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GAPMALEBTHYECKAA XHMHA, DAPMAKOTHO3HA

VAR 541.792.9

CHHTE3, PHIHKO-KHMHYECKHE H SAPMAKONOTHYUECKHE CBOHCTBA
2-(3-R-3-(1-APUNMETHIIHAEHAMHH0)-
4H-1,2,4-TPHA30N-3-HITHOVKCYCHbIX KUCNOT

HB. cnunom' OcylnecTB/IEH CHHTES 2—(5—R—4—(l—apI/IJIMeTI/IJII/merlMI/IHo)—
.M. JEMUEHKO?, 4H-1,2,4-TpHaso1-3-AI)TAOYKCYCHBIX KHCJIOT B3aHMOJMEHCTBHEM

5-R-4-ammu0-4H-1,2,4-TpHA30J-3-HATHOJIOB ¢ 3aMellleHHbIMH
B.A. ﬂHlIEHHllz. . OGeH3aNMbJIETHIAMH U MOHOXJIOPYKCYCHOH KHCJIOTOH B YKCYCHOM
0.E. AANOBCKHNW?, KHCJIOTe B MPUCYTCTBHH OGE€3BOJHOTO arleTata Hatpusa. [Ipeasapu-
BA. rEoP"mH“a TETBHBIA JIOTHKO-CTPYKTYPHBIH aHAMN3 W KOMIBIOTEPHBIH TPO-

IHO3 aKTHBHOCTH CTAJIH IIPEATIOChLIKON M1 (papMaKoJIOTHIECKO-

ro CKpHHHHTA Ha HcciefOoBaHHE HX aHAJIBIe3HPYIOMell H IPOTH-
* Tadcuxcruit nayuonaabubviit BOBOCIIAJIATEIbHON akTHBHOCTH. DapMaKoIOTHUEeCKHH CKPHHUHT
Ynusepcumem MOATBEPAMJI, YTO CHHTE3HPOBAHHBIE COCIUHEHAA 00JaNaloT BhI-
COKOH aKTHBHOCTBIO. DKCHEPHMEHTAIbHBIMEA HCCICAOBAHHAMHA
BbljleJieH (pparMeHT MOJIEKYJIbl, OTBEYAOIIHA 32 H3YJCHHBIC BH-
JIbI AKTHBHOCTH — OCTATOK THOYKCYCHOM KHCJIOTEL
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Jl1sl niesieHATTPaBJIEHHOTO CHHTE3a HOBBIX OMOJIOTHYECKH AKTHBHBIX BEIECTB HAllle
BHUMaHUe MPUBJIEKJIN MPOU3BOJIHBIE S-TpUa3osa. OHU HAILIM LIWPOKOe MPUMeHeHHe B Me-
TULIMHCKOU MPAKTHKE KaK BhICOKOI(P(PEKTURHBIE JIEKAPCTBEHHBIE Mpenaparthl: (PIyKoHa301,
HeOuapasuH, ¢pypasoHanb, Gypakopua [1]. JlaHHbIE JUTEPATYPhl CBHIIETETBCTBYIOT O TOM,
YTO MPOU3BOJHBIE S-TPHA30JIA UMEIOT BHIPA’KEHHYI0 MPOTHBOTPUOKOBYIO [2-6], MPOTHBOBOC-
naJuTeabHYy0 [7], TybepKyocTatnueckyto [8] v TMIIOTEH3UBHYIO [9] aKTHBHOCTb.

WN3BecTHO, UTO pAA aHATBre3UPYIOLINUX MpenapaToB (aLeTHICATHLINIOBAA KUCIOTA,
oprodeH) coAepskaT B MOJieKyJie KapOoKCUIbHYIO rpymiy. Hac 3amHTepecoBasn Bonpoc obbe-
nuHeHwus IByX (papmakoGopHBIX HparMeHTOR.

IMeabro Hamieil paboThl ObUT CHHTE3 U U3yYeHUE (PAPMAKOJIOTHUECKUX CBOUCTB CO-
eUHEeHUH, COAePIKALLINX HAPALY € S-TPUA30IbHBIX IUKJIOM OCTAaTOK THOYKCYCHOU KUCJIOTHI U
ApUIIUIEHOBBIN (pparMeHT.

MaTepuajabl U METOABI.

