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npomumy6epKyab03Ha AKMUBHICIb

3 MeTol0 BU3Ha4YEeHHSI 3aKOHOMIPHOCTeVi 3B’A3Ky “CTPyKTYypa — npoTuTy6epKy/ibo3Ha Ais” 34ic-
HeHo cuHTe3 cepii N-R-amipgiB 1-¢pyppypun-4-rigpokcun-2-okco-1,2,5,6,7,8-rekcarigpoxiHosiH-
3-kap60HOBOi kucnorun. O6roBoploOTLCS 0CO6MBOCTI cnekTpis IMP 'H cunreaoBanmnx crnosnyk
Ta pe3ynbTaTn BUBYEHHS iX aHTUMiKOGaKTepianbHOi aKTUBHOCTI.

SYNTHESIS, SPECTRAL CHARACTERISTICS AND BIOLOGICAL PROPERTIES OF 1-FURFURYL-4-
HYDROXY-2-0X0-1,2,5,6,7,8-HEXAHYDROQUINOLINE-3-CARBOXYLIC ACIDS ANILIDES AND
HETERYLAMIDES

I.V.Ukrainets, N.L.Bereznyakova, Ye.V.Kolesnik, A.V.Turov

With the purpose of determination of regularities of the “structure — antituberculosis action”
relationship the synthesis of 1-furfuryl-4-hydroxy-2-oxo-1,2,5,6,7,8-hexahydroquinoline-3-car-
boxylic acids N-R-amides has been carried out. The peculiarities of the NMR spectra of the
compounds synthesized and the results of studying of their antimycobacterial activity have been
discussed.

CUHTE3, CMIEKTPAJIbHbIE XAPAKTEPUCTUKU U BUOJIOFTMYECKUE CBOUCTBA AHUJINAOB U
TETEPUJIAMULOB 1-dYPDYPUJ1-4-rTUQPOKCHU-2-0OKCO-1,2,5,6,7,8-FTEKCArM4POXUHOJTNH-
3-KAPBOHOBOW KNCJ10ThI

U.B.YkpauHeu, H.J1.bepe3HsikoBa, E.B.KonecHuk, A.B.TyposB

C yenbio onpegesieHnss 3aKOHOMEPHOCTENH CBA3U “CTPyKTypa — npoTUBOTYbepKy/e3Hoe [eicT-
Bue” ocywecrtBneH cuHte3 cepun N-R-amugos 1-¢pypdpypun-4-rugpoken-2-okco-1,2,5,6,7,8-
rekcarngpoxnuHoINH-3-kap60oHOBOW kucnotbl. O6cyxaaloTcs ocobeHHocTu cnekTpoB SIMP H
CUHTE3UPOBaHHbIX COEANHEHNI N pe3yNbTaTbl U3YYEHUs] UX aHTUMUKOGaKTepnasibHOW aKTUBHOCTH.

®DypaH € HACTIILKY TOIIMPEHUM Y TIPUPOJIi TeTe -
POILIMKIIOM, IO MOTO HaMWMpOCTIilI MOXigHI — BaX-
JIMBi HAITiBOPOAYKTU OPraHiYHOTO CMHTE3y — B IIPO-
MMCJIOBUX MaclITabax oAepXylOTb MEPETOHKOIO OBO-
yeBUX oJiii abo Hadtu [7]. ¥V Xupiii mpupomi 3y-
CTpivaloTbcsl OiNbII CKJIAAHI 3a OymoBolo dypaHu i
camMe BOHU BillirpaloTh 3HAYHY POJib B OXOPOHi 3/10-
poB’a moauHu. Hanpuknan, 2(SH)-dypaHoHu — oc-
HOBa YMCJICHHUX TEpHEHIB, CECKBITEPIICHIB, Kapae -
HOJIiZiB Ta aCKOpOiHOBOI KMCJIOTU MICTSThCS B Oara-
ThOX POCJIMHAX, IPUdax Ta MOPEMPOAYKTaX i 3aCTOCO -
BYIOTbCS SIK TPOTUMNYXJIWHHI, KAPUMHOTEHHi, aHTH -
MIKpOOHi 3aco0M Ta CTUMYJISATOPU CEPLEBOL HisIb-
HocTi [13, 14]. 3naueHnHs Bitaminy C B3araji 1epe -
OLIIHUTU HEMOXJIUBO. I3omepHi im 2(3H)-dypaHoHH,
BUIiIeHi 3 edipHoi oxii Cynanchum stauntonii, po-
SBJISIIOTb BUCOKY AaKTUBHICTb MO BiAHOLIEHHIO 0
Bipycy rpumny [15]. OcobauBy yBary ocTaHHIM 4acoM
MPUBEPTAIOTh HATUBHI TeTpariapodypaHoBi aHTUOiIO -
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TUKU MOHEHCUH [8], HoHakTuH [9] Ta ja3zamouum A
[10]. dypokyMapuHU, TaKi AK TcopaneH [11] i me-
TOKcayieH [12], BXe IMpOTAroM 0araTboX poKiB BUKO -
PUCTOBYIOThCSI MEAUIIMHOIO [Ji1 OOpOTHOM 3 TIICO-
pia3oM Ta iHIIMMM 3aXBOPIOBAaHHIMU LIKipu. OCHOB-
HUM JKEPESIOM iX OEPXKaHHS TAKOX CIYXKUTh POC-
JIMHHA CUMPOBHMHA, a camMme Amni majus. beH3odypa-
HOBi HOPJIITHAHU € OCHOBHUMMU HilOYMMH peYOBUHA -
MM B CKJIami ekcTpakTiB Machilus glaucescens, skumu
JIIKYIOTh aCTMY, peBMaTH3M Ta BUpas3Kku [16]. YcHoBa
KUcJIoTa, BuaiieHa 3 pidHuUx BuAiB Cetraria Ta Cla-
donia, aKkTUBHO CTPUMYE PO3BUTOK OaraTboX IrpamIio -
3UTUBHUX MiKpoopraHi3miB [17]. OgHak OUTbII ITiKa -
Ba II JaBHO IOMiYeHa 3IAaTHICTb B KOMOiHaLil 3
HEBEJIMKOIO KUIBKICTIO CTPENTOMILIMHY €(EKTUBHO
3HUIIYBAaTU MiKoOaKTepil TyoepKyabo3y [18].

