalpuMep WIMIMMyMaba, IpUOJIM3UTEIJIBHO
3 MU/KT.

[TprMe pH BapMaHTOB OCYIEeCTBJIEHUSI crnioco6oB IpYMeHeHM A
aHTMOaKTepMaJibHEIX COeOMHEeHUM HacTogmeIro u300peTeHMS B KOMOMHALIUU
C MMMyHOMOIYJISTOPOM BKJIOUAKT CJeIyK e :

i. Crnocof6  JileueHUd DakTepraJbHOM MHOeKLUUM Yy CyObeKTa,
comepxamyi BBeIdeHMe CyOBLeKTY KpUcTaJlJIMdecKoro coeluHeHusa (A),
OTIMCAaHHOTO B HACTOAMEM OOKYMEHTEe, M MMMyHOMOIYJISTOpPA.

ii. Crioco® 1o BapUaHTy OCYIEeCTBJICHUSI i, B KOTOPOM
VMMYyHOMOIOYJIATOP ABJAeTCS aKTHMBATOPOM KOCTUMYJIMPYKMEN MOJIEeKYJIE
WUV MHTUOMTOPOM MOJIEKYJIH MMMYHHOM KOHTPOJIBHOM TOUKMU.

iii. Cnoco6 no JjgodboMy M3 BapMaHTOB OCymecTBJeHMa 1 u 1i, B
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KOTOPOM AaKTHMBATOP KOCTUMYJIMPYKIMEelN MOJIeKYJIEl ABJISeTCa aTOHMCTOM
OOHOTO WMJIM HecKoJbkMx w©u3 0X40, CD2, <CDb27, CDS, ICAM-1, LFA-1
(Chlla/CD18), 1ICOS (CD278), 4-1BB (CD137), GITR, CD30, CD40,
BAFFR, HVEM, CD7, LIGHT, NKG2C, SLAMF7, NKp80, CD160, B7-H3 mu
Jnranga CD83.

iv. Cnoco6 mno JjgoboMy M3 BaAapMaHTOB OCYMeCcTBJeHMsa 1i-iii Bmme,
B KOTOPOM MHIUMOMUTOP MOJIEKYJIH MMMYyHHOV KOHTPOJIBHOM TOUKM BHOMpPAIT
us PD-1, PD-L1, PD-L2, CTLA4, TIM3, LAG3, VISTA, BTLA, TIGIT,
LAIR1, CD160, 2B4 m TGFR-OGerTa.

v. Crooco6 no JwoboMy M3 BapMaHTOB OCYMEeCcTBJIeHMS 1-1ii, B
KOTOPOM MHIMOMTOP MOJIEKYJIEL MMMYyHHOM KOHTPOJIBHOM TOUKM BHOMpPAIT
n3 uHruburopor PD-1, PD-L1, LAG-3, TIM-3 wmmmu CTLA4 wmam JioOoM mux
KOMOMHAaLNN .

vi. Cnoco6 mno JwoboMy M3 BapMaHTOB OCymMecTBJIeHUS 1i-v, B
KOTOPOM MHIUOUTOP MOJIEKY JIE VIMMYHHOM KOHTPOJILHOM TOUKU
npencraBjisgeT coOo¥ pPacTBOPUMBEIM JMTaHI WM AaHTUTEeJO WM eTo
AHTUTEeHCBASHBAMMUM (parMeHT, KOTOPHE CBA3HBATCA C MOJEKYJION
VIMMYHHOY KOHTPOJIBHOM TOUKMU.

vii. Cnoco6 no JmodbomMy M3 BapMaHTOB OCYMEeCTBJIeHMS 1-vi, B
KOTOPOM aHTUTEJIO MM eT0 aHTUTEeHCBASHBAIMM (parMeHT IMIPOMUCXOOAT
or IgGl mimm IgG4 (Hanpumep, deJioBeueckux I1gGl wmiam IgG4) .

viii. Cnoco® mo JgofoMy M3 BapMaHTOB OCYIeCcTBJIeHMS i-vii, B
KOTOPOM aHTUTEJIO MM eT0 aHTUITEeHCBASHBAIMM (parMeHT IIoOBepIlaioT
V3MEeHEeHMIO, HalopyMep MyTaluuy, OJS YBeJUMUYeHUS WIM YMeHBbIeHUS
OOHOTO VI HECKOJIbKMX n3: CBA3EBaAHUA Fc-peuenTopa,
TJIMKO3UINPOBAHU S aHTUTeJ, KOJIM4YeCcTBa OCTaTKOB LUMCTEenHa,
50PeKTOPHON KJIETOUHOM QVHKUUM MJIM OYHKIWM KOMIIJIEMEHTA .

ix. Cnoco® no JmwboMy M3 BapMaHTOB OCymecTBJeHMsa 1i-viii, B
KOTOPOM MOJIEKYJIa aHTUTeJIa ABJIAETCHA frucrneunprueCcrom WJIN
MYJILTUCHeIMOUUEeCKOM MOJIEKYJIOM aHTuTeJa, KoTopas UMeeT IIepBYD
CneuMPUUHOCTE CBA3EBaHMA Cc PD-1 miam PD-L1 u BTOpPYKR CHelIMIUUHOCTH
cBA3uBaHmsa ¢ TIM-3, LAG-3 mam PD-L2.

X. Cronoco6 1o JodboMy M3 BapMaHTOB OCYIeCcTBJeHMS 1-ix, B
KOTOPOM MMMYyHOMOIYJIATOP MIpelcTaBjigeT cobol aHTu-PD-1 aHTHUTeJO,
BEIOpaHHOe M3 HUMBOJyYMaba, NeMOponmusyMadba WM OUInIM3yMada.

xi. Cnoco® mno JodoMy M3 BapMaHTOB OCymMecTBJIeHMS 1-xX, B
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KOTOPOM MMMYHOMOOYJIATOP IIpelcTaBJgeT cobdor aHTuM-PD-L1 aHTHUTeJOo,
BHOpaHHoe w3 YW243.55.370, MPDL3280A, MEDI-4736, MSB-0010718C
miam MDX-1105.

xii. Cnoco® mo JjgoboMy M3 BapMaHTOB OCYmMeCcTBJeHMS 1-xX, B
KOTOPOM MMMYyHOMOIYJIATOP IIpelcTaBJigeT coboM MoJekyJy aHTu-LAG-3
aHTuTesa.

xiii. Cnoco® 10 BapMaHTy OCYmecTBJeHMS xXil, B KOTOPOM
MOJIEKYJIONM aHTU-LAG-3 aHTHUTeJla gBJjgeTcda BMS-986016.

xiv. Crnoco®6 mo JjgoboMy M3 BapMaHTOB OCYMeCcTBJIeHMS 1-X, B
KOTOPOM MMMYyHOMOOYJIATOP IMpelcTaBJjgeT cobor MOJIeKyJy aHTu-PD-1
aHTuTesa, BBOIOVMMYK IIyTeM MHBEKLUM (HampumMmep, IIOOKOXHO  WMJIU
BHYTPMBEHHO) B I03e IpubiamsuTesbHO oT 1 mo 30 MI'/KID, HaIpuMep
npubamMsnuTesbHO oT 5 mo 25 wmr/kr, npubimsmurenabHo oT 10 nmo 20
MI'/KT', HOpUOIM3UTEJbHO OoT 1 mo 5 MID/KTD uWiIM HOpUOIMSUTEJLHO 3
MI'/KT', HalpuMep OT OIHOTO pasa B HemOeJio OO OOHOTO pas3a B 2, 3
uinm 4 Hepmenu.

XV. Crnoco® 1O BapMaHTy OCYMecTBJIeHUMSa X1V, B KOTOPOM
MOJIeKyJly aHTu-PD-1 aHTMTeJa BBOOAT B HO3e OT NOpudbamsamuTesbHO 10
no 20 MT'/KTD pas3 B OBe HeleJu.

Xvi. Crmoco® 10 BapuMaHTy OCYIeCcTBJIeHUS XV, B KOTOPOM
MOJIEKYITY anTu-PD-1 aHTuTesa, HalpuMep HUBOJIYMao, BBOIOAT
BHYTPUBEHHO B ODO3e OT OpubiausuTessHo 1 MI/xr mo 3 MI/KT,

HanpyMep OpubIM3UTeJIbHO 1 MT/KT, 2 MI'/KD uiIM 3 MI'/KD, pas3 B IBe

HemeJu.
xvii. Cnoco® 1o BapMaHTy OCYmeCTBJIeHMS XV, B KOTOPOM
MOJIEKYJITY aHTM-PD-1 aHTHUTeJa, HalpuMep HMBOJIYMan, BBOIOAT

BHYTPMBEHHO B [HO3e MNOPUOIMBUTENILHO 2 MI'/KD' ¢ 3-HeleJbHBEMA
MHTepBaJlaMA .

CoeIMHeHMA HaACTOAMETo u300peTeHMd, B UYaACTHOCTM COeIVHEHUH
BapMaHTOB OCYMeCcTBJeHrsa 1-12, OIMCaHHBX BHIE, MTPOABISDT OOJILITYO
2bbeKTUBHOCTE B OTHOMEHUN BaXHEBIX JIeKapCTBEeHHOPEe3UCTEeHTHRIX
TPaMOTPHUIIATEJIbHEX IaToTeHoRB, yeM coelMHEeHU A TUIPOKCaMOBOM
KMCJIOTE, O KOTOPHEX COo0oOmMaljIoChk paHblle, WIM YJYUYlNeHHBEe IpOoduin
HeHalpaBJIEHHOTO HOeMCTBMA; TakuM oO0pasoM, 53TU COeIMHEeHVS OCOOEeHHO
TIOJIE3HH  IJIA  JIeueHUsa  CyOBeKTOB C  JIeKapCTBEeHHOPE3UCTEHTHHMA

I/IH(]_)GKLU/IFIM_T/I MJin IOJIA IIpenylipeXoeHA HeXeJlaTeJIbHBEIX TOOOUHHX
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20beKTOB.

Bce cnoco®wH, OIMCaHHEE B HacTodmeM JOKYyMeHTe, MOTyT OHTH
BHIIOJIHEHE B JIKOOM TIIOAXOIOAMEM IOpAIKe, €CJM MHOEe He YyKa3aHO B
HaCcTOAmMEM HNOKYMEHTE, UM €eCHM BTO SBHO He IIPOTUMBOPEUUT KOHTEKCTY.
Vcrioslb30BaHmMe JIOOBEIX IIPUMMEPOB WM  A3BKAa I[IPUMEPOB (HanpuMep,
"Tako¥ kak'"), TOpenjaraeMex B HacToO4AmeM OOKYMeHTe, IIpeIHa3HaueHO
TOJIBKO IJIA JIYUIIET'O OCBElleHMHa HaCTodleIr'o M300peTeHMsa U He
opencraBJgeT cCcoboM oTrpaHMUeHra obbeMa HacTodmero M300peTeHUsd,

OTJIMYHOTO OT 3aABJIEHHOTO.

HacTosamee n3obpeTeHue npenjaraeT HOBEIE coenMHeHusd,
bapMalleBTUUECKME KOMIIO 3ULIUMA, BKJIOUAIMME B cebsa IOaHHbBIEe
COeIMHEHNS, CIIOCOOEL MHTUOUMPOBaAHUA UDP-3-0- (R-3-

TUOPOKCUIeKaHoW ) ~N-alle TUJITJIIoKO3aM/HIealeTuyass  (LpxC) M CHOCOBH
JIeUeHUsa TpaMOTPpULATEJbHEX OaKTepuallbHEX MHOEeKLNUN.

B IpyroM aclekTe HacTodlee M300peTeHMe IIpenjlaraeT CIOoCo0
MHIMOUPOBAaHMUA bepmMmeHTa Oealle Tmjia el B IpaMoTpullaTeJIbHEX
fakTepuax, npuyeM  OaHHBN CIIoCOO  COOEPXUT 2Tan  [IpUBeOeHud
IpaMoTpUllaTeJIbHEIX BakTeputn B KOHTAaKT C KpUCTaJIJIMUe CKUM
COeIMHEHMEM HaCTOAMEI0 M300peTeHUd.

B eme OOHOM acIleKTe HacTofdllee M300peTeHMe IpenjiaraeT CIoco0
JleueHrsa cyObekTa C I'paMoOTpHIaTeJIbHOM OaKTepuallbHOM MHbeklLMel,
opuyeM OaHHBM CHoCO0 COHOepPXMUT STall BBeIeHUS HyXIalleMyCcs B STOM
CyOBeKTy aHTubaKTepraJibHO 50PEeKTUBHOTO KOoJIMUeCTRBa
KPUCTAJIJIMUEeCKOT O COeIOVMHEHNS (A), HeoOsa3aTeJIbHO BMECTE C
bapMalleBTUUECKM IPUEMJIEMBEIM HOCUTEJIEM.

CoeOMHEeHMS HACTOAMETO M300peTeHMsa MOXHO BBOIUTE C IIOMOUBLIO
M3BECTHEX crnoco6oB, BKJIOUA I nepopalbHuM, IapeHTepalbHuHM,
VMHTaJIALUMKD M T.II. B HEKOTOPHX BapMaHTax OCYMeCTBJIEHUS COeIVHeHNEe
HacToAmeIro nz3obpeTeHms BBOOAT epopaJibHO B BUIE IMJTIONN,
nacTMJIKKM, Tpomle, KallCyJlel, pacTBOopa WMIM CyYCIEeH3UMM. B »OpyImx
BapMaHTax OCYMeCTBJIEHUSA COEeIMHEHMEe HaCTOAMeIro M300peTeHMsS BRBOIOAT
NIyTeM MHBEKLIUM WM WHOYy3MM. VHQY3UIK OOHUHO MNPOBOOAT BHYTPUBEHHO,
YacTo B TeUeHMe Ieprolda BPeMeHM OT Opubin3uTelJibHO 15 MmMHYT 1o 4
JacoB. B Ipyrux BapuMaHTax OCYIEeCTBJIEHMS COeIMHEHMEe HaCTOAmMeIo
nz3obpeTeHms BBOOAT VMHTpaHa3aJIbHO VIV nyTeM VHT aJIALWN ;

VHTAJALUMOHHEE CIOCOBOE OCODEeHHO IIOJIE3SHE IOJIS JIeUeHUd PecCIIMpaTOPHEX
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MHOexUMM. B IOpyTMxX BapMaHTax OCYIeCTBJIeHUS COelOMHEeHMe HaCTOAMeTO
n300peTeHna BBOINSAT BHYTPMBEHHO, HalpuMep IIyTeM B/B MHOY3UM,
IpryueM OaHHOe COeIOMHEHMe MOXHO BBOIUTL, KOI'la OHO pacTBOPEHO B
JIIOOOM  IOOXONANleM  BHYTPUMBEHHOM  pPacTBOpPE, TakKoOM KakK JlakTart
PuHTepa, MM M30TOHMUECKAas IJIOKO3a, WM COJIEBOM pPacTBOpP.

CoemMHeHMA HaCTOAmero MU300peTeHMI MOXHO MCIOJb30BaThL IJI4
JIeueHM A COCTOSHUMN, BEI3EIB A €MbBIX OIponyunpoOoBaHneM SHIOOTOKCHHA
OaxkTepuavm U, B YaCTHOCTH, IrpaMoOTpHULIATEJIBHEIMY  OaKTepuaMu U
OaxkTepuaM, KOTOPHE VICIIOJIE 3YIOT LpxC B OMOCHHTEe3e
Juriorioucaxapuna (LPS) maIM 3HOOTOKCHHA.

CoemMHeHMA HACTOAWEeI'0 M300peTeHuda TaKXe IIOJIE3HEl IIPU JIeUeHUM
NalMeHTOoB, CTpalallx WM [IOOBEPXEeHHEX MHOeKIMAM IOhXaTeJIbHBIX
oyTel (mDHeBMOHMM, afclieccaM JIeTKMxX, OpPOHXOBKTasz3aM), OaKTepueMUM
(cemncucy), KMCTO3HOMY OUOPO3Y, MHOEKUMAM KOXM U MATKMX TKaHeu
(paHaM, XUpypImMdeCKUM MHOEeKUMAM, OCJIOXHEHMAM orabeTnueCcKoM
CTOIIH, OCJIOXHEHHEM oxorawm) , OCJIOXHEHHBM  MHOEeKLUMAM BpmHOM
IIOJIOCTM WMJIM MOUEBHX IIyTelM M 3afoJieBaHMAM, IIepeldaBaeMbM II0JIOBHM
nyTeM, BEIBEIBAEMEIM  I'PaMOTPpMIATEJIbHEIMM  [IaTOoT'eHaMM. CoenmHeHMA
HacToAmero M300peTeHMA TakXe IIOJIE3HHE I[IPpM COCTOAHMAX, KOTOPHE
BHIBHBATCA WM yCyIyOJIdnTcd OaKTepMallbHEM I[IPOOYLUMPOBaAHMEM JIUIMIA
A m LPS MM 5SHIOTOKCHMHa, TakMxX KaK CelCUuC, CelNTUUeCKMM oK,
CHUCTeMHOEe  BOCIIaJIeHUe, JIOKAJIM30BaHHOE  BOCIIaJIeHUE, XPOHUUEeCKad
OBCTPYKTUBHAA BoJie3Hb JIeTKUX (XOBJI) n OCTpEHE oBoCTpeHMnA
XPOHUUECKOTO OpoHxXUTAa (AECB) . g DTUX COCTOSHUN JleueHue
BKJIOUAET B CcebAa BBelIeHMEe COeOMHEHMA HaCTOodlleTo M300peTeHud WK
KOMOMHAIIMYM COeIMHEeHUM HacToAmeTro u300peTeHUd, Heobsa3aTeJIbHO CO
BTOPEIM  CPEenCTBOM, IpuuyeM  BTOpOe CPEenCTBO aBJjigaeTcsa BTOPEM
aHTUOAKTEepPHAJIbHEM CPEeOCTBOM MJIM BTOPEIM He  aHTUOAKTepMaJibHBM
CPeICTBOM.