Crnektpol AMP 1H cuHTe3UpPOBAHHBIX COEAUHEHUM 3amucaHbl Ha mpubope Bruker-
300, pabouas yacrota 300 MI'u, pacteoputenb IMCO-d6, BHyTpeHHuii cranaapt — TMC.

4-[1-(1,3-6eH30AMOKCOJI-5-HJT) METUJIUIEHAMUHO |-5-MeTh1-4H-1,2,4-Tpra301-3-THOJT
(2). K pacreopy 1.3 r (0,01 MOJb) 4-aMHUHO-5-MeTuI-4H-1,2,4-Tpruazon-3-uaTuonaa B
YKCYCHOM Kuca0Te A00aBiasioT 1,5 T (0,01 MOJb) MUIEPOHATI0, W PEAKLMOHHYI CMECh
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KUNATAT 3 4aca. [locie oxnaskaeHus A0OABISAIOT 50-60 MJI BOJbI, BBITIABIIMH OCAZOK
OT(UITBTPOBBIBAOT, TPOMBIBAOT BOJIOU M CYIIAT.

O61as MeToauka cuHTe3a 2-(5-R-4-(1-apuiMeTuauaeHaMmuHo)-4H-1,2,4-Tpuazon-3-
WJI)THOYKCYCHBIX KHCTOT (3a-g). K pactBopy 0,01 mosab 5-R-4-amuno-4H-1,2,4-Tprazon-3-
WJITHOJIA B YKCYCHOH KHCJIOTE A00ABJIAKT 0,01 MOJb COOTBETCTBYIOLIETO 3aMeEIeHHOTO
OeHzanpaeruaa, 0,95 r (0,01 M0Jb) MOHOXJIOPYKCYCHOM KHCJIOTHI U 1,23 T (0,015 MOJIb)
©e3BOAHOTO anerata HaTpusi. PEaKIIMOHHYIO CMeCh KUMATAT 3 Yaca, OXJIaXKAA0T, T0OaBIAI0T
50-60 MJI BOJIbI, BBITTABIIHMH 0CAI0K OT(PUIBTPOBBIBAIOT, TPOMBIBAIOT BOJIOH U CYIIIAT.

dKcrepuMeHTabHbIE (PAaPMAKOJIOTHYECKUE UCCIeIOBAHNS MTPOBONIIN HA OeJIbIX He-
JIMHEWHBIX MBIIIAX Maccou 18-22 T, coZeprKaBIIMXCA HA CTAHAAPTHOM palMOHEe BUBapHA
WHucruTtyTa hapMakosorunu U Tokcukosornu AMH Ykpaunbl. M3yueHue OCTPOU TOKCUUYHO-
CTH CUHTE3WPOBAHHBIX COEAMHEHWU MPoBOAMIN 1Mo MeTtoay B.B. IIpo3opoBckoro u coarTo-
pos [10].

B xoze skcrepuMeHTa HAOIIOAATN 32 KAPTHHOW MHTOKCHUKAIIUU, BpEMEHEM TUOeH
JKMBOTHBIX (BpeMsi HabJIIOIeHUA 32 JKUBOTHBIMH — 14 CYTOK). YPOBEHb TOKCUYHOCTH OLI€HH-
Basin 1o AaHHbIM .M. Tpaxtenbepra u coaBTopos [11].

[lpu ompenesneHWH MPOTHBOBOCTAJIUTENIHPHON W AHTHHOLWLENTUBHOM AKTHBHOCTH
vccenyemMble BelleCTBA BBOJAWJIM >KHBOTHBIM BHYTPHIKEJIyZIOUHO B JI03€ 25 MI/KT B BHJE
AMYJIbCUH (IMYJIbraTop TBUH-80) B 00beEME, He TPERBIMIAIIEM 0,5 M.

WN3zydeHne aHaNbre3upymoIleld aKTUBHOCTH HOBBIX CHHTE3WPOBAHHBIX COEJWHEHUU
MPOBOAM/IN HA MOJETH XUMHUYECKONH HOLULENTHBHOU CTUMYJIALIMH — «CYAOPOTH», BhI3BAH-
Hble YKCYCHOU KHUCJIOTOU [12]: crienmduueckoll MPOTHBOBOCTIATUTEIHPHOU AKTUBHOCTH — HA
MOJIeJIsIX KappareHHHOBOTO ¥ (pOpMaTMHOBOTO OTeKa [13].

