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XiHONIH Ta WOT0 KOHJICHCOBAaHI aHAJIOTH
ABNSAIOTh COOOI0 BAXIMBUN KiIac CIOIYyK 3
IIMPOKHAM CIEKTPOM Gi0JIOTidHOI aKTUBHOCTI [1-
13]. Bararo moXigHHX XIiHOJIIHY BUKOPHUCTO-
BYIOTBCS SIK CYOCTpaTH B OpraHIYHOMY CHHTE31
Ta MOJICKYJSIPHOMY HIH3aifHi (apMaKoIOTidHO
aKTHBHHX pPEYOBMH 3 pi3HOIO miero [14, 15].
BupgineHo winuii psn NpUPOTHHUX CIONYK, SIKi
MICTATh XIiHOJIIHOBUH (parMeHT i BHKOPHUCTO-
BYIOThCS SIK JIIKapchki 3acobu [16]. AnemtoBaH-
HS a30JI0- Ta a3WHO-TETEPOLHKIIIB JO OCTOBa
XIHOJNIHY pO3MIAPIOE  MOMKJIHUBOCTI  TOMIYKY
010JIOTIYHO aKTUBHUX CIIONYK y IHOMY PSIy.
Haiizpyunimnm ta HaileeKTUBHIIIUM METOJOM
AHCITFOBAHHS JTOJIATKOBUX IUKJIIIB 70 XIHOJIHY €
peakii enexTpodiTbHOT BHYTPIIITHBO-
mosekysipHoi nukmizanii (EBLI) #ioro Henacu-

X

YEHUX IMOXIAHUX PI3HUMHU eNeKTPOPITEHIMU
pearentamu [17-36]. Tomy cuHTe3 pamHie
HEB1IOMUX TOJIIUKIIYHAX TOXITHUX XIHOJIHY €
aKTyaJIbHOKO MPOOJIEMOIO.

Sk MomenbHHM 00’ €KT  JOCHIIKCHHS

BUKOPHCTAHO 2-MeTajIiITIOX1HOJIH-3-Kap0-
anpreriny okcuMm 2. MoJenpHUHA  OKCHUM
OTPUMYBAJIH peaxIiieto KOHIeH Al
METaJILTBHOTO TioeTepy XiHOJTiH-3-KapO-

aNbJIETiy, 32 METOANKAMH, SKi BXKe anpoOoBaHi
Ha iHMUX 2-pYHKUIOHANI30BaHUX XiHOMiH-3-
kapbanpaerimax  [37, 38]. HarpiBauus  2-
METaNIITIOXIHOMIH-3-KapOaabAeriay 1 3
TiAPOKCUIIaMiH TiAPOXJIOPUIOM B IMPUCYTHOCTI
TiApOKCHAY Kalilo B CEPelOBUINI ETAaHOIY
IPUBOANTH 0 YTBOPCHHS OKCUMY 2.

Me

BynoBy opepikaHOro XiHONIHOKCHMY 2
MiATBEpKEHO crektpamu SIMP ", a ckuax
ejleMeHTHUM aHaiizoM. B cmektpi [IMP crmin
BIIMITUTH  XapakTepHI CHUTHAJIH MPOTOHIB
XIHOJIHOBOTO ~ MHKJIYy Ta  METAIJILHOTO
(dparmMeHTa, a BIACYTHICTH CHUTHAly IPOTOHY
aNbJETiAHOI TPYHNH Y BUTISAL CHHTJIETY NIpU
10.30m.4. (CHO) [25] Ta mosiBa CHHIIETY MpH
11.76 mu. (OH) 3acBimuye yTBOpEHHS 2-
METaJiNTio-3-TiAPOKCHIMIHOMETHIXiHOMIHY 2.

Mogenpuuii  okcuM 2 IiKaBUH I
JIOCITIJDKEHHST ~ perioXiMii  peakmiid  eleKTpo-
¢inpHOI  mmkimizamii, 060 Mae  JeKigbKa
HYKJIeO(DIbHUX UEHTPiB, a caMe KpaTHUH