Iousg  cencuca, CelITMYeCcKOoTo IoKa, CHUCTEeMHOTO BOCIIaJIEHUAI,
JIOKaJIM30BaHHOTO BOCIHIAJIEHUs, XPOHUUECKOW OOCTPYKTHMBHaoM OOJIe3HU
Jerkux (XOBJI) M OCTpHX OOOCTpPeHMM XpPOHMUeCKOTO OpoHxuTa (AECB)
NIPEenlIoUTUTEJIbHEE BTOPHE He aHTHUOaAKTepUaJIbHEE CpelcTBa BRJIOUAKT
QHTUSHIOTOKCHUHEL, BKJIOUAS CRBA3HBaKMMe SHIOTOKCHMHOBHIN pPeLENnTop
aHTHTeJla, CBA3HBAKIME SHIOOTOKCHMH aHTHUTeJla, aHTuUuTejsa npoTrus CD14-

CBA3HBaKmero OeJiKka, aHTUTeJa IIPOTHE JIMIIOIIOJIMCaXaprI—CBAS3EBaAKIIeI'O
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Beslka M MHIUOMTOPH TUPOBUHKMHASIH.

IIpu JileUeHUM TOXKEJBEX WIM XPOHUUECKUX MHOEeKLUMM IOhXaTeJIbHBIX
IyTel COoeOMHeHMS HacTOoAmeIro M300peTeHMSa MOXHO TakXke MCIOJIL30BaTh
CO BTOPHMM He aHTuUOaAKTepMaJIbHEIMM CpPeOCTBaMM, BBOOMMEIMKU IIyTEM
VMHT aJISLUUN . [IpennouTuTeJIbHEEe He aHTubaKTepHrabHbEe cpencrea,
VCIIOJIb3YEMEIe IIPM TaKoM JieueHUM, BKJIOUAT [IPOTHMBOBOCIIAJMTEJILHEE
CTepOounIH, HeCcTepOouIHEE IPOTUBOBOCIIAJIUTEJIL HEE cpencTBa,
BPOHXMOOUIIATOPRH, MYKOJIUTUKH, cpencTBa OJ4 aHTHMaCTMaTUUIECKOM
TepaluM M IIOBEPXHOCTHO-aKTMBHEE BelecTBa MOJIS JIeTOUHOM XUOKOCTHU.
B uacTHOCTHM, He aHTuOakKTepHuaJIbHOE CPeICTBO MOXeT OHBTH BHOpPaHO U3
TPYIIIEL, cocrToAmer mu3 aJapbyTepoJa, calb0yTepoJia, oymecoHuUIa,
DeKkJIOMeTa30Ha, oeKcaMeTas0Ha, HeOoKpoMuUiia, DeKkJIoMeTa30Ha,
dJIyTHUKa30Ha, bayHusOIMIAa, TPUaMLMHOJIOHA, udbynpodeHa,
poderkorkcuba, HaAIPOKCeHa, LeJieKkokcuba, HeIOKpoMUJa, WIpaTpolmnyMa,
MeTallpoTepeHoJa, nupdbyTepodia, caJIbHeTepoJa, OPOHXUOOUIIATOPOB,
MYKOJIUTUKOB, KaJibbaKTaHTa, BepakTaHTa, nopakTaHTa-ajsobda,
cypdbakcMHa M IOyJIBMO3MMa (TaKXe Ha3HBaeMOI'O OOopHaz3a ajbkda) .

CoenmHeHMe HacToAmero n300peTeHnd MOXHO VCIIOJIE30BaTh,
OTHOeJIbHO MJIM B KOMOMHALMM CO BTOPHM aHTUOaKTepMaJIbHEM CPeICTBOM,
OJISS JIeUeHUMS TSKeJION WMIM XPOHUUECKOM MHOEeKUMM IHxXaTeJIbHHX IIyTel,
BRJIOUAS TIXeJIle JeTOUHBle M HOB0KOMMAJIbHEIE UHOeKLUM, Takue Kak
VHQEeKIINN, BHI3LIBaEMEIE Enterobacter aerogenes, Enterobacter

cloacae, Escherichia coli, Klebsiella pneumoniae, Klebsiella

oxytoca, Proteus mirabilis, Serratia marcescens,
Stenotrophomonas maltophilia, Pseudomonas aeruginosa,
Burkholderia cepacia, Acinetobacter baumanii, Alcaligenes
xylosoxidans, Flavobacterium meningosepticumn, Providencia

stuartii m Citrobacter freundi, BHeOOJLHMUHHE JEeTOUHHE MHOEKIIUM,
Takue Kak MHeKLINNA, BEISEIBaEeMEBIE Haemophilus influenzae,
Legionella species, Moraxella catarrhalis, Bumamm FEnterobacter,
BumaMu Acinetobacter, Bupamm Klebsiella wu BupmaMu Proteus, u
VMHOEeKIVM, BH3HBaeMbHe IPYIMMM OaKTeprallbHHEMM BUIaMM, TaKVMMM Kak
BUuOn Neisseria, Bume Shigella, Bumn Salmonella, Helicobacter
pylori, Vibrionaceae ¥ BuUIOH Bordetella, a TakKxe MHpekLuu,
BEISEIBAEMEIE BUIOaAMU Brucella, Francisella tularensis n/mnn

Yersinia pestis.
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CoellMHeHMe HacCTOAWeIr'o M300peTeHMsa MOXHO TaKXe MCIIOJIBE30BaTh
B KOMOMHaUMM C OPpyI'MMM CpeOCcTBaMM (IIapTHepaMu I[I0 KOMOMHAaUWWU),
HallpyMep IOOIOJIHUTEJIBHEIM aHTUOUMOTUUECKUM CPeOCTBOM, OTJIMUHEM OT
coenuHeHus (A), InJd JiedeHus OaKTepMaJIbHOM MHbekIuM y CcyOBeKTa.

[lon TepMmmHOM "KOMOMHaLUMA" IIOHMMaeTCsa WM OUKCUPOBaHHAA
KoMOMHAalMsA B  ONOHOM  eOMHMYHOM JIeKapCTBEeHHOM  (QopMe B  BUIE
OTHOEeJIbHHX JIeKapCTBEHHEX (QOPM, MNIOOXOOANMX IOJIS I[IPMMEHEHWSa BMeCTe
WM OOHOBPEMEHHO, WM I[IOCJeIOoBaTeJIbHO, WJIM COCTaBHOM Habop mjs
KOMOMHUPOBAHHOT'O BBENEeHMs, IIpM KOTOPOM COeOMHEeHMe HaCTOoAmeIro
n300peTeHrsa M HapTHep 1o KOMOMHaALUUM  MOTYT OBITB BBEIEeHE
He3aBUCHMMO B ONHO ¥ TO Xe BpeMda WM I[IO OTIOEeJILHOCTM B Ipemejax
BPEMEHHHX MHTEepBaJlIOB, KOTOPHE, B UYAaCTHOCTM, IIO3BOJIAKT IIapTHepaM
1o KOMOMHaLUM OEMOHCTPUPOBATH KOOIIepaTUBHEIM, HalpUMep
CuHepIMueckutt, sbdbexT, wmam Jmodas MX KOMOMHALIMA.

IIp WMCHOJNBL30BAHUM IJIS JIeUeHMsS IpaMOTpMLATEJILHEX OaKTepui
COeIMHEHNA HaCTOAMEeI'0 M300peTeHMAa MOTYT nOejiaThk I'paMOoTpMlaTelbHBEe
BakTepunu YyBCTBUTEJILHEMM K BO3IOEMCTBMIO BTOPOT'O CpencTBa, TakK UYTo
MX MOXHO MCIOJIB30BaTh B  KOMOMHALMAX WM B  KOMOMHMPOBAaHHEIX
TepalMiax C OPYyIMMM aHTUOaKTepMaJIbHEMM CpelCTBaMu.

B HeKOTOpHIX BapMaHTax OCYIECTRJIEHMS HAaCTOAMeI'o K300peTeHusd
COeIMHEHME HaCTOAWEero M300peTeHMd MCIOJNB3YIT B KOMOMHALUM CO
BTOPHM aHTUOaKTepUaJIbHEIM CPelCTBOM; HeOoTl'paHMUMBAKIME  IIPVMEPEH
BTOPHX aHTUOAKTepMaJIbHEX CPeOCTB MOJS TaKoI'0 MCIOJIB30BaHUA MOTYT
OBITE BEIOPAHH M3 CJEeOyRIMX I'PYII:

(1) MaxkpoJunOoe WU KeTOJINIEL, Takue Kak SPUTPOMULIVH,
a3UTPOMMLUMH, KJIAPUTPOMULIMH M TeJIMTPOMULIVH ;

(2) BeTa—-JjlakTaMel, BKJIOUAAd I[IeHULUWUJIJIUH, TakKoM KaK IIeHUMUWIIJIMH

G, [IeHULINIJIJINH v, Me TULMJIJIUH, OKCalUWJIJIVH, KJIOKCalWJIJIVH,
OMKJIOKCaUMJIJINH, HaQUMJIIJIMH, aMIIMUWIIJIVH, aMOKCULIMJIJIVH,
KapOBeHUUMIIIIVH, TUKAPUWILJIVH, Me3JIOUMJIIJINH, NUrIepauniinHe,
a3JIOLMILIIVH, TeMOLIMJIJIVH, 11edaJIOCIIOPUH, TakoM KakK 1LenaJloTHUH,
lnedpanmpmnH, uedppanmH, uedaJIopuUonH, uedpas30JIMH, uedpaMaHIoI,
1IedpYypPOKCHUM, LedpalieKCHUH, ednpo3miI, uedpaxjop, Jopakapbed,

1Ie@pOKCUTHH, LeduHeTasoJ, LedoTakKCuM, LUedTU30KCUM, LedTpHrakKcoH,
nedponepasoH, nedpTasuamM, LHedpurCHUM, edprnomoKCUM, uedpTHdyTEH,

nednmuHmp, Lednupom, LedpenmMmM M KapbOalleHeMBl, TakKue KakK kKapballeHeM,
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VMMUIIEHEM, MepolleHeM U PZ-601;
(3) MoHoDakTaMBl, Takue Kak a3TpeoHaM;

(4) XWMHOJIOHBI, TaKMe KaK HaJMIMKCcoBasg KMCJIOTa, OKCOJIMHOBAaLd

KMCJIOTa, HOPQJIOKCAlMH, nedJoKCcaluH, DHOKCAalVH, oQJIOKCAalVH,
JeBOQJIOKCAllUH, UUnpodJIoKCcCaumH, TeMadpJIOKCaluH, JioMedJIOKCalluH,
dJjepokrcaumy, TpenadioKcallnH, criapdiiokcaumy, TporadJOoKCalnH,
KJIMHapJIOKCallH, raTudJIOKCaluH, MOKCUQIIOKCALIUH, cuTadpJIOKCaluH,

ra”HedisokcaluH, TIeMUPJIOKCALVH M NHa3yQJOKCAaLMH;

(5) AxTubakTepualibHEE CyJibQOHaAMMIOE U aHTuOaKTepuaJlbHEE
CyJibQaHMIJIaMUIH, BKJIOUA A napaaMrMHOOEH30MHYI KUCJIOTY,
cylbdalnrasyuH, CyJIbOM30KCa30JI, CyJbdaMeTOKCa30JI U CyJbdaTalluOnH

(6) AMMHOTUIMKO3UIEL, Takme Kak CTPelTOMUIINH, HEeOMMLIVH,
KaHaMMIIMH, [IapOMULIMH, TeHTaMMULINH, TOOpaMULIVH, aMMKallnH,
HeETUJIMULIMH, CIEeKTMHOMULVH, CU3OMUILMH, OIUOEKaJIMH M M3ellaMULIVH;

(7) TeTpalUMKJMHE, TakMe KaK TeTpPpaluKIMH, XJIOPTeTpaluMKJIIVH,
OeMeKJIOUUKJIIVH, MVHOLMKJIVH, OKCUTETPALUMKIIVH, MeTalUMKJIVH,

JOKCHMIVMKIIVMIH, TeI'alllIKJIVHj/,

(8) PudaMmULIMHE, TakrMe Kak pupaMIMUIMH (Takxke Ha3LBaeMHM
pUudaMInH) , pUdareHTUH, prubabyTuUH, BesokcasrMHoOpUdaMUIIUH u
pPUdaKCUM/H ;

(9) JIMHKO3aMMIOH, TakMe KakK JIMHKOMMUMH M KJIVMHIAMMLMH;

(10) T'JIMKOIIENTMIH, TakMe KakK BaAaHKOMMULUMH UM TEeMKOILJIaHMH;

(11) CrpenTorpaMuHbl, TaKMe KaK KBUHYIPUCTUH U DadJIONPUCTUH;

(12) OKCaszsOJIMOMHOHE, TaKMe KaK JIMHe30JIMI M TeIM30JIMI;

(13) TIOIMMMKCHMH, KOJMCTUH U KOJIMMMUIIMH;

(14) TpuMeTonpuM M OalUMTPAalVH.

(15) MuHTHUbUTOPH 50OJIOKCHOM ITOMIIH .

BTopoe aHTuOaKTepuaJibHOE CpencTBO MOXHO BBOIMUTDL B
KOMOMHaLMM C COeIMHEHMEeM HaCTOAdmMero Mu300peTeHUs, IIpUUYeM BTOpOEe
aHTuOaKTepraJlbHOE CPEeIOCTBO BBOOAT OO, OIHOBPEMEHHO WJIM I[IOCJe
COeIMHEHUS VI CoeIMHEeHUN HaCTOAMETO n3o00peTeHns. Ecim
KeJlaTeJIbHO OIOHOBPEMEHHOE BBEeIeHUe COEenMHEHUSA HaCTOAmMEeTO
n3obpeTeHUs M BTOPOTO CpPelcTBa, M IIYTb BBEeIeHMS OIOMHaAKOB, TO
COeIMHEHMEe HacCTOoAmero mM300peTeHMsda MOXeT OBTb COCTaBJIEHO CO
BTOPBM CPelnCTBOM B OoHY JIEKapPCTBEHHYD dopmy . [TprMepoM

ﬂeKapCTBeHHOﬁ bOPMEL, conepmameﬂ COelllMHeHIEe HacToAdmeIro



28

n300peTeHUsa M BTOPOEe CPEeOCcCTBO, 4BJdgeTcsa TabljleTka WJIM KalcyJia.

B HeKOTOpHX BapMaHTax OCYmMeCTBJIEHUS KOMOMHAaLMUSA COEeOMHEHUS
HAaCTOAMETO WM300pPeTeHMI ¥ BTOPOTO aHTUOAKTEepMaJIbHOTO CpPeIcTBa
MOXET obecrieunBaThb CUHEPTUUYECKYD AKTMBHOCTE . Hampumep,
VICIIOJIE30BaHME COEOMHEHUS HACTOAMero mu300peTeHMd C BaHKOMMIIMHOM
Wiy 11ed@aJIOCIOPMHOM MOXeT OBTb CHUHEPTUMUECKMM; TaKuM ofpas3oM, B
HEKOTOPHIX BapMaHTax OCyIHMeCTBJIEHUA COenMHEHNE HacTOAmeIro
nz3obpeTeHms VICIIOJIb 3YIOT B KOMOMHaLMM c BaHKOMMILIVHOM W
11edaJIOCIIOPMHOM, OBBIUHO [IOCPEenCcCTBOM MHQY3UNA . CoenmHeHMe
HacTOoOAMETIO M300peTeHMa UM BTOpOe aHTubOaKTepualJlbHOE CPenCcTBO MOXHO
BBOIUTH BMeCTe, 1o OTOeJIbHOCTH, HO OIOHOBPEMEHHO, VI
[IocJIeIOBaTEJIbHO.

[lp UCHOJB30BaAHUM OJIA JI€UEeHUS  TAKeJBX WM XPOHUUeCKUX
MHbEeKUVM OHxXaTeJIbHEX IYyTeM CcoeIMHeHMe HacToAmero Mu300peTeHUus
MOXHO MCIIOJIE30BAaTh OTIOeJIbHO I B KOMOMHaUUM co BTOPEIM
aHTUMOaKTepKaJIbHEM CPeICTBOM; B HEKOTOPHX BapMaHTax OCYleCTBJIEHUSA
BTOPOe aHTUBaKTepMraJIbHOEe CPpelCTBO BBOLNAT I[IOCPEOCTBOM MHIAJALNUMA.
HeobGsa3aTeslbHO, KOMOMHALIMIO MOXHO BBOIMTL B BUIEe OIHOM KOMIIOSULINUMA
[IOCPeICTBOM MHITaJALUMM. B Ccllydyae BBeleHMS C IIOMOmbI MHTAJISLUM
nmonxondmee BTOpoe aHTMOaKTepHuaJibHOE CPeOCTBO BHOMpPAaKT M3 TPYIIIH,
cocTodmen us3 ToBpaMUIIVHAE, TeHTaMULMHA, asTpeoHaMa,
umunpodJIoKkcaluHa, IIOJIMMMKCMHA , KOJIMCTUHAE, KOJIMMMILIMHA,
BaHKOMMULIMHA, 11e()aJIOCIIOPMHORB, a3UTPOMMIIMHA U  KJIAPUTPOMUIIMHA .
VHOTHOa NpenlodTUTEJIbHEIM SBJISEeTCHS BaHKOMMLMH.