He MeHmmii inTepec mjist TOCIiIHUKIB CTAHOBIISITH
TaKOX i CMHHTeTMYHi noxinHi ¢ypaHy. Ha ocHoBi 11i€i
reTepOLMKIIIYHOI CUCTEMU CTBOPEHI CydyacHi Kapmio-
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1: aR=Ph; 6 R =3-OMe-Ph; B R = 4-OMe-Ph; r R = 4-OEt-Ph; 1 R = 2-OMe-5-CI-Ph;
e R = 2-Br-4-Me-Ph; x R = 3-F-Ph; 3 R = 4-F-Ph; u R = 3-CI-Ph; i R = 2,4-CI2-Ph;
K R = 3-Br-Ph; 1 R = 4-Br-Ph; M R = [4-(6-MeTn-6eH3Tiazon-2-in)-deHin]; H R = Py-4;
o R = Py-3; n R = Py-2; p R = 3-OH-Py-2; ¢ R = 3-Me-Py-2; T R = 4-Me-Py-2; y R = 5-Me-Py-2;
& R = 6-Me-Py-2; x R = 1,3-tiazon-2-ix; 11 R = 4-erokcukapooHinmeTui-1,3-riazon-2-ii;
y R = 4-(amamanTun-1)-1,3-tiazon-2-ix; mr R = 6ensriazon-2-inx; 1o R = 6-6pomGeH3Tiazon-2-in;

g R = 6-MeTmsiOeH3Tia3zon-2-ii.
Cxema

npotekTopu [1-4], mpuaaTHi mIs TiKyBaHHS iHQapKTy
MioKapja Ta iHIyKOBaHUX ilIEMi€I0 BEHTPUKYJISIPHUX
apUTMiii, a TAKOXX HAITiBCUHTETUYHUI 11e(haToCIopH -
HOBH1 aHTHOIOTUK 1LiepypokcuM [21], IKMiT BUTIZTHO
BiIPi3HSAETHCS Bil MEHILWJIIHIB ITiIBUIIECHOIO aKTUB-
HICTIO BiTHOCHO rpaMHeTaTUBHUX O6aKkTepiii. DypaHo -
Ha(TOXIHOHU Ta TeKCAUMKJIIUHI TMOXiAHi KaMIITOTE -
LMHY SBJISIOTH COOOIO BiAITOBIZHO aHTUPaKOBi [35, 6]
Ta NMpoTu3anaibHi [19], a TpureTepolukiu 3 pypaHo -
BUM SIIPOM — aHTUMIiKpoOHi [20] areHTH.

