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CMNOCOBbI ¥ KOMNO3NLUMK ONA NEYEHUA HAPYLLEHUA, CBA3AHHBIX C BUY

[001] HacTosiwas 3asBka McnpawmBaeT NPUOPUTET HA OCHOBaHWUW NMpPeABapUTENbHON 3asiBKM
CLUA Ne 62/025,840, nogaHHom 17 wona 2014 ropga, KOTOpasi MONHOCTbIO BKIHOYEHA B
HaCTOSLLYIO 3asBKY NOCPEACTBOM CCbINKU.

[002] B Hactosien 3asiBke NpenoXeHbl ONpeAeneHHble BapuaHTbl a4 bloBaHTHOW Tepanuu
HapyLleHni, cBsi3aHHbIX ¢ BUY, npnuyem ykasaHHble BapnaHTbl BKIHOYAOT BBEAEHNE UHIMOMTOpa
KNHYPEHWNH-3-MOHOOKCUreHasbl BMECTE C MPOTUBOBMPYCHBIM CPEACTBOM. TakkKe B HaCTOSLLEN
3asBKe NpejnoXeHbl apmaleBTUYECKNE KOMMO3ULUN, COaEepXKaLLne UHIMOUTOP KNHYPEHUH-3-
MOHOOKCHIeHasbl 1 MPOTUBOBMPYCHOE CPELCTRO.

[003] BocnanuTenbHble MNPOLECChbl BHOCAT 3HAYUTENbHbIN BKNag B MPOrpeccupoBaHue u
MaHudecTaymio LINPOKOro cnektpa 3aboneBaHni UeHTpanbHOW HepBHoW cuctembl (LIHC),
BKIOYAsI OCTPbI€ N XPOHUYECKME MUKPOOHbIE MHAPEKLMM, ayTOMMMYHHbIE NPOLIECCHI, UHCYIbT U
dusnyeckyto Tpasmy LIHC. CywectByeT MHOXECTBO MEXaHW3MOB, MOCPEACTBOM KOTOPbIX
BOCNaneHne MOXeT Bbl3blBaTb HEBpoOnorndyeckoe 3aboneBaHue, BKMOYAA NPOAYKLUIO
HENPOTOKCUYECKUX areHTOB XO35IMHOM WM  MUKPOOPraHmsMamu, nocTynawwmyMmn U3BHE.
OGHapyXeHne Takmx MeanaTopoB U NPOLIECCOB, KOTOPbIE BbI3bIBAKOT NPOAYKLMIO U HAKONMEHne
HENPOTOKCUYECKNX areHTOB, SABMAETCA BaXKHbIM 3Tanom paspaboTKy paumoHarnbHbIX NOAXO40B
Tepanuu. [BuratenbHble aHOManMu, KOrHUTUBHbIE HapyLleHns N gemeHums (3HuedanonaTtus)
ABNSAIOTCA 4acCTbIMU OCIIOXHEHMAMM NPU UHMEKLUUN BUPYCOM UMMYHOAedULNTa 4YenoBeka
(BUY), koTopble MOryT BO3HWKHYTb HE3aBMCUMO OT ONMOPTYHUCTUYecKnx mHdbekymn LIHC. B
OCHOBE  HEMPONOrMYeckMx CcuMnTomMoB Hambonee vacto nexut BUNY-sHUedanur,
BOCNanunTenbHOe COCTOSHNE, KOTOPOE XapakrepuayeTtca npucytcrenem BUY-nHbuympoBaHHbIX
MakpocharoB, acTpornnosom, nobneaHeHmem 6enoro BeLlecTBa MO3ra W HEMpOHanbHbIM
nospexaeHnem (yTpaTton HEWPOHOB M CUMHaNcoB). Bbina BbiCkasaHa runotesa, YTo MPOAYKLUS
TOKCUHOB MUKpornuen/makpodaramm SBnseTCs BO3MOXHbIM MEXAHU3MOM, KOTOPbI OTBEYAET 32
HEMPONOTMYECKYD ANCHYHKUNIO U  HenpogereHepauyumio, nockoneky BWMY nokanusyetcs
NPeMMyLLEeCTBEHHO B MUKpornuu/makpodarax Wu MOCKONbKY Makpodar-TponHble U30nAThl
CBSI3aHbl C HEBPONOTMYECKMM 3aboneBaHMeM B OOnblUen CTENeHN, YeM T-KNeTOUYHO-TPOMHbIE
n3onsTel. MoTeHUManbHble KOAUPYEMbIE XO3IMHOM HEMPOTOKCUMHBI BKNHOYaOT aroHUCT NMDA-
peuenTopa — XMHONuHOBY kucnoTty (QUIN).

[004] QUIN npegcraBnsieT cobon 3KkCanTOTOKCUYHBIN MeTaBoNUT NyTy TPUNTOMAH-KUHYPEHUH.
Ha mogensix BocnanuTenbHbIX HEUPONMOMMYECKNX HAPYLUEHUA, TAKUX KaK 3KCMEePUMEHTAaNbHbIN
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nepegHero mosra unyM CnMHHOMo3roeasa Tpasma, ypoBHU QUIN B ronoBHOM mMo3re siBMSHOTCS
ypesBblYaNHO yBENUYEHHbIMW. [JaHHas yBennyeHHas koHueHTpaums QUIN B ronoBHOM mMo3are
MOXeT OblTb 00yCroBneHa yBeNnMYEHHON LMPKYNMPYIOLLEN KOHLEHTPaUNEN 3KCANTOTOKCMHA UMK
yBEMWYEHHbIM CMHTE30M dé Novo B akTMBUPOBAHHOW MWKPOrMUM unu B Makpodarax nocre
nHdpunbTpayum. QUIN npeacrasndet cobow aroHuct nogrpynnsl NMDA-peuentopos, n npu
HEeNnoCpeACTBEHHON UHbEKLMM B obnactn ronosHoro mosra QUIN paspywaeT 60nblUMHCTBO TEN
HEMPOHHbIX KMEeTOK, MpW 3TOM He noBpexgas BOMOKHA M TepmuHanum HeunpoHoB. QUIN
npeacraenser cobon oOTHocuTenbHO cnabbin aroHuct komnnekca NMDA-peuenTopa,
cogepxawiero cybveauHuubl NR2C wunn NR2D, kotopbin ¢ Gomnblwen addPUHHOCTBIO
B3anmogencreyet ¢ cybvegmHuyen NR2A (7 — 10 mkmonb) n cyb6beauHuyen NR2B (100
MKMOJb). HenpoTokcnueckne apdpekTbl AaHHONO COEAMHEHMS UCCreaoBanu Ha pasfunyHbIX
MOAENbHbIX cMcTemax in vitro, npnyem Obinun Nony4YeHbl pasnuyHble pesynbTaTtbl: XPOHUYECKOe
BO34ENCTBNE Ha OPraHOTUMUYECKNE KOPTUKO-CTPUAPHBbIE KyNbTypbl CyOMUKPOMONSIPHON
koHueHTpauun QUIN Bbi3biBaNO rucTonornyeckme npuaHaky naTonorum; nogobHble pesynbTaThbl
6bINn NOMNy4YeHbl NOCNE XPOHNYECKOTO BO3AENCTBUSI HA KYNbTUBMPYEMbIE HENPOHBI.

[005] CywectBeHHoOe yBenuyeHue koHueHTpauui QUIN HabniogaeTcsa B CNUHHOMO3IrOBOM
xunakoctn (CMXK) n kposn BUY-nHDULUMPOBAHHBIX NaUMEHTOB M MakakoB, WHPULUPOBaHHbIX
BUPYCOM UMMYHoAedulmTa 06e3bsiH (BNO), n HauMHaeTcs BCkope Nocne nepBUYHON MHeKUUN.
YeenuueHHble yposHu QUIN B CMXK cBa3aHbl ¢ gBuratenbHbiMy jedekTaMmn U BblgerneHnem
Bupyca u3 LIHC Ha paHHuMXx 6ecCMMNTOMHBbIX CTaausx 3aboneBaHusi U KOPPEnupyT C
KOMNMNYECTBEHHBIMM  MOKa3aTENAMM  HENPOMCUXONOrMYecknx AedekToB, CTPUapHoON 1
nMmoBuyeckon atpodnm N MapkepoB UHTPATEKANbHON MMMYHHOWN akTUBaUUK (KOHLEHTpaUusmm
B CMXK Bo-mukpornobynvHa M HeonTeprHa) y NauMeHTOB, KOTOPblIE HaxXOAATCA Ha MO3aHeun
ctagun. B ogHom wuccnegosaHum coobuwanocb, uto y BUY-mHDMUMPOBaHHBLIX nNauMeHToB
koHUeHTpaumm QUIN B ronoBHOM mosre 6binu yBenuyeHbl B > 300 pas A0 KOHUEHTpauun,
KOTOpPbI€ NPEBbLILLAKT KOHLEHTPaUUN B CMTMHHOMO3roBon xungkoctu (CM>K) B 8,9 pas. bonee Toro,
Y MHNLMPOBAHHBIX PETPOBUPYCOM MaKakoB HAMOOMNbLUME OTBETbI NYTU KNHYPEHUHA B FONTOBHOM
Mosre u CMXX Obinum cBfisaHbl C  WHAYUMPOBAHHBbIM  PETPOBUMPYCOM  SHLEDanMToM.
HenocpegcTteeHHble namepeHus konuyectsa QUIN B ronoBHOM MO3re Makaka ¢ 3HUedanmTom,
npoBeAeHHblIe B KPOBWU, NpogemMoHcTpupoBanu, 4to noutn Bca QUIN (98%) cuHTesuposanach
MECTHO B rONIOBHOM MO3re. B npoTUBONONOXHOCTb U3BMEHEHUSM B FONIOBHOM MO3re, kakoe-nnbo
oTnuume B NOBOM CMCTEMHOM MoOKasaTene Mpu CPaBHEHUW MakakoB C 3HUedanutom u 6e3
3HUedanuta oTCcyTCcTBOBano. [laHHble pe3ynbTaTbl AEMOHCTPUPYIOT PONb UHAYKLMM NHAONaMUH-
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YyacTHOCTW, B oBnactsax sHuedanuTa, Hexenn yem noctynneHus QUIN B ronoBHOM MO3r n3
oBono4yek ronoBHOro Moara unu kposu. daktTmyeckn, B 0bnacrax BocnaneHms ronosBHOro Mo3ra
Oblno OOHapyXeHO 3HaunTenbHOE yBenuyeHune aktmsHocTen |IDO n aByx apyrux bepmMeHToB
KWHYPEHNHOBOrO nyTn MmeTabonuama TpuntodaHa, KUHYpeHWH-3-MoHookcureHasel (KMO) u
knHypeHunHasbl (KYNU). CooTBeTCTBEHHO, CcTpaTterMm Ans ymeHbleHus npoaykumm QUIN,
HaueneHHble Ha wWHTpauyepebpanbHble obnactu, npeacTaBnsAlT CcobOM NOoTeHUuanbHble
noaxoabl ANs Tepanuun.

[006] T[laTtoreHe3d Bupyca wumMmyHoaedbmynTa 4yernoBeka U 00e3bsiH XapakTepuayeTcs
ncroweHnem CDA4(+) T-kneToK U XPOHUYECKOW akTuBaumen T-KneToK, YTO B KOHEUYHOM UTOre
npusoauT k passutuo ClMN0a. CD4(+) T-xennepHble (T(X)) kneTkn obecneymBaloT 3aLUTHBIN
UMMYHUTET U VMMYHHYIO PErynsumio nocpescrsoM pasnuuHbiX PYHKLMOHAMbHbIX NOArpynn
UMMYHHBbIX KreTok, Bkntovasa T(x)1, T(x)2, T-perynatopHbie (T(per)) u nitepnenkun-17 (UN-17)-
cekpeTtupyrowme T(x)17-kneTkn. MNockonbky WUJ1-17 moxeT ycunmeaTbh 3alUTHbIE MEXaHWU3MbI
opraHusma, HarnpasneHHble nNPOTMB MUKPODHbIX areHToB, TeM CaMbiM MOAAEPXMBas
LEenocTHoCTb cnusuctoro Oapbepa, yTpata knetok T(x)17 MOxeT cnocob6CTBOBaTh
nepemeLLeHno MUKPOOPTraHM3MOB 1 NOCTOSIHHOMY BocnaneHuto. beino obHapyxeHo, uto y BUY-
CepononoOXNTENbHbIX CyOBLEKTOB NporpeccupoBaHne 3abonesaHus cBs3aHo ¢ ytparton T(x)17-
KNETOK W PeuUnnpOKHbIM yBENUYEHNEM pakuMm NMMYHOCYNPECCUBHbIX T(per)-kneTtok B
nepudeprnyeckon Kpoen 1 B obpasyax buoncum n3 pekTocMrmoBUAHOro otaena. Ytpara 6anaHca
T(x)17/T(per) cBsizaHa C UHAYKUMEN MHAoNaMuH-2,3-guokcureHassl 1 (IDO1) mmenongHbimm
AHTUrEHNPE3EHTUPYIOWUMMN AEHAPUTHBIMA KNETKaMn W C YBENMYEHHOW KOHLUEHTpauyven B
nnasme MUKPOOHbBIX NpPOAYKTOB. YTparta ©OanaHca T(x)17/T(per) in vitro onocpeayetcs
HEMOCPEACTBEHHO NPOKCMMAanbHbIM KaTabonutom TpunTodaHa u3 metabonmsma IDO, 3-
OKCMaHTpuHUnoson kncnoton (3-OH-AA). Bbino BeickazaHo NpeanonoXxeHue, Yto nHaykuus IDO
MOXET NPeacTaBnATb COOOM KpUTUYECKOE WMHULMUpyloLee cobbiTUe, KOTOPOE NPUBOAUT K
namMeHeHno ©OGanaHca T(xX)17/T(per) M K NOCNeaywWemMy MNOALEPKAHNID XPOHUYECKOrO
BOCMNaNUTENbHOrO COCTOSIHUSA MpU nporpeccupyowem 3atonesaHnn BUY. CoOTBETCTBEHHO,
COrMacHoO NpOrHo3am, cTpaTerMm CHwkeHus ypoBHen 3-OH-AA cnocobHbl yCTpaHuTb Wnn
obnerunTb cUCTeMHOEe BocnaneHue nocne BUY-nHbekumn.

[007] KMO kaTtanusupyeT npeobpasoBaHne kuHypeHuHa (KYN) B 3-rngpoKCuknHypeHuH (3-HK
unu 3-OH-KYN), koTopbin 3atem pacwennsetcs KYNU 40 3-OKCMaHTPUHUNOBOW KWUCNOTHI, a
3atemM — 0 QUIN. 3-OH-KYN 1 QUIN aencteytoT cuHeprudecku, 1.e. 3-OH-KYN B 3HaunTenbHoON
cTeneHyn noTeHuupyeTt askcaumtotokcuyHoe gencteme QUIN. MccnepoBaHus, npoBefeHHble B
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meTabonmama nytm KYN ot BetBn 3-OH-KYN/QUIN «k yBenuueHuto obpasoBaHus
HenponpoTekTopHOM KYNA  (KMHYPEHOBOW KWCMOTbI) B TOFIOBHOM MO3re MNpuMBOAUT K
HENPONPOTEKLMN.

[008] TMMomumo achdhekTOB B rONOBHOM MO3re, Kak npegnonaratoT, nirnbnposanne KMO Takke
OKa3blBaeT BNUAHME Ha nepudepunyeckme TkaHu. Mexoaa us ponu 3-OH-AA B MoaynvposaHnn
T(x)17-knetok n 6GanaHce WI-17/MN-23 npu natoreHesde BWUY, uHrmbutopbol KMO, kak
npejnonaraiwT, MpeAoTBPALLAT YBENUYEHME NEepeMEeLeHNs MUKPOOPraHM3MoB uYepes
CNM3NCTYI0 0BOMNOUKY XenyL04HO-KULLEYHOro TpakTa u CUCTEMHOE BOCManeHue y nayneHTos ¢
ANUTENbHO nporpeccupytowmm 3abonesaHmem. Takum obpasom, uHrnbnposaHmne KMO moxeT
ABNATLCA NPUrOAHBLIM MPY NeYeHun nepndepudecknx HapyLeHun, ceasaHHbix ¢ BUY, a Takke
3aboneBaHun ronoBHOro Mo3ra.

[009] CoeguHeHns u hapmaleBTUYECKN NPUEMMEMbIE CONMN COEAUHEHWNA, OMUCaHHbIX B
HacTosLen 3asiBke, koTopble WHrMOupytoT KMO, packpbiTbl B nybnukaymsx nateHtoB PCT
WO2013/033068 n WO2013/033085, kaxkgas u3 KOTOPbIX NMOMHOCTbIO BKIOYEHA B HACTOSILLYIO
3asBKy NOCPEACTBOM CChISTKM.

[010] CoxpaHseTca noTpebHOCTb B cnocobax M KOMMNO3MUMSX, KOTOpble SIBNSOTCS
3hbheKTMBHLIMM NPY A BIOBAHTHOM NTEYEHUN HapYLLEHNI, cBA3aHHbIX ¢ BUY-nHdbekynen.

[011] CoOTBETCTBEHHO, B HaCTOSILLEN 3asiBKe MNPEANOXEH Crnocob neyeHnss HapyLueHus,
cBsi3aHHOro ¢ BMY, y cybbekTa, nHpmnympoaHHoro BUY, npnyem ykasaHHbIn cnoco®b BknoyaeT
aAblOBaHTHOE BBejeHMEe CyObekTy, HYXAaloWeMycs B TaKOM BBEEHWUW, TepaneBTUYECKU

achcheKkTUBHOro KonuyecTesa coeguHeHns dopmynbl I:
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unu papmMmayeBTUYECKN NPUEMIEMON COMN YKA3aHHOTO COEANHEHUS;

npyuyem ykasaHHOMY CyObEeKTYy Takke BBOASAT MPOTUBOBUPYCHOE CPEACTBO; U

npuyem TaKke:

R' n R? kaxgblin He3aBucumo BbibpaH u3 Cq-C4 ankokcu, Heobs3aTenbHO 3aMEeLLEHHOO
opHum 3amectutenem Cs-Cg yuknoankun, C-Cy4 ankuna, 3ameLLeHHOro o4HMM 3amecTuTenem,
KoTOpbIn BbIOpaH 13 Ci-C4 ankoken n C3-Cs Lumknoankokeu, Cs-Cs LUKNOANKOKCH 1 ranoreHa.
[012] Takke npeanoxeHa KOMNO3MUMS, COAep)Xawas npoOTUBOBMPYCHOE CpPEeACTBO U

coeamnHeHne dopmynbi I
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nnn chapmMmanleBTUYECKN NPUEMIIEMYIO COMb YKA3aHHOTrO COEANHEHUS;

npuyem:

R' n R? kaxgblin He3aBucumo BbibpaH u3 Cq-C4 ankokcu, Heobs3aTenbHO 3aMELLEHHOrO
opHum 3amectutenem Cs-Cg yuknoankun, Cq1-Cy4 ankuna, 3ameLLeHHOro o4HMM 3aMmecTuTenem,
KoTopbin BbIGpaH n3 C1-C4 ankoken n Cz-Ces ynknoankokeu, Cs-Cs LUKNOANKOKCH 1 ranoreHa.
KPATKOE OMUCAHME YEPTEXEWN
[013] Ha dhur. 1. npeacraBneHo 40303aBUCUMOE yBeNnuyeHne ypoBHsi knHypeHunHa (KYN) Bo
BHEKNETOYHOM NPOCTPAHCTBE CTpMaTyma nocne seegeHns CoeguHeHus 6.

[014] Ha cur. 2. npeacTaBneHo 40303aBUCMMOE YBENNYEHNE YPOBHS KMHYPEHOBOW KUCMOThI
(KYNA) BO BHEKITETOUYHOM NPOCTPaHCTBE CTpMatyma nocne seegeHuna CoegnHeHns 6.

[0156] Ha cpur. 3. npeacraBneHo 4,0303aBUCUMOE YBENMYEHNE YPOBHS aHTPaAHUOBON KNCMNOThI
(AA) BO BHEKNETOUYHOM NPOCTPAHCTBE CTpuaTyma nocne seegeHus CoegnHeHus 6.

[016] Ha chur. 4. npegcraBneHo HEAOCTATOMHOE MOAYNUPOBaHNE 3-TMAPOKCUKUHYPEHNHA (3-
HK nnn 3-OH-KYN) BO BHEKNETOYHOM NPOCTPAHCTBE CTpnaTyma nocne seegeHnss CoeguHeHmns
6.

[017] Ha dhur. 5. npegcraBneHo A0303aBUCUMOE YBENUYEHME YPOBHSA MeTabONnUTOB NyTU
knHypeHunHa (MK) B ctpuatyme nocne eeegeHns CoeanHeHus 6 y MbilIEN LUKOrO Tuna.

[018] Ha dhur. 6. npefcTaBneHo A0303aBUCUMOE YBENUYEHME YPOBHSA MeTabonuTOB NyTU
KWHYpeHWHa B cTpuatyme nocne seeaeHns CoeguHeHus 6 Ha roMmo3uroTHbix Mbiwax Q175 _KI.
[019] Ha cbur. 7. npeacraBneHo moaynuposaHue ypoBHa KYN B cTpuatyme nocne BBegeHUS
CoepunHenuns 6, KYN n (Coegunenmns 6 + KYN).

[020] Ha dur. 8. npeacrasneHo moaynuposaHue ypoBHa KYNA B cTpnatyme nocne BBegeHNS
Coepunenns 6, KYN n (Coegunenmns 6 + KYN).

[021] Ha cwur. 9. npeacraBneHO MOAYNNPOBaHUE YPOBHSA aHTPaHWMNOBOW KUCnoThl (AA) B
ctpnatyme nocne eeegeHus CoegnHerna 6, KYN n (CoegnHenus 6 + KYN).

[022] Ha cour. 10. npeacrasneHo mogynupoaHne ypoBHa 3-OH-KYN B crtpuaTtyme nocne
BeegeHns CoegnHenns 6, KYN n (Coegunenmns 6 + KYN).

[023] Ha cwur. 11. npenCTaBneHOo MOAYNNPOBAHME YPOBHSA XUHOMUHOBOW Kucnotbl (QA) B

ctpnatyme nocne eeegeHus CoegnHennsa 6, KYN n (CoegnHenus 6 + KYN).

5



[024] B HacToAwen cneyudbhukaumm cnegyrowme cnosa, dpasbl U CUMBOMbI, Kak NpaBuno,
VMEIOT T€ 3HAYEHNS, KOTOPbIE NPUBEAEHbI HIDKE, 33 UCKITFOUYEHNEM CINyYaeB, B KOTOPbIX KOHTEKCT,
B KOTOPOM WCMONb3YIOTCA YyKasaHHble crioBa, @pasbl M CUMBOMbI, JUKTyeT obpaTHoe.
Cnegyowne CokpaleHUss 1 TEPMUHbI UMEIOT B HACTOSILLEN 3a8BKE YKa3aHHbIe 3HAUYEHWS:

[025] UYepTy («—»), HE PACMONOXEHHYIO MeXAy ABYMs ByKBaMu unm CMMBOMAMW, UCMOMNb3YHOT
ans obosHayeHus Touku npucoeauHeHusa samectutensd. Hanpumep, —CONH2 npucoeaunHeH
nocpeacTBOM aToma yrnepoja.

[026] TepmuH «ankokCcu» O3Ha4aeT ankusbHY rpynny, COCTOALLYIO U3 YKa3aHHOro KonmyecTea
aToOMOB Yrnepoaa, NPUCOEAUHEHHYID MNOCPEACTBOM KUCMOPOAHOr0O MOCTUKA, Takyl Kak,
Hanpumep, METOKCW, 3TOKCW, NPOMOKCU, W30NPOnoKcu, H-ByTokcu, emop-OyTokcu, mpem-
OYTOKCW, NEHTOKCW, 2-MEHTUNOKCU, W3OMEHTOKCK, HEOMEHTOKCU, FEeKCOKCW, 2-TeKCoKeu, 3-
FeKCOKCM, 3-METUMNEHTOKCU 1 T.N. 104 «UMKIoankokcu» NOHUMAaOT LMKNOAnkunbHY rpynny, Kak
onpejeneHo B HacTosen 3asBKe, KOTOpas aHanormyHblM CrnocoboM npucoesnHeHa
NnocpeaCcTBOM KMCNOPOAHOIO MOCTUKA.

[027] TepmuH «anknn» oxesaTbiBaE€T HEPA3BETBIIEHHYIO N Pa3BETBMNEHHYIO LieNb, COAepKaLlyro
yKasaHHO€e KONMMYEeCTBO aTOMOB yriepoga, obbiuHo oT 1 4o 20 aToMoB yrnepoga, Hanpumep, ot
1 Ao 8 atomoB yrnepoga, Hanpumep, oT 1 ao 6 atomoB yrnepoga. Hanpumep, C1-C6 ankun
BKIMIOYAET HEPA3BETBINEHHYIO N Pa3BETBIEHHYIO ankUNbHYIO Lenb, COCTOsLWy 13 oT 1 go 6
aTomoB yrinepoaa. lpumepbl anknnbHbIX FPYNN BKAOYAOT METUM, 3TWUM, NPONWM, N3ONPONUI, H-
OyTun, emop-6yTun, mpem-oyTun, NeHTUN, 2-NEHTWI, N3ONEHTUI, HEONEHTUN, FeKCUI, 2-rekcur,
3-rekcun, 3-meTunneHTun u T.N. Koraa ykasaH OCTaTOK arnkuna, CopepXaliui KOHKpPETHOe
KONMMUYECTBO YIMepojoB, TO MpeanonaraeTcsd, 4YTO YKasaHHbIl OCTaTOK BKIIOYAET BCe
reoOMeTpuMyecKkme M30MEpPbl, CoaepXaljue AaHHOe KONUYECTBO YINEeponoB; Takum obpasom,
Hanpumep, NoApasyMeBaeTCs, YTO «OyTun» BKIOYaeT H-0yTun, emop-6yTtun, nsodytnn n mpem-
OyTun; «NPONUN» BKIOYAET H-NMPONU U N30NPONu-.

[028] TepmuH «UuKNoOankum» O3HA4YaeT HAaCbILWEHHYI YrneBOAOPOAHYIO KOMbLEBYHO rpynny,
coAepallyto yKasaHHOE KONMUYECTBO aTOMOB yrnepoga, obblyHO OT 3 4O 7 aTOMOB yrnepoga
konbya. Mpumepbl YMKNOANKUbHbBIX PYMN BKAOYAKOT LMKNONPONWM, UAKNOBYTUM, LUKMONEHTUN
N UUKNOreKkcun, a Takke MOCTUKOBbIE U KapKaCHbIE€ HAChILEHHbIE KOMbLEBbIE FPYNMbl, TAKNE Kak
HOPBOOPHaH.

[029] TepmuH «ranoreH» o3HauvaeT Top, Xnop, OpomM 1 nog,.

[030] T[log TepmuHamMmn «HeobA3aTENbHbLIN» NMNKN KHEOBA3ATENBHO» NOHUMAIOT, YTO OMUCAHHOE
BMOCNEACTBUUN COObITUE NN OBCTOATENBCTBO MOXET BO3HUKATbL UMM MOXET HE BO3HUKATb, U YTO

onuncaHmne BKNOYaeT cny4vyan, B KOTOPbIX AaHHOE cobbiTne unn obCToATENBCTBO BO3HUKNO, U



crnyyan, B KOTOPbIX AaHHoe cobbiTue wunu o6CTOATENBCTBO He BO3HMKNO. Hanpuwmep,
«HeobA3aTenbHO 3aMeLLEHHbIN ankumn» BKIHOYAET KaK «ankun», Tak U «3amMeLLEeHHbIA ankumny, Kak
onpeaeneHo Hwxe. B oTHoweHum nwobon rpynnbl, cCOaepXallen OAWMH WUNM  HECKOSbKO
3amMecTuTenen, Takme rpynnbl, KaKk MOHUMAKT CNeyManuncTbl B JaHHOW OBnacTu TEXHUKW, He
npeaHasHayeHbl Ans BBEAEHNS Kakoro-nubo 3amecTuTensa unuv rpynn 3amectutenemn, KoTopble
ABNSAOTCA HEBbIFOAHBIMUA CO CTEPUYECKON TOUKM 3PEHUHA, HEOCYLLLECTBUMbBIMU C TOYKWN 3PEHMS
CYHTE3a n/unn HectabnnbHbIMK NO CBOEN NPUPOLE.

[031] TepmuH «3amMeLLeHHbIN» B HACTOSILLEN 3asiBKE O3HAYaET, YTO Nto6on OANH NN HECKONbKO
BOAOPOAOB Ha yKa3aHHOM aTOMe Unu rpynne 3ameLleHbl BbiGpaHHbIM BAPUaHTOM U3 yKa3aHHOM
rpynnbl, Npy YCNoBMKM, YTO HE NPEBbILLEHA HOpMarbHas BaneHTHOCTb ykadaHHoro atoma. Korga
3amecTutenb npeacraesnser cobonm okco (m.e. =0O), Ha aTome 3amelleHbl 2 BOAOpoOAa.
KombBuHaumm samectutenen n/mnn nepemMeHHbIX SBNATCS A0NYCTUMbIMU TONbKO B TOM Crny4ae,
ecnu Takme KOMOMHaUMM NPUBOAAT K MOMYYEHUIO CTabUNbHOrO COEAMHEHUS UMW NPUrO4HbIX
CUHTETUYECKMX MPOMEXYTOUHbIX npogykToB. CTabunbHoe coeauHeHue wunu crabunbHas
CTPYKTypa O3Ha4alT COefMHEHMe, KOTOpoe SBMSIETCA B AOCTATOYHOW CTEMNEHN YyCTONYMBBLIM,
yTOObl BblAEpPXaTb BbIAENEHNE U3 PEeakUMOHHON CMECU W MNOCMeAyloLlee NPUroToBrneHne B
COCTaB B Ka4yeCTBe CpeACcTBa, 00naaaroLLero nNo MeHbLUEN MepPe NPaKTUYECKON MPUMEHNMOCTbIO.
Ecnu He ykasaHo obpaTHOe, 3aMeCTUTENM HasbiBalOT B LiEHTpanbHON CTpykType. Hanpumep,
cnegyet NOHUMATb, 4TO, Korga (Uuknoankun)ankun npuBejeH B KayeCTBE BO3MOXHOMO
3aMecTUTENs, TOYKa MPUCOEAMHEHUS JAaHHOrO 3aMeCTUTENs K LEHTpanbHOW CTPYKType
pacnonoxeHa B ankuibHON YacTu.

[032] CoenuHeHNsi, onUCaHHble B HACTOSILLEN 3asiBKE, BKMIOYAKT, HO HE OrpaHuyYeHbl
yKasaHHbIMW, ONTUYECKNE N3OMEPbI, palemaTbl U Apyrne CMeCu ykasaHHbIX coeguHeHnin. B Takmx
CUTYaUUsX OTAENbHbIE SHAHTUOMEPbLI UMK JUacTepeoMepbl, T.€. ONTUYECKN aKTUBHbIE POPMBbI,
MOXHO MOMyYUTb MOCPEACTBOM ACUMMETPUYHOrO CUHTE3a WUNU MOCPEACTBOM paclUenneHuns
pademartoB. PacwenneHne pauyemaToB MOXHO OCYLLEeCTBUTb, Hanpumep, OO EenpUHATLIMM
cnocobamu, TakUMU Kak Kpuctannusayms B NPUCYTCTBMM PaCLLEnnsAoWero cpeacrsa unm
xpomartorpadus ¢ NPUMEHEHNEM, HaNPUMeEP, KOMOHKWA ANS XMPanbHON BbICOKO3(EKTUBHOM
XNAKOCTHON XpomaTtorpadum (BOXKX). TEpMUH «M30MeEpPbI» O03HaAYaET pasfnnyHble COELNHEHNS,
KOTOpbIE XapaKkTepuUsytoTCs OA4NHAKOBOW MOMNEKYNSAPHON hOpMynon. TEPMUH «KCTEPEON3OMEPDI»
O3Ha4YaeT N30MepbI, KOTOPbIE OTNUYAKOTCA TONBbKO CNOCOBOM, KOTOPbIM aTOMbl OPraHN30BaHbI B
NpOCTpaHCTBE. TEPMUH «3HAHTUOMEPbLI» O3HAYaeT CTEPEOU3OMEPHI, KOTOPbIE MPEACTaBnAoT
cobon HecoBnagarLMe Npu HanoXeHNN 3epkanbHble 0TOOpaXeHus gpyr agpyra. Cmecb napbl

3HaHTUOMepOoB B cooTHoweHun 1:1 npegcraBnseTr cobom «payemuyeckyo» cmecb. Cumson



«(£)» MmoxeT BbITb UCNONb30BaH AN 0603HAYEHNA paLEMUYECKON CMECU B COOTBETCTBYIOLLNX
cnyyasax. TepMUH «anacTepeov3oMepbl» O3Ha4yaeT CTEepPeOoM3OMEpPbl, KOTOpble cogepXart no
MEHbLLEN Mepe ABA aCUMMETPUYHbBIX aTOMa, HO KOTOPbIE HE NPEeACTaBNAT cOO0N 3epKanbHble
oTobpaxeHus gpyr agpyra. TEpMUH KME30COEANHEHNE UMW KME3ON3OMEP» O3HAYAET ONTUYECKN
HEeaKTMBHOTO uneHa psga crepeom3omepoB. Mesousomepbl coaepxat gsa wunu 6onee
CTEPEOLIEHTPOB, HO HE SBNAOTCH XMparnbHbiMX (T.€. B MONEKyrne MpuUCyTCTBYET MMOCKOCTb
cuMmMeTpum). ABCONIOTHYIO CTEPEOXUMUIO YKa3bIBaKOT cornacHo cucteme R-S KaHa - NHronbaa -
Mpenora. Ecnu coeanHeHne npeacrTaBnseT COOOM UUCTbIN SHAHTUOMEP, CTEPEOXMMUS Ha
KaxaoM xuparnbHOM yrnepoae mMoxeT OblTb ykasaHa kak R unu S. Pa3sgeneHHble coegnHeHus,
abcontoTHas KoHurypaymst KOTopbiX HEU3BECTHA, MOryT ObiTb 0603HauYeHbl kak (+) unu (-) B
3aBNCUMOCTW OT HanpasneHus (Npaso- Ny NeBoOBpaLLaoLmne), B KOTOPOM AaHHbIE COeANHEHNS
BpaLLaloT NNOCKOCTb NOMSPU3YIOLLEro CBeTa Npu AnNuHe BonHbl NuHUM D cnekTpa HaTpus.

[033] Koraa coeanHeHWs, onucaHHble B HACTOSILLEN 3asiBKe, CyL|EeCTBYIOT B pPasfnyHbIX
TayTOMepHbIX OopMax, TEPMUH «COEAUHEHME» BKMOYaeT BCE TayTOMEpHble OPMbI
coeAuHeHns. Takne COefMHEHUSA TakkKe BKMIOYaT KpucTannuyeckue opmbl, B TOM 4ducne
nonumopdbl 1 KnaTpaTtbl. AHANOMMUYHO, TEPMUH KCOMb» BKIIOYAET BCE TayTOMEPHbIE POpPMbI 1
Kpuctannuyeckne OpMbl COeAMHEHUS. TepMUH «TayTOMEpPbl» O3Ha4YaeT pasnuuyHble Mo
CTPYKTYpPE W30OMepbl, KOTOpble B3auUMHO MNPEBpaLlaldTCAa B MNpoLecce TayToMepusauun.
TayTomepusauuss npegcraensetr coboin opmy maomMepusauyum N BKAOYAET MPOTOTPOMHYIO
TayToMepU3aumio Unu TayTomepusaymio ¢ NEPEHOCOM NPOTOHA, KOTOPYIO CHUTAIOT MOAPYNMON
XUMUN  KUCNOTHO-OCHOBHbBIX — B3aMMoaencTBui.  [poToTponHas  TayToMepusayus  Unm
TayTomMepusaunss C NEPEeHOCOM MpPOTOHA  BKMOYAET MUrpayuilo  NpPOTOHA, KoTopas
CONPOBOXAAETCA NSMEHEHUAMIN KPATHOCTW CBA3EN, 4YAaCTO C B3aUMONpPeEBpaLLEHNEM O4UHAPHON
CBS13U C COCEeLHEN ABONHON CBA3bID. Koraa TayTomepusauyust BO3MOXXHa (Hanpumep, B pacTBope),
MOXeT OblTb AOCTUIHYTO XMMMUYECKOE paBHOBEecue TayTomepoB. [lpumep TayTomMepusayum
npeacraensieT cobon KETO-eHOMbHYIO TayToMepu3sauno. KOHKPETHbIN NpUMep KETO-€HOMNbHON
TayToMepusauum npeacraBsnaeT cobon B3auMHOE npeBpaLleHne TayToMepoB NeHTaH-2,4-g1oHa
N 4-rnapoKkCenneHT-3-eH-2-oHa. [pyron npumep Taytomepusaymm npeacraBnset cobon gheHon-
KETONbHyl0 TayToMepusauymio. KOHKPeTHbId npumep (PEeHON-KETOMbHOW TayToMepusaumm
npeacraensieT cobon B3anMHOE NpeBpaLleHne TayTOMEPOB NUPUANH-4-ona n nupugnH-4(1H)-
OHa.

