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Nuruduropst CDK8/19

Oo61acTh TeXHUKH

Hacrosmee wn3obperenne oTHOCHTCS K HOBBIM wmHTHOWTOpam CDKS8/19,
cocobaM WX ToNydeHHs, (hapMAIeBTUUCCKAM KOMIIO3HUITUSAM, COJJCPIKAIIAM
JAHHBIC COSAMHECHUS, U K IPUMECHEHHIO TAKUX COSAMHEHUH MJTH TaKUX KOMITO3HITHMA
JUIs JiedeHUs 3a00J1€BaHUM WIIH HAPYIICHUH.

YpoBeHb TEXHUKH

CDKS8, Hapsamy ¢ OJHM3KO CBA3AHHOW C HEH MO CTPYKTYPHBIM H
(dhyHKIMOHATEHBIM XakpaTepucTukam uzodopmoit CDK 19, sBasercsa oHkoreHHOM
KWHA30M, peryaupytoiei Tpanckpurmimio (Xu, W. & Ji,J. Y. (2011) Dysregulation
of CDKS8 and Cyclin C in tumorigenesis, J. Genet. Genomics 38, 439-452; Galbraith,
M. D, et al. (2010); Firestein, R. & Hahn, W. C. (2009)). B otnuaun ot CDKI,
CDK2 u CDK4/6 xuna3, CDKS8 He urpaer pom B peryJIAlAA KIETOYHOTO ITUKJIA,
cnenoatenbHo OjokupoBanne CDKS8 He moaaBisieT poCcT HOPMAJbHBIX KJIETOK
(Adler, A. S., etal. (2012) CDKS8 maintains tumor de- differentiation and embryonic
stem cell pluripotency, Cancer Res. 72, 2129-2139; Kapoor, A., et al. (2010) The
histone variant macroH2A suppresses melanoma progression through regulation of
CDK&8, Nature 468, 1105-1109). Oanaxo nHokayT no reny CDK8 B amOpronansHbIX
CTBOJIOBBIX KJIETKaX MPHUBOJIUT K OCTaHOBKE pa3uths >MmOprona (Adler, A. S., et al.
(2012)) BBy cBOCH BaskHOW poju B hopMupoBaHUH (PEHOTHTIA TTFOPHUTIOTCHTHBIX
cteonioBbix KieTok (Firestein, R., et al. (2008)). Ponrs CDKS8 B kanmeporenese
CBA3aHA C €ro YHUKAJbHOW (DyHKIMEH B KAueCTBE PETYIATOPA HECKOIBKUAX
TpaHCKpUIIIMOHHBIX (hakTopos (Xu, W. & Ji, J. Y. (2011)). Beicokas skcnpeccus
CDK&8 Bcrpeuaetcs B cpeanem B 50% ciyuaes paka Toncroit kumku (Firestein, R,
et al. (2010)), memanomsr (Kapoor, A., et al. (2010)), paka MoOOUHON >KEIE3HI
(Broude E., et al. (2015)) u accomuupoBana ¢ HEOJATONMPHUATHBIM MPOTHO30M
(Gyorfty, B., et al. (2010)).

Kanueporennoe naeiicteue CDK8 onmocpeaoBaHo MO3UTUBHOM peryisiuen

Wnt / [6eTa] curnansHOTO yTH (Kapoor, A, et al. (2010); Alarcon, C, et al. (2009)

Nuclear CDKs drive Smad transcriptional activation and turnover in BMP and TGF-
1
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beta pathways, Cell 139, 757- 769), Tpanckpurniieii, WHIYITUPOBAHHON (haKTOPOM

pocta NF-kB (DiDonato, J. A., et al. (2012) NF-kappaB and the link between
inflammation and cancer, Immunol. Rev. 246, 379-400) u akTuBaIue CUTHAILHOTO
nytn TGF-6era (Acharyya, S., et al. (2012) A CXCLI paracrine network links
cancer chemoresistance and metastasis, Cell 150, 165-178). M3Becten Tot dakr, uto
XUMHUOTEPANEBTUUECKUE Tpenaparsl  cnocoOcTBYOT noBpexacHuto  JIHK,
uaaykiun ®HO-a, akrusannm akxropa tpanckpunmmu NFKB (Fabian et al. (2005)
A small molecule—kinase interaction map for clinical kinase inhibitors, Nat.
Biotechnol. 23, 329-336). Crpomambsubeii ®HO-a naeficTByeT Ha OMyXOJieBBIE
kieTkn, Tae oH uHaymmpyeT NFkB-omocpemoBanHyio BBIPAaOOTKY IMTOKHHOB
CXCL1 u CXCL2, cnocoOcTByronmx pocty omyxojieBbix kiaetok. CXCL 1/2
MIPUBJICKAIOT MUEJIOUIHBIE KIETKH K OMYXOJId MYTEM CBS3BIBAHUSA C PEIENTOPOM
CXCR2 Ha MOBEPXHOCTH MHEJIOUJHBIX KJIETOK. MHENOUHbIE KJIETKA B CBOIO
ouepenp cekpetupyror Oenku S 100A8 u A9, cBsa3zanHbie C mOpolleccamu
XPOHUUYECKOTro BocmajeHus u omyxoneBoro pocra (Huang, et al. (2012) MEDI2
Controls the response to multiple cancer drugs through regulation of TGF-f receptor
signaling, Cell 151, 937-950). beuto Takke mokazano, uro CDKS8 wmoxer
MO/IICPKUBATH TUTFOPUTIOTEHTHBIN (PEHOTHTT SMOPHUOHATIBHBIX CTBOJIOBBIX KJIIETOK, H
YTO OH MOKET aCCOIMUPOBATHCA ¢ (PEHOTHUIIOM CTBOJIOBBIX KIIeTOK paka (Firestein,
R., et al. (2008) CDKS is a colorectal cancer oncogene that regulates beta-catenin
activity, Nature 455, 547-551).

B macrosmee BpeMs TIPEACTABIACTCA AKTyaJlbHBIM —TMOMCK  HOBBIX

COCAMHEHUM, MHTHOUPYIOITUX ITUKIIHH3aBUCHMBIC TpoTerHKHHA36l CDKS8/19.

Onucanne uzoopereHus

Huxe npuBeneHbl onpenesiceHuss TEPMUHOB, KOTOPbIE HCMOJIb30BAHbI B
OMUCAHUU 3TOT0 U300PETCHMUS.

«Ankmy  o3HavaeT anu(aTHUECKYIO YIJICBOMOPOAHYIO JHUHEHHYIO WITH
pa3BeTBJICHHYIO rpymily ¢ 1-12 atomaMu yriiepoaa B 1ienu, 60Jiee MPeaArnoYTUTEIbHO

¢ 1-6 aromamu yriaepoaa B IOCIin. «Pa3BeTBrieHHas O3HAYacT, 4YTO aJIKHJIbHAA L CIIb
2
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MMEET OJIMH WM HECKOJbKO «HUBIIMX AJKWJIbHBIX» 3aMmectutenieil. [Ipumepst
ATKWIbHBIX TPYMI BKJIOYAIOT, HO HE OTPAHUUMUBAKOTCS WMH, METWI, 3TWI, H-
MPONUJ, U30-NPONWIL, H-OyTHUIL, u30-0yTHI, 6MOp-0yTU, mpem-0yTUi, H-TIEHTUN, 2-
MEHTWI, 3-TIEHTWI, HEO-NEHTUN, H-TeKCUI. AJIKAJT MOXKET MMETh 3aMECTHUTEIIH,
KOTOPBIE MOTYT OBITh OJIMHAKOBBIMU WJIA PA3HBIMH.,

«ANKeHWT» O3HauaeT aaudaTHyecKylO YIJICBOJOPOTHYIO JUHEHHYIO WITH
pa3BETBJICHHYIO rpymiy ¢ 1-12 aromamu yriepoaa B 1ienu, 6ojiee mpearnouTUTEbHO
¢ 1-6 aroMamu yriiepoja B LIETH, KOTOPasi COACPKUT OJIHY WJIH HECKOJIBKO JIBOMHBIX
CBSI3€H YIJIEPOA-YIIepoa. AJKCHWI MOKET UMETh 3aMECTUTEIMN, KOTOPhIE MOTYT
ObITh OJIMHAKOBBIMU WJIM Pa3HbIMU. [IpuMephl alKeHUIbHBIX TPYNN BKIOYAKOT, HO
HE OTPAaHWYMBAIOTCA UMM, BHHWJI, aJUTMI, |-MeTWIATeHWI, mpomn-1-eHun, OyT-1-
eHms1, OyT-2-eHun, OyT-3-eHun, 1|-metunmnporn-l-enun, 1-meTunmnpon-2-eHun, 2-
METWINPOT- | -eHu, 2-MEeTUIINPON-2-CHHUJI.

«AJIKHHWJT» O3HAYaEeT YIJIEBOJOPOJHYIO JMHEHHYIO WM PA3BETBJCHHYIO
rpynmny ¢ 2-12 aromaMmu yriepojia B 1enu, 6ojaee npeanouTUTENNbHO ¢ 2-6 aToMmaMu
yIJEpoJa B LEMH, KOTOPAs COJACPNKUT OJHY WA HECKOJIBKO TPOWHBIX CBA3EHU
YIJIEPOA-YTAEPOA. AJKHUHUI MOXKET MMETh 3aMECTUTENIM, KOTOPbIE MOTYT ObITh
OJIMHAKOBBIMHA WJIA Pa3HbIMU. [IpUMephbl aIKMHWIbHBIX TPYNI BKJIFOYAIOT, HO HE
OTPAHUUYMBAIOTCS UMH, STHHWI, NPONAPrui, 1-MeTWInpon-2-uHui, 2-MeTHUINpPOI-
1-enun, OyT-1-unun, OyT-2-uHwi, OyT-3-UHUIL.

«llukyoankuii» O3HAUAET TMOJHOCTHIO HACHIIIEHHOE KapOOIMKINUECKOE
KOJIBbI10, coaeprkairee 3-10 atomoB yrieposa B ukiie. [[pumepsl UKI0ATKUIIbHBIX
IPYIN BKJIIOYAKOT, HO HE OTPAHUYUBAIOTCS UMW, MOHOIUKJIMUECKUE TPYIINbI, TAKUE
KaK [UKJIONPONUI, UUKIOOYTHJ, UMKIOMNEHTUJ, UHUKIOTEKCUJI, LUKIOTeHTHI,
UKJIOOKTHII, IMKJIOHOHWI WIH [UKIOACIMI, OUIIMKIIMYECKUE TPYIIIIbI, TAKUE KaK
OMIUKIIOTENTUA WM OUIMKIOOKTWI. [[UKIOANKUI MOXKET UMETh 3aMECTHUTEINH,
KOTOPBIE MOTYT ObITh OJITMHAKOBBIMHU WUJTA PA3HBIMH,

«llukioankeHW» 03HAYUAECT HEAPOMATUUECKOE KApOOLMKINYECKOE KOJIbIIO,
coaepxaiee 3-10 atomoB yriepoaa B IUKIE, KOTOPOE COJACPKUT OJHY WU

HECKOJIBKO JIBOMHBIX CBA3CH YIIIEPOI-Yriaepoa. [[MKIOANIKEHUST MOXKET HMETh
3
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3aMECTUTENIA, KOTOpPbIE MOTYT ObITh OJAWMHAKOBBIMM WM pa3HbiMU. [Ipumepsl
HMKIOAJIKEHUIBHBIX ~ TPYON  BKJIIOYAIOT, HO HE OTrPAHUUMBAIOTCA  HMH,
MOHOIMKIIMUECKHAE TPYMIbl, TaKWE KaK [UKIONPONEHWI, IUKIOOYTEHUI,
LHUKJIOTICHTEHW, LIMKJIOT€KCCHIT, IUKJIOTENTEHWI, IUKIOOKTEHUI, IIMKTIOHOHEHUJT
WJTU LIUKJIO IS CHMUIL.

«Apwn» 03HAYaeT apOMaTHYECKYIO MOHOIMKIIHYECKYIO Wi
MOJUIMKINYECKYIO CHCTEMY, BKIIOUamoIIyr0 or 6 g0 14 aromoB yriepona,
npeuMyIIecTBeHHO OT 6 A0 10 aToMOB yriiepoaa. Apui MOKET UMETh 3aMECTUTETHN
HUKJINYECKONH CUCTEMBI, KOTOPBHIE MOTYT ObITh OJIMHAKOBBIMH WJIM PA3HBIMHU. AP
MOXET ObITh AHHEJIUPOBAH C LIMKIOAJIKUJIOM, F€TEPOLIMKIIOM WM TFE€TEPOAPUIIOM.
[Tpumepsl apuIBHBIX TPYII BKJIOYAIOT, HO HE OTPAHWYUBAIOTCS WUMH, (DESHMI,
HaTHI, aHTPAHUIT ¥ TIPOYUHE.

CATKUIOKCH» WIH « AJTKOKCH» 03HaUaeT alkuii-O- rpynimy, B KOTOPOH aJIKuI
onpenesicH B JaHHOM pazzene. [Ipumepsl alKOKCH TPYyIN BKIIIOYAOT, HO HE
OTrPAaHUYMBAIOTCS UMU, METOKCH, 3TOKCH, H-TIPOMIOKCH, U30-TIPOTIOKCH U H-OYTOKCH.

«AmunHorpymnmnay o3HauaetT R'R"N- rpymmy.

[Tpumepst R' 1 R" BKIIIOYAKOT, HO HE OrPAHUYMBAIOTCA UMU, 3aMECTUTEIH,
BbIODAHHBIE W3 TPYIIMbI, COJACPXKAIIEH BOJOPOMA, AJKHI, AIKCHWI, AJIKUHWI,
LHUKJIOAJIKUIL, aPUJL, TE€TEPOLIMKIIUIL, TE€TEPOAPHII, ONPEACIICHUS KOTOPBIX TPUBEICHbI
B AaHHOM pasjene, uin R' u R" coBMecTHO ¢ atoMoM a3oTa, K KOTOPOMY OHH
MPUCOEANHEHBI, 00pa3yloT 4-7-ujiecHHBIH reTepoluKiua Wik 5-10-uneHHbIN
reTepoapul.

«Anxuncynbhorum (-S(O),-C;-Coamkuin) 03HaUAST «AJKUID», ONPEACICHUE
KOTOPOT'O TMPUBEJACHO BBIIIE, MNPUCOCIAUHEHHBIH K COOTBETCTBYIOUIEMY
dbparMeHTy MOJICKYJNBI dYepe3 cynbpoHmIbHYIO Trpymny -SO,-. Ilpumeps
ATKUIICYJTH(POHUIOB, BKITIOYAIOT, HO HE OTPAHWYUBAIOTCS UMH, METHJICYJIH()OHMIT,
THJICYIbGOHMIT U T. 1.

«Huzmmit ankui» 03HAYaeT JUHEHWHBIA WIM PAa3BETBIICHHBIA ankui ¢ 1-4
aToOMaMH yIJIepoJa.

«ano» mwmm «I"amoren» (Hal) o3nauaer ¢rrop, xop, Opom u o,
4
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«'eTeponuKIIy, «TrEeTCPOIUKIIMIY MM  «TCTCPOIMKIIMUCCKOE  KOJBIIO»
03HAYaeT MOHOIUKITHUECKYIO MW TOJMITUKIIMYECKYI0 HeapOMaTHUECKYIO CHCTEMY,
BKJIOUaronyto ot 3 g0 11 aromoB yriepoaa, B KOTOPOH OJMH WIIA HECKOJIBKO
aTOMOB yTIJIEpoJa 3aMEHEHbl Ha T'eTepoaToOM, TaKoW Kak a30T, KHUCIOPOH, cepa.
I'eTepormkin MOXET OBITh KOHACHCHPOBAH C apHJIOM HMIIH T'ETEPOAPHIIOM.
['eTeporkil MOXKET MMETh OJMH HMIIH HECKOJIBKO 3aMECTUTENICH, KOTOPHIC MOTYT
OBITh OJWHAKOBHIMH WJIM Pa3HBIMH. ATOMBI a30Ta M CEPbl, HAXOJAIIAECS B
TeTEPONMKIIE MOTYT OBITh OKHCJICHBI 0 N-OKCHIA, S-OKCHIA WA S-THOKCHIA.
I'eTepormkim  MOXeT OBITh HACHIIIICHHBIM, YAaCTHYHO HEHACHIIMICHHBIM HIIA
HCHACHIMCHABIM. [IpHMeEpBI TeTepOIMKIIOB BKIIIOYAIOT, HO HE OTIPAHHUYHMBAIOTCS
WMH, a3€TUIMH, TUPPOJIUANH, TUNEPUIUH, 2,8-1uazacnupo[4.5]aekan, nunepasuH,
MOPdOIHH U Ap.

«'eTepoapuia» 03HAYAIOT apPOMATHUYECCKYI0 MOHOIMKIHYCCKYIO HIIH
MOJUIIUKINYECKYI0 CHCTEMY, BKJIOUarInyr oT 5 g0 11 aromoB yriepona,
MPEeANOUYTHTEIIHFHO OT 5 10 10, B KOTOPO# 0IMH MIIH HECKOJIBKO aTOMOB yIJIepoaa
3aMEIIEHBl Ha reTepoaToM, TaKod Kak a30T, cepa HJIX KHCIOPOA. ATOM a30Ta,
HaXOAIAICS B T€TEpoapuiie, MOKET ObITh OKHcCIIeH 10 N-okcuaa. I'eTepoapuin
MOXKET HMETh OJWH WM HECKOJBKO 3aMECTHUTEICH, KOTOPHIE MOTYyT OBITh
OJMHAKOBBIMM HWJIM pa3HBIMH. [erepoapmii MoxeT OBITh aHHEIUPOBAH C
ITAKJIOAJIKHIIOM, TETEPOITMKIIOM HJIH apHioM. [IprMepsl reTepoapuaioB BKIIOYAIOT,
HO HE OrpPaHHYMBAIOTCA HWMH, THPPOJHI, G(ypaHWI, THCHHI, ITHPHIHI,
MUPa3UHWI, THUPUMHIAHUI, THPHAA3HHWI, HW300KCA30JHMJI, H30THA30JIHI,
TETPA30JINII, OKCA30JIHMI, THA30JIMI, THpa3osmi, pypazanun, Tpruasommi, 1,2,4-
THAJNA30JIUII, XUHOKCATWHWII, ¢TamasuHmi, uMuaa3o[l,2-a]lmupuauamn,
nMua3o[2,1-b]rrazonmn, o6eHzodypazanmn, WHIOJINI, a3avH I0JIUII,
OCH3UMHUIA30JIMI, OCH30THA3CHUII, XHWHOJIWHHWJI, HWMHUJIA30JIMI, IHPA30JIHII,
THSHOTTUPHIHUIT, XHHA30JIUHHUIT, HapTUPHIHHMI, THCHOTTHUPHUMU TUHHII,
MUPPOJIOTUPHANHUI, HUMHAA30THPUIAI, W30XHHOJIHUHHI, OCH30a3aMHI0JIHII,

1,2,4-Tpua3uHUI, TACHOTUPPOIIHI, QYPOIUPPOIHIL B JP.
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«YacTHUHO HEHACHIIMICHHBIN) O3HAUaeT KOJBIEBYI0 CHCTEMY, KOTOpas
BKJTIOUAET IO MEHBIIEH Mepe OJHY JIBOWMHYIO WM TPOHHYKO CBsA3b. [epMuUH
«YaCTUYHO HEHACHIIIICHHBIN) OTHOCHUTCS K KOJIbIIaM, HMEIOIITUM MHOKECTBO CATOB
JUTSL HACHITIIEHUS, HO HE BKITIOYACT apUIIbHBIC W TETEPOAPHITHHBIC CUCTEMBI, KaK OHU
OTIPE/ICIICHBI BHIIIIC.

TepMuH «OKCO», UCTIONB3YEMBI B HACTOAIIEM JOKYMEHTE, OTHOCHTCS K
paaukany =0.

«3aMecTHTeNh) O3HAUACT XUMHUYECKUH PaTuKall, KOTOPHIH MPUCOSANHSICTCS
K MOJICKYJISIPHOMY OCTOBY (ckathdonay, pparMenry).

«CobBaTy 03HAYAET MOJICKYJIAPHBIN KOMITIIEKC COCTMHEHUS TI0 HACTOSIIIIEMY
HN300PETEHHIO, BKITIOYAs €ro (papMareBTHUECCKH TIPUEMIIEMbBIC COJIH, C OJTHOW WIIH
6oree MoJieKyIaMu pacTBOpUTENs. Takue MOJIEKYJTbI PACTBOPUTEIS MPEICTABIISIOT
co00# MOJIEKYJTbI, OOBITHO UCTIOIB3yEMBIE B (PapMaIleBTHKE, KOTOPHIE H3BECTHHI KaK
Oe3BpeAHbIC I PEIMITHUEHTA, HANmpuMep, BOAY, 5TAHOJ, JSTHWICHTJIWKOIh W
nogpoOHbIe. J[pyrue pacTBOPHUTENM MOXHO HCIOJB30BATh KAaK MPOMEKYTOUHBIC
COJTbBATHl B TIOJNYYCHHWHM OOJIE€ KENATENbHBIX COJBBATOB, TaKHMEe KAaK METAHO,
METHJI-TPET-OyTUIIOBBIN (WP, dTUJIAIETAT, METHIAIETAT, (S)-PONUICHTIINKOJI,
(R)-mponunenraukonsp, 1,4-6yrananon u mogo0HbIE.

Tepmun «ruapar» OTHOCHTCA K KOMIUIEKCY, B KOTOPOM MOJIEKyJa
PACTBOPHUTEIISA TIPEACTABIISIET COOOH BOTY.

ConpBarel  W/WIW  THAPATHl  TPEANOYTHTEIIEHO  CYIIECTBYIOT B
KPHCTAJTMUECKOM hopme.

TepMuH «CBS3BY, «XXUMHUYECKAs CBA3bY WU «OJAMHAPHASA CBSI3b» OTHOCHUTCS K
XUMHUYECKOH CBSI3W MEXKTy JBYMS aTOMaMH WJTH IBYMS TPYNIMAPOBKaMH (TPyTITIIaMH,
(dparmeHTamMu), ecnm aBAa aTOMa, COCAWHCHHBIE CBA3BIO, PACCMATPUBAIOTCS Kak
4yacTh 0oJiee KPyImHOM CyOCTPYKTYPHI.

Tepmun "3ammTHas rpynna’ OTHOCUTCA K TIpynmaMm, KOTOpbIe
MPUMEHSIOTCS TSt OJIOKUPOBAHUS PEaKIMOHHON CITOCOOHOCTH
(bYHKIMOHAIBHBIX TPYNI, TAKUX KAaK aMHUHOTPYMNHI, KapOOKCHIILHOW TPYTITIHI

WiIKn ruapokcurpynmsl. [lpumepamu, 0e3 OrpaHuueHuUs, 3alIUTHBIX TPYNI
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aBaAroTCs  TpeT-OyTokcukapbonun (Boc), Oensumokcukapbonun (Cbz), 2-
(TPUMETHIICHIIIIT)3TOKCH ) MeTuIaleTallb (SEM), TPUATKUJICHITHIL,
ANKUII( AP W )CHUITAIT UITH AJTKHJT.

TepMUH «3KCIUMUEHT» UCMOJL3YETCS B JAHHOM JOKYMEHTE JUIsl OMUCAHUS
Ar000r0  MHTPEIUEHTa, OTIWYAIOIIETOoCs OT COSAWHEHUA(-UH) MO JAHHOMY
U300pPETEHHUIO.

«DapmarneBTHUECKAA KOMTMO3ULIKS» o003HavaeT KOMITO3HLIMIO,
BKJIFOYAIOLIYIO B c€0d COCIMHEHUE COTJIACHO M300PETEHMIO U, IO KpaliHel Mmepe,
OJIMH AKCLUMUEHT. DKCIUMUECHT MOXET ObITh BHIOPAH W3 TPYIIbI, COCTOAIICH U3
(dapmarieBTHUECKH ~ TIPUEMJIEMBIX W (DApMaKOJIOTHUECKH  COBMECTHMBIX
HaIOJIHUTENIEH, PacTBOPUTENEH, pa30aBUTENEH, HOCUTENEH, BCIOMOTraTEIbHBIX,
pacrpeesaonmX U BOCIPUHUMAIOIIUX CPEICTB, CPEACTB JOCTAaBKH, TaKUX Kak
KOHCEPBAHThI, CTAOWJIM3aTOPbI, HAMOJHUTEIN, W3MEJIbUUTENIH, YBIAKHUTEIH,
AMYJIBraTOPbI, CYCNEHANPYIOIINE ar€HThI, 3aryCTUTEIH, MOJACIACTUTEIN, OTIYIIKH,
apoMaTHU3aTOPhl, AaHTHOAKTEPHAJIbHBIE AareHTH, (QYHTHUIUABI, JTyOpPUKAHTHI,
PEryJIATOpPbl MPOJIOHTMPOBAHHOM JOCTaBKH, BBIOOP M COOTHOIIEHHE KOTOPBIX
3aBUCUT OT TMPUPOABI M crocoda Ha3zHaueHudA U J103upoBku. [Ipumepamu
CYCHEHJIMPYIOIIUX  areHTOB  SBJIAOTCA, HO HE OrPaHUYMBAKOTCA  HMH,
STOKCUJIMPOBAHHBIM W30CTCAPWIOBBIA CHOUPT, MOJMOKCUITUIIEH, COpPOUTON U
cOpOMTOBBIM  3dUp, MUKPOKpPHUCTANIMYECKAs IEJUTIOJI03a, METAaruApPOKCHA
AMIOMUHUA, OCHTOHUT, arap-arap W TParakaHT, a TaKXe CMECH STHX BEIIECTB.
3amura OT JCUCTBHS MHUKPOOPTaHM3MOB MOXET ObITh OOECleueHa C MOMOIIBIO
Pa3HOOOPa3HBIX AHTUOAKTEPHUATBHBIX U MPOTUBOTPUOKOBBIX ar€HTOB, HAMPUMEP,
TaKuX Kak mnapaOeHbl, XJIOpOyTaHOJ, COPOMHOBAs KHUCJIOTa W MOJAOOHBIE UM
coeanHeHus. KomMmosuims MOXKET BKIKOUYATh TAKKE HW30TOHUUECKUE AareHTHI,
HapuMep, caxapa, XJOPHUCTHIH HAaTpuil U uM mnoA00HbIE. [IposioHrMpoBaHHOE
JICHCTBHE KOMIIO3MIIMA MOKET OBbITh o0ecneueHo ¢ TOMOIIBIO areHTOB,
3aMeTAOIIMX A0COpOLMIO aKTHBHOTO HAa4Yalla, HAMPUMEP, MOHOCTEAPpaT AFOMUHUS
u xenatul. [[puMepaMu moaxoASIIMX HOCUTENEH, paCTBOPUTENIEH, pa30aBuTeicH u

CpCACTB MOOCTABKH SABJIAIOTCA, HO HC OIPpaHHYHMBAOTCA HMMH, BOJ4, 3TaHOJI,
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MOJIACTIAPTHI, @ TAKXKE WX CMECH, PACTHTEIIbHBIE Maciia (Takhue Kak OJIMBKOBOE
Macji0) ¥ UHBEKITNOHHBIE OPTAHUYECKHE CII0KHBIE (PUPHI (Takue KakK dTHIIOJIeAT).
[IpuMepamu HAMOMHUTENCH SBJSIOTCS, HO HE OTPAHUUYMBAIOTCS WMH, JIAKTO3Q,
MOJIOUHBIH caxap, NWATpaT HATpuA, KapOoHAT Kambiws, ¢ocdaT Kanblus U UM
nogoOHbie. [IpuMepaMu M3METLUUTENCH U PACTIPEACTSIONIAX CPEACTB SABIIAIOTCS,
HO HE OTPAHWYUBAIOTCS MU, KpaxMaJl, aJbTHHOBAs KUCJIOTA U €€ COJIN, CHITUKATHI
1 UM noio6HkIe. [ IpuMepamu iy OpUKaHTOB ABIIAIOTCS, HO HE OTPAHUYMBAIOTCS UMM,
cTeapar MarHws, Jaypwicyabhar HATPUA, TAJIbK, a TAKXKe MOJMITHIICHTIIUKOIb C
BBICOKUM  MOJISKYJSIpHBIM ~ BecoM. (DapmarieBThdeckass KOMITO3HMIHAS IS
MePopaIbHOTO,  CyOJUHTBAJIBHOTO, TPAHCACPMAJILHOTO, BHYTPHUMBIIICYHOTO,
BHYTPUBEHHOTO, TOKOXHOTO, MECTHOTO WJIM PEKTAJLHOTO BBEICHUS aKTHBHOTO
HaJayia, OJJHOTO WM B KOMOWHAIIMK C APYTAM aKTUBHBIM HAUAJIOM, MOXET OBITH
BBEJICHA XUBOTHBIM W JIIOASM B CTaHIAPTHOW (hOpPME BBEICHHS B BHJE CMECH C
TPAJAMIIMOHHBIMU (hapMaIeBTUICCKAMHA HOCHUTENAMH. [IpuromHbie cTaHmapTHBIC
(hopMbI BBECHUS BKIIFOYAIOT, HO HE OTPAHUYHUBAIOTCA UMH, TIEPOPATbHBIC (hOPMBI,
Takue Kak TaOJeTKW, JKEJAaTHHOBBIC KAICYJbl, TMHIIOJIA, TOPOIIKH, TPaHYJIbI,
KEBATEIbHBIC PE3WHKH W  TEPOPATbHBIE  PAacTBOPHl WM  CYCIICH3WH,
CyOnMHTBaNbHBIC U TPAHCOYKKATbHBIEC (DOPMBI BBEICHUS, a3PO30JI, UMIIJIAHTATHI,
MECTHBIE, TPAHCACPMAJIbHBIE, TOIKOXKHBIC, BHYTPUMBIIICUHBIC, BHYTPUBEHHBIC,
WHTpaHa3aJIbHbIC WM BHYTPHTJIA3HbIE (POPMBI BBEACHHS W PEKTAIbHBIE (POPMBI
BBC/ICHHS.