TakuM 4MHOM, 3 HaBeACHUX BUIlIC JaHUX BUIHO,
IO TIOXimHI (ypaHy BUSBISIOTH JOCUTH IIMPOKUIA
crekTp OioyorivyHoi mii i, 0cO0IMBO, aHTUMIKPOOHOLI.
Lls1 obcTtaBuMHa MOCTyXKUJIa TIEPEAyMOBOIO ISl Ofiep -
>KaHHSI Ta BUBUEHHS MPOTUTYOEPKYIbO3HUX BJIACTHU -
Bocteil N-R-aminiB 1-dypdypui-4-rinpokcu-2-okco-
1,2,5,6,7,8-rekcarigpoxiHojiH-3-KapOOHOBOI KUCIIO -

™ (la-s1), IpUYOMYy MM CBIiZOMO OOMEXMIM KOJIO
JOCHiIXKyBaHUX CITOJYK JIMILIE aHUTiTaMu Ta TeTepuJI -
aMizaMu, OCKIbKA 4-TiIpOKCHU-2-0KCOXiHOJIH-3-aJ1 -
KimkapOoKcaMiau, SIK IpaBuIo, Ha MiKoOaKkTepil Ty-
OepKyJIbO3y MPaKTUYHO He BINIMBAIOTH [22, 23]. V
CUHTe3i BUCXiTHOro etusioBoro edipy l-pypdypu-
4-rimpokcu-2-okco-1,2,5,6,7,8-rekcarigpoxiHOJiH-

3-kap0O0oHOBOI KMCIOTH (7) BUKOPUCTaHA 3alIPOIIOHO -
BaHa HaMM padime cxeMa [24], TOOTO IomepemHE
OJlep>KaHHS peakli€lo eTUILMKIOreKCaHOH-2-Kapo -
okcunary (2) 3 dypdypuiaminom ocHoBu Iludda 3,
sIKa Hamadi JOBIJIbBHO TayTOMEPU3YEThCS B €HaMiH 4
(cxema). AIMUTIOBAaHHSI OCTAaHHBOTO €TOKCHUMAJIOHII -
XJIOPUIOM AA€ aHimia 5, micist oOpoOKU SIKOTO eTuja -
TOM HaTpil0 B CepeloBUIlli 0E€3BOJHOIO €TUJIOBOTO
CIUPTY i OyJIO BUIIJIEHO XiHOJOH 7. ¥ CBOIO yepry,
eTIJIOBUI edip 7 JIETKO aMiIyeThCS SIK aHUTIHAMU, TaK
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Tabnuug 1

Xapaktepuctnkn N-R-amigis
1-dbypdypun-4-rigpokcn-2-okco-1,2,5,6,7,8-rekcarigpoxiHoniH-3-kapboHoBoi kncnoth (1a-a)

Cro- EmnipnyHa T.nm, °C 3HalneHo, % Bupaxysaro, % Buxin,, % MpotnTyGepKynpo3-
nyka dopmyna C H N C H N Ha aKTUBHICTL*

la C21H20N204 166-168 69,31 5,64 7,60 69,22 5,53 7,69 90 0
16 C22H22N205 133-135 66,92 5,70 717 66,99 5,62 7,10 87 0
8 C22H22N205 177-179 66,90 5,72 714 66,99 5,62 7.10 91 0
r C23H24N205 152-154 67,55 5,86 6,94 67,63 5,92 6,86 88 0
It C22H21CIN2Os | 205-207 61,69 4,88 6,46 61,61 4,94 6,53 86 0
le C22H21BrN204 173-175 57,70 4,7 6,18 57,78 4,63 6,13 80 0
X C21H19FN204 160-162 66,07 5,12 7,26 65,96 5,01 7,33 92 6
13 C21H19FN204 | 200-202 | 65,93 5,05 7,30 65,96 5,01 7,33 91 0
n C1H19CIN204 155-157 63,17 4,72 7N 63,24 4,80 7,02 89 8
1i CnHi18CIoN204 | 173-175 58,28 4,26 6,39 58,21 4,19 6,47 86 5
K C21H19BrN204 | 147-149 56,83 4,27 6,29 56,90 4,32 6,32 89 21
n C21H19BrN204 | 196-198 56,81 4,24 6,27 56,90 4,32 6,32 93 0
™ C29H25N304S | 244-246 68,15 5,02 8,13 68,08 4,93 8,21 82

H C20H19N304 217-219 65,81 5,30 1,44 65,74 5,24 11,50 85

1o C20H19N304 159-161 65,70 5,17 11,57 65,74 5,24 11,50 87 12
n C20H19N304 156-158 65,68 5,19 11,59 65,74 5,24 11,50 82 27
p C20H19N305 193-195 63,06 5,12 11,10 62,99 5,02 11,02 77 67
c C21H21N304 121-123 66,40 5,47 11,00 66,48 5,58 11,07 74 70
7 C21H21N304 144-146 66,36 5,51 1,14 66,48 5,58 11,07 83 57
y C21H21N304 192-194 66,55 5,67 11,13 66,48 5,58 11,07 80 17
() C21H21N304 170-172 66,57 5,64 11,02 66,48 5,58 11,07 86 37
X CigH17N3045S 177-179 58,33 4,72 1,22 58,21 4,61 11,31 75 50
y C22H23N306S | 106-108 57,68 5,01 9,27 57,76 5,07 9,18 78 53
14 CogH31N304S | 246-148 | 66,46 6,15 8,38 66,51 6,18 8,31 80 73
W C22H19N3045 235-237 62,77 4,64 10,05 62,69 4,54 9,97 84