Pe3ysipTaTsl U X O0CYKAEHUE,

B kauecTBe MCXOAHBIX BellEeCTB HaMU BhIOpaHbl 5-R-4-amuHo-4H-1,2,4-TpHazo-3-
UITHONBI (1), KOTOpble ObUTM 0O6pabOTAaHBI PACTBOPAMU COOTBETCTBYKOIIUX 3aMeIleHHBIX
OeH3a/IBIETH/IOB ¥ MOHOXJIOPYKCYCHOM KHCJIOTHI B YKCYCHOU KHCJIOTE B MPHCYTCTBUU 0e3-
BOZHOTO anieTaTta HaTpuA (puc. 1).
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rae R= 3a-f CHg, 3g-i CH;CH.CH.; Ar= 3a CsH5, 3b 2-HOCsH,, 3¢,g 3,4(-OCH.0O-)CsHa,
3d 4'(CH3)2CHC6H4, 3e 2'HO'5'BI‘C6H3, 3f 3'C2H50'4'HOC6H3, 3h 4'BrC6H4, 31 4-
CHSOC6H4.

B Takux yCJIOBUAX OJITHOBPEMEHHO MPOUCXOAAT PEAKLIMHN aJTKUITUPOBAHUA MEPKAMTO-
IPyMObl THA30JIbHOTO KOJIbLia U 00pa30BaHUsA WJIMAEHIPOWU3BOAHBIX — IO aMHHOTPYIIIIE.
[IpoBesieHHe peakLMu TaKUM 00pa30M MMO3BOJIsAeT H30eKaTh CHUMKEHHs BBIXOIOB L€JIEBBIX
MPOAYKTOB 3a CUET MOCTAAUHMHOTO BbIJIeJIEHUA MPOAYKTOBR pPeakiuu. B pesyabTaTe ObLI MO-
Jy4eH pan LIeJIEBBIX 2-(5-R-4-(1-apunmerunnaenamuHo)-4H-1,2,4-Tpuaszosn-3-
WJT)THOYKCYCHBIX KUCJIOT (3a-i) C yIOBJIETBOPUTEIbHBIMHU BbIXoAaMH (TabJ1. 1).
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Tabauna 1
XapaKTepMCTUKU COeAUHEHUH 2, 3a-1

_ 5 [o) [o)
Coenn Bblg(O,I[, T, °C Haitineno, % Bopmya Berumciaeno, %
HEHHE % N S N S

2 85 197 21,2 12,1 CuiH10N40.S 21,4 12,2
3a 74 165 20,6 11,5 Ci2H1oN4O:S 20,3 11,6
3b 63 176 19,3 11,2 CioH1N4O35S 19,2 11,0
3c 76 227 17,3 10,2 CisH1N4O4S 17,5 10,0
3d 61 186 17,3 10,3 CisHi8N,0-8 17,6 10,1
3e 68 216 15,0 8,73 Ci2Hu:BrN,4O5S 15,1 8,64
3f 64 212 16,9 9,67 CuHi6N, 0,48 16,7 9,53
3g 74 198 16,0 9,43 CisHsN4O4S 16,1 9,20
3h 79 160 14,4 8,53 C4HisBrN,0.S 14,6 8,37
3 75 131 16,9 9,73 | Cistlis N4O3S 16,8 9,59

CTpoeHre CHHTE3WPOBAHHBIX COEAWHEHWH TOATBEPKIEHO 3JIEMEHTHBIM aHAJIU30M
(tabs1. 1) ¥ JaHHBIMHE crieKTpockonuu ITMP (taba1. 2).

B mosp3y o6pa3oBaHUs KOHEUHBIX MPOAYKTOB TOBOPUT Hajuuue Ha criekrpax [IMP
CUTHAJIOB TTPOTOHOB, COOTBETCTBYIOIIINX a30METHHOBOU W METUJIEHOBOU rpymmam. B yacTHo-
CTH, CUTHAJIbI TIPOTOHOB MeTH/IeHOBOU SCH .-IpyTITIbI MPOSABJIAIOTCA B BUE ABYXITPOTOHHOTO
cuHraeTa B obsactu npu 3,89-3,99 M.JA., OMHOMPOTOHHBIA CUHIVIET A30METHHOBOM TPYIIIbI
pesoHupyerT npu 8,74-9,63 m.A. (Tabs. 2). CUrHAIbI aDOMATHYECKHUX ITPOTOHOB U 3aMeCTHTe-
Jiell B apOMAaTHYECKOM f/IPe TTPOSBSIOTCA B BUAE CUTHAJIOB COOTBETCTBYIOIEH WHTEHCHBHO-
CTH U MYJIbTUTIJIETHOCTU B XapPaKTEPUCTUUECKUX JIJISI HUX y4aCTKax CreKTpa.