"S0beKTHMBHEIM KOJMUeCcTBOM" CoOeOMHeHMSs SABJISeTCS KOJMUeCTBO,
HeoOxoOomuMoe WMJIM OOCTaTOUYHOEe NOJIg JedeHUMd WIM [OIpeloTBpalleHMs
BakTepraJbHOM MHEeKLIUN n/mim 3aboJIeBaHUAa 2R COCTOAHUA,
ONIMCaHHOTO B HaCTOAmMeM IOOKyMeHTe. B onHOM TIpuMepe 300eKTHUBHEM
KOJIMUeCTBOM CoeIOMHeHusa (A) gBJISeTCId KOJIMUYECTBO, IOCTAaTOUHOEe MOJIfg
JeueHrsa OakTepualbHOM MHOekUMM VY CcyObekTa. B OpyToM IIpuMepe
20PEeKTUBHEM KOJMUECTBOM MWHIMOMTOpa LpxC ABJAeTCd KOJMUECTRBO,
OOoCTaTouHOe NOJIA JieueHMsa y CcyObeKTa OaKTepMallbHOV MHOeKUMM, TaKoMu
KakK, HO tes OTpaHN4YeHNH, Pseudomonas aeruginosa u T.II.
530beKTMBHOE KOJMUECTBO MOXET BapbUpPOBATBECH B 3aBUCUMMOCTM OT
TakMx (QakKTOpPOB, KaK pas3Mep UM Bec cCcyOBbekTa, TuUll 3aboJleBaHUAd WU

KOHKPETHOE COeIMHeHMe HacToAmero wusodperTeHus. Hanopumep, Ha TO,
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KakKMM ABJIFeTcHqd "30PeKTMBHOE KOJIMUECTBO", MOXeT BJMATH BHOOP
coeIMHEeHMSa HacTodAmero wu3obpeTeHuda. CpeIHMM CHelMaJIucT B IaHHOM
oBJlacTM TEXHUKM MOXET M3IYUUTh QaKTOPH, I[IPUBEIEeHHBE B HACTOLIEM
OOKYMEHTE, W CHEeJIaThk BEBOJI OTHOCUTEJIEHO 320QEKTMBHOTO KOJIMUECTBA
COeIMHEHUM HacTodmero mM300peTeHusa 0e3 JIMIMHUX SKCIEPVMMEHTOB.

Ha To, kakuMM gBJjgeTcsa 200eKTMBHOE KOJMUECTBO, MOXEeT BJIMATH
cxeMa BBeleHUsA. COelOMHEHMEe HaCTOLdlero M300peTeHUusS MOXHO BBOIUTH
cyOBeKkTy WMJIM 0O, WIM IIOCJle HauaJla 0OaKTepMaJIbHOM UuHOekuuMr. Kpowme
TOT'O, eXeIHEBHO WM IIOCJeIOBaTeJIbHO MOXHO BBOIOUTE HECKOJIBKO
pasleJleHHEX 103, a TakKXe OTCPOUYEHHHX 03, WJIM »OO3Y MOXHO
HENPEPHEBHO BBOOUTE C IIOMOWBI MHOQY3UM, WM OHa MOXET I[IpelCTaBJIATh
cobom OOJIOCHYK MHBEKLMIO. KpoMe TOTro, HOO3MPOBKM COeIMHEHUS (MM)
HacToAmMEeTro M300peTeHUdI MOTYT OBTH IIPONOPLUMOHAJIEHO YBeJIMUeHH WU
YMEHBIIeHE B  3aBUCUMOCTM OT TpeOOoBaHMM  TepaleBTUUEeCKOM  WJIM
NpodUIIaKTUUECKOM CUTYaLUN .

CoemuHeHUA HaCTOAWEeIo MU300peTeHMA MOXHO MCIOJB30BaTh B
JIeueHUNM COCTOSAHMM, HapymeHuM wuiImu 3adojieBaHMM, Kak OIIMCaHO B
HacToAmeM IOOKYMeHTe, WiV  IOJIS  M3TOTOBJEHMS  (PapMalleBTUUeCKUX
KOMIIOBULIMM IJIS I[IPUMEHeHUS B JeueHMM 5TUx 3abdojeBaHuM. HacTosmee
nzobpeTeHre IpenjaraeT CIOCOOH IMNIPMMEeHEHMS COeIMHEeHUM HaCTOAMeIo
n3obpeTeHnss B JIeUeHMM STuX 3adoJieBaHuM MM OJIS  [IOJIYUeHUS
bapMalleBTHUUECKMUX KOMIIO 3ULIUM c COeOMHEHU AMU HacTOoAmeTro
n3006peTeHnsa OJIg JileueHud BTUux 3adoJieBaHuM.

BrepaxeHne "dQapMalleBTHUeCKasd KOMIIO3MLUMA" BKJOUaAeT IIpelapaTH,
Iooxondammre IOJI9 BBeIeHMSa MIEKONMTAaKMKMM, HaldpuMep JogsaM. Korma
COeIMHEHMS HaCTOAmMeIo M300peTeHMS BBOIAT B BHIe QapMalleBTUUECKUX
IpernapaToR MJIEKONIUTAKMNYM, HalpUMep JIIOAM, OHM MOTYT OHTH OaHH
camm 1o cebe MM B BUIe OdapMalleBTUUECKOM KOMIO3ULMM, CcoIepxamel,
HanpuMmep, 0,1-99,5% (bojee mnpennoutuTesbHo, 0,5-90%) coenmHeHUA
(A) B KadecTBe AKTUBHOTO VHTpelIVeHTa B KOMOMHalUM c
bapMalleBTUUECKM TIPMEMIIEMEIM HOCUTEJIEM WJIM, HeoO0Sa3aTeJIbHO, IBYMHA
unm 6oJiee dapMalleBTUUECKU TIPUeMIIEMEIMM HOCUTEJISAMMA .

dpaza "bapMalleBTUUECKM IIpUeMIIeMBI  HOCUTeJIL" TIOHSTHa B
OaHHOM ofJlacTM TexXHUKM ¥ BKJIoOUYaeT OQapMalleBTUUECKM IpMeMJIeMBN
MaTepual, KOMITO3ULIWK  WJIN OCHOBY, MOAXOOAMME OJis BBeIeHUA

COeIIMHEHMA HacToAmeIro MSO@peTeHM}I MJIEKOIIMTaKlMM . Hocureismu
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BKJIOUAT B cedd KUIKMM WIM TBepIObld HaloJHUTeJ L, pasbtaBuUTelb,
BCIIOMOTAaTeJIbHOe BEMEeCTBO, PacTBOPUTEIDL I VHKAICYJIUP YOI
MaTepuall, KOTOPHEM ydacTByeT B IIepeHOCe WM TPaHCIOPTUPOBKE
paccMaTpmuMBaeMoro CpemncTBa OT OOHOTO OopraHa WIM dYacTM TeJjla B
OIpyToM opTraH WJIM dYacTb TeJa. KaXOelM HOCUTEeJb OOJIKeH  OHThb
"mpuemyeMeEM" B CMHICJIE COBMECTUMMOCTM C JOPYIMMM MHI'PeIVeHTaMM
KOMIIO3UUIVM W He NOPUUMHATE Bpelda HalMeHTy. HeKoTopHe IIpMMEPEH
MaTepraljioeB, KOTOPHE MOTYT CJAYXUTL B KaueCcTBe OQapMalleBTUUECKU
IpUeMIIEMEIX  HOCUTeJIEN, BKJIIOUAIT @ caxapa, TakMe KakK JlakTosa,
TJIOKO3a M caxaposa; KpaxMmaJiel, TaKue Kak KYyKYPY3HBEM Kpaxmal U
KapTodesIbHHM KpaxMalJl; LeJJIlnJjIo3y M ee I[IPpOM3BOOHHEE, Takue Kak
KapOOoKCUME TUIILEJIJIIIIO3a HAaTPUA, DSTUIILEJJIIIO3a M aleTaT LeJJIioJIOBE;
[IOPOWKOOOPAa3HY TpalakKaHTOBYK KaMelb; COJIOL; XeJlaTHUH; TallbK;
BCIIOMOTaTeJIbHEIe BelleCTBa, TakKMe KaK MacJio KakKao UM CYNIO3UTOPHHE
BOCKM,; MacJjla, TaKMe Kak apaxmcoBoe MacJjio, XJIOIKOBOe MacJo,
cadyiopoBOe MacJIo, KYHXYTHOe MacJio, OJIMBKOBOE MacCJio, KYKYypy3HOe
MacJO ¥ COeBOe MacJyo; TJIMKOJIN, TakMe KakK IIPOIMJIEHTJIMKOJIE ;
[IOJIMOJIE, TakKMe KaK IJIMLEPUH, COopOuT, MaHHUT U IOJUDTUIIEHIJIMKOJL ;
CJIOXHEE DSOMPE, TaKMe Kak »TUIoJieaT UM DTujjiaypaT; arap; OydepHHe
cpencTra, TakMe KaK TIHUIPOKCHUI Mal'HMSa WM THUOPOKCHUI  aJIOMUHUA;
AJIbTMHOBYK  KUCJIOTY ; alMpOTeHHYD BOIY; MB0TOHUUECKUN COJIeBOMU
pacTBOpP; PacTBOp PuHTepa; STUIJIOBHEM CcOuUpT; o¢ocodaTHee OydepHbe
PacTBOPH ; " opyrue HETOKCUUHEE COBMECTHMEIE BelleCcTBa,
VCIIOJIE 3y EMEE B bapMalleBTUUE CKMUX KOMIIO3ULIMAX . Kaxk npaBujio,
bapMalleBTUUECKHY MIPpUEeMJIEMEHEe HOCUTEJIM ABJISTCS CTEePUJILHBEMM UM/ UIIU
o CYIeCTBY alupOTeHHBMMA .

B KOMITO3ULIM AX TakKxe MOTYT NIPUCYTCTBOBATH CMauMBaKime
CpencTEa, SMYJIETaTOPH u CMa3HBawime BeEleCTRa, Takue Kak
JaypuicyibsodaT HaTpusa u CTeapaT MarlHUA, a Takxe Kpacdmme
CpencTera, CpencTea OJS BEHCBOOOXIOEeHMA, CpelcTBa IJIS IOKPHTHUA,
Nnoncjammeanime, apoMaTU3UpyRIre u OTOYIVBAKIIME CpeIlcTrRa,
KOHCEPBAHTH M AaHTUOKCUIAHTH .

[MpuMepsl QapMalleBTUUECKM IIPpUMEeMIIEMEX aHTUOKCHUIAHTOBR BKJIOUAKT:
BOOOPACTBOPUMEIE AHTMOKCHUIOAHTHE, TaKMe KakK ackKopbuMHOBas KUCIOTA,
TUOPOXJIOPUL LMUCTeMHa, OucynsdaT HaTpusa, MeTadbucyabduT HaATPUA,

Cyﬂb(l)MT HaTpMd M T.II, MacCJIOpaCTBOPMMEE aHTHMOKCHMIaHTE, TaKMe Kak
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ackopbuanajlbMmUTaT, OV TUIIMPOBAaHHEIM TUOPOKCUAaHN3OJI (BHA) ,

OYTUIMPOBAHHEIM TI'MOIPOKCHUTOJYoJ (BHT), JeUMTMH, OponuiarajjaT, o-
TOKOGEepOJsl M T.II; ¥ XejJaTHupyKlre MeTaJlJlbl CcpenOcTBa, TaKue Kak
JIMMOHHAa 4 KucJjora, STUJIEHOIMaM/HTEeTpayKCyCcHada KMCJoTa (BOTA),
CopOMUT, BMHHaa KuCJIO0Ta, QochopHad KUCIOTaA M T.II.

KoMmosmuummM HacCcTOAMero M300peTeHMdI BKJIOUAT NDOOXOOAlNe OJIA
nepopalibHOTO, HaszaJIbHOTO, MHTAJIAUVMOHHOTO, MeCTHOTO,
TpaHCcOepMaJlIbHOTO, OYKKaJILHOTO, NOOBASHUHOTO, PEeKTaJILHOTO,
BarMHaJbLHOTO U/WIM [IapeHTepalJibHOTO BBeleHMd. KOMIO3ULUM MOTYT
ORITE yIOOOHO IIpPeAaCcTaBJIeHH B CTaHOAPTHOM JIeKapCTBeHHOM ¢opMe U
MOTYT OBTBH I[IOJIyUYeHH JIoOEMM crocobamu, XOpOoWO M3BECTHHMM B
obnacT QpapMalUM. KonmmuecTBO AaKTMBHOTO MHIPEOUEHTAa, KOoTOpoe
MOXHO OOBEIMHATEL C MaTepraJioM HOCUTEJNd OJS IIOJYUYeHMS eIMHUUHOM
JeKkapCTBeHHOM (QOPMH, OOBUHO IpelIcTaBJisgeT cobo¥ Takoe KOJUUEeCTBO
coenMHeHMs, KOTOpoe maeT TepalleBTuUeckKuir sddbexT. Kak OpaBUiIO, U3
CTa I[IPOLEHTOB HBTO KOJMUeCTBO OyIeT JiexaTb B OMalas3oHe OT
OpubIU3UTEeJIbHO 1  IIpOolleHTa OO NPpUOIM3UTEJIBHO HOeBSHOCTa NeBATHU
[IPOILIEHTOB AKTUBHOI'O MHITpeOoueHTa, NPenIouTUTeJIbHO oT
OpUOIM3UTEJIEHO 5 [OpoLeHTOB OO0 HOpubiau3uTtesbHO /0 MIPOLIEHTOB,
HauboJiee MOPellIouTUTEeJIbHO OT nOpubimsmuTesbHo 10 I[IpOLeHTOB IO
npubans3uTesisHO 30 MIPOLIEHTOB.

Crioco®ul IMOJYUEHUS STUX COCTABOB WMJIM KOMIO3ULMM BRJIOUAT B
cebda ovTan  o0BeOMHEHMS COeIMHEHMSA  HacTodllero M300peTeHusd C
HOCUTEJIEM u, HeoOd3aTeJILHO, OIHMM I HEeCKOJIbKUMUA
BCIIOMOT aTeJIbHEIMU VHTPpeIVeHTaMN . Boo6me TOoBOP4A, KOMIIO 3ULIUA
noJiyyamnT IOYTeM PaBHOMEPHOTO UM TIHATEJILHOTO OOBeOMHEHUS COelIMHEeHUI
HacToOAmero n300peTeHnd c KUOKVIMA HOCUTEJIAMHA, I
TOHKOM3MEJIbLUEHHEIMMY TBEePOEMM HOCUTEJNISIMM, WM U ¢ TeMu, U C
OpyTUMM, a 3aTeM, IPpU HeOoOXOOVMMOCTH, (QOPMOBaHMUA MIPOOYKTAa.

KomMmmnosuunm HaCTOAmeTro n300peTeHUd, NOOXOOAne oI
nepopallIbHOTO BBeOeHMI MOTYT OHTL B QOpMe  Kalcyl, oBJIaToOK,
OWJoJbL, TabdJleTokK, I[IAacTUJIOK (C MCIOJbL30BaHMEM apoMaTU3UMPOBAHHOM
OCHOBEI, HalpuMmep, OOBUHO, caxapOo3HW M aKalMeBOW WM TpalaKaHTOBOM
KaMelM), IIOPOMKOB, TIpPaHyJ, WJIM B BMUIe pacTBOpa WM CYCIeH3UM B

BOIOHOM WMJIM HeBOIHOM KMOKOCTHM, WMJIM B BMIE KUIKOM SMYJIBCHIM MacCJIO—
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B-BOIEe WJIM BOIa—-B-MacJle, WIM B BUIE DJMKCUPA WIM CHPOIa, WIM B
BUIOEe IacCTMJIOK (C MCIOJIE30BAHMEM MHEPTHOM OCHOBE, TaKOM Kak
xeJlaTMH U TJIMIEPMH WIM caxapo3a UM akallMeBasd KaMmenb), MW/UJIU B
BUIOE XMIKOCTM @OJIS IIOJIOCKAHMSA I[IOJIOCTM PTa M T.II., COIEPXAlMUX
3apaHee onpeneJIeHHOE KOJINUECTBO COeOVHEHNS HaCTOAmeTro
nz300peTeHns B KauecTBe AKTHMBHOTO VMHTPeOreHTa. CoenuHeHUe
HacToAmero um300peTeHMsS MOXHO BBOIOMTE Takxke B BuIe 0OoJmwoca,
RJIEKTYapus MM IIacCTH.