«DapMaleBTUUECCKH ~ TIpHEMJIEMasl  COJIb)»  O3HAYaeT  OTHOCHUTEIIBHO
HETOKCHUHBIE COJIA COCIMHEHUS, 3aiBJICHHOTO B HacTosAImeM nu3obpereHuu. Conn
COCMHEHUM, TPEAYCMOTPEHHBIX HACTOANIMM JTOKYMEHTOM, MOTYT OBITh
MOJyYeHbl W3 HEOPTaHWYECKUX WM OPTraHUYECKWX KHCIOT W OCHOBAHMWMA.
[TpumMepamu MOTyYEHHBIX TAKUM 00Pa30M COJICH ABJISIFOTCS, HO HE OTPAHUUHBAIOTCS
UMW, THIPOXJOPHABI, TUApoOpoMuabl, CcynbdaTel, Oucyasdarer, Qocdarsr,
HUTPATHI, alleTarhl, OKCaJaThl, BaJICpUATHI, OJICaThl, MAJbMHUTATHI, CTEAPATHI,
Jaypatsl, bopaThl, O€H30aThl, JTAKTATHI, TO3UJIATHI, ITATPATHI, MaJieaTsl, (hyMaparsl,

CYKIIMHATLI, TapTparbl, MC3HWUJIaTbl, MAJIOHAThI, CaJIMIWIAaTbl, IIPOIMHMOHATHI,
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staHcyabdoHaThl, OeH30CyIbGOHATHI, CylIbdaMaTl W MM MOJ00HBIC, COJHU
HATPHs, KaJnus, aMMOHUSI, KaJIbITHsI, MarHus, jkejae3a, IUHKa, MSIU, MapraHia u
aTIOMHUHHS, COJIH IIEPBUYHBIX, BTOPUUHBIX U TPETHYHBIX aMHHOB, 3aMEIICHHBIX
aMHWHOB, B TOM YHCJIC MPHUPOIHBIX 3aMEIICHHBIX aMHHOB, ITUKJINYE CKUX aMHHOB,
TakUX KaK M30NPONHIAMHH, TPUMETHIIAMWUH, JIHATHIAMHH, TPHUATHIAMUH,
TPHIPOINMIAMHH,  ATAaHOJAMHH,  2-JIUATHJIIAMHHOATAHOJ,  TPHUMCTAMUH,
TUAIUKIOTSKCHIAMHMH, JIN3WH, AapruHUH, THCTHAWH, KO(EeHuH, NIpPOKauH,
ruapabaMuH, XOJHMH, OSTHICHAWAMHWH, TJIIOKO3aMHUH, METHITIIOKAMHUH,
TeOOpOMWH, yPUHBI, THNepa3u, nunepuant, N-stunnunepuaus ([TogpobHoe
OTIMCaHHE CBOMCTB TaKMX coJick maHo B Berge S.M., et al., "Pharmaceutical Salts" J.
Pharm. Sci. 1977, 66: 1 - 19). B kauecTBe aMUHOKUCIIOT MOTYT OBITh MCTIOIb30BAHbBI
JIU3WH, ODHATHH M QpTUHHH.

«JlekapcTBeHHOE CpEACTBO (TMperapar)y - BEMIECTBO (MM CMECh BEIIECTB B
BHJIC (hapMaIeBTHUECKOM KOMITO3UITNH ) B BUE TAOIETOK, KArCyJl, MHBEKITANA, Ma3eH
W JIp. TOTOBBIX (pOpM, TIpeIHA3HAYCHHOE /U1l BOCCTAHOBJICHHMS, UCIIPABIICHHUS WIIH
M3MEHEHHS (DM3HOJIOTHUSCKUX (PYHKIMH y YelIOBEKa M JKMBOTHBIX, a TaK)Ke JUIS
JaedeHrus W NpodrIakTUKH OO0JIe3HEH, MUArHOCTHKH, aHECTE3WH, KOHTPAICIIUH,
KOCMETOJIOTHH ¥ TIPOYETO.

«JleunTh», «iICUeHHE» M «Tepamus» OTHOCATCS K METOJMY CMATYCHHS HIIH
ycTpaHeHHs OHMOJIOTHYECKOTO PACCTPOMCTBA W/WJIM 1O MEHBIICH MEpPEe OJHOTO U3
CONMYTCTBYIOIIUX €My CHUMOTOMOB. TepMuUH «0O0jeruuthy OO0J€3Hb, 3a00JE€BAHKE
WA COCTOSIHHE, O3HAYaeT YMCEHBIIICHHUE TSHKSCTH W/WIIM YacTOTHl BO3HHKHOBCHHS
CUMIITOMOB  3a00JIcBaHWs, PacCTPOMCTBA WM cocTosiHMA. Kpome  Toro,
cojieprKaIrecs B JaHHOM JOKYMEHTE CCHIJIKHM Ha «JICUSHHE)» BKJIIOUYAIOT CCHUIKH Ha
Je4eOHYIO, TAJUTHATHBHYIO M MPOQPHIAKTHUSCKYIO TEPAIHIO.

B omHoM acnmekre CyOBEKT JICUCHHMS ~WMJIH  TAIMCHT  SBIICTCS
MJICKOTTHUTAIOIIIHAM, MPEOUYTHTEIIHHO YEI0BEUCCKUM CyOBEKTOM.
BrrmeynmoMsHy ThIH CyOBEKT MOXKET OBITh MYKCKOTO HJIH YKEHCKOTrO T0JIa JIF000TO

BO3pacTa.
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Tepmun "HapyiueHue" o3HauaeT Jit0OOOE€ COCTOSHUE, KOTOPOE MOXKHO
yAYy4YIIUThE B Ppe3ysibTaTe JIEYEHUA MO HacTodAlleMy u300pereHui0. B
OTNPE/ICIEHUE AAHHOTO TEPMHUHA BXOJAT XPOHUUECKHUE U OCTPHIC HAPYIICHUS
uin 3a00JiIeBaHUs, BKIOYAOIIKME B ¢€0s MAaTOJIOTMYECKUE COCTOSHUSA, KOTOPBIE
BBI3BIBAIOT MPEIPACIOOKEHHOCTh MJICKOMUTAOIIETO K BO3HUKHOBEHHIO
JAHHOTO HapyuieHus. Heorpanuumparoniue npuMepbl MNOUICKANIUX JICUSHUIO
3a0o0eBaHU BKIIOYAIOT B CeOS OHKOJIOTHYCCKHE 3a00JI¢BaHUS, B YaCTHOCTH
pPaK MOJIOUHOM )KeJie3bl, TPUXKAbl HETaTUBHBIH pak MonodHoH xenesbl (THPMIK),
paK AMYHUKA, METACTATUYECKUI PaK AMYHUKA, PAK KEJy 1K, METACTaTUUECKUI pak
KETYJIKA, paK SHAOMETPHUS, CIIOHHOW KeJe3bl, JIErKOro, MO4YkKu, 000J04YHOU
KHUIIKK, KOJIOPEKTAJbHBIA pak, MEJaHOMY, METACTAaTUUYECKYIO MEJIAHOMY, Pak
IUTOBUAHOMN KEJIe3bl, OJKEITYAOUHON KeEJIEe3bl, MPEACTATEIIbHON KEJE3bl UIH
MOUYEBOTO MY3bIpsi;, TE€MATOOHKOJOTMUYECKHE 3a00J€BaHMs, JEHKO3bI, OCTPbIH
MUCJIOUIHBIN JIeHik0o3 W JUMGOUIHBIE 3JI0KAYECTBEHHBIE HOBOOOpPA30BaHHUS,
HEUPOHHBIE, TJIUAJIbHBIE, AaCTPOLMUTAIbHbIC, THUMOTAJIAMYyCHBIE W JpPYyTruUe
rPaHyJIsIpHBIE, Makpodarossie, ANUTEINATIbHBIE, CTPOMAJIbHbIE u
0JiacTOLIETIbHBIE HApYIICHHUS, BOCHAJINTEIIbHEIE, AHTUOTCHHBIE u
MMMYHOJIOTHYECKHUE HAPYIIICHUA.

«TepanepTrueckn >(PEKTUBHBIM KOJIMUECTBOM)» CUHUTAETCSA KOJIMUECTBO
BBOJMMOTrO B MPOLECCE JICUEHUS TEPANEBTUUECKOrO areHTa, KOTOpoe U30aBUT B
OMPENCIICHHONW CTENEHU OT OJTHOTO WJIM HECKOJbKUX CUMITOMOB 3a00JI€BaHUS, IO
MOBOJIy KOTOPOTO MPOBOJUTCA JICUEHHE.

B macrosmieM onmucaHMM M B MOcCleayromed ¢opMysiae U300peTeHUs, eClin
KOHTEKCTOM HE MPEIYCMOTPEHO HHOE, CJIOBA KUMEThY, «BKITFOUATHY U «COJIEPKATHY
WM UX BapHallMM, TaKUE KAaK «HUMEET», «HUMCIOIIUN», «BKIIHOUACTY,
«BKJIIOUAIOLIUI», «COACPKUT» WM «COAEpXKAIIUi», CIeAyeT MOHUMATh, KakK
BKJIFOUEHHUE YKA3aHHOTO IEIOTO WJIM TPYIIIbI LEIbIX, HO HE UCKIIOUYEHHUE JTH0O0Tro

JIPYTOro UEIOTO WK TPYNIIBI LEIbIX.
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IoapoOHoe onucanue u300peTeHust
B oaHoM BapmaHTe OCYIIECTBIICHHUSA, HACTOALIEe U300PETEHNE OTHOCUTCS K

coeauHeHnto hopmyis I:

WK ero papMareBTHUYCCKH MPUEMIIEMOM COJTH, UJIH €T0 CTEPEOH30MEDY,

rac L npcacTaBACT c000ii -[CH2]0-3-, -[CHz]o-z-C(O)-, -C(O)-[CHz]o-z-;

R npencrasnser coboit -NR*R>, -OR®;

R! mpencrasnaer coboii -NR?R?;

R? u R? meszasucumo mpencrasnger coboit H; Ci¢ ankwi, He3aMEINEHHBIA WM
3aMENIEHHBIM OJHMM WIIM HECKONbKMMH 3amecturensamu R’ Cre  ankeHw,
HE3AMEIIECHHBINA MM 3aMEINEHHBIA OMHUM WIIM HECKOJBKMMH 3aMECTUTENsIMHU R7;
Ci6 anKWHWII, HE3aMEIICHHBIM WKW 3aMEIIEHHBIA OJHMM WA HECKOJIbKUMH
samecturenaMu R7; Cs.; HUKIIOANKHN, HE3aMEIICHHBIH WM 3aMEIIEHHBINA OJTHUM
WIIM HECKONBKUMH 3aMectuTensMu R3; Cs; IMKIOANKeHMN, HEe3aMEUIEHHBIH WIH
3aMEIEHHBIA OJHAM WM HECKOJbKUMM 3amecTureaaMu RSP, 5-6 uneHHSbId
reTepormkina ¢ 1-2 rerepoaromamu, BbIOpaHHRIMH #u3 N, O wu/mmm S,
HE3AMEIIECHHBINA MM 3aMEIIEHHBIA OJHUM WIIM HECKOJBKMMH 3aMECTHTENAMH R7;
apuJjl, He3aMeIIeHHBIN MUK 3aMEeIeHHBIN OTHUM WJIM HECKOJbKHMH 3aMECTUTEIISIMHU
R rerepoapun ¢ 1-4 rerepoatomamu, BeIOpaHHbIMM n3 N, O w/mmm S,
HE3AMEIIECHHBIN WIIM 3aMEINEHHBIN OTHAM WJIM HECKOJILKUMHM 3aMecTHTensaMu R,

HUJIN

11



WO 2020/027704 PCT/RU2019/050123

R? u R?® BMecTe ¢ aTOMOM a30Ta, K KOTOPOMY OHM HPUCOEIMHEHEI, 00pa3yoT 4-7-
YJICHHOE TE€TEPOLMKIMUECKOE KOJbIO ¢ 1-3 rerepoatomamu, BbIOpaHHBIMH U3 N
w/mma O, TIae TeTEPOLMKINYECKOe KOMbLo, o0pasosannoe R? u R®, moxker GBITH
HE3aMEIIEHHBIM HIIH 3aMEIIEHHBIM OJHUM MITM HECKOJILKUMH 3aMECTHTENAMHU R7;
R* u R> mesasucumo npencrasiser coboii H; Cig ankui, He3aMENIEHHBIA WU
3aMENIEHHBIM OJHAM WJIM HECKOJILKUMH 3aMecTuTensamu R'% C,¢ amxenwmn,
HE3aMEIECHHBIN M 3aMEINEHHBIN OJJHAM WIJIM HECKOJILKUMH 3aMecTuTensamu R1Z%;
Cy¢ anKWHWJ, HE3aMEIICHHBIH WM 3aMEIIEHHBIA OJHMM WM HECKOJIbKUMH
samectuTenamu R12; Cs7 NUMKIIOANKMII, HE3aMENIEHHBIN WM 3aMENEHHBIN OJTHUM
WM HECKONBKAMHU 3amectutenamu RP: Cs; umknoankeHmn, He3aMEIEHHBIN WK
3aMENIEHHBIH OJHMM WM HECKOJIBKMMHU 3aMecTHTenaMu R'*: 5-6 unennbiii
reteporukimn ¢ 1-2 rerepoaromamu, BoiOpanHbiME W3 N, O wwmm S,
HE3aMEILECHHBIN MIIM 3aMEIIEHHBIN OJJHAM WJIM HECKOJILKUMH 3aMecTuTensamu R4
apuJi, He3aMeIICHHBIN TN 3aMEIEHHBIN OTHUM WJIM HECKOJIbKUMH 3aMECTUTEIISIMHU
R'; rerepoapun ¢ 1-4 rerepoaromamu, BeIOpaHHBIMH w3 N, O w/mmm S,
HE3aMEILECHHBIN WIIM 3aMEIIEHHBIN OJJHAM WIIM HECKOJILKUMHM 3aMeCTUTENIMU R1°
WJIn

R* u R® BMecTe ¢ aTOMOM a30Ta, K KOTOPOMY OHM NPHCOEAMHEHEL, 00pa3yroT 4-7-
YJICHHOE TE€TEPOLMKIMUECKOE KOJbIO ¢ 1-3 rerepoatomamu, BbIOpaHHBIMH U3 N
w/mma O, TIae TeTEPOLMKINYECKOE KOO, o0pasosanHoe R* u R>, moxker GBITH
HE3aMEIECHHBIM HIIH 3aMEIIEHHBIM OJHUM WITH HECKOJIEKAMM 3aMecTHTeNnsaMu R4,
R® npencrapnser co6oit H; Ci.¢ ankmi, He3aMEIIEHHBIH WM 3aMEIIEHHBIA OTHUM
W HECKOJIbKUMH 3amectutensamu R'7;

R7 n R!? kax it HesaBucumMo npeacTasnseT coboit H, Hal, CN, -OR!®, -NRR?°, -
C(=O)R', -C(=O)NRVR*, -NR*C(=O)R'3; -NR2?'C(=O)NRPR?’; -SO,R*%; -
SO, NR*R?**, C3.; LIMKJIOQIKWI, HE3aMEIEHHBI WM 3aMEIlEHHbI OJHUM WX
HECKOJIbKMMH paJuKaiamMu, BbIOpaHHBIMU U3 C).¢ aNKHIIa, TaJloreHa;

R’ m R kaxprit HesaBucumo npeacrasnset coboit H, Hal, CN, -OR!®, -NRR?°, -
C(=O)R', -C(=O)NRVR*, -NR*C(=O)R'3; -NRZ?'C(=O)NRPR?’; -SO,R*?%; -

SO,NR*R*, okco rpynmy, Cis alKul, He3aMEIEHHBIHA WM 3aMEIIECHHBIA OIHUM
12
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WIH  HECKOJIbKMMM rajgoreHamu;, C;; IUKIOAIKHI, HE3aMEIICHHBIH HITH
3aMEILCHHBINA OTHUM HJIM HECKOJIbKUMH PaJHKajgaMH, BeIOpaHHbIMU U3 C. alIKKIIa,
rajioreHa;
R3, R R R R u R kaxnprii HezaBucumo npeacrasnser coboi H, Hal, CN, -
ORIS, -NR19R20, -C(:O)RIS, -C(:O)NR19R20, _NRZIC(:O)RIS; -NRZIC(:O)NR19R20;
-SO,R?%; -SO,NR*R?*, C,-C¢ ankui, HezaMeleHHbII WIK 3aMELIEHHbIH OTHUM WU
HECKOJbKMMH TajoreHaMmu;, C;- LMKIOAJIKHII, HE3aMEIECHHBIN WM 3aMEIlCHHBIN
OJIHMM HJIA HECKOJIbKUMHM PafuKaaaMu, BoIOpaHHbIMH M3 C.¢ aJKWJIa, rajJoreHa;
R17 R!8 RY R2p R*! xaxnpnii HesaBucumo npeactasnser coboi H, C-Cs anmkuu,
HE3aMEIICHHBIA WIIM 3aMEIECHHBIN OJHHUM MM HECKOJbKUMHU rajoreHamu;, Cr-Cs
ankenmt, C,-Cq ankuami, C;-C; IUKITOANKHI, He3aMEIEHHBIA WIIH 3aMeEIleHHBIN
OJHMM WJIM HECKOJbKHUMH pajguKkajiaMu, BeIOpaHHbIMH W3 C) ajKuja, rajiorcHa;
UIn
RY 1 R BmecTe ¢ aTOMOM a30Ta, K KOTOPOMY OHHM NPUCOEIMHEHEI, 00pa3ytoT 4-7-
YJIEHHOE TE€TEPOLMKIMUECKOE KOO ¢ 1-3 rerepoatomamu, BbIOpaHHBIMU U3 N
w/uma O, Te TeTePOLMKINYECKOe Koo, obpasosanHoe R u R, moxkeT GbITh
HE3aMECIICHHBIM HWJIM  3aMEIIEHHBIM OJHHUM WM JABYMS 3aMECTHTEIISIMH,
BeIOpanHbIMH U3 okco rpymmbl, Hal; OH; NH,; CN; C, ankuia, He3aMeIEeHHOTO
UM 3aMEIIEHHOrO0 OJHHMM WM HECKOJbKMMH ranoreHamu; Ciq amkokcu, Cis
ANKUJIAMUHO.

B e1ie oqHOM BapuaHTe OCYIIECTBIICHHS HACTOAIIEE N300pPETeHHE OTHOCHUTCS
k coequaenuto gopmynsr I, tie L npencrasiser coboit -C(O)-, -CH,-.

B erie oqHOM BapuaHTe OCYIIECTBIICHHS HACTOAIIEE N300pPETeHHE OTHOCUTCS
x coemuaenmio popmynsl I, rae R! npencrasnger coboit -NR?R?,
rae R?u R® nesaBucumo npencrasnser coboit H; Cis ankum, He3aMENIECHHBIH WK
3aMENIEHHBIM OJHMM WIIM HECKONbKMMH 3amecturensamu R’ Cre  ankeHw,
HE3AMEIIECHHBINA MM 3aMEINEHHBIA OMHUM WIIM HECKOJBKMMH 3aMECTUTENsIMHU R7;
Cy.6 AIKMHWJI, HE3aMEIICHHBIM WJIM 3aMEIIEHHBIH OJHMM MM HECKOJbKHMH
samecturenaMu R7; Cs.; HUKIIOANKHN, HE3aMEIICHHBIH WM 3aMEIIEHHEINA OJXHUM

WIN HECKOIbKUMH 3amecturensaMu R®; C;; HMKIOanKeHW, He3aMeEINEeHHbBIH W
13
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3aMEINEHHBIA ONHMM WM HECKOJILKMMHU 3aMECTUTENIIMH R3S, 5-6  ujieHHBIN
reTeporukimin ¢ 1-2 rerepoaromamu, BbiOpanHbIMH u3 N, O wwmmm S,
HE3aMEIIECHHBIN MM 3aMEINEHHBIM OJHAM WJIM HECKOJILKMMH 3aMecTHTensMu R
apHJI, HE3aMEILEHHBIN WIT 3aMELLEHHBIN OJHUM HJIM HECKOJIbKUMH 3aMECTHTEIAMU
R rerepoapun ¢ 1-4 rerepoaromamu, BbeiOpaHHbMH u3 N, O w/mmm S,
HE3aMEIIECHHBIN WII 3aMELIEHHBIN OTHAM WJIM HECKOJBKAMM 3aMecTurenamu R
R7,R% R’ R! R nmeror 3sHauenus, onpeneneHnsie BBIIIE, WA

rae R! mpencrasnser coboi:

> > > > >

R npencrasnser coboit H, Cy.¢ anku;
R%¢ R?”, R? npencrasnsmor coboi H, CN, OH, Ci ankmi, Ci4 alKOKCH;
n npeacrasiaeT codoi 0, 1,2, 3.

B ere 0JHOM BapUAHTE OCYLIECTBJICHHS HACTOAIIEE H300PETEHNE OTHOCUTCS
k coemunaennto popmynsl I, rae R npencrasnsaer coboii -NR*R>, -ORS;
R* u R® xap1ii He3aBrCcUMO npeacTasisgeT coboit H; Cs ankun, He3aMeneHHbIH
WM 3aMEINEHHBIN OJHAM WIIM HECKONBEKAMHM 3amecTuTensamu R'% C,g amxenwmn,
HE3aMEIECHHBIN M 3aMEINEHHBIN OJJHAM WIJIM HECKOJILKUMH 3aMecTuTensamu R1Z%;
Cy anKMHWI, HE3AMEINCHHBIM WM 3aMEINEHHBIM OJHHM WIIM HECKOIbKUMH
samectuTenamu R12; Cs; NMKIIOANKMII, HE3aMENIEHHBIN WK 3aMEEHHBIN OJXHUM
WM HECKONBKAMHU 3amectutenamu RP: Cs; umknoankeHmn, He3aMEIEHHBIN WK
3aMENIEHHBIM OJHMM WJIM HECKOJIBKMMH 3aMecTuTensMu RYP: 5-6 unennsii
reTeporukimia ¢ 1-2 rerepoaromamu, BbiOpanHbIMH U3 N, O wwmmm S,
HE3aMEILECHHBIN MIIM 3aMEIIEHHBIN OJJHAM WJIM HECKOJILKUMH 3aMecTuTensamu R4
apwJI, HE3aMEICHHBIN WIIK 3aMEIIEHHBIN OTHAM HIJIA HECKOJILKAMHM 3aMECTHTEIAMA
R'; rerepoapun ¢ 1-4 rerepoaromamu, BeIOpaHHBIMH w3 N, O w/mmm S,
HE3aMEILECHHBIN MM 3aMEIEHHBINA OHUM WITM HECKOJIbKUMH 3aMeCTHTeNAMHU R 16

R12 RB RY RY R!Sumeror 3naueHus, onpeaeneHHbIe BhIIIE, U

14
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rae R* u R> BMecTe ¢ aTOMOM a30Ta, K KOTOPOMY OHH IIPUCOEIMHEHBI, 00Pa3yroT 4-
7-4JIEGHHOE TE€TEPOLMKINUECKOE KOJIbIO ¢ 1-3 rerepoaromaMu, BIOpaHHBIMU U3 N
vw/uma O, Tae TETEPOLMKIMYECKOE KOJIbIO, 00pasoBanHoe RY 1 R°, MoxkeT GbITh
HE3aMELIEHHBIM MJIM 3aMELIEHHBIM OJHMM MJIM HECKOJIBKAMM 3aMeCTUTEAMH R4,

rjae 4-7-4JIeHHOE TeTEPOLMKINYECKOE KOJIBLIO MPEACTABIAET COOOM

BN _”/\:/\ _”/:/)!RZSL

> > >

R npencrasnser coboit H, Cy anku;
R npencrasismor coboit H, CN, OH, C,. ankun, Ci.4 aTKOKCH;
n npeacrasiaeT codoi 0, 1,2, 3;
R® npencrasiser coboit C| aNkmil, He3aMEIEHHbBIH UK 3aMEMIEHHBIA OTHUM KT
HECKOJILKMMU 3aMecTutersima R,
R!7 umeeT 3HaYEHNS, ONPENENEHHBIE BHILIE.