[034] dapmaueBTMUECKN NpUEMEMbIE (DOPMbI COEAUNHEHNIA, ONUCAHHBIX B HACTOSILLEN 3asiBKeE,
BKMIOYAOT hpapMaleBTUYECKN NPUEMMEMbIE COMU, NPONEKapCTBa U CMECU YKa3aHHbIX POpM.

CornacHo HEKOTOPbIM BapuaHTaM peanusaunn HacTosLero K306peTeEHUss COEAVNHEHNS,



OMNMNCaHHbIE B HACTOSLLIEN 3asBKE, HAXOAATCH B hopme papmaleBTUYECKN NPUEMIEMbIX COMnen
1 NponekapcTs.

[035] «®PapmayeBTMYECKN NPUEMIIEMbIE COMMY» BKIOYAKOT, HO HE OrPaHUYEHbl yKasaHHbIMU,
conn, obpasoBaHHble C HEOPraHW4YecKMMW KUCMOTamu, TakuMe Kak rugpoxmnopar, docdar,
anchocoat, rmapobpomart, cynbdaT, CynbduHAT, HUTPAT U NOAOOHbLIE COMKU, a TakkKe COonu,
obpasoBaHHble C OpraHMYecKoW KUCIOTOMW, TakMe Kak manar, maneart, dymapar, TapTpar,
CyKuyumHaT, uyuTpaT, auetaT, nakrar, MeTaHcynbdoHaTt, n-tonyoncynbdoHar, 2-
rmapokcmaTuncynooHar, 6eHsoar, canuuunart, cTeapar W ankaHoart, Takol Kak aueTar,
HOOC-(CH2),.COOH, rae n o3HavaeT 0 — 4, 1 nogo6Hble conn. AHaNOrM4YHoO hapmaLeBTUYECKN
npuemMnemMble KaTWOHbI BKMKOYAKOT, HO HE OrPaHMYEHbl YKasaHHbIMW, HATPUW, Kanuin, Kkanbumn,
antoMUHWIA, AT 1 aMMOHNIA. Kpome Toro, ecnn coegnHeHnsi, ONMCaHHble B HACTOSILLEN 3asiBKe,
nonyyarT B hOpMe CONu NPUCOEANHEHUS KACNOTbI, CBOBOJHOE OCHOBAHWE MOXHO MOMy4UTb
nogLenayvmBaHnemM pacTtBopa KUCron conu. M HaobopoT, ecnmn NPOAYKT NpeacTaBnsieT cobon
cBOBOAHOE OCHOBaHWE, COMb MPUCOEANHEHUS, B YACTHOCTU, hapMaLeBTUYECKN NPUEMMIEMYIO
Conb NPUCOEANHEHNS, MOXHO NONYyYnTb NOCPEACTBOM PacTBOpPeHus cBOGOAHOrO OCHOBaHMWSA B
NoaXOAALEM OpraHnYeckom pacrteopuTene n o6paboTku pacTeopa KUCMNOTON B COOTBETCTBUN C
OBLEenpuHATLIMK  cnocobamMn  MOMYYEHNss CONen NPUCOEANHEHUS KUCMOTbl WU3 OCHOBHbIX
coeguHeHnn. Cneymanucrtam B JaHHOW oOnacTu TEXHUKU W3BECTHbl PasnuyHble Cnocobbl
CMHTE3a, KOTOPble MOXHO MCNOMb30BaTb ANSA MNONYYEHUS HETOKCUYHBIX hapmaleBTUYECKU
npuemMnemMbix Conen NPUCoOeNHEHUS.

[036] TepmuH «NpPONEKapCTBO» O3HAYaAET COEAUHEHME, KOTOPOE BBOAST B HEAKTUBHOW UK
MeHee akTMBHOM dopmMe, KOTopoe 3aTteM npeobpasyeTcs (Hanpumep, B pesynbraTte
MeTabonnueckoro nNpoLeccnHra nponekapcTea B OpraHM3me) B akTUBHOE coeguHeHune. Llenbto
BBEAEHNS NponeKkapcTBa ABMNAETCA ONTMMM3aUns BCacbiBaHWSA, pacnpeeneHms, metabonnsma
n/vnun BbIBEAEHNS NeKapCTBEHHOro npenapata. [ponekapcTBa MOXHO NMOMYYUTb NOCPELCTBOM
NoOMy4YeHUss NPOM3BOAHOIO aKTMBHOrO CoefuHeHus (Hanpumep, coeguHeHns dopmynbl | mnm
APYroro CoeauHEHUs, packpbITOro W/MnmM OMMCaHHOrO B HaCTOALLEN 3asdBKe), koTopoe OyaeT
nogeepratbca npeobpasoBaHUO B YCNOBUAX MPUMEHEHUs (Hanpumep, B OpraHuMame) cC
obpasoBaHNEM aKTUBHOTMO COeAuHeHnsi. [lpeobpasoBaHue nponekapcTBa B aKTUBHOE
COEAMNHEHNE MOXET NPONCXOAUTb CMOHTAHHO (HanprumMep, B Npouecce peakuun rugponnsa) unm
MOXET KaTanu3upoBaTbCA UMM WHAYLMPOBATbCH APYrMM areHTom (Hanpumep, hepmMeHTOoM,
CBETOM, KUCMOTOW UNU OCHOBAHWEM W/ UNnN TemnepaTypon). YKasaHHbIA areHT MOXET ABNATbCA
3HA0r€HHBIM MO OTHOLLEHWIO K YCIOBUAM NPUMEHEHUS (Hanpumep, hepMeHT, NpUCYTCTBYHOLLNIA

B KNeTKax, B KOTOPbIE BBOAAT NPONIEKAPCTBO, UMW KUCNas Cpeaa XXenyaka) Unun ykasaHHbIn areHT



MOXET MOCTynaTb 9K30reHHbIM nyTem. [lponekapctBa MOXHO NOMyYUTb MOCPELCTBOM
KOHBEpTAaLMN OAHOWN UM HECKOMNBbKNX PYHKLMOHAMNbHbIX FPynn B aKTUBHOM COE4UHEHNM B APYTYIO
PYHKUMOHANBHYIO  FPynny, KoOTopas 3aTeM KOHBepTMpyeTcs oOpaTHO K  UCXOAHOW
PYHKUMOHANBHOW rpynne npu BBEAEHUM B OpraHvu3M. Hanpumep, rmapOKCUmbHYIO
YHKLUMOHANbHYIO  TPpynny MOXHO npeobpasoBate B CynbQOHaTHY0, docdaTHyto,
CNOXHO3PUPHYIO UNn kapboHaTHYHO rpynny, KOTopasi B CBOK OYepeab MOXET MM ponnM3oBaTbCA
in vivo o6paTHO B rMAPOKCUIbHYIO Tpynny. AHaNOrM4YHO, aMUHHYK (PYHKUMOHAMbHYHO Fpynny
MOXHO npeobpasoBaTb, Hanpumep, B aMuUAHYI0, kapbamaTHylo, WMUHHYIO, MOYEBUHHYIO,
dhocheHUrnbHyo, POCHOPUNbHYIO MU CyNbMEHUNBbHYIO (PYHKLMOHAmMbHYO rpynny, KoTtopas
MOXEeT MaponnM3oBaTbes in vivo obpatHo B amuHorpynny. KapbokcunbHyo pyHKUMOHAaNbHYHO
rpynny MoxxHo npeobpasoBaTb, HaNnpUMep, B CrOXHO3MUPHYIO (BKNOYas CUMUMOBbLIE CrOXHbIE
3pMpbl N TMOCNOXHBbIE 3CPUPBI), aMUAHYIO UMW TNAPa3nLHYI0 PYHKLMOHaMNbHYIO rpynny, KoTopas
MOXET FMAPONM30BaTbCA in vivo 06paTHO B KapbokcunbHyto rpynny. [pumepbl nponekapcTs
BKIIOYAKOT, HO HEe OrpaHMyeHbl YykasaHHbiMu, pocdaTHble, aueTaTHble, dopMuaTHble |
6eH30aTHble NPOM3BOAHbIE (PYHKLUMOHANbHbLIX rPynn (TAkOW Kak CnvMpTOBas WM amMuHHas
rpynnbl), IPUCYTCTBYIOLLMX B COeAMHEHNAX DopmMynbl | 1 Jpyrnx COeANHEHNAX, PACKPbITbIX U/MnK
OnncaHHbIX B HacTosilen 3asBke. CornacHo HEKOTOPbIM BapuaHTam peannsayum HacTosLwero
N300peTeHNss «nponekapcTea», OMUWCaHHble B HACTOALWEN 3asiBke, BKMo4arT noboe
COEAMHEHNe, KOTOpOE CTaHOBWUTCA coeauHeHnem dopmynbl | npu BBEAESHUM NaAUMEHTY,
Hanpumep, nocne MeTtabonunuyeckon oOpaboTkm nponekapcTea. [lpumMepbl NPoONeKapcTs
BKIIOYAIOT NPOU3BOAHbIE PYHKUMOHAMNbHbIX TPYNn, Takux Kak kapOokcunbHas rpynna, B
coeamnHeHnsx dopmynel |. MNMpumepbl NponekapcTB KapOOKCUIbHOW TPYMMbl BKMIOYAOT, HO He
OorpaHWyeHbl yKasaHHbIMW, CMOXHble 3Mpbl KAPOOHOBOW KWCMOTbI, TakMe Kak ankunoBble
CNOXHble 3pUpbl, MMAPOKCUANKWUMOBbBIE CMOXHbIE 3PUPbI, apunankunoBble CroXHble 3upbl K
apunNoKCUankunoBble CrnoxHble 3dupbl. [pyrMe npumepbl NPONEKapCTB BKMOYAOT HU3LWNE
ankunoBble CroXHble 3upbl, Takne Kak STUNOBBLIN CHOXHbBIN 3DUP, aLUNOKCUANKNNOBbIE
CnoxHble acupbl, Takme kak nuBanounokcumeTun (POM), rnukosuabl M NpOnN3BOAHbIE
ackopBynHOBOW KMCNOThI. [lpyrne npyumepbl NponekapcTB BKIOYAOT amuibl KApOGOHOBBIX KMCMOT.
Mpumepbl NponekapcTB-aMya 0B BKMIOYAOT MeTabonuyeckn nabunbHble amuibl, 06pasoBaHHbIE,
Hanpumep, 13 amvmHa 1 kapboHoBon kKMcnoTbl. [pumepbl amyvHOB BrrtovaloT NH;, nepBUYHbIE 1
BTOpPUYHbIE amMuHbl, Takne kak NHR* u NR*RY, rge R* npeacraensaet cobon Bogopog, (Ci-Cis)-
ankmn, (Cs-Cy)-uyuknoankun, (Cs-Cr)-uuknoankun-(Cq-Ca)-ankun—, (Ce-Cisa)-apuin, KOTOPbIN
ABNSAETCA He3aMeLUeHHbIM Unn 3amelleHHbiM ocHoBaHnem (Cqi-Co)-ankmn, (Cq-Cy)-ankokcwm,

dtop wnmn  xnop; retepoapun, (Ce Cia)-apun-(Ci-Cs)-ankmn—, rae apun sBnseTcs
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He3aMeLLeHHbIM Unn 3amelleHHbiMm ocHoBaHnem (Cq-Cy)-ankun, (Cq-Cz)-ankokcn, Ttop unn
xnop; nnu retepoapun-(C+-Cs)-anknn— n B KOTopom RY NpUHMMAET 3HAYEHUS, yKasaHHble Ans
R*, 3a wucknioueHnem Bogopoga, wnu rge R* m RY Bmecte C a3oToM, K KOTOPOMY OHWU
npucoeanHeHbl, o6pa3yloT HeobA3aTenbHO 3ameleHHoe OoT 4- A0  7-  uneHHoe
reTepouuknoankunbHoe KombLo, KOTOopoe Heobs3aTenbHO COAEpPXUT OAWH WnM  ABa
JOMONMHUTENbHbIX reTepoaToma, KoTopble BbiGpaHbl U3 a30Ta, kucrnopoaa u cepbl. O6cyxaeHne
nponekapcTs npmeegeHo B pykosogcrteax T. Higuchi and V. Stella, Pro-drugs as Novel Delivery
Systems, Vol. 14 of the A.C.S. Symposium Series, in Edward B. Roche, ed., Bioreversible
Carriers in Drug Design, American Pharmaceutical Association and Pergamon Press, 1987 n
Design of Prodrugs, ed. H. Bundgaard, Elsevier, 1985.

[037] CoeguHeHnsi, onncCaHHble B HaACToAWEW 3asiBke, MOryT npegcraBnAate cobon
oboralleHHble N30TOMHbIE hOPMbI, HAaNpumep, oboralleHHble No cogepxaHuto 2H, 3H, "'C, 3C
n/vnn “C. CornacHo oAHOMY BapuaHTy peanu3auymm HacTosiero nsobpeTeHnst coeauHeHne
COAEPXKUT NO MEHbLUEN Mepe OAMH aToM AenTepusi. Takne fenTepupoBaHHble hOpMbl MOTYT
ObiTb MOMyYeHbl, HanpUMep, NOCPEACTBOM npoueayp, onucaHHbix B nateHTax CLUA NeNe
5,846,514 1 6,334,997. Takue JenTepnpoBaHHbIE COEANHEHNS MOTYT YNYULINTb 3DEKTUBHOCTD
N YBENMUYNUTb ANUTENBHOCTb AENCTBUS COELUHEHUN, PACKPbITBIX WU ONUCAHHBIX B HACTOSILLLEN
sasBke. CoefWHeHMs, 3aMelleHHble JeNTEepUEM, MOXHO CUHTE3MPOBaTb pPasnUYHbIMU
crnocobamu, TaknMK kak cnocobbl, onucaHHble B nydnukaumsx Dean, D., Recent Advances in the
Synthesis and Applications of Radiolabeled Compounds for Drug Discovery and Development,
Curr. Pharm. Des., 2000; 6(10); Kabalka, G. et al., The Synthesis of Radiolabeled Compounds
via Organometallic Intermediates, Tetrahedron, 1989, 45(21), 6601-21; n Evans, E., Synthesis of
radiolabeled compounds, J. Radioanal. Chem., 1981, 64(1-2), 9-32.

[038] «ConbBaT» 0O3HauyaeT coefuHeHWe, oOpasoBaHHOE B pe3ynbTaTe B3aUMOLENCTBUS
pacTBOPUTENS N COEAUHEHNSA UNn PapMaLeBTUYECKN NPUEMIEMON CONN COeAUNHEHNS. TepMnH
«COoefMHEeHMe» BKIMOYaeT COnMbBaTbl COEAMHEHWA. AHANOrMYHO, TEPMUH «COMU» BKIMOYaeT
conbBaTbl conen. Tllogxoasiume conbBaTbl MPEACTaBNAT cobom  dapmMaleBTUYECKN
npuemMnemMble ConbBaThbl, TAKNE KaK rMMapatbl, BKIIOYAA MOHOrMAPaThl U NONYyruapaThl.

[039] «XenaT» 03HauaeT coeanHEHne, 06pa3oBaHHOE B pe3yrbTaTe KOOPAMHALMN COELUHEHNS
C MOHOM MeTanna B AByX (unu 6onee) Toukax. TEPMUH «COEMHEHUE» BKMOYAET XenaThbl
CO€ANHEHNSI. AHANOIMYHO, TEPMUH KCOMNMY» BKMOYAET XeNaThbl CONEN.

[040] «HekoBaneHTHbIN KOMMMEKC» O3HaJaeT coefunHeHne, obpa3oBaHHOE B pesynbTarte
B3aMMOAENCTBNS COEAVNHEHNA N APYrON MOMEKYIbl, NPUYEM B YKA3aHHOM KOMMIEKCE MEXAY

COEAMHEHNMEM 1 MOINeEKyno He obpasyeTcsa  KoBaneHTHas  cBA3b.  Hanpumep,
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komnnekcoobpasosaHne MOXET BO3HUKHYTb nocpesCcTBOM BaH-Aep-BaanbCoOBbIX
B3aMMOLENCTBUN, BOAOPOAHLIX CBS3EM W SMEKTPOCTATUUECKMX B3aUMOAEWCTBUM (KOTOpbIE
TaKkKe Ha3blBalOT MOHHBIMY CBA3AMM). Takme HEeKOBaneHTHblE KOMMEKChl BKMOYEHbI B TEPMUH
«CoefUHEHUnE».

[041] TepmuH «BOAOpPOAHAas CBA3b» o3HavyaeT  opmy  accoymayuu Mexay
3MNeKTpooTpuLaTEnbHbIM aToMOM (TakKe W3BECTHbIM Kak akuenTop BOAOPOAHON CBSA3W) WU
aToOMOM BOAOPOAA, MPUCOEAMNHEHHbIM KO BTOPOMY, OTHOCUTENbHO 3rEKTPOoOTpULUATENbHOMY
aTomy (Takxe U3BECTHOMY kak AOHOP BOAOPOAHOWN cBA3W). [logxoaswime JOHOPbI U akLenTopbl
BOAOPOAHON CBA3M XOPOLIO WU3BECTHbl B meauymHckon xumumnm (G. C. Pimentel and A. L.
McClellan, The Hydrogen Bond, Freeman, San Francisco, 1960; R. Taylor and O. Kennard,
“Hydrogen Bond Geometry in Organic Crystals”, Accounts of Chemical Research, 17, pp. 320-
326 (1984)).

[042] «AkuenTop BOAOPOAHOW CBA3WN» O3HAYAET rpynny, CoAepXaLlyld KUCNopos win asor,
Takol Kak KWCMopoa WM asoT, KOTOPbIN ABNSETCS Sp?—rmbpuan3oBaHHbIM, KUCropoa nunbo
kncrnopoga cynbdokenga unu N-okcmaa.

[043] TepmnH  «ZoOHOpP  BOAOPOALHOMW  CBSI3M»  O3HA4yaeT  KUCMOPOZ, asoT UMK
reTepoapoMaTuyecKkMii Yrnepoa, KOTOPbI HECeT BOAOPOAHYK Tpynny, COAepXallylo asoT
KOnMbLa, UM reTepoapunbHyLo rpynny, Cogepallyto asoT KonbLa.

[044] B HacToswen 3asiBke TEPMUHbI «rpynnay, «paaukan» unm «dpparMeHT» O3HavatoT
PYHKLMOHANBHYIO Fpynny nny pparMeHT MOneKyIbl, KOTOPbIA MOXHO NPUCOEANHNTD K CBA3W NN
ApPYrMM cbparmeHTam Monexys.

[045] TepmuH «aKkTUBHOE CPEACTBO» O3HayaeT CcoeaunHeHue unu apmayeBTuyeckn
NPUEMMEMYIO COMb COEAMHEHUS!, KOTOpoe obnagaeT OMONOrMYECKONn akTUBHOCTbI. CornacHo
HEKOTOpPbIM BapuaHTam peanu3auun HacTOALWEro U30OpEeTEeHNs «aKTUBHOE CpenCcTBO»
npeacraesnseT cobon coegnHeHne unu apmMaueBTUYECKM NMPUEMIEMYIO COMb COEAUHEHUS,
KOTOpOe Xxapaktepusyetcsa apmaleBTUYECKON NPUMEHNMOCTbIO. Hanpumep, akTMBHOE
CPEACTBO MOXET MNpeAcCTaBnsaATb COOOM NPOTUBOHEMPOLErEeHEPATUBHOE TepaneBTUYECKOE
CPEACTBO NN NPOTUBOBUPYCHOE TEpaneBTUYECKOE CPELCTBO.

[046] TepmuH  «TepaneBTUYECKM  IPPEKTUBHOE  KOMUYECTBO»  COEAMHEHMS UMK
dapmaleBTUYECKN NPUEMIEMON CONN COEANHEHNS, ONMMCAHHOTO B HACTOSLLEN 3asBKE, O3HAYaET
KOMMYECTBO, KOTOPOE NpPWU BBEAEHUN CYObLEKTy-uenoBeKy wunu cybbekTy, OTNUYHOMY OT
yenoseka, ABnseTca 3PPeKTNBHBIM AN o6ecneyeHus TepaneBTUYECKONW NOnb3bl, TAKOW Kak
obneryeHuwe CcMMNTOMOB, 3aMeneHne NPorpeccnpoBaHns 3abonesaHusa unu npegoTepalleHue

3aboneBaHusi, HanpuMep, TepaneBTUYECKN 3PHEKTUBHOE KONMUYECTBO MOXET NPEACTaBNATb
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cobOoMN KONMMUECTBO, AOCTATOMHOE ANS YMEHbLUEHUS CUMMNTOMOB 3aboneBaHus B OTBET Ha
nHrubuposaHue aktnsHocT KMO 1 mogynupoBaHue ypoBHs MeTabonuToB nyTW KMHYPEHUHA
(Taknx Kak KWHYpPEHWH, KNHYpEHOBas KACNOTa, aHTpaHunosas kucnota, 3-OH-kuHypeHuH, 3-OH-
aHTpaHUnNoOBas KWCMOTa WNW XWHOMMHOBAasA kucriota). CormacHO HEKOTOpbIM BapuaHTam
peanunsauun Hactoswero u3obpeTeHWs TepaneBTUYECKM 3PPEKTUBHOE  KOMUYECTBO
npeacraesndgeT cobON KONMMYECTBO, [JOCTATOMHOE AnNA fEeYEeHUs CUMMTOMOB HapyLUEHWUs,
cBsA3zaHHoro ¢ BUY. CornacHO HEKOTOPbIM BapuaHTam peanu3auymm HacTosLwero n3obpeTeHus
TepanesTuyeckn 3PPEKTUBHOE KOMMYECTBO MpecTaBnseT cobon KOnmMYecTso, JOCTaTOYHOE
ANA YMEHbLUEHUS MpPU3HaKOB MM MOOOYHbIX 3PEKTOB HapylweHus, cBsdaHHoro ¢ BUY.
CornacHo HeKOTOpbIM BapuaHTam peanusauMm HacTosAWero ns3obpeTeHus TepaneBTUYEcKU
3hbheKTMBHOE KONUUECTBO COEANHEHNS NN hapMaLEBTUYECKN NPUEMITEMON COMNMU COELNHEHUSA
npeacraesnsgeT cobOW KONMUUYECTBO, AOCTaTovyHOE [ANSA NPefoTBPaLEHUs 3HAYUTENbHOro
yBENUYEHNSA UMW 3HAYUTENBHOrO YMEHbLUEHUS YPOBHSA rMGenn HEMPOHHbIX KNETOK, CBA3AHHOW C
BNY. CornacHo HEKOTOPbIM BapnaHTam peannsanmm HacTosLWEro N3obpeTeHns TepaneBTUYECKN
3 PeKTMBHOE KONMMUECTBO COEANHEHNS NN PapmMaLeBTUYECKN NPUEMNEMON CONN COENHEHNS
npeacraBnseT CcobOON KONMMYECTBO, [JOCTATOMHOE ANs MpefoTBpalieHUs 3HAYMTENbHOro
YBEMUYEHNA UMK 3HAYNTENBHOrO yMeHbLueHus ypoBHs QUIN, accoummpoBaHHOro ¢ BbI3BAHHOM
BWY rnbenbto HEMPOHHbIX KNeTok. CornacHo HEKOTOPLIM BapuaHTaMm peanusauum HacTosLLEro
n3obpeTeHns TepaneBTUYECKN 3DEKTUBHOE KONMUYECTBO MNPeACTaBnseT cCobon KONMMUECTBO,
AOCTaToyHOe Ansa ocywectBneHns yesenuyeHus ypoBHA KYNA, CBSA3aHHOrO C COCTOSIHMEM
HEMPOHHbIX KNETOK y nauymeHTa, uHdunymnpoaHHoro BMY. CornacHO HEKOTOpbIM BapuaHTam
peannsauun  HacTosAwero un3obpeTeHWss TepaneBTUYECKM 3(PPEKTUBHOE  KONMUYECTBO
npeacraBnseT coboW KONMUYECTBO, AOCTATOMHOE ANS YBENUYEHUS MNPOTUBOCYAOPOXKHBIX U
HENpPONPOTEKTOPHBIX CBOWNCTB, CBA3AHHbIX C YMEHbLUeHHbIMU YpoBHAMU QUIN 1 yBennyeHHbIMM
ypoBHaAMN KYNA, y naumenTta, mHcpnyuposaHHoro BUY. CormacHO HEKOTOpbIM BapuaHTam
peanunsauun  HacTosAwero un3obpeTeHWs TepaneBTUYECKM 3(PPEKTUBHOE  KOMUYECTBO
npeacraesnsgeT cobon KONMMYECTBO, AOCTAaTOMHOE JANA MOAYNMPOBAHMS BOCNANUTENbHOrO
npouecca y nayunenTta, uHduymposaHHoro BUY, Bknoyasa, HO He OrpaHNYMBasiCb yKasaHHbIMMU,
BOCMAaneHne B rorioBHOM MO3re, CMMHHOM MO3re U nepudepuyeckon HEPBHOW CUCTEME UM B
obonoukax ronoBHoOro mosra. B cnocobax, onncaHHbIX B HACTOSILLEN 3asiBKE AN a4 bIOBAHTHOMO
nevyeHnsa HapyleHus, cesasaHHoro ¢ BUY, tepanestnyeckn ahpeKkTUBHOE KONMNYECTBO MOXKET
Takke npeacTaBnaATb coBOW KONMMYECTBO, KOTOPOE Mpu BBEAEHUM MaUUEHTYy SBRAeTCS
JOCTaTOUYHbIM ANs 0OHapYXMBAEMOro 3aMmeneHns NPorpeccupoBaHns HapyLUEHWs, CBA3AHHOIO

¢ BUY, nnun ana npepotepalleHna BO3HUKHOBEHNS CUMNTOMOB HapyLUueHus, ceasaHHoro ¢ BUY,
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y nauueHTa, KOTOpblA MpMHMMAaET komno3nymio. B HekoTopbix cnocobax, OnMUCaHHbIX B
HacTosILLEN 3asiBKE ANS JEeYEeHNs HapylweHusi, cBsisaHHOro ¢ BWY, TepaneBTUueckn
3hbheKkTMBHOE KOMMYECTBO MOXET TaKke NpeacTaBnAaTb COO0N KONMMYECTBO, AOCTATOYHOE ANS
obecneyeHns 06HapPYXMBAEMOrO YMEHbLLEHWS YPOBHS rMOenn HEMPOHHBIX KNETOK, CBA3AHHON C
BWY. Hanpumep, cormacHO HEKOTOPbIM BapuaHTam peanusauumn HacTosiero usobpeTeHus
TepanesTUyeckn 3PPEKTUBHOE KOMMYECTBO MpecTaBnseT cobon KOnNMYecTBO, JOCTaTOYHOE
ANSA 3HAYNTENbHOTO YMEHbLUEHUs YPOBHSA cBa3aHHOW ¢ BUY rubenn HenpoHOB nMOCpeaCTBOM
obecneueHns obHapyxuBaemoro ymeHblueHus konumdectsa QUIN n yBenuueHus konuuecrtsa
knHypeHnHa, KYNA wunu aHTpaHunoBon Kucnotbl. Kpome TOro, KONMUYECTBO CuUMTalOT
TepanesTUYeckn 3PPEKTNBHBIM KONMUYECTBOM, €CNU JaHHOE KONMUYECTBO XapakTepusyeTcs no
CYLLeCTBY NO MEHbLUEN MEPE O4HUM U3 BblLLEyKa3aHHbIX KpUTEPMEB UMW YCIOBUI IKCNIEPUMEHTA,
BHE 3aBUCMMOCTM OT mobOoro HenocneaoBaTenbHOro UMM MNPOTUBOPEYMBOrO pesynbTaTa,
NOMy4YEHHOro NpU pasnUYHOM Habope KPUTEPUEB NNK YCNOBUIN SKCNEPUMEHTA.

[047] TepMnH «MHrMOMpPOBaHUE» O3HAYAET 3HAYUTENBHOE YMEHbLLIEHNE NCXOLHON aKTUBHOCTM
Ononornyeckon axkTMBHOCTM wMnn npouecca. «MHrmbnposaHme aktmBHocT KMO» o3HauaeT
cHmxeHune aktneHocTn KMO B kauecTBe NpsaMoro unu onocpejoBaHHOro OTBETa Ha Hanuume no
MEHbLUEN Mepe OLHOro CoefuHeHus unn hapmMmayeBTUYECKN NPUEMMEMON CONMN COEAUHEHUS,
OMNCaHHOrO B HACTOSALLEN 3as8BKe, OTHOCUTENBHO akTMBHOCTU KMO npu OTCYTCTBUN NO MEHbLUEN
Mepe OAHOro YKasaHHOro CoefuHeHns unm dapmaueBTUYECKN NPUEMIEMON CONN COEANHEHUS.
CHWXeHne akTUBHOCTN MOXET OblTb BbI3BAHO NMPSMbIM B3aVMOAENCTBUEM COEAVMHEHUS WUnn
chapmMaleBTUYECKM NPUEMMNEMON CONMM YKasaHHoro coeauHeHust ¢ KMO unn moxeT ObiTb
Bbl3BAHO B3aUMOAENCTBUEM COEAVMHEHUS wunu dapmaueBTUYECKU NPUEMNEMONn  Conun
CO€AMNHEHNS], ONMNCAHHOIO B HACTOSILLLEN 3asiBKE, C OAHMUM WU HECKOMBbKUMU APYriamun chakTopamu,
KOTOpblE, B CBOIO OYepesb, OKasblBalOT BNMsHME Ha akTuBHOCTb KMO. Hanpumep, npucytcreue
COEAVHEHNs unu apmMmayeBTUYECKN NPUEMIEMON CONMU COEAMHEHNS MOXET YMEHbLuaTb
aktmBHocTb KMO B pesynbTtate HenocpeacTtBeHHOro cesasbiBaHnas ¢ KMO, nocpeacrtBom
CTUMYNUPOBaHMA (HaNpsMylO WNKU  OMOCPEeAOBaHHO) Apyroro daktopa K YMEHbLUEHUIO
aktmHocT KMO mnnu nocpeaCcTBOM YMEHbLUEHNA (HanpsaMyto Unn onocpesoBaHHO) KONMYeCcTea
KMO, npucyTCTBYHOLLEN B KNETKE UMM opraHusme. MHrubuposaHue aktmHocTn KMO Takxke
O3HavaeT Habnogaemoe MHrMbuposaHne npoaykumm 3-HK n QUIN B cTaHfapTHOM aHanuse,
TaKkOM KaK aHanusbl, onucaHHble Hwke. MHrmbnposaHue aktmeHocTM KMO Takke o3Hauvaer
Habntogaemoe yeenudeHne npoaykumm KYNA. CornacHO HEKOTOPbLIM BapuaHTam peanusauum
HaCTOsALLEro nsobpeTeHns coeguHeHne nnm papmayeBsTUYeCcK NpUeMnemMas Conb COeaNUHEHUS,

ONUCaHHOrO B HACTOSLLEN 3asiBKE, XapakTepusyeTcs 3HayeHnem |Csg, MEHbLUMM UNKN paBHbIM 1
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Mukpomonb. CormacHO HEKOTOpPbIM BapuMaHTam peanusayuu  HacTosilwero um3obpeTeHus
COeAMHEeHne wunu apMaUeBTU4eckn npuemMnemMasl Cofb  YKa3aHHOro  COoeAUHEHMUS
xapakrepusyetrca 3HayeHmem ICso, MeHbwum wunum pasHbiM 100 mukpomonb. CornacHo
HEeKOTOpPbIM  BapuaHTam peanuMsayun HacTosWero M3o0peTeHuss  COoefUHEHMEe  Unu
dapmaleBTUYECKN NpMemMnemMas Conb yKasaHHOro COeAMHEHUS XapaKTepusyeTcs 3Ha4YeHnem
ICs0, MeHbWIUM Unu paeHbiM 10 HaHOMOnb. NHrmbnpoeaHne aktusHoctn KMO Takxe o3HadaeT
akTMeBaumio, nepepacnpegeneHne, nepecTtpoeHne UnuM K3nMpoBaHMe OJHOro UNU HECKOMNbKMX
pasnuuHbix mMemOpaHocBA3aHHbIX OenkoB KMO (Takmx Kak peuenTopbl, OOHapy)XeHHble B
MUTOXOHAPYAX), NMOO CalTbl CBA3bIBAHUA MOTYT MNOABEPraTbCA NepepacrnpejeneHno u
K3NMPOBaHMIO, KOTOPOE MOXET 3anyCTUTb TpaHCAYKUMo curHana. AktusHoctb KMO Taioke moxeT
MOAYNMPOBaTb AOCTYNHOCTb KUHYPEHWHA, YTO MOXET OKa3blBaTb BMWAHWE Ha CUHTE3 UMK
npoaykymio QUIN, KYNA, aHTpaHunoson kucnotsel n/unm 3-HK.

[048] «3aboneBaHne, oTBevawwee Ha WHrMOupoBaHne aktupHoctn KMO», o3HavaeT
3aboneBaHue, npyn KOTopoM WUHrnbumpoBaHne KMO obecrneumBaeT TepaneBTUYECKYIO MOMb3y,
Takylo kak obneryeHne CUMNTOMOB, YMEHbLUEHNE CTEMNEHU NporpeccupoBaHus 3abonesaHus,
npeaoTBpalleHne unM oTcpoumBaHve maHudectauun sabonesaHusi, npejoTBpalleHne unu
obneryeHne BOCNAnNUTENbHOrO OTBETa WNN WMHIMOMPOBAHME HAPYLUEHHON aKTMBHOCTW W/unn
CMEPTU ONpPeAEnNeHHbIX TUMOB KNETOK (TaKNX Kak HENPOHDI).

[049] «JleyeHne» o3HayaeT nwboe neyeHwe 3aboneBaHWs Yy nauUWeHTa, BKMYas: a)
npeaoTepaweHne 3aboneBaHus, WHbIMKA crnoBamu, obecneyeHne OTCYTCTBUS PasBUTUS
KNMMHWYECKNX CUMMNTOMOB 3aboneBaHus; b) nHrmbrnpoBaHne nporpeccnpoBaHms 3abonesaHus; C)
3amMeaneHne unu npekpaweHne pasBUTMS KIMHUYECKUX CUMMTOMOB; w/unu d) ocnabneHue
3aboneBaHus, NHbIMKU CrnoBamuy, obecneyeHne perpeccumn KNMHUYECKUX CUMMNTOMOB.

[050] «CyGbekT» nnu «nayumeHT» O3HauyaeT XXMBOTHOE, TaKOe Kak MIeKonuTarLlee, KOTopoe
ABNAETCA Unu 6yaeT ABNATbCA 00LEKTOM NeYeHns, HabnaeHNs Unn 3kcnepumeHTa. Cnocobbl,
OMNMNCaHHbIE B HACTOSALLEN 3asBKE, MOTYT SIBNATLCA NPUroAHBIMU Kak Npu Tepannmn YenoBeka, Tak
1 NPy BETEPUHAPHOM NpUMeHeHUn. CornacHo HEKOTOPbIM BapuaHTaM peanusaymm HacTosLWero
n3obpeTeHnss CcyObekT npeacTaBnseTr coOOM MIEKONUTAIOWEE, W  COrMacHO HEKOTOpPbIM
BapuMaHTaMm peanusagnn HacTosLWwero n3obpeTeHns CyGbeKT NpeacTaBnsaeT cobon yenoBeka.
[051] TepmuH «3aboneBaHMe» O3HA4YaeT aHOMarbHOE COCTOSIHME OpraHmM3ma YenoBeka unu
XUBOTHOrO NMOO OAHOW MMM HECKOMBbKUX YacTel yKasaHHOro OpraHuama, KOTOpOe HapyllaeT
HOpManbHOEe (PYHKLUMOHMPOBAHME, KaK NpPaBuno, MNPOSBNAETCH MOCPEACTBOM XapaKTepHbIX
MPU3HAKOB U CUMNTOMOB U1 BbI3bIBAET YMEHbLUEHNE NPOAOIIKUTENBHOCTY NGO KaueCTBa XKU3HN

yernoBeka WUNu XUBOTHOro. B HaCTOFIU.l,eVI 3asBke AaHHbl€ TEPMUHbI ABNAKOTCA, KaK npaBuno,
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CVHOHUMWYHBIMA U WCMOMb3YIOTCA B3aMMO3aMEHSEMO C TEPMUHAMU «HApYLUEHWE» W
«COCTOSAHME» (KaK MeAUNLNHCKOE COCTOSIHNE).