—N-OH
NH,OH-HCl, KOH @Y

= > —

NS EtOH Z N s

1 2

3B’ 130K METaJIIILHOTO 3aMICHHKA,
CHIOIMKIIIYHUHA HITPOTeH XIHOJIHY,
SK3OIMKIIYHNA HITPOTeH IMIHHOI TpymH Ta
eK30IMKIiYHuE atoMm okcureny OH-rpymu. 3
JaiTepaTypHMX JaHuUX Bigomo [25], mo 2-
MeETaNITIOXIHOMH-3-kapOanpaeriny 1 perio-
CCJICKTHBHO  ITUKJI3yEThCSA TaJIOTEHAMHU  JI0
TPUTAJIOTCHIJIB Tia30JOXIHOMIHIIO aHTYJIAPHOT
OynoBu. Y BHIAAKy OKCHMY 2 OpOMYyBaHHS
MOXE TPOXOAWTH 3 YTBOPEHHSIM MPOJTYKTIB
npueaHanHs [5] abo nmpoaykTiB nukmizamii [17-
19, 21-27, 30, 31, 33-36RcTaHOBIEHO, IO ITPH
OpoMyBaHHI METANJIBHOIO XIHOMIHOKCUMY 2
IUKJTi3allis  BiOYBAa€ETbCS 3a YYacTIO €HJO-
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OUKJITIYHOTO HITPOTEHY XIHOJIHY 3 YTBOPEHHSIM
paHile HEOMHMCAaHOI AHTYJSPHOI CTPYKTYpH —
Tia30JI0XiHOMIHIK  Tpubpominy 3. BymoBy
TpuOpoMiny 3 TIATBEPIKEHO CHEKTPAIbHO
(SIMP 'H). B cmektpi Tpubpomigzy 3 diTKO
BUJIHO CHTHAIM MPOTOHIB OKCHMHOI TPYIH TIPH
12.36M.4., O CBIMYUTH MPO HE3AISHICTH ITi€l

Me

BucnoBku

TakuM 9WHOM, B pe3yibTaTi MPOBEACHUX
JIOCITIDKEHb OTPUMAaHO paHillleé HEONMCAaHUN B
miTepartypi 2-MeTanminTio-3-riIpoKCoiMiHO-
METHJIXIHOJIH Ta MPOBECHO HOro OpOMyBaHHS.

JoBseneHno, 1m0 OpPOMOITMKIII3AMiS  METaJIiI-
TiIOX1HOMIHOKCHUMY BiZOyBa€eTHCS perio-
CCNICKTUBHO 3  YTBOPEHHSAM  aHTYJSIPHOTO
TPUOPOMITY 1-6pomomernin-4-((rizpoxcu-

iMiHO)MeTH)-1-MeTri-1,2-muriaporiazono[ 3,2-

alxinomin-104r0. JlaHa TpUIMKIiYHA  CLIb
MMOTEHIITHO MOXKE€  BOJIOAITH  OlOJIOTIYHOIO
aKTUBHICTIO.

EKCl'lepl/IMeHTa.leHa YacTHHA

Crnektpu SIMP BumipsHo Ha CHEKTpO-
MeTpi Mercury-4003 po6o4or 4acToTO s
'H 400 MT'u. ToYKH TOILICHHS BUMIpIOBAIH Ha
npunani Stuart Melting Point 30.

2-MeTtanintioxinoJin-3-kapéansaeriy 1
OTPHMAaHO 32 METOIAHMKOIO [23].

2-MeraJtinTtio-3-rizpokcoiMinomMeTn -

xinogin 2. Jlo 0.005momp MeTamiinbHOrO
tioetepy 1 B 15 Mn eraHody mAomaioTh
0.005mom1B JIY’KHO-CITUPTOBOI'O PO3UHHY
rigpoxnmopuny — rigpokcwiaMminy.  PeakuiiiHy

cyMim HarpiBaioTh 3 ronuau. Ocan QinbTpyIOTh
Ta KPUCTAJI3YIOTh 3 ETUJIOBOTO CIHPTY.

Buxin 56%, T,, 125-126C. 'H SIMP
(AMCO-dg): 6 11.76 ¢, 1H), 9.06 ¢, 1H), 8.36
(n, J=7.6I'y, 1H), 7.92 f, J= 7.2I'y, 1H), 7.85
(n, J= 7.2T'y, 1H), 7.69 £, J= 6.8['y, 1H), 7.48
(t, J= 6.8I'u, 1H), 5.09 ¢, 1H), 4.84 ¢, 1H),
4.02 ¢, 2H), 1.78 ¢, 3H).

2 Br2

CHCl3, 6h

rpynu B OuKiIi3amii. Xapakrep MposiBy CHUTHAJIB
amdaTHyHux MIPOTOHIB KOPEJIIoe 3
aHAJOTIYHUMH, SK IS OMHCAaHWX B JITEpaTypi
[25]. B criextpi [IMP cain BigMiTUTH 3MillIEHHS
B ClIabKe TIOJIe CIIEKTPY CHTHAIIB TIPOTOHIB
xiHojiiHoBoro nukiay Ha 0.3-0.6M.4. Ta mpoToHY
OH rpynu Ha 0.6M.4.