B TBepIHX JIeKAPCTBEHHHX (QopMax HacToAmero wu300peTeHUT IJIA
IepopalibHOTO BBeIeHUS (KaICyJIsl, TabJgeTKH, TIMJIIJIN, opaxe,
IIOPOMKY, TPaHYJHE M T.II.) AaAKTUBHHNM MHTPEOMEHT CMeNMBAnT C OIHUM
WM HECKOJLKUMM OpapMalleBTUUECKM IIPUEMIIEMBIMY HOCHUTEJIAMM, TaKUMU
Kak umMTpaT HaTpusa win  dpocdaT IOUKAJILLUUA, n/man  JIoOBM U3
cienywomero: HaloJHUTEIM WM pPaclMpuTel, TaKue KaK KpaxMaJlbl,
JJaKkTo3a, caxapo3a, IJIKO3a, MaHHUT U/UIM KpeMHUeBas KUCJIOTa;
CBA3BBAKIME BelmecTRa, TakKume Kak, HapuMep,
KapBoKCUME TUIILEJIInIIO3a, allIbTMHATH, XeJaTUH, IOJIUBUHUIININPPOJINUIOH,
caxapos3a n/ akauueBasa KamMensb ; YBJIQXHUTEJIN, Takme Kak
TJIMLEPUH ; Ie3MHTeTPUPYyIMe CcpencTBa, Takue  Kak arap-arap,
kKapboHaT KaJblnsd, KapTodebHEM I TanMoOKOBHIM KpaxmaJ,
aJILTUMHOBAS  KMCJOTa, HEKOTOPHE CHMJIMKATH U KapboHAT HaTpUg;
3alepXMUBapIMe pPacTBOp CpedcTBa, TakMe Kak InapadmH; YCKOPUTEJIU
BIOMTHBAaHUSLI, Takme Kak coenMHeHUud YeTBEPTUUYHOTO aMMOHN S ;
cMaumMBanmye CpelcTBa, TakuMe KakK, HalpuMep, LeTWUJIOBHIM CIUPT U
MOHOCTeapaT TJIMIePUHA ; abcopBeHTH, Takme Kak KaoJIMH "
BeHTOHMTOBaAS IUIMHa,; CMa3HBallMe BemecTBa, TakKue Kak TaJlbK,
CTeapaT KaJlbLMa, CTeapaT MaTHMA, TBepOuHe IIOJIMSTUIIEHTJIUMKOJIIM,
JaypuicyJibdaT HaTpMa M MX CMeCH; UM Kpacdamme cpencTBa. B ciydae
KamncyJ, TabJleToK ¥ OWIoJb (dapMaleBTUYeCKMe KOMIIOSULMM MOTYT
TaKxXe comepXaThb BydbepHEE CcpencTBa. TBepmOue KOMIIO 3ULIUU
aHaJIOTMUYHOT O TUIIA MOYXHO TaKxe MCIIOJIL30BaTh B KauecTBe
HaloOJIHUTEJIeM B  XeJIJATMHOBHIX  KalcyJlax ¢ MATKMM ¥ TBepIhHM
COOEPXMMEIM C MCIOJIE30BAHMEM TAaKMX BCIOMOTATEJIBHEIX BEMeCTB Kak
JIJAKTO3a MJIM MOJIOUHHE caxapa, a TakKxe IHOJMASTUJIEHTJIMKOJM C BECOKOM
MOJIEKYJIAPHOM MaccCoW M T.II.

TabieTka MOXeT OHITH M3ITOTOBJIEHAa IIyTEeM IIpeccoBaHMA MJIn
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@OpMOBaHMH, HeoO43aTeJILHO C OIOHIVIM MJIin HeCKOJIb KVIMM
BCIIOMOT'aTeJIEHEIMM MHI'DeIVMeHTaMM . HpeCCOBaHHHe TabJIETKM MOI'YT OHTH
TIOJTYYEeHEI C VMCIIOJIE 3SOBaHMeEM CBA3EHBaAKIEITO BelleCTBa (Hanpmmep,
XKelJlaTVMHa MJin PMHpOKCMHpOHMHMeTMHHeHHDHOBH), CMa3EIBaKmeIro

BemeCcTea, VMHEPTHOTI'O pasbaruTend, KOHCEepBaHTa, OTesrMHTeI'paTopa

(HanpuMep, KpaxMaJITJIMKOJIATa HaTpud VI CHITOM
KapOOKCHUME THUJIILLEJIJTIONO 3L HaTpU4d) , MMOBEPXHOCTHO-aKTUBHOT'O VI
OUCIepTIUPYKRILeTO CpeICcTBa. OOopMOBaHHHE TabJIeTKM  MOTYT OBITH
V3T OTOBJIEHH Iy TeM bopMOBaHMA B IIOOXOOAmen MallHe cMecu
[IOPOMWKOOOPAa3HOT O COenVHEHUS, CMOUEHHOT O VIHEP THEIM KNI KUM
pasbaBuUTeJIEM.

TabJieTKM n opyrue TBEepILE JIeKapCTBEHHEE bopMEL

bapMalleBTUUECKMX KOMIIO3ULMM HacToAmero u300peTeHMs, Takue Kak
opaxe, KalCyJiE, OWIOJIM ¥ TPaHyJE, MOT'YT OHTb, HeoOdg3aTeJIbHO,
cHabOxeHB JMHMEM pas3JjioMa WM IIOKPHTUAMM UM 000JIOUKaMM, TaKuMM Kak
KUIIEUHOPACTRBOPUMEE IIOKPHTUS UM OPYyTHMe I[IOKPHTUSA, XOPOMO W3BECTHHE
B 06JlacTM COCTaBJIeHVS OGapMalleBTUUECKUX KOMMIO3ULMM. OHM TakKxe
MOTYT BLITDH COCTaBJIEHH TakMM obpaszoM, YTOOR obecrieuMBaTh
MemOJIeHHOe WMJIM KOHTPOJIMPYyeMOoe BHCBOOOXIEHME M3 HUX AaKTHUBHOTO
MHITpeOreHTa c MCIIOJIb30BaHMeM, HalIpuMep,
TUOPOKCUIIPOIIMIIME TUJIIL&JIJIIOJIO 3E B pPasJIMUHBIX IIPOIIOPLUMAX nJisa
obecrieueHMsa XejlaeMOoT'o IIpodMIIS BHCBOOOXIEHMSI, IPYTUX IIOJMMEPHHX
MaTpHUll, JMUIOCOM M/MUIM MUKpochep. OHM MOTYT OHTL CTEePUJIM30BaHH,
HaopuMep, IOyTeM OUILTpaluM UYepes3 3alepXuBaimmi OaKTepuM (OUIILTP
MM IIyTeM BBeIOeHUS CTepWIMI3YIMX CPeICTB B (opMe CTepPUJIbHBEIX
TBEePIOLHX KOMIIO3UINMM, KOTOPHE MOTYT OHTL PaCTBOPEHH B CTEePUJILHOM
BOIE M KaKoM—-Jmoo oIpyTon CTEePUJILHOM  MHBEKIMOHHOM cpene
HeloCPeOCTBEeHHO Iepeld  MCIOJb30BaHMEM. ST  KOMIIOBULUM  MOIT'YT
Takxe, Heobsa3aTelIbHO, COIOepPXaTb 3aMyTHAOIMEe CcpedcTBa UM MOTYT
MMEeTL TaKoM CcoCTaB, UYTO OHM BEHCBOOOXIAT AaKTUBHHEM MHTPEeIMeHT (B)
TOJILKO MM TIPerMylNecTBeHHO B OlIpeleJJeHHOM dYacTM KeJyIOOUHO-—
KUIIeYHOTO TpakTa, HeoBA3aTeJIbHO C 3alepPXkoM. [IpuMepH TOKPHIBAMUX
KOMIIO 3ULINH, KOTOPEHE MOXHO MCIOJbL30BAaTL, BRJOUYAT IIOJMMEPHHE
BemecTBa M BOCKM. AKTUBHHENM MHIPeIMeHT Takxe MoXeT OHTbL B
MUKPOMHKAIICYJIMPOBAHHOM  dopMe, ecJiM HeobxoIMMO, C OOHUM WU

HeCKOJIBKVIMM V3 BHIICOIIMCaHHEIX BCIIOMOI'aTeJIBHEIX BeIeCTB.
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Kunoxue JIeKapCTBEHHEE bopMEIl  IJIA MepopalibHOTO BBeIeHUA
coeIMHEeHUMN HaCTOAmMETO n3obpeTeHms BKJIOUAT bapMalleBTUYECKHA
[IPpUEMIIEMEIE BMYJIECUM, MUKPO3BMYJIBCUM, PaCTBOPE, CYCIIE€H3UW, CUPOIIL
M BJIVMKCUPHE. [IOMUMO aKTMBHOT'O MHIPelMeHTa XUIKME JIeKapCTBEHHHE
bopMEH MOTYT COIOepXaTh MHEePTHHEM pa30aBUTeNlb, OOBUHO MCIIOJNb3YeMHM
B IOaHHOM o06JacTM TexXHMKM, TakKoM KakK, HalpyMep, BoIa WIM Ipyrue
pPacTBOpPUTESIM, COJOOMIM3UPYRIME CPpelcTBa M 5SMyJIbT'aTOpPh, TaKMue Kak
STUJIOBEM CIOUPT, MWM3ONPONMIIOBHM CIOUPT, >THUIkapboHaT, >THUjalleTarT,
OeH3UIIOBEM compT, OeHsmuIbeH30aT, NPONMUIIEHTJIUMKOJIE, 1,3-
Oy TUJIEHTJIMKOJIb, Macia (B uyacTHOCTH, XJIOIIKOBOE, apaxmcoBoe,
KYKYypPY3HOE, 3aponblleBROE, OJIMBKOBOE, KacTOpOBOE UM  KYHXYTHOe
Macja), TUIMLIEepuH, TeTpaTruIpodypPMJIOBEM CIUPT, MIOJUDTUIIEHTJIMKOIU U
CJIOXHBE SOUPE XUPHEX KUCJOT M COpOUTaHa UM MUX CMeCH.

[IoMMMO MHEepPTHHX pazfaBuUTesiel I[IepopalJibHEEe KOMIO3ULUUM MOTYT

TakKXe BKJOUAThL B CceOda albBlOBaHTH, TakKMe KakK CcMauMBawlyue cpencTea,

SMyJIE THUPYIOIME u CYCIIeHIMNPYIIME cpencrTea, oIcJlalyMBapiue ,
apoMaTU3UPYKIMe, OKpalMBamue, OTAYNMBAKIME ¥ KOHCEPBUPYKIME
cpencTea.

CycreH3um [IOMMMO aKTMBHEIX CoOeIMHEHUM  MOTYT comepxaThb
CyCIeHIMpyK Ime cpencTrBa, HalpuMep STOKCUIIMPOBAaHHEE
M30CTEapMUIIOBHE CIMPTHE, CJIOXHHE 5S0MPH [IOJMOKCUBTUIIEHCOPOUTa U
copbuTaHa, MUKPOKPUCTAJIJIMUECKYIO LeJJInJIO3Y, MeTaTrUIPOKCUL
aJIOMMHM A, OeHTOHMT, arap-arap M TparakKaHTOBYK KaMeIOb UM UMX CMECH.

KoMmosuumm HacToAamero mu300peTeHMa, KOTOPHE MNOOXOOAT IJIg
BarMHaJIbLHOTO BBEOEeHWUS, Takke BKJKOUAT IIeCCapuM, TaMIIOHE, KPEME,
TeJlM, IacTe, IIeHH WJIM aspO30JIbHEE KOMIIO3MINVM, COOepXalye TakKue
HOCUTEJIM, O KOTOPHX B HOaHHOM o0B0JlacTM TeXHUKM M3IBECTHO, UYTO OHU
ABJIATCA MMONXOIANVMMA .

JlekapcTBeHHHE  (QOPMH IJIE MECTHOTO WJIM  TpaHCIepMaJbHOT'O
BBEIOEeHUSA COEeOMHEHUS HacTOoAmero M300peTeHMd BKJIKNUYAKT IIOPOMKMY,
crpemu, Ma3M, IacTH, KpPeMH, JOCBLOHH, TIeJiiM, pPacCTBOPH, IJIACTEHPU U
CpeICcTBa IOJ4 MHTalaluui. AKTHMBHOE COeIMHeHMe MOXeT OHTbL CMemaHO B
CTEPUJIBHEIX YCJIOBUAX C OQapMalleBTUUYECKM IIPUMEMIIEMEIM HOCHUTEJIEM M C
JIIOOBIMM KOHCepBaHTaMM, OybdepaMr WM NOPONeJIJIEHTaMM, KOTOPEE MOTYT
norpedborarTbCc4d.

HOpOMKM n CIipen MOTYT COoIIepXaThb ITOMIVIMO COeIIMHeHNMA
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HacCTOAmMETO M300peTeHMda  BCIIOMOTAaTeJIbHHE  BEIOECTBA, TakKue Kak
JakKkTo3a, TallbK, KpPeMHMeBasa KMUCIIOTa, IMIPOKCHUI aJIOMAHWMSA, CUJIMKATEH
KaJblUMA U IIOJMaMMIHHEM IIOPONIOK WMJIM CMeCHM 9STUX BemecTB. CIpewu
MOTYT IHOOIIOJIHUTEJIEHO COINEepXaThb OOBUHBEE IIPOIEJIJIEHTH, TakKue Kak
XJIOPQTOPYTJIEBONOPONE M JIeTyuMe He3aMelleHHHEe YIJIEBOIOPOIH, TaKue
Kak OyTaH U IpOoIlaH.

OPTaJIbMOJIOTUUECKHUE KOMITIO 3ULIVMN, TJIa3HHEE Masu, [IOPOUIKHA,
PacTBOpPEL M T.II. TakKXe pacCMaTpMBalTCA KaK BxXoOdmye B 2 0O0BEM
HaCcTOAMETO M300peTeHUd.

dapMalleBTUUECKHUE KOMITO 3ULIUA HacTOoAmero n3obpeTeHmsd,
nonxondmme OJA [IapeHTepalJlbHOT'O  BBeIOeHUusd, comepXxaT OOHO WJM
HECKOJIbKO COeIOMHEHMM HacCTOoAmero M300peTeHMsa B KOMOMHALMM C OIHUM
WY HEeCKOJIBKUMU dpapMalleBTUUEeCKM IIpUeMJIEMBEIMY HOCUTEJIAMM, TaKMMU
KaK CTEepUJIbHEIE UM30TOHUUECKMEe BOIOHEE WJIM HEeBOOHHE pPacCTBOPEHL,
OUCIIepCUun, CYCIEH3UM WM 5BMYJbCUM WM  CTEPUJIbHEE  I[IOPOUKMY,
KOTOpPHE MOTYT OHTbE BOCCTAHOBJIEHE OO CTEPUIIBHEX MHBEKUIMOHHEX
PACTBOPOBR WMJM OUCIEPCUNM HEeNOCPeACTBEeHHO Iepell MCIOJb30BaHUEM,
KOTOPHE MOTYyT COOepXaThb aHTHMOKCUIOAHTEH, Oybepr, ©OaKTepMuoCTaTHl,
PacTBOPEHHEe BEMecTBa, KOTOPHE »OeJalnT KOMIIO3SUINMID M30TOHUUHOM
KpPOBU npenmnojlaraeMoro peLuunmMeHTa, VIV CyCIeHIupyK e VI
3arylmapmmue cpelncTBa.

[IpuMepH NOIOXOOAMMX BOIOHHX M HEeBOIOHHEX HOCUTeJIeM, KOTOpHe
MOTYT OHITH VICIIOJIbL 30BAHE B bapMalleBTHUUYE CKUX KOMIIO BULIMAX
HaCTOoAmeI'o M300peTeHMsa, BKIOUAKT BOIY, STaHOJ, IJIMKOJIEBEHE 5SQUPH,
[IOJIMOJIH  (TakKMe KakK TIUIMIEePMH, [OIPONMIIEHTJIMKOJb, IIOJIU3TUIIEHTJIMKOJE
M T.IO) W NOOXOOAMMEe MX CMEeCHU, PacTUTeJIbHEE Macjla, TaKue Kak
OJIMBKOBOE MacCJIO, ¥ WHBEKLUMOHHEE OpITaHMUeCKMre CJIOXHEE 2QUPEH,
TakMe KakK b»BTujojieaT. I[IpaBMJIBHYKR TeKydeCTb MOXHO I[IONIEePXMBATE,
HalpuMep, IIyTeM MCIOJIBE30BaHMA IIOKPHEHBAKIMX MaTepralloB, TakMxX Kak
JELUUTUH, IOyTeM IIoOlepXaHusa TpebyeMoT'o pasMepa YacCTMul B Cclydae
OVCIIEPCUM M IIyTeM MCIOJL30BaHMUSA IOBEPXHOCTHO-AaKTHMBHEIX BeEleCTB.

