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ABSTRACT

Procedure for the synthesis of 2-(4-methoxy-phenwinoline salicylic acid has been developed by the
tosyloxylation of acetophenone with [hydroxy(togy)ado]benzene, followed by treatment with KOH &adin.
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INTRODUCTION

The 2-aryl-quinoline salicylic acid possesses digephysiological and biological properties as IReselectin
antagonists for the treatment of inflammatory digsasuch as rheumatoid arthritis [1-2]. Moreoveaar\2-quinoline
salicylic acid are the promising lead structurestfe novel synthetic drugs, ester derivatives -@ir@-quinoline
salicylic acid posses antiarthritic [3] and amideridatives of 2-aryl-quinoline salicylic acid actaimed to be
potent, selective, competitive and orally activapeptide tachykinin NK(3) receptor antagonists #rat useful for
the treatment of pulmonary, CNS, and neurodegemeratlisorders [4-7]. They are also applicable as
pharmacological tools for elucidating the functiamd pathophysiological role of NK(3) receptors [4,7
Bromodecarboxylation of quinoline salicylic acideieases the diversity of accessible substitutambtines [8].

In addition to medicinal significance, quinolineridatives are important components of optoelectranaterials
and are valuable component in preparation of narb raeso structures with enhanced electronic andoplm
properties [9-11]. Principally, carboxylic acid paf 2-aryl-quinoline salicylic acid can be used &nchoring over
TiO,in DSSCs [12] and the hydroxyl group can be usegitting alkyl chain to tune solubility of the resial.

To get the multifunctional scaffold 2-aryl-quinadirsalicylic acid usually Pfitzinger reaction is doyed, wherex-
acetates are used in Pfitzinger reactismich are often obtained in two steps from acetophes. The
acetophenones are initially converted to toxichtgmatorya-halo acetophenones which are somewhat difficult to
prepare and purify then followed by displacemenhab group by acetate, these many steps ultimagslylts in
low overall yields of 2-aryl-quinoline salicylic @c [1-2, 13-14] and the method [18&veloped in our laboratory.
According to which mixture of acetophenone (1.0 Mnamd Kosser’s reagent [hydroxy(tosyloxy)iodo]bena
(HTIB) (1.1 mmol) was refluxed in 5 mL of GBN for 1.5 h with TLC monitoring of the reactionftér the
complete consumption of acetophenone and succefesfohtion ofa-tosyloxyacetophenone, 5 mL of ethanol is
added to the reaction mixture and further withowtification this reaction mixture is directly addbg syringe in
small portions over the course of 1 h to 50-mL twezwked round-bottomed flask fitted with a refluxndenser, in
which isatin (1.0 mmol) in 2 mL of 6 M aqueous KOkhs heated to 100° C. After the addition had been
completed, the reaction mixture was refluxed foladditional 4 h. It was then cooled to room tempesand was
diluted with 5 mL of water, treated with charcaathd filtered, and the clear solution was slighttiddied to pH 6.5
with 1M aqueous HCI. The precipitate was colledbgdfiltration, washed with water, and dried undeicuum.
Trituration with boiling 3 mL of ethanol gave a lwt/ product [15].
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Kosser's reagent is commonly used for inducingoxyloxylation of enolisable ketones [16-20]. Thes-
tosyloxyketones need not be isolated or purifigdrafs formation and which had been used as gliat®mponents
for the synthesis of wide range of heterocyclic poomds such as thiazoles, selenazoles, oxazolédazales,
pyrazoles, benzofurans and 3-carbomethoxy-4-ai®-(-5H)-ones [21-28]. For the synthesis of 2mpihe
quinoline salicylic acid approach [15] avoids haltarso-halo acetophenone and reduces number of stefisvioas
anticipated that this method can be made more sinmpther than adding requisite-tosyloxyacetophenone to
round bottom flask in which isatin was preheateddoeous KOH to 100 °C, aqueous KOH and isatinadaled to
round bottom flask in which requisite-tosyloxyacetophenone was synthesised. This aweiplarate preparation of
requisitea—tosyloxyacetophenone and hydrolysis of amide bjiekan isatin. Therefore, to carry out synthesi-of
(4-methoxy-phenyl)-quinoline salicylic acid the mmed [15] was modified. Modified method can possilby
extended in general for the synthesis of variet®-afyl-quinoline salicylic acid&Scheme2).
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EXPERIMENTAL SECTION

To carry out synthesis of 2-(4-methoxy-phenyl)-apliime salicylic acid (3), requisite-tosyloxyacetophenone (1a)
was prepared isitu by refluxing 4-methoxy acetophenone (1.0 mmolhésne 1) with HTIB (1.1 mmol) in 5 mL of
acetonitrile for 1.5 h with TLC monitoring of theeaction and then to synthesize the 2-(4-methoxyvhe
quinoline salicylic acid, sequentially 2 mL of 6 KDH, isatin (1.0 mmol) and 5 mL of ethanol was atldé&ectly
to in situ preparedi-tosyloxyacetophenone. The reaction mixture wasixetl for further 4 h. The reaction mixture
was then cooled to room temperature and was dilwtgd5 mL of water, treated with charcoal, antkfied, and the
clear solution was slightly acidified to pH 6.5 WilM aqueous HCI. The precipitate was collectediltnation,
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washed with water, and dried under vacuum. Tritonatvith 5 mL of boiling ethanol gave a yellow poerd The
reactions involved in the complete synthesis of 2h@-methoxy-phenyl)-quinoline salicylic acid afpmvith the
reagents used are shown in the Scheme 2.

RESULT AND DISCUSSION
Synthesis of the 2-(4-methoxy-phenyl)-quinolindcsdic acid is carried out and the yield obtained0%.

'H NMR (DM SO-d6): & 3.83-3.87 (s, 3H), 6.5-6.58 (s, 1H), 6.94-7.022H), 7.30-7.42 (m, 2H), 7.82-7.86 (d,
1H), 8.18-8.26 (d, 2H), 9.32-9.38 (d, 1H).

MS: (ES+) 296.
CONCLUSION

A procedure for the synthesis of 2-(4-methoxy-pliegyinoline salicylic acid has been developed hg ¢i-
tosyloxylation of acetophenone with [hydroxy(tosgiodo] benzene, followed by treatment with KOHlasatin.
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