Mo | Co2H18BrN3O4S | 259-261 52,75 3,52 8,31 52,81 3,63 8,40 90

1 C23H21N304S | 252-254 | 63,53 4,95 9,53 63,43 4,86 9,65 86 19

* MpurHideHHs pocty (B %) Mycobacterium tuberculosis H37Rv ATCC 27294 B KoHUeHTpauii 6,25 M Kr/mn

i reTepuIaMiHaMu, YTBOPIOIOYM BiIMOBiAHI aminy la-s
3 BUCOKUMH Buxomamu (Tabi. 1).

Bci onepxani noxinHi 1-¢ypdypui-4-rimpokcu-2-
okco-1,2,5,6,7,8-rekcariapoxiHoiH-3-KapOOHOBOI KHC -
JIOTU SIBJISTIOTh CO0O0I0 0e30apBHiI KPUCTAJIUHI pedo-
BUHM, po3unHHi B M ®A ta IMCO, Maiopo3unHHi
B CIUPTi (32 BUKJIIOUEHHSIM edipy 7), MpakKTUIHO
HEpPO3UMHHI Yy Bofi. s MiaATBEpIKEeHHS iX OymoBU
BUKOPUCTaHIi eJIeMEHTHMI aHai3 (Tabi. 1) Ta cekrT-
pockomis SIMP 'H (Tab6:n. 2). CurHanm MpoTOHIB BCiX
MPOTOHOBMICHUX (DYHKIIOHATBHUX TPYH y CIIEKTpax
IMP 'H B LIIJIOMY iHTePHPETYIOThCSI TOCUTh JIETKO.
IleBHi TpyaHOII BUHMKAIOTH JIMIIIE TIPU CIIPOOi 3po-
OUTH BiTHECEHHSI CUTHAIIB IIPOTOHIB KOHKPETHO Ti€l
YM iHIIOI METUJIEHOBOI JIAHKU TiApOXiHOJIiHOBOTO i1 -
pa. Ha nipuxiani egipy 7 mokasaHo, 110 B CIIEKTpax
BOHU MPOSBIASIOTbCS YOTUPMA MYJbTUILJIETAMM iH-
teHcuBHicTioO 2H KoxHuMit B obsacti 1,61-2,81 Mm.1.
(puc. 1). BpaxoByrouu XiMiuHe OTOYEHHSI, MOXKHA CTBEp -
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JIKYBATH, 1110 Y BITHOCHO CJ1aOKOMY I10JIi 3HaXOAIThCS
CUTHAJIU OJM3bKMUX 32 MArHiTHUMU BJACTUBOCTSIMU
5-CH; ta 8-CH» rpym, tomi sik curHamm 6-CHy i
7-CH32 rpym 3cyHyTi B OiK cvibHOTO Tojis. IHakiie
KaxXy4u, 3aJa4da JeIIO CIIPOIILYEThCS i (PAKTUYHO 1O -
JISITa€ Yy HEOOXiTHOCTI BUBHAUUTUCS 3 OJHUM i3 CUT-
HaJIiB B KOXHIil 3rafaHiil mapi. Bupimmt o3HaueHy
npoGyiieMy BIajgocs, 3acCTOCYBaBIIM OAWH 3 O00pe
BimoMux crieiagpHuX npuitomiB AMP, a came roMmo-
sanepHuil epekt OBepxaysepa (AEO) [25].

B edipi 7 Haii6inbi iHdopmatuBHuM € AEO Mix
N-CH3 rpynoro Ta METUJIEHOBUMM MPOTOHAMHU IPHU
C-8. B ekcrniepumeHTi Ipu HacuueHHi curHairy N-CH 2
(5,17M.11.) criocTepira€Thbes 3pOCTaHHS Maiixke Ha 8%
CUTHAJy 3 XiMiuHUM 3cyBoM 2,8Im.m. i Ha 0,5%
curHaiy nipu 6,28m.4a. (puc. 2). 3 IBOro Ciimye, 1o
MYJABTUILIET OpHU 2,8 1M.1I. BiAIIOBiga€ MPOTOHAM TPy -
nu 8-CHp, a curHam B apomMaTWy4Hiil o0macTi Ipu
6,28 M.I. — TIPOTOHY B TOJIOXXEeHHi 3 (ypaHOBOTO
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Tabnuuga 2