B elie 0HOM BapUaHTE OCYIIECTBIICHUS HACTOAIIEE N300PETEHNE OTHOCHTCS
x coemuaenmio popmynsl I, rae R! npencrasnger coboit -NR?R?,
rae R?u R® nesaBucumo npencrasnser coboit H; Cis ankum, He3aMENIECHHBIH WK
3aMeNIEHHBIM OJHMM MM HECKOJBKMMH 3amecturesiiMu R7; Cs.; HUKIIOANKHIL,
HE3aMEIIEHHBIN WK 3aMEEHHBIN OJHAM WM HECKOJIBKMMU 3amMecTHTeNsamMu RE; 5-
6 4YJICHHBIN TeTEPOIMKINA ¢ 1-2 rerepoaromamu, BeiOpanHbIMA U3 N, O u/umu S,
HE3AMEIIEHHBINA MM 3aMEIIEHHBIA OMHUM WIIM HECKOJBKMMH 3aMECTHTENAMH R7;
apuII, He3aMEILCHHBIN WM 3aMEIIEHHBIN OTHAM MIJIA HECKOIEKAMH 3aMECTHTEIAMA
R!Y: rerepoapun ¢ 1-4 rerepoaromamu, BeIOpaHHbiMA u3 N, O w/mmm S,
HE3aMEIIEHHBIN MM 3aMEILEHHBINA OJHUM WM HECKOJILKUMH 3aMecTuTensaMu R
R7 u R’ xaxnp1ii Hesasucumo npeactasnset coboi H, Hal, CN, -OR!8, -NRR?, -
C(=O)R'®, -C(=O)NR R2";
R3, R u R xaxnpiit nesasucumo mpencrasnger coboit H, Hal, CN, -OR!3, -
NRPR?  -C(=O)R!, -C(=O)NRVR?, C-Cs anxmn, He3aMELICHHbIA WX

SaMeIl[eHHblﬁ OJHHUM HJIN HCCKOJIbKUMH I'aJIOTCHAMH

15
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R3 RY m R? kaxneiii nesapucumo mnpeacrapnsger coboi H, Ci-Cs anxmn,
HE3aMEICHHBIA WM 3aMEISHHBIA OJHUM HMIIH HECKOJBKMMHM rajoreHamu; Cs-C;
IAKJIOAJIKIII, HE3aMENICHHBIA WM 3aMCIICHHBI OJHUM MM HECKOJIbKHMH
paaukagaMu, BIOpaHHbIMH U3 C| alIKWJIA, TaJ0oTeHa, WA

rae R! npencrasisier coboi:

> > > > >

R npencrasnser coboit H, Cy.¢ anku;
R?¢ R?’ R?® npencrasnsmor coboi H, CN, OH, C4 ankokcnu;
n npeacrasiaeT codoi 0, 1,2, 3.

B enie 0AHOM BapHaHTE OCYHIECTBIICHUS HACTOSAIIEE N300PETEHNE OTHOCHTCS
k coemunaennto popmynsl I, rae R npencrasnsaer coboii -NR*R>, -ORS;
R* u R® xap1ii He3aBrCcUMO npeacTasisgeT coboit H; Cs ankun, He3aMeneHHbIH
WK 3aMEIIEHHBIN OTHUM WM HECKOIBKHMU 3aMecTuTessiMu R1%; Cs7 nukmoanku,
He3aMEIICHHBIN WK 3aMELIEHHBIA OJHUM HJIM HECKOJIBKMMH 3aMecTuTeamMu R,
5-6 uyIeHHBIH reTeporKImI ¢ 1-2 rerepoaTomamMu, BeiOpanHbIMA B3 N, O w/mim S,
He3aMEIICHHBIN WK 3aMELICHHBIA OJHUM HJIM HECKOJBKMMH 3aMecTHTe MU R4,
apwJI, HE3aMEICHHBIN WIIK 3aMEIIEHHBIN OTHAM HIJIA HECKOJILKAMHM 3aMECTHTEIAMA
R'; rerepoapun ¢ 1-4 rerepoaromamu, BeIOpaHHbBIMA u3 N, O wmmm S,
He3aMEICHHBIN WK 3aMEILEHHbIA OJHIM WM HECKOJIBKUMH 3amecTurensamu R'6;
R2 u R™ kaxnapiit Hezasucnmo npeacrasisger coboi H, Hal, CN, -OR!'®, -NRR%,
_C(=O)R®, -C(=0)NR "R
R, RY u R kaxnpiii nesaBucumo mpencrasiser coboit H, Hal, CN, -OR!8, -
NRPR?  -C(=O)R"®, -C(=O)NRYR?, C;-C¢ anxmn, HE3aMELIEHHBIA WJN
3aMEIEHHBIA OJHUM WM HECKOJIbKUMHU raIOr€HaMHU,
R3 RY m R? kaxnwiii nesapucumo npeacrapnsger coboi H, Ci-Cs anxmn,
HE3aMEUICHHBIN WM 3aMEIEHHbIH OJHAM WM HeCKONbKMMU rajgoreHamu;, Cs;-C;
UKJIOAJKW, HE3aMEINEHHbIH WIM 3aMELICHHBIA OJHAM MM HECKOIbKUMH

panukagaMu, BeIOpaHHbIMH U3 Ci alIKWJIA, TaJ0TeHa, WA

16



WO 2020/027704 PCT/RU2019/050123

rae R* u R> BMecTe ¢ aTOMOM a30Ta, K KOTOPOMY OHH IIPUCOEIMHEHBI, 00Pa3yIoT 4-
7-4JIEGHHOE TE€TEPOLMKINUECKOE KOJIbIO ¢ 1-3 rerepoaromaMu, BIOpaHHBIMU U3 N
vw/uma O, Tae TETEPOLMKIMYECKOE KOJIbIO, 00pasoBanHoe RY 1 R°, MoxkeT GbITh
HE3aMELIEHHBIM MJIM 3aMELIEHHBIM OJHMM HJIM HECKOJIBKAMM 3aMeCTUTENAMH R4,

rjae 4-7-4JIeHHOE TeTEPOLMKINYECKOE KOJIBLO MPEACTABIAET COOOM

BN _”/\:/\ _”/:/)!RZSL

> > >

R npencrasnser coboit H, Cy anku;
R npencrasismot coboit H, CN, OH, C,.4 ankokcu,
n npeacrasiaeT codoi 0, 1,2, 3;
R® npencrasiser coboit Cj aNkmi, He3aMEIEHHBIA UM 3aMEIIEHHBIN OTHUM WA
HECKOJIbKAMH TAJIOT€HAMH.

B ele 0HOM BapuaHTe OCYILIECTBIICHHS HACTOSIIEE N300PETEHUE OTHOCUTCS
k coemuaenmio popmynsl I, rae R! npencrasnser coboit ~-NR2R?,
rae R?u R® nesapucumo npencrasnser coboit H; Cis ankum, He3aMENIEHHBIH HIH
3aMEIEHHBIA OJHAM WU HECKOJIBKUMH 3aMeCTUTEIAMHA R,
R” mpencrasnsger cobort H, Hal, -OR!®, C;; muxmoankun, He3aMEIEHHBIA WM
3aMELLEHHbIM OJJHAM WA HECKOJbKUMH paauKanaMu, BeiOpanueiMu u3 Ci allkuna,
raJoreHa;
R!® mpencrasnser coboit H, Ci-Cg ankmm; unm

rae R! mpencrasnser coGoii:

> > >

R npencrasnser coboit H, Ci anku;
R%%u R® npencrasisor coboit H, OH, C, anxun, C4 anmkokcwu,
n npeacTasisaet coboit 0, 1.
B elie 0HOM BapUaHTE OCYIIECTBIICHUS HACTOAIIEE N300PETEHNE OTHOCHTCS

k coemuaenmio popmynsl I, rae R npencrasnsger coboit -NR*R’, -OR®;

17
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R*u R® kaxap1ii He3aBucumo npeactasiser coboit H; Ci.g ankun, He3aMeneHHbIH
WY 3aMENIEHHBIN OHUM WK HECKOJIBKAMHE 3aMecTuTesamMu R12; wim

R® npencrasnser coboit C.¢ alKuII, He3aMEIEHHbIH WM 3aMEIIEHHBIN OTHUM KA
HECKOJIBKUMH TaJIOTCHAMHU,

R'? npencrasnser coboit H, Hal, -OR!8, C;; nmkmoankun, He3aMeLEHHbIA WU
3aMEIIECHHBIN OTHAM MM HECKOJIbKUMH PaauKajlaMu, BeIOpaHHBIMU 13 C|.¢ aJTKHIIa,
rajJorcHa;

R kax w1t HezaBrcumo npeactasnseT coboi H, C-Cy akmin, He3aMeIneHHbIN Wi
3aMEIICHHBIN OJTHUM HJIH HECKOJIbKMMH TaJI0TC¢HAMMU,

rae R npeacrasinsger coboii:

_N/ﬁ)R”

O

> >

n

R npencrasnser coboit H, Cy.¢ anku;
R mpencrasisor coboit H, OH, C .6 anxun, C.4 aTkoKcwy,
n npeacTasiaet coboit 0, 1.
B enie 0AHOM BapHaHTE OCYHIECTBIICHUS HACTOSAIIEE N300PETEHNE OTHOCHTCS

k coeaunenuto Gopmyisl I, rae R! npencrasnser co6oi:

O
—N N—CH; __y
\__/ _-NR2R?,

>

R? u R? xaxnp1ii Hezapucumo npeacrasisget coboi H; Cs ankun, He3aMelneHHbIH
win 3amerneHnsiii Hal, -OR '8, Cs.; nuxuoankunom; Cs7 HUKIOATKUIL,
R'8 mpencrasnser coboit H, Cis anmkui.

B enie 0AHOM BapHaHTE OCYHIECTBIICHUS HACTOSAIIEE N300PETEHNE OTHOCHTCS

k coeaunenuto Gopmyisl I, rae R! npencrasnser co6oi:

_N/\:/\N—CH3 _NQ )> B /—<] o

B emie oqnom BapHUaHTC OCYIICCTBIICHUA HACTOAIICC H306peTeHI/Ie OTHOCHUTCA

0—CH;

N ‘
\CH3

k coequHenuio Gopmysr I, rae R nmpeacrasmsieT co0oii:

18
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—N N—CHj
,-NR*R>, -O-RS; rae
R* u R® xaxnp1ii He3aBucuMo npeacrasisger coboit H; Ci.g ankm;
R® npencrasnser co6oit Cj.s anxm.
B elie 0HOM BapUaHTE OCYIIECTBIICHUS HACTOAIIEE N300PETEHNE OTHOCHTCS

k coequHenuto Gopmysr I, Tie R nmpeacrasnser codoii:

CHs

—N N—cCH;, — N —0

CH3 CHs

> >

B eme ongnom BapHaHTC OCYIICCTBIICHHUA HACTOAIICC I/1306peTeHI/Ie OTHOCHTCA

K coequHenuto popmynsr I, e -L-R npencrasnser coboi:

0 Q CHy
/
SO M
’ CH; CH_

CoenuHeHus, OMMCAaHHBIC B HACTOSIIEM H300PETEHNH, MOTYT OBITh TIOJTyUSHBI
B BU/IE W/VJTA MX MOYKHO TIPUMEHSTH B BU/IE (hapMarieBTHUCCKH MPUEMJIEMBIX COJICH.
Tuner papManeBTHUECKH TPHEMIIEMBIX COJICH BKITIOUAIOT CIASAYIONIHE, HO HE
OTPaHUYCHBI MU COJTH KHUCIIOT, 00pa30BaHHBIC MPH B3aUMOJACHCTBUU COCTHHCHHS
B ¢opMe cBoOOgHOTO OCHOBaHWS ¢  (papMareBTHUECKH  TPHEMIIEMOI
HEOPTaHWYECKON KHCIIOTOM, TaKOW KakK COJIsTHasA, OpOMUCTOBOMOPOIHASA, CEpHas,
azotHas, ¢ocdopras, metadochopHas KHUCIOTHI W T.II., WA C OPraHAYECKOM
KHUCJIOTOM, TaKOu KakK YKCyCHas, MPONMOHOBAA, KalpoHOBas,
[MAKJIONICHTAHTIPOTIMOHOBASA,  TJIMKOJICBAasi,  MAPOBHUHOTPAAHAsA,  MOJIOUHA,
MajIOHOBasi, SHTapHas, A0JOYHAsA, MajeuHoBas, (ymapoBas, TpUPTOPYKCyCHas,
BUHHAS, JUMOHHAsS, OeH3oWHasA, 3-(4-TuapokcmOEH30mMIT)0eH30MHAsA, KOpUYHAS,
MHHAQIBHAS ~ KHUCJIOTHI, MeETaHCYNb(OKHCIOTa, dTaHcylbdokucmora, 1,2-
ATAHAUCYITH(OKHUCITIOTA, 2-THAPOKCUATAHAUCYTH(OKHACITIOTA,
0eH301CYTb(OKUCIIOTa, TOIYOICYIbGOKHCIIOTa, 2-HadTanuHCYIbGOKHUCTOTa, 4-
MeTUIOULMKIIO[2.2.2|okT-2-eH-1-kapOoHOBas, raokorenToHoBass, 4,4'-MeTHIICH-

ouc-3-TuapoKcu-2-eH- 1 -kapOoHOoBas, 3-(peHMIMPONTMOHOBAS, TPUMETHIYKCYCHAs,
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TPETOYTUIIYKCYCHAs, JaypuiicepHas, TJIFOKOHOBAS, [JIyTaMUHOBAS,
rUAPOKCHHA(TONHASA, CATUITIIIOBAs, CTEAPUHOBAS, MyKOHOBASI KACIOTHI H T.11.

CoOTBETCTBYIOITNE TPOTUBOUOHBI (HapMAIEBTHISCKH MPHUEMIIEMBIX COJIeH
MOXHO HWCCIAEIOBaTh W HWACHTH(HUIIUPOBATh C MCIHOJB30BAHUEM Pa3TUUHbBIX
METOJI0B, BKJIIOUAs IEPEUUCIIEHHBIE, HO HE OTPAHUYUBASCh UMU. HOHHOOOMEHHYIO
xpoMarorpaduio, HOHHYIO XpoMmMarorpadurio, KamWULIPHBIA 3nekTpodopes,
WHJYyKIIMOHHOE CBS3bIBAHWE IJIa3Mbl, aTOMHO-a0COPOIMOHHYIO CHEKTPOCKOIMUIO,
MaCC-CIIEKTPOMETPHIO UITH JIIOOYIO UX KOMOHUHAITHIO.

Cony BOCCTAHABIMBAIOT C MPUMEHECHHEM MO MEHbIIEH Mepe OJHOW W3
CJICIYIONTUX METOMWK: (DMIBTPAIHs], OCAXKACHUE C OCATUTEIEM C TOCTSIYIOIIeH
(ubTpanmel, BHIMAapUBaHUEM PACTBOPUTENA WJIH B CIIydae BOJHBIX PAaCTBOPOB
mopunm3anmer.  Crenyer TOHWMATh, 4YTO yHNOMHHAHWE (apMareBTHUCCKH
MPUEMIIEMON COJIM BKITFOUAET (POPMBI AIAMTHBHOM COJIM PACTBOPUTETIEM WIIA WX
KpucTauueckne (HopMbl, B YaCTHOCTH COJBBATH WK mouMopdsl. CobBaThI
COACPKAT  CTEXUOMETPUUECKOE WM  HECTEXMOMETPUUYECKOE  KOJIMYECTBO
pacTBOpUTENA U MOTYT ObIThb OOpa3OBaHbl B XOJE€ MPOLECCAa KPUCTAJUIM3ALMU C
(hapmareBTHUECKH IPUEMJICMBIMA PACTBOPUTENIAMH, TAKUMH KaK BOJA, STAHOJN H
T.11. ['maparel oOpa3yroTcs B ciayudae, €CiAd PacTBOPUTEIEM SBIACTCSA BOAA, a
AJKOTOJIATHl  00pa3yroTcsi B Cliydae, KOrJa PpacTBOPUTENEM SBJSETCS CIUPT.
ConbpBaThl COCAMHEHUM, OMUCAHHBIX B HACTOSIIEM MATEHTE, MOTYT ObITh JIETKO
MOJIYYEHbI WK 00pa30BaHbl B coco0ax, OMUCAHHBIX B HACTOSIIEM HU300pETCHUU.
Kpome Toro, coeanHeHusA, NpeayCMOTPEHHbBIE HACTOSIIUM HU300PETEHUEM, MOTYT
CYIIIECTBOBATh B HECOJIHBATHUPOBAHHOM, a TAKXKE B COJIbBATUPOBAHHOW (popmax. B
IIEJIOM,  COJIbBAaTUPOBAHHBIC (POPMBI  pPacCMaTPUBAIOTCS KAk  SKBUBAJICHT
HECOJIbBATUPOBAHHBIX (OpPM TIPH  ONMHUCAHUHM COCAMHEHWH MW  CHOCO0OB,
MPEYCMOTPEHHBIX HACTOSIIUM U300PETEHUEM.

CoenvHeHusi, OMHCAHHBIE B HACTOAILIEM HW300PETCHUHM, MOTYT ObITh
MPEACTABIICHBl B PasMu4HbBIX (opMax, BKIIOYAS TEPESUNCICHHBIC, HO HE
OTPaHUYHMBASCH UMH. OSCCTPYKTYpHBIE (POPMBI, MOJTOTHIC (POPMBI U HAHOYACTHIIHI,

KpOMe TOro, OIMHUCAHHBIC B HACTOAIICM H306peTeHI/II/I COCANHCHHUA BKIIIOYAIOT
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KpuCTa/UTHUeCkre (OPMBI, TakXke W3BECTHbIE Kak momuMopdsl. [lommmopdsr
BKJTIOYAIOT KPUCTALIBI C PA3JIMYHONW CTPYKTYPOW OJMHAKOBOTO 3JIEMEHTHOTO
coctaBa coeauHeHM. [lomMMOpdBI, Kak MPaBWIIO, UMEIOT PA3IMYHBINA XapakKTep
PEHTTCHOBCKOM Au(pakiiny, pa3indHbie WH(PAKPaCHBIE CHEKTPHI, TEMIEPATYPY
MJIABJICHUS, PA3JIMYHYI0 TUIOTHOCTh, TBEPAOCTh, KPUCTAUTMUECKYIO (hopMy,
ONTHYCCKUE W DIICKTPUUYECKHE CBOHCTBA, CTAOMJIBHOCTH M PACTBOPHUMOCTH.
Paznuunbie akTophl, Takue KaK PaCTBOPUTENH IS PEKPUCTAILTU3AIMH, CTETICHb
KPpUCTQ/UTM3AIMA W TEMIlepaTypa  XpaHEHUsd, MOTyT  OOYCJIOBJIMBAThH
JTOMUHUPOBAHUE OJHONU KPUCTAJUTHUCCKOH (POPMBI.

CKpUHHHT ¥ OTIPECIICHUE XapaKTEPUCTHK (hapMarleBTUUECKHA TTPUEMIIEMBIX
coJiel, momMMOop(OB W/WIU COJIbBATOB MOKHO OCYITIECTBJIATH PSIAOM METOIOB,
BKJTIOYAS TICPCUUCIICHHBIC, HO HE OTPAHWYMBAACH WMH. TEPMHUUCCKUN aHAJW3,
PEHTIeHO-TU(PAKIIMOHHBI ~ METOJl,  CINEKTPOCKOMHIO, COpOIuMi0 mapa |
MUKpOCKOTHIO. TepMuueckue METONbl aHaju3a HAMpaBJICHb Ha HWCCISOBAHHE
TEPMOXUMHYECKOTO PA3NIOKEHUSA WA TEPMODU3NIESCKIX TIPOIIECCOB, BKIIFOYAs, HO
HE OTPAHWYMBAACH, MOTUMOP(HBIC TIEPEXOAbl, U TAKAC METOJBI MPUMEHSIOT IS
aHajM3a CBA3W MEXIy MOJuMOpGHBIME (PopMamMu, ONIPEACIICHHs TIOTEPH B Macce,
JUTSL HAXOKICHHS TEMIIEPATyPhl CTEKJIOBAHKS WJTH UCCIICTOBAHUS COBMECTUMOCTH C
HaIOJIHUTEJIEM. Takue CIIOCOOBI BKJIFOYAIOT, oe3 OTpaHUYCHUA,
muddepennmansayo  ckanupytomyio kanopumerpuio (JICK), momxymupyrormtyio
maddepeHITHaTBHYIO CKaHUPYIOITYIO KaJIOPUMETPHUIO (MJICK),
tepmorpasuMerpudecknii  aHanmmz  (TT'A),  TepMmorpaBUMETpHUYEeCKUH W
uH(ppakpacuerii ananmm3 (TT/UK). Kpucramnorpadudyeckne MeToAsl BKIFOYAIOT
MEPEUNCIICHHBIE, HO HE OrPAHWUYHMBAIOTCA UMW, MOHOKPUCTALIHYCCKAE U
MOPOITKOBEIE  TA(PPAKTOMETPHI W CHHXPOTPOHHBIE WCTOYHWKH. Paznuunbie
HCIIOJIb3YEMbIC CTIEKTPOCKOTTMUESCKHE METOB BKITIOUAIOT TIEPEUMCIICHHBIC, HO HE
OTpaHUYCHBI UMH: OTIpeierieHne crekTpa Pamana (koMOMHAITMOHHOTO pacCesTHUS),
FTIR, UVIS u AMP (kuakoro W TBEPAOTO COCTOSHUSA). Pa3nmuHbIE METOIBI
MHUKPOCKOTIAY BKITIOYAIOT MIEPEUUCIICHHBIC, HO HE OTPAHIYEHBI HMH: MHKPOCKOTTHIO

B TIOJIAPU30BAHHOM CBETE, CKAHUPYIOIIYIO 3JIEKTPOHHYIO MUKpockomnuto (COM) ¢
21



WO 2020/027704

PCHITCHOBCKHM

AHAJIM30M MCTOAOM

PCT/RU2019/050123

sHepretnueckoit aucnepceun (EDX),

CKAHUPYIONIYIO 3JCKTPOHHYIO MHKPOCKOIHUIO B PEXKUME €CTECTBEHHOW Cpelbl C

EDX (8 armocdepe raza unm BoasiHoro mapa), MK-MHKpOCKOTTHIO i MUKPOCKOTITHEO

KOMOMHAIMOHHOTO PACCEAHMUS.

B emie oqnom BapHUaHTC OCYHICCTBIICHHA HACTOAIICC I/1306peTeHI/Ie OTHOCHTCA

K COCIMHEHUIO, BHIOPAHHOMY W3 TPYIIIbI, BKIIOUAKONIEH B ceO4:

Homep DopmyJia Ha3zBanmue
343 8-aMUHO-N-(IIMKIOTPONTUIAMETH )-S5 -
(4-(1-(2-(mumeTHIaMUHO )-2-
okco3THI)- 1 H-irpazon-4-wn)permn)-
1,7-nadrupuann-3-kapOoKcaMmug
3.44 o 8-aMuHO-N-(IIMKIOTPONTUIAMETHI )-S5 -

(4-(1-(2-(4-metunmnunepasun- 1 -um)-2-
okco3THI)- 1 H-irpazon-4-wn)permn)-

1,7-nadrupuann-3-kapOoKcaMmug
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3.45

8-aMUHO-N-(IIMKIOTPONTUIMETH )-5-
(4-(1-(2-metokcuatmin)-1 H-nupazon-4-
wn)penwn)-1,7-nadpTupuann-3-

KapOOKcaMu/I

3.46

8-amuHO-N-1uknonponui-5-(4-(1-(2-
(AMMETUIIAMUHO )-2-0KCcOoATHI )- 1 H-
nupazon-4-un)penmn)-1,7-

HadTHpUIH-3 -KapOOKCaAMU/T

3.47

8-amuHO-N-1uknonponui-5-(4-(1-(2-
(4-meTunnunepaszus- 1 -um)-2-
okco3THI)- 1 H-irpazon-4-wn)permn)-

1,7-nadrupuann-3-kapOboxcamu g
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3.48

8-amuHO-N-1uknonponun-5-(4-(1-(2-
(2-meTokcnaTiin)- 1 H-nupazon-4-
wn)penwn)-1,7-nadpTupuann-3-

KapOOKcaMu/I

3.49

2-(4-(4-(8-amuno-3-(4-
MeTHmunepasuH- 1 -kapoonmn)-1,7-
HadtupuanH-5-un)denwn)-1 H-

nupazon- 1 -mn)-N, N-nuMeTunaneTaMmu,g

3.49x2HCI

2-(4-(4-(8-amuno-3-(4-
MeTHmunepasuH- 1 -kapoonmn)-1,7-
HadtupuanH-5-un)denwn)-1 H-
nupazon- 1 -mn)-N, N-nuMeTunaneTaMmu,g

JTATHAPOXJIOPHT
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3.50

2-(4-(4-(8-amuno-3-(4-
MeTHmunepasuH- 1 -kapoonmn)-1,7-
HadtupuanH-5-un)denwn)-1 H-
nupazodi-1-un)-1-(4-meTunnunepasut-

lun)stan-1-on

3.51 ——O\’\ (8-amuHO-5-(4-(1-(2-MeTOKCHATHI)-
| H-nupazon-4-vn)pennn)-1,7-
HadTUpUINH-3-1T)(4-
METHIITUTIEPA3uH- | -1iT)MEeTaHOH
3.52 2-(4-(4-(8-amuHo-3-(azeTuaun-1-

kapOonm)-1,7-HadTupuann-5-
wi)dennn)-1 H-nupazon-1-wmn)-N,N-

JUMCTHIIANCTAMHU A,
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3.53

2-(4-(4-(8-amuH0-3-(azeTuaun-1-
kapOonm)-1,7-HadTupuann-5-
wn)penwn)-1 H-mmpazon-1-wn)-1-(4-

MeTUINMNEpa3uH- 1 -un)3tan-1-ox

3.54

(8-amuHO-5-(4-(1-(2-MeTOKCHATHIN )-
| H-nupazon-4-vn)pennn)-1,7-
HadTrpuanH-3-mn)(azeTuanH- 1 -

WJI)METAaHOH

3.55

8-amuHO-5-(4-(1-(2-(AMMeTUIAMHHO)-
2-okcoatun)- 1 H-nupazon-4-w)heHu-
N-(2-metokcnstun)-N-metun-1,7-
HadTHpUIH-3 -KapOOKCaAMU/T
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3.56 8-amuHO-N-(2-MeTOKCHATHI )-N-
meTui-5-(4-(1-(2-(4-meTunnunepasut-
1-nm)-2-okcortnn)-1 H-nupazon-4-
wn)penwn)-1,7-nadpTupuann-3-

KapOOKcaMu/I

3.57 (8-amuHO-N-(2-MeTokCcHaTIN )-S5-(4-(1-
(2-meTokcnaTiin)- 1 H-nupazon-4-
wn)ern)-N-metun-1,7-nadrupuana-

3-kapOokcaMu g

Hactosmiee m3o0peTeHre Takke OTHOCUTCA K CMOCO0y HWHTMOMPOBAHUSA
OMOJIOTHYECKON aKTUBHOCTH ITUKIIMH3aBUCUMBIX TiporenHknHaz CDK8/19 vy
CyOBEKTa,  3aKJIIOUYAONIEMYCS B KOHTAKTUPOBAHWUM  IUKJIMH3ABUCHUMBbIX
nporenakuHaz CDK8/19 ¢ coennHenneM, OMMCaHHBIM B HACTOAIIEM JOKYMEHTE.