[052] TepmuH «apbloBaHTHO» O3Ha4yaeT BBEAEHWE NaUMEHTY WUNKM NeyYeHue nauyueHTa no
MEeHbLUEN Mepe Og4HNM COeANHEHNEM NN papMaLeBTUYECKA NPUEMIIEMON CONMbIO COEANHEHUS,
OMNCAHHOrO B HACTOSILLEN 3adBKe, MOMMMO NMPOTUBOBUPYCHOrO CPEACTBA, O4HOBPEMEHHO UNMK C
onpegeneHHbiM1 UHTEpBanamMn nepej, B TEYEHWEe Unu nocre BBEAEHUSA NPOTMBOBUPYCHOrO
CpeAcTBa ANS AOCTMXEHNA XKenaemMoro TepaneBTnyeckoro acpdekra.

[053] TepmuH «BUpyCHas Harpy3ka» O3HadaeT KOHUeHTpauuo Bupyca, Takoro kak BUY, B
KpOBMW.

[054] [MpeanoxeHa komMno3nUuA, cojepxawiasi NpoTUBOBMPYCHOE CPeaCTBO U CoeAMHEHUe

dopmynsil |:
NTSN
| = OH
R’ °
R2
dopmyna |

unun chapmanyeBTUYECKN NPUEMIEMYIO COSMb YKA3aHHOTO COEANHEHUS;

roe:

R' n R? kaxgbiin HesaBucumo BbiGpaH u3 Cq-C4 ankokcu, Heobs3aTenbHO 3aMeLLEHHOro
opHum 3amectutenem Cs-Ces yuknoankun, C1-Cs ankuna, 3ameLLeHHOro ogHMM 3aMmecTuTenem,
KoTopbln BoIOpaH n3 Ci-C4 ankoken n C3-Cs Lmknoankokcu, Cs-Cs LUKNOANKOKCY 1 ranoreHa.
[0565] CornacHo HekoTOpbiM BapuaHTam peanusauum Hacrosiero wusobpeteHus R’
npeacraensieT cobon C-C4 ankokcu, Heobs13aTeNbHO 3aMeELLEHHbIN OA4HUM 3amecTutenem Cs-Cs
LUK oankunm.

[056] CornacHo HekOTOpbiM BapuaHTam peanu3auun Hacrosiwero wusobpeteHus R’
npeacraensieT cobon Cq1-C4 ankoken.

[0567] CornacHo HekOTOpbiM BapuaHTam peanu3auun Hacrosiwero wusobpeteHuns R’
npeacraensieT cobon emop-byTokcu.

[0568] CornacHo HekOTOpbiM BapuaHTam peanu3auun Hacrosiwero usobpeteHuns R’
npeacraensieT cobon (R)-emop-OyTOKCH.

[059] CornacHo HekOTOpbiM BapuaHTam peanu3auun Hacrosiwero wusobpeteHuns R’
npeacraensieT cobon (S)-emop-GyToKcu.

[060] CornacHo HekOTOpbIM BapuaHTam peanu3auun Hacrosiwero usobpeteHuns R’

npeacraensieT cO60MN N30MNPONOKCU.
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[061] CornacHo HekoTOpbiM BapuaHTam peanusauunm Hacrosiwero usobpeteHuns R’
npeacraensieT cobon Cq1-Cs ankokcu, 3aMeLLeHHbIN Og4HUM 3amecTuTenem Cs-Cs UMKNOankun.
[062] CornacHo HekoTOpbiM BapuaHTam peanusauunm Hacrosiwero usobpeteHuns R’
npeacraenseT cobon LYMKNonponuimeToKCH.

[063] CornacHo HekoTOpbiM BapuaHTam peanusauum Hacrosiwero usobpeteHuns R’
npeacraenseT cobon C1-C4 ankun, 3ameLLeHHbIN O4HNM 3aMeCTUTENEM, KOTOPbIN BbIOpaH us Cq-
C4 ankoken n Cs-Cg LMKNOANKoKCH.

[064] CornacHo HekOTOpbiM BapuaHTam peanuMsauyum Hacrosiwero usobpeteHuns R’
npeacraenseT cobon C1-C4 anknn, 3ameLleHHbIn ogHUM 3amecTutenem Cq-Cy ankokcu.

[065] CornacHo HekOTOpbiM BapuaHTam peanusauum Hacrosiwero wusobpeteHuns R’
npeacraenseT cobon 1-MeToKCUaTun.

[066] CornacHo HeKOTOpbIM BapuaHTam peanusauyun HacTosiwero usobpeteHns R!
npeacraenseT cobon METOKCUMETUN.

[067] CornacHo HeKOTOpbIM BapuaHTam peanusauyum Hactosiero usobpeteHns R!
npeacraenseT cobomn Cq-C4 anknn, 3ameLleHHbln 0gHUM 3amecTutenem Cs-Cs LIMKNOANKOKCU.
[068] CornacHo HekoTOpbiM BapuaHTam peanu3auum Hacrosiero wusobpeteHus R’
npeacraenseT cobon 1-UMKnonponoKCuaThn.

[069] CornacHo HekoTOpbiM BapuaHTam peanu3auum Hacrosiwero wusobpeteHus R’
npeacraensieT cobon LMKNonponoKCUMETU.

[070] CornacHO HeKOTOpbIM BapuaHTaM peanusauun HacToawero usobpeteHns R
npeacraensieT cobon C;-Cs LNKNOANKOKCH.

[071] CornacHo HekOTOpbiM BapuaHTam peanusauum Hacrosiero wusobpeteHus R’
npeacraensieT cobon LMknobyToKCK.

[072] CornacHo HekOTOpbiM BapuaHTam peanusauum Hacrosiwero wusobpeteHus R’
npeacraensieT co6om UMKNONEHTUNOKCHA.

[073] CornacHo HekOTOpbiM BapuaHTam peanu3auun Hacrosiwero wusobpeteHus R’
npeacraensieT co6om LUMKNONPONOKCH.

[074] CornacHo HekOTOpbiM BapuaHTam peanu3auun Hacrosiwero wusobpeteHus R’
npeacraenseT cobomn ranoreH.

[075] CornacHo HekOTOpbiM BapuaHTam peanu3auunm Hacrosiwero wusobpeteHuns R’
npeacraensieT cobon xnop.

[076] CornacHo HekOTOpbiM BapuaHTam peanu3auun Hacrosiwero wusobpeteHuns R’

npeacraensieT cobon hTop.
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[077] CornacHo HeEKOTOPbIM BapuaHTamM peanusaynm HacToswero nsobpeteHns R? BoibpaH ns
C1-C4 ankokcn, C3-Cs LUMKNOANKOKCU 1 ranoreHa.
[078] CornacHo HekoTOpbiM BapuaHTam peanusauunm Hacrosiwero usobpeteHunss R?
npeacraensieT cobon Cq1-Cs ankoken.
[079] CornacHo HekoTOpbiM BapuaHTam peanuMsauunm Hacrosiwero usobpeteHuns R?
npeacraensieT cobon n3obyTokcu.
[080] CornacHo HekOTOpbIM BapuaHTam peanusauunm Hacrosiwero usobpeteHns R?
npegcraenseT cobon n3onponoKkecu.
[081] CornacHo HekOTOpbIM BapuaHTam peanusauum Hacrosiwero usobpeteHns R?
npeacraenseT cobon MeToKcu.
[082] CornacHo HekOTOpbIM BapuaHTam peanusauum Hacrosiwero usobpeteHnss R2
npegcraenseT cobon Cs-Cs LMKNIOANKOKCH.
[083] CornacHo HeKOTOpbIM BapuaHTam peanusauynyM Hacrosiwero wusobpeteHns R?
npeacraenseT cobon LMKNONPONOKCH.
[084] CornacHo HeKOTOpbIM BapuaHTam peanusauynyM HacTosiero wusobpeteHns R?
npeacraenseT cobon ranoreH.
[085] CornacHo HeKkOTOpbIM BapuaHTam peanusauuyM Hacrosiero wusobpeteHns R?
npeacraensieT cobon xnop.
[086] CornacHo HekOTOpbIM BapuaHTam peanu3auun Hacrosiero wusobperteHuss R2
npeacraensieT cobon hTop.
[087] CornacHo HeKoTOpbIM BapuaHTamM peanusauyum HacTosawero nsobpeteHns R BeiGpaH ns
C1-C4 ankokcu, Heobs3aTenbHO 3aMeLLeHHOro ogHUM 3amectutenem Cs-Cs umknoankun, Cq-Cqy
ankuna, 3amMeLleHHOro OAHWM 3amecTuTenem, KoTopbin BbibpaH n3 Cq-Cs4 ankokem n Cs-Cs
uuknoankoken, Cs-Cs Uuknoankokcu u ranoreHa;, u R2? BbibpaH us C4-Cs ankokcn, Cs-Cs
LMKIOankoKen 1 ranoreHa.
[088] CornacHo HeKoTOpbIM BapuaHTamM peanusayum HacTosawero nsobpeteHms R' BeiGpaH ns
emop-ByTokcu, xnopa, yuknobyToken, LMKIMOMNEHTUMOKCH, LMKINONPOMOKCHU,
1-UynKnonponoKkcuaTuna, LMKNONpPONUIMETOKCH, LUMKNONPONoKcumMmeTuna, rtopa, MeToken, 1-
METOKCUITUMNA N MeTOKCUMeTMNa; 1 R? BbIGpaH 13 xmnopa, UMKNonponokcu, gropa, n3obyTokey,
N30NPOMNOKCH N METOKCH.
[089] CornacHo HEKOTOPBIM BapuaHTaMm peanunsauun HacTosILLEro N3o0peTeHUst CoequHEHNE
®opmynbl | BEIGpaHO us:

6-(4-xnop-3-MeTOKCUPEHNN) NNPUMNLNH-4-KAapOOHOBOW KUCNOTHI;

6-(3-xnop-4-n3onponokCneHNN) NMPUMnNLNH-4-kapOOHOBOWN KNCNOTHI;

18



6-(3-xnop-4-(UMKNONEeHTUNOKCK) PEHUN) MINPUMUANH-4-KAPOOHOBOW KUCNOTHI;
(S)-6-(4-BTOP-OYTOKCU-3-XNOPDPEHUN)TNPUMNANH-4-KAPOOHOBON KUCNOTHI;
(R)-6-(4-BTOp-OyTOKCK-3-XNOPHEHNN) TMPUMNLNH-4-KapOOHOBOWN KMCNOTI;
6-(3-xnop-4-4nKNonponoKCUEHNN) IMPUMNLNH-4-KapOOHOBOWN KUCNOTI;
6-(3-xnop-4-4ynknobyTokCUheHNN)IMPUMNLNH-4-KapOOHOBOWN KNCNOTI;
6-(3-xnop-4-(UMKNONPONNNMETOKCU)PEHNM) NNPUMNA NH-4-KapBOHOBOW KNCMOThI;
6-(3-xnop-4-(MeToKCMMETNN)PEHUN)MNPUMUA NH-4-KapPOOHOBON KUCMOThI;
6-(3-xnop-4-(1-MeToKCUITNN)PEHUN)MTNPUMNLNH-4-KapOOHOBOWN KNCNOTDI;
6-(3-xnop-4-(4MKnonpPonoKCUMETUN)PEHNN) NNPUMNA NH-4-KapBOHOBOW KNCNOThI;
6-(3-xnop-4-(1-4nKNonponoKCMaTNN)PEHUT)MINPUMNLNH-4-KapPOOHOBOMN KUCIOTbI;
6-(4-xnop-3-4nKnonponoKCUEHNN)NIMpMMnNLNH-4-kapOoHOBOWN KMCNOTDI;
6-(4-xnop-3-nsonponokcneHNN) NUPUMNL NH-4-kapOOHOBON KNCNOTHI,
6-(4-xnop-3-cbTopdeHnn)nupnmngnH-4-kapOoHOBOIN KNCNOThI,
6-(3-xnop-4-cbTopdeHnn)nupnumngnH-4-kapOoHOBOIN KNCNOThI,
6-(3,4-anxnopdeHnn)NNpUMnanH-4-kapOoHOBOIN KNCMOTbI;
6-(3,4-andTopdeHnn)nupuMng nH-4-kapboHOBOW KNCNOTLI; U
6-(3-xnop-4-mMeToKCN)NUPUMNZ NH-4-kapOOHOBON KMCNOThI.

[090] CornacHo HEKOTOpPbIM BapuaHTam peanunsadun HacTOSILLEro N300peTEHUs CoequHeEHe

dopmynbl | npeacraenser cobon  6-(4-xnop-3-MeToKCUbeHUN)NMPUMNANH-4-KapOoOHOBYHO

KUCOTY.

[091] CornacHo HEKOTOPbIM BapuaHTam peanunsadun HacTosILLEro N3o0peTeEHUst CoeguHeHNne

dopmynbl | npeacranseT cobon 6-(3-xnop-4-m3onponokcneHnn)NMpUMuanH-4-kapboHOBYHO

KNCMOTY.

[092] CornacHo HEKOTOPbIM BapuaHTam peannsadun HacTOSILLEro N300peTEHUs COeqUHEHNE

dopmynbl |  npeacraBnsetr cobom  6-(3-xnop-4-(YMKNONEHTUNOKCU)PEHNN) TUPUMULNH-4-

KapOOHOBYIO KNCMOTY.

[093] CornacHo HEKOTOPbIM BapuaHTaMm peanunsauun HacTOSILLEro N300peTeHUst CoequHEHNE

dopmynbl | npeacrtaBnser cobom  (S)-6-(4-BTOP-BYyTOKCU-3-XNOPEHNN) NNPUMNLNH-4-

KapOOHOBYIO KNCMOTY.

[094] CornacHo HEKOTOPbIM BapuaHTaM peannsauun HacTosILLEro N3o0peTeHUst CoeguHEHNE

®opmynbl | npeacraBnser cobon  (R)-6-(4-BTOP-BYTOKCU-3-XNOpdheHNN) NMPpUMNLNH-4-

KapOOHOBYIO KACMOTY.
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[095] CornacHo HEKOTOPBIM BapuaHTaMm peanunsauun HaCcTOSLEro N3o0peTeHns CoeguHeHne
dopmynbl | npeacTaBnsaeT cobon 6-(3-xnop-4-UnknonponokcndeHUN) MMPUMUANH-4-KapOoOHOBYHO
KUCMOTY.

[096] CornacHo HEKOTOPbIM BapuaHTaMm peanunsauun HacTOSLEro N3obpeTeHns coeguHeHne
dopmynbl | npeacraeBnseT cobon 6-(3-xnop-4-UmknobyToKkCMEeHUN)MMPUMUANH-4-KapOOHOBYHO
KNCMOTY.

[097] CornacHo HEKOTOpPbIM BapuMaHTaMm peanunsauun HacTosALero n3odpeTeHns coeguHeHne
®opmynbl | npeacrasnaet cobon 6-(3-xnop-4-(YMKNONpPoONUIMETOKCH)PEHNN) TMPUMNLNH-4-
KapOOHOBYIO KNCMOTY.

[098] CornacHo HEKOTOpPbIM BapuaHTam peanunsauun HacTosALero N3obpeTeHns coeguHeHne
®opmynbl | npeacraBnser cobon  6-(3-xnop-4-(MeTokCUMETUN)PEHNN) NIMPUMNLNH-4-
KapOOHOBYIO KNCMOTY.

[099] CornacHo HeKOTOpbIM BapuaHTaMm peanu3ayun HacTosILLEero n3obpeTeHns coeanHeHne
dopmynbl | npeacraBnser  cobon  6-(3-xnop-4-(1-mMeTokCnaTUN)DEHNN)MNPUMUA NH-4-
KapOOHOBYIO KUCMOTY.

[0100] CornacHo HEKOTOPbLIM BapuaHTam peanunsadun HacTosILLEro N3o0peTeHUst CoeguHeHne
dopmynbl | npeacraenaet cobon 6-(3-xnop-4-(4MKNONpPonoKCUMETIU)PEHNN) NTUPUMNLNH-4-
KapOOHOBYIO KNCMOTY.

[0101] CornacHo HEKOTOPLIM BapuaHTam peanunsadun HacTosILLEro N3o0peTeHUst CoeguHeHne
dopmynbl | npeacrasnsaer cobon 6-(3-xnop-4-(1-UMKnonponoKCUsTUM)PEHNN) TMPUMNLNH-4-
KapOOHOBYIO KNCMOTY.

[0102] CornacHO HEKOTOPLIM BapuaHTam peanunsauun HacTosILLEro N3o0peTeHUst CoeguHeHne
dopmyntl | npeacTaBnsaet cobon 6-(4-xnop-3-UnknonponokcndeHun) NMpPUMnAnNH-4-kapOoHOBYHO
KUCMOTY.

[0103] CornacHo HEKOTOPLIM BapuaHTaMm peannsadun HacTosILLEro N300peTEHUs COeqUHEHNE
®opmynbl | npegcraensiet cobon 6-(4-xnop-3-m3onponokcneHnn)NMpPUMnANH-4-kapOboHOBYHO
KNCMOTY.

[0104] CornacHO HEKOTOPLIM BapuaHTaMm peannsauun HacTosILLEro N3o0peTeHust CoeguHeHne
dopmynbl | npepcraenseT cobon 6-(4-xnop-3-hTopheHnn)NUPUMnNANH-4-kapboHOBYIO KMCIOTY.
[0105] CornacHO HEKOTOPBIM BapuaHTaM peannsauun HacTosILLEro N3o0peTeHUst CoeguHeHne
®opmynbl | npepcraenseT cobon 6-(3-xnop-4-chTopheHnn)NUPUMnNANH-4-kapboHOBYIO KNCIOTY.
[0106] CornacHO HEKOTOPBIM BapuaHTaMm peannsauun HacTosILLEro N3o0peTeHnst CoeguHeHne

®opmynel | npepcraensieT cobon 6-(3,4-anxnopdeHnn)NMMPUMNLNH-4-KapOOHOBYHO KACMOTY.
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[0107] CornacHO HEKOTOPBIM BapuaHTaMm peanunsauun HacTosLEro N3obpeTeHns CoeguHeHne
dopmynbl | npepcraenseT cobon 6-(3,4-anpTopdeHnn)NINpUMNAnNH-4-KapOOHOBYHO KUCTOTY.
[0108] CornacHO HEKOTOPBIM BapuaHTaMm peanunsauun HaCcTOSLWEro N3obpeTeHns CoeguHeHne
®opmynbl | npepcransaeT cobon 6-(3-xnop-4-MeTOKCU)MMPUMUANH-4-KAapOOHOBYIO KACTOTY.
[0109] Takxe

coejuHeHne, KOTopoe BbiOpaHO N3 COEAUHEHWN, NPeACTaBNEHHbIX B Tabnuue A Hmxe, nnm

npeanoxeHa KOMMO3NUUS,, COAepXKaljas MNpPOTUBOBUPYCHOE CPEACTBO U

hapmaLeBTUYECKN NPUEMITEMYIO COMb YKA3aHHOTO COEANHEHNS.

Tabnuua A
Ne coeanHeHus Xumunyeckas cTpykrypa XumMunyeckoe HasBaHue
i@
Z OH 6-(4-xnop-3-meToKCcu-
1 5 beHun)nnpnMmnanH-4-kapboHoBas
Cl Kucrnora
_0O
NN
| = OH 6-(3-xnop-4-n3onponokcu-
2 )\ deHnn)NupumMnanH-4-kapboHoBas
o) o Kucnota
Cl
NTSN
| = OH | 6-(3-xnop-4-(4NKNONEeHTUNOKCK)-
3 O\ dheHun)nupnMmmnanH-4-kapboHoBas
0 Y Kucnota
Cl
NTSN
B | Y OH | (S)-6-(4-emop-0yToKkcn-3-xnop-
4 H dheHun)NMpnMmnanH-4-kapboHoBas
N0 o kucnoTa
Cl
NN
| Y OH | (R)-6-(4-emop-6yTOoKCU-3-xnop-
5 \/L beHNN)NUPUMUANH-4-kapBoHOBAS
o 0 Kucnota
Cl
NN
| = OH 6-(3-xnop-4-UMKnonponoKcu-
6 /\ heHun)NMpUMnanH-4-kapboHoBas
o) O Kucnota
Cl
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Ne coeanHeHus

Xumunyeckas cTpykTypa

XumMuyeckoe HasBaHUue

NS

| /N OH
Q. !

Cl

6-(3-xnop-4-ynknobyToKCH-
eHun)NMpMMnanH-4-kapboHoBas
Kucnota

/§N

Z OH

v :

N
|

6-(3-xnop-4-
(YnKnonNpPONUIIMETOKCHK)-
heHun)NMpuMnanH-4-kapboHoBas
Kucnota

Cl

6-(3-xnop-4-(MeTokcmeTUN)-
beHun)nnpnMnamnH-4-kapboHoBas
Kncnota

10

Cl

6-(3-xnop-4-(1-meTokcnatnn)-
deHnn)NupumMnanH-4-kapboHoBas
Kkncnota

11

Cl

6-(3-xnop-4-
(ymknonponokcUmeTnn)-
dheHun)NupnMmnamnH-4-kapboHoBas
Kucnota

12

6-(3-xnop-4-(1-
LMKNONPOMNOKCUSTII)-
dheHun)NMpnMnanH-4-kapboHoBas
Kucnota

13

6-(4-xnop-3-UMKNonponoKcu-
dheHun)NMpMMnanH-4-kapboHoBas
Kucnota
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Ne coeanHeHus Xumunyeckas cTpykTypa XuMuyeckoe HasBaHue
NTSN
| = OH
6-(4-xnop-3-1n3onponokcu-
14 cl o) heHun)NMpUMnanH-4-kapboHoBas
Kkucnota
\(O
NTSN
| = OH
6-(4-xnop-3-n3o0yToKkcu-
15 cl o eHun)NnpnMnanH-4-kapboHoBas
0 Kucnota
NZN
s _oH 6-(4-x10p-3-GTOp-
16 dheHnn)NupumMnanH-4-kapboHoBas
cl o Kkucnota
F
NP N
s __oH 6-(3-X10p-4-GpTOp-
17 dheHun)NupnMnamnH-4-kapboHoBas
F O Kucnota
Cl
NZN
|
18 N OH 6-(3,4-gunxnop-heHun)NUpuMnanH-
ol 0O 4-kapboHoBas kucnoTa
Cl
N4\|N
19 X OH 6-(3,4-andTop-heHNN) NUPUMULNH-
. o) 4-kapboHoBas kMcnoTa
F
NZN
I
20 X OH 6-(3-xnop-4-MeTOKCU)MNPUMNANH-4-
~0 o} kapBoHoBas kucnoTa
Cl

[0110] Cnocobbl nOnyyeHWss COEAMHEHMA WNN  apMaLeBTUYECKA NPUEMMNEMBIX CONeN

COEAVNHEHNN, OMUCaHHbIX B HACTOSALLEN 3asBKe, OYEBUAHbI CPELHMM CrneumnanucTam B AaHHON
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obrnactu TexHWKW, NoAXOASALME NpOoUeAypbl OMNUCAHbI, HanNpUMep, B NPUMEpax HWwkKe N B
NCTOYHUKAX, CCbIMKN Ha KOTOPbIE NMPUBOASTCH B HACTOSALLIEN 3asiBKE.

[0111] B HacTosiLen 3asiBKke nNpeanoxeH cnocol® neyeHns HapyweHus Yy CyObekTa,
nHnymposaHHoro BMY, npnuyem ykasaHHbIn CMoco6 BKMAOYAET a4blOBAHTHOE BBEAEHME
cybbexTy, HyKAalmlemMycs B TakOM BBEAEHUWN, TepaneBTUYecKn 3PPEKTMBHOro KONu4ecTea

coeaunHeHna dopmynbl |
~

N N
| ¥ OH
R ©
R2
dopmyna |

nnn chapMmaleBTUYECKN NPUEMINEMON COMNN YKA3aHHOTO COeANHEHUS;

npuyem ykasaHHOMY CyObekTy Takke BBOAAT NPOTUBOBUPYCHOE CPEACTBO; U

npuyem Takke:

R' n R? kaxablii He3aBUCUMO BbiGpaH 13 C1-C4 ankokcu, Heobs3aTenbHO 3aMeLLEHHOrO
opHum 3amectutenem Cs-Cgs yuknoankun, C-C4 ankuna, 3ameLLeHHOro ogHMM 3aMmecTUTenem,
KoTopbln BbIOpaH n3 Ci-C4 ankoken n Cs-Cs Lmknoankokcu, Cs-Cs LUKNOANKOKCY U ranoreHa.
[0112] B HacTosiwen 3asBke NpeanoxeH Ccrnoco® yMeHbLUeHUs BUPYCHOW Harpyskm BUY y
cybbekTa, uHbUyupoBaHHoro BWY, npuuyem ykasaHHbIi Cnoco® BKMKOYAET afblOBaHTHOE
BBeAEHNEe CyObeKTy, Hy)XAaloLWemycs B TakOM BBEAEHWW, TepaneBTUYecKn SPPEKTUBHOrO

KkonuuyectBa coegnHeHna dGopmynbi I

NN
I Pz OH
R! ©
R2
dopmyna |

unu papmMmayeBTUYECKN NPUEMIEMON COMUN YKA3aHHOTO COEANHEHUS;

npyuyem ykasaHHOMY CyOBbeKTYy Takke BBOASAT MPOTUBOBUPYCHOE CPEACTBO; U

npuyem Takke:

R' n R? kaxgblin He3aBucumMo BbibpaH u3 Cq-C4 ankokcu, Heobs3aTenbHO 3aMEeLLEHHOMO
opHum 3amectutenem Cs-Cg yuknoankun, C1-Cs ankuna, 3ameLLeHHOro o4HMM 3amecTuTenem,
KOTOpbIN BbIOpaH 13 Ci-C4 ankoken n C3-Cs Lmknoankokeu, Cs-Cs LUKNOANKOKCH 1 ranoreHa.
[0113] lekapcTBeHHble npenapatbl npotme BWY noppaspgensaoT Ha wecTb KnaccoB B

3aBUCMMOCTU OT TOrO, Kakum Crnocobom npenapart MNpPensTCTBYET XU3HEHHOMY umkny BKY.
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[aHHble LWecTb KNaccoB BKMIOYAKT HYKNEO3UAHbIE/HYKNEOTUAHbIE MHIMOUTOPBLI OBGpaTHOM
TpaHckpunTasbl (HAOT), HeHykneosuaHble MHrMbuTopbl obpaTtHon TpaHckpunTasbl (HHUOT),
nHrMbuTopel npoteasbl (MM), uHrMOUTOPBLI CcnusHus, aHtTaroHuctel CCR5 M MHrMGuTOpHI
nepeHoca uenn unterpason (UMUN). BUY ucnonbayet obpatHyto TpaHckpuntasy (OT) ans
npeobpasoBaHusa ceoen PHK B OHK (o6paTtHon TpaHckpunuum). brniokuposka OT u obpaTHOM
TpaHckpunuun npeaotepawaet pennukaymio BUY. B HNOT otcyrcrByeT 3'-rujpokcunbHas
rpynna, n gaHHble COeauMHEeHUss meTabonmueckum cnocoboM akTUBMPYIOTCA KMHa3aMKU KNEeTOokK-
X035€B B COOTBETCTBYOWME 5’-TprucpocdaTHble hopmbl, KOTOpble 3aTemM BcTpamsatoTes B [HK
obpaTtHon TpaHckpuntason (OT) BUY n koTopble BbICTYNnalOT B KQYeCTBE TEPMUHATOPOB LiEeNn
cuntesa AHK. Mpumepbl HNOT BkntoyaoT npenapatel amaokcosup, KomGuenp®, Smrtpusa®,
Onuemnp®, dnsmkom®, PetpoBup®, TeHohoBupa anaceHamuga cpymapar, Tpusmnsup®, Tpysaaa®,
Buaekc®, Buaekc® EC, Bupeag® 3eput® u 3uareH®. HHUOT npeacraBnswoT coGoi
HEKOHKYPeHTHble  MHrMbutopbl  nonumepu3daumm  [OHK, koTOpble  NPUCOEAVHSIIOTCA K
rmapocdobHomy kapmaHy OT BOGNM3M OT akTMBHOrO camTta nonumepasbl. [Npumepbl HAOT
BKMOYaloT npenapatbl 3aypaHT®, NHTeneHc®, nepcusunpunH, Peckpuntop®, Cyctusa®, BupamyH®
n BupamyH® XR. Mocne TpaHckpunuun B sape BupycHas MPHK noctynaet B yutonnasmy u
NCMONb3yeT KINETOUYHbIE MeXaHuM3Mbl XO03sMHa Ans HapaboTkum BupycHoro Oenka. 3arem
KOMMOHEHTbI BUpyca cobMpaloTcs Ha KMNeToyHon memOpaHe, W Hespenble  BUPYCHI
OTMOYKOBBIBAOTCS OT KneTku. KancumaHble 6enku npoayuMpyroTcs B BUAE YacTU ANMHHBIX
nonunenTuaoB, KOTOPblE LOIMKHbI paspe3aTbCs HA Gonee KOpPOTKME pparMeHTbl hepMEHTOM
npoTeason Ans obpasoBaHnsa 3penbix hyHKUMOHaNbHbIX 6enkoB. UM cBA3bIBAKOTCA C CAWTOM, B
KOTOPOM MPOUCXOAUT paspesaHue Genka, U TeM CambiM NPeAOTBPALLAOT BbICBOOOXAEHME
PEPMEHTOM OTAENbHBIX KancugHbix 6enkoB. B pesynbTate 3TOro HOBblE€ BUPYCHbIE YacCTuULbI
CTaHOBSITCA He CnocOOHbIMW CO3peBaTb UMM CTAHOBUTLCA WHMEKUMOHHbIMW. [pumepbl U
BKNtovaT npenapatbl Antusyc®, KpukcmeaH®, WMHBmpasa®, Kanetpa®, Ilekcusa®, Hopsup®,
Mpeancra®, Peatas® n BupacenT®. MHrMGutopbl CNnaHMsA NPENsTCTBYIOT COEANHEHMNIO 060MOUKM
BNY ¢ memOpaHom KNeTok-xo3s1eB (CNUSHUIO), YTO NpeaoTBpallaeT nocrynneHme BUY B kneTku-
xo3sieBa. [pumepomM MHIMGUTOPOB CNusSHUS sensetca npenapat dyseoH®. AHTaroHncTel CCR5
onokupytoT peuentop CCR5 Ha noBepxHOCTM OMNpPenENEeHHbIX MMMYHHbIX KNETOK, TaKMX Kak
knetkn CD4+, yto npeaoTepaiwaeT nocrynneHme BUY B knetkn. MNMpumepbl aHtaroHnctos CCR5S
BKNIOYAIOT npenapatbl ceHekpuBupok u CenseHTpn®. UMLN GnokupyoT uHTerpasy, hepmeHT,
koTopbin BUY ucnonbsyet gnsa BcrpamBaHusa (MHcepuymmn) BupycHon OHK B IHK kneTok-xo3s1eB.

bnoknposaHne wuHTerpasbl npeaorepawjaet pennukauymio BUY. TMpumepbr UMLNA BknovatoT
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npenapatbl WceHTpecc®, Tusukan® wu 3neuterpasup®. KomOuHauMM neKapCTBEHHbIX
npenapaToB pasnuyHbIX KNaccoB BKMYalT npenapatbl ATpunna® (acdasupeHy + TeHodosup +
aMTpuyutabuH), Komnnepa® (punnuBupuH + TeHogoBuMp + 3MTpuyutabud), Crtpubung®
(enButerpaBup + kobuuyucratr + TeHopoBMp + aMTpUUMTabuH) u Tpumn™ (agonyTterpasup +
abakaBnp + nammByauH). PekoMeHayeMble PEXMMbI aHTUPETPOBUpPYCHON Tepanun (APT) ans
neuenuns BUY sknioyaloT npumeHeHne komonHaumm Tpex unm 6onee aHTUpeTpoBUpPYCHbIX (APB)
nekapCTBEHHbIX MpenapaToB U3 N0 MEHbLUEW Mepe ABYX PasrnvyHbIX KNacCOB NEKapCTBEHHbIX
npenapartoB npoTme BUY. MNpUHATBEIM Ha CEroAHSLWHNA AeHb CTaHaapToM nedeHus BUY/CMNNL
B pa3BuWTbIX CTpaHax sIBMSETCA BbICOKOAKTMBHaA aHTupeTposupycHaa tepanus (BAAPBT) — kak
npaBuno, KoMOMHaUns AByX NMHIMOUTOPOB OBPaTHOM TPaHCKPUNTasbl U MHIMOUTOPa npoTeasbl. B
pexnmax C pesepBMpoBaHMEM Knacca HamepeHHO wucknovawT Bce APB nekapcTBeHHble
npenaparbl KOHKPETHOrO Knacca nekapcTBEHHbIX NpenapaToB ANs COXPaHEHUS KOHKPETHbIX APB
nekapcTBEHHbIX MnpenapaToB Ans Oyaywlero NpMMEHEHUs B criyydae, ecnu pexum Oyaer
HEOOX0 MO N3MEHNTb B CBSA3M C TOKCUYHOCTbLIO UMW NEKAPCTBEHHON YCTONYMBOCTLIO. Pexum ¢
pe3epBMPOBaHMEM Knacca MOXHO TakKe WCMOonb3oBaTb BO U30OEXaHWE HexenaTernbHbIX
3hbheKTOB, CBA3AHHbBIX C KOHKPETHBIM KMNaccoM NeKapCTBEHHbIX npenapartoB. OnpegeneHHble
pexumbl APT BMY BkntovatoT yeunutenb hapMakoOKMHETUKA, KOTOPLIN YBENMUMBAET YPOBEHD
onpeaeneHHbix APB npenapaToB B KpOBU 1 AenaeT AaHHble npenapatbl 6onee achpekTUBHLIMN.
MpruMepbl ycunutenein apMakokKMHETUKM BKNouarT npenapatbl Kobuuynctat®, KOMMOHEHT
0f06peHHON KOMOMHAUMN C PUKCUPOBaHHBIMU A03MpPOBKaMu B hopme Tabnetok Ctpubuna®;
putoHasup, UMM ynyuwatowmin npocdunm papmakokuHeTnkn (PK) conyrereyrowmx UIM; n SPI-452.
SKcnepumeHTanbHble BapuaHTbl Tepanum BUY Ha uMMyHHOW OCHOBe BKNOYaKT npenapaTbl
ApaneH®, [OepmaBup®, wuHTepnenkunH-7, nekcreHnenuen-T (lexgenleucel-T), MnakseHnn®,
MponenknH® u SB-728-T. WHrMGuTOpbl MNOCTYNNeHUs npeacraenawT cobon knacc APB
npenaparoB, B KOTOPbIA BKMOUYEHbI UHIMBUTOPbLI CNsHUS, aHTaroHncTel CCRS 1 MHrMbuTopsl
rnukosngasel. MHrmMbuTtopbl CO3peBaHus npegcraBnswoT cobom knacc APB npenapatos,
HaUeneHHbIX Ha NONMUNPOTEUH-NPEALUECTBEHHUK gag, MMaBHbIA CTPYKTYPHbIA OenoK, KOTOPbIN
oTBeYaeT 3a c6OpPKy 1M OTMOYKOBAHME YaCTUL BUPUOHA B NpoLiecce CO3peBaHUS.

[0114] CornacHO  HEKOTOpbIM  BapuaHTam  peanusauum  HacToswero  usobpeTeHus
NPOTMBOBUPYCHOE CPEeACTBO BbIBPAHO M3 UHIMBUTOPOB MOCTYNMEHUSA, MHMMOUTOPOB CRNSHUS,
WMHIMBUTOPOB rnurKo3snaasel, aHtaroHnctos CCRS5S, BapnaHTOB Tepanum Ha MMMYHHOW OCHOBE,
WHIMBUTOPOB MHTErpasbl, UHIMOUTOPOB CO3PEBaHNS, KOMOMHALUMIA NEKAPCTBEHHBIX NpenapaToB

pasnUuYHbIX  KNacCoOB,  HEHYKMNEO3UAHbIX  WHIMOUTOPOB  OOpaTHOM  TpaHCKpMNTasbl,
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HYKNEO3NAHbIX/HYKNEOTUAHBIX ~ MHIMOMTOPOB  OOpaTHOM  TpaHCKpuNTasbl, YCUNUTENEN
apMaKkOKMHETUKM N MHIMOMTOPOB NpOTEeasbl, a Takke KOMOMHALWUA Yka3aHHbIX CPEACTB.