Cnektpu AMP 'H N-R-amigis 1-dbypdypun-4-rigpokcm-2-okco-1,2,5,6,7,8-rekcariipoxiHofiH-3-kapOoHOBOT

kmucnotn (1a-4)

XiMiYHi 3cyBU, 8, M. 4.*

Cno- 1-N-ypdypun rekcarigpoxiHonoH
nykKa
y SH | 4H | 3H | NCH, | 8CHa | 5-CH, | 7-CH2 | 6-CH2 R
(H, c) | (H, 1) | (1H, 8) | (2H, ©) | (2H, m) | (2H, M) | (2H, M) | (2H, M)
7,68 (2H, #, 2,6-H); 7,31 (2H, 7, 3,5-H);
1a 7,60 6,42 6,33 5,30 2,87 2,42 1,81 163 | 746 (1H. 7. 4-H)
7,30 (H, ¢, 2-H); 7,22 (2H, ™, 4,5-H);
16 7,59 6,41 6,35 5,32 2,87 2,4 1,79 165 | 674 (1H. 1. 6-H): 3.79 (3H. ¢. OCHs)
7 66 (2H, o, 3,5-H); 6,93 (2H, a, 2,6-H);
1B 7,58 6,43 6,34 5,32 2,89 2,44 1,81 1,64 75 (3H. ¢ OCHs)
7,50 (2H, g, 3,5-H); 6,91 (2H, &, 2,6-H);
r 7,58 6,42 6,31 5,31 2,88 2,44 1,80 166 | 403 (2H. k. OCHa): 1.35 (3H. T, Cha)
8,43 (H, ¢, 6-H); 7,04 (1H, o, 4-H);
1n 7,59 6,42 6,33 5,30 2,88 2,42 1,82 163 | 695 (1. &, 3.H): 3,97 (3H, ¢, OCHY)
7,64 (1H, o, 6-H); 7,50 (1H, ac, 3-H);
Te 7,58 6,43 6,35 5,32 2,86 2,43 1,81 165 | 725 (1. o 5-H): 231 (3H. ¢, CHs)
7,62 (H, o, 2-H); 7,40 (1H, 1, 4-H);
X 7,59 6,43 6,36 5,32 2,88 2,43 1,82 164 | 755 (H. 1. 6-H): 6.95 (1, 1. 5-H)
13 7,57 6,42 6,34 5,30 2,86 2,44 1,80 1,63 ,64 (2H, 1, 3,5-H); 7,20 (2H, aa, 2,6-H)
82 (H, ¢, 2-H); 7,49 (H, o, 6-H);
M 7,58 6,41 6,33 5,32 2,88 2,42 1,82 1,65 30 (H. 7 5-H). 710 (H. A1 4-H)
i 2 (H, o, 6-H); 7,62 (1H, ¢, 3-H);
1i 7,57 6,43 6,34 5,30 2,87 2,44 1,82 1.64 o (H 1 5-H)
99 (1H, ¢, 2-H); 7,50 (1H, T, 5-H);
1K 7,57 6,41 6,35 5,31 2,89 2,43 1,81 1,66 'S4 QH. . 46-H)
n 7,59 6,43 6,31 5,30 2,88 2,42 1,80 1,65 | 7,66 (2H, o, 3,5-H); 7,42 (2H, A, 2,6-H)
8,09 (2H, g, H-2,6 Ph); 7,87 (2H, g, H-3,5 Ph);
™ 7,58 6,44 6,32 5,31 2,88 2,4 1,79 1,64 | 7,91 (1H, @, H-4"); 7,88 (1H, ¢, H-7");
7,35 (1H, o, H-5"); 2,48 (3H, ¢, CH3)
TH 7,59 6,42 6,33 5,30 2,86 2,43 1,78 1,63 | 8,59 (2H, o, 2,6-H); 8,48 (2H, &, 3,5-H)
8,79 (H, ¢, 2- H), 8,37 (H, o, 6-H);
1o 7,58 6,43 6,35 5,31 2,88 2,45 1,80 165 | 8’08 (1. A 4-H): 7.40 (H. 1. 5-H)
8,77 (1H, n, 6-H); 8,31 (1H, o, 3-H);
n 7,59 6,44 6,34 5,32 2,85 2,41 1,76 164 | 805 (H. 1 4 H): 7,41 (H. T 5-H)
10,08 (1H, ¢, OH-Py); 7,89 (1H, &, 6-H);
1p 7,57 6,40 6,31 5,30 2,87 2,43 1,78 166 | 756 (H. 54 H): 7,05 (H, T, 5.11)
8,30 (H, &, 6-H); 7,74 (1H, g, 4-H);
1c 7,56 6,41 6,32 5,31 2,86 2,44 1,79 165 | 7% (. 1.5.H): 2,92 (3H, ¢ CHs)
8 21 (H, g, 6-H); 7,99 (1H, ¢, 3-H);
17 7,60 6,45 6,32 5,29 2,87 2,44 1,80 1,64 00 (H. 1, 5-H): 2.35 (3H, ¢. CHs)
8,18 (1H, ¢, 6-H); 8,02 (1H, A, 3-H);
1y 7,58 6,42 6,31 5,30 2,90 2,41 1,79 165 | J'66 (H. & 4-H): 2.23 (3H. ¢. CH3)
7,93 (H, A, 3-H); 7,74 (1H, 1, 4-H);
1 7,59 6,43 6,33 5,31 2,88 2,45 1,77 162 | 698 (1H. 1. 5-H): 2.38 (311, . CHs)
1X 7,58 6,42 (2H, m) 5,28 2,89 2,45 1,79 1,61 | 7,41 (1H, o, 4-H); 7,05 (1H, g, 5-H)
7,13 (1H, ¢, 5-H); 4,12 (2H, k, OCHy);
1 7,59 6,41 (2H, m) 5,30 2,90 2,46 1,78 163 | 570 (2. ¢ CHaCOO): 119 (3H, 7, CHa)
6,84 (1H, ¢, 5-H); 2,01 (3H, ¢, y-H agamaHTaHy);
T4 7,57 6,42 (2H, m) 5,31 2,91 2,44 1,77 1,60 1,89 (6H, ¢, 8-H apamaHTaHy);
1,70 (6H, ¢, B-H anamaHTaHy)
7,94 (H, o, 7-H); 7,77 (H, g, 4-H);
1w 7,57 6,40 (2H, m) 5,29 2,85 2,40 1,79 V61| 725 (1. T 6-H) 7,32 (H. 1. 5.H)
8,23 (H, ¢, 7-H); 7,82 (1H, o, 4-H);
Tio 7,60 6,44 6,36 5,30 2,88 2,43 1,81 162 | S84 (H. 4 5-H)
7,68 (H, ¢, 7-H); 7,63 (H, o, 4-H);
19 7,58 6,43 6,36 5,32 2,90 2,41 1,82 163 | 500 (1. & 5-H): 2,48 (3. ¢, CHs)