B oaHOM BapHaHTe OCYLIECTBJIEHHUS HACTOALIEE M300PETEHUE OTHOCHUTCS K
(hapmareBTHUECKOW KOMITO3HMIIMH, COACPIKaIei TepameBTHuecku 3 eKTUBHOE
KOJIMYECTBO COCIMHECHUA, OIMMCAHHOTO B HACTOAIIEM JOKYMEHTE, WJIU €ro
(hapMmareBTHUECKH TPUEMIIEMOM COJIM, COJIbBaTa, W OJWUH WA HECKOJIBKO
(hapMmareBTHUECKH TIPUEMIJIEMBIX OSKCIIUIUEHTOB. B eme oaHOM BapuaHTe
n3o0peTeHnst  (apMareBTHUECKass KOMMO3UIUMA 10 JAaHHOMY HW300PETCHHIO
npeaHa3HaueHa i MPOUIaKTAKKA WK JieueHUs 3a00JIeBaHuUs, WM HAPYIICHHUS,
OTIOCPEOBAHHOTO AKTWBANMEH IMKIWH3aBUCUMBIX mpoTenmHknHaz CDKS8/19. B

€Il OJTHOM BapHaHTe M300peTeHus (hapMareBTHUCCKass KOMIO3UIHS 10 JAHHOMY
27
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M300PETCHHIO TIPeIHA3HAUCHA JIJIs MPO(UIAKTHKH HIIH JICUCHHS 3a00JICBaHMs, HITH
HapYIIEHUS, OIMOCPEIOBAHHOTO AKTHBAIMCH IMKIWH3aBUCUMBIX TMPOTECHHKAHA3
CDKS8/19, rne 3aboneBaHme, WM HapyIICHHWE, OIIOCPEIOBAHHOE aKTHBAIIHCH
LIUKJIMH3aBUCUMBIX MPOTEUHKNHA3 CDK&8/19, MpEeICTaBIsAET co00M
OHKOJIOTHUECKOTO HJIM Te€MaTOOHKOJOTHYECKOTO 3abosieBanmsi. B eme omHOM
BApUaHTE OCYIICCTBIICHUS W300peTeHUs hapMareBTHIeCKas KOMITO3HIHAS TI0
JAHHOMY H300pETCHHIO TMpeaHAa3HAYCHA i1 NPO(PHIIAKTAKH WO JICUCHHS
KOJIOPEKTATEHOTO paka, MEJTAaHOMBI, paka MOJIOUHOH >KEJI€3bI, TPYIKIBI HETAaTHBHOTO
paka wmomounoi kenesnt  (THPMIK), paka mpencratenpHONW — Keme3bl,
METACTaTHIECKOTO paka SAWYHWKA, METACTaTHYECKOTO paka XKeIyaKa, JIeHKo3a,
OCTPOTO MHUEJIONTHOTO JICHKO3a, paka Mo Hkeya0uHoi sxenesnl (PIDKK).

dapmarneBTHUYECKas KOMITO3HIIHS TI0 HACTOSIIEMY U300PETCHUIO COJEPIKAT,
Hanpumep, oT mnpubnusuteabHo 10% mpo npubmmuzurensHo 100% akTUBHBIX
WHTPEAUEHTOB, MPEANOYTUTEILHO OT Npudau3uTeabHo 20% a0 npulIN3UTENIbHO
60% axkTuBHBIX MHrpeAueHTOB. [loapa3symeBaercs, UTO COJECPIKAHUE AKTUBHOTO
WHTPEIMEHTA WU UHTPEAUCHTOB B MHANBUAYATLHOM 03¢ KA IO JICKapCTBEHHOM
dbopmer He o0sa3aTeabHO CcoOCTaBiIeT 3(P(EKTHBHOS KOJIHMYECTBO, ITOCKOJBKY
HeoOXoauMoe S(PPEKTUBHOES KOJWYSCTBO MOJXKET JOCTHTAThCA IPH BBEIACHUU
HECKOJIBKMX CTaHAAPTHBIX JIEKAPCTBEHHBIX (hOPM.

TunuIHYI0 KOMIO3UITHIO TIOTYYalOT MOCPEACTBOM CMEIIIMBAHMS COSTMHEHUS
10 HACTOSIIIIEMY H300PETEHHUIO M OJTHOTO MJTH HECKOJBKHUX SKCIUMHUEHTOB. [ [pumepst
AKCIAMMECHTOB BKJIIOYAIOT, HO HE OTPAHWYMBAIOTCA WMH, pa30aBUTENN, HOCUTEH,
HanoytaATeNM. [lomxomanue HocHuTenu, pa3OaBUTENM W HAMOJHUTEIH XOPOIIO
W3BECTHBI CIICIIUAINCTAM B JJAHHOUM 00JIaCTH ¥ BKIIIOYAIOT, HO HE OTPAaHUYHUBAIOTCS
UMW, TaKWe BEIIECTBA, KaK YIJIEBOABI, BOCKA, BOJAOPACTBOPHWMBIC W/WJIH
Ha0yXaromye moJuMepsl, THAPoUITbHBIC WK THAPO(POOHBIE BEIECTBA, KEIATHH,
Macja, pacTBOPUTENH, BOAY M Moao0HOe. KOHKpETHBIN HCIOMh3yeMbIii HOCUTED,
pa30aBUTEIb WM HAMOJHUTENH OYET 3aBUCETh OT CPEJACTB M MENH, I KOTOPOH
MPUMEHSIOT COSTUHEHUE IO HACTOAIIEMY H300peTeHnio. PacTBopurenu B obIiem

CIydyae BHIOMPAIOT HA OCHOBAHWHM PACTBOPHUTEINICH, MPU3HAHHBIX CHCIIHAIMCTAMH B
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JaHHOM 00JacTH TEXHWUKH O€30MacHBIMM I BBEICHHS MIICKOIUTaroIemMy. B
of1ieM cirydae O€30IMacHBIC PACTBOPUTEIN IMPEACTABIIIOT COOOM HETOKCHUHBIC
BOJIHBIC PACTBOPUTEIH, TaKHE KakK BOAA W JPYrHe HETOKCHYHBIC PACTBOPHUTEIH,
KOTOPBIC PACTBOPHMBI B BOJIE WJIM CMEIIHMBAIOTCS ¢ Bojoi. [loaxomsdimue BOAHBIC
PACTBOPUTEIIM BKJIOYAIOT BOJY, KaK OCHOBHOM KOMIIOHEHT, W ATaHOJI,
MPOMIJICHTIIAKOJTh, TToMaTHIeHTIMKOM (Hanpumep, PEG400, PEG300) u t.1., u
ux cmecn. Kommosummmm Takke MOTYT BKJIIOUATh OJWH WM Oojiee Oydepos,
CTaOMIU3HPYIOIMMX areHTOB, MOBEPXHOCTHO-AaKTHBHBIX BEIMISCTB, YBIIAKHSIOIIHX
arcHTOB, CMAa3bIBAIOIIUX arcHTOB, SMYJIbraTOPOB, CYCICHAMPYIOIIMX arcHTOB,
KOHCEPBAHTOB, aHTHOKHUCIIUTEIICH, MAaTHPYIONINX arcHTOB, CKOJIB3SIIUX BEIICCTB,
TEXHOJIOTHUCCKHX  J00aBOK, KPaCUTEIIEH, MOACIIACTUTENICH, OTIYIICK,
apoMaTH3aTOPOB M JIPYTHX H3BECTHBIX J00aBOK UIS TOJYUYCHHS XOPOIIETo
BHEIITHETO BHJA JICKAPCTBEHHOTO CpPEACTBA (T.€. COSAMHEHHS IO HACTOSIIEMY
W300pPETCHUIO WA €ro  (hapMarleBTUUYECKONH  KOMIMO3WIMH) WA 9TOOBI
CrocoOCTBOBATh  M3TOTOBJICHUIO  (hapMarleBTHUYECKOTO  mpoaykra  (T.e.
JIEKApPCTBEHHOTO CPE/ICTBA).

dapmaleBTHUECKHE KOMITO3HITHH TAK)Ke MOT'YT BKIIIOUATh COJIM, COJIbBATHI M
THAPAThl COCIMHECHHUH IO HACTOSIIEMY H300PETCHUIO, WM CTaOWIIM3UPOBAHHYIO
dhopmy coenuHeHHS (HAIPUMED, KOMITIEKC ¢ TIPOWU3BOJIHBIM IUKJIOACKCTPUHA HIIH
JPYTUM U3BECTHBIM areHTOM KOMILUTEKCOOOpa30BaHM).

dapmaleBTHUECKHE KOMIIO3UIIMM 110 HACTOSIIEMY H300PETCHHIO, KakK
MPAaBHJIO, TPHUTOJHBI IS IEPOPANBHOTO BBEACHHUA. [lepopanshsil npuéu
JEKAPCTRCHHLIX CPEACTE — NPHEM JIEKAPCTBA 4epes POT {JIaT. pey 08, oris), nyTEM
npornareipanug aexaperea. CoeMHEHHMS 1O HACTOSIIEMY H300PETEHHIO MOTYT
TaK)K€ BBOJAMTHCSA OYKKaJIbHO, JHMHTBAJIBHO WM CyONWHTBAJIbHO, TaK YTO
COCAMHEHHE MTOCTYNAET B KPOBOTOK HEMOCPEACTBEHHO U3 MOJOCTH PTa.

JlekapcTBeHHBIE (DOPMBI, MPHTOAHBIC I TEPOPAITLHOrO, OYKKaIbHOTO,
JUHTBAIBHOTO WM  CYyOJIMHTBAJIBHOTO  BBEJACHHS, BKIIOYAIOT  TBEPAbBIC,
MTOJYTBEPABIC M KHUIAKHE CHCTEMBI, TaKHE KaK TaOJICTKW, TPaHyJbl, MATKHE HJIH

TBCPABIC KaAIICYJIbl, COACPIKAINHNUC MYJIbTH- HWJIM HAHOYACTHIIBI, KHIAKOCTH HWJIN
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MOPOTITKY, MACTHJIKH (BKITIOUAs 3aMTOJTHCHHBIE JKAKOCTHIO ), )KEBATEIbHBIC (DOPMBI;
renu; OBICTPO PACTBOPUMBIE JIEKAPCTBEHHBbIC (DOPMBI, TUICHKH, CYITO3HTOPHH,
CTIIPEH; W MEYHBIC/MYKOAIT€3UBHBIE TIIIACTHIPH.

Kunkue nexapcTBeHHbIe (POPMBI BKITIOUAIOT CYCTICH3UH, PACTBOPHI, CHPOTIBI
U UKCUpbl. Takue nekapcTBeHHBbIC (DOPMBI MOTYT OBITh HMCTOJB30BAHBI KaK
HAIOJIHATENIA B MATKAX WJIM JKECTKUX KarcyJjiax (Hampumep, W3 JKelaThuHa WA
TUAPOKCUTIPOTIAIIMETHJIIIEIUTIONO3bI) W OOBIYHO COAEPIKAT HOCWUTEh, HAMPUMED,
BOJAY, 3TaHOJ, TMOJIMATUJICHIIINKOIb, MPOMWJICHTIIUKOb, METHILEUIION03y WIH
NOIXOAIIee MaciaO W OJUH WK 00jiee 3MYJbraTOPOB W/WJIM CYCIIEHIUPYIOIINX
areHToB. JKujakue iekapcTBeHHBIE (POPMBI MOTYT OBITh TAKXKE U3TOTOBJICHBI Ty TEM
BOCCTAHOBJICHHS TBEPAOTO BEIIECTBA, HAITPUMED, U3 Callle.

CoenuHeHnss TO HACTOAIMIEMY HW300PETEHUIO MOTYT TaKXe BBOJAUTHC
napeHTepagbHo. Mcnonp3yeMblii B TaHHOM JOKYMEHTE TEPMHUH «IIapeHTEPATBHOE
BBE/ICHHE» (hapMalleBTHUECKONH KOMITO3UIIMN BKITIOUAET JIF000# crmocod BBEACHMUS,
JUIA KOTOPOTO XapakTepHO (pu3nueckoe HapylIeHHe IEJOCTHOCTH TKaHU CyOBeKTa
U BBeJACHHE (hapMareBTHUCCKOW KOMIIO3UITMU Yepe3 HapyIieHHe B TKAHH, YTO
OOBIYHO TPUBOAUT K TPSIMOMY IMOMAJAaHWUI0 B KPOBOTOK, B MBIy WJIH BO
BHYTpPeHHHUI opraH. Takum 00pa3oM, MapeHTEPATbHOE BBEICHUE BKJIOYACT,
MOMUMO TIPOYETO, BBeACHHUE (hapMAIeBTHUCCKON KOMITO3UIIUN MTYTEM HWHBEKITHH
KOMITO3HITHH, TTIOCPEJCTBOM BBEIACHHUS KOMIIO3UITUN UePe3 XUPYPTrUUCCKUH pas3pes,
MyTeM HAHECCHHWS KOMIIO3WIIMM C TIOMOIIBI0 TPOHUKAIONMEH B TKaHU
HEXUPYPTAYECKON paHbl U T.11. B yacTHOCTH, IpeAIIonaraeTes, 4To mapeHTepabHOe
BBEJCHUE BKJIIOYAET, TOMHMO TMPOYETO, TOJKOXKHYIO, BHYTPHUOPIONTHHHYIO,
BHYTPHMBIIIIEYHYIO, BHYTPHUBEHHYIO, BHYTPHAPTEPUAIBHYIO, HWHTPATCKAIBHYIO,
BHYTPHOKEITY IOUKOBYIO, HHTPAYPETPAIbHYIO, BHY TPHUEPEITHYIO, BHYTPUCYCTAaBHYIO
WHBEKIMIO WM WH(QY3WH, W TIOUCUHBIC TUATM3HbIe WH(PY3MOHHBIC METOJUKH.
BuyTtpuonyxosneBas qocTaBka, HampuMep, BHYTPHOITYXOJIEBAas WHBEKINA, TAKKeE
MO’KET 0Ka3aThCs MOJe3HOoM. Takke mpeaycMoTpeHa peruoHanbHas nepgysus.

JlexapcTBennbie (hopMbI (hapMareBTHUECKUX KOMITO3UITAN, TIOIXOIAIINE TS

MMapCHTCPAIbHOTO BBCACHMA, OOBIYHO CoacpIKar AKTHUBHBIMN HHIPCOUCHT B
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COUeTaHWH ¢ (papMareBTHUCCKH PUEMIIEMBIM HOCUTENIEM, HAlPUMED, CTEPUITLHOM
BOJOW WJIM CTEPUJIbHBIM M30TOHUYECKUM pACTBOPOM. Takue JIEeKApCTBECHHBIC
(hopMBI MOTYT OBITH U3TOTOBJICHBI, YITAKOBAHBI WJTHA MPOAAHBI B (hOPME, TTOIXOATICH
JUisi OOJIFOCHOTO BBEJICHMS WM JUISl HEMPEPBIBHOTO BBEACHUS. MHBEKIIMOHHBIC
JIEKapCTBEHHBIE (DOPMBI MOTYT OBITh M3TOTOBJICHBI, YIAKOBAHBI WJIM TIPOJAHBI B
CTaHJAAPTHOH JICKapCTBEHHOW (hopMe, HATPUMEDP, B aMITyJIaX, UJIM B MHOTO030BBIX
KOHTCHWHEpax, Ccojaepxamux KoHcepBaHT. JlekapcTBeHHblE  (OpMBI IS
MAPEHTEPATIBHOTO BBEACHHUS BKIIFOYAKOT, TOMUMO MPOYErO, CyCIICH3UH, PACTBOPHI,
AMYJIbCUY B MACJISIHBIX WJIA BOJHBIX OCHOBAX, MACThl U TOMY NOJA00HOE.
JlexapcTBeHHbIE (POPMBI MOTYT OBITH BBHITIOJTHEHBI JJI1 HEMEAJICHHOTO W/WITH
MO (PUITIPOBAHHOTO BbICBOOOKICHUA. JlekapcTBeHHBIE hopmbI c
MOM(DUITIPOBAHHBIM BBICBOOOKICHHEM BKJIIOUAIOT OTCPOUYEHHOE, 3aMEICHHOE,
MyJbCUPYIOLIEE,  KOHTPOIMPYEMOE,  HALEIEHHOE W NPOrpaMMHPYEMOE

BBICBOOOKICHHE.

B oxnoM BapmanTe HacTosIIIee H300pETEHNE OTHOCUTCS K CIOCO0Y JICUCHUS
3a00JI€BaHUS WM HAPYIICHUS, OTIOCPETIOBAHHOTO aKTUBAIMEH ITUKIMH3aBACHMBIX
nporenakuHaz CDK8/19, koTopsrit BkrogaeT B ce0s BBEACHUE B TEPANCBTHUCCKH
3(pPEeKTHBHOM KOMUYECTBE COCAMHEHHS IO HACTOSIIEMY H300PETEHUIO WIH €TO
(hapMareBTHUECKH TPUEMIIEMON COJTH, WK (hapMareBTHUESCKOW KOMTIO3HUITUU TIO
JTAHHOMY HU300pPETEHHUIO CYOBEKTY, HYXKIAIOIEMYCSl B TAKOM JICUCHHH.

B ere oqHOM BapuaHTe OCYIIECTBIICHHS HACTOSAIICE N300PETECHUE OTHOCUTCS
K criocoOy JieueHust 3a00JI€BaHUS WIIA HAPYIICHUS, OTIOCPEOBAHHOTO aKTHBAITHEH
MAKIMH3aBUCUMBIX — nporewHknHaz CDKS8/19, mnpencrapmstomero  coboi
OHKOJIOTHYECKOE WJIH TEeMATOOHKOJIOTHYECKOE 3a00JIeBaHIE, KOTOPHIN BKITIOUAET B
ceOsi BBEICHWE COCAMHCHWS, OINMWCAHHOTO B HACTOSIIEM JOKYMCHTE, WIIH
(hapMareBTHUECKOW KOMMO3WIMK 10  JAHHOMY H300pETEeHHI0  CYOBEKTY,
HYKTAIOIIEMYCS B TAKOM JICUSHUH, B TePaNeBTHUCCKH 3((HEKTHBHOM KOJIMYECTBE.

B ere oqHOM BapuaHTe OCYIIECTBIICHHS HACTOSAIICE N300PETECHUE OTHOCUTCS

K CIIOCO 6y JICUCHUA, OIIMCAHHOMY  BBIHIC, rac OHKOJOIH4YCCKOC  HJIN
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reéMaTOOHKOJIOTHUECKOE 3a00JIeBaHWE BBIOMPAIOT W3 TPYMIbI, BKIIOYAIOIICH
KOJIOPEKTAJIbHBIA PaK, MEJIAHOMY, PaK MOJIOYHOM >KeJie3bl, TPUKIbl HETAaTUBHBIN
pak  momouHoi  skeme3sl  (THPMIK), pak mnpencrarenbHON — JKENE3bl,
METACTATUUYECKUU PAK AMYHUKA, METACTATUUECKUM PaK KEIIYJKA, JIEUKO3, OCTPBIN
MUEJIONTHBIH JISHKO3, paK Mo KeMy 10uHoH xene3sl (PITKIK).

[TonpazymeBaercs, 4TO COEAMHEHUA MO JAHHOMY HW300PETEHUIO MOTYT
UCIOJIb30BAThCA B COCO0AX JICUCHUS, KAK OMKUCAHO BBIIIE, MOTYT MCIOJIb30BATHCS
B JICUCHUM, KAaK OMHCAHO BHIIIE, W/WJIM MOTYT HMCIIOIh30BATHCS B MPOU3BOJACTBE

MCOUKAMCHTOB JJIA JICUCHHA.

Hcnone3yembie B JAHHOM JOKYMEHTE TEPMHHBI «COBMECTHOE HA3HAUCHUE),
«COBMECTHO HA3HAYCHHBIN» K «B COYECTAHWUH C», OTHOCAIIMECA K JAHHBIM
COCAMHEHUAM C OJTHAM WM 0oJiee APYTUMH TEPANEBTUUECCKUMH areHTaMHu, Kak
MIPEANOIIAraeTCs, O3HAYaA0T, CCIIAIOTCS WM BKIIFOYAOT:

o OJHOBPEMEHHOE BBEJCHHWE TAKOW KOMOWHAIMU COCIMHCHHS MO JAHHOMY
M300pPETCHUIO W TEPANEBTUUECKOTO arcHTa MallUEHTy, KOTOPbIA HYXIAETCA B
JICUCHUH, KOT/JA TaKWE KOMIIOHECHTH C(OpPMYyIUpPOBaHB BMECTE B OJHOMN
JIEKapCTBEHHON (popMe, M3 KOTOPOM yKa3aHHBIE KOMITOHEHTBHI BBICBOOOKTAIOTCS
MPAKTUYECKA OJTHOBPEMEHHO,

o OJHOBPEMEHHOE BBEJCHHWE TAKOW KOMOWHAIMU COCTUHCHHS MO JAHHOMY
M300pPETCHUIO W TEPANEBTUUECKOTO arcHTa MallUEHTy, KOTOPbIA HYXIAETCA B
JICUCHUH, KOTJAa TaKWe KOMITOHEHTHI C(OPMYJIHPOBAHBI OTIASIHHO B Pa3HBIX
JICKapCTBEHHBIX (popMax, BBEJACHUE KOTOPHIX MPOUCXOJNUT MPAKTHUUECKH B OJTHO W
TO JK€ BpPEMsS YKA3aHHOMY [MAlWEHTY, MOCJIE YEro YKAa3aHHbIE KOMIIOHCHTHI
BBICBOOOXKAAIOTCS MPAKTUUECKU OJJTHOBPEMEHHO,

o MOCJIE0BATEIbHOE BBEACHUE TAKOW KOMOWHALIMKM COCTUHEHUS MO JAHHOMY
M300PETCHUIO W TEPANECBTUUECKOIO areHTa MallMeHTy, KOTOPBIM HYyKJaeTcs B
JICUCHHH, KOT/Ia TaKWe KOMITOHEHTHI C(hOPMYJITMPOBAHBI OTACIBHO APYT OT APYTra B
OTJIEIBHBIX JICKAPCTBEHHBIX (hOpMax, KOTOPHIC TPHHUMAIOTCSA B TIOCIICIOBATEIHHO

MO BPCMCHH YKA3aHHBIM IMAITUCHTOM CO 3HAYUMbIM BPCMCHHBIM UHTCPBAJIOM MCIKIAY
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KaXJbIM BBEJCHUEM, TOCJIE YEro YKa3aHHbI€ KOMIOHEHThI BBICBOOOKIAIOTCA B
Pa3HOE BPEMS;, A TAKIKE

o MOCJIEA0BATEIbHOE BBEJACHUE TAaKOM KOMOMHALIMKM COCIUHEHUS MO JAHHOMY
M300PETCHUIO W TEPANEeBTUUYECKOTO areHTa MNalMEHTy, KOTOPbIA HYXJAeTCAd B
JICUCHUM, KOTJAa TaKWE KOMIIOHEHTH C(HOPMYJTUPOBAHB BMECTE B CIMHBIN
JICKapCTBEHHON (hopMe, M3 KOTOPOUM BBHICBOOOKIECHHWE YKA3aHHBIX KOMITOHEHTOB
MPOUCXOJAUT KOHTPOJUPYEMBIM 00pa3oM, TMOCIAE 4YEro OHU OJHOBPEMEHHO,
MOCJICIOBATEIHHO WJIH COBMECTHO BHICBOOOXKIAIOTCS B OJTHO U TO K€ BpEeMs W/UJIH
pa3HOe BpeMs, TA€ KaxJas 4acTh MOXKET ObIThb BBEJACHA OJHUM WJIM Pa3HbIMU
MyTAMH.

CnemmanuctaM B JaHHOM 0O0JacTH  HW3BECTHO, YTO TEPANECBTUUYECKH
(pdexTHBHBIE MTO3MPOBKM MOTYT MEHATHCS TMPHW TPUMEHEHWH TMPEMapaToB B
KOMOMHUPOBAHHOM JieueHHH. CnocoObl Jjisl SKCIEPUMEHTAIBHOTO OMpPEACICHUs
TepaneBTHYECKH (DPEKTUBHBIX TO3WPOBOK IMPEMAPATOB W JPYTHUX areHTOB s
MPUMEHEHUS B PEKUMAX KOMOWHUPOBAHHOTO JICUCHHS OIMMWCAHbI B JIMTEPATYPE.
Hanpumep, npuMeHeHE paBHOMEPHOTO TIO3UPOBAHMUS, T.€. BBEJICHHE 00JIee€ YaCThIX
¥ MCHBINWX /03 JJIT MUHAMHA3AIMN TOKCHIHBIX TTOOOUHBIX 3(PEKTOB, OMHUCAHO B
muteparype. KoMOMHMpOBaHHOE JI€UeHHE, KPOME TOr0, BKIIOYAET MEPHUOINYECKOE
JICYEHHE, KOTOPOE€ HAUYMHAETCA M OCTAHABJIMBACTCS B PA3JIMYHOE BpeMs B
COOTBETCTBUM C IUIAHOM JICUCHHUs MalueHTa. B KOMOMHUpPOBAHHOW Tepanuwy,
OTIMCAHHOW B HACTOSIIEM MATEHTE, TO3UPOBKU COBMECTHO BBOJUMBIX COCTMHEHUH,
HECOMHEHHO, MEHAKTCA B 3aBUCUMOCTH  OT  THMNA  NPUMEHAEMOTrO
BCIIOMOTATENIbHOTO  JIEKAPCTBEHHOTO  CPEACTBA, CHEMUGUKH TPUMEHSIEMOTO
JIEKAPCTBEHHOI'O CPEACTBA, OOJIE3HU WM COCTOSAHUA, MOABEPraeMoro JEYEHUIO, U
T.1.

Kpome TOro, coenvHeHus, ONMMCAHHBIE B HACTOAIIEM HM300PETCHUU, TAKKE
MOKHO MPUMEHATh B KOMOWHALIMKU C MPOLIEAYPAMHU, KOTOPbIE MOTYT OO€CIECUHUTh
ANUTUBHYIO WJIM CUHEPTMUYHYIO TMOJb3y MJiA TNalueHTa. TOJIbKO B KayeCTBE
npuMepa  OXHUIACTCS, UTO TAIUEHTHI TMOJy4daT TEeParneBTHUYCCKYIO HW/WIH

MPpO(UIAKTHUECCKYIO TI0JIB3Y B CIIOCO0aX, ONMMCAHHBIX B HACTOSIIEM IAaTCHTE, MPH
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KOTOPBIX (hapMarieBTHUECCKAsT KOMITO3HUIIMS COSTHHECHUS, OMTUCAaHHOTO B HACTOSIIIEM
N300pETCHNH, W/ KOMOWHAIIMKA C IPYTUMHU CIIOcO0aMu Tepanuu 0OBEANHSIOT C
TCHETHYCCKUM HCCIICIOBAHUEM ISl OTMPENCICHUS TOTO, SIBISIETCS JU OOBEKT
HOCHTEJIEM MYTAHTHOTO T€HA, JUISi KOTOPOTO HM3BECTHO, YTO OH KOPPEIHPYET C
OTIPEIETICHHBIMA OOJIC3HSAMU WJTH COCTOSTHUSMM.

CoenuHenus, ABJIAFOIIAECS WHTUOUTOpaMu CDK&/19, MOTYT
HCITOJTH30BATHCSA B CITOCO0OAX JICUCHUS, OMUCAHHBIX BBIIIES, B BUJIC MOHOTEPATTHH WJIH
B COUYETAHUHU C XUPYPTHUEN, WU JTyUEBON TEPANIUEH, UITH JIEKAPCTBEHHON TEPATUEN.

Takas nekapcTBeHHas Tepamuisi MOXET BKIIIOYATh BBEJACHUE OJHOTO WJIH
6oree MPOTUBOPAKOBBIX areHTOB. [I[prUMephl MPOTHBOPAKOBBIX ar€HTOB BKITIOYAIOT,
0e3 orpaHuyeHusA, JIOOOU W3 CIACAYIOUIMX AareHTOB: AJKWIMPYIOIIUE areHTHI,
ATKUTUPOBAHHBIE CyJb(pOHATHI, HUTPO30MOYEBHHBI WA TPHA3CHHI,
aHTUMETA0OUTHI, TOPMOHAJIGHBIE CPEACTBA WM AQHTAarOHUCTHI TOPMOHOB,
COCIMHCHUS TUIATHHBI, TMPOTHUBOOIMYXOJEBbIE AHTUOMOTHKH, WHTHOUTOPHI
TOTIOM30MEPA3HI.