Tabaua 2
CrniekTpaJjbHbIE XapPaKTEPUCTUKY COEAUHEHNH 2, 3a-1
Coenn- cuexrp [IMP (IMCO-ds) 8, m.a.
HEHHEC
CH>, ¢ (2H) SH, ¢ H apom. JIpyrue CHTHAJIbI
2 10.3 6.87 — 7.40 m (3H) 2.39 (3H, ¢, CHy);
6.06 (2H, x, OCH.0);
13.4 ¢(2H, ¢, SH).
3a 3,94 9,63 7,48-7,87 M (4H) 2,47 (3H, ¢, CHa).
3b 3:94 9,01 6-94-7,80 m (4H) 2,40 (3H, ¢, CHy);
10,4(1H, ¢, OH).
3¢ 3,99 8,74 7,13-7,47 M (3H) 2,42 (3H, ¢, CH);
6,17 (2H, ¢, OCH.0).
3d 3,93 8,76 7,32 1a 7,82 1-1 (4H) 1,30 (6H, 1, CHs);

2’46 (SH’ C, CHS)’
2,08 (1H, m, CH).
3e 3,96 8,97 6,92 -7,95 M(3H) 2,46 (3H, c, CHy);
10,5 (1H, ¢, COOH).

af 3,89 9,11 6,83-7,38 m (3H) 1,11 (3H, T, CH3);
2,37 (SH’ C, CHS)’
3’46 (2H’ K, OCH2)’
9,96 (1H, ¢, OH).
38 3,98 8,73 7,11-7,47 m (3H) 0,92 (3H, T, CHs);
1,67 (2H, m, CHy);
2’74 (2H’ T, CH2)’
6,17 (2H, ¢, OCH.0).
3h 3,99 8,87 7,82 Ta 7,88 1-1 (411) 0,92 (3H, T, CHy);
1,68 (2H, m, CH.);
2,78 (2H, T, CH.).
3i 3,97 8,76 7,14 ta 7,89 n-1 (4H) 0,92 (3H, T, CHs);
1,67 (2H, M, CH>);
2’73 (2H’ T, CHz),
3’87 (SH’ C, OCHS)
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JIOTHKO-CTPYKTYPHBIH aHAN3 MO3BOJIM HAM MPEIIIOI0KUTh, YTO O0hEIUHEHUN B
MoJIeKyJie Takux (apMakopOpoB Kak 1,2,4-TPUA30JI, XJIOPYKCYCHASA KUCJIOTA W aPUIHIEHO-
BBIH OCTAaTOK MOKET CIOCOOCTOBATH MOSBIEHUIO aHAJIBIETHUECKUX M MPOTHBOBOCIATUTE b-
HbIX CBOMCTB. /laHHOE TpeAIosoKeHne MOATBEPINI U KOMIBIOTEPHBIA MPOTHO3 aKTUBHO-
ctu. [103TOMy MBI IOZBEPIJIM CHHTE3UPOBAHHBIE COETMHEHUS (PAPMAKOJIOTHUUECKOMY CKPH-
HUHTY Ha JJAHHbIE BUAbI AKTUBHOCTU.

AHanu3 pe3ysIbTaTOB (hapMaKOJIOTHUYECKOTO CKpUHHTA (Tabsl. 3) IaeT OCHOBAHHUE CAe-
JIaTh BBIBO/I, YTO CHHTE3WPOBAHHBIM 2-(5-R-4-(1-apunmernauaenamMmuto )-4H-1,2,4-tpruazosn-
3-WUJITHOYKCYCHBIM KHCIOTaM MPUCYIIA aHTHHOLUTENTUBHAA aKTUBHOCTh HA MOJEIN BHUCIIE-
panbHbIX 6osiel. [IpuyeM B 3aBUCUMOCTH OT PajyKajia B UeTBEPTOM IMOJIOKEHUU TPUA30JIb-
HOTO LIMKJIA MOYKHO TIOJIyYUTh KaK YMCTHIA aHAJIbTETHK, TAK U aHAJIbTETHK C BHIPAYKEHHBIMH
MPOTHUBOBOCTIATIUTEIbHBIMU CBOUCTBAMMU.