* CurHanu npoTtoHiB 4-OH-rpyn nposBnsioTbCs CUHrmeTamn B obnacti 15,64-14,12 m.a.; npotoHi B NH-rpyn amigHux
parmMeHTiB ~ cMHrNeTamun npw 13,63-12,50 m.4.
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Puc. 1. Cnektp SIMP 'H etunosoro edipy 1-dypdypun-2-okco-4-rigpokcn-1,2,5,6,7,8-rekcarinpoxiHosiH-3-kapOoHoBOT
kncnotn (7) - curHan npotoHy 4-OH-rpynu npu 13,35 M.4. 3@ 6pakoM Micls He HaBeaeHo.
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Puc. 2. ®parmeHT cnektpa AMP 'H edipy 7:ekcnepumeHT 3 AEO ~ HacuyeHHa curHany npu 5,17 M.A4.
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Puc. 3. ®parmeHT cnektpa AMP 'H edipy 7:ekcnepumeHT 3 AEO - HacuyeHHa curHany npu 2,81 m.A4.

Kinbist. ITpyu HacuuyeHHi curHany 8-CHp, HaBmakwu,
Ha 8% 3pocTae iHTeHCUBHICTh curHany rpymu N-CH2
i, kpiMm TOTO, Ha 5% CHTHAIY 3 XiMiYHHUM 3CYBOM
1,70 m.a. (puc. 3). JlaHuii ¢pakT 103BOJISIE OMHO3HAYHO
oxapakTepu3yBaTy MyJbTUILICT pu 1,70 M.1. sIK TOH,
1110 3yMOBJIeHUI ITpoToHaMmu Iipu C-7. Takum YuHOM,
CUTHAJIN YCiX METHJICHOBHUX JIAHOK TiIPOXiHOJIIHOBOTO
LIMKJTY BAAETHCS PO3MiZHATU JOCUTH HAIiliHO.