[Ipumepsl aHTUMETAOOTUTOB BKIIOYAIOT, 0€3 OrpPaHWUYCHWS, AHAJIOTH
(donmmeBoit KUCIOTHI (HAMpUMeEp, METOTPEKCaT, TPUMETPEKCAT, TEMETPEKCe,
MpayiaTpeKcar, PAITHTPEKCEN, KATbIKs JIEBOMONMHAT) WITA aHAJIOTH MUPUMHUIANHA
(manpumep, mwmrapabuH, Teradyp, dTopypammi, KanermuTabwH, (IOKCOYPHIWH,
a3alUTUIUH, SHOIUTAONH, KapModyp, reMIuTabrH, cananuTaOrH, IanuTapaduH,
JOKCU(DITYPUINH), WU aHAJIOTH TIyprHA (HampuMep, MEPKANTONMyPHUH, THOTYaHHH,
neHTocTaThH, QuyaapaduH, kmaapubwH, HeaapabWH, a3aTHONpPHH, KiodapabuH),
WJIM acTiaparuHasy.

[IpuMepsl  aNKUIMPYIOMAX areHTOB  BKJIIOYAIOT, 0€3 OrpaHudYCHHS,
MEXJIOpOdTaMuH, ImKiIodochamua, xaopamOyrmia, MeHdamaH, OeHIAMYCTHH,
reKcaMeTHiIuMeIaMiuHe, THoTena, Oycyiidan, KapMyCTHH, JIOMYCTHH, JTADOMYCTHH,
CEMYCTHH,  CTPENTO30IMH,  AakapOasuwH, wudochamma,  wMmpocyibdan,
MHUTOOPOHHUTOJI,  MWTOJIAKTOJ,  HUMYCTHH, PaHUMYCTHH,  TEMO30JIOMU]I,
Tpeocyibdan, KapOOXHOH, ana3uxXHoH, (POTEMYCTHH, alTpeTaMuH, rrodochamu,

nunoopoman, Tpodochamun, ypamyctut, sBodochamma, VAL-083.
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[TprMepbl TOPMOHAJIBHBIX CPEACTB U AHTAarOHWCTOB TOPMOHOB BKJIIOYAIOT,
0€3 OrpaHWYeHUA, MPEIHU30H, MPEIHU3O0J0H, THAPOKCUIIPOreCTEepOHA Karpoar,
MerecTposiia amlerar, MEIPOKCUNPOTeCTEPOHA aleTaT, JUATUIICTUILOECTPOJI,
ACTPAAMON, TaMOKCH(EH, TPOMHOHAT TECTOCTEPOHA, (ITYOKCHMECTEPOH,
dbayramua, aehnponwa, abapenukc, abuparepoH, OHMKaTyTaMHa, OyCepeauH,
KaJTyCTEPOH, XJIOPOTPHAHU3EH, JETapelIuKC, JAEKCaMeTa3oH, (PIIyOKOpPTOJIOH,
(dynBecTpaHT, TO3EpPEIWH, XHUCTPEIWH, JICHITPOPEINMH, MHUTOTaH, HadapenuH,
HaHJPOJIOH, HUJIYTAMHJA, OKTPEOTHHA, paToKcu(eH, THPEOTPONmuH-aab(da,
TopeMudeH, TPUNTOPEIWH, JUATHICTAILOACTpON,  akonOmdeH, aaHa3oml,
JIECJIOPEJIMH, AINUTUOCTAHOJ, OPTEPOHEN, OHH3ATyTaMUJ, AMHHOTIYTETUMUJ,
aHACTPO30JI, IKCeMECTaH, (haapo30J1, JETPO30JI, TECTOIAKTOH, (OPMECTaH.

[Tpumepbl coeNMHEHUH TUIATUHBI BKJIIOUAIOT, 0€3 OrpaHUYEeHUs, 1UCIIIaTHH,
KapOOIJIaTUH, OKCAJMIUIATHH, SNTAIUIaTHH, MUPHUIUIATUH TUApAT, JOOAIaThH,
HEJAIJIaTUH, MUKOTUIATHH, caTparyiaThH.

[Ipumepbl  OPOTHMBOOIYXOJIEBBIX  AHTHOMOTHKOB  BKJIIOYAKOT, 03
OTPAHUYCHHUS, JOKCOPYOMIMH, JayHOPYOMIMH, UAApyOUMLIMH, KapyOHIIVH,
BANPYOUIIMH,  30pYOMIIMH, akKJIapyOWIMH, NHUPApyOMIIMH, HEMOPYOMIIHH,
aMpyOWIIMH,  SNUPYOUIMH,  OJICOMHUIIMH, JAKTUHOMHUIMWH,  [UIMKAMHUIIUH,
MEIJIOMULIMH, MUTOMUIIMH C, 3MHOCTATHH, CTPENTO30LHH.

[TpuMepbl MHTUOMTOPOB TOMOW30MEPA3bl BKIIOUAKOT, 0€3 OrpaHUYeHUs,
WPUHOTEKAH, TOMOTEKAH, O€NIOTeKaH, TEHUIIO3UA, HTOMO3UJl, BOPEJIIOKCHH,
amoHadwu .

[TprMepbl MPOTUBOPAKOBBIX AreHTOB BKIJIIOYAIOT, 0€3 OrpaHUUYCHUsA, 000N
U3 CJICIYIOIINUX ar€HTOB: penaparhl, ASHCTBYIOIINE HA MUKPOTPYOOUKH, TAKKUE KaK
TakcaHbl (HAMpUMeEp, NaAKJIUTAKCEN, OIETaKCceNl, Kaba3sWTaKCeN, TEe3eTaKCcen),
ankajoupl OapBWHKA (HAMpWMeEp, BWHOPEIOWH, BWHOJACTHH, BWHKPUCTHUH,
BUH/IC3WH, BWUH(IYHWH), WHTHOWTOPHl CHUTHAJIMHTA MHUTOTCHAKTUBUPYEMOM
nporenHkuHasbl (Hampumep, U0126, PD98059, PD184352, PD0325901, ARRY-
142886, SB239063, SP600125, BAY 43-9006, Boptmanun wnu [.Y294002);

uaruouTopsl MTOR  (Hampumep, CHPOIMMYC, TEMCHPOJIMMYC, 3SBEPOJIIMYC,
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puaadopoNMMYC); aHTHTENA (HapUMEp, pUTYKCUMa0, TpacTy3ymab, aneMTy3ymao,
oecunecoMa0d, eTykcuMao, feHocymad, umuiuMyMao, Oesaruzymal, nepry3ymao,
HuBonyMmad, odarymymab, maamtymymad, To3mTyMOMab, Karymakcomao,
anoty3ymad, »smpary3ymad, dapieryzymad, wmoramynuzymad, Henurymymao,
HUMOTYy3ymMabd, oOuHYTy3ymad, okapaTy3ymad, operoBomad, pamynupymao,
punoTymymad, CHITyKCMMa0O, Tomwiuzymad, 3anyTrymymad, 3aHoiauMymao,
Maty3ymad, npanorysymad, oHapTy3ymad, pakorymomald, Tadamymadb, EDM-
525797), warnbutopsl kuHa3z (ocmaraHu®, HSHTOCIIETCHUO, SPIOTHHHO,
MMATHHUO, JIanmaTHHUO, HUJIOTHHUO, mazomaHnud, Bemypadenud, repuTuHUO,
KpU30THHUO, na3atuHuO, peropadeHnd, pyKCoIUTHHHO, copadeHnO, CYHUTHHUO,
BaHAcTaHUO, 003yTuHHO, akcuTHHUO, adatuHu®, ammceptHd, nadpadeHuos,
JAKOMHTHHUO, TUHAUKINO, JOBUTHHUO, HUHTEIAHUO, IEHBAaTHHUO, TuHU(paHUO,
JUHCUTHHUO, MaCUTHHHO, MOTECaHWO, HepaTUHUO, OPAHTUHHMO, TMOHATHHHO,
pagotuHUO, THNUdapHUO, TUBAHTHHUO, THBO3aHHO, TpPaMEeTHHUO, amaTUHHO,
nOpyTHHHO, akanaOdpyTuHHO, kKoOMMeTHHUO, deapaTuHu®, OpuBaHWUO ajlaHWHAT,
neaupanub, kabo3aHTHHUO, WKOTWHMO, MUMATHHUO, pUrocepTHO, MUMacepTHo,
Oymnapaucuo, uaenancuo, MUJIOCTAYPHUH, nepudo3uH, XL-647);,
dboTocencubOmmmzaropsl  (Hampumep, TamanopduH, TemonopduH, mopdumep
HATpHs), MUTOKUHBI (HapuMep, ajaeciieiknd, naTepdepon anbda, nHTEphEepoH
anba-2a, uarepdepor ambda-2b, menMoneHkH, TACOHEPMUH, PEKOMOMHAHTHBIH
WHTEPIICHKUH-2, OMIPEJIBEKWH, PEKOMOMHAHTHBIN UHTepdepoH OeTa-1a);, BaKIMHbBI
(manpumep, muUOaHWI, cUMyJeynen-1, ButecneH, 3menenumyT-S, oHKOBAKC,
pungonenumyT, TpoBAKC, MGN-1601, MGN-1703); Oucantpen, aeumtabuH,
MUTOKCAHTPOH, MpoKapOa3uH, TpaOEeKTEAUH, aMCaKpuH, OpOCTAUIMIIMH,
MHITC(PO3NH,  POMHJCIICHH,  IUIUTHACIICUH,  ApHOYIMH,  HMKCaOCIHIIOH,
cdbocOperalbynun,  meHuWneHkwH  TUGTUTOKC,  WOpUTyMoMad  THYKCETaH,
MPEIHAMYCTHH, TPACTy3yMad SMTaH3UH, 3CTPAMYCTHH, TeMTy3yMa0-030TaMHIIH,
admubeprient, onmopry3ymMad MOHATOKC, ITUHTPEACKHH OCCYIOKC, 3A0TPEOTH,
HWHOTY3yMa0-030TaMHIIHH, HanTymomad acrapeHaTokc, BHHTadOIH I,

OpeHTyKCcUMa0 BemOoTHH, OopTe3oMuO, MkcazoMuO, KaphuiI3oMuO, JCHATHAOMHUI,
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TATMAOMHU, TMOMATUAOMHU, 30JEAPOHOBAS KHCIO0TA, HOAHAPOHOBAs KHCJIOTA,
MaMHUJIPOHOBAS KHUCJIOTA, aJIWTPETUHOWH, TPETHUHOWH, TMEPETUHOWH, OCKCApOTEH,
TaMHUOApPOTEH, UMUXUMOJ, JCHTHHAH, MU(aMypTHA, POMYPTHJ, Idracraprasa,
MEHTOCTATHH, YHAOCTAaTHH, CH30()HpaH, BHUCMOACTHO, BOPHHOCTAT, SHTHHOCTAT,
MaHOOMHOCTAT, LEJIEKOKCHO, IUIICHTUTHI, 3TaHUAQ30]1, TaHETeCTHO, HAPOHOKCHII,
WHUTApUO, JIOHWJAMHUH, HMMOPA30jl, MPOKOAA30J, TACXWHUMOJ, TEIOTPHUCTAT,
OenuHOCTAT, TUMAIh(a3nuH, THpPAIla3aMKH, TOCEAOCTaT, TpadeaepceH, yOCHUMEKC,
BaJICIIOAAP, TCHAUIINH, PEOJIM3UH, PETACIIUMHUIIUH, TpeOaHAHUO, BUPYJIU3HH.

B onHoM BapmaHTe HacTosllee HM300pEeTeHHUE OTHOCHTCA K IMPHUMEHEHHIO
COCAMHEHHUS, OMMMCAHHOTO B HACTOAIIECM JOKYMCHTE, HJIH ero (hapMaleBTHUCCKH
MPUEMIICMOM  COJIH, WM  (DApMAarleBTUUSCKOM KOMIIO3UIIMM 110  JAHHOMY
HM300PETEHUIO IS JIeUeHHMs 3a00Je€BaHWA WM HaAPYIICHUs, OMOCPEIOBAHHOTO
aKTHBAllMECW  IUKIMH3aBUCHMBIX  npoTemHkuHas CDKS8/19, 'y cyObekra,
HYX/JIAIOIIEr0oCsa B TAKOM JICUCHUH.

B emie oqHOM BapuaHTe OCYIIECTBICHUS HACTOAIIEE N300PETEHUE OTHOCUTCS
K MPUMEHEHHUIO COCAWMHEHMS, OMHUCAHHOTO B HACTOSIIEM IOKYMEHTE, WJIH €ro
(hapManeBTHUCCKH TIPUEMIIEMON COIH, WM (DapMaleBTHISCKOM KOMITO3HITHH 10
JAHHOMY H300pETEHHIO Yy CYObEKTa, HYXIAIOIIErocs B TaKOM JICUCHHH, A
JeueHuss 3a0o0JieBaHWA WM HAPYIICHWs, OMOCPEAOBAHHOTO  aKTUBAIIWCH
MAKIMH3aBUCUMBIX — mporemHknHaz CDKS8/19, mnpeacraBastomero  coboi
OHKOJIOTHYECKOES HJIM T€MaTOOHKOJIOTHUYCCKOES 3a00JICBAHHC.

B emie oqHOM BapuaHTe OCYIIECTBICHUS HACTOAIIEE N300PETEHUE OTHOCUTCS
K TPUMEHCHHMIO COCIWHCHHMS, OIMMCAHHOI'O BBIINIC, MJIM €ro (apMarieBTHUCCKA
MPUEMIICMOM  COJIH, WM  (DApMAarleBTUUSCKOM KOMIIO3UIIMM 110  JAHHOMY
H300PETEHUIO MO JAHHOMY H300PETEHHIO MJiA JICUSHUS OHKOJOTHMUECKOTO WIIH
réMaTOOHKOJIOTHYECKOro  3a00J€BaHus, KOTOPO€ BBHIOMPAIOT W3  T'PYMIIHI,
BKJTIOYAIOIICH KOJIOPEKTANBHBIN pak, MEJIaHOMY, METAaCTaTUUECKYIO MEJIaHOMY, PakK
MOJIOYHOM >KEJI€3bl, TPUKIABI HETATUBHBINA pak MosiouHoM xkene3sl (THPMIK), pak
MPEACTATEILHON KEJE3bl, METACTATUUECKUNA PaK AMYHUKA, METACTATUYECKUUN PaK

JKEIYJIKA, JIEMKO3, OCTPBIM MHEIOUIHBIN JIEUKO3, PaK MOIHKEITYAOUYHOU KEIE3BI
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(PIDXK), y cyOBekTa, HykKIalomierocs B TakoM JieueHuH. B mo6om U3 yka3aHHbBIX

BBIIIIE CIIOCOOOB JICUEHHSI, CYOBEKT MOXKET OBITh UETTOBEKOM.

CoenrHEHMS IO HACTOSIIEMY H300pEeTCHHUIO OyayT BBOJMTHCS B KOJIMUCCTBE,
3 PeKTHBHOM I JICUCHUS COCTOSHHUSA, O KOTOPOM HICT peub, T.€. B JI03aX W B
TCUCHHE TICPHOJOB BPEMEHH, HCOOXOAUMBIX IS JOCTIDKCHHS JKEIaeMOTO
pesyabpTara. TepaneBtrueckd 3(@PEKTHBHOE KOJIMUYECTBO MOXKET HM3MCHSITHCA B
3aBUCHMOCTH OT Tak#X (haKTOPOB, KaK KOHKPETHOE COCTOSIHHE, TI0 TTOBO Ty KOTOPOTO
MPOBOJIUTCA JICUEHUE, BO3PACTA, MOJa W Beca MAIMEHTA, a TAKXKe SABISACTCS JIH
BBCJICHUC JJAHHBIX COCIMHCHUH CaMOCTOATEIIHHBIM JICUSHHUEM HMITH OHO IIPOBOUTCS
B KOMOMHAITAN ¢ OJHUM HJIA 00JIee TOMOHUTEIBHBIX METOIOB JICUCHHS.

Cxempl mpHeMa JICKapCTBEHHBIX CPEACTB MOXKHO PETyJIHPOBATh, UTOOBI
obecrieunTh ONTHMAJIBHBIM KelaeMblii oTBeT. Hampumep, MoxeT ObITh BBeACHA
OJIHA 1032, HECKOJBKO Pa3JCIICHHBIX J03 MOTYT OBITh BBEICHBI B TCUCHHE
HEKOTOPOTO BPEMEHH, HIIH 7032 MOXET OBITh MPOIMOPIHOHANIBHO YMCHBIIICHA HIIH
yBEIIMUEHA B 3aBHCHMOCTH OT OCTPOTHI TepareBTHUYecKor cutryamuu. OcoOeHHO
MTOJIC3HBIM SIBJISICTCS M3TOTOBJICHUE TEPOPaIbHBIX KOMIIO3WIWKA B CTaHAAPTHOM
JEKapCTBEHHOM (popMe ISl MPOCTOTHI BBEACHUS W OAHOPOIHOCTH JTO3HUPOBAHUA.
CranpapTHas JIeKapcTBeHHas ¢opMa IMPH HCIOIb30BAaHUU B JAHHOM JIOKYMEHTE,
OTHOCHUTCSA K (DU3MYCCKH JUCKPETHBIM EIWHHIIAM, NPHUTOJHBIM B KauyeCTBE
COIUHUYHBIX 103 JUIS TAIMEHTOB/CYOBEKTOB, MOMICIKAMMUX JICUCHHUIO, KaXKias
SIUHUIIA COACPIKHT 3aJaHHOEC KOJMYESCTBO aKTUBHOTO COCIMHCHHS, PACCUMTAHHOE
JUTSI TIOJTYYICHHUS JKEJTAeMOTO TEPANeBTHUYECKOTO 3(hdeKTa B COUSTAaHUH ¢ TPeOyeMBbIM
(hapManeBTHUCCKIUM HOCHTENIEM.

Kpome Toro, HeobxoawiMoO IOHHMMATh, YTO IS JHOOOr0 KOHKPETHOIO
MalHCHTa, KOHKPETHBIC CXEMBI BBEJCHHUS JTOJDKHBI OBITh CKOPPEKTHPOBAHBI Uepe3
HEKOTOPOE BpPEMsl COTJIACHO HWHAMBHAyaJbHON MOTPEOHOCTH W HAa YCMOTPCHHE
MEIUIMHCKOT0 Pa0OTHHKA, KOTOPBIM OCYIIECTBIIACT BBEACHUE HIH KOHTPOJIUPYET
BBCJICHNEC KOMIIO3UIIMM, M 4TO JHUAIIa30HBI KOHIICHTPAIIMH, IPUBEJACHHBIC B JAHHOM

OInMCaHuu, IMPHUBCACHLI TOJBKO B KaUCCTBC IIPHMCPA W HC NMPCAHASHAYCHBI 1JIA
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orpaHWYeHHS O0BbeMa WJIM TPAKTUKHU 3asABJICHHBIX KoMmmosumwii. Kpome TorO,
PEXUM JO3UPOBAHUA ¢ KOMIIOZHIMAMH TIO JTAHHOMY HM300PETECHUIO MOXKET OBITH
OCHOBAH Ha Pa3IMUHBIX (haKTOpax, BKITIOUAs TN 3a00JIe€BaHU, BO3PACT, BEC, MO,
COCTOSIHHS 3/I0POBBS TAIMEHTA, TSKECTh COCTOSTHUSA, TIyTh BBEJCHUA U KOHKPETHOE
UCIOJIb3YEMOE COEIMHEHUE MO HACTOSIIEMY H300peTeHut0. Takum 00pa3om, pexxum
JIO3UPOBAHKS MOXKET IMUPOKO BAPHUPOBATHCA, HO MOXKET OMPEACIATHCSA PETYIISAPHO
C TOMONIBI0 CTAaHAAPTHBIX MeTonOB. Hampumep, m0361 Moryt  OBITH
CKOPPEKTHUPOBAHBI HAa OCHOBE (hapMaKOKMHETHYECCKUX W (hapMaKOAMHAMHUYCCKUX
MmapamMeTpoB, KOTOPbIE MOTYT BKIIOYATh KIWHWYECKHE S(PPEKTh, Takue Kak
Tokcuueckue 3 heKThl WK TabopaTopHbIe 3HaUeHUs. TakuM 00pa3oM, HACTOSIIEe
W300pPETCHNE OXBATHIBACT WHAWBUAYAJIbHOE TOBBIIICHUE JIO3BI, KOTOPOE
omnpeaeNsieTcss KBATH(HUIMPOBAHHBIM crienuaircToM. OnpeaeneHne HeoOX0uMOM
JI03BI ¥ PEKUMBI XOPOIIIO U3BECTHBI B COOTBETCTBYIOIIEH 001aCTH TEXHUKA U Oy Iy T
MOHATHBl CHEUUAJIMCTY B JAaHHOM 0O0JacTHM TOCJEe O3HAKOMJICHUA C HACSIMHU,
PACKPHITHIMH B JAHHOM JIOKYMEHTE.

Kak mnpaBuno, 103bl, OPpUMEHAEMBbIE AJid JICUYEHUS B3POCIOr0 YEJIOBEKA,
00b1uHO HaxoaaTca B Auanazone 0,02-5000 Mr B neHb WK NPUOIU3UTEIBHO OT |-
1500 mr B AcHB.

[Ipu ynydieHnr COCTOSIHHS TAIMEHTa BBOAMTCS TOJICPKHUBAIOIIAS 1034,
€ciu 3T0 HeoOxoaumMo. BriocnencTeuu, 103MPOBKA WIIM YacTOTa BBEJACHHUA, WIH TO
U IPYTOe MOTYT OBITh YMEHBIIICHBI, B 3aBUCUMOCTH OT CHMIITOMOB, 10 YPOBHSA, TIPH
KOTOPOM MOJJEPKUBACTCS OOJISTUEHHOE COCTOAHHME OOJIC3HU, HAPYUICHUS WJIU
cocTosiHuA. [ lalimeHTaMm MOXKeT, 0IHAKO, MOTPEOOBATHCS MEPUOINIECKOE JICUCHUE B
TEUCHHE J0JTOr0 BPEMEHHU MPH JHOOOM PELUIMBE CUMITOMOB.

BruImensnoKeHAbId  CIEKTP  ABJSIETCS  TOJIBKO  TTPEANOJIOKUATETHHBIM,
MOCKOJIBKY KOJIMYECTBO TMEPEMEHHBIX B OTHOIICHUH WHIWBHIYAIBHOTO PEXHMA
JICUCHUS BEIMKO, W 3HAYUTENIbHBIE OTKJIOHEHWA OT JTHX PEKOMEHIOBAHHBIX
3HAUCHUH SBJISIOTCS BEChbMa OOBIYHBIMH. DTH TO3WPOBKHA MOTYT OBITh U3MEHEHBI B
3aBUCUMOCTH OT MHOXXECTBA TMEPEMEHHBIX, HE OTPAHWUYCHHBIX aKTUBHOCTHIO

MNPpUMCHACMOI0O COCANMHCHMA, OOJIC3HN HIIH COCTOAHMA, TOABCPTACMOI0 JICUCHHIO,
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croco0a BBEACHUS, MOTPEOHOCTH UHAMBUYAIBHOTO CYyOBEKTa, TAXKECTH OOJIE3HH

HJIK COCTOAHHKA, ITOABCPracMoro JICUCHHUIO, © MHCHHAS JICUHAIICTO Bpaya.

Bce nyOnukanmu, maTteHThl M TATEHTHHIE 3asBKH, YKa3aHHbIE B STOH
cnenuuKay  BKITIOYEHB B JAHHBIM JOKYMEHT TIYTeM OTCBUIKHA. XOTS
BBIIIEYIOMSIHYTOE H300peTeHue ObLIO JOBOJIBHO TOAPOOHO OMHCAHO MYTEM
WUTIOCTPALlUM M MPUMEPA B LENAX UCKIIIOUCHUS JBYCMBICIICHHOTO TOJIKOBAHMS,
CreUUAIMCTaM B JaHHOM 0O0JacTH HAa OCHOBE HWJICH, PACKPBITBIX B JAHHOM
M300peTeHNH, OYIET BIIOJHE MOHATHO, YTO MOTYT ObITh BHECECHBI OMPEICICHHbIE
U3MEHEHUS 1 Mo uKauy 03 OTKIOHSHHS OT CYIITHOCTH U 00beMa MPHjIaraéMbIxX
BAPUAHTOB OCYILIECTBJICHUS N300PETEHUA.

JUiss  Hauaydlmero MNOHWUMAHUS UW300pETEHUA MPUBOAATCS CICAYIOIINE
MpUMEPbl. DT MPUMEPHl MPUBEACHBI TOIBKO B WJUTFOCTPATHUBHBIX IEJIAX WU HE
JIOJKHBI TOJKOBAThCA KaK OrpaHUYMBAIoONiue cepy mpuMeHEHUsT U300pETCHUS B

moboii popme.

CoxkpallieHusI, HCMONb3yEeMble B  HACTOSAIIEM ONWCAHWHW, BKIIOYAS
MIPUBEJCHHBIC B WJUTIOCTPATHBHBIX CXEMaX W TOCICAYIOMMX MPUMEpax XOPOIIo
W3BECTHBI CpeHEMY crienuanucty. HekoTopbie U3 COKpaIleHui HCIOb3YIOT Kak
CJIeYIOIIHE:
mumetmicyinbdokenn — JIMCO
(¥)-2,2"-0uc(mudpennndocpuno)-1,1'-nunadranma — BINAP
N-(3-mumeTunamunonponin )-N'-3tankapooaummu g ruapoxiiopua — EDCxHCI
I-runpokcubenzorpuazon ruapar — HOBt
N,N-nmametundopmamug — IMOA
tetpakuc(Tpudenundochun)namnanuii(0) — PA(PPhs),
terparuapodypan — T['O
TerpameTunstunenanamud — TMEDA

buc(tpumernncunun)amun Harpust — NaHMDS
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[1,1'-buc(mudennndocduno)depporier |nammagusa(ll) muxmopua KOMIUIEKC ¢

muxnopmeranoM — PddppfCl,xDCM.

4-mumeTunaMuHoTUpuaiH — DMAP

Ipumepst
Ipumep 1. Crioco6 nonyueHus coeaunenus 1.0.

EtO.__OEt

\4/ \’/ \;(OEt
NH2 BOCzo DMF AN NHZBOC
oy > — T~
N

N CI
1.0.6 1.0.5 104 Ci

— &@ﬂ PR
103X\Ir .0.

Cramus 1. K 43 mn 2M pacteopa NaHMDS (86 mmonb) B TI'® npu —10 °C

MO TOKOM a30Ta BHECITH MO KaIIsAM pacTBop 3-aMuHO-2-xyopnupuanaa (5.00 T, 39
MMOJb) B 50 M TT'®. Peakmmonnyto cmech Beiaepxamm npu 0 °C B Teuenne 10
MUWH, 3aTeM J0OaBHJIHU 1O KaIJIsAM pacTBOp au-mpem-oytunaukapoonara (891 r, 41
MMOJIh) B 20 Myt TT'® ¢ Takoit cKOPOCTHIO, UTOOBI TEMIIepaTypa He MpeBbImana 8
°C. Yepes 30 mun mobaswm 150 ma 1M Bomuoro pactBopa HCl m 50 wmn
stunanerara. OpraHudyeckuil CJIOW TPOMBUIA BOJONM W CKOHUEHTPUPOBAIM B
BakyyMme. [Ipoaykt 1.0.6 BBIACTHIN ¢ IOMOIIBIO KOJOHOYHOM XpoMmarorpaduu Ha
CUJIMKAareje ¢ WCHOJb30BAHUEM JIIIOCHTA TIEKCaH-IUXJIOPMETAH-3THIALETaT
(8:2:0.5) B Bume cBeTno-x)kénToro mopomka. Berxox: 8.10 1 (91%,).