3TM KOMIIO3ULIMM MOTYT TaKXe COIepXaThb alblBaHTH, TaKMe Kak
KOHCEPBAaHTEH, cMaumBawmime CpencTRBa, SMyJIbTHMPYKRIME CpeIacTBa WU
IVCIepIVpyllMe CcpeldcTBa. llpedoTBpalleHre OeMCTBUA MUKPOOPTaHM3MOB
MOXeT OHITH oBecrnieueHoO 3a cuer BKJIOUEHU A PasINUYHEX

aHTM@aKTepMaJ’IbHBIX n HpOTMBOI‘pM@KOBHX CpelCTB, HaIIpVMep HapaGeHa,
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xJopbyTaHoJsa, O(eHOJCOPOMHOBOM KUCJIOTH M T.IO. Takxe MOXeT OHTb
XKeJlaTeJIbHO BKJIOUMTE B KOMIO3MUUNM M30TOHMUECKMe CpelcTea, TakKue
Kak caxapa, XJjopul HaTpuda M T.I. KpoMe TOIO, IIPOJIOHIMPOBaHHAA
abcopbuuga VMHBEKIIMOHHOM bapMalleBTHUUECKOM bOoPMEL MOXeT OHITH
obeclieueHa BKJIKUeHMEM CpPencTB, KOTOPHe 3aMedjganT adcopdbuuo,
TakMX Kak MOHOCTeapaT aJioMMHVA U XeJIaTUH.

[IpenmapaTe HaCTOAWEeIO M300peTeHMA MOXHO BBOIOUTH IIepOpalibHO,
lapeHTepallbHO, MEeCTHO WM peKTajlbHO. KOHeuHO, m®X BBOOAT B
bopMax, MNOOXOOANMX IJIA KaXOoro crnocoba BBeleHMA. HanopuMmep, uX
BBOOAT B QopMe TabJIeTOK WM KalcyJ, [IOCPenNCTBOM MHBEKLUM,
MHTaJAauuM, JIOCbOHa mnOJj4a IJjla3, Mas3M, CYNIO3UTOPMA M T.O., BBEeIEHUI
[IOCPEeICTBOM MHBEKUNM, MHQY3UM WM MWHITAJALUUNM; MeCTHO C IIOMOWBI
JIOCBOHA WJIM MasM; M PEeKTaJIbHO C IIOMOUBK CYIIINO3UTOPUEB.

Opas3ws "HapeHTepalibHOe BReleHMe" U "BBOIOMMHEI HapeHTepaJbHO"
IpY  MCIOJIb30BaAHMM B HACTOAIlEeM OOKYMeHTe  O3HauvawT CIIOCOOE
BBeIeHUda, OTJIMUHEE OT SHTEPpaJIbHOTO UM MEeCTHOI'O BBeIOeHMA, OOBUYHO

IocpenCcTBOM MHEBEKLIMM, ¥ BKJIIKYAKOT, ftes OT'PaHMYEHNMA, BHYTPHMBEHHEE,

BHYTPVIMBEIIICYHEIE , BHyTpHapTepMalJlbHEIE, MHTpaTeKaJlbHEE,
BHYTPHMRKAIICYJIEHEE, BHYTpMOPGMTaHbHHe, BHYyTpHCepIOe4YHEEe,
BHYTPHVMKOXHEE, BHYTpMépDMMHHMe, TpaHCTpaXeaJlbHEIE, ITIOOKOXHEIE,
Cy@KyTMKyHHpHHe, BHYTPUCYCTAaBHEIE, IIOOKalICyJIbHEIE,

cybapaxHoMIaJIbHEE, MHTPACIMHAJIBHEHE UM MHTPACTEepPHAJIbHEE MHBEKIVD U
MHQY3MIO. MHoTma IpennouTUTeJIbHEM criocofbom OOCTaBKU oJjs
COeIMHEHMSI HACTOAMeIro Hu300peTeHMsa HGBJISAeTCS BHYTPMBEHHas WHOY3UA.
VHQY3UI MOXHO MCIIOJILE30BATE MOJIS OOCTABKM OINHOM CYTOUHOM IOS3H WMJIU
HECKOJIBKMX -OO3. B HEKOTOPHX BapMaHTax OCYIEeCTBJIEHMSA COeIVHeHNe
HacTOAmMETO M300peTeHMsa BBOOAT IIOCPENCTBOM MHQY3MM B TeUeHMe
IpoOMeXxXyTKa BpeMeHM oT 15 mMmHyT no 4 dyacoB, ofbwuHo oT 0,5 mo 3
JyacoB. Takyw MHQY3MIO MOXHO MCIOJBE30BaTE OIOMH pa3 B IeHb, IBa

Pazsa B IOIe€eHb WMJIM BIIJIOTE OO TpeX pas3 B IOE€HE.

dpasu "cucTeMHOE BBeIeHue, " "BBOIOMMEIA cucTeMHO",
"Ilepudpepndecroe BBelleHUe" n " BBOIMMEI nepudpepnudeckmn” npu
MCIIOJIbE 30BaHMN B HacToAlleM OOKYMEHTE 03HavamnT BBelleHUE

COeIMHEHNA, JIEKAPCTBEHHOTI'O cCpencCTBa I IpyIroro MaTepuralla,
OTJIMUYHOE OT HellIOCpeICTBEHHOI'O BBell€HMA B LEeHTPaJIbHYI® HEPBHYIO

CcucremMy, TaKVIM O@paSOM, 4dToO OHM BXOIODAT B CHUCTeMy IIallMeHTa U,
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TakuM obpasoM, nomBpeprarnTca MeTaboarM3My WM OPpYyTMM  [TOOOOHEM
npolueccaM, HallpUMep IOOKOXHOEe BBeIeHME.

STV COeOMHEHMSA MOXHO BBOOUTE JIOOAM WM OPYTHUM XMBOTHEM IJIA
Tepaluy C IIOMOWBKD JIOOOTO IIOOXONAmero clIocof®a BBeOeHMA, B TOM
umcijie  IepopaJibHO, HaszaJIbHO, HalIpyMep C I[IOMOILI PAacCIBJIeHU,
PeKTaJbHO, MHTpakBalMHAJILEHO, I[IapeHTepallbHO, MHTPpAalMCTEpHAJIbHO U
MEeCTHO, HalpuMep C IIOMOMbI IIOPOMKOB, Masel WIM Kalejb, B TOM
umrcJie OYKKAJIbHO ¥ NOOBASHUHO.

HeszaBucumo oT BEIOPaHHOTO criocoba BBeIeHUSA COeIVHEeHU I
HacToAmero u300peTeHMsa, KOTOPHEe MOXHO MCIIOJNb30BaAThH B MNOOXOOAIEN
TUOPaTUPOBaHHOM dopme, u/ bapMalLeBTUUECKUE KOMIIO 3ULIUU
HacCTOoAmeI'0 M300peTeHrd, COCTaBJART B (apMalleBTHUUECKM IpHeMJIeMEe
JeKapCcTBeHHEle (QOPMEL C  IIOMOIBI  OOBUHEIX  CIIOCODOB, M3BECTHREIX
crnelnMaJmucTaM B OaHHOM 00JlacTM TEeXHUKM.

dakTHUUeCKME YPOBHU OO3UPOBKU AKTUBHEIX VHITPEeINeHTOR B
bapMalleBTUUECKMUX KOMIIO3ULMAX HacToAmero n3obpeTeHmnsd MOXHO
BapbMpOBATE IOJA IIOJIYUEeHMI KOJIMUeCTBa aKTMUMBHOI'O MHIPpeIMeHTa,
KOoTOopoe HOPeKTHMBHO OJIA OOCTWXEHMI XKeJlaeMOoT'o TepalleBTUUeCKOTO
oTBeTa IJIS KOHKPETHOT'O IallMeHTa, KOMIO3UMIMM U clIoco®a BBeOeHUdg,
HO He TOKCHUUYHO IJIA IallMeHTa.

BLIOpaHHEM YPOBEHL HOO3UPOBKM OyIeT 23aBUCEThL OT MHOXeCTBa
barKTOpPOER, BKJIIOUA 4 aKTUBHOCTB KOHKPETHOTO VCIIOJIb3YEeMOTO

COeIIMHeHMAd HacCcToAmeIro MBO@peTeHMH i eI'0 CJIOXHOT'O 9®Mpa, COJIM

12NNz aMrinoa, criocoba BBeIE€HNA, BpeMeHI BBelleHNMA, CKOpOCTHU
BEIBeIOcHMA KOHKPETHOTI'O MCIIOJIBE 3y eMOT'O COeIIMHEeHNA,
IIPOOOJIKMNTEJIEHOCTM JIeUeHV A, OIPpYyITHUX JIERapCTBEHHEX CpencTsB,

coeIMHEeHUN M/UJIM  MaTepualioB, VCIIOJIB3YEMEIX B  KOMOMHALWM  C
KOHKPETHHM  MCIIOJIL3YEeMEIM COeOVHEHMEM, BO3pacTa, noJia, Beca,
COCTOAHUSA, OOmMero COCTOSHMSA SBIOPOBBLS U MIPeIleCTBYIEY MCTOPUU
BoJie3HM TOoNBepTaeMoTo JIeUeHMD TalMeHTa M [HOOOOHHX (GaKTOpPOER,
XOPOMO M3BECTHHX B O0OBJIACTM MEIMIIVHE.

Bpau WM BeTepHHapP, ABJISOIMIACS CPEeOHMM CIelMaJlMCTOM B
OaHHOM 00JIaCTM TEeXHMKM, MOXeT JeI'KO OIpeleJIMTh ¥ [IPpOoIMCaTh
20peKTUBHOE KOJIMUUECTBO TpebyeMoy (apMalleBTHUUECKOM  KOMIO3ULIWMA .
Hanpumep, Bpay MM  BeTepMHAap MOTYT  HavYaThb BBOOMTL  JO3H

coeIMHEeHUMN HacToAmeIro MBO@peTeHMH, M CIIOJIb 3y eMBIX B
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bapMalleBTUUECKOM KOMIIOZULMM, B KOJMUEeCTBax MeHblle TpedyeMoTo IOJid
OOCTWXKEeHUS  XKeJlaeMOoT'O  TepalleBTHYecKoTro 20bexkTa M IIOCTEelleHHO
YBeJMUMBATE OO3MPOBKY IO IOCTWXEHMSI XeJjaeMoTo sddekTa.

Boobme TOBOPSA, [IOOXOOamen CYTOUHOM oo3om coeIVMHeHMn S
HaCTOAmMET O nz3obpeTeHUs BymerT Takoe KOJIMUYECTRBO coeIMHEeHUd,
KOTOpoe HABJIAETCA CaMOM HM3KOM 10301, 200eKTHMBHOM MOJI4 IIOJYyUYeHUH
TeparleBTUUeCKOTO 5sbdbexTa. Takasa sd0dexTMBHaAA »Jo3a OOBUHO 3aBUCUT
oT (QaxKTOpOEB, ONMCAHHHX  BHIIE. Kaxk mnOpaBuMio, BHYTPUBEHHHE U
IIOOKOXHEE MHOO3H COEeOMHEeHUM HacCToAmeIo M300peTeHMsa OJIA IIallMeHTa
OpM  MCHOOJIB30BaHUM OJIA YyKa3aHHHEX 20bpexkToB OyOyT JieXaThb B
IoranasoHe oT OpubimsuressHO 00,0001 pmo npmbimsmTesisHO 100 M Ha
KWJorpaMM Beca TeJjla B IOeHb, uYacTo oT npubim3urensHo 0,01 1mo
npubams3nuTesbHO 50 MI' Ha KI' B OeHb, M YacTO OT HOpubiamsuTresszHO 1,0
0o npubiamsuTresbHO 50 MI Ha KI' B IOeHb. OOmad cCcyTouHasa nos3a I[Ipu
BHYTPMBEHHOM BBeIeHMM OOBUHO cCcocCTaiBRJgeT 1-4 TIpamMMa B IOeHb JIA
TUIIMYHOTO CyOBbeKTa (HaopuMmep, cyObekTa-dejioBeka BecoM /70 KkI);
ofbmasa CcyTouHas Io3a IIPpM MHTalauuy OOBYHO OyIneT cocTabjaTb 50-500
MI' B IOeHb WIM OpudamamuresbHO 100-200 Mr. 90QeKTHMBHBEIM KOJUUECTBOM
ABRJISETCA KOJMUECTBO, KOTOpOe JIeuuT BaKTeprallbHYI MHOEeKIINO.

IIpu xeJaHuM 5SQOeKTUBHYID CYTOUHYID IO3Y AaKTUMBHOI'O COeIVMHEHMUI
MOXHO BBOOMTEL B BMIE OINHOM, IBYX, Tpex, UYeTHpex, IS8T, MeCTU WU
BoJjiee cyBmo3, BBOIOMMHX IIO OTIOEJILHOCTM Uepes COOTBeTCTBYIIME
VMHTepPBAaJIb B TeueHUe oHS, HeoBsa3aTeJIbHO B CTaHIOaPTHEX
JIEKAapCTBEHHHX ¢oopMax. IIJIg CcoeIMHEeHUM, OOCTaBJISeMBX IIepopalJIbHO
MM TIOCPEeldCTBOM MHIAJNALUMM, OOBUHO BBOIOAT OT OIOHOM OO UYeTHpex OOo3
B @OeHb. CoeOMHeHMs, OOCTaBJIAeMble IIOCPEeOCTBOM MHBEKLMUM, OOBUHO
BBOIOAT pPas B IeHb WIM uUepe3 OeHb. [IJIg9 COeOIMHEeHUM, IOCTaBJISEeMHX
BHYTPMBEHHO, OOHUYHO BBOIAT OT OIOHOM OO Tpex IOO3 B IeHb.

B COOTBETCTBUK C BHIIECKA3aHHHM  HacTosdlmee n3obpeTeHre
openjaraeT B elle OOHOM acIleKTe:

- OQapMalleBTHMUECKYI KOoMOMHALMD, COIOepXallyld KpHUCTaJlJIMuecKoe
coenmHeHne (A) m Db) BcInomMoTraTeJIbHOE CPeICTBO, HalpUMeEp BTOpOe
JIeKapCTBeHHOEe CPeldCTBO, Kak OolpenejleHO BHIIEe.

- Cnoco6, Kak oOlpenejleHO  BHIIE, comepxamyi  COBMEeCTHOe
BBeIeHUe, HaopuMep OOHOBPEMEHHO VI mocJjiegfoBaTeJILHO,

TepalleBTUYEeCKM 9(1)(1)@KTI/IBHOI‘O ROJIMYeCTBa KpUMCTaJlJIMdeCKOI'O
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coenmHeHusa (A) ¥ BCIOMOT'aTeJIBHOTO CpelCcTBa, HallpMMep BTOPROTO
TepalleBTUUYECKOT'O CPeInCcTBa, KaK OIpPelleJIEHO BHIIE.

[MpennosaraeTcHd, yTo TEePMVHEL "coBMeCTHOe BBeOeHMe" WMJIn
"KOMOMHMpPOBaHHOE BBeleHMe" WM T.II., MWCIOJB3yEeMHE B HACTOAIEM
OOKYMEHTE, OXBATHBAaKT BBeIeHME BEHOPAHHEX TepalleBTUUECKUX CPeIOCcTB
OOHOMYy IallMeHTy, W BKJIUAKT CXEeMH JIeUeHMHd, B KOTOPEX CpeIcTBa He
0643aTesJIbHO BBOOAT C IIOMOIBI OOHOTO croco®a BBEeOeHMS WJIM B OIHO

BpeMA. @MKCMpOBaHHHe KOMOMHALIMM TaKXe BXOIOAT B O0OBEM HaACTOAmMETO

n3o0peTeHUA. BBeneHre @QapMalleBTMUECKOM KOMOMHALMM  HAaCTOAMET O
n300peTeHnd [IPUBOOUT K OIaTonIpPUATHOMY sbdexTy, Hallpumep
CHUHEPTHUUECKOMY TepaleBTUUeCKOMY sbdexTy, 1o CPaBHEHUIO C

MOHOTepaHMeﬁ C TIIpVMMeHeHMeM TOJIBKO OIOHOI'O Mn3 ee @apMaHeBTquCKM
AKTUBHEIX MHIPEIMEHTOB.

Kaxngeli KOMIIOHEHT KOMOMHALMM B COOTBETCTBMM C HACTOSIYM
nzobpeTeHMeM MOXHO BBOIUTL II0 OTIOEJHLHOCTHM, BMecTe, WK JodoM
KOMOMHALIMM YKas3aHHOTIO.

CoemuHeHMEe HaCTOAWEeIo u300peTeHUd U Jroboe OOIIOJIHUTEJIbBHOE
CpeICcTBO MOI'YT OHTHL COCTAaBJIEHH B OTOEJIbBHEE JIeKapCTBeHHBE (QOPMEI.
AﬂbTepHaTMBHO, OJIA YMeHBIIeHI A KoJIMyeCTBa JIeKRapCTBeHHEX @OpM,
BBOIOVMEIX IIaluleHTy, coelIVMHeHN e HacTodgmeIro MBO@peTeHMH )z Jiodoe
IOOIIOJIHUTEeJIbHOEe CPeICcTBO MOTYT OHRTb COCTaBJIEHH BMecTe B Jiodom
KOMOUHALUN . Hanpuwmep, VHIUOUTOP—COeOVHEHNE HacToAmeTro
n3o0bpeTeHMa MOXeT OHTb COCTaBJIEH B OIOHY JIeKapCTBEeHHYK OQopMy, a
ITOIIOJIHMTeJIbL HEIe cpencCcTBa MOITYT OHITB COCTaBJIEHEI BMeCTe B IPpYIVIO
JeKapCTBeHHYKD QopMy. JOBe OTOeJIbHEE JIeKapCTBeHHBE QOPME MOXHO
BBOIOIMTE B OIDHO M TO X& BpeMA MJIIM B pPa3HOEe BpeMA.