HocnimkeHHsT TPOTUTYOEePKYIbO3HUX BIaCTUBOCTEM
CMHTE30BaHUX PeYOBUH MpoBeleHi B HallioHaibHOMY
IHCTUTYTI azeprii Ta iHdexuiitHux 3axBopoBaHb (CIIIA)
pamioMeTpUYHUM MeTomoM [26, 27| BimHOCHO Myco-
bacterium tuberculosis H37Rv ATCC 27294. Hage-
JIeHi B Taba. 1 ekcriepuMeHTaNbHiI JaHi TTepBUHHOTO
MIKpOOIOJIOTIYHOIO CKPHHIHTY II€PEKOHJIMBO CBiT4aTh
npo Te, 110 BBeAeHHS (GyphypWIbHOTO 3aUIIKy B
MOJIOXKEeHHSI | rekcarigpoXiHOJIiHOBOTO siapa MPUBO -
INTh JO CYTTEBOTIO MOCUJICHHS aHTMMiKOoOaKTepiab-
HOI Mii MOPiBHAHO 3 BIANOBITHMMM aMigaMy He3a-
mimeHux [28] Ta 1-N-uuknonponiibHux [24] noxin-
Hux. PazomM 3 TuUM, HaBiTb Taka Moaudikallis He
JIO3BOJISIE B MOBHIl Mipi JOCSITTH aKTUBHOCTI HETiIpO -
BaHUX B O€H30JIbHIl YaCTHHI XiHOJIiIHY aHaJIOTiB, X04a
B LIJIOMY 1 CITIOCTEPiraroThCs CXOXKi TEHIECHIIi1 B 3MiHi
MPOTUTYOEPKYIbO3HUX BIIACTUBOCTEM 3aJIEXKHO Bif Xi-
MIiYHOI CTPYKTYpHM aMimHoro yrpynyBaHHs. Tak, Ha-
MPUKJIa, HASIBHICTb MipUIMI-2- 91 Tia30JIi1-2-aMil -
HOro (hparMeHTiB MOXHa BIEBHEHO BBaXkKaTW CIIPU-
SITTUBUM (haKTOPOM, TOJi SIK aHLTIAW BUSIBUIIUCS Ma-
JIOAKTUBHUMU, MMPUYOMY aJIKiJIbHI YU ATKOKCUTPYIIH,
a TaKOX ITapa-3aMiCHUKY He3aJeXXHO Bif IX IIPUPOIH,
dK 1 ciig OyJo 4YekaTu, TOBHICTIO N1€3aKTHUBYIOTh
MOJIEKYTY.

EKcnepmmeHTaana YacCTUHa

Cnekrtp AMP 'H edipy 7 Ta excriepumeHT 1o SIEO
BUKOHAHO Ha cnekTpoMeTpi Varian Mercury-400 (po-