Cramus 2. K pactsopy 1.0.6 (3.00 r, 13 mmounp) B 50 mn TI'® nmox Toxom
azota gobasuwu 4.33 mn TMEDA (29 mmons), oxnaaunu g0 —78 °C u BHECIH 1o

karsam 11.5 M 2.5 M pactBopa Oytusuiutus (29 mmoss) B rekcane. [1o okoHuanumn
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n00aBJICHUSA BhIACPKAIU peakiuoHHyto cMech npu —70 °C B Teuenue 40 mun u 20
muH nipu —20 °C. Tlocne noBTopHOro oxyaxaeHus Ao —78 °C go6aBwin 0o Kamisam
JIM®A (2.03 mi, 26 mmonb). [locrne BbiaepKUBaHUS PEAKIMOHHONW CMECH B
teuenue 1 u npu —70 °C narpemu €€ a0 —20 °C u goGasunu 50 MJT HACHIILIEHHOTO
BojHoro pacrsopa NH,Cl. K monydennoit cmecn mo6asuiau 20 Mt Boasl 1 50 M
stunanerara.  OpraHuyeckud  ClIOM  OTHAENWIM, TPOMBUIA  BOJOH U
CKOHILICHTpUpoBayin B BakyyMme. [Tpoaykt 1.0.5 BeiAeINUIN C MOMOIIBIO KOJIOHOUHOM
xpoMarorpaduu Ha CHJIMKaresie ¢ MCIOJIb30BAHUEM JJIFOCHTA TeKCaH-ITHIIAETAT
(8:2) B Buze xéntoro macna. Berxox: 2.86 1 (85%).

Cramusa 3. K pactBopy coemunenus 1.0.5 (1.00 r, 3.86 momp) B 10 M
xyopodopma mobaswm 31tri-3,3-auaTokcunponuonar (1.14 mmu, 5.79 mons) u
TpudTOpyKCyCHYIO KACTOTY (3.54 Mut, 46 MMOJTb) W KUMATHIH B TeueHne 30 MUH.
[Tocne oxnaxkaeHUs peakIMOHHONW CMECU 0 KOMHATHON TeMMepaTrypbl OTOTHAIU
PacTBOPUTENU MPU MOHUKEHHOM JABJICHUU. 3aTEM KUMATUIU B 5 MJI XJIOPUCTOTO
THOHWA B TeueHUe |1 4. K CKOHIIEHTPUPOBAHHON PEAKIIMOHHOW CMEecH T00aBUIIN
HachieHHbl pactBop NaHCO; no pH 9 u skcrparupoBanu 3TUALIETaTOM.
Opranndeckue SKCTPaKThl 00bETUHUIIA, PACTBOPUTEIIb OTOTHAJIU MPU MOHUKEHHOM
nasieHuu. [Ipoaykr 1.0.4 BeIIeTHIM C TOMOIIHIO KOJIOHOUHOM XpomaTorpaduu Ha
CHJIMKAreJie, IOCHT reKcaH-3Tujanetat (8:2) B BUIAE CBETIIO-KENTOTO MOPOIITKA.
Beixoa: 502 mr (55%).

Cranus 4. K pacrsopy coequrenns 1.0.4 (2.16 r, 9.06 moms) B 30 mu 1,4-
mokcana nobasmm Cs,CO; (5.97 1, 18.1 moms), BINAP (570 mr, 0.10 »kB.), arterar
naymaausa(1l) (103 mr, 0.05 5kB.), 1.2 mu 1M pactBopa mpem-0ytunkapbamara (13.6
moutb, 1.50 3xB.) m Harpesanu npu 100 °C B Teuenue 1.5 4. PeaknimoHHYIO0 cMECh
OXJIAAWIIA 10 KOMHATHOW TeMmeparypsl U OTPUIBTPOBAM Yepe3 CIIOH IEeOoJTuTa.
PacTBopuTenn OTOrHAIM B BaKyyMe, OCTAaTOK PACTBOPUJIM B JUXJIOPMETAHE W
MPOMBIJIA BOJAOW M CKOHIIEHTpHUpoBaM B Bakyyme. [Ipoaykr 1.0.3 Beiaenunu c
MOMOIIBIO KOJIOHOYHON Xpomarorpadyu Ha CUIIMKAresie, JMOSHT AUXJIOPMETaH-

stunanetat (96:4). Beixoa: 2.73 r (95%).
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Cramua S. Coemunenne 1.0.3 (2.80 r, 7.50 monp) pacTBOpWIM B

muxjiopmerane u nobaswm 18 mum pactsopa HCl B 1,4-mmokcane. Yepes 2 u
PacTBOPHUTENIM OTOTHAJIIM MPH MNOHMKEHHOM JABJICHHHM, K OCTaTKy a00aBWIIM
HaceimeHabid pactop NaHCO;. Bemasmmii ocamok oThMIbTpOBaINn ¥ MTPOMBLITH
cMmeckio rekcan-stuarnerar (1:1), monyuus npoaykt 1.0.2 B Buae 6e10r0 MopoIiKa.
Beixona: 1.60 1 (98%).

Cramusa 6. K cycnensun coegunenns 1.0.2 (1.60 r, 7.37 monp) B 15 mn
JIM®DA nobasumm N-6pomcykimanmun (1.38 r, 7.73 MoIb) v iepeMenmBaIA TIPH
KoMHaTHOM Temmeparype | u. K nonyuenHomy pactBopy aobasuiu 100 mit Boabl u
5 mn HaceimenHoro pactBopa NaHCO;. OrdumnpTpoBany BeITABIIHN 0CAI0K
npoaykra 1.0.1. Beixoa: 1.95 r (89%).

Cramus 7. K pactBopy coequnenus 1.0.1 (1.00 r, 3.34 mmomns, 1.00 5xB.) B 7
i1 TT'® no6asmm pacteop LiIOH>xH,O (156 mr, 3.68 mMounb, 1.1 5kB.) B 7 M1 BOBIL.
Uepes 0uH Yac nepemMennBalns Npu KOMHATHOW Temneparype otorHanu 11O npu
noHMXeHHOM naBieHuu, pH pactsopa mosemn 1o 4 ¢ momorsio 1M pactsopa HCI,
oT¢MIBTPOBAIN BHITIABIIUN Ocafok mpoaykTa 1.0 KOpHYIHEBOTO IBETA, MPOMBLIH
€ro BOJIOM U CYIIWJIM MPU HArPEBAHWU U MOHWXEHHOM JaBjieHuu. Beixona: 870 mr
(97%,).

IIpumep 2. Cnoco0 nonyuenus coequnennii 1.1, 1.2, 1.3, 1.4, 1.5.
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11,1.2,13,14,15

-NR'R" -NR'R"

K  cycmensunm  coemunenns 1.0 (200 wmr, 0.739  mMmonb),

nukonponanMermwiamMuna (128 mx, 1.48 mmons), HOBt (170 mr, 1.11 mmons) u

tpusTuiaamMuH (206 Mk, 1.48 mmons) B 3 M JIM®A npu oxjakaeHUN BOJSHOM

Oaneit mopumsimu godasunu EDCxHCI (212 mr, 1.11 mmons). Uepes 15 1 orornanm

pacTBOPUTENIb MPHU MOHWKEHHOM AaBjeHuM. [TpoaykT 1.1 BBIACTHIN ¢ MOMOIIBIO

KOJIOHOYHOW XpomaTtorpavd Ha CHJIMKArele, 3JIOCHT TEeKCaH-AMXJIOPMETaH-

metaHon (5:4:1). Berxoa: 178 mr (75%).

AHanoruuao u3 COOTBCTCTBYIOIINX UCXOIHBIX COGI[I/IHGHI/Iﬁ OBLIH IMOJIYUCHBI

coemmaeHus 1.2, 1.3, 1.4 u 1.5.

Ipumep 3. Cniocob nonyuenusa coeaunenus 2.0.

o>\"\ O>’\
HN—N
N—N _
) O\ \ HO N Rl
| X AN
O
+ \H/\Br . .
0]
Br
2.0.1 Br 2.0 Br

44



WO 2020/027704 PCT/RU2019/050123
Cramus 1. 4-(4-bpompenwmn)mupazon (500 mr, 2.23 MMonb) U METHI 2-

opomarerat (340 mr, 2.23 MMOJIb) CMENIAJIA B CYXOM aIl€TOHE W JICTa3HPOBAJIH.
3aTeM K peakIMOHHON cMmecu a00aBuiu u3MedbueHHBIN Oe3Boanbii KoCOs; n
KUMATWIA MpHU MEPEMENIMBAHMM B TEUCHUM &8 uacoB. PeaklMoHHyIO Maccy
OoTHIBTPOBAJIHN, TIPOITYCTHIIA Y€PE3 CHITHKATellb, CKOHIICHTPUPOBAIM B BAKyyMe H
MEPEKPUCTAIUTM30BAIA U3 cMecH TekcaH-auxjopmeran (1:1). [Momyummm mpomykr
2.0.1 B Bue nmopomka sxentoro usera. Beixoa: 480 mr (73%).

Cramus 2. O¢up 2.0.1 (1.07 r, 3.63 mmons) u LiIOHxH,O (225 wmr, 5.37
MMOJIb) B cMmecu Tl ®-Bojga mepeMemmBaid MPH KOMHATHOW TeMIEpaTtype B
TeueHue | 4. 3areM pEaKIMOHHYIO CMeCh 00padoTanu METUI-mpem-0yTUIOBbIM
sa¢upom, BomHBIH cnoi momkucawian Ao pH = 1.5, BeimaBmmii Genmbiii ocamok
npoaykra 2.0 ordunsTpoBamu u cymmm Ha Bozayxe. Beixom: 720 mr (80%).

IIpumep 4. Crioco0 nonyueHusa coeauuennii 2.1 u 2.2.

6)
0)
o) D
" _ -NR"R"™
HO>——\N_N >’\N—N R ——N\ e N ’;l
) Rv—N_ NN R y
le \ 2.1 \N
IR'" \
* HTRIIII (\N/*
_B. 2.2 N\)
Br Br O 0 /
2.0
211,221 M
21,2.2

Cramgus 1. Cwmecy xucnorer 2.0 (720 mr, 2.56 MMOIb), THAPOXJIOPHAA
aumetrunamuna (250 mr, 3.07 mmons), EDCxHCI (589 mr, 3.07 mmozs), DMAP (78
mr, 0.64 mmons) u TpudTHiaamuHa (357 Mk, 2.56 MMOIB) B AMXJIOPDMETAHE B
atMocdepe a3oTa MepeMemuBaan B TeueHne 2 4. Jlanee peakmMoOHHYIO CMECh
CKOHIIEHTPUPOBAJIN MPH MOHMKEHHOM JIaBJICHUHW W BBIACTAIN PoayKT 2.1.1 B Bue
MOpomKa OeJoro IBeTa TMPH IOMOIMH KOJJOHOYHOM Xxpomarorpaduu ¢
WCIIOJIh30BAHUEM CMECH auxjiopMeTan-meranon (9:1) B kauecTse amoenTa. Borxo:

420 mr (53%).
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AHaJIOTUYHO M3 COOTBETCTBYIOUINX MCXOIHBIX COCIMHEHUHN ObLIO MOyUEHO
coenuHenue 2.2.1.

Cramua 2. Cwmech coemmnaenms 2.1.1 (680 wmr, 2.19 mmoms), Owmc-
nuHakonauoopana (690 mr, 2.64 mmoutb) 1 6e3BoHOTO anerara kanus (650 mr, 6.59
mmonib) B 10 M 1,4-auokcana nerasupoBaiiv a30ToM B TeueHue 15 MuH. 3arem K
cmecn nobasunu  PddppfCl,xDCM (90 wmr, 0,01 MMoib) M KUNATWIA TPH
nepeMenmnBalii B atMocdepe azora B TeueHue 12 4. 3areM peaknuoHHYIO CMECh
oT(UIBTPOBAIM Uepe3 LEINUT U CKOHLIEHTPUPOBAJIHN B Bakyyme. [IpombLin BoI0M 1
AKCTPArupoBau XJOPUCTHIM MeTHSICHOM. [TpoaykT 2.1 ObUT BBIAENEH ¢ TOMOIIBIO
KOJIOHOYHOM XpoMaTorpaduu ¢ HCTIOIb30BAHUEM CMECH dTUJarerar-MmeTanon (9:1).
Berxon: 350 mr (45%).

AHaJIOTHYHO U3 COOTBETCTBYIOIIMX MCXOTHBIX COCTUHEHUH OBLIO MOMYyUEHO
COeIMHEHHnE 2.2.

Ipumep 5. Cniocob nosiyueHus coequHeHus 2.3.

Br
—0 N
N N-N
\
N
Br

—0
\ \’\
HN-N O N—N
S) + g - S) —_— —_—
Br Br Br
.B.
2.3.2 Br o 0

2.3.1 23 M

Cramus 1. 3-bpom-1H-nmpazon (5.00 r, 33.7 mmons) pacTBOpuiu B 25 M
sTaHona, nobasunu 1-6pom-2-merokcustan (4.71 ma, 50.5 mmons) 1 KOH (2.86 1
50.5 MMoB). PeakimmoHHy10 CMeCh KUTIATHIIH TIPH TEPEMEITUBAHNAN B TeUeHWe 6 .
3aTeM peakIMOHHYI0 CMECh CKOHIIEHTPUPOBAIM B BakyyMe, oOpaboTaiu BOJAOH U
BBIJICJIUIN TPOAYKT 2.3.2 ¢ MOMOIIBIO SKCTPAKIIMU B BUJIE KENTOr0 Maciia. Beixon
6.23 1 (90%).

Cramusa 2. Yepes cmech Opommmpazona 2.3.2 (6.19 r, 29.9 mmons), 6uc-
nuHakoaauoopana (9.11 r, 35.8 mmons) n Oe3Boanoro arerara kamus (8.80 T,

89.7 Mmmonnb) B 50 M 1,4-mmokcana mpomyckaiau a3oT B TeueHue 15 muH. 3ateM K
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cmecn npobaunu PddppfCl,xDCM (126 1, 149 mMMOnbp) W KUNATUIM TIPH

nmepeMelmBaHd B atMocdepe aszora B TeueHue 5 4. Jlamee nobapwmm 1.4-
anbpombenson (14.1 r, 59.8 mmons), pactBop Cs,CO; (19.5 1, 59.8 mmons) B 50 mn
BOJIbl M JIETa3MPOBAIM PEAKIMOHHYIO CMeCh a30ToM B TedeHue 15 mumH. K
peakumonnoi macce gobasuwnu Pd(PPhs), (1.73 r, 15.9 mmons) u kxunatuiam npu
nepeMeInmBanuy B atMocdepe a3ota B TeueHue 4 4. 3aTeM PEakIMOHHYIO CMECh
OoTUIBTPOBAIN YEPE3 IETUT, CKOHIICHTPUPOBAJIN TMPH MOHUKECHHOM JaBJICHUH,
oOpaboTtanu  BOJOW,  OSKCTpardpoBaJiM  JTUJIALIETaTOM W BBIACIWIH
opomdennnmupazon  2.3.1 ¢ NOMOMBIO KOJIOHOYHOW Xpomarorpaduu ¢
MCIOJIb30BAHUEM 3ITIOeHTa rekcan-3Tunanerar (1:1). Beixox 3.11 r (38%)).

Cragua 3. Coenunenue 2.3 ObLJIO MOJYyUYEHO aHAJIOTHYHO coeauHeHuto 2.1
(nmpumep 4, cramus 2).

IIpumep 5. Cnoco6® nmonyuenus coeauHeHuii 3.43, 3.44, 3.45, 3.46, 3.47,
3.48, 3.49, 3.50, 3.51, 3.52, 3.53, 3.54, 3.55, 3.56, 3.57.

R—™
N-N
\\

+ —-
B, R'<
o 0O N

1.1,1.2,1.3, 1.4
2.1,22,2.3

3.43-3.57
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@)
R Q J
o N
_NRlRu | \)
WN/* 3.43 3.44 3.45
H
AN,* 3.46 3.47 3.48
H
rd
(\N 3.49 3.50 3.51
*
C/N/ 3.52 3.53 3.54
(\N/
I 3.55 3.56 3.57
~N

PactBop coenunenus 1.1 (200 mr, 0.623 mmonsb), coequnenns 2.1 (355 wr,
0.747 mmonb) u NaHCO; (157 mr, 1.87 mmons) B cmecu 10 mit 1,4-muokcana u 5 M
BOJIBI JICTA3MPOBAIN TOKOM a30Ta, mocie dero sHecan Pd(PPhs)s (72 mr, 0.1 3xB.).
3atem peaklMOHHYI0 Maccy rpenu npu temneparype 90 °C B teuenue 5 4, mocsue
4ero OTOTHAIM JIETy4He KOMIOHEHTHl MPH MOHM)KEHHOM JAaBlieHuH. (OcTaTok
pacTBOPWIIM B 3TUJIAIIETATE, TPOMBUIM BOAOH M CKOHILEHTPUPOBAIM B BaKyyMe.
[IpoayKT BBIAECTWIN MPH MOMOIIM KOJOHOYHOM XpomaTtorpaduu Ha CUIHKarese,
AIIOCHT AuxjopMmeTaH-3Tunanerar-meranon (4:6:1). Coemunenue 3.43 Obuio
JOTIOJIHATENIBHO OYMILIEHO C MOMOIIBI0 MpenapaTuBHON xpoMartorpaduu. Beixoa
150 mr (51%).

AmnanorndyHo ObLIM MoJyueHbl coeauHenns 3.44, 3.45, 3.46, 3.47, 3.48, 3.49,
3.50, 3.51, 3.52, 3.53, 3.54, 3.55, 3.56 u 3.57.
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Ipumep 6. Crioco6 nonyuenus coequuenus 3.49x2HCI.

3.49 3.49*2HCI

K pactBopy coenurenus 3.49 (15 mr, 0.030 MMOJIB) B CMECH TUXJIOPMETAH-
meranon (10:1) mox Toxom azora mobasmim mo kammsiMm 0.4 M pactsop HCI B
muaTiiioBoM adupe (188 mwim, 0.075 mmons, 2.5 »kB.). OTOrHAMM JETydHe
KOMIIOHGHTHl TIPH TIOHHMXKEHHOM JaBJICHWH, TIOJYUYEHHBIH TBEPABIA OCTAaTOK
pacThpanu ¢ AWSTUIOBBIM 3¢upoM. OTPUAbTPOBAIM OCATOK JKENTOrO IBETA,
MPOMBLTH JIBa pa3a 3¢upom, cymmian B Bakyyme. Beixoa: 16 mr (100%).

IIpumep 7. AHanu3 NOJYUYECHHBIX COSTUHEHUMN.

Unctota W CTpOeHWE TOMYUYCHHBIX COSAMHEHWH Oblja TMOATBEP KIcHA
METOIOM Xpomaro-macc-crnekrpomerpun LC/MS u cniextpockonuu 'H SIMP (Ta6.
D).

Taouua 1. Pu3suko-xUMHUUECKUEe JaHHbIE KAaHIUIATOB

Homep ESI-MS.

SIMP 'H (400 MHz, IMCO-06), J, ma
COeMHEHHS [M+H]*

9.19 (d,.J =2.0 Hz, 1H), 8.99 (t,./ = 5.5 Hz, 1H),
8.55 (d,J=2.0 Hz, 1H), 8.16 (s, 1H), 7.96 (s, 1H),
7.95 (s, 1H), 7.73 (d, J = 8.2 Hz, 2H), 7.49 (d, J =
8.2 Hz, 2H), 7.16 (s, 2H), 5.16 (s, 2H), 3.18 (¢, J =
6.2 Hz, 2H), 3.07 (s, 3H), 2.89 (s, 3H), 1.12-0.96
(m, 1H), 0.49-0.38 (m, 2H), 0.31-0.14 (m, 2H).

3.43 470.2
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3.44

2632
[M+2H]2*/2,
525.3

9.19 (d,J = 1.9 Hz, 1H), 9.08-8.94 (m, 1H), 8.55
(d,J=1.9 Hz, 1H), 8.17 (s, 1H), 7.96 (d, = 7.5
Hz, 2H),7.73 (d, /= 8.1 Hz, 2H), 7.49 (d, /= 8.1
Hz, 2H), 7.16 (s, 2H), 5.18 (s, 2H), 3.56-3.42 (m,
4H), 3.18 (t,.J = 6.1 Hz, 2H), 2.43-2.26 (m, 4H),
2.22 (s, 3H), 1.11-1.00 (m, 1H), 0.50-0.38 (m, 2H),
0.29-0.17 (m, 2H).

3.45

4432

9.19 (d,J=2.0 Hz, 1H), 8.99 (t,J = 5.6 Hz, 1H),
8.54 (d,.J=2.0 Hz, 1H), 8.23 (s, 1H), 7.97 (s, 1H),
7.95 (s, 1H), 7.73 (d, J = 8.2 Hz, 2H), 7.48 (d, J =
8.2 Hz, 2H), 7.15 (s, 2H), 4.31 (t, /= 5.3 Hz, 2H),
3.75 (t,J = 5.3 Hz, 2H), 3.27 (s, 3H), 3.18 (t,.J =
6.2 Hz, 2H), 1.12-0.97 (m, 1H), 0.48-0.40 (m, 2H),
0.29-0.17 (m, 2H).

3.46

456.2

9.14 (d,.J = 1.8 Hz, 1H), 8.87 (d, /= 3.9 Hz, 1H),
8.52 (d, /= 1.9 Hz, 1H), 8.21-8.07 (m, 1H), 7.96
(d,J=7.3 Hz, 2H), 7.73 (d, J = 8.1 Hz, 2H), 7.48
(d,J=8.1 Hz, 2H), 7.16 (s, 2H), 5.16 (s, 2H), 3.07
(s, 3H), 2.94-2.83 (m, 4H), 0.77-0.68 (m, 2H),
0.63-0.54 (m, 2H).

3.47

256.2
[M+2H]2*/2,
511.2

9.14 (d,.J = 2.0 Hz, 1H), 8.88 (d, /= 4.0 Hz, 1H),
8.52 (d,J=2.0 Hz, 1H), 8.18 (s, 1H), 7.97 (s, 1H),
7.95 (s, 1H), 7.73 (d, J = 8.2 Hz, 2H), 7.48 (d, J =
8.2 Hz, 2H), 7.15 (s, 2H), 5.18 (s, 2H), 3.55-3.47
(m, 4H), 2.90-2.84 (m, 1H), 2.39-2.27 (m, 4H),
2.21 (s, 3H), 0.75-0.69 (m, 2H), 0.62-0.56 (m, 2H).

3.48

429.2

9.14 (d, J = 2.0 Hz, 1H), 8.87 (d, J = 3.9 Hz, 1H),
8.51 (d,J =2.0 Hz, 1H), 8.24 (s, 1H), 7.97 (s, 1H),
794 (s, 1H), 7.72 (d, J = 82 Hz, 2H), 747 (d, J =
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8.2 Hz, 2H), 7.15 (s, 2H), 4.31 (t, J = 5.3 Hz, 2H),
3.75 (t,J = 5.3 Hz, 2H), 3.27 (s, 3H), 2.88-2.85 (m,
1H), 0.76-0.68 (m, 2H), 0.65-0.56 (m, 2H).

8.83 (d,/ =19 Hz, 1H), 8.14 (s, 1H), 8.09 (d, J =
150 1.9 Hz, 1H), 7.95 (d,J = 3.2 Hz, 2H), 7.72 (d, J =
8.2 Hz, 2H), 7.46 (d, J= 8.2 Hz, 2H), 7.15 (s, 2H),
3.49 [M+2H]*/2,
1993 5.15 (s, 2H), 3.74-3.51 (m, 2H), 3.51-3.30 (m, 2H),
3.07 (s, 3H), 2.88 (s, 3H), 2.41-2.20 (m, 4H), 2.19
(s, 3H).
11.42 (brs, 1H),9.10 (d, /= 1.8 Hz, 1H), 8.27 (d,J
= 1.8 Hz, 1H), 8.19 (s, 1H), 7.99 (s, 1H), 7.87 (s,
2202 1H), 7.79 (d, J = 8.3 Hz, 2H), 7.51 (d, J = 8.3 Hz,
3.49x2HCI | [M+2H]*'/2,
4993 2H), 5.17 (s, 2H), 4.61-4.45 (m, 1H), 3.82-3.22 (m,
8H), 3.20-2.99 (m, 2H), 3.07 (s, 3H), 2.88 (s, 3H),
2.74 (s, 3H).
185.5 8.83 (d, J =19 Hz, 1H), 8.16 (s, 1H), 8.08 (d, J =
[M+3H]*'/3, | 1.9 Hz, 1H), 7.96 (s, 2H), 7.72 (d, J = 8.2 Hz, 2H),
3.50 277.8 7.46 (d, J = 8.2 Hz, 2H), 7.14 (s, 2H), 5.18 (s, 2H),
[M+2H]*'/2, | 3.70-3.35 (m, 8H), 2.41-2.24 (m, 8H), 2.21 (s, 3H),
554.3 2.19 (s, 3H).
8.83 (d,/ =19 Hz, 1H), 8.22 (s, IH), 8.08 (d, J =
366 1.9 Hz, 1H), 7.95 (s, 2H), 7.72 (d, J = 8.2 Hz, 2H),
7.46 (d,J =82 Hz, 2H), 7.15 (s, 2H), 4.30 (t, J =
3.51 [M+2H]*/2,
i1 5.3 Hz, 2H), 3.74 (t,J = 5.3 Hz, 2H), 3.71-3.58 (m,
2H), 3.46-3.30 (m, 2H), 3.26 (s, 3H), 2.42-2.30 (m,
2H), 2.30-2.18 (m, 2H), 2.19 (s, 3H).
9.00 (d,J =2.0 Hz, 1H), 8.28 (d, /= 2.0 Hz, 1H),
3.52 456.2 8.16 (s, 1H), 7.96 (s, 2H), 7.74 (d, J = 8.2 Hz, 2H),
7.47 (d,J =82 Hz, 2H), 7.23 (s, 2H), 5.16 (s, 2H),
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432 (t,J =17.6 Hz, 2H), 4.08 (t,.J = 7.7 Hz, 2H),
3.07 (s, 3H), 2.89 (s, 3H), 2.35-2.25 (m, 2H).

899 (d,/ = 1.8 Hz, 1H), 828 (d,./= 1.9 Hz, 1H),
256.2 8.17 (s, 1H), 7.97 (s, 2H), 7.74 (d,J = 8.1 Hz, 2H),
3.53 [M+2H]2'/2, | 7.47 (d,J = 8.1 Hz, 2H), 7.16 (s, 2H), 5.18 (s, 2H),
5112 | 4.33(t,J=7.5Hz, 2H), 4.08 (t, J = 7.6 Hz, 2H),
3.59-3.42 (m, 4H), 2.41-2.25 (m, 6H), 2.22 (s, 3H).

8.99 (d,/ =19 Hz, 1H), 8.28 (d,./ = 1.9 Hz, 1H),
8.24 (s, 1H), 7.97 (s, 1H), 7.96 (s, 1H), 7.73 (d, J =
3.54 429.1 8.2 Hz, 2H), 7.46 (d,J = 8.2 Hz, 2H), 7.23 (s, 1H),
4.37-4.27 (m, 4H), 4.08 (t,J = 7.7 Hz, 2H), 3.75 (¢,
J=5.3Hz, 2H), 3.27 (s, 3H), 2.33-2.25 (m, 2H).

