CITIPAMOBAHHWH ITOLIYK BIOJIOTTYHO AKTHBHHX PEYOBHH |
DIRECTED SEARCH OF BIOLOGICALLY ACTIVE SUBSTANCES

YTBOPEHHSIM 2-a3areTepuiianuiiHiB 5, 6, 7. Ha3Bani pedoBunu, € 1,5-06iHykieodiaMu Ta MaloTh BKpai
HIMPOKI MOKJIMBOCTI JUIS MOAANBINOI XiMiuHOT Monudikamii. Tak, peakimis cmonyk 5, 6, 7 3 C- ta N-
enexkTpodiaMu pi3HOI MPUPOAU JO3BOJIIE OJEPKATH TPU-, TETpa- Ta IEHTAIMKIIYHI KOHJECHCOBaHI
noxiani 8-13 (Cxema).

JInst onep)kaHuX CHOJIYK OyJIo MPOBEICHO CKPUHIHT HAa HASBHICTH O10JIOT1YHOI aKTHBHOCTI, IO
JTO3BOJIMJIO BUSIBUTH DS/ IEPCTICKTUBHUX 010aKTHBHUX arc¢HTIB.

30KpemMa, BCTAHOBJIEHA BHCOKAa IMEPCHEKTUBHICTh 6-S-moximHux 3-R-6-Tiokco-6,7-muriapo-2H-
[1,2,4]Tpuazuno[2,3-C]xiHa30/0iH-2-0Hy Ta 5-S-moxigHuxX TeTpas3ono[l,5-c]xinazonin-5(6H)-tiony sk
NOTEHI[IMHAX ~ MPOTHPAKOBHUX Ta NPOTHBIPYCHHUX areHTiB. TakoX, BCTAHOBIEHO, BHPAXKEHY
OpoTH3amajibHy [0 pAxy KapOokcunBMicHHX moxigHux [1,2,4]tpuasuno[2,3-C]xiHa3zoniHy Ta
niposio[1,2-a][1,2,4]rpuazuno[2,3-C|xiHa30MiHY, 37aTHICTh OKpeMHX 6,6-auankinzamimennx 3-R-6,7-
aurinpo-2H-[1,2,4]tpuasuno[2,3-C|xiHa30iiH-2-0HIB BIMBATH HA JiMiAHUN PODiib, TIMOTIIKEMIYHY IO
MIPOJIYKTIB KOHACHCAIIIT CIIOJIYK 7 3 KaM(OPHHUM aHT1IPUIIOM.
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posLenneHHs NipuMiaAMHOBOro parMeHTy nig Aieto Hykneodiny

JloaTKkoBO BCTaHOBJIEHA 3JaTHICTh CIONYK, M0 MicTaTh mipuno[l,2-aj[1,2,4]rpuazomno[1,5-
C]xinazoniHoBy Ta mipuno[l,2-a][1,2,4]rpuasuno[2,3-C]xiHa30aiHOBY CHCTeMH 10 (uIyopecLeHIlii, 110
MO3Ke OYTH BUKOPHUCTAHO JIJIsl CTBOPEHHSI pEareHTiB /Ui 010JI0TTYHUX JOCIIIKEHb.

CHUHTE3 TA BCTAHOBJIEHHA BY10BH HOBUX KAPBAHEJIbOBAHUX INOXITHUX 2-
AMIHO-4H-TIIPAHY
JleBamos /I.B., Boponosuu A.C., Crapuukosa L.JI., Yepnux B.II., Hlemuyk JI.A.
Hayionanvnuii papmayesmuunuii ynisepcumem, Yxpaina