[0115] CornacHO  HEKOTOpbIM  BapuaHTam  peanusauum  HacToswero  usobpeTeHus
NPOTUBOBUPYCHOE CPEACTBO BbIOPAHO N3 HYKNEO3NAHBIX/HYKNEOTUAHBIX MHIMOUTOPOB OOpaTHON
TPaHCKPMNTa3bl, HEHYKNEO3UAHbIX WHIMOUTOPOB OBpPaTHOW TpPaHCKpUNTasbl, WMHIMOUTOPOB
npoTeasbl, WHIMOUTOPOB CNUsHUA, aHTaroHuctoe CCRS5 u MHrMOBUTOPOB nepeHoca Luenu
WHTErpason, a Takke KoMmOBMHaLMn yKkasaHHbIX CPEACTB.

[0116] CormacHO  HEKOTOpbIM  BapuaHTam  peanusauum  HacToswero  usobpeTeHus
NPOTMBOBUPYCHOE CPeACTBO BbIGpaHO W3 rpynnbl, BKMOYaOWEN npenapartbl: amgoKCOoBUp,
Antueyc®, ApaneH®, Atpunna®, ceHekpuBumpok, Kobuuyncrat®, Kombueup®, Komnnepa®,
Kpukcuear®, NepmaBup®, Saypant®, ansuterpasup, dmtpuea®, dnusmp®, 3nankom®, OyseoH®,
nbanusymab, MHteneHc®, nHtepnenkuH-7, NHeupasa®, NceHtpecc®, Kanetpa®, nepcusupuH,
nekcreHnenyen-T, JlekcuBa®, Hopeup®, Mnakeennn®, MponenkuH®, Mpesncta®, PRO 140,
PeckpunTtop®, PetpoBup®, PeaTas®, SB-728-T, CenseHtpu®, SPI-452, Ctpubuna®, Cyctusa®,
TeHodpoBMpa anadeHamuaga cymapar, Tusmkan®, Tpun™, Tpususup®, TpyBasa®, Buaekc®,
Buaekc® EC, Bupacent®, BupamyH®, BupamyH® XR, Bupeag®, 3eput® n 3uareH®, a Takke
KOMOMHaLMKN yKasaHHbIX CPeaCTB.

[0117] CornacHO  HEKOTOpbIM  BapuaHTam  peanusauum  HacToswero  u3obpeTeHus
NPOTUBOBUPYCHOE CPeACTBO NpeacTaBnsaeT cobon BAAPBT.

[0118] Bupyc ummyHoaecdunumnta yenoseka (BUY) npeacraenset cobon BUPYC, Bbi3blBAKOLLMNA
CUHAPOM npuobpeTeHHoro ummyHoaeduumta (CIMAULO), koTopbin sBnsieTcs  Hamnbonee
nporpeccupytowen cragmen BUY-nHbekyumn. BUY paspywaet CD4(+) T-numcbountsl (CD4(+)-
KNeTKN) UMMYHHOW CUCTEMbI, B pesynbTaTe 4Yero OpraHusM CTaHOBUTCH He3alULEHHbIM OT
XU3Heyrpoxarowmx nHdekumn 1 BapuaHToB paka. BUY npeacraBnset cobon peTpoBupyc,
KOTOpPbIN NogpasgensioT Ha gBa nogTuna: BUY-1 u BUY-2. Oba Tuna nepeparoTcs B pesynbrare
HEeNoCpeACTBEHHOrO koHTakTa ¢ BUY-uHUUMpoBaHHbIMUY XUAKOCTAMU OpraHn3ma, Takumm Kak
KPOBb, CEMEHHas XULKOCTb M BblLENEHUs NOMOBbIX OpraHoB, unm ot BUY-nHdbuymposaHHON
mMaTepu k pebeHky B TeuyeHue 6epemMeHHOCTU, POAOB UM KOPMIEHUS TPyAblo (Yepes rpyaHoe
Monoko). BUY-1 moxHO nogpasgenutb Ha yeTbipe rpynnel: Fpynny M, pynny N, pynny O un
pynny P. Bupycel B npegenax kaxaon rpynnbl MOXHO 3aTEM JOMONMHUTENBHO NOAPAa3SennuTb Ha
noaTtunel. Hanpumep, rpynna BUY-1 M BkntovaeT no MeHbLUEN Mepe AEBATE NOATUNOB: A1, A2,
B, C, D, F1,F2, G, H, J u K. UHbekymsa BNY-2 sBnseTca sHaemnyHon ansa 3anagHon Apuku.

[aHHasa nHdekyus, kak npasuno, nporpeccupyet 40 BUY/CIMNL ¢ KnUHNYECKMMN CUMNTOMamMu
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B TeYeHne Gonee ANUTENBHOIO BPEMEHN 1 XapaKTEPU3YETCA MEHbLUUM NPOLIEHTOM CMEPTHOCTY,

yem nHdekyna BUY-1.

[0119] CornacHO HEKOTOpbIM BapuaHtam peanmsayun
npeacraenseT cobon BNY-1.

[0120] CornacHO HEKOTOpbIM BapuaHTam peanmsayun
npegcraenseT co6on BMY-1 rpynnbl M.

[0121] CornacHO HEKOTOpbIM BapuaHtam peanmsayun
npeacraenseT cobon BUY-1 rpynnel M nogtuna A1.
[0122] CornacHO HEKOTOpbIM BapuaHtam peanmsayun
npeacraenseT cobon BUY-1 rpynnbl M nogtuna A2.
[0123] CornacHO HEKOTOpbIM BapuaHtam peanumsayun
npegcraenseT cobon BUY-1 rpynnbl M nogtuna B.

[0124] CornacHO HeKOTOpbIM BapuaHTam peanusayuun
npeacraenset cobon BUY-1 rpynnel M nogtuna C.

[0125] CornacHO HeKkoTOpbIM BapuaHTam peanusayuun
npeacraenset cobon BUY-1 rpynnel M nogtuna D.

[0126] CornacHO HEKOTOpPbIM BapuaHTam peanmsayun
npeacraenseT cobon BNY-1 rpynnel M nogtuna F1.
[0127] CornacHO HEKOTOpPbIM BapuaHtam peanmsagun
npeacraenseT cobon BNY-1 rpynnel M nogtuna F2.
[0128] CornacHO HEKOTOpPbIM BapuaHtam peanmsayun
npeacraensiet co6on BNY-1 rpynnel M nogtuna G.

[0129] CornacHO HEKOTOpbIM BapuaHTam peanmsayun
npeacraensiet cobon BNY-1 rpynnel M nogtuna H.

[0130] CornacHO HEKOTOpbIM BapuaHTam peanusayun
npeacraensieT cobon BMUY-1 rpynnel M nogtuna J.

[0131] CornacHO HEKOTOpbIM BapuaHTam peanmsayun
npeacraensiet cobon BMUY-1 rpynnel M nogtuna K.

[0132] CornacHO HEKOTOpbIM BapuaHtam peanmsayun
npeacraensiet co6on BUY-1 rpynnbl N.

[0133] CornacHO HEKOTOpbIM BapuaHTam peanusayun
npeacraensiet co6on BNY-1 rpynnei O.

[0134] CornacHO HEKOTOpbIM BapuaHtam peanmsayun

npeacraensieT cobon BMNY-1 rpynnel P.
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[0135] CornacHO HeKOTOpbIM BapuaHTam peanusayum HacTtosuwero musobpeteHms BUY
npeacraenseT cobon BNY-2.

[0136] BUY noctynaeT B UeHTpanbHyto HepBHyto cuctemy (LIHC) B Hawane npouecca nHdekymm
N B TeyeHne 3aboneBaHus BbI3blBAET HECKONbKO BakHbIX cocTosHun LIHC, Takux kak BWY-
3HUedanonatus n komnnekc CrMNNO-gemeHynsa. B kauyectBe yactu octporo cuHgpoma BUNY B
npouecce CEpoKOHBEPCUMM nNaumeHTbl MOryT wucnbiTbiBatb BWY-sHUedanonatmo. BUY-
accouyumpoBaHHas  nporpeccupyowas  sHuedanonatns  (BIM3) npeacraeBnser coboun
KOMMMEKCHBbIA CUHAPOM, KOTOPbIA XapakTepu3yeTCA KOTHUTUBHbIMW, ABUraterbHbIMU 1
noseAeHuYeckuMn yeprtamu, HabniwogaembiMu y geten. [Jo nNOSBNEHUS BblCOKOAKTUBHOM
aHTupeTpoBmpycHon Tepanun (BAAPBT) aemeHums siBnanacb pacnpoCTPaHEHHOM MPUUUHON
3aboneBaemocT U cmepTtHocTn Yy BNY-uHpmympoBaHHbix nauyneHToB. [aHHoe 3aboneBaHue
o0bluHO Habnwganocb Ha no3gHux craguax ClWLa, korga uucno CD4(+)-numcoynTtos
craHoBuTca meHee 200 kneTok/mn, M dukcupoBanocb y BnnoTb Ao 50% nauyueHToB nepej
cmepTblo. B 1986 rogy ANS ONUCaHWS YHUKanNbHOW COBOKYMHOCTU HENPOMNOBESEHUYECKNX
HabnogeHnn Obln BBeAeH TepmumH  «komnnekc ClMUO-pemeHumsi»  (KCO). BWU-
accouMMpoBaHHble  HEMPOKOTHUTUBHbIE  HapyweHnss (BAHH)  oxBaTtbiBawoT  nepapxumio
nporpeccupyromx ©Gonee cepbesHbix OPM  HEBPONOMMYECKOro MopakeHusi. [aHHble
nopaXxeHnsi MOryT BapbupoBaTb OT 6ECCUMNTOMHOrO HEMPOKOrHUTUBHOIO yxyawenus (BHY) ao
YMEPEHHOro HEMPOKOrHUTMBHOrO Hapywenuss (YHH) wu  po ©Gonee Tskenom BUNY-
accoyumnposaHHon gemeHumm (BAL) (Takke HasbiBaemown komnneke CMNO-aemeHums [KCO] nnn
BWY-aHuedhanonatns). KCL paccmatpuBaloT Kak eauHoe 3aboneBaHWe C  LUMPOKUM U
pasHoOOpasHbIM CMEKTPOM KMMHMYECKUMX MaHudectaumn n Tskectn. KCI xapakrepusyetcs
KOTHUTUBHBbIMW, ABWraTeNbHbIMW W MOBEAEHYECKMMM YepTaMmn Yy B3pPOCHbIX, OBObIYHO C
nporpeccupytowmm Crliidom. C nosieneHnem BAAPBT Gonee pacnpocTpaHeHHOW cTana MeHee
Taxenas gucyHkyua, yem KCI, - ymepeHHoe KOrHUTMBHOE ABuratenbHoe HapyweHune (YKOH).
O6was ncuxocoumnanbHas 1 3MOLMOHanNbHas Harpyska Ha CEMblo U Apy3en nauneHTos ¢ BNY-
JeMeHLMen ABNSETCA OFPOMHON 1 B 3HAYUTENBHON CTENEHN MPEBOCXOAUT TAKOBYHO Y KOTHUTUBHO
WHTaKTHOro naumeHta co CMMM. Y nayueHToB C KOrHUTUBHBIMA CINOXHOCTAMU HabnioaaroTes
npobnemebl ¢ cobniogeHNeM 1 NPUBEPKEHHOCTBIO rpadrky npuema nekapcTBEeHHOro npenapara.
B cBA3M C NCMXOHEBPONOrMYECKUMU Npobnemamn JaHHbl€ MauUWEHTbl, BEPOATHO, SABMSAOTCS
MeHee MOABEPXEHHbIMU NHIMBUPOBaHNO N 6onee CKNOHHBbIMU K PUCKOBAHHOMY MOBEAEHUIO B
oTHoweHnn BUY (Hanpumep, K HE3aLWMLLEHHBIM MOMOBbIM OTHOLLEHUAM), N BCNEACTBUE 3TOrO
Takne naumeHTbl NoABepKeHbl OonblleMy pucky nepegaum supyca. lNMomumo BMY camoro no

cebe gpyrue npnUrHbl HENPONOTMYECKNX OCITOXKHEHUIN Y BUY-MHDMLMPOBaHHBIX UHAVNBULYYMOB
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BKITHOUAIOT OMNMOPTYHUCTUYECKNE MHAEKLMUN, OMYXONM N aHTUPETPOBUPYCHbIE NMEKAPCTBEHHbIE
npenapatbl. [pyrme Henponorndeckne OCMOXHEHWS, KOTOpbleé BO3HMKAT B pesynbrarte
nepBudHON  BUY-nHbekummn, BKNIOYAOT BaKyONsPHYO MUENONaTuio, nepudepudeckmne
HerponaTiy N NONUMMNO3NT.

[0137] CornacHO HEKOTOPBIM BapMaHTaMm peanusayum HacTosALWEro n3obpeTeHns HapyLueHune,
cBsizaHHoe ¢ BUY, npeacraensieT cobon onnoOpTYHUCTUYECKYHO MHAEKLUMIO, KOTOpas BbiOpaHa n3
KaHAMAO03a, KOKUMAMOWAOMMKO3a, KPUMTOKOKKO3a, KPUNTOCNOpMAMo3a, LUTOMEranoBsumpyca,
BMpYCa NPOCTOro repneca, ornoscbiBaloOLLEro repneca, rmcronnasmosa, n3ocrnoposa, komnnekca
Mycobacterium  avium, NHEBMOLUWCTHOW  MHEBMOHMMW, OakTepnanbHOW  MHEBMOHUN,
NporpeccmMBHOn MynbTUOKanbHON nenkosHyedanonatum Salmonella, Tokconnasmosa Wu
Ty6epkynesa.

[0138] CornacHO HeKOTOpPbIM BapMaHTaMm peanu3ayum HacToALWEero n3obpeTeHns HapylueHue,
cesizaHHoe ¢ BUY, npepcraensieT cobon ceazaHHbI co CIMNOom pak, koTopblin BbiBpaH us paka
LIENKN MaTKK, capkomMbl Kanowm n numdom.

[0139] CornacHo HeKOTOpPbIM BapuaHTaMm peannsayunm HacTOSILLErO N300peTeHust HapyLleHne,
cesizaHHoe ¢ BWY, npepcraensieTr coboin 3aboneBaHne, CBUAETENLCTBYHOLLEE O HanUyum
ClNfa, koTopoe BbiGpaHO 13 rpynnbl, COCTOSLLEN 3. KaHAMAO03a NULLEBOSa, BPOHXOB, Tpaxeu
WUNN NErkux, WHBA3UBHOrO paka LEeNKkn MaTKu, AUCCEMUHMPOBAHHOrO WU BHENErOYHOro
KOKLANOUSOMNKO3A, BHENEroyHoro KPUNTOKOKKO3a, XPOHUYECKOTO KNLLEYHOrO
KpUNTOCNOPUAMNO3a, LUTOMEranoBUpyCcHOro 3aboneBaHns (OTIIMYHOMO OT NEYEHM, CENE3EHKN UK
Y3NOB), LMTOMEranoBUPYCHOrO PETUHNTA C NOTEPEN 3peHns, cBsisaHHoM ¢ BUY aHuedanonatuu,
NpocToro reprneca (C XPOHUYECKMMU si3BaMK, OPOHXUTOM, MHEBMOHWUTOM WK 330charnTom),
ANCCEMUHUPOBAHHOIO  WNMM  BHEMErovyHoro rmcTonnasmosa, XPOHWYECKOro  KMLIEYHOro
n3ocnoposa, capkombl Kanowm, numcombl Bepkutrta, UMMYHOGNACTHON NMMAOMbI, MEPBUYHON
nMM@OMbI  FTOMOBHOrO  MO3ra, AUCCEMUHWPOBAHHOTO UMM  BHEMEroyHOro  KOMMMekca
Mycobacterium avium wnu M. kansasii, neroyHoro wnu BHenerodHoro Mycobacterium
tuberculosis, pNCCEMMHNPOBAHHBIX WNW  BHEMErouyHblX BMAOB poga Mycobacterium,
NHEBMOLIMCTHOIM NHEeBMOHMM MnposeLa, peLnavBupylolell MHEBMOHWM, MPOrpPeCccUpyoLLeil
MynbTUhOKanbHON nenkosHUedanonaTum, peUnanBNPYIOLLEN CarlbMOHENNE3HON CENTULIEMUN,
TOKCOMNMasmo3a rofioBHOro Mo3sra 1 CUHApPOMa U3HypPeHUs, BbisaBaHHOro BUY.

[0140] CornacHO HEKOTOPBIM BapMaHTaM peanusayum HacTosILEero n3obpeTeHns HapyLueHune,
cBsizaHHoe ¢ BMY, npepcraBnsieT coboin HEBPONOrMYECKOE HapYLLEHNE.

[0141] CornacHO  HEKOTOpbIM  BapuaHTam  peanusauum  HacToswero  usobpeTeHus

HEBPOMOrnyeckoe HapyLueHne BbibpaHo 13 komnnekca Cra-gemeHuus, soiseaHHon Clrlom
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3HUedanonatun, BWY-aHuedanonaTuum, BWY-accoyumpoBaHHOM NporpeccupytoLLen
3HUedanonatum, BNY-accouummpoBaHHOro HEMPOKOTHUTMBHOIO HapyleHus, 6ecCMmMnTOMHOrO
HEMPOKOrHUTUBHOTO  YXYALUEHWUS,, YMEPEHHOro HEeWPOKOTHWTMBHOrO Hapywenuns, BWUUY-
accoUMMPOBaHHOW AEMEHUMN, YMEPEHHOro KOrHUTMBHOTO [ABUraTenbHOr0  HapyLUEeHUs,
BaKyONnApHOW Muenonatum, nepudepudeckon HemponaTnum n NOANMUoO3nTa.

[0142] CornacHO  HEKOTOpbIM  BapuaHTam  peanusauum  HacToswero  usobpeTeHus
HeBpOornyeckoe HapyweHne npeacrasnseTt cobon komnnekc CIMNNO-aemeHyms.

[0143] CornacHO  HEKOTOpbIM  BapuaHTam  peanusauyum  HacToswero  usobpeTeHus
HeBpPOIornyeckoe HapyLeHne npeacrasnseT cobon BbiaBaHHyto Cl1Oom sHUedanonatuio.
[0144] CornacHO  HEKOTOpbIM  BapuaHTam  peanusauum  HacToswero  usobpeTeHus
HeBponornyeckoe HapyweHne npeacraesnset cobon BUY-sHUedanonaTuo.

[0145] CornacHO  HeKOTOpbIM  BapuaHTam  peanusayum  HacToswero  usobpeteHus
HeBponornyeckoe HapyLueHne npegcrasnaet cobon BWY-accoymmposaHHyto
nporpeccupyoLLyo 3Huedanonartuio.

[0146] CornacHO  HeEKOTOpPbIM  BapuaHTam  peanuM3ayum  HacToswero  usobpeTeHns
HEBPONOrNMYECKoe HapyLleHne npeacraenset cobon BUY-accoymmpoBaHHoe HENPOKOTHUTUBHOE
HapyLleHune.

[0147] CornacHO  HEKOTOpbIM  BapuaHTam  peanusauum  HacToswero  us3obpeTeHus
HEBPOMOrMYeckoe HapylleHue npeacraBnseTr cobon OeCCUMNTOMHOE HEWPOKOTHUTUBHOE
yXyALleHune.

[0148] CornacHO  HEKOTOpbIM  BapuaHTam  peanusauum  HacToswero  us3obpeTeHus
HEBPOMOrMYEeCKoe HapylleHne npeacraBnseT Ccobol  YMEPEHHOE  HEMPOKOTHUTUBHOE
HapyLleHue.

[0149] CornacHO  HEKOTOpbIM  BapuaHTam  peanusauum  HacToswero  us3obpeTeHus
HEBPONOrMYECKOEe HapylleHne MpeacTaBnseT cobon ymepeHHOEe KOTHUTUBHOE ABUraternbHoe
HapyLleHue.

[0150] CornacHO  HEKOTOpbIM  BapuaHTam  peanusauum  HacToswero  usobpeTeHus
HEBPONOrMYECKOE HapyLLUEeHUE NpeACTaBnsaeT coboi BaKyoOnspHY MUENONATUIO.

[0151] CornacHO  HEKOTOpbIM  BapuaHTam  peanusauum  HacToswero  usobpeTeHus
HEBPOOrMYeckoe HapyLIeHNe NpeaCcTaBnsaeT cobon nepndepudecKkyo HEMPONaTuio.

[0152] CornacHO  HEKOTOpbIM  BapuaHTam  peanusauum  HacTosWwero  usobpeTeHus
HEBPOMOrMYecKkoe HapyLeHNe NpeacTaBnseT coOoM NONMMMUNO3UT.

[0153] CoueTaHne coeauHeHNs wunu apmaueBTUYECKM NPUEMIIEMON CONMU COEAUHEHUS,

OMUCAHHOTO B HACTOSILLEN 3asiBKE, W MNPOTMBOBMPYCHOTO CPEACTBA B KOMMO3NLUM MOXET
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ABNATLCA  pmsmdeckum  unm - Hedmsnuyeckum.  [pumepbl  pusnyeckum  Cnocodom
accoUMMPOBAaHHbBIX KOMMO3WLMIA BKMIOYAOT: KOMNO3uUMy (Hampumep, B O4HOM COCTaBe),
coaepxallme coeguHeHne nnu apmaleBTUYECKA NPUEMMEMYIO COMb COEAUHEHUSA, ONMNCAHHOTO
B HacCToOsILLEN 3asiBKE, U NPOTUBOBMPYCHOE CPEACTBO B CMECK (Hanpumep, B OLHON U TOW Xe
pasoBo/ [A03€); KOMMNO3MUMK, COAepXaljue BELEecTBO, B KOTOPOM COEAUHEHWE UMK
apmaueBTUYECKN MNpUeMremMas Cornb COEAUHEHMS, OMMCAHHOTO B HACTOAWEN 3asdBke, u
NPOTMBOBUPYCHOE CPEACTBO CBSA3aHbI XUMUYECKUM/DPUSNKO-XUMUYECKM criocobom (Hanprumep,
NoCpesCTBOM MEPEKPECTHOrO CLUMBaHUA, MOMEKYNAPHOW arnoMepauun wnvm CBSA3bIBaHUSA C
obLwen rpynnon HoCuTens); KOMNo3nyun, coepxalime BewecTBo, B KOTOPOM COeANHEHNE Nnn
apmaueBTUYECKN MNpUeMnemMas Cornb COEAUHEHMS, OMWCAHHOTO B HACTOAWEW 3asdBke, u
NPOTMBOBUPYCHOE CPEACTBO COBMECTHO  YMNakoBaHbl  XUMWYECKUM/PUINKO-XUMUUYECKNM
cnocobom (Hanpumep, HaHEeCEHbl Ha NN B NUMNWAHbIE BE3WKYIbI, YacTulbl (Hanpumep, MUKpO-
UNN HaHOYacTULbI) UMK Kannu amynbcun); n apmaueBTnyeckne Habopbl, hapmaueBTnyeckne
YyNakoBKW WM YMNakoBKW ANA NauyueHTa, B KOTOPbIX COEAMHEHWE unu hapmaueBTUYECKM
npuemnemas Conb COEAWHEHWs, OMMCAHHOrO B HACTOSLWEN 3asiBKe, M NPOTMBOBUPYCHOE
CPeACTBO COBMECTHO YMakoBaHbl WNW COBMECTHO MPEANOXeHbl (Hanpumep, Kak 4acTb
COBOKYMHOCTW pasoBbiX 403).

[0154] Mpumepbl KOMNO3ULMIA, aCCOLMMPOBAHHBIX HeU3NYECKMM CrnocoOOoM, BKMNIOYAIOT:
BELLECTBO (Hanpumep, KOTOPOe He HAaXO4UTCS B O4HOM COCTaBe), Cogepallee CoegUHEHNE nnn
dapmaleBTUYECKN NPUEMITEMYIO COMb COEAMHEHUS, ONMMCAHHOTO B HACTOSALLEN 3asBke, unu
NPOTMBOBUPYCHOE CPEACTBO BMECTE C MHCTPYKUMAMU ANns OObeAUHEHUS COEAUHEHUS WK
dapmaleBTUYECKN NPUEMIEMON CONMM COEAMHEHUS, OMUCAHHOrO B HACTOsILEN 3asiBke, U
NPOTMBOBUPYCHOrO CPEACTBA HEMELNEHHO Nepe NprueMom ¢ o6pasoBaHneM PU3NYECKON CBA3M
060UX YKaszaHHbIX COeANHEHWI; BELLECTBO (Hanpumep, KOTOPOE He HAaXOAUTCH B O4HOM COCTaBe),
coaepxallee coeguHeHne nnu apmaleBTUYECKA NPUEMMEMYIO COMb COEAUHEHUSA, ONMUCAHHOTO
B HACTOALWEN 3asfBKe, WU NPOTUBOBMPYCHOE CPEACTBO BMECTE C WHCTPYKUUAMU MO
aAbIOBaAHTHON TEpanum CoegnHEHNEM Unu dapmaLleBTUYECKN NPUEMIIEMON CONMbIO COEAUHEHUS,
OMNCAHHOIO B HaCTOALLEN 3asdABKe, U NPOTUBOBMPYCHbIM CPELCTBOM; BELLECTBO, Cofepxaliee
CoeAnHeHne nnu dapmaneBTUYECKN MPUEMITEMYIO COMNb COEANHEHNS, ONMUCAHHOIO B HACTOSALLEN
3asBKe, U NPOTMBOBUPYCHOE CPEACTBO C MHCTPYKLUUSMN MO BBELEHNIO NONYNALUN NALMEHTOB,
KOTOpOW BBOAWUMY (MW BBOAAT) APYrue CoefuHEHUs unv hapmaueBTUYeCKn NpuemMnemMble Conm
COEANHEHNI, OMMCaHHbIX B HACTOSLLEN 3a8BKe, UNU NPOTUBOBUPYCHOE CPELCTBO; U BELLECTRO,
coaepxallee coeguHeHne nnyu hpapmaleBTUYECKA NPUEMMEMYIO COMb COEAUHEHUSA, ONMUCAHHOTO

B HaCTOsILLEN 3asiBKE, UMW NPOTUBOBMPYCHOE CPEACTBO B KONMMYECTBE UNK B hopme, KOTopast
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KOHKPETHO npucnocobneHa AnA NpUMEHEHUs B KOMOMHauuu € APYrUM COELVHEHUEM WMK
hapmaleBTUYECKN NPUEMNEMON COMbIO COEANHEHUSA, ONMUCAHHOTO B HACTOSALLEN 3asBKe, Unu
NPOTMBOBUPYCHBIM CPEACTBOM.

[0155] Takke npeanoXeHbl ynakoBaHHbIE KOMMO3ULMU. Takue ynakoBaHHble KOMMNOo3uuuu
cogepxaTt apmMaueBTUYECKYIO KOMMO3WLMIO, COAEepXallyld MO MEHbLUed Mepe OfHO
coeAunHeHne nnu apmaneBTUYECKN MPUEMIIEMYHO COMb COEANHEHNS, ONMUCAHHOrO B HACTOSALLEN
3asBKe, U/unn NPOoTUBOBUPYCHOE CPEeACTBO U UHCTPYKLMU MO MPUMEHEHMIO KOMMO3MUMU AnS
neyeHns cybbekta (Kkak npasuno, nayueHTta-yenoseka). CornacHo HEKOTOpPbIM BapuaHTam
peanusayum HacTosLWEero n3obpeTeHnss MHCTPYKUMN NPeACTaBnsAloT COOOM MHCTPYKUMW MO
NPUMEHEHNIO apMaLeBTUYECKON KOMMNO3nUMM Ans nedyeHuss cybbekra, cTpajalowero ot
HapyweHuns, ceasaHHoro ¢ BY. CornacHO HeKOTOpbIM BapuaHTam peanusauyum HacTOsLEro
n3obpeTeHnss  UHCTPYKLUMM  NPEACTaBnaAloT  coboM  WMHCTPYKUMM N0 MPUMEHEHMIO
hapmaleBTUYECKON KOMMO3ULMN ANA NeYeHns cybbekTa, cTpajatoLero oT ceasaHHoro ¢ BUY
HEBPONOrMYECKOro HapyleHus. YnakoBaHHas apmaueBTMyeckas KOMMOo3uLmMst MOXeT
BKMOUaTb npejocTaBneHve uHdopMaumm no NpUMMEHEHWo, Hanpumep, ANnA nauyvweHta wunu
MeanUMHCKOro paboTHuka; nubo AaHHas uHdopmaums MoxeT ObiTb npejcTaBneHa B BuAe
3TMKETKN Ha ynakoBaHHOW apmaueBTUYECKOW KOMMnosmuun. MHdopmaums no npuMeHeHuio
MOXET BKMYaTb, Hanpumep, uWHdopmaunio 06 3hdEeKTUBHOCTN, A[03€ U BBEAEHUN,
NMPOTMBOMNOKA3aHNAX W HeXenaTenbHbIX peakunsix, OTHOCAWMXCA K dapmMaleBTUYECKON
KOMMO3uLymn.

[0156] CornacHoO HEKOTOPLIM BapuaHTam peanunsadun HacTosILLEero N3o0peTeHust coeguHeHne
®opmynbl | unu apmayeBTUYECKU NpUEMNEMas CONMb COEANHEHNS, ONMUCAaHHOTO B HACTOSLLEN
3asBKe, W MPOTMBOBMPYCHOE CPEACTBO. a) HaxoaaTca B cmecu; b)  coeaunHeHbl
XUMUYE CKUM/DUBNKO-XUMUYECKMM CMOCOOOM; C) COBMECTHO YMNakOBaHbl XUMUYECKNM/DUNKO-
XUMUNYECKUM Ccrnocobom; unm d) He CMelaHbl, HO COBMECTHO YMakoBaHbl WU COBMECTHO
npeanoxXeHbl.

[0157] CornacHO HEKOTOPBIM BapuaHTaMm peannsauun HacTosILLEro N3o0peTeHUst CoeguHeHne
®opmynbl | unu hapmayeBTUYECKU NpUemMnemMas conb COeaNHEHNs, ONMUCAHHOTO B HACTOSALLEN
3asBKe, 1 NPOTUBOBMPYCHOE CPEACTBO HAXOAATCA B CMECH.

[0158] CornacHO HEKOTOPBIM BapuaHTaM peannsauun HacTosILLEro N3o0peTeHUst CoeguHeHne
®opmynbl | unu hapmayesTUYECKU NpuemnemMas conb COeANHEHNs, ONMUCAHHOTO B HACTOSALLEN
3asBKe, 1 NPOTUBOBMPYCHOE CPEACTBO CBA3AHbI XMMUYECKUM/PUINKO-XMMUYECKM CMOCOBOM.
[0159] CornacHO HEKOTOPBIM BapuaHTaM peannsauun HacTosILLEro N3obpeTeHnst CoeguHeHne

dopmynbl | unu dapmayeBTUYECKU NPUEMIEMAs COMNb COEAUHEHUS, ONMMCAHHOTO B HACTOSILLEN
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3asBKe, U NPOTUBOBMPYCHOE CPEACTBO COBMECTHO YNAKOBaHbl XMMUYECKAM/(PU3NKO-XUMUNYECKUM
cnocobom.

[0160] CornacHO HEKOTOPBIM BapuaHTaMm peanunsauun HacTOSLEro N3obpeTeHns CoeguHeHne
®opmynbl | unu chapmayesTUYECKU NpuemnemMas conb COEANHEHNs, ONMUCAaHHOTO B HACTOSALLEN
3asBKe, 1 NPOTMBOBUPYCHOE CPEACTBO HE CMELLAaHbl, HO COBMECTHO YNaKOBaHbl UM COBMECTHO
npeAnoxXeHbl.

[0161] CornacHO HEKOTOPBIM BapuaHTam peanunsauun HacTosLero n3obpeTeHns coeguHeHne
®opmynbl | unu chapmayesTUUECkn npuemnemas conb COeANHEHNs, ONMUCAaHHOrO B HACTOSLLEN
3asBKe, M MNPOTUBOBMPYCHOE CPEeACTBO COBMECTHO YNakoBaHbl B OAWH KOHTEWHEP Wnn B
HECKONbKO KOHTEMHEPOB B O4HOWN BHELUHEN YNAKOBKE.

[0162] CornacHO HEKOTOPbIM BapuaHTam peanunsauun HacTosALero n3obpeTeHns coeguHeHne
®opmynbl | unn cbapmadeBTUYECKN NPUEMIIEMYIO COMb COEAUHEHNS, ONMUCAHHOIO B HACTOALLEN
3asBKe, BBOASAT A0 BBEAEHNS NPOTMBOBUPYCHOrO CPEACTBA.

[0163] CornacHo HeKOTOPbIM BapuaHTaMm peanu3ayun HacTosiLLero n3obpeTeHns coeanHeHne
dopmynbl | 1N apMmayeBTUYECKM NPUEMMNEMYHO COMNb COEANHEHUS, ONUCAHHOTO B HACTOSILLEN
3asBKe, BBOASAT NoCne BBEEHNA NPOTUBOBUPYCHOrO CPeACTBa.

[0164] CornacHO HEKOTOPLIM BapuaHTam peanunsaudun HacTOSILLEro N3o0peTeHUst CoeguHeHne
dopmynbl | nnn hapmaleBTUYECKA NPUEMMEMYIO COMb COEAUHEHMNS, ONMNCAHHOIO B HACTOSALLEN
3asBKe, 1 NPOTUBOBMPYCHOE CPEACTBO BBOAAT O4HOBPEMEHHO.

[0165] CormacHO  HEKOTOpbIM  BapuaHTam  peanusauum  HacToswero  u3obpeTeHus
NPOTMBOBUPYCHOE CPEACTBO U coeanHeHne dopmynbl | nnu apmayeBTUyeckn npuemnemyto
COMnb COEANHEHUS, ONMUCAHHOTO B HACTOSLLEN 3asiBKE, BBOAAT O4HOBPEMEHHO B OAHOM COCTaBe.
[0166] CormacHO  HEKOTOpbIM  BapuaHTam  peanusauum  HacToswero  us3obpeTeHus
NPOTMBOBUPYCHOE CPEACTBO U coeanHeHne dopmynbl | nnu apmayeBTUYecKkn npuemnemyto
CONMb COEAVHEHNs,, OMUCAHHOrO B HACTOSALIEN 3asBKe, BBOAAT OLHOBPEMEHHO B PasnuyHbIX
cocTaBax.

[0167] CornacHO  HEKOTOpbIM  BapuaHTam  peanusauum  HacToswero  usobpeTeHus
NPOTMBOBUPYCHOE CPeACTBO U coeguHeHne dopmynbl | nnn dapmauesTnyeckn npuemnemas
COmNMb COEJWMHEHUS, ONMNCAHHOIO B HACTOSLLEN 3asiBKE, HAXOAATCH B COBMECTHO YNaKOBaHHOM
nekapCcTBEHHOM npenapare.

[0168] Kak npaBuno, coeguHeHne wnn dapmMaueBTUYECKN NPUEMIIEMYIO CONb COEAMNHEHNS,
OMNCAHHOTO B HACTOALWEN 3asBke, W MPOTUBOBMPYCHOE cpeacTBO OyayT BBOAUTH B
TepaneBTUYECKN 3PPEKTUBHBIX KONMYECTBaX NOObIM U3 NpUeMnembix CrnocoboB BBEAEHUS

cpencrtB, KOTOpblEe NpeaHasHavYeHbl 4N aHanorm4yHoOro NpUMeEeHeEHU4. dakTuyeCcKne KonnyecTaa
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COeAMNHEHNs Unu hapmayeBTNUYECKN NPUEMITEMON CONU COELUHEHUS, ONNCAHHOIO B HACTOALLEN
3asdBKe, U MPOTMBOBUPYCHOrO CPEACTBA, T.€. aKTUBHbIX KOMMOHEHTOB, OyayT 3aBuceTb OT
MHOXeCTBa (PaKTOPOB, TaKMX Kak THXeCTb 3aboneBaHnsi, KOTOpPOE MOABEPraloT NEYEHUIo,
BO3pacT M OTHOCWUTENbHOE COCTOSHME 340pOBbA CyObeKkTa, aKTMBHOCTb WCMOMb3yeMOro
COeAMHEHNs, NyTb U opma BBEAEHMHA, a TaKke Apyrue akTopbl, XOPOLO W3BECTHblE
cneyuanucram B gaHHON 06nacTy TEXHUKN. AKTUBHbIE KOMMOHEHTbI MOXXHO BBOAUTb MO MEHbLUEN
Mepe OAVH pas B A€Hb, HANPUMeEP, O4WH UNun ABa pa3a B A€Hb.