J1n4 BBIACHEHUA POJIM OCTATKA THOYKCYCHOW KHCJIOThI B XapaKTepe U3yYeHHbIX BUZOB
(bapmMakoIOTHYECKON aKTUBHOCTH HAMH ObUIO CHHTE3UPOBAHO U MPOTECTUPOBAHO COEMHeE-
HUe 2 (cxema 1), B KOTOPOM 3TOT GParMeHT OTCYTCTBYET.

JlaHHBIE DKCIIEPUMEHTA OJTHOBHAYHO YKA3bIBAKT (Tabjl. 3), YTO HAJUUKE B TPETHEM
MOJIO’KEHUH CHCTEeMbI OCTATKA THOYKCYCHOU KHCJIOTHI TPUBOJUT K YBEJIMUEHUIO aHTHHOLH-
TENTUBHON aKTUBHOCTHU. CJlefyeT TakKe OTMETHTh, UTO B AKCIIEPUMEHTAX HAa KappareHuHo-
BOM U (POPMAJTMHOBOM OTEKAX, B OTJINUHE OT COeUHEHHUS 3C, er0 aHAJIOT 2 BhI3hIBAET BOCTIA-
JIeHHe.

Tabsmma 3

HpOTI/IBOBOCHaJII/ITeJILHaH 1 aHAJbIre3upymimasa akTuBHOCTD COC]II/IHCHI/II‘/JI

LDso, [IpornBoBOCTaTATEIFHAA AKTHBHOCTD Ananpresmpyromas
CoegnHeHHEe m m
MTI'/KT. KapparennHOBbIIT OTEK QopMaJITHOBBIHA OTEK aKTHBHOCTD, %
2 >2500 +9,5 +14,7 -36,4
3b >2500 -37,2 -1,9 -56,8
3c >2500 +3,1 -0,9 -48,6
3i >2500 -33.9 -28,3 -54,6
HNuagomeranua 160 -26,0 - -50.3
BbpI1BOABI.

1. OcymiectBieH cuHTe3 2-(5-R-4-(1-apunmetruiumeHamuHo)-4H-1,2,4-Tprazon-3-
WJI)THOYKCYCHBIX KHCJIOT, CTPYKTyPa KOTOPBIX AOKa3aHa JAHHBIMU 3JIEMEHTHOTO aHAJIn3a U
crnektpockonuu [IMP.

2. MzydyeHa aHasbre3upylonias U MPOTHBOBOCIAINTEIbHAS aKTUBHOCTh CHHTE3UPO-
BaHHBIX coeIMHEeHWH. JlokazaHa PoJib HAJTMYHA OCTAaTKA THOYKCYCHOW KHMCJIOTHI B TIPOSIBJIE-
HHH JAHHBIX BUOB aKTHUBHOCTH.
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THE SYNTHESIS, PHYSICO-GHEMICAL AND PHARMACOLOGICAL PROPERTIES
OF 2-(5-R-4-(1-ARYLIDENAMINO)-4H-1,2 4-TRIAZOL-3-YLTHIOAGETIC RCIDS

NB. smm]w' ‘ The sypthesi§ of 2—(5—R—4—‘(l—aryhnethylic‘lenamil‘lo)—4H—1,2,4—
A.M. DEMCHENK0> triazol-3-yl)thioacetic acids was carried out by the interaction of 5-R-4-

. ) amino-4H-1 ,2,4-triazole-3-substituted benzaldehydes and monochlo-
V.AYANCHENKO?, roacetic acid in acetic acid in the presence of anhydrous sodium acetate.
0.E. YADLOVSKY?, Pre-logical and structu‘ra‘l analysis and computer prediction of activit‘y
V.A. GEORGIVANTS® have become a prerequisite for pharmacological screening study of their

analgesic and anti-inflammatory activity. Pharmacological screening
B . . . confirmed that the compounds synthesized have high activity. Due to the
*Tajik national university experimental studies fragment of the molecule responsible for the stu-

sInstitute of pharmacology and died types of activity was isolated - the fragment of thioacetic acid.
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