8.87-8.77 (m, 1H), 8.17-8.06 (m, 2H), 7.97-7.91
(m, 2H), 7.72 (d, J = 8.2 Hz, 2H), 7.49-7 42 (m,
3.55 4883 | 2H),7.13 (brs, 2H), 5.15 (s, 2H), 3.68-3.54 (m,
1H), 3.38 (s, 3H), 3.29-3.26 (s, 1H), 3.07 (s, 3H),
3.07-3.03 (m, 2H), 2.99 (s, 3H), 2.88 (s, 3H).

8.85-8.76 (m, 1H), 8.20-8.08 (m, 2H), 7.95 (s, 1H),
7.92 (s, 1H), 7.72 (d, J — 8.2 Hz, 2H), 7.48-7.41

2723
(m, 2H), 7.14 (br s, 2H), 5.17 (s, 2H), 3.67-3.56
3.56 [M+2H]*"/2,
5433 (m, 1H), 3.56-3.45 (m, 4H), 3.38 (s, 3H), 3.30-3.24
' (m, 1H), 3.10-3.02 (m, 2H), 2.99 (s, 3H), 2.40-2.26
(m, 4H), 2.21 (s, 3H).
8.85-8.76 (m, 1H), 8.22 (s, 1H) 8.15-8.06 (m, 1H),
7.95 (s, 1H), 7.94 (s, 1H), 7.71 (d,J = 5.3 Hz, 2H),
7.49-7.40 (m, 2H), 7.13 (brs, 2H), 430 (t, /=53
3.57 461.3

Hz, 2H), 3.74 (t,J = 5.3 Hz, 2H), 3.67-3.53 (m,
1H), 3.38 (s, 3H), 3.29-3.26 (m, 1H), 3.26 (s, 3H),
3.09-3.03 (m, 2H), 2.99 (s, 3H).
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IIpumep 8. OnpeneneHue CTaOWIBHOCTH COEAVUHEHWN B IUIa3M€ KPOBU
YEIOBEKa.

AHanu3 CTaOWJIBHOCTH COCIMHECHHA B TUJIa3ME€ KPOBHU MPOBOJAWIM Ha
MYJIMPOBAHHOMN MJIa3Me KPOBU YEJIOBEKA, B3ATON Yy AECATH 3/I0POBBIX JOHOPOB.
Ucxonnsiii pactBop kanammara (10 MM B JIMCO) pazsoamnu myTupOBAHHOW
mIa3Moi KpoBu 10 KoHreHTpammu 10 MkM (ucmbITyeMslii pacTBop). McnbTyembliid
PacTBOp BBIJICPKUBAJIA B TBEPJOTEIHHOM TepMocTare 4 yaca mpu TeMmmeparype
37 °C. Merogom BOXXX ¢ ucnonszoBannem xpomarorpacda Agilent1200 (Agilent,
CIIIA) ompenensym TUIOMAAM THUKOB COCAWHEHWH B MCHBITYEMBIX O0pasIiax,
COOTBETCTBYIOINE HAYaJIbHOMY BPEMEHW HCIHBITAHUS (10 BBIIACPKUBAHWA) H
KOHCYHOMY BPEMEHW WCIBITaHUS (TMOCIE BBIACPKUBAHUKA B TBEPAOTCIHHOM
tepmoctate 4 yaca mpu Temneparype 37 °C) ¢ mpeaBapUTEIbHBIM OCAKICHAEM
OCITKOB  alETOHUTPWIIOM.  XpoMarorpauueckuii  aHaiM3 TPOBOJWIA B
IPAIMEHTHOM PEXUME ITFOUPOBAHUS TPU CKOPOCTH MoToka 1 mu/muH. Onpenensimm
KOJIMYECTBO BEIeCTBA B 00pasiie B %o MOCIIe TEPMOCTAaTUPOBAHUS.

OncHuBamm  cTaOMIBLHOCTHh cocauHeHUM. (COCOUHCHHS, OIKMCAHHBIC B
HACTOAIEM JOKYMEHTE, UMEIOT 3HAUCHUS XUMHUUYECKOU cTabuinbHOCTH Oosiee 90%,
T.€. SIBJISIOTCS] XUMHUUYECKH CTaOMILHBIMHE B TIa3Me KpoBH uesioBeka (Tadsmma 2).

Taoauna 2. Pe3ynbpTaThl TECTa HAa ONpeaAelicHHe CTaOUIbHOCTH COCTMHEHNH
B IJJa3ME€ KPOBHU UeNIOBEeKA. JlaHHBIE MPEACTABJICHbl B BHUJE CPEAHUX 3HAUEHUH

CTaOMIIBHOCTH coennHEeHMH (%0), TIOJTyICHHBIX B HECKOJIBKUX MOCTAHOBKAX.

Homep XumMuyeckasi CTAa0OWILHOCTD B IJIa3Me KPOBHU Y€/I0BEKA

COeIMHEeHUSsI 4 q, %

3.43 100.0

3.44 100.0

3.45 912

3.46 96.5

3.47 96.5

3.48 98.4
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3.49 100.0
3.51 100.0
3.52 100.0
3.53 100.0
3.54 94.6

IIpumep 9. Onpenencaue hepMEHTATUBHON CTAOUITEHOCTH.

AHamm3  (epMEHTATHBHOW CTAOMIBHOCTH COCOUHEHWN, ONHCAHHBIX B
HACTOSIIEM W300PETEHWH, TO3BOJIMII OIEHUTh WX YCTOHYMBOCTh K JCHCTBHUIO
dbepmenTos | daszsr OnoTpanchopmaimu.

CKopocTh (pepMEHTATHBHOTO PA3JIOKCHHS COSAMHEHUS OMPEACISIN MyTEM
BBIJICP)KMBAHUA B  TBEPAOTEILHOM TepMocTtaTte mnpu Temneparype 37 °C
pPEaKkMOHHON cMecH, coaepxariei 0.5 Mr/MJI MyTHPOBAHHBIX MHUKPOCOM TICUCHU
genoBeka (XenoTech, CIHIA, cat. #H2620), 10 MkM coenunaenus, 2 MM -
HUKOTHHaMuaaaeHnHauHykineotnaa (Carbosynth, UK, cat. #NN10871) u 4 mM
xiopuaa marama B 0.1 M marpuii-ocharnom Oydepe (pH 7.4). Peaxrmuro
OCTaHABJIUBAIM allETOHUTPHIIOM M3 pacuera 100 Mk anetonuTpuia Ha 100 mki
peaknmnonHoM cMmecHu. [lociae ocraHoBKHM peakmum 00pasisl MEHTPUDYTHPOBAIH
10 muayr mnpm 10000 o6/mun. HanmocagouHyro KHAKOCTh aHATM3WPOBATH
XxpoMarorpaduueckuM METOJOM C HCToJb3oBaHUeM xpomarorpada Agilent1200
(Agilent, CHIA). Xpomarorpadudeckuii aHaiW3 TPOBOIWIN B TPATUCHTHOM
peXXMMe OSTIOMPOBAHUA TIPH CKOpocTH TmoToka | mu/muH. Crpowsm rpaduk
3aBUCUMOCTH JjiorapudMa TUIOMAAN TMHKA BEMIECTBA OT BPEMEHW. 3aBUCHUMBIH
K03 UIHEHT ATOM MPSAMOM COOTBETCTBOBAJ KOHCTAHTE SIMMHHHpOBaHUA k, Ha
OCHOBE KOTOPOW PAaCCUMTHIBAIIA TEPUOJ TOIypachaja npemaparta 11, B CKOPOCTh
paznoxkeHus CLiy:

Elraunatiog rite constant (K = (-~ gradisat}

U L 1
Half i i P s s
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vodnme of meshation (i}

Viplomgl= ._
'}

=
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lntrinsie Clearans (CL g M ul-duning prodoin} =
intH ;
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o

Ha ocHOBe moONMydeHHBIX JAaHHBIX JdENa BBIBOJ O (PepMEHTATHUBHOU
CTaOMJIBHOCTH KaHAWJAATOB B MHUKPOCOMaX TeEUeHH dejoBeka. COCAMHEHHS TIO
HACTOAIIEMY M300PETEHUIO MOKA3aJId JOCTATOUHYIO YCTOWUYMBOCTh K JACHCTBHIO
dbepmerToB 1 ¢asel OmoTpancdopmany ¥ UMEIH CKOPOCTh (hepMEHTATHBHOTO
paznoxenns CLiy MmeHee 47 mxi/mun/Mr. PesynbraTtel npuseacHsl B Tadomme 3.

Anamu3 (epMEHTATUBHOW CTAOWJIBHOCTH COCIUHEHWH, OMHUCAHHBIX B
HACTOSIIEM HW300PETEHNH, TO3BOJIMI OIEHUTh WX YCTOWYMBOCTH K JEHCTBHIO
dhepmenTos 11 daszsr OuoTpanchopmaruu.

CxopocTh (pepMEHTATHBHOTO PA3JIOKCHUS COCAMHCHHS OMPEACIIIN IMyTEM
BBIICP)KMBAHUSA B  TBEPAOTEILHOM TepMocTare mnpu Temmeparype 37°C
pPEeaKIMOHHOM cMecH, conepaxariei 0,5 Mr/Mi  mynupoBaHHBIX S9 (pakiuii meueHn
yenoeka (XenoTech, CIIIA, cat# HO0610), 10mxM coegunenus, 2 MM J-
HuKoTHHamMuaaaeHnHaunykineotnaa (Carbosynth,UK, cat#NN10871) u 4 MM
xnopuaa wmaramss B 0,1M mnHarpumii-pocharnom Oydepe pH=7,4. Peakiuro
OCTaHaBJIMBaIM alleToHUTpUiioM U3 pacuera 100 Mk ameronutpuna Ha 100 Mk
peaknmoHHo# cMecH. [locme ocTanoBkH peakiuu o0pasitsl 1eHTpudyruposam 10
muayT mnpu 10000 o6/mMuH. HamocamouHyio KHAKOCTh aHATU3HPOBAIIH
XxpoMarorpapuueckumM MeTOAOM C HCIoJib3oBaHueM xpomarorpada Agilent1200
(Agilent, CHIA). Xpomarorpadpudeckuii aHanW3 TPOBOIWIN B TPATACHTHOM
peXUME DITIOUPOBAHMUS TPH CKOpOoCcTH moroka 1 wmu/muH. Crpomnu rpaduk
3aBUCUMOCTH JIoTapu(dMa TIIOMAad THKA BEIIECTBA OT BPEMCHH. 3aBUCHMBIN
K03((HUIMEHT ATOM MPSAMOH COOTBETCTBOBAJ KOHCTAHTE SIMMHHHPOBaHUA K, Ha
OCHOBE KOTOPOM pacCUMTHIBAIN TIEPHO MoTypacnaaa npemapara T1/2 u ckopocTs

paznoxenns CLint:
it rate comstant (K3 = - graduwat)
Habf life {1y} {miny = woose
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volume of eohation (pk)

Wik mgl s T —— SRS
protein i Use incobation tma}

L, e o Vrehd
Intrmste Clearanes (CLgy M gl mimvmg profan} s -

Ha ocHOBe TONIydeHHBIX MAHHBIX /€Al BBIBOJ O (PEepPMEHTATHBHOM
CTaOMIBHOCTH KaHmuaaToB B S9 ¢paknusx miedeHH uenmoBeka. CoenWHEHUS
MOKA3aJIA TOCTATOYHYIO YCTOWYHUBOCTh K MEHCTBHIO (DEPMEHTOB TICUCHU W UMENH
CKOpOCTh (hepMeHTaTHBHOTO pasioxkeHus Clint meHee 24 MK1/MHH/MT. Pe3yabTaTe
npuBencHsl B Tabaune 3.

Tab6mmma 3. Pesynpratel TecTta Ha omnpezaelicHue (epMEHTATUBHOMN
CTaOMIILHOCTH CcOoeMHEHWH. JlaHHBIC TpENCTaBICHb B BUAEC CPEIHUX 3HAUCHHMA

crabmmbHOCTH coequHeHuH  (CLiy, MKJII/MUH/MT), TOJYYEHHBIX B HECKOJIBKHAX

MOCTAHOBKAX.
@®epMeHTATUBHAS CTA0UJIbHOCTH
Homep
S9 ¢ppakuust neyenn | MUKPOCOMBI MEYEHU Y€JI0BEKA
coeNHeHH s
CLint, MKJI/MUH/MT
3.45 1.1 39.6
3.46 0.5 2.6
3.47 1.5 5.6
3.48 2.5 18.0
3.49 1.4 7.0
3.52 2.4 7.0
3.53 7.1 7.8

IIpumep 10. OnpeneneHue NPOHUIIAEMOCTH COCAMHEHUH uepe3 MOHOCON
kietok Caco-2.

AHanu3 MPOHULIAEMOCTH uepe3 MoHocioi kietok Caco-2 mo3BOJAET
OIICHUTH CIIOCOOHOCTH BEIIECTB MPOHUKATh Uepe3 OMOJIOTHUECKHE MEMOPAHbl Kak

noCpCaACTBOM aKTHMBHOI'O, TAK K IIACCUBHOI'O TPAHCIIOPTA.
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Knerkn wwmmeunoro smutenmsa Caco-2 KyJbTHBHPOBAIM BO BCTaBKaxX C
¢unsTpamu (c mopamu 0.4 mxm, BD Falcon with High Density) B Teuenne 21 ans,
MOCJIE Yero MPOBEPSUTH TEIOCTHOCTh MOHOCJIOS ¢ TOMOIIBI0 Kpacutens Lucifer
Yellow (Sigma-Aldrich, CIITA) mo crammapTHoMy TipoTokoiy. [Ipu mocranoBke
nepeHoca A—B (mlepeHOC «IMPOCBET KUIMEYHUKA»—KKPOBOTOK»), PAaCTBOPHI
uccaeayeMbix BemecTs BHocwin B Oydepe pH 6.5 (HBSS, 10 MM HEPES, 15 MM
p-p ['moko3sr) B koHIeHTparmu 10 MKkM B BEpXHIOIO KaMepy; HIXKHIOIO KaMepy TpH
stom 3anonasm Oydepom ¢ pH 7.4 (HBSS, 10 MM HEPES, 15 MM p-p ['roko3s1,
1% BSA). Ilpu mocranoBke mepeHoca B—A (mepeHoC «KPOBOTOK»—«IPOCBET
KUIIICYHUKA» ), BEPXHIOW Kamepy 3amonasuim Oydpepom pH 6.5, a pactBopw
uccaenyeMbeix BemecTB BHocwin B Oydepe pH 7.4 B konmentparuu 10 MxkM B
HIDKHIOIO KaMmepy. B kadecTBe KOHTPOJSI WCHOJB30BAIM TMPOTPAHOJION, KAk
BEIIIECTBO BHICOKOM MPOHUITAEMOCTH.

[Tocne makyOamuu B Teuenue 2 yacoB npu 37 °C B armocdepe ¢ 5% CO,,
OTIPENIEIISIA KOJTUYECTBA MCCIICYEMBIX BEIIECTB B BEPXHUX M HIDKHHX KaMepax
meroaoM BOXKX ¢ ucnonp3osanuem xpomarorpacda Agilent1200 (Agilent, CIIIA)
C TIPEIBAPUTETHHBIM OCAKACHUEM OCITKOB alleTOHUTPHIIOM. XpoMaTorpapuaecKuii
aHaJM3 TIPOBOIMIN B TPAIUECHTHOM PEKUME ATIOUPOBAHUS TIPH CKOPOCTH TIOTOKA
1 mur/muH. Ha XpomarorpamMmax OnpeaesNsiia TUIOaAl MHKOB, COOTBETCTBYIOIITHE
coenuHeHWsIM. Ha ocCHOBe 3HadYeHWI TIUIOMIAAW TIMKOB COCIWHCHHS B
KaTMOPOBOYHBIX CTaHJAAPTaX, OMNPEACIIN KOHICHTPAIMIO COCIWHCHUS B
HCXOJHOM PacTBOpPE U B 00pasiiax U3 JYHOK BEPXHEN U HUIKHEH Kamep.

[TporuttaeMocTh uepes Cioi KIETOK Papp pacCuuThiBaIu 1o popmyiie:

Poyp = (Caqry * Va)/ (Cqoy * t * Area), rae
P pp — 2pdexTnBHAA KOHCTAHTA MPOHUIIAEMOCTH, M/C

V — ob6wem pactBopa (B Tecte A—B — 0,8 mut, B Tecte B—A — 0.2 mun), M
Area — mtomans nosepxnoctu Mmem6panst (0.33 cm?), cm?
t — Bpems BeiAepkuBanms (7200 cex), cex

€ 4(0) — KOHIICHTPAIIXS HCXOTHOTO PacTBOpa, MKM
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Co(r) — KOHIIEHTpaLKs PacTBOpa nocine 2 uacos (B Tecte A—B — KoHIEHTpauus

B 00pa3lie U3 JIYHKU HUXKHEH Kamepsl, B TecTe B—A — koHuUeHTpalms B 00paslie
U3 JIYHKH BEPXHEH Kamepsl), MKM

Kosdpdumuent >¢dpdmarokca mokazan CrnocoOHOCTh KIIETOK SIMMHHHUPOBATH
BEIECTBO M3 KPOBOTOKA. 3HAYCHUE PACCUNTHIBAIH 11O (hOpMyIIe:

efflux = Papp B-a/ Papp A-B» I'IIC

P 4pp o—p — 3HAYEHHUE MPOHUIIAEMOCTH TPSMOTO aHamsa A—B
P 4pp p—pn— 3HAYEHHE MPOHUIIAEMOCTH OOpaTHOTO aHammsza B—A

CoenuHeHns 1O HACTOSAIIEMY HM300PETEHHIO TOKA3aJId BBICOKYIO CKOPOCTH
mpsAMOTO TpaHCTOpPTa, TpW 3TOM 3HadeHWs »¢@mokca He mnpeBbmamm 2.
[TonyueHHsIit pe3yabTaT TO3BOJSAET CAENATh BBIBOJ, YTO TpaHcmoptep Pgp He
HaKJIaJbIBACT OTPAHUUCHHS HA OMOJOCTYITHOCTH BEIIECTB. Pe3ybTaTsl mpuBeICHBI
B Ta0sauue 4.

Ta6mua 4. Pesynprarsl onpeaeneHns MpOHUITAEMOCTH COSTUHCHUN depe3
MoHocoi kjeTtok Caco-2. J[aHHbIe MPEACTaBICHBl B BHUJEC CPEIHUX 3HAUCHUI
npsamoro tpancnopra (A—B, Paap 10 cm/c) u sdpdmoxca (Efflux) coenunenuit,

IMOJIYUCHHBIX B HCCKOJIBKHUX IMOCTAHOBKAX.

A—B
Homep coennnenust Efflux
Papp 10 ° em/c
3.43 15.68 1.89
3.45 3448 0.37
3.48 36.19 0.64
3.51 26.23 1.88
3.52 18.74 1.66
3.54 4278 0.55

58



WO 2020/027704 PCT/RU2019/050123

IIpumep 11. AbdurnocTs coenuaeHnii k pekomOmHaHTHOMY Oenky CDK8 B
kommiekce ¢ Cyclin C in vitro.

CrocoOHOCTh COCTMHCHMA, ONMTMCAHHBIX B HACTOAIIEM TTATEHTE, CBA3BIBATHCS
¢ 6enkom CDK 8 onpenensinu ¢ nomomipto metoaukn LanthaScreen (ThermoFisher).
HerektupoBancsa curHan FRET, nmponopuvoHaIbHBIA KOJWYECTBY CBSA3AHHOTO C
CDK&8 dayopecnienTHo Mmeuennoro smrania (Tracer 236), KOTOPBI KOHKYPHPYET C
WHTUOUTOPOM 3a caiiT cBs3biBaHUA ¢ AT®. 3sMepeHus MpoBOIUIN B PEAKIIMOHHOM
obbemMe 15 Mxn ¢ wmcmons3oBanweM 384-myHounoro Twianmiera (Corning,
#CLS4513). ®depment CDK8/Cyclin C (ThermoFisher, #PR7261B) cmemmBamm ¢
aatutenamu  Anti-His-tag-Biotin  (ThermoFisher, #PV6090), Streptavidin-Eu
(ThermoFisher, #PV6025) u no6asisiiv MOIy4eHHYIO CMECh B JIYHKH TUTAHIIETA T10
5 mxn. Koneunsie koamnenTpammu Bemects cocrapisuii: CDKS8/Cyclin C — 5 nM,
Streptavidin-Eu — 3 nM, Anti-His-tag-Biotin — 3 nM. B kauecTBe KOHTPOJIHHOTO
WHTMOUTOPA UCMOJIb30BAIN CTAYPOCIIOPHH, B KauecTBe Onanka ucnoiab3oain 0.1%
pacteop mumetwicyibdokcuaa (JIMCO) B peakmmonHoMm Oydepe, coaepskaiemMm
250 mM HEPES (pH 7.5), 50 mM MgCl2, 5 mM EGTA, u 0.05 % Brij—35.

Uccnenyemble MHTHOUTOPH U KOHTPOJIN TO0ABIISUIHCH B COOTBETCTBYIOIIHE
JyHKH 10 5 M. [[maAmnier naKyOMpoBay mpyu KOMHATHOMW TEMIIEpaType B TCUCHHE
20 munyT. Ilo ucteyeHuto MHKyOaluK, B JIYHKH J00ABJISAIM MO 5 MKJ pacTBopa
Tpeiicepa (Alexa Fluor-647 (Kinase Tracer 236, ThermoFisher, #PV5592)).
Koneunass koHueHtpaims Tpeiicepa coctraBiassia 10 HM. B kauectse
OTPULATENIFHOTO  KOHTPOJII ~BMECTO  pacTBOpa  Tpelcepa  MCIOJIb30BAU
peaknmonubiii Oydep. Uakybuposanu mmanmer B Teuenne 40 muayT mpu 25 °C,
3areM usmepsnn TR-FRET curnan, cornmacHo pekoMeHaanusm Nporu3BONUTENS, HA
mianmeraoM pugepe SPARK20 (Tecan, [Iseiimapus) W mepecyuThiBAIM Ha
KOJIMYECTBO CBA3AHHOTO ¢ KWHAa3oh Tpericepa. Benmmuuny ICsy ompenensim c
ucrionb3oBanueM nporpamMmbl SparkControl Magellan 1.2 (Tecan, IIBeiimapus),
anMPOKCUMUPYSA SKCIEPUMEHTAIBHBIC TOYKH 10 YETHIPEXIMapaMeTPHICCKOM

MOJIeNH ¢ onTuMu3anurei mo Jlesenbepry-Mapkapty (Tadmma 5).
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Tadomuma 5. Pesynprarel OMOXMMHMYECKOTO TE€CTa Ha  CBSI3bIBAHUE
coenuaennii ¢ 6enkom CDK8/Cyclin C. JlanHble mpeacTaBiaeHbl B BHAC CPETHUX

3HAUCHUMN IC50, IMMOJYUYCHHBIX B HCCKOJIBKHUX ITOCTAHOBKAX.

Howmep CDKS8/Cyclin C
coeTUHeHUs I1Cs0, EM
3.43 0.88
3.44 1.40
3.45 1.63
3.46 1.11
3.47 1.10
3.48 1.10
3.49 1.85
3.49x2HCI 1.64
3.50 2.03
3.51 1.44
3.52 0.96
3.53 1.01
3.54 1.27
3.55 1.24
3.56 1.07
3.57 2.27

IIpumep 12. ArtunpommdeparnBHasi aKTUBHOCTh B oTHOImeHHH CDKS-
YyBCTBUTEJIbHBIX KJIETOUYHBIX JIMHUU IN VIlFo.

AntunpommdepatuBHy0 akTUBHOCTh HHTHONTOpoB CDKS8 1o Hactosmemy
M300PETEHUIO U3MEPSITA B KJIETOYHOM TECTE HA MEPEBUBAEMBIX KYJIbTypaX KJIETOK
MV4-11 (6upenomunuuecxuti muenomonoyumapnuwiii neixoz, ATCC® CRL-
9591™), KG-1 (ocmpeiii muenocennvwiii aetikos, ATCC® CCL-246™) ¢ mOMOIIBIO

npuwxuzHeHHoro kpacutens AlamarBlue (ThermoFisher, #DAL1100). Knetkun
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BeipammBaym B cpeae RPMI-1640 (ITanDxo, #C330m) ¢ mobasnennem 10% FBS

(Gibco, #16140-071), mpoMbIBaJii ¥ TOBTOPHO BHICEBAJIM HA MATATEIHHYIO CPEMY C
10% FBS (Gibco, #16140-071) B 96-nmyHOuUHBIE KyNbTYpajdbHBIC TIAHIIICTHI
(Corning, #3599) B xommuectBe = 10x10° knerox B 100 MKA Cpempl Ha JIYHKY.
Hccnenyempie coenunenns pactpopsian B JIMCO u paz6asnsiiau cpenoii ¢ 10% FBS
(Gibco, #16140-071) no koHneuHo# KoHIEeHTpauu B mipeaenax ot 0 mo 100 mxM.
Paz0aBnienHbie coenuHeHnss B 00beMe 50 MK 3aTeM JT00aBJIAIN B KOXKAYIO JIYHKY
(voneunas kounenTpamms IMCO cocrasisna He 6omee 1%) n nHKYOMpOBaIN TIpH
37 °C B unkyb6arope ¢ 5% CO; B Teuenne 120 4. [lo okoHUaHUM HWHKYOAIUH
noGasism B myHkH mo 15 mki pearenta AlamarBlue (ThermoFisher, #DAL1100),
nepeMEIMBaIf COAECPKMUMOE TUIAHINIETOB Ha opOuTagsHOM Teikepe (Biosan,
JlaTtBus), 3areM JOMOJHUTENBHO WHKyOupoBaym oT 3 gm0 Su mnpu 37°C B
nHkybarope ¢ 5% CO,. JleTekTUpoBaJd KOJHMYECTBO JKMBBIX KIETOK Ha
mukporianmeraoM crektpodoromerpe (Tecan Infinite M200Pro, [Iseitapwst),
u3Mepsis PIryopeCceHTHBIN CUTHANT TIPU JJTUHE BOJIHBI BO30Oyxkaeaus (AEX) 540 Hm
U JAJIMHE BOJIHBI ucnyckanus (AEm) 590 uwm.

Bemmuuny 1Csp onpeaensny ¢ ucnojib3oBanreM mnporpamMmbl Magellan 7.2
(Tecan, IlIsefittapusi), anNMPOKCUMHUPYS OSKCIEPUMEHTAIBHBIE TOYKH  TI0
YETHIPEXTIAPAMETPUUECKON MOJIeNu ¢ onTuMmmu3areit mo JleBenbepry-MapkapTy
(Ta6mma 6).

Bemmuuny CCsy onpenensim B TecTe Ha IMUTOTOKCHYHOCTh. MccnemoBanns
nposoauau Ha kietkax HepG2 (eenamoyennonapuasn xkapyunoma, ATCC® HB-
8065™) Krnerkm pacceanmm B 96-myHounsie mmanmeTtsl (Corning, #3599) B
xonuenTpauu <~ 20x10° kerok B 100 MKJI cpebl HA JIyHKY W MHKYOMPOBAIH B
TeueHue 72 4 ¢ BHECEHHBIMM COCIMHEHHUAMH B Uana3oHe KoHeHTpaui ot 200 1o
0.78 MxkM. JKuzHecnocoOHOCTh KJIETOK OIIEHUBAIM 10 METOY, ONTMCAHHOMY BBIIIIE.
Pesynbratel npuseneHsl B Tadauie 6.