[0169] CornacHO HEKOTOPbLIM BapvMaHTam peanunsauun HacTosLero n3odpeTeHns coeguHeHne
unu capmayeBTUYECKN MPUEMINEMYIO COMb COEAWHEHUSA, OMMCAHHOIO B HACTOSALLEN 3asBKe,
nunm npoTUBOBMPYCHOE CpPEeACTBO BBOAAT B dopme dapmMayeBTU4ECKON KOMMO3MLUN.
CoOTBETCTBEHHO, MPEeANOXEHbl hapMaueBTUYECKME KOMMO3ULUN, COAEpXKalUne COefuHEHUne
unn dapmauleBTUYEeCKN MPUEMNEMYIO COMb COEAMHEHUSA, ONMMCAHHOIO B HACTOSALLEN 3asBKe,
n/vnn NpPOTMBOBUPYCHOE CPEACTBO BMECTE C MO MEHbLUEN Mepe OAHUM dapMaueBTUYECKU
npuemMnemMbiM HarnonHUTENeM, KOTOPbIN BbIOpaH M3 HOCUTENEen, BCNoMoraTernbHbIX CPEACTB U
BCMOMOraTernbHbIX BELECTB.

[0170] ®apmaueBTUUYECKM  MPUEMMEMbIE  HaMOMHUTENW  AOMXKHbl  XapakTepusoBaTbCs
[AOCTaTOUYHO BbICOKOW CTEMEHbI YNCTOThI U AOCTAaTOYHO HU3KOW CTEMEHBbIO TOKCUUYHOCTU, YTOObI
ABNATLCA MOAXOAALMMWN ANs  BBEAEHUS KUBOTHOMY, JI€YEHME KOTOPOro MpPOBOAAT.
HanonHntenb MOXeT SBNATbCA WHEPTHbIM WMNM MOXET obnagatb apmayeBTUYECKMM
npevmyLecTsamun. Konmyecrso HaNnoOMHUTENS, UCMOMb3YEeMOro B COYETAHUMN C COELUHEHNEM UK
dhapmaleBTUYECKN NPUEMIIEMON COMNMbIO COEANHEHNS, ONMUCAHHOIO B HACTOSILLEN 3asiBKe, U/UNn ¢
NMPOTMBOBUPYCHBIM CPEACTBOM, SBMSAETCA JOCTaTOuHbIM Ana  obecnevyeHus ypo06HOro
KOnn4yecTBa BeLleCTBa ANA BBEAEHUS Ha PasOBYIO 03y COEAUHEHUS Unu papmMaleBTUYECKN
NpUeMMNEMON CONN COEAMHEHUS, OMUCAHHOrO B HACTOSLIEN 3asiBKe, U/MnyM nNpoOTUBOBUPYCHOMO
CpeacTBa.

[0171] Mpumepbl hapmMaUeBTUYECKA NPUEMMEMbIX HOCUTENEN UMM KOMMOHEHTOB YKa3aHHbIX
HocUTEenen NpeacTaBnAlOT cobon caxapa, Takme Kak naktosa, rmoko3a U caxapo3sa; kpaxmansl,
Takue Kak KyKypy3Hbl Kpaxman 1 kapTodernbHblA Kpaxman; Lenmnonosy u ee npousBOAHbIE,
Takme Kak KkapOoKCUMETUNUenmnoono3a HaTpus, STUNUEnmiono3a W METUNUENionosa;
MOPOLUKOBBIN TparakaHT, Conog, XenaTtuH, Tanbk, TBEpAble CMasblBalOLNeE BELLECTBA, Takne Kak
CTeapuvHOBas KWCnoTa W creapat MarHus, cynbdaT Kanbuus, CUHTETUYECKME Macna;
pacTuTenbHble Macna, TakMe Kak apaxucoBO€ MAacno, XMOMKOBOE MAacro, KyHXYTHOe Macno,
ONMBKOBOE MACHO W KYKYpy3HO€ MAacno; MONMoMbl, TakMe Kak MPOMUMEHTNMKOMb, MMULEPUH,

copBuUTON, MaHHUTON W MONMUSTUNEHITNINKONb, anbIMHOBYKO KUCNOTY, docdartHblie GydepHbie
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pacTtBopbl, amynbratopbl, Takme kak TWEENS, cmaumsalowme Belwectsa, Takme Kak
naypuncynbedat HaTpus, KpacuTenu; BKyCOBble f00aBk/M, KOMMOHEHTbl And TabneTnpoBaHus,
cTabunm3aropbl, aHTUOKCUAAHTbI, KOHCEPBAHTbI, aNMPOreHHY BOAY, U30TOHWYECKMI COMEBON
pacTtBop u ocaTtHble BydepHble pacTBOpLI.

[0172] B cdhapmayeBTUUYECKYHO KOMMO3NLMIO MOTYT ObiTb BKINIOYEHbI HEOOA3aTENbHbIE aKTUBHbBIE
BELEeCTBa, KOTOpbleé MO CyWeCTBY HE MPensTCTBYIOT aKkTUBHOCTU COEAVMHEHUS unu
hapmaleBTUYECKN NPUEMNEMON CONN COEAMHEHUS, OMMCAHHOrO B HACTOSLENn 3aaBke, unnm
NPOTMBOBUPYCHOrO CPEACTBA.

[0173] OdbhekTuBHBIE KOHUEHTPAUUN COeaMHEHMA U hbapMaleBTUYECKN NPUEMMIEMON COMn
COeAMNHEHNS, ONNCAHHOIO B HaCTOSALLEN 3aABKe, U/UNu NPOTMBOBUPYCHOrO CPeACTBa CMELUNBAIOT
C nogxoasawum hapmanesTUUeckn npuemnembim HanonHuTenem. B cnyyasx, koraa coeguHeHne
unn capmayeBTMUECKM NpUuemnemMas Cofnb COEAWHEHUS, ONMUCaHHOIO B HAaCTOSLLEN 3asiBKe,
n/vnn NPOTUBOBMPYCHOE CPEACTBO AEMOHCTPUMPYET HEAOCTaTOUYHYHO pPacTBOPUMOCTb, MOXHO
ncnonb3oBatb  Cnocobbl  conmobunusauum  coeguHeHnin. Takne  cnocobbl  U3BECTHbI
cneymnanucram B JaHHOW OBNacTu TEeXHWKN W BKIKOYAOT, HO HE OrpaHUYeHbl yKa3aHHbIMU,
NCMNONb30BaHNE COpPacTBOpUTENEN, Takux kKak gumetuncynodokens (DMSO), ncnonb3oBaHune
NMOBEPXHOCTHO-aKTMBHbIX BewecTs, Takux kak TWEEN, wnn pacrtBopeHne B BOAHOM
OukapboHaTe HaTpus.

[0174] Mocne cmelwmBaHns unn o6aBnNeHns CoeaNHEHNs Unu hapmaneBTUYECKN MPUEMNEMON
CONMM COEAUHEHWs, OMUCAHHOrO B HACTOsILLEN 3asiBKe, W/UnuM NPOTMBOBUPYCHOrO CPEACTBA
nonyyYyeHHasl B pesynbTaTe CMeCb MOXET NPeaCcTaBnATb COO0N pacTBOpP, CYCNEH3UI0, SMYNbCULO
unu T.n. Popma NONyYEHHOW B pe3ynbTaTe CMeCU 3aBUCUT OT psga hakTopoB, BKMOYas
npeaycmaTpuBaemblin Cnocob BBEAEHUSA N paCTBOPUMOCTb COEAUHEHNS UNKN hapMaLeBTUYECKN
NpueMNEeMOn Connu COEAMHEHUSA, OMUCAHHOrO B HACTOsLEN 3asiBKe, U MNPOTUBOBUPYCHOrO
cpeactea B BblOpaHHOM HanonHutene. OMEKTUBHYIO KOHLUEHTPaAUMKD, AOCTATOUHYO Ans
obneryeHus cumMnTomMoB 3aboneBaHWs, KOTOPOE FeyaT, MOXHO YCTaHOBUTb 3IMMUPUYECKAM
nyTem.

[0175] CoeanHeHne nnn hapmaueBTUYECKA NPUEMIIEMYIO COMb COEAUNHEHWUH, OMUCAHHOIO B
HaCTOsALLEN 3asBKe, U MPOTUBOBUPYCHOE CPEACTBO MOXHO BBOAWTb NepoparbHO, MECTHO,
napeHTepanbHO, BHYTPUBEHHO, NMyTEM BHYTPUMbILLEYHON UHBLEKUUW, NMOCPEACTBOM WMHranayum
unu cnpes, cybnuHreanbHO, TPaHCAepManbHO, NyTeM OyKKkanbHOro BBEAEHWUHA, PEKTanbHO, B
Buae oMTanbMOMOrMYECcKoro pactesopa unu apyrum crnocobamm B cocTaBax € efuHMLamMu

A03VPOBaHUS.
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[0176] PapmauyeBTMUYECKME KOMMO3NUMN MOFYT ObiTb NPUroTOBMNEHbI B COCTaBbl  AfS
nepopanbHOro NPMMEHEHNs, Takne Kak, HanpumMep, TabneTku, NacTunky, neneLkn, BOAHbIE UMK
MacnsHble CyCneH3uu, AUCMEepPrupyemblie MOPOLUKN WU TFpaHynbl, SMyNbCWAW, TBEPAbIE UMK
MArkMe  kancynbl  wunM  cuponbl  nubo  anukcupbl.  PapmMayeBTMYECKME  KOMMO3uuuu,
npegHasHayeHHble ANS MepopanbHOro MPUMEHEHWNs, MOXHO MOMy4YuTb CcornacHo nrbomy
N3BECTHOMY B JAaHHOMW o6nactm TEeXHUKM Crnocoby WU3roToBMeHNs hapmaleBTUnYeCcKux
KOMMO3ULMIA, U Takne KOMMO3NULMU MOTYT COAEpKaTb OAHO UNU HECKONbKO BELLECTB, TaKNX Kak
nogcnactutenu, Bkycosble fo6aBku, KpacUTEnu U KOHCEPBaHTbI, ANs NOMNy4YeHUs yaobHbIX C
hapmaLeBTUYECKON TOUYKM 3PEHUA U NPUATHBIX Ha BKYC npenapartoB. CormacHO HeKOTOpbIM
BapvmaHTaMm peanusauum Hactoswero usobpereHns dapmaueBTUYecKne KOMMo3uuun nans
nepopanbHOro npumeHeHus cogepxart ot 0,1 o 99% coeguHeHus wnnu dapmaneBTUYEeCKN
NpUeMMNEMON CONN COEAMHEHUs, OMMCAHHOrO B HACTOSALEN 3asiBke, W/Mnm nNpoTUBOBUPYCHOrO
cpeacrBa. CornacHO HEKOTOpPbIM BapuaHTam peanu3auuMum  HacToswero un3obpeTeHus
dhapmaneBTUYECKME KOMMO3NLMK 4Si NEPOPAnbHOr0 NPUMEHEHNS COAEepXaT NO MEHbLUEN Mepe
5% (macc. %) coeauHeHNs nnu hapMaleBTUYECKN NPUEMIIEMON CONN COEANHEHUS, ONMNCAHHOTO
B HACTOSILLEN 3asBKe, N/MNn NPOTUBOBMPYCHOrO CpeacTBa. HekoTopbIM BapuaHTbl peanu3aymm
HacTosiLLero nsobpeteHusa coaepxar oT 25% a0 50% unu ot 5% po 75% coeanHeHuUs unu
dhapmaLeBTUYECKN NPUEMINIEMON CONN COEANHEHUS, ONMMCAHHOIO B HACTOSLEN 3asBke, u/unm
NPOTMBOBUPYCHOrO CPEeACTBA.

[0177] ®apmaueBTUYECKME KOMMO3NLMM ANS NEepopanbHOro NPUMEHEHUA Takke cogepxar
Xngkne pactBopbl, 3MyNbCUX, CYCMEH3NN, NOPOLLUKX, rPaHynbl, SAUKCUPbI, HACTONKN, CUPONbI 1
T.n. dapmayeBTNYECKN MNPUEMMEMbIE HOCUTENW, MOAXOAAWME ANS MNOMYYEHUs Takux
KOMMO3ULMIA, XOPOLLUO M3BECTHbI B JaHHOW obnactn TexHukn. PapmayeBTuyeckmue KoMnosnymm
ANA nepopanbHOro MNpUMEHEHNsT MOTyT COAEepXaTb KOHCEpPBaHTbl, BKyCOBble BELLECTBA,
nogcnacTutenu, TakMme Kak caxaposa Wnu caxapuH, KOMMOHEHTbl, MacKupylowme BKYC, WU
KpacuTenu.

[0178] TuNWYHbIE KOMNOHEHTbI HOCUTENEN ANS CUPOMOB, SMUKCUPOB, SMYNbCUN N CYCMEH3UN
BKMIOYAIOT 3TaHOM, FMNMUEpPOn, NPOMUIEHITINKOMNb, MNOMUITUNEHINMKONb, XUAKYIO Caxaposy,
copbuton u Bogy. Cnponbl 1 3NUKCUPbl MOTYT ObITb NPUTOTOBMNEHBI B COCTaB C NOACNACTUTENSAMN,
Hanpumep, C [MULUEPVHOM, MPONUMNEHINMKONEM, COpPOMTONOM uWnM caxapos3on. [aHHble
dapmaleBTUYECKNE KOMMO3ULUM MOTYT TakKkKe cojepXaTb CpeACTBO, YMeHbliawuiee
pasgpaxeHue.

[0179] CoeanHeHne nnu dapmMmaueBTUYECKN NpPUEMNEMas COflb COEAUHEHMWS, ONMUCAHHOrO B

HacTosiILen 3asiBke, WWUNM MPOTMBOBUPYCHOE CPEACTBO MOTrYT ObiTb BKMIOYEHbI B XKUAKME
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npenapartbl Ans NepopanbHOro NPUMEHEHWs, Takne Kak, Hanpumep, BOAHbIE WUNU MachnsiHble
CYCMeH3Un, pacTBOpbl, 3MynbCUM, CMPOMbl UKW anukcupbl. Bonee Toro, dapmauesTuyeckue
KOMMo3uuun, cojepxawjue CoeAuHeHne wunn  apMayeBTUYeCKM MpPUEMIIEMYIO  COfb
CO€AMNHEHNS, ONMUCAHHOTO B HACTOSALLEN 3adBKe, W/ NPOTUBOBUPYCHOE CPEACTBO, MOTyT ObiTb
npeAcTaBneHbl B BUAE CyXOro nNpoaykTa, npeaHasHauYeHHOro Ans BOCCTAHOBMNEHUS BOAOW MK
APYrMM NOAXOASALMM HanonmHWTENEM nepes npumeHeHvem. Takune Xugkue npenapatbl MOryT
coaepxaTb obLienpuHaTbie go6aBku, Takne Kak CycneHaupyoLMe Bewectasa (Hanpumep, cupon
copbutona, MeTUNUennionosy, rnokKosy/arap, CUPOM, XenaTtuH, MAPOKCUITUMNLENNIONO3Y,
kapboKkCUMETUNLENNoNo3y, renb creapaTta anoMWHUA U TMAPUPOBAaHHbIE MULLEBbIE XUPbI),
aMynbrupylowme BelwecTsa (Hanpumep, neuutuH, copbuTaHMoHooneaT Wunn apasBUNCKYHO
Kamenb), HEBOAHbIE HaNOMHUTENW, KOTOPbl€ MOryT BKMYaTh NuWeBble macna (Hanpuwep,
MWHAAnNbHOE Macno, PpPakUMOHMPOBAHHOE KOKOCOBOE MAacro, CUMWIMOBbIE COXHbIE 3hupsl,
NPONWUMEHINMKONb U 3TUMOBBLIN CMUPT) M KOHCEPBAaHTbl (Hanpumep, MeTWn- Unu Nponun-n-
rmapokcnbeHsoaT u copbnHOBYIO KUCMOTY).

[0180] B cnyyae cycneHani TUNWYHbIE  CYCMEHAMPYIOLWME  BELLECTBA  BKIMOYaoT
MeTunuennonosy, kapbokcnmeTtunuenntonody Hatpus, Avicel RC-591, TparakaHT n anbruHar
HaTpuWs; TUNUYHbIE CMaynBatoLLMe BELLECTBA BKMOYAIOT NeyuTH u nonucopbdat 80, n TunnyHble
KOHCEepBaHTbI BKMOYaOT MeTunnapabeH un 6eHsoart HaTpus.

[0181] BoaHble cycneH3um cogepxaTt dhapmMaueBTUYECKN NPUEMMEMYID COMb COEANHEHNS,
OMNCaHHOTO B HaCTOAWEN 3asiBke, W/unu npoTUBOBMPYCHOE CPEeaCTBO B CMEcu Co
BCMOMOraTenbHbIMU BELLECTBAMU, NOAXOAAWMMU ANS NPUTOTOBNEHMSA BOAHbIX CYCMEH3UN.
Takne BcnomoraTenbHble BeLeCTBa NpPeaCTaBnAlOT CoOOM CycneHgupylowme BeLlecTBa,
Hanpumep, kapBboKkCUMeTUNLENNonosy HaTpus, METUNLENNIONO3Y,
rMaPOKCUNPONMIMETUNLENTIONO3Y, anbrMHAT HaTPUSA, NONMUBUHUNNUPPONUAOH, TparakaHToOBYHO
Kamegb W apaBuMACKYI0 Kameab, AUCNEPrupylowuMe Wnum CmauyvBalolme BeLEeCTBa;
cywjecTeyowMe B npupoge docdatuabl, Hanpumep, NeynTuH, UNM NPOAYKTbl KOHAEHcauun
ankuneHoKkcuaa C XUPHbIMU KACNOTaMK, HanpuMmep, NONMOKCUITUINEHCTeapaT, Unu npoayKTbl
KOHAEHCALUUN STUMEHOKCMAA C AMMHHOLENOYEYHbIMY anndaTtnyeckumm cnuptamm, Hanpumep,
renTafgekasTUNEHOKCULETAHON, NN NPOAYKTbl KOHAEHCAUUN STUMEHOKCUAA C YacTUYHbIMM
CNOXHbIMU  3dUpPamMK, MNOMYYEHHBIMU U3 JKUPHBIX KACNOT U TrEKCUTOna, TakMe Kak
NOMMOKCNITUNEHCOPOUTONOBBIA 3aMECTUTENb, UMW MPOAYKTbI KOHAEHCAUUW 3TUMEHOKCUaa C
YaCTUYHBIMW CMOXHBIMW 3PUpamMKn, MNOMYYEHHbIMA U3 XUPHbIX KUCHOT U TEeKCUTOMOBBIX

aHMMAPUL0B, HanpUMep, NONM3TUNIEHCOPOUTaHOBBIN 3aMecTUTENb. BoagHble cycneHsun moryT
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TaKke cogepxatb OAWH WM HECKONbKO KOHCEPBAHTOB, Hanpumep, 3TWM- UMW H-NPOMWM-M-
rmapokcmbeHsoar.

[0182] MacnsiHble cycneHsnun MOryT OblTb NPUrOTOBMEHbBI B COCTaB  MOCPEACTBOM
CYCMEeHANPOBaHNA aKTUBHbIX KOMMOHEHTOB B PACTUTENbHOM Macne, Hanpvumep, apaxucoBOM
mMacne, ONMBKOBOM Macre, KyHXyTHOM Macrne unvM KOKOCOBOM macne, nubo B MUHEpanbHOM
Macne, Takom Kak Xuakun napaduH. MacngHblie CycrneH3um MoryT COAepKaTb 3aryCtutenb,
Hanpumep, MYENUHbIA BOCK, TBEPAbIM napaduH unum ueTtunosbin cnupT. MoxHO aoGaButb
nogcnacTuTenu, TakMe Kak BbllUenepeuncrieHHble BELEeCTBa, W BKYCOBble BellecTBa AnNs
nonyyeHUss npenaparoB AN NEpPOPanbHOro MNPUMEHEHUA C MNPUATHbIM BKYcOM. [aHHble
dapmaueBTUYeCcKne KOMMO3ULUM MOXHO 3aKOHCEPBMPOBATb MNOCPesCTBOM AobaBneHus
aHTMOKCUAAHTA, Takoro kak ackopbmHosas kucnoTa.

[0183] PapmayeBTUUECKME KOMMO3NLMN TaKKe MOryT HaxoAMTbCA B (hopme aMynbCcun Tuna
«macno B Boge». MacnsHaa casa MOXET npeicTaBnATb COOOM pacTUTenbHOe Macrno,
HanprvmMep, ONMBKOBOE Macno MUNu apaxmcoBoe macno, Nnbo MuHepanbHOe Macno, Hanpuvep,
XUAKUA napaduH, unn cMecu ykasaHHbix macen. logxoaawme amynbrupylowme BellecTsa
MOTYT NPEeACTaBNATL COBON CyLLECTBYOLLNE B NPUPOAE KAMELN, HAaNPUMeEP, apaBUNCKYHO KaMmeb
UK TParakaHTOBYIO KamMe b, CyLLECTBYOLME B npupoae dpocdaTtugbl, Hanpumep, coeBble 606bl,
NEeYUTUH N CNOXHbIE 3CPMPbI UNN YACTUYHbIE CMOXHbIE 3CPMPbI, NOMYYEHHbIE U3 XUPHBIX KNCMOT
N rekcuTona, aHrmapuabl, Hanpumep, copbutaHMoHoomnear, a Takke NPOAYKTbl KOHAEeHcaLlnm
yKasaHHbIX YacCTNYHbIX CMNOXHbIX achupoB c 3TUNEHOKCULOM, Hanpuwvep,
NONMOKCM3TUNEHCOPOUTaHMOHOONEAT.

[0184] Oucneprupyemble NOPOLLKA U rpaHynbl, NOAXOASLLME ANS MNONYYEHWS BOLHON CyCrneH3nm
npu gobaeneHnn Boabl, 06eCneynBaloT akTUBHbIA KOMMOHEHT B CMECU C 4UCNEPTUPYIOLLMM Ui
CMa4yMBaOLMM BELLECTBOM, CyCNeHAUPYIOWMM BELWECTBOM W OAHUM WMU HECKOMNbKUMU
KOoHCcepBaHTamu. [pumepbl NOAXOAALMX AUCMEPTUPYIOWNX WM CMayMBaloWMX BELLECTB U
CYCMEHANPYIOLNX BELLECTB NPeSCTaBNeHbl Bbille.

[0185] TabneTkn, Kak npaBuno, cogepxat ObLenpuHATbIe hapMaleBTUYECKA NPUEMMeEMble
BCMOMOraTenbHble CpefCTBa B KAYECTBE NHEPTHBIX pa3baBuTenei, Takme kak kapboHaT kanbLums,
kapboHaT HaTpusi, MAHHWUTOM, NaKTo3a WM LEennonosa; CBA3biBAOLIME BELLECTBA, TakMe Kak
Kpaxman, XenaTuH U caxaposa; paspbIXnMTenu, Takue Kak Kpaxmarn, anbrMHOBas KUCnota u
KpOCkapmennosa; cCMmasblBaloLue BELECTBA, Takne Kak cTeapaT MarHus, CteapuHoBas Kucnota
1 TanbK. [ns ynyylweHns XxapakTepucTK CbiMy4yeCcTu NOPOLLKOBOW CMECH MOXHO UCMONb30BaTh
BELLEeCTBa, CNOCOOCTBYIOLME CKOMBXEHWIO, TAKNE KaK AUOKCUA KpeMHus. Kpacutenu, Takne kak

kpacutenun FD&C, moryT ObiTb AoBaBneHbl ANS MOJNTYYEHUS KEMAeMOro BHELUHEro BuAaa.
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MoacnacTuTenu n BKycoBble f00aBKY, TakMe Kak acnaptam, CaxapuH, MEHTON, NepeyHas MaTa 1
PpYKTOBbIE BKYCOBble A06aBKM, MOryT NpeAcTaBnsaTb cO60Mn 3PPEKTUBHBIE BCTIOMOraTenbHbIe
CpeAcTBa AnsA kesaTenbHbiXx Tabnetok. Kancynbl (Bkmouas cocTaBbl C 3aMEANEHHbIM
BbICBOBOXJEHNEM U NPONOHIMPOBAHHBLIM BbICBOBOXAEHMEM), KaK NPABMUIO, COAEepXaT OAUH UK
HECKOMNbKO BblLUEyKas3aHHbIX TBepAbix pasbasutenein. Boibop KOMMNOHEHTOB HOCUTENS 4acTo
3aBWNCUT OT BTOPUNYHbIX MPU3HAKOB, HANPUMEP, BKyCa, CTOUMOCTU 1 CTAabUNbHOCTU NPU XPaHEHU.
[0186] Takne dapmayeBTUYECKME KOMMO3NLMN MOXHO TaKkKe MOKPbITb OBLENPUHATLIMU
cnocobamu, kak npasuno, pH- unu BpeMs-3aBUCUMbIMUN NOKPLITUAMMI, TaK YTO COEUHEHNE UK
hapmaleBTUYECKN NPUEMINemMas Comnb COEAMHEHNS, OMMCAHHOrO B HACTOsLEn 3asBke, u/unm
NPOTMBOBUPYCHOE CPEACTBO BbICBOOOXAAETCA B KENyAOYHO-KMLIEYHOM TpakTte BOnu3m ot
Tpebyemon obnactu NpUMEHEHWs WM B PasfnyHble Nepuoabl BPEMEHU AnNS YANWHEeHUS
Tpebyemoro AencTBudA. Takme nekapCTBeHHble POPMbl, Kak NpaBuro, BKMIOYAKOT, HO He
OrpaHnYeHbl yKa3aHHbIMW, OAWH WIN HECKONMbKO KOMMOHEHTOB, KOTOpble BblOpaHbl K3
ayertardTanaTyennonossl, nonueuHUnaueTaTdTanara,
dhTanarTrnapoKCUNPONUIMETUNLENNIONO3bl, 3TUNLENNONo3bl, NokpbiTun Eudragit®, BockoB u
wennaka.

[0187] dapmaneBTMUECKME KOMMO3MLMU ANA NEepopanbHOro NpUMEHeHMs MOryT ObiTb Takxke
npeAacTaBneHbl B BUAE TBEPAbIX XKENATUHOBBIX Karcyr, B KOTOPbIX aKTUBHbIN KOMMOHEHT CMeLlaH
C WUHEPTHbIM TBEpPAbIM pasbaButenem, Hanpumep, kapboHaToM Kanbuus, dpochaTom KanbLms
UNN KAOMNMUHOM, NGO B BUAE MSTKUX XKEMATUHOBLIX KanCyn, B KOTOPbIX aKTUBHbIA KOMMOHEHT
CMellaH C BOAHOM WNM MAaCRSiHOM CPeAolr, HanpuMep, apaxmcoBbiM MACHOM, XWUAKAM
napaduHOM UM ONMBKOBLIM MaCI oM.

[0188] PapmaueBTUUYECKNE KOMMO3NULUMM  MOTYT HaxoauTbcss B OpMe  CTEPUNBHON
WHBEKLUMOHHOW BOAHON UMW MAaCnsHOM cycneH3un. [JaHHy CyCneH3nI0 MOXHO NMPUrOoTOBUTbL B
COCTaB COrNacHO W3BECTHOMY YPOBHIO TEXHWUKW MPU WCMOMb3OBaHUM TEX MNOAXOASALNX
ANCTNEPrMpyoLWNX UMM CMaYMBaOLLNX BELLECTB U CYCNeHAUPYIOLWMX BELLECTB, KOTOpble Obinu
YNOMSIHYTbI Bbille. CTEPUNbHBIA MHBEKLUUOHHBIN NpenapaTr MOXeT Takke NpeacTaBnaTb cobon
CTEPUNbHBIA WHBEKLMOHHBIA PacTBOP UMW CYCNEH3NI0 B HETOKCUYHOM WCXOAHO MPUEMMEMOM
HanonHWTene, Hanpumep, Takom kak pacteop B 1,3-OytaHgmnone. B uncno npuemnembix
HanonmHUTENen, KOTOpbleé MOXHO WCNONb30BaTb, BXOASAT BOJa, pactBop PuHrepa wu
N30TOHUYECKNA pacTBop xnopuga Hatpua. Kpome TOro, CTepunbHble HeneTyyme macna
TPaAVLMOHHO NCMOMb3YIOT B KAYECTBE PACTBOPUTENS UMW CyCneHaupyoLwwen cpeabl. [na gaHHOMN

LUennm MOXHO ncnonb3oBartb noboe msrkoe HeneTy4yee macno, BKn4yasd CUHTETUYECKNE MOHO-
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unu gurnudepuabl. Kpome TOro, Ans NOMy4YeHWS WHBLEKUMOHHBIX MNpenapaTtoB MOXHO
NCMNONb30BAaTb XXMNPHbIE KNCNOThI, TAKME KaK ONenHoBas K1cnoTa.

[0189] CoeanHeHne nnn chapmaueBTUYECKA NPUEMITEMYIO CONMb COEAUNHEHWUS, OMUCAHHOro B
HaCcTosALEeN 3adBKe, WWNU NPOTUBOBMPYCHOE CPEACTBO MOXHO BBECTM MapeHTeparnbHbIM
cnocobom B cTepunbHON cpege. NapeHTepanbHoe BBEAEHUE BKMHOYAET NOAKOXHbIE UHBEKLMN,
BHYTPUBEHHYIO, BHYTPUMBbILLIEYHYIO, WHTPaTEKanbHYl0 WHBEKUMIO WUAM cnocobbl MHAY3UK.
CoepgunHeHune unu papmayeBTMUECKM NpuemnemMas Conb COe4NHEHNS, ONMUCAHHOrO B HACTOSLLEN
3asABKe, U/nnn NpoTUBOBNPYCHOE CPEACTBO B 3aBMCMMOCTW OT UCMOMNb3yEMbIX HANOMHUTENSA U
KOHLEHTpaumm MoryT 4BnsTbCd nubo cycneHAMpoBaHHbIMW, NUOO pPacTBOPEHHbIMW B
HanonHutene. lpeumyLiecTBOM SBMAAETCA, €CnvM BCNoOMOraTerbHble CpPefcTBa, Takue Kak
aHecTesMpylolne CpeacTBa, KOHCepBaHTbl M OydepHble BeELecTBa, MOXHO pacTBOPUTb B
HanonHutene. Bo mHorux capmaueBTUYecKnx KOMNOo3Muusax Ans napeHTepanbHOro BBeAeHNs
HOCUTENb COLEPXNT NO MeHbLLen mepe 90 macc. % oT Bceln komnoanymm. CornacHo HEKOTOPbLIM
BapuaHTam peanunsauumn HacTosILLEero n3obpeTeHns HoCuTenb ANs NapeHTepanbHOro BBEAEHNSA
BbIGpaH 13 NPONMNEeHrnNuKons, aTnnonearta, NMPPONMAOHA, 3TaHOMa N KyHXYTHOro Macna.
[0190] CoeanHeHne nnn apmaueBTUYECKA NPUEMITEMYIO CONb COEAUNHEHUS, OMUCAHHOrO B
HacTosALEeNn 3asBke, WU NPOTUBOBUPYCHOE CPEACTBO MOXHO TakkKe BBOAUTE B dopme
CYNno3NTOpPUEB AN  peKkTanbHOro BBEAEHWS JNEKapCTBEHHOro npenaparta. [aHHble
dhapmaleBTUYECKNE KOMMNO3ULMN MOXKHO NOMYYNTb MOCPEACTBOM CMELLUMBAHNSA NEKAPCTBEHHOMO
npenapata C MNOAXOASWMM Hepasjpaxarolwmm BCNOMOraTenbHbIM BeELLECTBOM, KOTOpOe
ABNSAETCA TBEPAbIM Npy OObIYHbIX TEeMNepaTypax, HO XUAKAM NPU peKTanbHOW TeMnepaTtype u,
BCNeACTBME 3TOro, OyaeT NNaBUTbCS B MPSIMON KMLLKE, BbICBODOOX a5t NEKAPCTBEHHbIN Npenapar.
[aHHble maTepuarnbl BKMOYaOT Macno Kakao 1 NONM3TUMEHTTIMKOMN.

[0191] CoeanHeHne nnu dapmMmaueBTUYECKN NPUEMNEMAs CONb COEAUHEHWS, ONMUCAHHOrO B
HaCTOALLEN 3asBKe, WU NPOTUBOBMPYCHOE CPEACTBO MOTYT ObiTb MPUrOTOBMNEHBI B COCTaB 415
MECTHOrO WU HapYXHOTO MPUMEHEHUS, Hanpumep, AN MECTHOrO HaHEeCEHUS Ha KOXy W
cnuauncTble 060MNoYKY, Takne Kak B rnasax, B opme renei, KpeMOoB 1 NOCbOHOB, a Takke MOryT
ObiTb NpegHasHavyeHbl ANA BBeAeHUs B rnas. PapmaueBTuyeckue KOMnouyum Ans MeCTHOro
NPUMEHEHUSA MOTYT HaXOAWUTbCH B Mtobon hopme, BKMOYadA, HAaNpUMep, pacTBOpPbI, KPEMbI, Ma3u,
renu, NOCbOHbI, MOMOYKO, OUMLLAIOLWME BELLECTBA, YBMAXKHAOLWMNE BELLECTBA, CNPen, KOXHbIE
nnacTbipy 1 T.M.

[0192] Takne pacTBOpbl MOXHO NpurotToBuUTb B coctaB B Buge 0,01% - 10% wun3oToHM4YeCkux
pacTtBopoB, pH 5 — 7, ¢ ucnonb3oBaHMEM NOAXOAAWMX conen. MOXHO Takke NpUroToBUTb B

COCTaB COEAMHEHUE unu hapMaLeBTUYECKU MPUEMIEMYIO COMb COEAVHEHWS, OMUCAHHOTO B
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HacTosWen 3asBke, W/MNM  NPOTMBOBUPYCHOE  CPEACTBO, MpeAHa3Ha4YeHHble  Ans
TpaHcAepManbHOro BBEEHNS, B BUe TpaHCAEpMarbHOro nnacTtblps.

[0193] PapmaueBTUYECKNE KOMNOINLMMN AT MECTHOTO MPUMEHEHMS, COAEMKALLNE MO MEHbLLEN
Mepe 04HO coeanHeHre unu papmaleBTUYECKN NPUEMNEMyo Comnb COEANHEHUS, ONUCAHHOTO B
HacTosALEeN 3asBke, W/WNM NPOTUBOBMPYCHOE CPEACTBO, MOXHO CMeLlaTb C MHOXECTBOM
BELLECTB-HOCUTENEN, XOPOLLO M3BECTHbIX B JAHHOW OBnacTh TEXHUKM, TAKUX Kak, Hanpumep,
BOAA, CNUPThbI, refb anoa Bepa, anfnaHTouH, MmuueprH, ButaMmuHbl A n E B macne, MuHepanbHoe
mMacno, nponunenrnnkons, Mrr-2 mmpucTnnponuoHart u T.0.