AﬂbTepHaTMBHO, KOMIIO3MIIM A HacTodmeIro MBO@peTeHMH COIOEPXNT
OOIOJIHUTEJIbHOE CPenCcTBO, KaK OIIMCaHO B HaCTOAmeM OOKYyMeHTe. Bce
KOMIIOHEHTEI MOTYT IIpMCyTCTBOBATE B OTIOeJIbHEIX KOMIIOBMIIMAX,
KOM@MHMpOBaHHHX KOMIIOBUIIMAX WJIML B OHHOﬂ KOMIIO3MIINN .

[IPVIME PH

HacTosamee wm300peTeHMe Hajlee NIPOWUJLUILCTPUMPOBAHO CJIEOYIMVMU
IIprmMepaM1, KOTOPEE He CJlelyeT pacCCMaTpMBaTb KakK OI'baHMUMBalIVe .
AHaHMBH, MCIIOJIE3yEeEMBIE BO BCeX IIprMMepaX, XOopomo WM3BeCTHH B HaHHOﬁ
obJjlacTtM TEeXHUKNM OTeEMOHCTpalM4a 9@@6KTMBHOCTM B STUX aHaJlMzaXx

OOBIUHO paccMaTprMBaeTCAd KaK IIPOI'HOS3 SQQGKTMBHOCTM Y CYyOBEKTOB.
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COKPAMEHVA

Ac aleTnI

ACN AlleTOHUTPWII

AcOEt/EtOAc STUJIAlleTaT

AcOH YVKCYCHasa KUCJIOTa

BOIOH BOIHEIM

CDI KapOOHUJIOUVMUIA 30

CHsCN aleTOHUTPWMII

DBU 1, 8-mnazabuumkio[5.4.0] -yHOelu-"7-eH
Boc,0 OIU-TPpeT- 0y TUIIOMKapOOHaT

DCE 1, 2-nuxJjiopsTaH

DCM OMXJIOpPMEeTaH

DiBAl-H TUOPUL OUMN300Y TUIIAJIIOMUHN A
DIPEA N-5TUIOMU30IPONINIIaMUH

DMAP OVIMe TUJIaM/UHOIIMPUIONH

DMFE N, N'-gume T o pMaMm I

DMSO OVME TUJICYJIE QOKCUT

ET MOHMBALMA SJIEKTPOPACIIEIIeHEM
Et,0 OUBTUJIOBEM 20UP

EtsN TPUSTUIIaMUH

20up OUBTUJIOBEM 20UD

EtOAcC sTUIIaueTarT

EtOH BTaHOJI

FC dJem—-xpomMaTorpadmsa

Y yac (B)

HATU rexcadpTopdpochaT O-(7-azabeH30TPMAzR0I-1-WJI) —

N, N, N'N'-TeTpaMe TUJIYPOHUSA

HBRTU rexkcadpTopdocharT O- (Ben30TPMa30JI—1-MJI) —



HC1
HMPA
HOBt
B3XX
H,0

J
LC-MS
LiHMDS
MgSO,
Me
MeTI
MeOH
MT

MIMH

MS
NaHCO;
Na,S04
NH,OH
pPd/C
Pd (CH) »
PG

Ph
Ph,P
Prep
RE

RP
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N, N, N, N -TeTpaMe TMJIIYPOHNUSA
CoJIdHasa KMUCIoTa
TrekcaMeTuidpochopammn
l-ruOpoxrCcUBeH30TPMa30JI
BEICOKOBD(OOEKTURHAA XUIKOCTHaA XpoMaTorpadmd
BOIA

JIUTP (BI)

XMOKOCTHAS XpoMaTorpadrsa/MacC—-CIeKTPOMEeTPHUS
OMC (TPUME TUJICUIINIL) aMUL JIUTUS
cynsdaT MarHUL

Me TIJI

MomMeTaH

MeTaHOJ

MUJIJIUT P aMM

MMHYTa (BI)

MUJIJIUIIUTP

MaCC-CIIeKTPOMEeTPHU S
BukapboHaT HaTpuU4g

CynbdaT HaTpusa

TUIOPOKCUMIIaMIH

najjiaiuy Ha yIJepone
TUOPOKCUL MaJllanusg

3alMTHa ATPYyIIna

beHmsI

TpUudeHUIIGOCIHMH

npenapaTUBHEM

OTHOMEeHVE QPOHTOB

obpaTHasa dasza
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Rt BpeMa YIOEepXMBaHUA

rt KOMHaTHas TeMIepaTypa
Si0, cCuUJIMKaresb

S0C1, TUOHUJIXJIOPULI

TBAF brTopun TeTpalyTUIIAMMOHUA
TBDMS T—0OYVTUIIOVME TUIICUITNIL

TOA TPU2 TUIIaM/H

TOY TPUOGTOPYKCYCHAA KUCIIOTa
TTd® TeTparuopodypaH

TCX TOHKOCJIOMHAaA XpoMaToTrpadus
TsC1l TOJIYOJICYJIb QOHMIIXIJIOPUL

QOfume VCIOBUA :

Macc-cCIHIeKTpH [HOJydYajau Ha cucreMax LC-MS ¢ MCHOJIE30BaHMEM
MOHMBaUUM BJIeKTpopacleieHrueM. JcnoJab3oBaau WATERS Acquity Single
Quard Detector. [M+H]" oTHOCMTCS K MOHOMBOTOIIHEIM MOJIEKYJISPHEM
MaccaM.

CrnexTpsl AMP nojgyuvaju Ha  SMP-clHIeKTpoMeTpax C  OTKPHTEM
noctynom Varian 400 mam Varian 500. CoexTph mu3Mepsalu npu 298 K,
¥ MCIOJBb30BajiM B KauecTBe CTaHDapTa I[IMK pacTBOpPUTeNId. XUMUUECKUE
coBurM nJid ‘H AMP OpuBemeHH B MUJIIMOHHHX HOJIAX (M.I.) .

Macc—CrneKTpH roJjiyuajm Ha cucTeMax LC-MS B OIOHUX nus
cJleIyoIUX YCJIOBUM :

1. CucremMa Waters Acquity UPLC-H class, OCHalleHHa A

OeTeKTopoM SQD.

Kojsiounka: ACQUITY UPLC HSS C18 (50x2,1) MM, 1,8 MKM.

TeMIlepaTypa KOJIOHKM: OKpyXalllad cpena.

IlogpmxHasga ¢aza: A) 0,1% FA+5 MM aleTaTa aMMOHMSA B BOIE.

B) 0,1% FA B alleTOHUTpPWUJIE.

I'panuent: 5-5% pPacTBOPUTEIL B 3a 0,40 MUH, 5-35%
pacrtBOopuTesa B 3a 0,80 MmH, 35-55% pacTeopuTens B 3a 1,2 MuH,
55-100% pacrTerOpuUTeNd B 3a 2,5 MuH.

CxopocTh moToka: 0,55 mMy/MmH.
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CoenMHeHMs IOeTeKTUPOBaIM C IMIOMOMBI MAaTPUUHOTO GOTOIMOOHOTO
oeTekTopa Waters.

2. Cucrema LCMS Waters, ocHameHHasd OeTekTopoM Z4Q 2000.

Kojsionka: X-BRIDGE C18 (50x4,6) MM, 3,5 MKM.

TeMIlepaTypa KOJIOHKM: OKpyXawlas cpena.

llogoBmxHasa ¢aza: A) 0,1% NH3 B BOIE.

B) 0,1% NH3 B alueTOHUTPUIIE.

T'panuenT: 5-95% pacreopuTenda B z3a 5,00 MmH.

CkopocThb moToka: 1,0 MjiI/MMH.

CoeOMHeHMs IOeTeKTHMPpOoBaJliM C IIOMOMBI MAaTPUUHOTO GOTOIMOOHOTO
ODeTekTOopa Waters.

3. Cucrema Waters ACQUITY UPLC, ocHameHHas cucTeMom ZQ 2000
MS.

Kojionka: Kinetex or Phenomenex, 2,6 MkM, 2,1x50 MM

TeMnepaTypa KOJIOHKM: 50°C

T'panveHT: 2-88% (mum 00-45% wmam 65-95%) pacrBOopuTess B 3a
nepmon 1,29 MuH.

CKOpPOCTL IIOTOKa: 1,2 MJI/MMH.

CoeaMHeHMsS IOeTeKTUPOBaJIM C IIOMOMBI MAaTPUUHOTO GOTOIMOOHOTO
oeTekTopa Waters.

I.1. CuuaTes (R)-4-(5- (LIMKIOIPONIMIBSTUHNII)MB0KCAB0I-3-1J) -N-

IMOPOKCU-2-MeTumI-2 - (MeTulIcyIbboumi) 6yTanaMmga [A]

Criocob A:

Sran 1. Cuures (mxnonpormmnbyra-1, 3—mumua-1-1i1)
TpuMeTMIICUJIaHa [1l.1la]

K pacTrBOpy (OpOMBTHMHWMII) IMKJIONpomnaHa (60 1», 414 wMMOJB) B
nunepuorHe (345 wmi) npu 0°C pmo®aBidaiM STUHMITPUMETWUIICHIIaH (44,7
T, 455 wMmoJbp) wm Cul (7,88 1o, 41,4 w™MmMOJIB). 3BaTeM pacTBOpP

IIepeMelliBajlll I1pm KOMHaTHOM TeMIlepaType B TeUeHN e 2 d4acoB.
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Peakumw racuiam npodaBJieHMEeM Hachm. BOOH. pacTeopa NH,Cl m 3aTem
SKCTparupoBaJau ¢ nomombio  TBME. OpTaHMUeCKUM CJIOV  IIPOMEIBAJIU
BOOOM, paccoJioM, cymmiau Han MgSO,; M KOHIUEeHTPUPORaIM. HeouMlmleHHHN
MaTepralJl OouMIlalIM KOJIOHOUHOM XpoMaToTrpadmel Ha cCcuIuMkKareje C
TellTaHOM B KaudecTBe DJI0EeHTa C I[IOJIydeHMeM ImOponykra (42 10, 62%
BLXOn) . ‘H SAMP (400 MI'u, CDCls) 0,13-0,24 (m, 9 H) 0,72-0,91 (m,
4 H) 1,25-1,36 (m, 1 H).

STan 2. CunTes sTun-5-x5nop-5- (rMMopokCUMMMHO) —2-MeTuUJI-2 -
(MeTUIICyNnBEOOHMII) TIeHTaHoaTa [l.1b]

NCS (10,8 1, 81 w™MMmoOJIB, 1,2 5BKBUB.) OOOaBJIAJIM K pPacTBORY
DTUII-5— (IMMOPOKCUUMUHO ) —2—-MeTUJI-2— (MeTUJICYJIE QOHMII) [IeHTaHoaTa (17
r, 67,6 MMmoJib) B DMFE (34 MJI) M IIOJIYUEHHYK CMECh IllepeMellMBalii IIpU
KOMHATHOM TeMIepaType B TeueHre 3 UYacCOB. 3aTeM pPacTBOPUTEIDL
yoajgdaay I[on BakKyyMoM. OcTaTok pacTeopaau B EtOAcC, [DpOMEIBaJM
BOIOM, paccoJioM, cCcymmian Hal Na,S0, M KOHLUEeHTPMPOBaJM C IIOJIyUeHUeM
nponykra (19 10, 98% BHXOZH). HeouumeHHBM MaTepuaJl IepelaBajiM Ha
cilenyKmuil sTan 6es majibHeMmell oumMcTkM. LCMS (m/z): 286,2 [M+H]™'.

O9ran 3. CuuTes (R)-3TMmin-4-(5- (LIMKIOIPOIMISTMHNAI)MB0KCABOII-
3-un) -2-MeTun-2- (MeTuncynbboHmi) 6yraoaTta [l.1lc]

K pacreopy 1l.la (8,4 1, 51,8 w™mMmoJIB) B MeOH (25 1)
nodasuaanmn K,CO; (14,3 1, 104 MMOJIB), M CMeCh IIepeMelMBaJ IIPpHU
KOMHATHOM TeMIlepaType B TeueHMe 18 YacoB. 3aTeM CMecCh pa30aBJIAIu
CH,Cl, (75 ™) m OQuIbTpOBaIM. 3aTeM OQUJILTPAT IIOMemaJuM B OaHo C
JeIsaHoM BomoM ¥ pobaBasgau 1.1.b (14,79 r, 51,8 MMOJIB). SBareM kK
BHIIEYKa3aHHOMY PpacTBoOpy nobGaBiasaiu TOA (14,43 wia, 104 wMMoJB) B
TeueHre 30 MMH, M CMeChb IIepeMelMBajiM IIPpU KOMHATHOM TeMIlepaType B
TeueHre 4 dYacok. PacTBopuUTellb yIOaJjigjM I[IPM IIOHWXEeHHOM IaBJIEHUM.
OcTaTok pasbaBiagaam TBME ¥ OpOMEBaJIM BOOOM, PaCCOJIOM, CYMMJIM Ham
Na»S04 " KOHLEHTPUPOBAJINA. OcTaTok OUMInAJIN KOJIOHOYHOMN
XxpoMaToTpadrert Ha cuiImMkarese, EtOAc/renTtan 0-60%, ¢ OOJIYyYeHMEM
(£)-1.1c (9,0 1, 51%). JBa D»HaHTHMOMEPa pPas3deJaM C IIOMOIBI
XUpaJibHOM B3IXX.

YcioBusa paszneiyeHusa: KojoHka Chiral AD; CkopocTh HoToka: 30
MJI/MMH; PacTBOPUTEJL: TenTad/EtOH=50/50; npaBjeHme 1263 @QyHT/KB.

miorM. IpomykT 1: tR 3,76 MMH, OpoOykT 2: tR 4,73 mMmH. IIpoOykKT 2
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npencraBigeT coboil xejlaeMeli ms3omMep l.le (3,0 r). 'H AMP (400 MIu,
cbcls) 0,84-1,08 (m, 4 H) 1,32 (t, J=7,14 Tu, 3 H) 1,45-1,56 (m,
2 H) 1,68 (s, 3 H) 2,17 (s, 1 H) 2,25-2,40 (m, 1 H) 2,53 -2,71
(m, 2 H) 2,80 (d, J=5,04 Tu, 1 H) 3,05 (s, 3 H) 4,27 (g, J=7,11
T'u, 2 H) 6,17 (s, 1 H). LCMS (m/z): 340,3 [M+H]"*.

Oran 4. Cuutres (R)-4-(5-(LIMKIONPONIMIDTUHNMII)MB0KCABOI-3-1JI) —
2-MeTmi-2 - (MeTuicylbboHMII) 6yTaHOBOM kMcJIOTH [1.1d]

LiOH-H,O0 (0,3 1, 2,0 MmoJNb) pobaBisaaM K pacrBopy 1l.lc (1,2
T, 3,5 mmoisn) B cmecu TI'®/MeOH/Boma (12 mii, 1/1/1), ¥ HOOJIYUYEHHLIM
pPacTBOp IepeMellMBaJiM [IpM KOMHATHOM TeMIepaType B TedeHMe 1 daca.
3aTeM pPacTBOPUTEJL YIaJAalM IIpM I[IOHWXKEeHHOM IaBJjieHuM. OCTaBIUMCH
MaTepuals nomkuciaamm 3,0 H BOOH. pacTBopoM HCl m skCcTparupoBajiu C
nomomebio EtOAc. OpraHMUeCKUM CJIOM IMIPOMHEBAaJIM PacCoJIOM, CYIMJIM Hamd
Na,S0y u KOHLIEHTPUPOBAaJIU C [IOJIy4YeHMEM nIponyKTa (1,1 T,
KOJIMYECTBEHHEY  BHXOIX) . HeounmeHHBM  MaTepMuaJl IepelaBajii  Ha
cilenyKmuil sTamn 6es3 majibHeMmell oumMcTkM. LCMS (m/z): 312,3 [M+H]™'.

OSran 5. Cwunres (2R) -4 - (5- (IMKJIOIPONIMIIS TUHNII) M30KCAB0JI-3 -
i) —2-MeTui-2- (MeTuicynbdoumi) -N- ( (Terparngpo-2H-nmpan-2 -
ui) okcu) 6yraHammn [l.le]

K pacrBopy 1.1d (1,1 1, 3,53 wMmoJar) B DMF (6 ™M) 1pu
KOMHAaTHOM TeMIepaType nobarjsiau aza-HOBt (0,866 1, 6,36 MMOJbL),
EDC (1,016 T, 5,30 MMOJIB ) u O- (TeTparunpo-2H-ntMpaH—-2-1JI)
TUOPOKCUIIaMUH (0,621 1, 5,30 wmMOJIB), ™SA (1,477 wi, 10, 60
MMOJIL) . PacTBop mHOepeMemuBagu Opu 45°C B TeueHMe 3 UYacCOB, 3aTeM
IpY KOMHATHOM TeMlIepaType B TedeHue 18 dYacoB. PacTBOpUTeEJb
yOaJjany OpM I[IOHMXeHHOM »naBjieHuMM. OcTaTokK paszbaeadaau EtOAc,
IPpOMEIBAJIM HacH. BOOH. pacTBopoM NaHCO;. OpraHMUeCcKuM  CJIOu
IPOMEIBAJIM PAaccoJioM, cymmiIn Hal NaSOs M KOHIeHTpHpoBaiM. OCTaTOK

oumMmaldM KOJIOHOUHOM XpoMaToTpaduel Ha cuirkareje, EtOAc/renTan 0-

70% ¢ noJjgyuyeHmem 1,2 T mnpomykTa (83% BHxonm). LCMS (m/z): 411,3
[M+H]™".