O6oua vactoTta ckjagae 400 MI'u) 3a craHmapTHOIO
Mmeronukolo 1D-NOE, gka BXoguTb B MaTeMaTU4YHe
3abe3rnedyeHHs 1boro mnpwiamy. Crexkrpu SIMP 'H
aMmigiB la-g 3apeecTpoBaHi Ha npuiaani Varian Mer-
cury-VX-200 (poboua yactora ckiagae 200 MI'). B
ycix Bumaakax po3uMHHUK JIMCO-Dg, BHyTpilIHii
crangapt — TMC. Y poOoTi BUKOpPUCTaHi KOMEp-
LiliHI eTUJIOBUIA edip IMKIOTeKCaHOH-2-KapOOHOBOI
KuciaoTu Ta dypdypunamin ¢ipmu “Fluka”.
ErunoBuii edip 1-dypdypun-4-riapokcu-2-okco-
1,2,5,6,7,8- rekcarinpoxiHoJiiH-3-KapOOHOBOi KHCJIOTH
(7). Cymim 17,02 1 (0,1 Mosib) eTUIILIMKIOTEKCAHOH -
2-kapookcunaty (2) ta 11,5 mi (0,13 Monb) dypdy-
pUJIaMiHy iHTEHCHMBHO MEPEMIIIYIOTh IPU KiMHATHINI
temriepaTypi rmpotrsrom 1 rogunau. Iicas uporo peak-
HiiHy cymiin migirpiBarots g0 50°C, MpoaoBXyOUn
MepeMilllyBaHHS 1€ TIPOTITOM 5 TOAWH. 3aIUIIAIOTh
Ha noOy mpu KiMHaTHiM TemmnepaTypi. Hammuiiok
bypdbypunaminy BiaraHsIOTh. 3aJIUIIOK PO3YUHSIOTH
B 200 mn CH2Cly. Bigransitors 6ias 50 MJI poO3UMH-
HUKa, BUAAISIOUM y BUIJISIAI a3e0TpoOMy BOMY, sIKa
YTBOPWJIACH BHACHIIOK peakilil IMKJIOTEKCAHOHY 2 3
aminoM. JIo omep:kaHOro po3umHy amiHo-edipy 4 B
CH)Cl nonaroth cniouatky 14 M (0,1 Moinb) TpueTui-
aMiHy, a MOTIM IIpM MepeMilllyBaHHI Ta OXOJIOIKEHHI
— 15,05 r (0,1 Monb) erokcumanoHinxaopuny. Ye-
pe3 5-6 ronuH [0 peakuiitHoi cyminti gomaoTts 300 M
XOJIOJHOT BOMAM 1 TTICJIST IEPEMITITYBAHHS BiTOKPEMITIO -
I0Th OpraHiyHuit map. Pozuun amigo-edipy 5 8 CH2Clp
cymath Hag 6e3BogHuM CaCly. Po3umHHUK Bumais-
IOTh B KiHII i 3HMXKEHUM THCKOM. Jlo 3aauiinky
JIOMAI0OTh pO3UUH eTunaTy Harpiwo [3 4,6 T (0,2 Moib)
MeTajiyHoro Hartpito i 150 M abCoMOTHOTO €TUJIO-
BOTO CITMPTY], HArpiBamTh IO KUIMIHHS i 3aJIMIIAIOTh
Ha 3 TOOWMHM NpU KiMHaATHiN Temmneparypi. JomarmoTh
500 mu xomomgHoi Bomu, minkucaoiots HCI go pH 4.
Ocan edipy 7 BindinbTpOBYIOTh, IPOMUBAIOTH BOJIOIO,
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cymathk. Buxin cknamae 26,6 v (84%). T.mn. — 103-
105°C (etanomn). Criektp SIMP H: 13,35 (1H, c, OH);
7,58 (1H, c, 5’-H ¢ypany); 6,42 (1H, 1, 4’-H ¢dypa-
HY); 6,28 (1H, 1, 3’-H ¢ypany); 5,17 (2H, ¢, NCH?»);
4,31 (2H, x, OCH2CH3); 2,81 (2H, M, 8-CH?»); 2,39
(2H, M, 5-CH2y); 1,70 (2H, M, 7-CH3); 1,61 (2H, M,
6-CH»); 1,29 m.a. (3H, T, OCH2CH3). 3HaitneHo, %:
C 64,45; H 6,12; N 4,33. C17H19NOs5. BupaxysaHo,
%: C 64,34; H 6,03; N 4,41.

N-R-Amimu 1-¢dypdypui-2-okco-4-rizpokcu-1,2,5,
6,7,8-rekcariapoxiHoin-3- kapooHoBoi kuciotu (1a-s).
3araspHa MeTOAMKA oxep:KaHHA. PeTebHO 3MilllyloTh
3,17 1 (0,01 Monn) etunoBoro edipy (7) Ta 0,01 Mosb
BiJIMOBIIHOTO TeTepUaMiHy YW aHiIiHy (IIpU BUKO-
PUCTaHHI aMiHiB 3 BUCOKUMHU TeMIIEpaTypaMHU ILJIaB-
JIeHHS a00 3MaTHUX 10 CyOJTiMallii B peakiliiHy CyMilll
nponatoTh 1 M IM®DA), micis 4oro cymilll BUTPUMY -
IOTh Ha MeTaliuHii 6axi npu 160-165°C mpotsirom

JlitepaTtypa

5 xB. PeaxiiiiiHy CyMilll OX0JI0KYIOTh, 1oAatoTh 20 M
€TaHOoJy, NepeMilllyIoTh, ocan aminy (1) BiagiabTpo-
BYIOTb, NTPOMHUBAIOTh CIUPTOM, cyiiaTh. Kpucrani-
3y10Tb 3 [IMDA.

BucHoBKM
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aminiB 1-dypdypuiazamimeHoi 4-TiIpoKcu-2-0Kco-
1,2,5,6,7,8-rexcarigpoxiHojiH-3-KapOOHOBOI KUCJIO -
TH, OymoOBa SIKMX TiATBEpAXKEeHa €JIeMEHTHUM aHa-
JizoM Ta criektpamu SIMP 'H.

2. IlpoBeneHi MiKpoOiOIOTiUHI HOCTIIXEHHS 10 -
3BOJIMUIM BUSIBUTU Psifi LIKABUX 3arajlbHUX 3aKOHO -
MipHOCTe! B3a€MO3B’I3KY MiX XiMiUHOIO CTPYKTYPOIO
aMiTOBaHUX TTOXiTHUX 2-0KCO-4-TiIpOKCUXiHOJIH-3-
KapOOHOBMX KHCJIOT Ta iX IPOTUTYOEpPKYJIHO3HOIO
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