[0194] [pyrvne BelwlecTsa, NOAXOAALLMNE ANA NCMONb30BaHNA B HOCUTENSX ANSA NpenapaTtos AN
MECTHOrO MPUMMEHEHWs, BKIOYAOT, Hanpumep, CcMsaryalolme BeLlecTBa, pacTBOpuUTeny,
YBMAXHWTENW, 3aryCTutenn u nopowku. lMpymepamn Kaxaoro M3 AaHHbIX TUMOB BELLECTB,
KOTOPbI€ MOXXHO MCNOMNb30BaTb OTAEMNbHO UKW B BUAE CMECEN OAHOrO U HECKOMNbKNX BELLECTB,
ABNSAOTCA crneayolme BeLecraa:

[0195] TvnnyHbIe cmsiryaroLmne BellecTBa BKIOHAIOT CTeapunoBbIn CnupT,
rMULepunMoHopULnHonear, rnuuepunmMoHocTeapart, nponaH-1,2-guon, 6ytan-1,3-gunon, macno
HOPKMW, LIeTUNOBbIA CNUPT, N30NPONMNM30CTEapaT, CTEAPUHOBYIO KUCNOTY, n306yTunnanbmMmuTar,
nsoueTuncreapar, ONeEWNoBbIM CNUPT, W3ONponunnaypar, rekcunnaypar, Aeyunonear,
OoKTagekaH-2-0r, W30LUEeTUNOBbIN CNWUPT, LUeTunnanbMuTaT, AUMETUNONUCUNOKCAH, AW-H-
OyTuncebaymHar, nsonponunMmpucrar, nsonponunnanbMuTar, nsonponuncreapar,
OyTuncreapar, MONUSTUNEHINNKONb, TPUSTUNEHININKONb, FaHOMWH, KYHXYTHOE Macno,
KOKOCOBOE MAacrno, apaxmcoBO€ Macrno, KacTOpOBOEe Macno, aueTUNMpPOBaHHbIE NaHOMNHOBbIE
cnupTbl, HedTb, MMWHEpPanNbHOE Macno, OyTunMupucTaTt, W30CTEapPUHOBYIO  KUCMOTY,
nanbMWTUHOBYIO KMCMOTY, U3ONPONUMNNHONEAT, Naypunnakrart, MupucTunnakrar, geyunonear
N MUPUCTUNMUPUCTAT; NPONENNeHTbI, Takne Kak nponaH, 6ytaH, n3obyTaH, 4UMETUNOBbIN 3Up,
ANOKCUA Yyrrepoja u OKCUA a3oTa; pacTBOPUTENU, Takne Kak 3TUMOBbLIA CMUPT, METUINEHXTOPUA,
N30MpPONaHon, KAaCTOPOBOE MaCHO, MOHOSTUMNOBbLIN 3PP STUNEHIMNKONS, MOHOBYTUNOBLIN 3UpP
ANSTUNEHINWKONS,  MOHO3TWUMOBBIA 3P  AWMSTUMEHITINKONS,  AUMETUNCYnbdokcua,
anmetundopmMmamua, TeTparngpodypan; yBnaxHUTenu, Takue Kak rnmyepon, copbuton, HaTpum
2-nupponugoH-5-kapbokcmnar, pacTBOPUMbIA KonnareH, AubyTundTanaT 1 XenaTuH, a Takke
MOPOLUKKN, TaKNe Kak Men, Tanbk, pynnepoBa 3emMns, KaonuH, Kpaxmarn, Kameau, KOnnougHbIn
ANOKCUA KpemMHMs, nonuakpunar HaTpus, TETPaankmnaMmMOHUNCMEKTUTBI,
TPManKunNapunaMMOHUNCMEKTUTBI,  XUMUYECKM  MOAUMDULMPOBAHHBLIA  CUMMKAT  MarHus

antoMUHWS, OpraHNYeCKn MOANMULMPOBaHHAS MOHTMOPUITIIOHUTOBAS MMINHA, TMAPaTUPOBAaHHbIN
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CUMWKAT  anioMWHWS, MMaBMneHbIl  OKCWA  KPeMHUS, KapOOKCUMBMHUMOBBLIA  NOMNUMEP,
kapBboKCUMETUNLENION03a HATPUSA U STUMNEHIMMKONbMOHOCTEaparT.

[0196] CoeanHeHne nnn chapmaueBTNYECKA NPUEMITEMYIO CONMb COEAUNHEHWUS, OMUCAHHOro B
HaCcTosALEeN 3asBke, WuUnNu NPOTUBOBUPYCHOE CPEACTBO MOXHO TaKKe MPUMEHATb MECTHbIM
cnocobom B hopme cucTem AOCTABKN HA OCHOBE MMMNOCOM, TAKMX Kak ManeHbK1ue 04HOCMNOWHbIE
BE3UKynbl, 6onblune OfHOCMNOWMHbIE BE3WKYIbl U MHOFOCMOWHbIE BE3MKYMbl. JIMMOCOMbBI MOXHO
chopmmpoBatb M3 MHOXeCTBa (pocdhonmnnaoB, TakMX Kak XONecTteposn, creapunamuH wu
dhochaTnANNXONNHbI.

[0197] Opyrne dhapmayeBTNYECKME KOMMO3NLUMW, MPUrOAHbIE ANs oBecrneyeHuss CUCTEMHON
JOCTaBKN COEANHEHUS UM PapMaLeBTUYECKN NPUEMMIEMON CONMN COEANHEHUSA, OMUCAHHOrO B
HacToALWen 3asBke, Wwunu npOTUBOBUPYCHOrO CPEACTBa BKMIOYAKT CybnuHreanbHble,
OyKkkanbHble U Ha3arnbHble NekapcTBEHHbIE popMbl. Takme hapmaneBTUYecKne KOMNO3NLMK, Kak
npaBuno, cogepxat OAHO UMM HEeCKONbKO PAaCTBOPUMbIX BELLECTB-HANOMHUTENEN, Takmx Kak
caxaposa, copbuTon M MaHHUTOM, U CBA3YIOLIMX BELLECTB, TAKMX Kak apaBuiCKas Kamepb,
MUKpOKpUCTannuueckas Lennonosa, kapbokcumeTmnyennonosa "
rmapokcunponunmeTunuennonosa. Takke MOryT ObiTb BKIMOYEHbI ONUCAHHBIE BbIlLE BELLECTBA,
CnocoOCTBYOLME CKOMbXEHWIO, CMasblBaloWne BeLLeCTBa, MNOACNacTUTENW, KpacuTenw,
aHTNOKCUAAHTbI U BKYCOBble 400aBKu.

[0198] PapmaueBTMUECKME KOMNO3ULMKM ANS  WHranauuuM, Kak npaBuno, MOryT ObiTb
npeacraeneHbl B hopMe pacTBopa, CyCneH3nn unm sMynbCumn, KOTOPYIO MOXHO BBECTU B BUAE
CYXOro nopowka unu B hopme aspo3ons npyu UCMONb3OBaHUN OBLLENPUHATOrO NponensneHTa
(Hanpumep, anxnopandTopmeTaHa nnu TpuxnopPTopmMmeTaHa).

[0199] PapmaleBTUUYECKME KOMMO3MLMM MOTYT Takke Heobs3aTenbHO CoAepXaTb YCUNUTEnNb
aKTUBHOCTW. YCUMWTENb aKTUBHOCTU MOXHO Bbi6paTb W3 LUMPOKOrO MHOXECTBA MOMEKyH,
KOTOpble JENCTBYIOT PasnMyYHbIMK NYTAMU ANS YCUNEHNS TepaneBTUYECKUX SPPEKTOB Unu Ans
TOro, YtoObl yKkasaHHbIe BELLECTBa HE 3aBMCENW OT TepaneBTUYECKNX 3PPEKTOB COeANHEHNS
unu capmayeBTMYECKN NPUEMIEMON CONMU COEAMHEHNS, OMUCAHHOrO B HACTOSLLEN 3asBKe,
n/Mnn NPoTMBOBUPYCHOTO CpeacTBa. KOHKpEeTHbIe KNacChbl YCUMUTENEN akTUBHOCTU BKMOYaOT
YCUNUTENN NPOHUKHOBEHUSA YEPE3 KOXY U YCUNUTENN BCACbIBAHUA.

[0200] ®apmaLeBTUYECKME KOMMNO3ULMM MOTYT TaKkKe COAepaTb AOMNOSMHUTENbHbIE aKTUBHbIE
CpPEACTBa, KOTOPble MOXHO BbibpaTb W3 LUMPOKOrO MHOXECTBAa MOMEKYN, KOTOpble MOTyT
JEeNCTBOBATb Pa3NMYHBIMU NYTAMUW ANSA YCUNEHUSA TepaneBTUYECKNX 3PDEKTOB COEAUHEHNS UK
dapmaleBTUYECKA NPUEMINEMON CONMMN COEAUHEHUS, ONMMCAHHOIO B HACTOALWEN 3aaBKe, u/mnnu

MPOTMBOBMPYCHOrO cpefcTBa. [daHHble Heobs3aTenbHble APYrMe akTUBHbIE CPeACTBa, Mpu
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HanMMuuKW, Kak MpaBUno, WUCNONb3YIT B apMaLUeBTUYECKMX KOMMO3ULUSX Ha YPOBHE,
Bapbupytowem ot 0,01% 10 15%. HekoTopble BapraHTbl peanvsaumm HacTosLWEro n3obpeTeHns
cogepxart ot 0,1% a0 10% oT maccel komnosnyun. [pyrve BapnaHTbl peanmsagumn HacTosALWEero
n3obpeTteHns cogepxat o1 0,5% a0 5% OT macchl KOMNO3ULK.

[0201] Bo Bcex BblWeONMCaHHbIX Cry4Yasx coeaunHeHne nnu apmMmayeBTUYeCcKn npuememyto
COmnb COEAUHEHUSA, ONNCAHHOIO B HACTOSALLEN 3asBKe, U/ NNy NPOTUBOBUPYCHOE CPELCTBO MOXHO
BBOAMWTb B KOMOMHaLUN C APYrMMU akTUBHBIMW CPEACTBaMMU.

[0202] Mpn ucnonb3oBaHMM B KOMOMHaUMM C OAHUM WAN HECKONbKUMU AOMNOMHUTENbHbLIMM
hapmaleBTUYECKUMUN CPeACTBaAMU COeAUHEHNE unu apmaueBTUYECKn MPUEMIEMYIO COrb
COeAMHEHNs,, ONUCAHHOTO B HACTOSLLEN 3asBke, W/unu npoTUBOBUPYCHOE CPEACTBO MOXHO
BBOAMUTb A0, OAHOBPEMEHHO C WM MOCne BBEAEHUS AONONMHUTENbHOro apmaueBTUYECKOro
CpeACTBa Nnn CPpeacTB.

[0203] [Jo3bl coefnHEHWIA, ONUCaHHBIX B HACTOSILLEN 3asiBKE, 3aBUCAT OT MHOXECTBa (haKTOpPOB,
BKIOYAS] KOHKPETHbIN CUHAPOM, KOTOPbIA MOABEPraloT NEYEHUO, TSXKECTb CMMNTOMOB, MyTb
BBEAEHWs, YacTOTy MHTepBarna J03, KOHKPETHOE UCMNONb3yeMoe CoefuHEHne, 3PPEKTUBHOCTD,
TOKCMKOMNOrM4yeckni npodnnb, papmMakoKMHETUYECKMI NPOPUb COEANHEHUS N HANNYNE KaKNX-
nn6o BpeaHbIX NOBOYHBIX 3¢PDEKTOB, MOMUMO APYTNX COOBPaKEHWN.

[0204] CoeanHeHne nnn hapmaueBTUYECKA NPUEMITEMYIO CONb COEAUNHEHUS, OMUCAHHOrO B
HaCTOsALLEN 3asiBKe, U NPOTMBOBUPYCHOE CPEACTBO, Kak MpaBuno, BBOASAT HA YPOBHSIX 403 U
cnocobom, obwenpuHATbIM  ANns  uHrMbutopoe KMO ©  npoOTUBOBUPYCHLIX CPEACTB,
COOTBETCTBEHHO. Hanpumep, coeauHeHne wnn dapmayeBTUYECKN NPUEMIIEMYIO COfb
COEAMNHEHNs,, ONUCAHHOTO B HACTOSLWEN 3asiBKe, W/unu NpOTUBOBUPYCHOE CPEACTBO MOXHO
BBOAMWTb B O4HOM UMW HECKOMNbKMX A03ax MOCPEACTBOM MepopanbHOro BBEAEHUS HA YPOBHE
403bl, kak npasuno, 0,001 — 100 mr/kr/aeHb, Hanpumep, 0,01 — 100 mr/kr/aeHb, Hanpumep, 0,1 —
70 wmr/kr/aeHb, Hanpumep, 0,5 — 10 mr/kr/aeHb. EavHWYHbIE nekapcTBeHHble POPMbl MOTyT
cogepxatb, kak npasuno, 0,01 — 1000 Mr coeguHeHns unm apmMaleBTUYECKN NPUEMITEMON
CONMM COEAMHEHUS, OMUCAHHOrO B HACTOSLWEN 3asiBKe, Wunum nNpOTUBOBMPYCHOTO CPEACTBA,
Hanpumep, 0,1 — 50 Mr MO MEHbLUEN MEPE OAHOr0 COEAUMHEHUS UnKM dapmaleBTUYECKN
NpUeMMNEMON CONU COEAMHEHUS, ONMUCAHHOrO B HACTOSLEN 3asBKe, U/MnyM NpOTUBOBUPYCHOMO
cpeactBa. [AnA BHYTPUBEHHOrO BBEAEHMS MO MEHbLUEN Mepe OAHO COefUMHEHUE unu
dapmaLeBTUYECKA NPUEMINEMYIO COMb COEAMHEHNS, ONMUCAHHOTO B HACTOALLEN 3adBKe, u/nnu
NPOTVMBOBUPYCHOE CPEACTBO MOXHO BBOAWUTb B OAHOW UMM HECKOMbKUX A03aX HA YPOBHE A 03bl,
Hanpumep, 0,001 — 50 wmr/kr/aeHb, Hanpumep, 0,001 — 10 wmr/kr/geHb, Hanpumep, 0,01 — 1

Mr/kr/aeHb. EQUHWYHbIE NeKapCTBEHHble hopmbl MOryT cogepxartb, Hanpumep, 0,1 — 10 wmr
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CcoeaNHeHNs unn hapmMaleBTUYECKN NPUEMITEMON CONMN COEANHEHNS, ONMMCAHHOIO B HACTOSILLEN
3asBKe, N/Unn NPOTMBOBUPYCHOTO CPeACTBa.

[0205] Mpn ocywecTBneHMn npoueayp CnocoboB, OMUCAHHBIX B HACTOSILLEN 3asiBKe,
pasymeeTcs, crnegyeT MOHMMAaTb, YTO YNOMWHAHWE KOHKPETHbIX OydhepoB, cpea, peakTMBOB,
KNETOK, YCNOBWUA KyNbTMBUPOBAHWS W T.M. HE SABMAAIOTCA OrpaHUUMBaOWMMW, U AOMXKHbI
NOHNMATBLCH KaK BKITIOYAIOLLME BCE CXOXMNE MaTepuarnbl, KOTOpble CPEAHUIA CneymnanncT B 4aHHON
obnacTn TEXHUKM NOCYMTaeT NPEeACTaBMAWMUMM MHTEPEC WM LEHHOCTb B KOHKPETHOM
KOHTEKCTE, B KOTOPOM MpeACTaBneHO AaHHoe obcyxaeHue. Hanpumep, 4acto BO3MOXHO
3aMeHnTb OaHy OybepHylo CUCTeMy WM KymnbTyparbHYH CPeay Ha ApYyrylo u nonyynTb
aHanornyHble, ecnu He NaeHTUYHble, pesynbTaTbl. Cneynanuctbl B 4aHHOW 06nacTn TEXHUKM
obnapatT AOCTATOYHBIMU 3HAHUSIMU TaKUX CUCTEM U METOAOMNOMMN, YTOObl ObiTb B COCTOSIHUN
6e3 ype3mMepHOro 3KCNEPUMEHTUPOBAHMSA OCYLLECTBUTb yKasaHHble 3ameHbl, KOTopble OyayT
ONTUMarbHbIM CMOCOOOM CNYXUTb AOCTMXXEHUIO MOCTaBMEHHbIX Lenen npu npuMeHeHun

cnocoboB 1 NpoLeayp, PAcKpbITbIX B HACTOSILLEN 3asiBKE.

NPUMEPDI

CoeguHeHns, apmaueBTUYECKN MPUEMIEMbIE COMW U MPONeKapcTBa COEAUHEHUN,
OMUCaHHbIX B HACTOSLLEN 3asiBKE, KOMMO3MLMUM M CNOCOObI, ONNCaHHbIE B HACTOALLEN 3asiBKe,
AOMNOMHUTENBHO UNMIOCTPUPYIOTCA CNEAYHIOLMMI HEOTPaHNYMBAOLWUMIY NPUMEPAMM.

B HacTosiwen 3asBke crnegylolme COKpalleHUs UMET crieayrwme 3HadeHus. Ecnm
onpeaeneHne CokKpalleHUsl He MNPUBEAEHO, AAHHOE COKpalleHWe WMEEeT, Kak npaBumo,

0oOLLENPUHATOE 3HAYEHNE.

DCM = ANXNOpMeTaH

DMF = N,N -anmeTtnndopmamug
DMSO = AuMeTUncynbdokcng
EtOAc = aTunayertar

r = rpamm

Y = yac, vacel

KX/MC = XUAKOCTHaA xpomaTtorpadus/macc-CnekTpoMeTpus
Mr = MUIMrpamMm

MWH = MUHYTbI

Mn = MURANANTP

MMO~b = MUIAMMONN

MM = MUITIMMONSPHBIN
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HM = HaHOMETP

K.T. = KOMHaTHasi Temneparypa
TBME = MeTun T-6yTunosbln achunp
THF = TeTparngpodypaH
MKR = MUKPONUTP
MKM = MUKPOMOSIPHbIN
1r/1mn = 1 o6bem

OKCNEePUMEHTbI

[0206] Kommepueckn AOCTynHblE peakTuBbl M pacteopuTenn (keanudukaymm «ana BIXK»)
ncnons3osanu 6e3 JONONHUTENbHON OYNCTKN.

[0207] AHann3 MeToAOM TOHKOCNOMHOM Xpomartorpadum (TCX) npoBogUNM Ha nnacTUHax
Kieselgel 60 Fzs4 (Merck) n Bmsyanmsmposann C npumeHeHnem Y&-ceeta. Peakymm ¢
NPUMEHEHNEM MWKPOBOMHOBOIO U3My4YeHWs MNPOBOAMNM C WUCMONb3oBaHWeM npubopa
HOKyCMpPOBAHHOrO MUKPOBOHOBOTO n3nyveHnss CEM.

[0208] AHanuTnueckyto BOXKX-MC nposogunu ¢ nomouubto cuctem Agilent HP1100 n Shimadzu
2010 ¢ npumeHeHnem konoHok Atlantis dC18 ¢ obpaweHHon tason (5 mkm, 2,1 x 50 mm),
rpagneHT 5 — 100% B (A = Boaa/0,1% mypaBbuHas kncnota, B = ayetoHutpun/0,1% mypasbnHas
KMCrnoTta) B TedyeHne 3 MUHYT, o6bem uHbekuun 3 mkn, notok = 1,0 Mn/mMuH. Y®-cnektp
cunTbIBaNM nNpu AnuHe BorHbl 215 HM € npumeHeHnem aByxBonHoBoro YO-getekropa Waters
2487 wnn cuctembl Shimadzu 2010. Macc-cnekTpbl nonyyanu B guana3oHe COOTHOLUEHUS
macca-sapsg (m/z) ot 150 pgo 850 npm CKOpOCTM 3anucym cnekTpa 2 ckaHa B CekyHAy C
npumeHeHunem getekropa Waters ZMD un B gnanasoHe m/z ot 100 go 1000 npun ckopocTu 3anucu
cnektpa 2 [y ¢ npUMEHEHNEM NOHN3aLUMKN SMEKTpopacnbliieHNEM C NOMOLLBIO cuctembl KX-MC
Shimadzu 2010, nubo ananuTuyeckyto BOXX-MC npoBogunu ¢ nomowbto cuctem Agilent
HP1100 n Shimadzu 2010 ¢ npumeHeHNeM KONOHOK ¢ oBpaLleHHon pason Water Atlantis dC18
(8 mkm, 2,1 x 100 mm), rpagneHt 5 — 100% B (A = Boga/0,1% mypaBbuHasa kucnota, B =
aueToHuTpun/0,1% MypaBbUHAS KUCNOTA) B TEYEHNE 7 MUH, 00beM UHbeKUMM 3 MKH, NoTok = 0,6
MI/MUH. YO-CNEKTp CuUUTbIBaNM Npu AfNHE BOMHblI 215 HM C npuMeHeHMeM OTOANOAHON
maTtpuybl Waters 2996 unun ¢ nomowbto cuctembl Shimadzu 2010. Macc-cnekTpbl nonyyanu B
AwanasoHe m/z ot 150 g0 850 npu ckopocTy 3anucy cnekTpa 2 ckaHa B CEKYHAY C NPUMEHEHNEM
getekropa Waters ZQ u B gnanasoHe m/z ot 100 go 1000 npwu ckopocTn 3anucu cnektpa 2 'y ¢

NPUMEHEHNEM NOHM3ALUNN SNEKTPOopAaCnbINIEHNEM C NOMOLLbIO cuctembl Shimadzu 2010 XKX-MC.
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HaHHble 0600LWwann n npeacTaBnsany ¢ NPUMEHEHNEM nNporpammHoro obecneveHns Openlynx u

OpenlLynx Browser nnv ¢ npumeHeHnem nporpaMmmHoro obecneueHus Shimadzu PsiPort.

Mpumep 1

Cxema peakuumn 1
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[0209] Cxema peakynn 1, ctagusa 1. K nepemelumaemon cycneHsum guxnopnupummuanHa (1 sks.
(ekBmBaneHT)) B 1,4-anokcaHe (15 06. (o6bemoB)) gobasnsann 6opoHoBy kucnoty (0,7 3KB.) 1
Pd(PPhs)s (0,025 3kB.). K nonyyeHHon cmecu pobaensnu 2 M pacteop KoCOs (7,5 06.) u
HarpeBann npn Temnepatype 90 °C B TeueHne Houm B atmocdhepe N.. PeakuyuoHHyo cmechb
oxnaxganu 40 KOMHaTHOW TeMnepaTypbl U KOHLEHTPUpoBanu B Bakyyme. OCTaTok pacTBOpAnm
B cmecn EtOAcBoga (1:1) (100 06.), n nony4YyeHHbIN pacTBop UNbLTPOBaNM Yepes Lenur.
OpraHuyeckuin Cnon OTAENSANN, 3aTem BOAHbIM cnon 3kcTtparmposanu EtOAc (50 06.).
O6beaNHEHHbIE OpraHM4YeckMe Cnou npombiBanyM HacbiweHHbIM BogHbiM NaCl (20 06.),
Bbicywmeann Hag NaxSO4, unbTpoBanu, n pacTBoputenb yaansanu B BakyyMme. [MonyyeHHbIN
OCTaTOK O4YMLanyM MeTOAOM KOMOHOYHON dhnaw-xpomaTorpacpum (anoeHT: [oT 0:1 o 1:19]
EtOAc:rentaH) ¢ nony4yeHnem xxenaemoro Lenesoro CoeanHeHns.

[0210] Cxema peakuyum 1, cragus 2. 4-xnop-6-samelleHHbIn-beHun-nnpumnanH (1 3ke.),
PdClz(dppf).DCM (0,05 3kB.) n TpnatTmnamuH (2 akB.) cycneHguposanu B gerasnposaHHom MeOH
(50 06.) B 6ombe, OCHALLEHHON MarHUTHOW Meluankon. ATMocdepy B PeakLUOHHOM COCyAe
3ameHann Ha Nz nocpecTBOM MOCNefOBaTENbHOIO BaKyyMUPOBaHUSA U HarHeTaHus rasa N»

(aaHHBIM npouecc nOBTOPANM TpwXkabl). 3atem OomOy npogyBanum CO nOCpenCTBOM
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nocneaosaTenbHoOro HarHeTanus CO n BakyymnpoBaHus. B cocyae cosgasanu gaesneHne 5 6ap
CO, n cocya HarpeBanu npu Temnepartype 50 °C npu nepemewwmBaHum B TevyeHne 5 yacos.
PeakunoHHOMyY cocyay NO3BOMSANU OCTbITb 4O KOMHaTHOW TemnepaTypbl nepej npojyeaHWeM
CO wn 3zanonHeHnem Na. PeakyMOHHYHO CMECb KOHLEHTPMPOBanNM B BaKyyMe, W MOSNYYEHHbIN
octatok pacteopsanu B EtOAC (30 06.) n soge (30 06.). PactBop hunbTpoBanu Yepes XnonkoByto
BaTy, W OPraHM4eCKMn Crnon OTAENsANM, NpPoMbiBanu HacbiweHHbIM BogHbiM NaCl (15 06.),
BbicywmBanun Hag NazSOs, unbTpoBanu U KOHUEHTPUPOBANM nNpu MOHMWKEHHOM [JaBnEHUN.
OuncTka MeTo0M KONMOHOUHON chnaw-xpomatorpadpum (antoeHT: [oT 0:1 go 1:9] EtOAc:rentaH)
NpvBOAUNA K NONYyYEHNIO LLIENeBOro COeANHEHNS.

[0211] Cxema peakynn 1, ctagmsa 3. 6-3ameLLeHHbln-PEeHNN-NMPUMNG UH-4-KapOOHOBOW KNCMOThI
METUMOBbIN CNoXHbIN 3chup (1 3kB.) cycneHguposann B MeOH (20 06.), 1 M pactsope NaOH (20
00.) n nepemeLlwnBan nNpu KOMHaTHOW TeMnepaType B TeYeHne 4 yacoB. PeaknOHHYIO CMeCh
nogkmcnanm 2 M HCI. PactBopumble npogykTbl 3skcTparmposann DCM (2 x 20 06.), u
OObegMHEHHbIE  OpraHuyeckme cnou  BbicywmBanu Hag MgSOs wu  cdunbTpoBany;
KOHLEHTPUPOBAHME TMPU MOHWKEHHOM [aBMEHUM MPUBOAMMO K MOMNYyYEHUIO LIENEBOro
coeAnHeHns. HepacTBopumble NpoaykTbl unbTpoBanu, npombiBanu Bogon (3 x 10 06.) n
rentaHom (3 x 10 006.), nocne 4ero BbiCylUMBaNM B Bakyyme C MNOMyYEHUEM LIENEBOro
COeANHEHNS.

[0212] Cneaytowme coegnHeHNs Oblny NOMyYEHbl, Kak Mo CyLLeCTBY ONMUCaHO BbILLE.

Ne XUMUUECKas CTOVKTYDA Monekynsp | Pesynbrtar macc-
coeanHeHust PYKTYP Has macca CcneKTpomMeTpum
NTSN
. OH [M+H]* = 265/267, 100%
npv BPEMEHM
1 @] 264,67 yaepxuaHua = 3,53 n
Cl 3,70 MmuH
_0O
NZN
s A__oH [M+H]* = 253, 100% npu
16 252,63 BPEMEHN YA EPXNBaAHUA =
Cl 0 4,06 MyH
F
NZN
s _oH [M+H]* = 253, 100% npu
17 252,63 BPEMEHN YA EPXMNBAHUA =
F 0 3,92 — 4,23 MuH
Cl
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Ne Monekynsap | PesynbTtar macc-
XumMunuyeckas CTpykTypa
coeanHeHust Has macca CNeKTpomMeTpum
NZN
s _OH [M+H]* = 269, 100% npu
18 269,09 BPEMEHN YyAEPXMBaAHUA =
cl O 4,04 muH
Cl
NN
s A _oH [M+H]* = 237, 100% npu
19 236,18 BPEMEHN YAEPXMBaAHUA =
F o 3,74 MmvH
F
NZN
s __OH [M+H]* = 265, 100% npm
20 264,67 BPEMEHUN YyAepXUBaHUA =
~o o 3,73 — 4,10 muH
Cl
Mpumep 2

Cxema peakuumn 2
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[0213] Cxema peakymm 2, ctagnsa 1. K R-OH (1 3kB.) B DCM (70 06.) npu Temnepatype 0 °C
gobasnsann anopom(tpudeHun)pocdopaH (1,2 3kB.). PeakyuMoHHOW CMecu nO3BONSANM
HarpeTbCa A0 KOMHATHOW TemnepaTtypbl U nepemelumBany B TeyeHue 16 uy. PacteopuTtens
yaananu B Bakyyme. K peakymoHHonm cmecum pobasnsnu DCM (10 06.). [MNpeuyunutar
bnbTpoOBanu ¢ NOMy4YeHNEM LIENEBOTO COEAUHEHNS. HEOUMLLEHHYIO CMeCb MCMOoNnb3oBanu Ha

cnegyrowem stane 6e3 40NONHUTENBHON OUYNCTKN.
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[0214] Cxema peakumn 2, ctagusa 2. K R-Br (1,1 skB.) B DMF (15 06.) go6aensnn 2-xnop-4-
nogdeHon (1 akB.) u Cs2COs (2,5 3kB.). PeakynoHHyto cmecb Harpesanu B konbe ¢ oGpaTHbIM
XONOAWUMBbHUKOM B TeyeHne 3 4yacoB B aTtMocdepe asota. PeakuMOHHOM CMEeCKH NO3BONSANU
oXnaguTbCa 40 KOMHaTHoON Temnepatypsbl, gobasnsanun EtOAc (40 06.) un BogHbIN amMmoHuiA (40
00.). OpraHnyeckuin cnon oTAEnNAnn, a 3atem BOAHbIN cron akcTparnposanu EtOAc (50 06.).
Ob6begnHeHHble OpraHMYyeckne Cnou npombiBany HacbiweHHbiM BogHbiM NaCl (20 06.),
BbicywmBann Hag NaxCOs, ounbTpoBanu, 1 pacTBOpUTENb yaansanu B Bakyyme. [MonyyeHHbIn
OCTaTOK OUMLANN METOAOM KONTOHOYHON chnaLi-xpomatorpachun (antoeHT: [3:1] EtOAc:rentaH) ¢
Nony4YeHNeM XXenaemoro LieneBoro COeANHEHUs.

[0215] Cxema peakuymn 2, ctagusa 3. K nepemelumBaemMon CycneHsum 4-sameLleHHoro-3-xmnop-
noabeHseHa (1 akB.) B gerasmposaHHom DMF (15 06.) gobasnsanu 6uc-gndopan (1,05 aks.),
Pd(OAc). (0,04 akB.) n KOACc (3,0 akB.). PeakymnoHHyto cmecb Harpesanu npu temnepatype 90
°C B TedeHne 5 4y B aTtmocdepe N,. PeakymoHHyd cmecb oxnaxganu A0 KOMHAaTHOM
Temnepatypbl M UNbTPOBaNM 4Yepe3 LEenuT, Mocrne 4ero KOHUEHTPUpoBanu B Bakyyme C
Nony4YeHNEM HEOUNLLEHHOrO NPOAYKTa. HeounweHHbI NpogyKT NCNOMNb30Bany Ha CneayoLwem
aTane 6e3 AONONHUTENbHOW OYNCTKM.

[0216] Cxema peakuyun 2, ctagus 4. K nepemewumBaemon cycneHaum guxnopnupnmmuguHa (1
3kB.) B 1,4-anokcaHe (90 06.) gobaBnsanu 60poHoBLIN cnoxHbln 3cup (1,0 3ke.) n Pd(PPhs)s (0,03
3kB.). K nonyuyeHHon cmecu pobaensnu 2 M pacteop KoCOs; (3 3kB.) M Harpesanu npwu
Temnepartype 90 °C B TeueHme 16 u B atmoccepe Na. PeakymoHHyIO CMECb oxnaxganu fo
KOMHaTHOW TemnepaTtypbl M KOHLEHTpUpoBanu B Bakyyme. OCTarok pacTBOpsnn B CMeCU
EtOAc:Boga (1:1) (100 06.), u NoNyyYeHHbIN pacTBop hunbTpoBany Yepes uenut. OpraHn4yeckuin
CMNon OTAEnanu, a 3aTem BOAHbIN cnon 3akcTparumposanu EtOAc (50 06.). O6beanHEHHble
OpraHn4yecKkne Cnou npomMbiBanuM HacbiWweHHbIM BogHbiM NaCl (20 06.), BbicywmBanu Hag
NaxSOs, hbunbTpoBanu, U pacTtBopuTEnb yAananu B Bakyyme. NonyyeHHbIn 0CTaToK ounwanm
METOAOM KOMOHOYHOM dhnaw-xpomarorpacdum (anteHT: [3:1] EtOAc:rentaH) ¢ nonyyeHuem
)Kenaemoro LieneBoro CoeANHEHUs.

[0217] Cxema peakuyumn 2, cragus 5. 4-xnop-6-samelleHHbIn-beHun-nnpumnanH (1 3kB.),
PdCl;(dppf).DCM (0,05 skB.) n TpnatmnamuH (2 akB.) cycneHguposanu B gerasnposaHHom MeOH
(50 06.) B 6ombe, OCHALLEHHOW MarHUTHOW Meluankon. ATMocdepy B pPeakLUOHHOM COCyAe
3ameHann N2 nocpeacTBOM MOCNELOBATENbHOIO BaKyyMUPOBaHMS UM HarHeTaHus rasa N»
(aaHHBIM npouecc nOBTOPSANM Tpwkabl). 3atem OomOy npogyBanum CO nNOCPesCTBOM
nocneaoBaTenbHOro HarHeTanHuss CO n BakyymnpoBaHus. B cocyae cospasanu gasneHne 5 6ap

CO, n cocya Harpesanu npu Temnepatype 50 °C npu nepemewmnsaHum B TevyeHne 16 yacos.
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PeakunoHHOMyY cocyay NO3BOMANU OCTbITb 4O KOMHaTHOW TemnepaTypbl nepej npojyBaHueM
CO u zanonHeHunem Nz. PeakyumoHHyl0 CMeCb KOHUEHTPUpOBanu B BaKyyme, U MONyYeHHbI
octatok pacteopsnm B EtOAc (30 06.) n Boge (30 06.). OpraHuyeckni cCrnon OTAENANW,
npombiBann HacbiweHHbiM BogHbIM NaCl (15 06.), BbicywmBann Hag NaxSO4, ounbTpoBanm u
KOHLIEHTPMPOBaNM MpU MOHWKEHHOM AaeneHun. OuncTka MEeToAOM nepekpucTannusauumn ¢
npumeHeHnem MeOH npusoamna K Nosy4eHUIO LEenNeBoro CoeanHeHns.

[0218] Cxema peakynn 2, ctagus 6. 6-3ameLLeHHbln-PeHNN-NMPUMNG UH-4-KapOOHOBOWN KNCMOThI
METUMOBbIN CroXHbIN 3cbump (1 akB.) cycneHamposanu B THF (20 06.), 2 M NaOH (2,5 akB.) u
nepemewmBani npu KOMHaTHOM TemnepaTtype B TeyeHne 4 vaco. Pacteoputenb (THF)
yaananu, u peakymoHHyro cmecb nogkucnanum 2 M HCI. [lonyyeHHoe TBepaoe BELLECTBO
unbTpPOBanM U BOAON C NONyYEHNEM KENAEMOro NpoyKTa.

[0219] Cnepytowme coeanHeHNs Gbinm NONyYeHbl, Kak No CyLeCcTBY ONUCaHO BbILLE.

Ne coeguHeHun | Xumuuyeckas CTpykTypa Monekynsap | Pesynerar mace-
HasA macca cneKTpomMeTpum
NN
| = OH [M+H]* = 293/295, 100%
2 /L 292,72 npu BpEeMeHH
o) O yaepxusanusa = 4,18 muH
Cl
NTSN
A o+ [M+H]* = 319, 100% npu
3 O\ 318,76 BPEMEHN YAEPXNBAHUA =
0O 0 4,61 MyH
Cl
NTSN
) LLA__oH [M+H]* = 307/309, 100%
4 H 306,75 npu BpPEMEHN
N0 O yaepxuBaHusa = 4,37 MyUH
Cl
NN
LA oH [M+H]* = 307/309, 100%
5 \/L 306,75 npu BPEMEHM
0 o yaepxuBaHusa = 4,37 MyUH
Cl

51



Monekynsip | PesynbTtar macc-
Ne coeauHeHnsa | Xumunueckasi CTpykTypa
HasA macca cneKTpomMeTpum
NN
LA __oH [M+H]* = 291/293, 100%
6 A 290,71 npu BpeMeHN
o) O yaepxuBaHusa = 3,93 M1H
Cl
NN
LA __oH [M+H]* = 305/307, 100%
7 304,79 npwu BpEeMeEHN
g\o O yaepxusanusa = 4,20 MuH
Cl
NN
L _A__oH [M-Na]- = 303/305, 100%
8 302,72 npu BPEMEHMN
v/\O o yaepxuBaHus = 4,14 MuH
Cl
Mpumep 3
Cxema peakuun 3
O
2 -y
/“D)IX? NTEN NI t
=0 )'\,,/«KWDV, - e
HO i
O\| CTagma 1 I Craana 2 5
7
CTagus 3 B-5
R1
RZ
Nl"‘*‘N Nl”‘*‘N
o OH L O
A Ctagua 4 J ~
H1 R1
H2 R2
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[0220] Cxema peakumn 3, ctagusa 1. Tpustunamuu (19,01 mn, 146,92 mmone) gobasnsanu no
Kannsm K pactBopy aAwatun Oyt-2-mHguoata (25,0 r, 146,92 mmonb) u dhopmamMunanH
rmapoxnopmnga (11,83 r, 146,92 mmonb) B auetoHuTpune (500 mn). NMonyyYeHHbIN KpacHbIN
pacteop Harpesanu npu temnepartype 80 °C B TeueHue 2,5 yacos. 1o npowecTBun gaHHOro
BPEMEHN PEeaKLMOHHYIO CMECb Oxnaxaann Ao TemnepaTypbl 5 °C ¢ npumeHeHmem GaHu ¢
HacblweHHbIM NaCl/nbaom, n peakynoHHY0 CMeChb NepemMeLlnBani npyu aHHOW TeMnepaTtype B
TeuyeHne 25 MuHyT. 10 NpOLWECTBAM AAHHOrO BPEMEHM MOMyYEHHbIN TBEPAbIA npeuyunuTaTt
cobupanu npu OTCacbiBaHWN U BbICYLUMBANN Ha BOPOHKE M3 OKanuHbl B TeyeHne 30 MUHYT B
Bakyyme npu KOMHAaTHOW Temnepartype, nocrne 4ero BbiCyLUMBanNyu B Bakyyme Mpu KOMHaTHOM
Temneparype B Te4eHme 3 YacoB C nonyvyeHnem uenesoro coeguHenuns (21,3 r, soixoa 86%) B
Buae 6rneaHoO-KOPUYHEBOrO TBEPAOro BewecTa. Tyzepk = 0,85 MuH (meToa 3,5 muHyT) m/z (ES+)
[M+H]" 169.

