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OpHO W3 HampaBJICHUH TapreTHOW TepalmuHM B OHKOJOTHMHM CBS3aHO C OTKPBITHEM (hapMaKOJIOTHYECKOTO ITOTEHIHAIA
HU3KOMOJIEKYJIIPHBIX MHI'MOMTOPOB OHKOT€HHBIX THUpo3MHOBBIX KuHa3 (TK), mpenorBpamaromux cBsI3bIBAHHE MOJIEKYJIBI
AT® c akTUBHBIM LIEeHTpOM (epMeHTa. MonekysipHbIit MexaHu3M neicTBus AT®-KOHKYypEeHTHBIX HHTHOUTOPOB OCHOBAH Ha
00pa30BaHNM KOOPAMHHPOBAHHBIX BOAOPOJHBIX CBSI3CH MEXKIY apoOMaTHUECKON aMUHOTPYMNIIOW M apoOMaTHYECKHM a30TOM
WJIN KHCJIOPOJOM KapOOHWMJIBHOM TPYIIBI aKTUBHOTO coeAMHEHUs M amuHokucnoramu ATd-cessbiBaromero yuyactka TK,
KOTOpBbIE HMMHUTHPYIOT BOJOpOAHBIE cBs3n MosieKyiasl AT®. Opnako mpu wHruOMpoBaHWH (GOCHOMHO3UTHUI-3-KHHAZBI
KBEPLUUTHHOM M MHPHLETHHOM B 00pa30BaHUM BOJOPOJHBIX CBsI3eH YYaCTBYIOT aTOMbI KHCIOPOJa TMIAPOKCHU(PESHUIIBHBIX
TPYIII JaHHBIX ()JIABOHOUIOB.

C nmempio  pa3pabOTKM HOBBIX HMHTMOMTOPOB —TepameBTHYeckn 3HauyMMbix TK Obuta  wm3ydeHa crocoOHOCTB
4-3aMeEHHBIX-2-TUIPOKCH(EHOIIOB MOJAaBIIATH OMOJIOTHYECKY 0 akTUBHOCTh TK B OnoxuMuueckom tecre.

Hccnenyemsie COEIMHEHUS: 1) 4-(2-MeTHIIIMKIIOTEKCHIT)-2-THAPOKCH(EHOT, 2)
2-amuHO-4-(3,4-muruapoxcudenmn)-tuazon-1,3, 3) 4-peHnn-2-ruagpoKcuQeHoIt, 4)
2-(4-runpoxcudennn)-4-(3,4-murugpoxcudenmn )-Tuazon- 1,3 - ObLTH IPEJOCTaBIICHBI 000 KemOpumx

(http://chembridge.com/). [Ins oueHKH OHMOJOTMYECKOW AaKTUBHOCTM XHMHUYECKHX COEIMHEHHH Obulo oroOpaHo 16
TUPO3UHOBBIX KHHA3, BKIIOYAOIMMUX 9 mpenctaBuTeneid 5 cemelicTB peuentopHbix TK m 6 mpencraButeneid 5 ceMelcTB
HepernenTopHeix TK. JIms penentTopHeIX W HEKOTOPHIX IUTOILIa3MaTHUecKux TK BMecTo momHOpa3MepHBIX OSNKOB OBLTH
UCTIONIB30BaHbl  (hparMeHTHl, cojep)kamue KuHasHele noMeHbl. CootBerctByromme kJIHK Obun kioHHMpOBaHBI 1
9KCIIPECCHPOBaHbl B 0aKyJloBUpYcHOW cucreme skcnpeccuu Bac-to-Bac (MuButporen, CILA) B Buae peKOMOWHAaHTHBIX
0eNKoB, coJepKaluX 6 T'MCTUAMHOBBIX OCTATKOB B N-KOHIEBBIX 00JACTSX, YTO MO3BOJISJIO BBLACIATH BCE ILECTHAIIATH
6xI'nc-TK B ofgHy cTammio ¢ IOMOIIBI0 MeTalioXxelaTHoH ad¢uHHON xpomarorpaduu. Bce OGenmkoBble mpemaparsl ObLIH
MIPOAHAIM3UPOBaHbI ¢ oMomIbio snekTpodopesa B JICH-ITAAL u macc-cnekTpomMeTprieckoro ananusa. GepMeHTaTHBHYIO
aktuBHOCTh 6XI'Mc-TK u crocoOHOCTh MccieqyeMbIX COeqUHEHHH MHTMOMpPOBAaTh KMHA3HBIE MHIIEHH ONPEAEIUIN IMyTEM
MPSIMOTO OJHOCTAIMUHOTO M3MepeHus koiaumdecTBa AT® B KMHA3HOH peakiy ¢ IMOMOIIBI0 JTIOMHHECIIEHTHOTO peareHra
Kinase-Glo (ITlpomera, CIIIA).

B pesynbrare mpoBeNEHHBIX HCCIEIOBaHUH OBLIO TOKa3aHO, 4TO Bce 4 coeauHeHns B KoHHeHTpauuu 10 MKM crocoOHBI
nHrubuposars  aktTMBHOCTH  5-7 m3 16 6xI'mc-TK  mHa 50% w  Oomee.  MoJeKyJNspHBIH  JOKHHT
4-3aMenEHHBIX-2-TUIPOKCU(DEHONIOB, TNPOBENEHHBI HAa OCHOBE H3BECTHBIX IPOCTPAHCTBEHHBIX CTPYKTYP KHHA3HBIX
JIOMEHOB ¢ TmoMoIbio mporpammel Lead Finder, moka3am BBICOKYIO BEpOSITHOCTH 0Opa30BaHHUS Maphl BOJAOPOIHBIX CBS3EH
Mexny amuHOkuciaotamu ATO-cBsspBaromero ydactka TK w atomMamMu Kucimopona 2-THAPOKCHU(DECHWIBHON TPYIIIHL.
CrnenoBaTenbHO, 4-3aMeIIEHHBIC-2-THAPOKCU(PEHOIBI MOTYT CIIY>KUTh OCHOBOM JJIsI CO3JaHUSl HOBBIX HHIHOMTOPOB
THPO3UHOBBIX KHUHA3.

COBPEMEHHBIE ITPOBJIEMbBI HAYKU 1 OBPA30OBAHUA Ne6, 2009