Oran 6. CuuTres (R)-4-(5- (LMKIOIPONIMIBDTMHNMI)MB0KCABOI-3-1JI) —

N-rugpokcu-2-MeTmi-2 - (MeTuicynbboumi) 6yrTanammnoa [A]
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K pacteopy 1l.le (1,2 1, 2,92 Mmmvmosib) B MeOH (5,0 mi) m DCM
(5,0 M) mpm 0°C mo®Garyjsayam HC1 (0,731 i, 4,0 M B IMOKcaHe, 2,92
MMOJIB) . PacTBOp IepeMemMBaJM [IPYM KOMHATHOM TeMIepaType B TedeHUE
1 waca. 3aTeM pacTBOPUTEJE: YIaJaJIM IIPpM IIOHWKEHHOM IaBJIEHUMU.
OcTaBmUMCA MaTepurall oumuam KOJIOHOUYHOM XpoMaToTrpaduen Ha
cumkKareje, aueroH/rentan 0-60% ¢ mnojaydvenuem 0,79 T nOpomykKTa
(81% BHxXOZI). 'H AMP (400 MI',, DMSO): 10,97 (s, 1H), 9,24 (s, 1H),
6,73 (s, 1H), 3,06 (s, 3H), 2,71 (dd4, J=17,3, 9,1 Twu, 1H), 2,56
(d, o=4,0 I, 1H), 2,47-2,40 (m, 1H), 2,06-1,95 (m, 1H), 1,69
(ddd, J=13,3, 8,3, 5,0 Iy, 1H), 1,50 (s, 3H), 0,99 (td, J=6,8,
4,0 I'u, 2H), 0,88-0,82 (m, 2H). LCMS (m/z): 327,3 [M+H]".

MaTepwual, [IOJIYyY e HHEI TakuMM  croco6bowM, OBJI 11O CYIEeCTBY
YMCTHIM, HO OBJI aMOpP®HEIM M He IeMOHCTPUMPOBAJI UYeTKO BHpPaXeHHOM
TOUKM ILJIaBjieHMs. OH Takxe I[oIJjiomajy BJary, T.e. HaxoOsich Ha
BO3OyXe B 3HAUMUTEJILHOM CTeleHM I[IoTJIomaJ BOOY, ¥ MUMeJI CKJOHHOCTDH
K IIOTeMHeHMU, KoTIa HaxXOOWJICA MOpM TeMIepaType OKpyXawlmel CcpelH.
SToT MaTepmall TpeboBaJl CIelMalJIbHOTO ofpalleHus, ¥ eI'o I[IOCUUTaJIU
HenoIxXOnAMUM s naJjibHeNmen pas3paboTKu bapMalleBTUUECKOTO
IpeniapaTa.

Cnoco6 B

AnbTepHaTHUBHEI cuHTes 1l.1lc

Sran 7. CuHTeBR »Tul-2-MeTmi-2- (MeTUuJICcynbOdoHMII) rekc-5-eHoaTa
[1.1f]

K pacrBOpy B»TUI-2- (MeTUJICYJIbOOHWII) IpOollaHoaTa (50 1, 277
MMOJIE) B DMFE (277 wi) npu 0°C mo®amjsgim NaH (14,43 1©, 60%, 361
MMOJIB) , M CMecCh IIepeMelMBajiM NpM KOMHATHOM TeMlIepaType B TeUeHUe
2 yacoB. 3aTeM cMech oxJaxpaiau npu 0°C m nmoBaBiaiau 4-0pomMByT-1l-eH
(41,2 v, 305 MmoJb) B TeueHre 30 MMH. 3aTeM CMECH IIepeMelMBaliM

IpM KOMHATHOM TeMIlepaType B TeueHue 18 YacoB. PaCTBOPUTEJb
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yIoajsajJnM B BHCOKOM BakyyMe. K ocTarTky pobaBiasajgm TBME, a 3aTeM
TacuJIM Hachm. BOOH. pacTBopoM NH,Cl. Paspmesasaiau Gas3b, WM BOIOHHM
CJIOM BKCTparupoBaJu C HOomombio TBME. OOBeIMHEHHBM OpTaHWUeCKUM
CJIOV IIPOMHBAJIM PacCOJIOM M KOHLEeHTpMpoBaM. OCTaTOK OUMIIAaJIM
KOJIOHOUHOM xpoMaToTpadrer Ha cuiukaresyie, EtOAc/rentan 0-50%, c
rnoJjiyyeHmeM NOponykTa. ‘H AMP (400 MI'u, CDCls): 1,32 (t, J=7,14 Tu,
3 H) 1,62 (s, 3 H) 1,91-2,06 (m, 2 H) 2,12-2,42 (m, 2 H) 3,04
(s, 3 H) 4,28 (gq, J=7,14 Tu, 2 H) 4,92-5,14 (m, 2 H) 5,64-5,86
(m, 1 H).

Oran 8. Pasnenenme 1.1f mns nonyuenmss 1.1£f-1 m 1.1£-1IT

Panemnueckut MaTepuasd 1.1f paszmensanu Ha »HaHTMOMepH 1.1f-T

n 1.1f-IT c noMouWbK XpoMaTorpadmyr C ICEBOOLOBMXYIMMCHA CIIOEM.

OBopymoBaHMe MognyJsb IIOC BAYCCS50

CKOpPOCTE IIOTOKAa SioeHT: 13,58 s1/u
llomaua: 0,53 /4
SkxcTpakT: 11,2 J/u
Papuuar: 2,9 Js/u

Peumpxyngauug: 24,00 Jj/u

lNogpmxHasa ¢asza TenTa”d:EtOH 80:20

KoJjioHka Chiralpak AD 20 MxkM 8x (100x50 mmM)
BpemMda HepeKJIoueHMA 71 cek

TeMIIepaTypa 25°C

Mk 1 5,5 Mmu

[k 2 8,9 MMH

BTopol MK IIpenOcTaBjigeT coOoM XeJjaeMbli mu3oMep 5»Tui- (R)-2-

MeTUJI-2—- (MeETUJICYJIbQOHMII) Tekc—S5—eHoaT 1.1f-IT.

S
O=S\
X < _OFt
0]
14141
Sran 9. CuHTeB sTuin- (R) - 2-MeTun-2- (MeTuncynbboumi) -5-

okcorneHTaHoaTa [l1.1g]
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K pacrBopy 1.1f-II (6 1, 25,6 MMOJIE) B IOMOKCaHe (128 MiI) u
Bome (43 wmj) poBarjasaiam 2, o-JgyTuimH (5,49 1, 51,2 MMoJib) U 0sOq4
(3,25 1, 4% B BOHme, 0,512 MMmOJIB). Uepes 30 MMH pacTBOP IIOMeMaJIM
B OaHi C JleOdsHOM BomoM, U mpobaBjgsiau NalIOs (21,91 r©, 102 MMOJIBL) .
3aTeM CMeCh IIepeMelMBaJiM IIPpM KOMHATHOWM TeMIepaType B TeueHue 18
YyacoB. 3aTeM cCcMecb QUILTPOBaM, U OMIBTPAT KOHLEHTPUPOBAJMN.
OcraTok pacTeopaliM B EtOAC u HOpoMeBaJiM BOOH. pacTeopoM 1,0 HCI,
paccoJomM, CYUINJIIN Hano NayS0y M KOHLEHTpUPpOBAaJIM. HeouumeHHBM
MaTepuals IepelaBajM Ha cjedylmuii sTan 0es najbHeMmelr OuMcTKM. H
sAMP (400 MI'u, pacTBOPMTESH): 1,32 (t, J=7,14 Tu, 3 H) 1,61 (s, 3
H) 2,22-2,36 (m, 1 H) 2,43-2,62 (m, 2 H) 2,63-2,76 (m, 1 H) 3,07
(s, 3 H) 4,28 (g, Jo=7,14 T'u, 2 H) 9,69-9,92 (m, 1 H).

Sran 10. CuHTeS sTui- (R) -5- (ruopoxcumMMmHoO) —2-MeTUjI -2 -
(MeTUIICyNnBEOOHMII) TIeHTaHoaT [1l.1lh]

K pacTBOpy rumpoxJjiopuna IMIOpOKcuiIaMMHa (2,0 1, 28,2 MMOJIB)
B BOHOe (26 wmi) poBaBiusasau NaHCO; (2,4 1r). Ilocie HnepeMellMBaHUA IIPU
KOMHaATHOM TeMepaType B TeueHre 10 wMuH pobaBasaM pacTeop 1l.lg
(6,0 r, 25 mmvmoss) B EtOH (26 M), ¥ pacTBOp IIepeMelMBaJIM IIPU
KOMHaATHOM TeMIepaType B TeueHue 18 YacoB. PacTBopuUTesb YyHOaJlAIU
IpY TIOHMXeHHOM JaBJjleHuM. OCTaBmMMCS MaTepuall BKCTparMpoBalu C
nomomeio EtOAc. OpTraHMUeCKMM CJIOM IMIPOMEEBAJIM PaccoJioM, CYIMJIM Han
Na,S04 ¥ KOHIEeHTPUPORBAIM C IIOJyYeHMeM NpoAayKTa 6,4 T. HeoUuMIeHHHM
MaTepualJl IepelaBajiM Ha cCJelylmui sTan ©0e3 IajlbHelllell OUMCTKU.
LCMS (m/z): 252,1 [M+H]".

Sran 1l1. CuHTes (R)-3THMn 4-(5- (LMKIONPONIMISTMHNI) MB0KCABOII—
3-un) -2-MeTun-2- (MeTuncynbboHmi) 6yraHoaTta [l.1lc]

Coemubdenue 1l.lc cuHTe3upoBaiu w3 1.1h B COOTBEeTCTBUM C
npouenypou npuMepa 1.1, sTan 2-3. XupajlbHOe pa3lejleHUe Ha 5sTale
3 He TpebyeTCcHd, TNOCKOJbKY 1l.lh 3HaHTMOMEPHO UYUCT.

[lonyuyeHNe KPUCTAJIINUECKOI'O coemuHeHUus: (A)

1501 w™Mr coenuHeHus A B aMOpdHBL GopMe CBOOOIHOM KMCJIOTH
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pacTBopaM B 5 ™y DCM mnpm 25°C m MemnjieHHO JoOaBaaaM K 20 M

TenTaHa B TeueHre 5 uyacor mpm 55°C. BHauajle K CTeHKe KOHTeMHepa
Opuiunaj MacJIONONOOHHM oOCalokK, ¥ IIODTOMYy MCIOJL30BaJiM MaTHUTHOE
IIepeMellMEaHe BMEeCTO MeXaHMUeCKOM MemaJIku B TedueHMe 1 dYaca Ha
300 o6/MuH. IIOJYUYEHHYID CYCIeH3MO BHOepXMBaJIM HOpu 55°C B TeueHMe
20 YacoB INpM MexXaHMUeCKOM IepememuBanmum Ha 500 o6/mmH. TBepmObe
BelleCTBa OQUIBTPOBRAJM B YCJIOBMAX OKPYXaKIeM cpelbl M 3aTeM CyNUJINU
npu 60°C B Teuenme 12 wyacor. logyumnim 1213 MI' KPUCTAJLIMIECKOTO
coemmMHeHMA (A), BHEXOIO NPUOIM3UTEJIBHO 81%.

STOT MaTepMalJl MMeeT BUIL CTEPXHEBUIOHHX KPUCTAJJIOB (CMOTPU
durypy 1) ™M umMMeeT »DOCTATOYHO OCTPYI TOUKY IUJIaBJI€HUA C [IMKOM
80,8°C. B omauumMe OT aMOpdHOTO MaTepuraljia, KOTOPHM S3SHAUUTEJLHO
norJjiomaeT BJArl'y IIpM  BJaXHOCTM HOpubim3uTesibHO 80% wMiM  BHIIE,
KPUCTAJJIMUECKUY HNPOOYKT MMeeT HU3KYHD I'MIPOCKONMYHOCTL: eI'0 Macca

yBeJIMunacb Ha 1,3% OpM OTHOCUTEJBbHOM BJaxHocTu (RH) 80% u Ha

3,2% npm RH=90%. CnexTp XRPD @mja 5TOTO  KPUCTAJJIMUECKOTO
MaTepmuasa IokazaH Ha ourype 2 (WL=1,54060). OSTM nDaHHBE OBUIK

cobpaHEl C IOMOWLI yCcTpoMcTBa Bruker D8 Advance C MCIOJbL30BaHUEM
neTexkTopa LYNXEYE (pexwm 1D); OTKpHTEIM YyroJ 1,198°, oTBepcTHe
meJr 5 MM, C MCIOJB30BaHMeM OJIMHH BOJIHE Cu K-alpha (0,15406 HM),
TeHepaTopa PeHTIeHOBCKOTo wuaJgyudeHusa 40 kB npum 4 ™A, BeJIMUMHa
mara 0,041 rpanmyca, 3HaueHMe 2 TeTa 2°-45°; BpeMd CKaHMPOBAHUML
2162 cexyHOH. llepBasg mesb CoJjulepa 2,5°; BTopas mesb CoJulepa 2, 5°%;
IOVEBepleHTHad Wejyib 0,6 MM; aHTHMpacceMBawmas meJib 5,0 MM.

B Tabjsule HMXe IIpUBENEeH IIepeueHb [OIMKOB IJid clIeKkTpa XRPD,

YIUIH OUdpakuuu (2 TeTa) IPpMBEOEHH B I'palycax.

Yo BHaueHue d OTH. MHTEHCHBHOCTE
3,889 22,69933 100, 0%
2,542 34,73140 38, 8%
4,403 20,05238 38, 6%
18,437 4,80827 12,0%
14,004 6,31908 12,0%
18,820 4,71137 11,8%
18,769 4,72410 11, 3%
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5,281 16,71928 10, 6%
21,840 4,06615 9,80%
22,069 4,02458 8,4%
18,020 4,91881 7,5%
14,287 6,19433 4,7%
13,439 6,58317 4,4%
20,566 4,31507 3,1%
7,733 11,42390 2,9%
5,845 15,10742 2,0%
2,891 30,53256 1,7%
8,138 10,85606 1,5%

B oOHOM BapMaHTe  OCYyWEeCTBJIeHUS  KpuUCTaliMdeckasd  dopMa
oTMuaeTca Oukamu XRPD mnpu yrjaax mupakumm (2 Tera) 3,9, m 2,5,
n 4,4, n 18,4, n 14,0 rpamyca. 3TOT BapMaHT OCYMECTBJIEHMSI MOXET
OOIOJIHUTEJIBEHO OTJMYAaTHECHA OIHMM WJIM HEeCKOJbKMMU OOIIOJHUTEJIbHEMA
nukamu XRPD npm ymJjax Oouopakuum (2 TeTa) 18,8, wu/mwimm 5,3
Tpanyca, wu/umm 21,8 rpanyca, wu/wmmu 22,1 rpanyca, wu/waun 18,0
Tpanyca.

dapMalleBTUYECKASI aKTUBHOCTB

Anaynm3 mHIMbupoBaHMsa LpxC P. aeruginosa

Bejsiok LpxC P. aeruginosa IOJydYalT B COOTBETCTBMM C OOmMUM
cnocoBoM Hyland et al (Journal of Bacteriology 1997 179, 2029-
2037: Cloning, expression and purification of UDP-3-0O-acyl-
GlcNAc deacetylase from Pseudomonas aeruginosa: a metalloamidase
of the 1lipid A biosynthesis pathway). Bwoul paspadoraH mMmeTon LC-
MS/MS ojisa KOJIMYECTBEHHOTO onpenejyieHmnd IpoOoyKTa LpxC C
WCIMOJb30BaHMEM CUCTEMH KanuwJigpHo BOXX Agilent 1200, cBsa3aHHOM
C Macc-crnekTpomMerpoM Applied Biosystems MDS Sciex 4000QTRAP.
OBonmm npudopamMm YIOpaBJIAaAIu C VCIIOJIL 30BaHUEM IpoTpaMMHOTO
obecrneuenus Applied Biosystems MDS Sciex Analyst. MpoOoyKT
peaxkuunu  LpxC (UDP-3-0- (R-3-TMIpOKCHALIWII) — TUIIOKO3aMN/H ) noJiyyanu
rMoposinsoM cyodcTtpara LpxC, kaTamusmpyemsM LpxC P.a., M OoUMlagu C
VCIIOJIE30BaHMEM XpoMaTorpadum c ofbpameHHOM (as0i Ha  KOJIOHKe
Phenomenex Luna Cl8(2) 4, 6x50 MM. Bruia CT'eHepUpoOBaHa

KaJ’IM@pOBOT{HaH Kpread IIpOoOyKTa LpXC IJIA OLIeHKV 4YYBCTBUTEJIBHOCTHM U
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OIVMHaAMUUEeCKOTO orariasoHa MeToIna LC-MS/MS. KpaTtko ToBOP4A,
coeIVHeHUd MpelBapuUTelJIbHO MHKyOupoBau ¢ 1 HM LpxC P. aeruginosa
B TeueHUe 30 MUH. pu KOMHaTHOM TeMIlepaType. Peakunu
MHMLIMMpOBaJM nobarjieHveM 2 MM UDP-3-0- (R-3-I'MOPOKCUIOEKAHOWII) —
GlcNAc. Peakumy HOpoBOOMIJIM B  384-JIYHOUHOM ILJIQHIIETE C  OOMMM
oOBeMOM Kaxno¥ JyHkuM 50 MrJ, colepxameM docbaT HaTtpusa 50 MM pH
7,5, 0,005% Triton X-100, B Teuenme 20 MMH TIIPM KOMHATHOM’
TeMIlepaType. Ilocile TameHusda C nomomepil 1,8% HOAC (B Kaxoyrn JYHKY
noGasiyanu 5 wMryg 20% HOAC) peakUMOHHEE CMeCH aHaJlus3upoBau C
UCIIOJIbL30BaHMeM MeTonma LC-MS/MS, ¥ mnpeoOpa30BHBAJM IJIOmManM [IUKOB
B KOHUEHTpaluo OIPpOOyKTa C MCIOJb30BaHMeM KaJMOpPOBOUHOM KPUBOU
nponykra LpxC. O0O0Omyn aKTUMBHOCTL (koHTPOJIE 0% MHIUOMPOBAHMA)
[IoJIy4yalin nus3 peaxkuu tes VHITUOUTOPOR, a KOHTPOJIEM 100%
VMHIMOMPOBAHMUA ABJIAJICA QOH IIPM MCIIOJb30BaHMM O0pa3loB, IIOTalleHHEBIX
oo HauaJla peaxkuun. g OollpenejieHnd ICsg rJiomanm IIMKOB
Ipeo®pasoBHBAJIM B IIPOLEHTHOe MHIUOMpoBaHMe B Microsoft Excel. Ha
rpadux c nomombio XLfit HaHOCMIIM 3aBUCHMMOCTL 3HaUYeHUNM [IPOLEeHTHOTO
MHIUOMPOBaAHMA OT 10g KOHIEHTpalMM COeOMHeHMsa. [aHHBEEe I[IONT'OHAJIN
non UeTHpexIlapaMeTpudeCcKoe JIOTUCTUUECKOE YypaBHeHUe c
MCIOJIL30BaHMEM  aJIToOpUTMa HeJIMHeVHoM perpeccumn B XLfit ngas
nojgydeHus ICsy M 3HaueHUM yTJIOBOTO KosddMuMeHTa Xujljia.