[0221] Cxema peakuynun 3, ctaagus 2. 3Tun 6-ruapokcunupummnamnH-4-kapbokennar (21,3 r, 126,67
MMOnb) pacTteopsnu B cyxom DMF (100 mn) B agByxropnon konbe. Konby npogysanys noTOKOM
asoTa npu oxnaxaeHun Ha negsHon 6aHe B TeuyeHne 10 MuHyT. 1o npoLecTBMM [aHHOrO
BpeMeHMn B TeyeHme 20 MnHyT gobaBnanu no kannsm TmoHun xnopug (15,6 mn, 215,6 mmons),
nocne 4Yero peakuMoHHY0 CMeCb HarpeBanu A0 KOMHATHOW TEMMepaTypbl U NepemelunBani B
aTtmocdepe a3oTa B TeyeHne 2 4yacos. [10 npowecTBnn 4aHHOTO BPEMEHN PEAKLMNOHHYIO CMECH
akkypatHo BbinuBanu Ha ~100 mn neasHonm Boabl. JoGaensanu TBME (100 mn), otaensnu
OPraHNYeCKNin Cron, N BOAHbIN CMNOW 3KCTparnpoBanu 4ononHuTenNbHbIM konnyecteom TBME (3
x 100 mn). O6beaNHEHHbIE OpraHNYeCKMe Cron NocrneaoBaTenbHO NpombiBanu Bogom (2 x 100
mn) n coneebiMm pacteopom (100 mn), nocne 4ero BbicywmBanu (MgSO,), cdunbTpoBann u
KOHLEHTPMPOBAanu ¢ NonyyeHmemMm ueneBoro coeguHenus (8,8 r, Boixoa 37%) B BUAE CBETMO-
opaHxesoro nopowka. dH (500 MI'y, DMSO) 9,23 (g (aynneTt), J=0,95T4y, 1 H), 8,16 (8, J =
1,10 'y, 1 H), 4,39 (k (kBagpynneT), J=7,09 'y, 2 H), 1,34 (T (tpunnet), J=7,17 T4, 3 H). Tyzepx
= 1,43 muH (meToa 3,5 muHyT) m/z (ES+) [M+H]* 187.

[0222] Cxema peakuuu 3, ctagus 3. Tpukanun cocdar (1,12 r, 5,63 mmonb) 4oOaBnsnm B BUAE
OA4HOW MOpUMK K MepemeluMBaeMOMy pacTBOpy auokcaboponaHa (3,75 mmonb) u oTun-6-
xnopnupumungnn-4-kapookcunarta (0,7 r, 3,75 mmone) B DMF (20 mn). Cmecb aerasuposanu
a30ToOM B TeueHume 5 MuHyT, nocne yero gobasnsanu Pd(dppf).Cl. (0,14 r, 0,19 mmonb) B BUaE
OA4HOW nopuuKn, 3aTeM CMecCb HarpeBanm po Temnepatypbl 80 °C m nepemewmBanu npu
yKasaHHON TemnepaTtype B TeuyeHne 16 yacoB B atmocdepe asota. 1o npowecTBum gaHHOro
BPEMEHMN PEaKLUNOHHYIO CMEChb OXNaXAanu O KOMHAaTHOW TeMnepaTypbl U pasgensanu mexay

aTnnagetatom (200 mn) n Bogon (100 mn). OpraHMYeCKNin CNon OTAENANWN, NOCNeA0BaTENbHO
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npombiBann Bogon (100 mn), 3atem conesbiM pacTeopom (100 mn), nocne Yero BbiCyLLIMBaAnNM
(MgS0O4), dunbTpoBanuM n KoHUeHTpuposanu. NonyyeHHOe KOPUYHEBOE TBEPAOE BELLECTBO
ounlann MeToAOM KOMOHOYHOW donaw-xpomartorpachum (antouposaHne: 40% EtOAc, 60%
renTaH) C Nony4YeHnem LIENeBoro CoegUHEHNs.

[0223] Cxema peakuun 3, ctagus 4. K nepemeluBaemMomMy pacTtBopy 3Tun 6-3amMeLieHHOro
nnpnmuamnH-4-kapbokcunarta (1,15 mmonb) B8 THF (10 mn) B Buae oaHom nopumm gobasnsnu
NaOH (2 M pacreop, 0,63 mn, 1,27 MMOnb), U CMeCb nepemewmBann MNpU KOMHATHOW
Temnepartype B TedyeHme 16 yacos, nocrne yero Harpesanu B konbe ¢ o6paTHbIM XONOANMbHUKOM
B TeYeHue 2 yacos. [10 NpoWECTBUN JaHHOTO BPEMEHU PEaKkUUOHHYH CMECb oxnaxganu Jo
KOMHaTHOW Temnepartypbl, U NOMy4YeHHbIN npeyunuTat cobupann nocpescTBOM unbTpayuu,
npombiBann THF (20 mn), nocne 4yero BbiCylUMBanyM B Bakyyme C MOMlyYeHWEM LIENeBoro
coeAMHeHus.

[0224] Cnepytowme coeanHeHNs Gbinm NOMyYeHbl, Kak No CyLecTBY ONMCaHO BbILLE.

Monekynsp | PesynbTar macc-

Ne coeanHeHu XumMmnyeckasi CTpykT
A A A CTPyKTYpa Has macca CNEeKTpoMeTpumn

NN

| = OH [M+H]" = 279/281, 100%
9 278,04 npw BpEMEHN
O O yaepxusanusa = 3,65 muH

Cl

Mpumep 4

Cxema peakuuun 4
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[0225] Cxema peakyuun 4, ctagus 1. B xonoaHbin (-78 °C) nepemelunBaemblii pacteop 4-6pom-
2-xnop6eHsanbgernga (5,0 r, 0,023 mone) B THF (100 mn) B TeueHne 1 yaca goGaensnu no
kannam metunmardus 6pomug (1,4 M B Tonyone/THF, 1,5 mn, 0,046 monb), U cmecb
nepemMeLllnBanu npu JaHHON TemnepaTtype B aTmocdepe asota B TeyeHune 1 vaca. [Mo
NPOLIECTBMM AAHHOIO BPEMEHWN PEaKUMOHHON CMEeCH MO3BOMSANN HarpeTbCsl A0 KOMHAaTHOM
Temneparypbl B TeueHue 1 yaca, nocne yero nepemeLlumBanm B TedeHue ewe 1,5 yacos. 3arem
peakUMOHHY0 CMeCh oxnaxganu 50 Temnepatypbl 5 °C Ha neasiHon 6aHe u nepemMmelumBanu B
TeyeHue 10 MUHYT, nocne Yyero Ao6aBNsANM NO KanmsiM HaCbILEHHbIN XNopug aMmmoHus (40 mr)
N NpoAoKany NepemeLlnBaHme npv AaHHoN TemnepaType B TeyeHne ewe 10 MUHYT, a 3atem
peakUMOHHON CMECU MO3BOMSANN HarpeTbCst 40 KOMHAaTHON TemnepaTypbl. 3aTeM NOMyYeHHyo
cMecb 3KcTparmpoBanu atunadetatom (1 x 100 mn), opraHUYECKMIA CrNOW NOCHeAOoBaTENbHO
npombiBany Bogoin (100 mn) n conerbim pacteopom (100 mn), nocne yero Boicywumsanu (MgSQO,),
bnbTpoBanu n KOHUEHTpupoBanu. [MonyyeHHbIn OCTaTOK OYUWAn METOLOM KONMOHOYHON
dnaw-xpomartorpachum (anounposanue: 10% stunavetat, 90% rentaH) ¢ nonyvyeHneM Lienesoro
coepunHeHns (4,33 r, Bbixog 81%) B Buae 6ecusetHoro macna. 6H (500 My, DMSO) 7,64 (g, J
=1,58 'y, 1 H) 7,49 - 7,60 (m (mynbTtunneT), 2 H) 5,47 (a, J= 3,00 'y, 1 H) 4,96 (a4 (aBOWMHOM
aynnert), J=6,07,2,60 'y, 1H) 1,28 (g, J=6,31Ty, 3 H).

[0226] Cxema peakuyun 4, ctagmna 2. K oxnaxaeHHomy (0 °C) nepemewnsaemomy pacrteopy 1-
(4-6pom-2-xnoptennn)stan-1-ona (1,5 r, 6,4 mmonb) B8 DMF (15 mn) B TeyeHne 5 MUHYT no
yacTtam gobaenanu rmapua Hatpus (60% B macne, 0,38 r, 9,6 MMOnNb), N PEaAKLMOHHYHO CMECH
nepemewmBanyi nNpu AaHHOW Temnepatype B TeuyeHMe 20 MUHYT B atMoctepe asoTta. [lo
NPOLECTBMN AaHHOrO BpeMeHu fob6aenann metunuoauns (0,48 mn, 7,6 Mmonb) B BUAE OA4HON

nopuMu, N PeaKLNOHHON CMECU NO3BOMSANN HArpeTbCsA 40 KOMHATHOW TEMNEPATYPbI, MOCINE Yero
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peakUMOHHYO CMeChb NepeMeLunBani B TeueHne ewe 18 yacos. Peakumto racunm go6aBneHnem
Bogbl no kannsm (15 mn) B TeuyeHne 10 MUHYT, U MOMyYEHHbLI PacTBOP 3KCTparnpoBanu
atnnagetatom (2 x 30 mn). OObegnHEHHbIE OpPraHUYECKMe IKCTPaKTbl MOCNEeA0BaTENbHO
npombiBanu sogon (100 mn) n conesbiMm pacteopom (10 mi), nocne yero Boicywmsanu (MgSO.),
nnbTpoBann N KOHUEHTPMpOBanu C noslydeHnem Lenesoro coegmnHenna (1,5 r, Bbixog 99%) B
Buge xentoro macna. oH (500 Ml'y, DMSO) 7,71 (g, J=1,89 T4, 1 H) 7,60 (a4, J =8,35, 1,89 I,
1H) 7,39 (g, J=8,35Ty, 1 H) 4,63 (x, J=6,46 'y, 1 H) 3,16 (c (cuHrner), 3 H) 1,26 — 1,38 (m, 3
H).

[0227] Cxema peakuum 4, ctagmm 3, 4 n 5 npoBOANNK Tak, Kak ONMCaHO ANA CXeMbl peakyum 3.

[0228] Cneaytowme coegnHeHNs Oblny NOMYYEHbl, Kak Mo CyLeCTBY ONMCaHO BbILLE.

Monekynsip | Pesynbrar macc-

Ne coeguHeHus | XuMmu4yeckas CTpykrtypa
Has Mmacca CneKTpoMeTpum

NN
L _A_oH [M+H]" = 293/295, 100%
10 292,72 npu BPEMEHN
O o yaepxunsaHus = 3,72 MUH

Mpumep 5

[0229] Cneaytowme CoeanHEHNS MOXHO MONYYNTb, Kak MO CyLLECTBY ONMCAHO BbILUE.

Ne coegnHeHnss | Xumunueckas CTpykrypa XumMmunyeckoe HasBaHue
NN 6-(3 4
I P OH -(3-xnop-4-
11 (ymknonponokCUMeTUN)-
o) ') dheHnn)NNpUMnAnH-4-kapboHoBas
v/ Kucnota
Cl
N“SN
I P OH 6-(3-xnop-4-(1-
12 LMKMONPOMNOKCUITII)-
o) 0 heHnN)NINPUMNAnH-4-kapboHoBas
v/ Kucnota
Cl




Ne coeanHeHns | Xmmunueckas CTpykrypa XumMunyeckoe HasBaHue
NN
| Z OH
6-(4-xnop-3-LMKnonponokcu-
13 ) deHnn)NnpuMnanH-4-kapboHoeas
Cl Kkucnota
v
NTSN
| 7 OH
6-(4-xnop-3-1n3onponokcu-
14 cl @) eHun)NMpMMnanH-4-kapboHoBas
Kucnota
\(O
NTSN
| = OH
6-(4-xnop-3-n3o06yTokcu-
15 cl o dheHnn)NnpUMnanH-4-kapboHoBas
/LO Kkucnota

Mpumep 6
[0230] Hnxe npeacraeneHa o6oOweHHas npoueaypa KOHTPONS TUMAPOKCUNUPOBAHUSA L-
knHypeHnHa (KYN) ¢ obpasoBaHuem npogykra 3-ruapokcu-knHypeHmHa (3OH-KYN) meTtogom
KX/MC. TMpoayKT KONMMUYECTBEHHO OMNpPeAEnsnn nocpeacTBOM MOHUTOPUHra MHOXECTBEHHbIX
peakuuin ¢ npumeHeHnem MC.
OCHOBHbIE peakTUBbI:
CoepuHeHne: NcxopHble koHUyeHTpaymn: 10 mM B 100% DMSO
JInHna kneTok: nuHusa knetok CHO GST HIS KMO, 1E4 knetok/nyHky/100 mkn B 96-
NYYHOUYHOM MNaHLWeTe AN KNeToK
Cybctpart: L-KnHypeHunH (Sigma: kat. Ne K3750, ncxogHas KoHUEHTpauus:
10 mM B 100 MM kanuin-cpocchaTtHom Bychepe, pH 7,4)

YcnoBus aHanusa:

Cpepa: OptiMem (Ix cpeaa CO CHWXKEHHbIM COAEPXaHWEM CbIBOPOTKMN, +L-
rnytamnH + HEPES — cheHonoBein kpacHbin; GIBCO: kat. Ne 11058)

O6bem aHanunsa: 200 mkn

dopmar nnaHwerta: 96-NyHOUHbIN NAAHLWET, Npo3paydHbli (Corning)
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CunTbiBaHNE: konnuyectseHHoe onpeaeneHue npogykra (30OH-KYN) ¢ npumeHeHnem
npoaykT-cneyndgpuyHoro MMP
CunTbiBalOLLIEE YCTPONCTRO: HKX/MC/MC

MpoTokon aHanu3sa:

O TrOTOBUNU cepuiiHble pasBeaeHus (¢ daktopom 3) coeamHeHns B 100% DMSO (BepxHsis
KOHUeHTpauua = 6,67 mM, 100% DMSO)
[8 Touek: 6,67 MM; 2,22 mM; 0,74 mM; 0,247 mM; 0,082 mM; 0,027 mM; 0,009 mM; 0,003 mM]

o rotounu 300-KkpaTHbIA KOHLEHTPMPOBAaHHbLIA PacTBOP KawAOW KOHUEHTpauMm CoeaunHEeHNs
(BepxHAa KoHyeHTpauma 22,22 mkM, 0,3% DMSO) B cpege OptiMem
[22,2 mkM; 7,41 mkM; 2,47 mkM; 0,82 mkM; 0,27 mkM; 0,09 mkM; 0,03 mkM; 0,01 mxM]

o rotosunu cybctpat (10 mM) B koHUeHTpaymn 1,1 MM B cpege

o OoTOupanu cpegy U3 NnaHweTa c KneTkamm

o knetku npombiBany OptiMem (100 mMkn/nyHKy) n cHoBa oTbupanu cpeay

o cmecb ansg aHanusa: 90 mkn OptiMem/nyHky + 90 MKn COE€AMHEHUWE/NYHKY B KaXXaon

KOHL|eHTpaumm
[KoHeuHasa BepxHsa KoHUeHTpauna coeguHerHns: 10 mkM; 0,15% DMSOQO]
[KkOHEeuYHasa HMKHAR KOHUeHTpaunsa coegunHenus: 0,004 mkM; 0,15% DMSO]

o npeaBapuTenbHas nHkybaums: 30 MuH. npu Temnepartype 37 °C

o Aobasnsanu 20 Mkn/nyHKy pacTteopa cybetparta 1,1 MM (koHeuyHasi KOHUEHTPaUus B aHanmse:
100 mkM)

©  MONOXWUTENbHbIN KOHTPOonb: 200 mkn OptiMem

o oTpuuareneHblin kKoHTponb: 180 mkn OptiMem + 20 mkn 1,1 MM cybceTpata

o UMHKyOupoanu ~24 y npu Temneparype 37 °C

o nepeHocunu no 100 MKN M3 KaXA0M NYHKM B NPO3payHbli 96-nyHOUYHbIN nnaHweT (Corning)

o Aobasnsann no 100 mkn/nyHky 10% TpuxnopykcycHon kucnotel (TCA) B BOAE

© UeHTpudyrmpoBanu nnaHweT B TeyeHne 3 MuH. npu 4000 06./MuUH.

o OOHapyxmBann npoaykt wmetoaom XX/MC (nHxekumss 50 MKN/NyHKy; 2,5-kpaTHoe

nepenonHeHne npo6ooT6opHon neTnn oobemom 20 MkI)

AHanu3 paHHbIX: ICsy paccunTbiBanu C MPUMEHEHMEM aBTOMAaTU3NPOBAHHOIO anropuTma

nogbopa (A+ AHanua)

Mpumep 7
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[0231] Hnxe onucaH cnoco® KoHTpons rugpokcunuposaHns L-kuHypenmHa (KYN) ans
obpasoBaHnsa npoaykta 3-rugpokcu-knHypeHnHa (30OH-KYN) wmetogom XKX/MC. TMpoaykT

KOnn4eCcTBeHHO onpeaenann nocpeiCTtBOM MOHUTOPUHIA MHOXXECTBEHHbIX peaKLlMVI.

OCHOBHbIE peakTUBbI:

CoepnHeHne: NcxopHble koHyeHTpaymn: 10 MM B 100% DMSO

depmeHT: depmeHT KMO, nonyuyeHHbln B Evotec nocpeacrtsom BblgeneHus
MUTOXOHApU N3 knetok CHO-GST HIS KMO

Cybctpart: L-KuHypeHuH (Sigma: kat. Ne K3750)

[nexogHasa koHueHTpaymsa: 10 MM B 100 MM kanuin-cbochatHom Bydbepe,
pH 7,4]

YcnoBusa aHanusa:

Bydep: 100 mM dcpocpat kanusa, pH 7,4, 200 mkM NADPH, 0,4 E/mn G6P-DH
(rnoko30-6-cbochaTtaernaporeHasa), 3 MM G6P (D-rntoko3o-6-cbocdar)

O6bem aHanunsa: 40 mkn

dopmar nnaHweta: 384-nyHouYHbIN NnaHweT, npo3payHbii (Matrix)

CunTbiBaHNE: konnuyectBeHHoe onpeaeneHue npogykra (30OH-KYN) ¢ npumeHeHnem
npoaykt-cneyndpmnyHoro MMP (MOHUTOPMHIa MHOXECTBEHHbIX pPeakUuin)

CuntbiBatoLee ycTponcteo: KX/MC/MC

MpoTokon aHanu3sa:

O TOTOBUNU cepuiiHble pasBeaeHus (¢ daktopom 3) coeamHeHns B 100% DMSO (BepxHsis
KoHueHTpauyuna = 10 mM, 100% DMSO)
[8 Touek: 10 mM; 3,33 mM; 1,11 mM; 0,37 mM; 0,12 mM; 0,04 mM; 0,0137 mM; 0,0045 mM,
0,0015 mM]

o rotoBunu 3,33-kpaTHbIil KOHLEHTPUPOBAHHBIN PACTBOP KaXKAOW KOHLEHTpaLumn CoeNHEeHUs
(BepxHsia koHUeHTpaums 300 mkM, 3% DMSO) B 6ychepe ans aHanusa
[koHueHTpayuu: 300 mkM; 100 mkM; 33,3 mkM; 11,1 mkM; 3,70 mkM; 1,23 mkM; 0,41 mkM;
0,137 mkM]

o rotoBunu cybctpar (10 mM) B kKoHUeHTpaumun 1 MM B Oycepe ansa aHanmsa

O CMeCb ANs aHanusa: 4 MKN CoeNHEHNE/NYHKY KaXKA 0N KOHUEeHTpauum + 24 mkn 6ydepa ans

aHanusa/nyHky + 8 mkn depmeHta KMO yenoseka + 4 mkn 1 MM cybcTpata (koHeuyHas

KoHueHTpauyna = 100 mkM)
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[KkoHeuHada BepxHAA KOHUeHTpauna coeguHerus: 30 mkM; 0,3% DMSO]

[KOHeuYHada HWKHAA KoHUeHTpauna coeguHeruns: 0,0137 mkM; 0,3% DMSO]

O MONOXWUTENbHbIN KOHTPONb: 4 Mkn 50 mkM FCE28833 B Oydepe ansa ananusa [0,5% DMSO]

(kOoHeuYHas KOHUeHTpaunsa B aHannse = 5 MkM) + 24 mkn Sydepa gns aHanmnsa/nyHky + 8 mMkn

depmeHTa KMO yenoseka + 4 mkn 1 MM cybeTparta (koHeyHas koHueHTpaums = 100 mkM)

O OTpuUaTeEnbHbIN KOHTPOMb: 28 Mkn Oydepa ansa aHanusa/nyHky + 8 mkn pepmeHta KMO

yenoseka + 4 mkn 1 MM cybcTparta (koHeuHas koHueHTpayms = 100 mkM)

o uHKyOupoanu 400 MUH. Npu K.T.

o Aobaensanu no 40 mkn/nyHky 10% TPUXNOPYKCYCHOW KUCNOThI B BOAE ANSt OCTAHOBKW aHanm3a

1 npeyunutayun 6enka

o ueHTpudpyrnpoBanu nnaHweTt B TeyeHne 3 muH. npu 4000 06./MUH.

o ObHapyxmBanun npoaykt nocpeactsom XX/MC (nHxekyma 50 mkn/nyHky; 2,5-kpatHoe

nepenonHeHne npobooTbopHoN neTnm o6bemom 20 mkI)

AHanu3 gaHHbIX:

ICs0 paccunTbiBanM C NPYMEHEHMEM aBTOMAaTU3MPOBaHHOrO anropuTMa

nogbopa (A+ AHanus).

Mpumep 8

[0232] OnucaH cnoco® koHTpons ruapokcunuposaHns L-kuHypeHuHa (KYN) ¢ o6GpasoBaHnem 3-

rmapokcn-knHypeHuHa (30OH-KYN) metogom XKX/MC. TpoayKT KONMMYECTBEHHO Onpegensanv

NocpeACTBOM MOHUTOPUHIa MHOXECTBEHHbIX peakuun (metog MIMP).

OCHOBHbIE peakTUBbI:

CoegunHeHue:

depmeHT:

Cybctpart:

YcnoBusa aHanusa:

Bydbep:

O06bem aHanuaa:;

NcxopHble koHuyeHTpaymn: 10 mM B 100% DMSO

depmeHT KMO, nonyyeHHbln Evotec ns neyeHn meiwn (B Bospacte 4 — 6
HeAenb) NOCPEACTBOM BblAENEHUS MWTOXOHAPWUA, Kak OMMWCaHO B
nuTepaTtype

L-KnHypeHunH (Sigma: kat. Ne K3750, nucxogHas koHuyeHtpauyma: 10 mM B
100 mM kanun-choccaTtHom Bycbepe, pH 7,4)

100 mM dpocbaT kanusa, pH 7,4, 200 mkM NADPH, 0,4 E/mn G6P-DH
(rntoko3o-6-cpochaTaerngporeHasa), 3 MM G6P (D-rnioko3so-6-cpochar)

40 mkn
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dopmar nnaHweta:  384-nyHOYHbIN NnaHweT, npo3payHbii (Matrix)

CunTbiBaHNE: konnyectseHHoe onpeaeneHue npogykra (30OH-KYN) ¢ npumeHeHnem

npoaykT-cneyungpuyHoro MMP

CunTbiBatoLee ycTponcteo: KX/MC/MC

MpoTokon aHanu3sa:

@)

roTOBWMN CepuinHble pasBegeHus (¢ daktopom 3) coeagumHeHus B 100% DMSO (BepxHss
KoHueHTpauyma = 10 mM, 100% DMSO)

[8 Touek: 10 mM; 3,33 mM; 1,11 mM; 0,37 mM; 0,12 mM; 0,04 mM; 0,0137 mM; 0,0045 mM,
0,0015 mM]

rotoBunu 3,33-KpaTHbIi KOHLEHTPUPOBAHHBIN PacTBOP KaXAO0N KOHLEHTpauumn coeinHeHns
(BepxHsis koHueHTpayms 300 mkM, 3% DMSO) B bydhepe gns aHanusa

[koHueHTpayun: 300 mkM; 100 mkM; 33,3 mkM; 11,1 mkM; 3,70 mkM; 1,23 mkM; 0,41 mkM;
0,137 mkM]

rotoBunu cybctpar (10 mM) B koHUeHTpauun 1 MM B Bycdepe ans aHanusa

CMECb ANs aHanu3a: 4 MK COeaUHEHNS/NYHKY KaXka0M KoHUeHTpauun + 24 mkn 6ychepa ans

aHanusa/nyHky + 8 mkn depmeHta KMO mbiwum + 4 mkn 1 MM cyberpata (koHeuHas
KoHUeHTpaunsa = 100 mkM)

[KkOHeuUHasa BepxHAA KoHUeHTpauusa coeguHerus: 30 mkM; 0,3% DMSO]

[KkOHEeYHasa HMKHAR KOHUeHTpauna coeguHenuns: 0,0137 mkM; 0,3% DMSO]

NONOXUTENbHbLIA KOHTponb: 4 mkn 50 mkM FCE28833 B 6ydhepe ans aHanusa, 0,5% DMSO

[kOHeuHas koHUeHTpauus B aHanu3e = 5 mkM] + 24 mkn Oydhepa ans aHannsa/nyHky + 8 mMkn
tdhepmeHTa KMO Mmbiwm + 4 mkn 1 MM cyGeTpata [koHeuHas koHueHTpaums = 100 mkM]

oTpuLaTENbHbLIA KOHTPONb: 28 mkn Oydepa ans aHanusa/nyHky + 8 mkn cdepmeHta KMO

Mbiwn + 4 mkn 1 MM cyBcTpaTa [KoHeuHas koHueHTpauus = 100 mkM]

NHKyBuposanu 40 MUH. Npu K.T.

fo6asnsanu no 40 mkn/nyHky 10% TPUXNOPYKCYCHOM KUCIOTbI B BOAE 411 OCTAHOBKM aHanmsa
1 npeyunutTayun 6enka

LeHTpudyrmposanu nnaHweT B TeueHne 3 muH. npn 4000 06./MUH.

oOHapyxmBanu npoaykt nocpeactBom XX/MC (nHxekumst 20 MKN/NyHKy, 2-KpaTHoe

nepenonHeHne npo6ooT6opHoN neTnn oobemom 10 mkn)

AHanu3 paHHbIx: ICso paccunTbiBanu C MPUMEHEHMEM aBTOMATU3WPOBAHHOIO anropuTma

nogbopa (A+ AHanus).
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Mpumep 9
[0233] C npymeHeHWeM npoueayp, aHanoOrMyHbIX NpouUeAypamM, OMUCAHHbIM B HACTOSLLEN

3aaBke, Oblna npoaHanusnpoBaHa akTUBHOCTb CMEAYIOLUX COELNHEHWI.

Ha3saHue cornacHo IUPAC % WHrmbupoBaHus B KOHLEHTpaLumn
(MexxayHapoAHbIN COO3 YUCTOU U 10 mkM*
NPUKNagHoOM XUMun)
6-(4-xnop-3-mMeToKCU-heHNN)INPUMNLUH-4- 99,62
kapboHoBas kucnoTa
6-(3-xnop-4-n3onponokcu- 100
heHNN)NNpMMnANH-4-kapBboHoBas KACNOTa
6-(3-xnop-4-(4NKNONEeHTNNOKCK)- 97
heHNN)NNPUMMANH-4-kapBboHoBas KUCMOTa
(8)-6-(4-emop-ByTOoKcu-3-xnop- 100
heHNN)NNPMMMANH-4-kapBboHOBas KUCnoTa
(R)-6-(4-emop-6yToKkcu-3-xnop- 100
heHun)nupumngnH-4-kapOoHoBas Kucnorta
6-(3-xnop-4-4MKnonponoKkcu- 100
theHun)npumngnH-4-kapOoHoBas KucnoTta
6-(3-xnop-4-4nknobyToKCK- 100
heHun)npumnanH-4-kapOoHoBas KucnoTta
6-(3-xnop-4-(4NKNONPONUITMETOKCH)- 101
theHun)nMpuMnanH-4-kapOoHoBas K1ucnoTa
6-(4-xnop-3-hTop-heHnn)nnpmmmant-4-
| pKas:SOHiiﬂ chznofa 102,645

Mpumep 10

NMPOLEEOAYPA MUKPOOVATN3A ANA UCCNEAOBAHMU HA MbILLAX

[0234] >KnBoTHbIM NPOBOAUNN aHECTE3UNIO C NpMeHeHneM nsodnypana (2%, 800 mn/muH. Oy).
Ona  mecTtHoro o6esbonuBaHWs  nUCnonb3oBanu  OynuMBakauH/anuMHedpuH, Ans  40-
/nocneonepaynoHHoro 06e36onmMBaHusa UCNoNb3oBanyM MUHAAUH unu kapnpodeH. XKUBOTHbIX
nomeLlann B crepeoTakcuyeckyto pamky (Kopf instruments, CLUA). B crpuatym BBogunu I-

o0pasHble 30HAbLI (MemBpaHa: NONMaKPUNOHUTPWIT, MOBEPXHOCTb BO3genctans 3 Mm; Brainlink,
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Huaepnanabl). lNocne xnpyprnieckon npoueaypbl XXMBOTHbIX COAEPXKAaNU B KNETKax no 04HOMY;
XNBOTHbIE NOnyYanu nuwy u Bogy 6e3 orpaHnyeHns.

[0235] SkcnepmeHTblI MPOBOAUNN YEPES3 O4UNH 4EHb NOCHE XUPYPrmyeckon npoueaypbl. B aeHb
3KCMEPUMEHTa 30HAbI XUBOTHbLIX COoeaunHsnu rmbkon Tpybkon PEEK ¢ mukponepdy3noHHbIM
Hacocom (wnpuyeBbin Hacoc Harvard PHD 2000, Holliston, MA unn aHanoruyHein). |- o6pasHbeie
30HAbI AnA  Mukpoamanusa nepdysumpoanun MCMXX  (MCKYCCTBEHHOW CMMHHOMO3IOBOW
XnakocTbto), cogepxawen 147 mM NaCl, 3,0 mM KCI, 1,2 mM CaCl, n 1,2 mM MgClz, npu
ckopocTtun notoka 1,5 mkn/mun. O6pasuel 4N8 MUKpoamnanusa otonpanu ¢ nHrepsanamm 20 MUHYT
C NOMOLLbIO aBTOMAaTNUYECKOro konnekTopa dppakymn (820 Microsampler, Univentor, Manbta nnn
aHanornyHbeln) B MMHUMNakoHbl, cogepxawme no 10 mkn 0,02 M mypasbuHon kucnotbl (FA) n
0,04% ackopbuHOBOM KUCMOTbI B yrbTpaounweHHon HO. B momeHT BpemeHu t = -30 MuH.
BBOAUNKN HanonHutene wunu  wuHrmbutop KMO, ytoObl nOATBEPAWTb LEHTpanbHoe WU
nepndepnyeckoe nHrnbnposaHme KMO B MOMEHT BBEAEHUS KNHYPEHMHA. B MOMEHT BpemeHu t
= 0 BBOAUNN HANOMHUTEND UNK KNHypeHnH. OBpasLbl MuKpognanmusaTa otonpanm B TeyeHue 240
MWH. nocrne BBeEeHUs KMHypeHuHa. Bce obpasupl nocne gnanvsa xpaHunu npy Temneparype -
80 °C nepepn npoBegeHneM aHanmnsa. YpoBHU nobbix unu Bcex metabonutos MK — KYN, KYNA,
3-OH-KYN, AA u QA, — B gnanmsarax KonnyecTBeHHO onpegensnn metogom >KX-MC/MC ¢
npusnevyeHnem komnaHum Brains On-Line. [ocne npoBefeHUst 3KCNEPUMEHTA MbILLIEN
yMepLBnAnu, 1 obpasubl TEpMUHaNbLHON 06nacTy ronoBHOrO Mo3ra (CTpuaTym + kopa), neyeHmu,
nouek, nnasmbl 1 CMXX otbupanun ansa aHanmsa metabonurtos K. YpoHu meTtabonutos MK
namepsnu B obpasuax TepMMHaNbHOW o6nacT ronoBHOrO Mo3ara (CTpuatym + Kopa), NeYeHu,
noyek, nnasambl 1 CMX c npuBneyeHnem komnaHum Brains On-Line. HakoHey, ypoBHU
KWHYpeHnHa un uHrmbutopos KMO B o6pasyax A03MPOBaHHbIX COCTABOB KONMYECTBEHHO

onpeaenann ¢ npuerneyeHmem komnaHum Brains On-Line.

Mpumep 11

[0236] PackpbiT cnoco6 msyuyenus moaynmpoaHus KYN, KYNA, AA n 3-HK nocpeacteom
nHrnbuposarHms KMO CoepunHeHnem 6 BO BHEKNETOYHOM MPOCTpPaHCTBE CTpuatyma. bonee
KOHKPETHO, LieNbl0 AaHHOro 3KCNepuMMeHTa Obina AeMOHCTpauus A40303aBUCUMbIX Pasnuyunn
noBbILWEHNS YPOBHSA LeHTpanbHbix MeTabonutoB MK (KYN, KYNA, AA, 3-HK) npu BBeaeHum
pasnuuHblx ypoBHen CoeaunHeHust 6 B TOMOBHOM MO3re XWMBOTHOro. [locne npoueaypbl
MUKPOAMNANN3a, ONMCaHHOWN B HACTOsILLEN 3asBKe, ypoBHU meTabonuTtos MK — KYN, KYNA, 3-HK
n AA — B gunanumsate konuyectBeHHO onpegenann metogom XX-MC/MC ¢ npuBnedyeHnem

komnaHum Brains On-Line.
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[0237] MpoBogunn mukpoamanua nocne n.o. (nepopanbHoro) BeegeHus CoeanHeHns 6 B
pasnnyHbiX ypoBHAX A03 (3 mr/kr, 10 mr/kr nnn 30 mr/kr). bbino nokasaHo, yto CoeguHeHne 6
Bbi3blBano poso3aBucnumoe yeenuyeHne yposHa KYN (cm. dur. 1), a Takke 3awuTHbIX
meTabonutoB KYNA (cm. dour. 2) n AA (cm. cur. 3) B cTpMaTtyme Mbillun, B TO BPEMS Kak B
OTHOWeEHUN BpeaHoro Metabonnta 3-HK Habnioganca HesHauuTenbHbld adhdpekt nnbo

oTcyTcTBue adbcpekTa (cm. ur. 4).

Mpumep 12

[0238] PackpbIT cnocob uayvyeHns mogynupoBaHns ypoBHs meTtabonutos MK y xunBoTHbix HD,
aHanoruvHblx koHTponam AT (aukoro Tvna). bonee KOHKPETHO, Lenbio AaHHOro 3KCNepuMeHTa
6bina gemoHcTpauns Toro, uto CoeguHeHne 6 mogynupyeT pasnuyunus nNpy noBbILEHUN YPOBHSA
KYNA B ronoBHOM Mo3re XuBOTHOro. [locrne npoueaypbl MWUKpoAguanusa, OMUCAHHOW B
HacTosLen 3asBke, YpoBHU MeTabonuta MK KYNA B guanusarte KONMMYECTBEHHO OMNpesensnm
meTogom XKX-MC/MC ¢ npuneyeHnem komnaHum Brains On-Line.

[0239] MpoBoannn Mukpoananus nocne n.o. BBegeHna CoeguHeHns 6 B kOHUEHTpauum 3 mr/kr
unun 10 mr/kr. Beino nokasaHo, uto CoeguHerne 6 ysenuumnsaet KYNA kak y xnBoTHbIX AT (cm.
dour. 5), Tak n y xmBoTtHbix HD (cm. cour. 6), npuuem pasHuLa Mexay faHHbIMU ABYMS rpynnamMmu

Oblna He3HaYUTENbHON.