BI’S

3
Br

Bupaxysano, % mna CyyH14N,OS: C,
65.09; H, 5.46; N, 10.84; S, 12.8haiineHo, %:
C, 65.01; H, 5.38; N, 10.77; S, 12.33.

1-Bpomomeruni-4-((rigpoxcuimino)me-
THI)-1-MeTni-1,2-qurinporia3ono[ 3,2-
a]xinoain-10-iit Tpudpomin 3. To 0.005mois
2-MeTaiITio-3-TIAPOKCOIMIHOMETHIIXIHOMIHY 2
B 15 mn xmopodopmy mpomatote 0.01mons
po3uuny Opomy B 10 mn  xmopodopmy.
PeakiitHy cymimn mnepeMmimyioTh 6 TOAWH HpU
KiMHaTHIH Temmeparypi. Ocax QiTBTPYIOTS,
HIPOMUBAIOTH XJIOPOPOPMOM.

Buxin 68%, T,, 182-183C. 1H SIMP
(DMSO-d6):5 12.36 €, 1H), 9.06 ¢, 1H), 8.64
(m, J= 7.6I'u, 1H), 8.51 (c, 1H), 8.2 ( J= 7.2
I'u, 1H), 8.03 ¢, J= 7.2I'u, 1H), 7.84 ¢, J= 7.2
I'u, 1H), 4.80 {, J= 12.0l'u, 1H), 4.39 f, J=
12.0Tu, 1H), 4.00 §, J= 12.0I'a, 1H), 3.85 f,
J=12.0l'y, 1H), 2.23 ¢, 3H).

Bupaxysano, % mis CyH14BryN,OS: C,
29.07; H, 2.42; N, 4.84; S, 5.53uaiineno, %:
C, 29.00; H, 2.36; N, 4.75; S, 5.48.
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SYNTHESISAND BROMINATION OF 2-METALLYLTHIO-3-
HYDROXYIMINOMETHYLQUINOLINE

Sabo T., Zapototskyi M., Kut D., Kut M., Filak I., Onysko M., Lendel V.

Uzhhorod National University, Pidhirna ., 46, 88000 Uzhhorod, Ukraine;
e-mail: kutmykola@ukr.net

Quinoline and its condensed analogues are an iangastass of heterocycles with a wide range
of biological activity. Many quinoline derivativeare used as substrates in organic synthesis and
molecular design of pharmacologically active substa with different effects. Its reported a number
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of natural compounds containing a quinoline fragnae used as drugs. The annulation of azole and
azine heterocycles to the quinoline backbone exp#me search for biologically active compounds in
this series. The most convenient and most effeatiethod of annulation of additional cycles to
quinoline is the reaction of electrophilic intramollar cyclization of its unsaturated derivativathw
various electrophilic reagents. Therefore, the lsysis of previously unknown polycyclic quinoline
derivatives is an urgent problem.

The purpose of this work is to study of the regiestivity of the process of electrophilic
intramolecular cyclization of 2-methallylthio-3-(tisoxyiminomethyl)quinoline.

The model oxime was obtained by the condensatiomactimm of 3-formyl-2-
methalylthioquinoline with hydroxylamine hydrochide in an alcohol-alkaline medium. 2-
Methallylthio-3-(hydroxyiminomethyl)quinoline hagweral nucleophilic centers for studying of the
regioselectivity of electrophilic heterocyclizationa multiple bond of a methallyl fragment, an
endocyclic nitrogen atom of quinolone cycle, anagxtic nitrogen atom of an imino group and an
exocyclic atom oxygen oDH- group. During the bromination of such an oxinfee formations of
both a linear and angular tricyclic system are fssit was found that when brominated with a
double excess of bromine in chloroform medium, thi@zole cycle is annealed to the quinoline
backbone to form 1-bromomethyl-4-((hydroxyimino)imgj-1-methyl-1,2-dihydrothiazolo[3,2-a]-
quinolin-10-ium tribromide.

Thus, as a result of the performed research, tmeetBallylthio-3-(hydroxyiminomethyl)
quinoline was obtained and its bromination wasiedrout. It is proved that the bromocyclization of
the model oxime occurs regio-selectively with tharfation of angular tribromide of 1-bromomethyl-
4 -((hydroxyimino)methyl) -1-methyl-1,2-dihydrotlzi@lo [3,2-a] quinolin-10-ium. This tricyclic salt
has the potential to have high biological activity.

Keywords: 2-methallylthioquinoline-3-carbaldehyde; oxime; attephilic heterocyclization;
bromination, thiazoloquinolinium tribromide.
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