CKPMHMHI ¥ KVYJIbETMBMPOBaHME GaKTepMﬁ

BakTepMralJlbHEE M3JIATH KYJILTUBUPOBAJIM M3 SaMOPOXEHHEIX IIPpU -
70°C MCXOOHEIX KYJIBTYP 3a [OBa I[IOCJelOoBaTeJIbHHX Iaccaka B TeueHMre

Houm npu 35°C B okpyxaomeM BO3OyXe Ha 5% KpoBsSHOM arape (Remel,
Lenexa, Kans.). [TaMMel OJIS KOHTPOJIA KauvecTBa, P. aeruginosa ATCC
27853, A. baumannii ATCC1l9606 m E. coli ATCC 25922, OwbIM uUS3
AMEpPMKaHCKOM KOJIJIEKLUMM TUIIOBHX KyJbTyp (ATCC; Rockville, Md.), a
PAOl Opumm mnoJyueHe oT Dr. K. Poole.

TeCcT Ha UYBCTBUTEJLHOCTL

MuHMMAaJIEHElE VHIUOUpYIMME KOHLIEHTpalumum (MIC) onpeneJian
MeTOIOOM MUKpOpa3BeOeHUn B OyJIbOHE B COOTBETCTBUU C
pexoMeHmauuamMu Clinical and Laboratories Institute (CLSI) (CLSI

M100-S25, Performance Standards for Antimicrobial Susceptibility

Testing; Twenty-fifth Informational Supplement). KpaTko To0BOpPH,
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CBexue BakTepualibHEE HOUHEIE KYJIb TYPH pPecCyCleHOIMPORBaJn B
CTEPUJIEHOM COJIEBOM pPacTBOpPE, nosonmuim no 0,5 oT cCcTaHzmapTa
MyTHOCTM IIo Mak-®apJsiaHny, a 3areM pa36aBjasiu B 2000 pas B
OyJIbOHE MioJrepa—-XMHTOHAa co CTaHIaApPTU3UPOBaAHHEM CoIepXaHneM

kaTmoHor II (MHB; Remel BBL) ¢ noJjyuyYeHMeM KOHEUHOTO MHOKYJIATA

NpUeIM3nUTeIIbHO 5x10° koJloHMeoOpasyommux enuamui (KOE) /mi. Iosydanu

IOIBYXKpaTHEE CEPUMHEE paszeeneHnd CoenVHEeHUN B 100%
nuMeTUICyJbbokcune  (DMSO) 1npu 100-xkpaTHOM HaMBHCHIEM KOHEUHOMU

KOHILIEHTpaluM aHaJM3a; I[OJIyJdeHHYyK Cepui pa30aBJjieHUMS COeOMHEHUN
pazbaBianmM cTepuiibHOM BozmoM 1:10. Ilo OecAThs MKJI CEPUM pPas3BeleHUs
npenapata B 10% DMSO IepeHOCUIIM B JIYHKM IOJIS MUKPOTUTPOBAHUSA, U B
JIYHKMA VHOKYJIMPOBAJIN 90 MKJI BakTepuabHOM CYCIIEH3UN . Oiisa
TeCTUPOBAaHUSA CIOCOOHOCTM COeIMHEHUN IOTEeHUMPOBATHL aKTUBHOCTL
M3BECTHEX aHTUOMOTHMKOB aHalln3 MOOUOMUMPOBAJM CJeOyllrM o0pa3oM;
M3BECTHEE AaHTUOMOTUKM »HOOaBJAIM K OaKTepMallbHOMY MHOKYJIOMY IIPU
1, 1-XKpaTHOM KOHEUHOWV KOHIEeHTpalluM aHajlu3a, YKasaHHOM B Tabjauile
A. Bce MHOKYJIMPOBAaHHBEE JIOTKM IJII MUKPOpa3BeleHMA MHKYyOUpOBaJlM B
oKpyXRamimeM Bozgyxe Inpu 35°C B Teuenme 20 uyacoB. Ilocjie MHKYOalUU
aHaJIUTHUUYEeCKMe IJIAHMEeTH CUMTHBAJIM B CUMTHBAKIEM YCTPOWCTBE MOJId
MUKPOTUTPOBAJIBHEIX ILJIaHMeTOR Ha 600 HM M BU3yaJlbHO OCMaTpUBAaJIU
OJIA IOATBEpPXIOeHMS JIYHKM C KOHeuHoOM ToukoM MIC no =3HadeHuio OD.
CaMyro HM3KYH KOHIEeHTpalMil COeIMHEHMSI, KoTopasd IpensTcTBOoBaja
BUIVMMOMY  POCTY, perucTpupoBasm  kak MIC. BrIIIOJIHEHMEe  aHaJM3a
KOHTPOJIMPOBAJIN IIyTeM TeCTHMpPOBaHMA LUIPpOQJIOKCalMHa Ha NTaMMe
J1afopaTopHOT'O KOHTPOJIA KauecCcTBa B COOTBETCTBUM C PeKOMeHIalVsaMU
CLST.

VHTHUOMpyKMas aKTMBHOCTE LpxC  @OJiS  BHOpPAaHHHX  COeOMHEHUM
HacTodmero wu3o00peTeHrsa Ha LpxC u3 P. aeruginosa TpvBeleHa B
Tabimie A. AHaimm3 MIC nug P. aeruginosa, E. coli wn A. baumannii
TakKkxe MOPOBOIMIM B IIPUCYTCTBUM CYOUMHTUOMPYKMMX  KOHIEHTpalun
pudaMnIMuMHa OJ8 OeMOHCTpalMM BO3MOXHOI'O CHMHEepPIM3Ma C IPpYIVMU
IIPOTUEBOMUKPOOHEIMM CPEenCTBaMy, CMOTpKM Tadiauly B.

Tabauila A. BHOJIOTHMUECKMe IaHHLIe

HoMep coemmHeHUsS P.A. LpxC ICs, [MrMomb s171]




53

HoMep coenmmHeHUSA

P.A. LpxC ICso [MrxMonb s171]

A 0,003
Tabmmiza B. AuTubakTepualibHasgd 20OeKTMBHOCTL M ITaHHBE O
CUHEPTIHU3Me
MIC E.C. MIC A.B.
MIC P.A. MIC E.C. ATCC 29522 MIC A.B. ATCC 19606
* PAO1 NB52019 ATCC 25922 (+ 2 MKD/MI ATCC 19606 (+ 2 MrD/mMI
cosA: (MKT/MJT) (MKT/MJIT) RIF) (MKT/MJT) RIF)
(MK /MJT) (MKT/MJT)
A 0,25 2 <0, 06 >04 0,125
P.A.=Pseudomonas aeruginosa
E.C.=Escherichia coli
A.B.=Acinetobacter baumannii
CrneuraJIMCTEL B IaHHOM o0BJacTy TexXHUKM YBUOAT WJIM CMOTYT
OBHaApPYXUTH C VCIIOJIE 30BaHUEM TOJIBKO OBBIUHEIX DKCIIEPUMEHTOB
MHOXECTBO HSKBUBAJIEHTOB KOHKPETHHX BapMaHTOB OCYWEeCTBJIEHUA U
Criocofo0B, OIMCAaHHEX B HacCToOdlleM -IOOKYMeHTe. IlpennojiaraeTrcd, YTO
TakMe DSKBUBAJIEHTH OXBATHBAKTCS O0OBEeMOM HMXecJenyomer GopMyJIE

n3o00peTeHUA.
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$OPMYJIA U3BOBPE TEHNA

1. Kpucrammuueckad QopMa COeIVMHEHUHA QOPMYJIE (A) @

2. Kpucramanueckas ¢opma IO M.l C HU3KOM TUIPOCKOIMUHOCTHIO.

3. Kpucrammmueckasa bopma 1o m.1, KoTOpad COOEPXUT
CTEPXHEBUIOHEE KPUCTAJIJIE.

4. Kpucrammueckasa ¢opMa IO II.l, KOTOpad IOeMOHCTPUPYET
SHOOTepMy IIpu IuddbepeHUMaJIBHOM CKaAaHUPYOIEN KaJopUMEeTPUM Mexny
75°C n 90°C.

5. Kpucrammnueckasa o¢opMa o .1, oTiandanmascsda Oukamu XRPD
opu yrjaax mgubopakumm (2 Terta) 18,4 m 14,0 rpamyca.

6. Kpucramimuueckas ooopMa IO II.5, OONOJIHUTEJBHO OTJIMUAaKlaaACd
OOHVMM MJIM HEeCKOJBKUMM OOIOJIHUTEeJIbHEIMM OukaMu XRPD npm  yrJjax
ouppaxkumum (2 Tera) 3,9, um 2,5, u 4,4 rpanyca.

7. Kpucranimueckasa bopma 110 JIodomMy us3 nm.m.5-6,
OOIOJIHUTEJIBHO OTJAMYanmasdcad OOHMM WMJIM HECKOJBbKMVMM IOIIOJIHUTEJIELHEMU
nmurkaMm XRPD 1npum ymjax OUudparklum (2 mTeTa) 18,8, wu/mum 5,3
Trpanyca, wu/wamu 21,8 r1rpamyca, wu/win 22,1 rpamyca, wu/mam 18,0
rpalyca.

8. Kpucranimmueckasa bopma 110 JIoboMy nus n.m.5-7,
OOIIOJIHUTEJIEHO OTJIMUalladgcd OOIOJIHUTEJIBHEIMK OukaMy XRPD nopu yriax
onppakumum (2 Tera) 18,8 m 5,3 rpamyca.

9. Kpucrammueckasda o¢opMa IO II.8, OOIOJHUTEJIBHO OTJINYAaKMasicsd
OOMOJIHUTEJIbHEMM IMKaMu XRPD npm yriaax uopakuum (2 TeTa) 21,8
rpanyca u 22,1 rpanmyca.

10. dapmaluepTHMUeCKas KOMIIO3MLMA, comepxXallasd:

aHTuBaKTepraJibHO sd0beKTUBHOE KOJIMUECTBO KpUCTaJIJIMUeCKOMN
dopmMel 1o JOOMY M3 II.11.1-9

1 dpapMalleBTUUECKU IIpUeMJIEMEM HOCUTEJb .

11. dapmaluepTHMUeCKas KOMOMHaLWs, comepxXallasd:

aHTUBaKTepraJibHO 20beKTUBHOE KOJIMUECTBO KpUCTaJIJIMUeCKOMN
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dopmel 1o JOOMY M3 II.11.1-9,

aHTUBaKTepraJIbHO 20berRTUBHOE KOJIMUECTBO BTOPOTO
TepalleBTUUYECKOT'O CPencTBa U

bapMalleBTUUECKM [IPMEeMIIeMblI HOCUTEJD .

12. OdapmalleBTHMUeCKasa KoMOMHalMa IO o.11, B KOTOPOM BTOpOe
TepalleBTUUYECKOE CPEeINCTBO  BHOMpawT W3  I'PYIIIH, cocToAmer U3
aMIIMLIMIIJIVHE , nurepauniJinia, MMeHULWJIJIVHA G, TUKaPLUUJIJIMHAE ,
VMUIIEHEMAa, MepoIlleHeMa, a3UTPOMUIIMHA, BPUTPOMUIIMHA, a3TpeoHaMa,
nepenmuma, nepoTakCcumMa, uedTpmMakKCcoHa, uedprTasuomMa,
uunpodiokcaluHa, JeBOdJIOKCalMHa, KJIMHOaMULIMHE, OOKCULIMKJIIMHE,
TeHTaMMUIMHa, aMuUKallHa, ToOpaMMlMHa, TeTpalUuKIIVMHa, TUTelUMKIIMHE,
pudaMIniMHa, BaHKOMULMHA M IIOJIMMUKCHHA .

13. Crnoco® MnoJjiydyeHMsS BHCOKOKPUCTAJJIMUECKOTO CcoeIMHeHusa (A)
U3 HEeKPUCTAJIJIMUeCKOT'O coeIuHeHMs (A), BKJIOUALIUN pPacTBOPEeHM e
HEKPUCTAJJIMUEeCKOTO COoeOMHEHUd (A) B TraJIOTeHUPOBaHHOM
OpPTraHMUeCKOM pacTBOpUTeJle C o0pa30BaHMeM pacTBopa U IIpUMBeIOeHUEe
OaHHOTO pacTBOpa B KOHTAKT C YIUJIEBOILOPOIHEIM pacTBOPUTEJIEM IJIA
VMHIOYLMPOBAaHMA OCaXIeHMS KPUCTAJIJIMUeCKOI'O0 CcoeIMHeHusa (A).

14. Kpucrajgmueckasa ¢opMma coenvHeHUs oGopmMyJisl (A) :

KOTOPYK IIOJy4YaklT C IOMOmBK crocoba o m.l13.

15. Criocot JleueHusa cyOBeKkTa C TpaMoTpHUllaTeIbHOM
BaKkTepralbHOM MHOeKLMeN, BKJIIIOUAKMNIN

BBeIeHMe HyXIaomeMycs B 2TOM CyOBeKTy aHTuOaKTepMaJbHO
50PeKTUBHOTO KOJMUECTBAa KPUCTAJJIMUEeCKOM OGQOpMH IO JioboMy M3 II.II.

1-9 mmm 14.
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SEl 14kv  WD1Omm SS3Q x2.500 10um
Sample 0 Apr 14, 2016

/1306paxeHne CkaHMPYHOLLLEro 31eKTPOHHOIO MUKPOCKONa
KPUCTanIM4YeCcKoro coeimHeHus (A)

OUr.1
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2200

CoeauHeHve (A), KpucTannuyeckoe

2000-
1800-
16004
1400-
= 1200
= 10001
800
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2 TeTa (cornacoBaHHble 2 TeTalTeTa), AnuHa BonHbl 1,54060

Cnektp XRPD kpuctannuyeckoro coeamHenns (A)

OUT.2
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CoeauHeHve (A), KpucTannuyeckoe

{ Kypcop x: 24,395°C
1 Kypcop y: 100,001%

|amereHme (HopmanusosaHHoe): 0,256592%

90- Kypcop x: 75,108°C
' Kypcop y: 99,7444%

| HopmanusosanHas autanbnus: 51,085 [Ix/r
1 Temnepartypa Havana: 80,772°C
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OTOK Tenna (HopmanusoBaHHbIn) (BT/r)
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Temp: 24.8°C

Meth: 50—-0-90-0-50-dmdt0.002—at 25C—-48h more at 50%RH.sao
MRef: 5.6343

WN3otepma DVS

——Lmkn 1 Copbuus
—=+—-Llnkn 2 Copbuus
—s=—Llukn 1 [lecopbuus
-—+--Llukn 2 [lecopbuus

CoeanHeHune A: n3MeHeHue
maccbl B amanasoHe RH 0-90%

Llenesowt % P/Po

N3otepmbl DVS

OUr.4
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