Mpumep 13

[0240] PackpbIT cnocob usyyeHus capmakogmnHammyeckmx ahhekToB KnHypeHunHa (30 mr/kr,
n.o.) n CoepgnHenuns 6 (30 mr/kr, N.0.), KOTOpblE BBOAWMN COBMECTHO NN BBOAUNN HE3ABUCUMO,
Ha BHekneTouHble ypoBHU KYN, KYNA, 3-OH-KYN, AA n QA B ctpuatyme (STR) B3pocCnbix
camuoB Mbiwen OT. Bonee KOHKPETHO, LENb AAHHOMO 3KCMEpPMMEHTa Obina AEeMOHCTpauus
pasnuynin NpyU NOBbILUEHUN YPOBHSA LieHTpanbHoro metabonuta MK npu BBEgEHUN KMHYpPEHNHA
Nno CpaBHEHUIO C BBeaeHMeM uHrMbuTopa KMO, KOTOpbIn, Kak oxuaaetcs, Onokupyet
katabonnam KMHypeHWHa Ha aSTane, KOTopbin pacnonoxeH nocne KMO, B ronoBHOM MO3re
XNBOTHOTO.

[0241] Mocne npoBeaeHUA MUKpoamManusa nocne n.o. eBeaeHus coeguHeHns (30 mr/kr, n.o.)
OCyLWEeCTBNANM coBmecTHOe BBeaeHne CoeguHeHus 6 (30 Mr/kr, n.0.) UNM KUHYpPEHWHA 1"
CoeaunHeHuns 6 (30 mr/kr, kaxabln n.0.). bbino nokasaHo, yto CoeanHeHne 6 yBenuumsaeTt KYN
(cm. dbur. 7), a Takke 3awmTHble meTadonutel KYNA (cm. cdur. 8) u AA (cm. cour. 9) B cTpnatyme
MbILLEN, B TO BPEMSA KaK KUHYPEHUH cam no cebe okasbiBan He3HauyuTenbHbIn 3pdekT unu He

okasbiBan adhchekta Ha faHHble meTabonutel. bonee Toro, n.o. BBegeHne CoefuHeHns 6
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Onoknpyet TokcnyHble meTabonutbl 3-OH-KYN (cm. cour. 10) n QA (cm. cour. 11), Torga Kak
BBEJEHNE KNHYPEHUHA YBENNUYNBAET YPOBEHb AaHHbIX MeTabonnToB B CBS3U C KaTabonnsamom

KNHYpPE€HNHa B rONNIOBHOM MO3re MblLUN.

[0242] HecmoTps Ha TO, YTO OblnM MOKasaHbl N ONUCaHbl HEKOTOPbIE BapuaHTbl peanusayum
HacTosiLLero nsobpeTeHns, B npegenax gyxa n obbema HacToswero n3obpeTeHnss BO3MOXHbI
pasnuyHble moaudvkaumm 1 3ameHbl. Hanpumep, npv TOMKOBaHWU MYHKTOB POpMyrbl
n3obpeTeHna He npeanonaraeTcs, YTo popmyny M306peTeHUs, N3NOXEHHYID HUXE, creayeT
TOMKOBaTb KakuM-nnbo Gonee y3kmm cnocobom, yem OykBanbHbIA A3blK YKazaHHOW hopmMynbl
n3obpeTeHns, u, Takmm obpasom, He NpejnonaraeTcs, YTo NPMMEpPbI BapnaHToOB peanunsaumm ns
cneyudmkayum AomkHbl ObiTb BKMOYEHb! B hopmyny nsobpeteHuns. CoOOTBETCTBEHHO, cnejyeT
NOHMMaTb, YTO HacTosLee nsobpeteHne ObiNo oNMCaHO B KayecTBe UNMCTpaUuM, a He Ans

orpaHuyeHns oobema hopmynbl N306peTeHUs.
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dopmyna nsobpereHus

Cnocob neyeHus HapyweHus, ceasaHHoro ¢ BNY, y cybbekTa, nHobumymposaHHoro BUY,
npuYeM  YyKasaHHbIn Crnoco®  BKMOYAET aAblOBaAHTHOE BBeAeHWE  CyObekTy,
HyXJaloLWeMyCs B TakOM BBEAEHWW, TepaneBTUYeckn 3SPPEKTUBHOIO KOnMyecTsa

coeaunHeHna dopmynsbil |

N N
| Z OH
R ©
R2
dopwmyna |

unun cpapmayeBTUYECKN NPUEMIEMON COMMN YKA3AHHOTO COELNHEHUS;
Nnpuyem ykasaHHOMY CyObeKTY Takke BBOAST NPOTUBOBUPYCHOE CPEACTBO U
npuyem LOnNONHUTENbHO

R' u R? kaxablh HesaBucumo BbibpaH u3 Ci-Cs4 ankokcu, HeobsizaTenbHO
3ameweHHoro oaHum Ci3-Cs yuknoankunbHbiM  3amectutenem, Cy-C4 ankuna,
3aMeLLEeHHOro OA4HMM 3amecTuTenem, KOTopbin BbiOpaH u3 Ci-Cs ankokem n Cs-Cs

yuknoankokcu, Cz-Cs LIMKNOANKOKCK 1 ranoreHa.

Cnoco6 no n. 1, otTnuuarowminca Tem, uto R' npeacraenset cobon Cy-Cs4 ankokewm,

Heo6A3aTenbHO 3aMeLLEHHbIN 0g4HUM C3-Cg LMKNOANKUMbHBIM 3aMeCTUTENEM.

Cnoco6 no n. 2, oTnuyatowumincsa Tem, uto R' npeacraensaet cobon Cq-C4 ankokcu.

Cnoco6 no n. 3, oTnuyarowuincsa Tem, uyto R' npeacraensaet cobon emop-GyToken.

Cnocob no n. 4, oTnuyarowmincs Tem, uyto R' npeacraenset cobon (R)-emop-6yTokcn.

Cnocob no n. 4, oTnuyarowmiics Tem, uto R' npeacraensaet cobon (S)-emop-6yToken.

Cnocob no n. 3, oTnuyarowmincs Tem, uyTo R' npeacraenseTt cobon n3onponokcu.

Cnoco® no n. 2, otnuyarowminca Tem, uto R' npeacraenset cobon C-Cs4 ankokewm,

3amelLeHHbIN 0gHUM C3-Cs LMKNOANKUMbHbIM 3aMECTUTENEM.
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10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

Cnoco6 no n. 8, oTnuuarowuinica Tem, uto R npegcraesnseT cobom LMKNONPONMIIMETOKCH.
Cnoco6 no n. 1, otnuyarowminca Tem, uto R' npeacraensiet cobon Cq-Cy4 ankun,
3aMeLUEHHbIN OAHUM 3amMecTuTenem, KoTopbin BbiGpaH n3 Ci-C4 ankokcnm u Cs-Cs

LUKNOAaNKOKCH.

Cnoco6 no n. 10, otnuuarowminca Tem, 4yto R' npegcraBnser cobon C-Cs ankun,

3aMeLLeHHbIn ogHUM 3amecTtutenem Cq-Cs ankoken.

Cnocob no n. 11, oTnnyatowmincs Tem, uyto R' npeacraenset co6on 1-MeToKCUITHI.

Cnoco6 no n. 11, oTnnyarowumincs Tem, 4to R' npeacrasnaeT co6oi METOKCUMETHN.

Cnoco6 no n. 10, otnunuarowmics Tem, yto R' npegcraensiet cobom Ci-Cs ankun,

3aMeLLUeHHbIn oaHUM 3amecTuTenem Cs-Cs LIMKNOANKOKCH.

Cnoco6 no n. 14, otnunuamowuinca Tem, uto R' npeacraensetr cobon 1-

LMKNONPONOKCUITU.

Cnoco6 no n. 14, otnuuamowuica Tem, uto R'!' npegcrasnser cobon

LMKNONPONOKCUMETMI.

Cnoco6 no n. 1, oTnuuarowmincsa Tem, uto R' npeacraensaet cobon C3-Cgs LMKNOANKOKCH.

Cnocob no n. 17, oTnnyatowmincs Tem, uyto R! npeacraenseT co6oin LUKNoGyTOKCH.

Cnocob no n. 17, otnnyatowmincs Tem, uto R! npeacraenseT cob6oi LUKNONEHTUTOKCH.

Cnocob no n. 17, otTnnyatowmincs Tem, uyto R! npeacraenseTt cob6oi LUKMONpPOnoKCH.

Cnocob no n. 1, oTnuyarowmiics Tem, uyto R' npeacraenseTt cobon ranoreH.

Cnocob no n. 21, otnnyarowmincs Tem, uto R! npeacraenseT cobon xnop.
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23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

Cnocof no n.

21, oTnuuatowuincs Tem, uto R' npegcraenset cobon crop.

Cnocob no nobomy 13 nn. 1 - 23, oTnuyarowmincs Tem, uto R? BbibpaH ns C-C4 ankokem,

Cs-Cg LMKNoankokcy n ranoreHa.

Cnoco® no n.

Cnoco® no n.

Cnoco® no n.

Cnoco® no n.

Cnocob no .

Cnoco6 no n.

Cnoco6 no n.

Cnoco6 no n.

Cnoco6 no n.

Cnoco6 no n.

24, oTnnyatowmincs Tem, uyTo R? npeacraensieT cobon Ci-C4 ankoken.

25, oTnnyatowmincs Tem, 4to R2 npeacraensieT cobomn n3obyTokcu.

25, oTnnyatowmincs Tem, 4To R2 npeacraensieT cobomn N3onponokcu.

25, oTnuuatowuincs Tem, uto R? npegcraesnseT co6oin METOKCH.

24, oTnnyatowmincs Tem, 4to R? npegcraensieT co6on Cs-Ce LMKNOANKOKCH.

29, oTnuuatowuincs Tem, Yto R? npegcraenseT co6om LMKNONpPOnoKCu.

24, oTnnyatowmincs Tem, uyTo R? npeacraBnseT cobGon ranore.

31, oTnnyarowuncsa Tem, uto R? npeacraenseT cobon xnop.

31, oTnnyarowmincsa Tem, uto R? npegcraenseT cobon dhTop.

1, OTNNYAOLWNIACS TEM, YTO:

R' BbiGpaH m3 Cq-Cs4 ankokcn, Heobsa3aTenbHO 3amelleHHoro oaHum Cs-Cg
yuknoankuneHbiM 3amectutenem, Ci-C4 ankuna, 3aMeLleHHOro OA4HUM 3aMeCTUTENEM,
KoTopbln BblOpaH u3 Cq-Cs4 ankokenm n Cs-Cs umknoankokcn, Csz-Ce LMKNOANKOKCU U
ranoreHa; u

R? Bbi6paH 13 C1-C4 ankokecu, Cs-Cs LUMKNOANKoOKCH 1 ranoreHa.

Cnoco6 no n. 1, OTANYAKLWUNINCA TEM, UTO:
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36.

37.

R'" BbibpaH u3 smop-OyToKCH, Xxnopa, UMKNOOYTOKCK, LMKINONEHTUIOKCH,

LMKIONponoKeu, 1-LMKNoNponoKCUaTUNa, LMKNONPOMNUIIMETOKCH,

LuKrnonponokcumeTuna, ropa, METoKCH, 1-METOKCMITUNA U METOKCUMETUNA; U

R? BbiGpaH M3 xnopa, LMKMIonponokcu, dropa, n3oByTOKCK, W3OMPOMOKCH W

METOKCH.

Cnoco6 no n. 1, oTNUYarLWMNCa TeM, YTO ykasaHHoe coegnHeHne dopmynbl | BbIGpaHo

na:

6-(4-xnop-3-meToKCUPEHNN) NNPUMNANH-4-KapOOHOBOW KNCMNOThI;
6-(3-xnop-4-n3onponokcneHnn)NMpUMmnanH-4-kapboHOBOM KNCMNOThI;
6-(3-xnop-4-(4MKIONEeHTNNOKCK)PEHUT)MINPUMUANH-4-KAPOOHOBON KUCNOTbI;
(S)-6-(4-BTOP-6YyTOKCK-3-XNOPPEHUN)NNPUMNLNH-4-KAPOOHOBOW KUCMOTHI;
(R)-6-(4-BTOpP-6YTOKCK-3-XNOPDEHNN)NMNPUMUANH-4-KapOOHOBOWN KNCNOTbI;
6-(3-xnop-4-ynknonponokcndeHnN)NMpUMnanH-4-kapOoHOBON KUCNOThI;
6-(3-xnop-4-ynknobyTokcndeHNN) NNPUMNLH-4-kapOoOHOBOIN KNCNOThI;
6-(3-xnop-4-(YMKNonponMIMeToKCH)PEeHNN) NNPUMNL NH-4-KAaPOOHOBOIN KNCMOThI;
6-(3-xnop-4-(meTokcumeTun)peHnn) NUPUMnL NH-4-kapOoHOBON KNCNOTHI;
6-(3-xnop-4-(1-meToKCU3TUN)DEHUN)MTNPUMNLNH-4-KapOOHOBOWN KNCNOTI;
6-(3-xnop-4-(UMKNonNpPonoKCUMETUN)PEHNN) NUPUMNA NH-4-KapBOHOBOW KUCNOThI;
6-(3-xnop-4-(1-4nKNonponoKCMaTNN)PEeHNT) MNPUMNLNH-4-KAPOOHOBON KUCMOTDI;
6-(4-xnop-3-4nKnonponokcUeHNN)NMpUMnLnH-4-kapOoHOBOWN KMCNOTI;
6-(4-xnop-3-n3onponokcneHNn) NMPUMnNLNH-4-kapOoHOBOWN KNCMNOTHI;
6-(4-xnop-3-propdheHnn)NNpMMnanNH-4-kapOoOHOBON KNCMOTbI;
6-(3-xnop-4-propdheHnn)nNpNMnanH-4-kapOoHOBON KNCIOTbI;
6-(3,4-anxnopdeHnn)NMpUMnanH-4-kapGOHOBOWN KACNOTHI;
6-(3,4-andTopdheHnN)NMPUMNANH-4-kapBbOHOBOWN KACMNOTLI; U

6-(3-xnop-4-MeTOKCU)NUPUMNA NH-4-KapBOHOBOW KNCMOTBI.

Cnoco6 no nobomy u3 nn. 1 - 36, OTANYAKOLWMNACA TEM, YTO YKa3aHHOE COELUHEHNE

Qopmynbl | nnu apmayeBTUYECKN NPUEMNEMAd COfMb YKa3aHHOMO COEAUNHEHUA U

yKasaHHOE npOTUBOBUPYCHOE CPEACTBO. a) Haxoadatca B cmecu; b) coepwHeHbl

XUMUYECKUM/PN3NKO-XNMNYECKNM cnocobom; C) COBMECTHO ynakoBaHbl

XUMUYE CKUM/DPUSNKO-XUMUYECKUM  CNocoBoM; mnu d) He CMelaHbl, HO COBMECTHO

ynakoBaHbl N1 COBMECTHO npeacTaBneHbl.
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38.

39.

40.

41.

42.

43.

44,

45.

46.

Cnoco6 no n. 37, oTNUYaKLWMNCA TEM, YTO yKasaHHOe coeauHeHue dopmynbl | nnm
dapmauleBTUYECKN MNPUEMMEMas COMb YKA3aHHOTO COEAMHEHUA U yKa3aHHoe
NPOTMBOBUPYCHOE CPESCTBO COBMECTHO YNaKoBaHbl B OAWNH KOHTEMHEP UM B HECKONbKO

KOHTENHEPOB B O4HOWN BHELLUHEN YNAKOBKE.

Cnoco6 no n. 37, oTnuyaloWMNCs TeM, YTO yKasaHHoe coeauHeHue dopmynbl | nnm
hapmaLeBTUYECKN NPUEMITEMYIO COfMb YKA3aHHOrO COEAVMHEHUs BBOAAT AO BBEAEHUS

yKa3aHHOro MPOTUBOBUPYCHOMO CPEACTBa.

Cnoco6 no n. 37, oTnuyaloWMNCs TeMm, YTO yKasaHHoe coeauHeHue dopmynbl | nnm
dapmaLeBTUYECKN NPUEMINEMYIO COfMb YKa3aHHOro COeAUHEHNSA BBOAAT NOCNE BBEAEHNS

yKasaHHOro npoTUBOBUPYCHOrO CPEACTBA.

Cnocob no n. 37, oTnuyaloLWmMncs Tem, YTO ykasaHHoe coeauHeHne dopmynbl | nnn
dapmaueBTUYECKM NPUEMMEMYIO COMb  YKA3aHHOrO COEAMHEHUS U yKasaHHoe

MPOTMBOBMPYCHOE CPEACTBO BBOAST O4HOBPEMEHHO.

Cnoco6 no n. 41, oTNNYAKOLWMNINCS TEM, YTO YKa3aHHOE MPOTUBOBUPYCHOE CPELCTBO U
yKasaHHoe coeguHeHne Popmynbl | nnu  apmaueBTUYECKM NPUEMIIEMYIO COMb

YKa3aHHOro COeUHEHNS! BBOAAT OAHOBPEMEHHO B O4HOW NEKAPCTBEHHOW hopMmeE.

Cnoco6 no n. 41, OTANYAIOLWMNNCS TEM, YTO yKa3aHHOE NMPOTUBOBUPYCHOE CPELCTBO U
yKasaHHoe coeguHeHne Popmynbl | nnu  apmadeBTUYECKN NPUEMIIEMYIO COMb

YKa3aHHOro COeUHEHNS! BBOAAT OAHOBPEMEHHO B Pa3nyHbIX TEKAPCTBEHHbIX (hOPMaX.

Cnoco6 no nwbomy m3 nn. 1 — 43, oTnuYawWMnNcs TeM, YTO YyKasaHHbin BNY

npeacraensiet cobon BNY-1.

Cnoco6 no n. 44, oTnMYaroLWMNCs TEM, UYTO ykasaHHbIi BUY npeacrasnsieT cobon BNY-1

rpynnbl M.

Cnoco6 no nobomy 13 nn. 1 - 45, OTANYAKOLNIACA TEM, YTO YKa3aHHOE NPOTUBOBUPYCHOE

CpeACcTBO BbIOPaAHO N3 MHIMOUTOPOB MOCTYMNNEHUS, MHTMOUTOPOB CMNNSIHUS, UHTMOUTOPOB
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47.

48.

49.

50.

51.

rnukosngasel, aHtaroHuctoe CCRS5, BapuaHTOB TepanMum Ha WMMYHHOW OCHOBE,
WHIMBUTOPOB WHTErpasbl, WHIMOUTOPOB CO3pPEBaHUS, KOMOMHAUMA NeKapCTBEHHbIX
npenapaTtoB  pPasnUUHbIX  KMNacCoB, HEHYKNEO3NAHbIX UHMMOUTOPOB  OBpaTHOM
TPaHCKPUNTAa3bl, HYKNEO3UAHbIX/HYKNEOTUAHbIX MHIMBUTOPOB 0BPaTHON TPAHCKPMNTAa3bI,

yeunutenen hapmakokMHETUKN 1 MHIMBUTOPOB NpoTeasbl.

Cnoco6 no no6omy 13 nn. 1 - 45, OTANYAKOLWNIACA TEM, YTO YKa3aHHOE NPOTUBOBUPYCHOE
CpeacTBO  BbIOpaHO M3  HYKNEO3NAHbIX/HYKNEOTUAHbIX  UHIMOUTOPOB  oBpaTHON
TPaHCKPMNTa3bl, HEHYKNEO3UAHbIX UHIMOUTOPOB 0BpPaTHON TPaHCKPUNTa3sbl, UHIMOUTOPOB
npoTeasbl, UHIMBUTOPOB CrnsHUs, aHtaroHncros CCR5 n nHrmbntopos nepeHoca Lenu

WHTErpason, a Takke KomOMHaLMin ykasaHHbIX CPEACTB.

Cnocob no nobomy 13 nn. 1 - 45, oTNUYAOLWNIACS TEM, YTO YKazaHHOE NPOTUBOBUPYCHOE
cpencTBO BbIGPaAHO M3 Tpynnbl, BKMOYaOWEN npenaparbl: aMaokcoBup, AnTuByc®,
ApaneH®,  Atpunna®, ceHekpuBupok, KoGuuyucrtat®, Kombuemp®, Komnnepa®,
Kpukcuan®, OepmaBup®, SaypanTt®, ansuterpasup, dmtpusa®, dnusup®, 3Snankom®,
®y3eoH®, ubannsymat, MHTeneHc®, nHtepnenkun-7, MuBupasa®, McenTtpecc®, Kanetpa®,
nepcuBupuH, nekcreHnenuyen-T, Jlekcusa®, Hopeup®, TMnakseHnn®, [MponenkuH®,
Mpesucta®, PRO 140, PeckpunTtop®, PetpoBnp®, Peartas®, SB-728-T, Censentpu®, SPI-
452, Ctpnbung®, Cyctuea®, TeHodoBupa anacgpeHamuga cpymapar, Tusmkan®, Tpun™,
Tpuauneup®, Tpyeaga®, Buaekc®, Buaekc® EC, Bupacent®, BupamyH®, BupamyH® XR,

Bupean®, 3eput® n 3naren®.

Cnoco6 no nobomy 13 nn. 1 - 45, OTANYAKOLNIACA TEM, YTO YKa3aHHOE NPOTUBOBUPYCHOE

CPeACTBO NpeAcTaBnsieT coboii BbICOKOAKTUBHYH aHTUPETPOBUPYCHYIO Tepanuio.

Cnoco6 no nobomy u3 nn. 1 - 49, OTNUYAKOLMNCS TEM, YTO YKA3aHHOE HapyLLEHME,

cBsizaHHoe ¢ BMY, npepcraBnsieT coboin HEBPONOrMYECKOe HapyLLEHNE.

Cnoco6 no n. 50, oTnMyalWUNCs TeM, YTO yKasaHHOE HEBPONOrMYECKOe HapylueHne
BbIOpaHo n3 komnnekca ClrNNA-aemeHuns, BoiaBaHHon ClOom aHuyedhanonatun, BUY-
accouMmMpoBaHHOro HENPOKOrHUTUBHOTO HapyLLeHus, 6eccMMNTOMHOrO

HEMPOKOTHUTUBHOTO  YXYALUEHUS,, YMEPEHHOTO  HEMPOKOTHUTUBHOIO  HapyLUEHMS,
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52.

53.

54.

55.

56.

57.

58.

59.

YMEPEHHOIO KOTHUTUBHOTO [JBUraTeNbHOrO HapyLUEHWsl, BaKyOnsipHOW Muenonartuu,

nepudeprnyeckmx HemponaTnim n NOANMNO3nuTa.

Komnosnyms, cogepxailias npoTMBOBUPYCHOE CPEACTBO U coeamnHeHne dopmynbl |
R

N N
| Z OH
R ©
R2
dopwmyna |

unun papmanyeBTUIECKN NPUEMIEMYIO COSMb YKA3aHHOIO COEANHEHUS;
npuyem:

R' u R? kaxablh HesaBucumo BbibpaH n3 Ci-Cs4 ankokcu, HeobsizaTenbHO
3amelyeHHoro oaHum Cs3-Cg uUuknoankunbHbiM  3amectutenem, Cq-Cs4 ankuna,
3aMeLLEHHOro OAHMM 3aMecTUTeneM, KOTopbii BbiOpaH u3 Ci-Cs ankokem u Cs-Cs

yuknoankokcn, Cs-Ce LMKIOANKOKCU U ranoreHa.

Komnosuyusa no n. 52, otnnyarowasica Tem, uto R' npegcrasnset cobon Ci-C4 ankokeu,

Heo6A3aTenbHO 3aMeLLEHHbIN 04HUM C3-Cg LMKNOANKUMbHBIM 3aMeCTUTENEM.

Komnosuymsa no n. 53, otnuuarowasncsa Tem, uto R' npeacraenseTt cobon Ci-C,4 ankokem.

Komnosuymsa no n. 54, otnuuarowasncsa Tem, uto R' npeacraenset coGon emop-6yToken.

Komnosuymsa no n. 55, otnnuatowasica tem, uto R' npeacraenser cobon (R)-emop-

OyToKen.

Komnosuymsa no n. 55, otnuuarowascs tem, uyto R' npegcraenser cobon (S)-emop-

OyToKew.

Komnosuyms no n. 54, otnuyarowascsa Tem, uto R' npeacraenset coGon n3onponokcu.

Komnosuyms no n. 53, otnnyarowasica 1em, uto R' npegcrasnset cobon Ci-Ca ankoken,

3amelLeHHbIN 0gHUM C3-Cs LMKNOANKUMbHbIM 3aMECTUTENEM.
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60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

Komnosmyms no n. 59, otnuuarwascas Tem, uto R' npeacraenser cobon

LUK ONPONMIMETOKCHU.
Komnosuymsa no n. 52, otnuuyatrowascs tem, yto R' npegcraesnset cobon C-C4 ankun,
3aMeLUEHHbIN OAHUM 3amMecTuTenem, KoTopbin BbiGpaH n3 Ci-C4 ankokcnm u Cs-Cs

LUKNOAaNKOKCH.

Komnosuymsa no n. 61, otnuuyarowascs Tem, yto R' npegcraesnset cobon C1-C4 ankun,

3aMeLLeHHbIn ogHUM 3amecTtutenem Cq-Cs ankoken.

Komnosuyms no n. 62, otnuyatrowascs Tem, uyto R npeacraensiet cobon 1-MeToKkCnaTun.

Komnosnuyus no n. 62, otnnyarowasica Tem, uto R' npeacraensiet co6oi METOKCUMETUN.

Komnosnyms no n. 61, otnnyatrowascsa tem, uto R' npeacraenset cobon C1-C4 ankun,

3aMeLLUeHHbIn oaHUM 3amecTuTenem Cs-Cs LIMKNOANKOKCH.

Komnosumyma no n. 65, oTtnuuawwasca Tem, uto R!' npeacraenser cobon 1-

LMKNONPONOKCUITU.

Komnosmyma no n. 65, otnuuarwascas Tem, uto R' npeacraesnser coGon

LMKNONPONOKCUMETMI.

Komnosuymsa no n. 52, ornuuarowasca Tem, yto R' npegcraBnser cobom Cs-Cs

LUKNOAanNKOKCH.

Komnosuyms no n. 68, otnuyarowwascsa Tem, uto R' npeacraenseTt cobon UnknobyToken.

Komnosmyms no n. 68, otnuuarwascas Tem, uto R' npeacraenser cobGon

LUMKNONEHTUNOKCH.

Komnosunyms no n. 68, otnnyarowascs 1em, uto R' npeacraenseT cobom LUMKNONponoKeu.

Komnosuyms no n. 52, otnuyarowascsa Tem, uto R' npeacraenseT cobon ranoreH.
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73.

74.

75.

76.

77.

78.

79.

80.

81.

82.

83.

84.

85.

Komnosanuyms no n. 72, otnunyatrowasicsa Tem, uto R' npeacrasnset coGoi xnop.

Komnosuyms no n. 72, otnuyarowascsa Tem, uyto R' npeacraensieT cobon drop.

Komnosanyms no noGomy n3 nn. 52 - 74, otnuuarowascsa tem, 4yto R? BeiGpaH us Cq-Cs

ankoken, Cs-Cg LUMKNOANKOKCK 1 ranoreHa.

Komnosuyms no n. 75, otnuyarowascsa Tem, uto R? npeacraensiet cobon C4-C4 ankokem.

Komnosuyms no n. 76, otnuyaroLwascsa Tem, uto R? npeacraensieT cobon nsobyTokeu.

Komnosnymst no n. 76, otTnnyarowasics Tem, uto R? npeacraBnaet co6oin M30nponoKcu.

Komnosnyms no n. 76, otnuyarowasics Tem, uto R? npeacraBnsieT coboi METOKCH.

Komnosuymsa no n. 75, otnuuarowasca Tem, yto R? npegcraBnser cobom Cs-Cs

LMK OanKoKCH.
Komnosanuus no n. 80, oTnuuarowascsa Tem, uto R? npeacrasnset coGoi LMKNONPONOKCU.
Komnosuymsa no n. 75, otnuyarowwasncsa Tem, uto R? npeacraenseT coGon ranoreH.
Komnosuymsa no n. 82, otnuyarowascsa Tem, uto R? npeacraenseTt cobon xnop.
Komnosuymsa no n. 82, otnuyarowasncsa Tem, uto R? npeacraenset cobon drop.
Komnosnymsa no n. 52, oTnuyarowaacs Tem, Yto:

R' BbiGpaH m3 C-Cs4 ankokcy, HeobsA3aTenbHO 3amelleHHoro oaHum Cs-Cg
yuknoankuneHbiM 3amectutenem, C.-C4 ankuna, 3aMeLeHHOro O4HUM 3aMeCTUTENEM,
KoTopbln BblOpaH u3 Cq-C4 ankoken n Cs-Cs umknoankokcn, Csz-Ce LMKNOANKOKCU U

ranoreHa; u

R? BbibpaH 13 C1-C4 ankokeu, Cs-Cs LUMKNOANKOKCH 1 ranoreHa.
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86. Komnosnuymsa no n. 52, oTnuyarowaacs Tem, Yto:

R'" Bbi®paH u3 smop-OyToKcH, Xxnopa, UMKNOOYTOKCK, LMKINONEHTUOKCH,
LUKIONPOMOKCH, 1-4MKNONPONOKCN3TNA, LUKNONPONUIMETOKCH,
UUKnonponokcumMeTuna, propa, METOKCH, 1-MEeTOKCU3TUNa U METOKCUMETUNA; U

R? BbiGpaH M3 xnopa, LMKNONponokcu, dTopa, M30OyTOKCWU, W3OMPOMOKCU U

METOKCH.

87. Komnosnyma no n. 52, otnnyarowasca Tem, 4To ykasaHHoe coegunHeHue dopmynbl |
BbIOpaHo 13:

6-(4-xnop-3-meToKCUPEHNN) NNPUMNANH-4-kapOOHOBOW KNCMNOThI;
6-(3-xnop-4-n3onponokcneHnn)NMpUMnanH-4-kapboHOBON KNCMNOThI;
6-(3-xnop-4-(LYMKNONeHTUNOKCU)PeHNN) NNPUMULNH-4-KapOOHOBOI KNCNOThI;
(S)-6-(4-BTOP-6YyTOKCK-3-XNOPPEHUN)NNPUMNLNH-4-KAPOOHOBOW KUCMOTHI;
(R)-6-(4-BTOpP-6YTOKCK-3-XNOPDEHNN)MNPUMUANH-4-KapOOHOBOWN KNCNOTbI;
6-(3-xnop-4-ynknonponokcndeHnN) NMpUMnAnH-4-kapOoHOBON KUCNOThI;
6-(3-xnop-4-ynknobyTokcndeHNN) NMPUMnNLH-4-kapOoHOBOIN KNCNOThI;
6-(3-xnop-4-(YMKNonponMnMeToKCH)PEeHNN) NNPUMNL NH-4-KAapOOHOBOIN KNCMOThI;
6-(3-xnop-4-(MeToKkcMmMeTNN)PEeHNN)NMNPUMUA NH-4-KAPOOHOBOM KUCNOThI;
6-(3-xnop-4-(1-meToKCU3TUN)DEHNN)MTNPUMNLNH-4-KapOOHOBOWN KNCNOTI;
6-(3-xnop-4-(UMKNonNpPonoKCUMETUN)PEHNN) MNPUMNA NH-4-KapBOHOBOW KUCNOThI;
6-(3-xnop-4-(1-4nKNonponoKkCMaTNN)PEHUN) MNPUMNLNH-4-KAPOOHOBON KUCTOTbI;
6-(4-xnop-3-4uKnonponokCUeHNN)NMMPUMnNLNH-4-kapOOoHOBOWN KUCNOTI;
6-(4-xnop-3-n3onponokcnueHNN) NMPUMnNLNH-4-kapOoHOBOW KNCMNOTHI;
6-(4-xnop-3-n300yToKkCn-HeHNN) MNPUMNANH-4-KAPOOHOBOM KNCNOTHI,
6-(4-xnop-3-prTopdheHnn)nNpMMnanNH-4-kapOoOHOBON KNCIOTbI;
6-(3-xnop-4-propdheHnn)nNpNMnanNH-4-kapOoHOBON KNCMOTLI;
6-(3,4-anxnopdeHnn)NMpUMnanH-4-kapGOHOBOWN KACNOTHI;
6-(3,4-andTopdheHnn)NMpUMnLNH-4-kapBboHOBOWN KACMNOTLI; U

6-(3-xnop-4-MeTOKCU)NUPUMNA NH-4-KapBOHOBOW KNCMOTBI.
88. Komnosuymsa no nwobomy m3 nn. 52 - 87, cogepxallas ykasaHHOE MPOTUBOBUPYCHOE

CpeACTBO M yKasaHHOe coeaunHeHune dopmynbl | nnu hapmayeBTudecku npuemMmnemyto

COInb yKa3aHHOro coeanHeHmna B COBMECTHO ynakoBaHHOM NEKAPCTBEHHOM CpenCTBE.
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89.

90.

91.

92.

Komnosuyms no nwbomy mn3 nn. 52 - 88, oTnuyawwascsa Tem, UYTO YKasaHHoe
NPOTUBOBUPYCHOE CPEACTBO BbIOPAHO U3 MHMMOUTOPOB NOCTYMNNEHUS, WUHIMOUTOPOB
CNNSHNSA, UHIMOUTOPOB MMKO3Maasbl, aHtaroHuctoB CCR5, BapmaHTOB Tepanuu Ha
WMMYHHOW OCHOBE, WMHIMOUTOPOB WMHTErpasbl, MHIMOUTOPOB CO3pPEBaHUSA, KOMOMHaLMN
NeKapCTBEHHbIX CPEACTB Pas3NMYHbIX KNaccoB, HEHYKNEO3nHbIX MHrMbutopos obpaTHoum
TPaHCKPMNTAa3bl, HYKNEO3UAHbIX/HYKNEOTUAHbIX MHIMBUTOPOB 06paTHON TPAHCKPMNTAa3bI,

yeunutenen hapmakokMHETUKN 1 MHIMBUTOPOB NpoTeasbl.

Komnosuyma no nwbomy m3 nn. 52 - 88, oTnuuyawowasca Tem, UYTO YKasaHHoe
NPOTMBOBUPYCHOE CPeACTBO BbIGpaHO M3 HYKNEO3UAHbLIX/HYKNEOTUAHbIX UHIMOUTOPOB
obpaTHON TpaHCKpMNTa3bl, HEHYKNEO3UAHbIX UHIMBUTOPOB OBpaTHOW TpaHCKpMNTa3bl,
NHIMBUTOPOB MNpoTeasbl, MHIMMBUTOPOB cnusiHus, aHtaroHucroB CCRS n uHrubutopos

nepeHoca Lenn MHTErpason, a Takke KOMOMHaLUMN yKkasaHHbIX CPeACTB.

Komnosuymsa no nwbomy wm3 nn. 52 - 88, oTnuyawwascs Tem, UYTO YyKasaHHoe
NPOTUBOBMPYCHOE CPEACTBO BbIOpPaHO K3 rpynnbl, BKMOYaLWen npenaparbl:
amgokcoBup, Antueyc®, Apanen®, Atpunna®, ceHekpuupok, Kobuymncrat®, Komousnp®,
Komnnepa®, Kpukcusan®, OJepmaBup®, Saypant®, ansuterpasup, dmtpusa®, 3nusmp®,
Onankom®, dyseoH®, wubanusymab, WHTeneHc®, wuHTepnenkuH-7, WHBupasa®,
NceHTpecc®, Kanetpa®, nepcumBupuH, nekcrennenyen-T, Jlekcuea®, Hopsup®,
MnakeeHun®, Mponenkun®, Mpesncta®, PRO 140, PeckpunTtop®, PeTtpoBup®, PeaTtas®,
SB-728-T, CenseHTpu®, SPI-452, Ctpubuna®, Cyctuea®, TeHodoBuMpa anadeHamuga
dhymapart, Tusukan®, Tpun™, Tpususnp®, Tpysaga®, Buaekc®, Bugekc® EC, Bupacent®,
BupamyH®, BupamyH® XR, Bupeag®, 3eput® un 3uareH®, a Takke KoMGMHALMMN yKa3aHHbIX

CPeACTB.

Komnosuyma no nwobomy m3 nn. 52 - 88, oTnuyawwascs Tem, UYTO YKasaHHoe
NPOTMBOBUPYCHOE CPEACTBO NpecTaBnseT cobon NpOTUBOBUPYCHOE CPEACTBO, KOTOPOE

npeacTaBnsieT co6oi BbICOKOAKTUBHYHO aHTUPETPOBUPYCHYIO TEpaNUIO.
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