Tab6auma 6. Pesynaprarel crenmduueckoid aKTHBHOCTH COCIUHCHHUNH B
KJICTOYHOM QHTHUMPONH(PEPATUBHOM TECTE HA MEJIEBBIX KIIETOUHBIX JIMHUAX MV-4-

11, KG-1 u pe3ynbTarsl 001IeH TOKCUUHOCTH Ha KieTouHoU uann HepG2. JlanHble
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npcacraBJaCHbl B BHAC CPCAHHUX 3HAUCHUM IC50, MMOJYUYCHHBIX B HCCKOJIBKHX

MOCTAHOBKAX.
Homep MV-4-11 KG-1 HepG2
coequnenusi | ICso, HM ICs0, HEM | CCs0, MkM
3.43 0.5 0.2 68.1
3.44 0.7 0.7 65.3
3.45 34 0.1 17.4
3.46 0.7 1.1 > 100
3.47 1.1 33 > 100
3.48 39 2.7 31.8
3.49 2.8 12.9 > 100

3.49x2HCI1 - 16 > 100
3.50 3.8 26.6 > 100
3.51 169 12.9 > 100
3.52 0.9 1.2 > 100
3.53 1.3 24 ~ 90
3.54 15.8 12.2 ~ 90
3.55 — 6.5 > 100
3.56 — 13.8 > 100
3.57 — 17.1 ~ 90
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DopmyJia H300peTeHMsI

1. Coenunenue gpopmyisi I

WM ero (papMareBTHICCKA IPHEMIIEMast COJIb, MITA €T0 CTEPEOM30MED,

rae L nmpeacrasnser codoii -[CH;]o3-, -[CHz]o.2-C(O)-, -C(O)-[CHz]o-2-;

R mpencrasiseT coboit -NR'R>, -OR®;

R! npencrasnser coboit -NR*RY;

R? u R® mesasucumo npexncrasiaster coboit H; Cis ankui, He3aMELIEHHBIM WM
3aMEIIEHHBIA  ONHMM MJIM HECKOJLKUMHU 3aMecturesaMu R’; C,  alKeHu,
HE3aMEIIECHHbINA WM 3aMENIEHHBIN OHUM MM HECKOIBKUMU 3aMecTHTe sIMH R7; Cy
aJKWHWJ, HE3aMCINCHHBIM WM 3aMCIICHHBIM  OJHUM WM HECKOJBKHUMH
samectutenamMu R7; Cs7 LIMKIOAIKHN, HE3aMELIEHHbINA MM 3aMELIEHHBINA OJHUM WK
HECKOJIBKUMH  3amecTtuTeaaMu  R%,  Cs;;  IMKIOQJIKEHW], HE3aMEUICHHBIM WM
3aMEIIEHHBIA  OJNHUM WM HECKOJLKMMHU 3aMecTuresiaMu  R%  5-6  uneHHbIi
reTepolmkiIni ¢ 1-2 rerepoatomamu, BoIOpaHHbIMHE K3 N, O W/unu S, He3aMeIeHHBIH
WK 3aMENIEHHBIN OIHUM HJIH HECKOJIbKUMH 3aMECTUTEIAME R7; apuil, He3aMeIleHHbIH
WM 3aMENICHHBIA OJHMM WJIM HECKOJIBKMMH 3amecTutensmu R, rerepoapuin ¢ 1-4
rerepoaroMamMu, BeiOpaHHBIME B3 N, O W/nau S, He3aMeleHHBIA WITH 3aMeICHHBIN

OJHHUM HJIN HCCKOJIbKMMHA 3aMCCTUTCIIIMHA RH, N
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R? u R® BMecTe ¢ aToMOM a30Ta, K KOTOPOMY OHH IMPUCOEIHUHEHBI, 00pasyroT 4-7-
YJICHHOE FE€TEPOLMKINYECKOE KOJIBIIO € 1-3 rerepoaroMmaMu, BEHIOpaHHBIMU K3 N W/HIH
O, rIe TreTepoLMKIMYECKOe KONbIo, obOpasoBanHoe R? m R3, Moxer ObITh
HE3aMELIEHHBIM WM 3aMELIEHHBIM OHUM WJIH HECKOJILKAMM 3aMECTUTENAMH R

R* u R’ mesasucumo mpexacraeisier coboit H; Ci¢ alkui, He3aMEIIECHHBIA WM
3aMEIIEHHBIA  OHUM MJIM HECKONbKMMH 3amecturenamu R'%; Cyg  ankenwn,
HE3aMEIIECHHbINA MM 3aMELIEHHBIN OJHUM HMJIM HECKOJIBKMMU 3aMmecTuTeassMu R12; Cy
aJKUHWJI, HE3aMEINEHHBI WKW  3aMEIEHHBI  ONHMM WKW  HECKOJbKHMHU
samectuteaamu R1?; C;; IMKI0aNKWI, He3aMeLIEHHbIH WK 3aMELIEHHbINA OIHUM WU
HECKOJIBKUMH  3amecTuTelsMu R, Cs;;  IMKIOANKEHWI, HE3aMEIIEHHbBIA WM
3aMEIIEHHBIA  OJHMM WJIM HECKOJBKMMM 3aMecTureNaMu  R'%; 5-6  uneHnblii
reTepomkiIniI ¢ 1-2 rerepoatoMamu, BoIOpaHHbIME K3 N, O /Ui S, He3aMeICHHbIH
WM 3aMEINCHHBIA ONHMM WM HECKOJBKUMH  3aMmecTuTelisiMa R apui,
HE3AMEIICHHBIA WM 3aMEINCHHBIA OJHMM WJIM HECKOJBLKUMH 3aMeCTUTENIMu R1%;
rerepoapui ¢ 1-4 rerepoaTomamu, BIOpaHHBIMU M3 N, O W/uim S, He3aMeIEHHbIN UTH
3aMEIIEHHBIN OJHUM WJIM HECKOJIBKMMH 3aMecTUTEIaMH R mm

R* u R’ BMeCTe ¢ aroOMOM a30Ta, K KOTOPOMY OHH IIPUCOEIMHEHBI, 00pasyroT 4-7-
YJICHHOE FE€TEPOLMKINYECKOE KOJIBIIO € 1-3 rerepoaromaMu, BEIOpaHHBIMH K3 N W/HIH
O, THe TeTepPOLMKIMYECKOe KOIbLO, ofOpasoBanHoe R* m R’ Moxer ObITh
HE3aMEIIEHHBIM WM 3aMELEHHBIM OJHUM HIIM HECKOJIbKAMHM 3aMeCTHTE M R14;

R® mpencrasisier co6oit H; C1.6 alku, He3aMEIIEHHbBIA WK 3aMEIIEHHBINA OHAM HJIH
HECKOJILKUMH 3amecTaTensamu R

R7 u R xaxneiit nezaBucumo npencrasisgeT codoit H, Hal, CN, -OR!®, -NRR?’, -
C(=O)R® -C(=O)NR”R*, -NR?!C(=O)R'®; -NR?!'C(=O)NRY"R¥; -SO,R*??%; -
SO,NR?R?**, (Cs; LMKIOQIKWI, HE3AMEUICHHBIM WM 3aMELIECHHBIA OJHUM WIIH
HECKOJIbKUMH paJuKajgamMu, BbIOpaHHbIMU U3 C)¢ aJKWIa, rajJoreHa;

R’ u RM kaxnerii HesaBucumo npeacrasiseT codoit H, Hal, CN, -OR!8, -NRPR*, -

C(=O)R!, -C(=0)NRR¥, -NR2C(=O)R'®; -NR2C(=O)NRR¥; -SO,R?; -
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SO, NR*R** okco rpymy, Ci.¢ aJIKWI, HE3aMELIEHHBIN WM 3aMENIEHHBIN OTHUM HITH
HECKOJbKMMHK TajoreHamu; Cs; LUKIOAIKHI, HE3aMEIIEHHBIM WM 3aMELEHHBIN
OJTHMM WJIM HECKOJIKUMH PaJUKaIaMHK, BEIOpaHHBIME U3 C1.¢ aJIKHIIA, TaJ0reHa,
R® R!° R! RY R u R kaxnpiii nezaBucumo npexncrasisger coboit H, Hal, CN, -
OR'®, -NRPR?, -C(=O)R®, -C(=0)NRR, -NR2'C(=0)RS: -NR?'C(=0)NRR2; -
SO,R?; -SO,NR*R?*, (C1-Cy ayikui, HE3aMEIEHHBIM WX 3aMEINEHHBIA OJHUM WJIH
HECKOJbKMMHK TajoreHamu; Cs; LUKIOAIKHI, HE3aMEIIEHHBIM WM 3aMELEHHBIN
OJTHMM WJIM HECKOJIKUMH PaJUKaIaMHK, BEIOpaHHBIME U3 C1.¢ aJIKHIIA, TaJ0reHa,
RY, R!® RY R?u R?! kaxnpiii neszasucumo npeacrasiser coboit H, C-Cs ankui,
HE3aMEINEHHBIA WM 3aMEIIEHHBI ONHMM WM HECKOJbKHMH ramoreHamu;, C,-Cg
ankeHul, C-Cq anmkuaui, C;-C; IMKIOANKHWI, HE3aMCIICHHBIM WM 3aMEIICHHBIN
OJTHMM WJIA HECKOJIKAMH PaJUKaIaMH, BEIOpaHHBIME U3 C1.¢ aJIKHIIa, TAJ0r€Ha; W
RY u R? BMecTe ¢ aTOMOM a30Ta, K KOTOPOMY OHH IPHCOEIHHEHBI, 0OpasyroT 4-7-
YJIEHHOE T€TEPOLMKINIECKOE KOIBIIO ¢ 1-3 retepoaTomamu, BEIOPaHHBIMU B3 N H/UIH
O, rme TeTepoIMKIMUECKOe KOabLo, obpasosanHoe RY wm R, moxker OBITH
HE3aMEINEHHBIM HJIA 3aMEIIEHHBIM OJHUM HIIU IBYMS 3aMECTHUTEISIMH, BHIOPAHHBIMU
n3 okco rpymibl; Hal; OH; NH,; CN; C, ankuia, He3aMEIeHHOTO WIIH 3aMEITICHHOTO
OJTHUM WJIM HECKOJIbKUMU rajoreHamu;, C,¢ ankokcu;, Ci_¢ aJIKWJIaMHHO.

2. Coenunenue o 1. 1, rae L npenacrasisaer codoii -C(O)-, -CHp-.

3. Coemmuenwe 1o . 1-2, tae R! mpencrabnser coboii -NR?R?,
rae R? u R® mesaBucumo npencrasiser coboit H; Cis ankui, He3aMEIIeHHbIA WK
3aMEIIEHHBIA OJHUM WM HECKONbKUMHU 3amecturensmMud R’; C;; LUKIOANKWAIL,
He3aMELIEHHbINA WK 3aMEIIEHHBII OHMM WM HECKOJILKUMHU 3aMmecTuTensMu RE; 5-6
YJICHHBIM TETePOIMKINI C 1-2 reTepoaromamu, BbIOpaHHBIMH M3 N, O w/umm S,
HE3aMEIIEHHBIN WK 3aMENIEHHEIN OHIM HJIM HECKOJILKUMU 3aMECTHTENIMH R?; apui,
HE3AMEIIEHHBIA WM 3aMEINCHHBIA OJHMM WJIM HECKOJBKUMH 3amectuTeasmu R17;
rerepoapui ¢ 1-4 rerepoatomamu, BeIOpaHHBIMU M3 N, O W/uin S, He3aMeIeHHbIH W

3aMEINEHHbIN OHUM MJIA HECKONLKMMU 3aMecTuTensMu R
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R’ u R’ xaxnupiii Hesapucumo npeacrasiser coboir H, Hal, CN, -OR!® -NRYR* -
C(=O)R®, -C(=O)NR°R":

R3, RY u RM kaxnerit Hezasucumo npeacrasisier codoit H, Hal, CN, -OR!® -NRR?,
-C(=O)R", -C(=O)NRYR?", C;-Cs ankun, He3aMEIIECHHbINA WK 3aMELIEHHbIA OIHUM
WM HECKOJIBKAMM I'aJIOT€HAMMU,

R RY u R? xaxnelii Hezaucumo mnpexacrtasiser coboit H, C-Cs  ankwn,
HE3AMEIIEHHBIA WM 3aMEIICHHBIH OJHUM WM HECKOJbKUMHU TranoreHamu, Cs-C;
[UKJIOAJKHUJI, HE3aMEIICHHBIA WJIM 3aMEIICHHBIA OJHUM WA  HECKOJIbBKUMHU
paaMKanamy, BEIOpaHHbIMUA U3 C). aIKuIIa, TaJIOreHa; Wik

rae R! npencrasisier co6oii:

R%’ R28

3 3 3 3 3

R npencrasiser coboit H, Cy¢ ankui;
R2¢ R?’ R?® mpencrasisiror co6oit H, CN, OH, C;.4 ankokcy;
n mpeacrasisgeT coboit 0, 1, 2, 3.

4. Coenunenne no mir. 1-3, e R npencrasiseT coboit -NR*R>, -ORS;
R* 1 R’ kaxapiit He3aBucuMO npeacTasiser co0oi H; C.q akul, He3aMEeIEHHbIN W
3aMEINEHHBI OJHMM WIIM HECKONbKUMM 3aMecTurenaMud R!'%; Cs; LUKIIOAQNKHI,
HE3aMELIEHHBINA WK 3aMEINEHHBIN OIHUM MM HECKOJIBKUMH 3aMecTuTeNsiMu RY3; 5-6
YJICHHBIM TEeTePOIUKINA ¢ 1-2 rerepoaromamu, BbIOpaHHBIMH M3 N, O w/uiam S,
HE3aMELEHHbIA MM 3aMELIEHHBIA OJXHUM WM HECKOIbKHUMM 3aMeCcTHTENsIMH R4
apuJi, HE3aMEIICHHbBIA WM 3aMEIICHHBIA OJTHAM WJIM HECKOJbKUMH 3aMECTUTEIIAMU
R'°; rerepoapu ¢ 1-4 rerepoaromamu, BIOpaHHBbIME U3 N, O u/uiu S, He3aMeleHHBIH
WM 3aMEIIEHHBINA OHUAM WJIM HECKOJIBKAMM 3aMecTUTesIMu R16;
R'? u R kaxnprii He3aBucumMo mpeacrasiser coboit H, Hal, CN, -OR!® -NRPR?, -

C(=O)R'®, -C(=O)NR"R*,
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RB, RY u R kaxnpriit He3aBucumMo npeacrasisieT coboit H, Hal, CN, -OR!® -NRR?,
-C(=O)R!®, -C(=O)NRYPR?° C;-C¢ ankuj, He3aMeLICHHBIN MM 3aMEIIEHHbIA OIHUM
WM HECKOJILKMMM TaJIOTEHAMMY,

R RY u R? xaxneii Hezaucumo mnpexacrtasiser coboit H, C-Cs  ankwi,
HE3aMELIECHHbIA WM 3aMENICHHBIA ONHUM WM HECKONbKkuMu ranoreHamu; Csz-C;
LMKJIOAJIKWIL, HE3aMELICHHbIA MM  3aMELIEHHBIA ONHUM WIM  HECKOJILKAMHM
paaMKanamMy, BEIOpaHHbIMUA U3 C.¢ aJIKUIIA, TAJIOreHa; WU

rae R* u R® BMecTe ¢ aTOMOM a30Ta, K KOTOPOMY OHH MPUCOEAMHEHBI, 00pasyroT 4-7-
YJIEHHOE TETEPOLIMKIINUECKOE KOO ¢ 1-3 rerepoaToMamu, BEIOpaHHBIMK U3 N 1/uiu
O, rIe TeTEepPOLMKIMYECKOE KOJIbIO, oOpasoBanHoe R* m R>, Moxker OBITH
HE3aMELIEHHBIM MM 3aMEIIEHHBIM OJHUM MM HECKOJBKAMHU 3aMeCTUTEIAMH R4,

rae 4-7-4JIeHHOE TeTEPOLMKINUECKOE KOJbLIO IPEACTaBISIET COOOH

N/_\ _N/ﬁ)R”

/N s
T TN Y

3 3 3

n

R* npeacrasiser coboi H, Ci¢ anku,

R mpencrasisor coboit H, CN, OH, Cy.4 alKoKcH;

n mpeacrasageT coboit 0, 1, 2, 3;

R® mpexncrapnsier coboit C) aNkuil, He3aMENIEHHBIA MM 3aMEINEHHbBIA OJHMM HITH
HECKOJIbKUMH TaJIOT€HAMHU.

5. Coemunenwe 1o 1. 1, tae R! mpeacrasisier coboi:

—N N—CHj _N<> J: —< \ —N O—CHj
M M M _NH M *

\
CH,

()

6. Coenmunenwue o 11. 1, rae R mpeacrasisier coboii:

CH,
/ \ —N/ —o0
—N N—CHj \ \

\__/ CH, CHs_

3 3

7. CoenmHeHue Mo 1. 1-6, mpeacrapisoiee CoOoii:
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8-amuHOo-N-(uukionponuimMeTyn )-5-(4-(1-(2-(numeTunaMuno)-2-okcortud)- 1 H-
nupaszon-4-un)penmn)-1,7-nadrupuann-3-kapookcamus (3.43);
8-amuHO-N-(uukonponuimMeTvn)-5-(4-(1-(2-(4-metunnunepasus- 1 -un)-2-
okco3TuN)- | H-nupazon-4-un)pennn)-1,7-napupuann-3-kapookcamus (3.44);
8-amuHo-N-(uukyionponuimMeTyn )-5-(4-(1-(2-metokcustun)- | H-nupazon-4-
un)pennn)-1,7-vadptupuaun-3-kapookcamus (3.45);
8-amuHo-N-1mknonponui-5-(4-(1-(2-(numeTnnaMuHo )-2-0kcorTn))- 1 H-nupaszosi-4-
un)pennn)-1,7-vadptupuaun-3-kapookcamu (3.46);
8-amuHo-N-1mknonponui-5-(4-(1-(2-(4-metunmnunepasun- 1 -un)-2-okcoatun)- 1 H-
nupaszon-4-un)penmn)-1,7-nadrupuann-3-kapookcamu (3.47);
8-amuHo-N-tmknonponui-5-(4-(1-(2-(2-merokcustun)- | H-nupazon-4-un)peHun)-
1,7-napTupunun-3-kapookcamu (3.48);

2-(4-(4-(8-amuHO-3-(4-MeTununepasun- 1 -kapoonun)-1,7-vadTupuaun-5-
un)pennn)- 1 H-nupazon-1-un)-N, N-qumetunaneramus (3.49);
2-(4-(4-(8-amuHO-3-(4-MeTununepasun- 1 -kapoonun)-1,7-vadTupuaun-5-
un)pennn)- 1 H-nupazon-1-un)-N, N-qumerunaneramua auruapoxiaopus (3.49x2HCI)
2-(4-(4-(8-amuHO-3-(4-MeTununepasun- 1 -kapoonun)-1,7-vadTupuaun-5-
un)pennin)- 1 H-nupazon-1-un)-1-(4-mMetunnunepasus- 1 un)stan-1-ou (3.50);
(8-amuno0-5-(4-(1-(2-meTokcuaThN)- | H-nupazon-4-un)penun)-1,7-nagpTupuann-3-
un)(4-metunnunepasus- 1-un)meradon (3.51);

2-(4-(4-(8-amuHO-3-(azeTuauH- 1 -kapoonmn)- 1,7-nadrupuaun-5-un)pennn)-1 H-
nupa3zoni- 1 -un)-N, N-numetunaneramus (3.52);

2-(4-(4-(8-amuHO-3-(azeTuauH- 1 -kapoonmn)- 1,7-nadrupuaun-5-un)pennn)-1 H-
nupa3zoni- 1 -un)-1-(4-metunnunepasus- 1 -un)stan-1-ou (3.53);
(8-amuno0-5-(4-(1-(2-meTokcuaThN)- | H-nupazon-4-un)penun)-1,7-nagpTupuann-3-
un)(azeTuauH- 1 -un)meranoH (3.54);
8-amuHo-5-(4-(1-(2-(mumMeTunaMUHO)-2-0KCO3THNA)- | H-nupazon-4-un)penun-N-(2-

METOKCUATHI)-N-meTui- 1, 7-Had Tupuaun-3-kapookcamu (3.55);
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8-amuHO-N-(2-MeTokcuaTINA )-N-MeTui-5-(4-(1-(2-(4-metunnunepasus- 1 -un)-2-
okco3TuN)- 1 H-nupazon-4-un)penwmn)- 1,7-napmupuann-3-kapookcamus (3.56);
(8-amuHO-N-(2-MeToKcnuaTIIN )-5-(4-(1-(2-MeToKCcu TN )- | H-ntupa3zosi-4-un) e )-N-
meTui-1,7-nadTupuans-3-kapookcamun (3.57).

8. Cnoco6 uHruOupoBaHusa OMOJOTHUECKON aKTUBHOCTH IUKJIMH3aBHCUMBIX
nporeuHknHaz CDKS8/19 y cyObekra, 3akmoyarOluiics B KOHTAKTUPOBAHWUHU
UKIMH3aBUCUMBIX TipoTenHkuHas CDK8/19 ¢ coequnennem mo moodomy u3 mm. 1-7.

9. dapmaneBTHUECKass  KOMIO3WIMSA,  COAEpKalas  TEePareBTUUYECKU
3(ppeKkTHBHOE KOJMUYECTBO COCAWHEHHUA MO JMoOOMy HW3 Ti. 1-7, WM  ero
(dapMaleBTUUECKN MPUEMJIEMYIO COJIb, U OAWH WJHM HECKOJbKO (hapMalleBTUUCCKH
MPUEMJIEMBIX SKCIUMUEHTOB, U MPEAHA3HAUCHHAA JJI1 MPOPUIAKTUKN WU JICUCHUS
3a00JICBaHKA, WM HAPYIICHUS, OMOCPEIOBAHHOTO AKTUBAIMEH HMKJIMH3aBUCUMBIX
nporenHkrHa3 CDK8/19.

10.  dapmaneBTMYeCKasds KOMIIO3WLKA MO M. 9, mNpeaHa3HA4YCHHAs A
MpOoHUIAKTAKN WM JICUCHHWS 3a00JIeBaHUWsA, WM HapyIICHHA, OIMOCPEIOBAHHOIO
aKkTHBaIMeld IUKIMH3aBUCUMON TiporenHkuHassl CDKS8/19, roe 3aboneBanue, wim
HapyLICHUE, OIMOCPEIOBAHHOC AKTUBALMEH IMKIWH3ABUCUMBIX MNPOTEMHKUHA3
CDKS8/19, npencraBaser co00H OHKOJOTMYECKOE WM TeMaTOOHKOJIOTHUECKOE
3a00J1eBaHuUE.

11.  ®dapmaneBTyeckasd KOMIO3UIMA Mo m. 10, TIe OHKOJIOTMYECKOE WU
reMaTOOHKOJIOTUUECKOE 3a00JIEBAHUE BBHIOMPAOT W3 TPYyNONbl, BKIOUAKOIICH
KOJIOPEKTAIBHBIA paK, METAaHOMY, PaK MOJIOYHOM KEJIe3bl, TPWKIAbl HETATUBHBIA pak
mosiouHo# xene3bl (THPMIK), pak mpencraTenbHOMR jKene3bl, METaCTaTUIECKU pak
AWMYHHAKA, METACTATUYECKUI PaK JKEIYIKA, JIEHKO3, OCTPBIM MUETOUAHBIN JIEHKO3, paK
nomkeny aouHoit sxenessl (PITKIK).

12. Cnoco0® neueHus 3a00JieBaHMS WM HapYIIEHHUA, OIMOCPEIOBAHHOTO
aKTHBaIMeH ITUKIMH3aBUCUMBIX poTenHknHa3z CDK8/19, Bkmouaromuii BBEICHHE B

TeparneBTHUECKH d(P(HEKTUBHOM KOJIMUECTBE COSAMHEHUA 10 MoOoMy M3 mm. 1-7 umum
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ero (hapMareBTHUECKH MIPUEMIIEMOI COJTH, UK (DapMalleBTHUECKON KOMIO3HUITHH 1O TI.
9 cyOBeKTy, Hy KAAIOIIEMYCSl B TAKOM JICUCHHH.

13. Cnoco0 neuenust 3a0oneBaHMs WM HapylieHua no n. 12, rae
3a00JIcBaHWE WA HApPYIICHHUE, OIMOCPEIOBAHHOE AKTUBALMEN [UKIMH3ABUCUMBIX
nporeunknHaz  CDKS8/19,  mpencraBnasier  co0oil  OHKOJIOTMYECKOE WK
reéMaTOOHKOJIOTHYECKOE 3a00JIEBAHHE.

14. Cnoco0 neuenust 3a0oneBaHuMs WM Hapylienua no n. 13, rae
OHKOJIOTUYECKOE WJIM T€MATOOHKOJIOTHYECKOE 3a00JIEBAHUE BBHIOMPAIOT U3 TPYMIMbI,
BKJIFOYAKOINEN KOJOPEKTAIBHBIA paK, MEJaHOMY, paK MOJIOYHOW >KEJIE3bl, TPHIKIBI
HeraTuBHBIA pak MosiouHoi xkene3sl (THPMIK), pak npencratenbHON >Kenesbl,
METAaCTaTHYECKAN paK AWYHHUKA, METACTATUUECKHN pPaK JKEIyIKa, JIEMKO3, OCTPBIA
MUETIOUHBINA JIEHKO03, pak Moaxeny10uHoi xenesnl (PITKIK).

15. IlpumeHeHwe coeauHEHUs 1O JMoOoMy U3 mnm. 1-7 uam  ero
(hapMaleBTHUECKH TIPUEMIIEMOM COJIM, WM (papMarieBTHUECKONH KOMITO3UIIMU TI0 1. 9
I7s  JieueHus 3a00JeBaHUS WM HAPYIIEHUsS, OIMOCPEIOBAHHOTO AaKTUBALUCH
HMKJIMH3aBUCUMBbIX TTpoTenHknHa3 CDKS8/19, y cyObekTa, Hy»KAAOUIErocss B TaKOM
JICYEHUH.

16. Ilpumenenuwe mno 1. 15, rae 3aboneBaHWe WKW  HapyIICHUE,
OMOCPE/IOBAHHOE  aKTUBALMEH UUKIMH3aBUCUMBIX  mpoTemHkuHaz CDKS8/19,
MPEACTABIIAET COOOH OHKOJIOrMYECKOE MIIM T€MAaTOOHKOJIOTHUECKOE 3a00JIEBAHUE.

17.  Tlpumenenue no n. 16, r1e OHKOJIOTMUECKOE WM T€MAaTOOHKOJIOTHYECKOE
3a00J1eBaHKE BHIOMPAIOT U3 FPYIIIbI, BKIIOYAOMICH KOJOPEKTAIBHBIN pak, MEJIaHOMY,
paK MOJIOYHOM *eJe3bl, TPHKIbI HEraTUBHBINA pak MosiouHoH xene3bl (THPMXK), pak
MPEACTATENBHONM JKEJIE3bl, METACTATUYECKUN pak SWYHUKA, METACTaTUYECKUA pak
JKEyJKa, JIEWKO3, OCTPBIM MHEJOWIHBIA JIEWKO3, pPaK IMOKEIYIOUYHON IKEIE3BI

(PIDIOK).
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