OaHuM 13 epeKTUBHUX METOJIB, L0 BUKOPHUCTOBYIOTH JJI1 MOOYNOBH siapa 2-aMiHO-4H-mipany,
Bimomoro  (QapmakodopHoro  ¢parmMeHTa, €  TPUKOMIIOHEHTHA  <«IOMIHO»-B3a€MOJIS  MiX
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EHOJIHYKJIeOhiTaMH, METUJIAKTUBHUMHU HITPWIAMH Ta KapOOHUIBPHUMH crojdykamu. Ha ceoropi,
OupIIiCTh MyOUNiKaNii 3 JaHOTO HAMPSIMKY MPHUCBAYCHI MOIIYKY HOBUX YMOB, KaTali3aTOpiB JJIs JTaHOL
MYJIbTHKOMIIOHEHTHOT B3aEMO/II1, @ TAKOK BBEJICHHIO B KOJIO JIOCITIPKEHb HOBUX €HOJHYKJIeo¢ . Hamry
yBary NPUBEPHYIU ecTepu 4-TiIpokcu-2-okco-6-R-nuknorexkcen-2-kap6onoBoi kuciotu (1), meromu
N0OYBaHHSI SIKUX € BIJOMHMH, aJIe 111 PEYOBHHHU HE JOCIIDKYBAIMCH B 3a3HAYCHIN B3aEMO/III.
Bukopucranas ectepiB (1) B SKOCTI €HOJHYKJIEOodina y TPbOXKOMIOHEHTHIH B3aeMO/il,
JIO3BOJIHJIO PO3POOUTH TMPOCTHHA, €PEKTUBHHNA OJHOCTAIIMHUN METOJ] CUHTE3Y XPOMEHIB 3 BHCOKHM
BUXOJOM 13 JerkoAocTymHux peareHTiB. Ectepu (1) BBogwiM y B3a€EMOZII0 3 apOMaTHUYHUMHU
anpaerugaMu  (2) Ta ManoHOHITpWIOM (3) B e€TaHoNl y MPUCYTHOCTI KaTaIITHYHOI KIJIBKOCTI
TpuetTwiaMiny. B pesynpratu Oynao0 CHHTE30BaHO psAJ HOBHUX 2-aMiHO-4-apui-6-MeTOKCHKapOOH1NI-5-
OKCO0-3-111aH0-5,6,7,8-TeTpariapo-7-R-4H-xpomMeHiB (4).
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Opnepxani crionyku (4) € mikaBUMU 00’€KTaMH SK Y (apMakoJIOTIYHOMY ITUIAHI Tak i B SIKOCTI
cyOcTpartiB Ui NOJAJIBLINX 3pYYHUX [IEPETBOPEHB, 30KPEMA 32 PaXYHOK HasBHOCTI €CTEPHOI IPYIH.

B xonxi nocmimkens Hamu Oylia BCTaHOBJICHA Oy/oBa HeE JIMIIE CHHTE30BAaHMX XPOMEHIB (4), ane i
BuxiHux ectepiB (1) (B pi3HUX JpKepenax HaBeleHI pi3HI cTpykrypu). Te, mo Oynosa ectepiB (1) He
Oyna joTerep HaBeJCHA, IIBUIIE 32 BCE MOB’SI3aHO 3 THM, II0 BOHM BUKOPHUCTOBYBAJIHCH SIK MPOMiXKHI
npoaykTH. 3actocyBaHHs PCA 103BOJMIIO BCTAHOBUTH, LIO 13 TPbOX MOMJIMBHUX TayTOMEPHHUX (HoOpM,
ecrepu (1) B KpuctamiyHOMY cTaHi mepeOyBaroTh y 4-riapokcu (Gopmi i ICHYIOTh y BHIIIAAI Hapu
€TaHTIOMepIB 3 mpanc-KOHPIrypauiero. BiAmnoBigHO 3 YOTHPHOX MOXKIMBUX Map €HAHTIOMEPIB B X0l
CHHTE3Y XpOMEHIB (4) yTBOPIOETHCSI JIUIIIE JIBi TTAPH.
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Quantitative structure-activity relationship (QSAR) analysis is modern computational method for
building mathematical models based upon regression analysis, which show statistically significant
correlation between chemical structure and biological/toxicological property of compounds.

The aim of our study was to reveal quantitative structure-activity relationship in two datasets,
namely, 6-hydroxy-2-methyl-4-ox0-2,4-dihydro-1H-pyrrolo[3,2,1-ijJquinoline-5-carboxamides and 7-
hydroxy-5-o0xo0-2,3-dihydro-1H,5H-pyrido[3,2,1-ij]Jquinoline-6-carboxamides that have diuretic activity in
rats.

To calculate 1D, 2D and 3D molecular descriptors of the studies compounds HyperChem and
GRAGON software were used. QSAR models were built using BuildQSAR software. As a result, two
one-parameter, three two-parameter and nine three-parameter linear QSAR models (1) were built on two
datasets, containing 39 and 22 compounds in training and test datasets respectively:

Vol =aX; +bXo+cX3+d, (1)
where Vol - volume of the produced urine in rats, Xi — molecular descriptor.
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