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Abstract - Chloropyridinylenamides can be easily converted imto oxazolo- ard

thiazolo (5,4-blpyridines by treatment with polyphospbaric acid and Lawesson

reagent respectively.

Oxazola- and thiaszolopyridines are a class of condensed heterceyeclic compounds which are interes-

ting ocwing to their analgesic, antipyretic and antiinflammatory prnpertles1. Such compounds and

particularly the 2-aryl derivatives can be prepared by only a few methods, mainly by rescting

aminahydroxy- and aminomercaptopyridines with aromatic acids or anhydridea1.

e wish to report in this paper a novel and convenient method far the preparaticn of oxazolo- and
thiazolao [5,4-blpyridines from N-(2-chloro-3=- pyridinyllaryismides Ql) :
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These compounds (J} are readily accessible via Schotten-Baumann reaction between 2-chloro

3-amingpyridine and an appropriate acid chloride.

Treatment of arylamides (J) by a sulfurating agent does not lead to the corresponding thioamides

Qg) but gives spontansously the Z2-grylthiazola[S,4-blayridines (3) (scneme I)
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This cyclization reaction can be effected by using phosphorus pentesclfide in pyridine but the

best sulfurating agent with respect to the ease of menipulation ard overall yields is undoubtedly

the dimer of p-methaoxyphenylthionopbospbine sulfide, commonly called Lawesson reagent (LR)Z.
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As a result of the considerable reactivity of the chloride functionality at o position to the
nitrogen atom in the pyridine ringj, these reactlons have an extensive generality. Thus treatment
of arylamides{]} withpalyphosphoric aeid phosphorus pentaoxide or phosphoryl chlaride gives rise ta
the corresponding oxo derivatives, Z-aryl-oxezolo(5,4-blpyridines (ﬁ) (scheme I}. The results are

summarized in Table Iu H

Ar Amide €1 Thiazolopyridine {3} Oxazolopyridine (43

- (LR) -~ (PPR) -
Prienyl ’}E m.p. B89-50°C 3a m.p. 121°C (41%) -'-'tg m.p. 99°C (L5%)
b-Chioraphényl 1 m.p. #45-6° C 3 m.p. 170-1°C  (36%) 45 m.p. 153-4°C {38%)
Z~Furyl g m.p. 100-1° G 3¢ m.p. 131-2°C (26K} 4c mw.p. 126-7°C (24%)
2~Thienyl d m.p. 124-5° C 3d m.p. 127-8°C (28%) ’-:E m.p. 125°C (25%)
Methyl Tg m.p. 91-2°C 32 m.p. 31-2°C  (25%) Le m.p. 75-6°C (24%)

TRBLE 1

The presence of the arylacyl functionality is not a prersguisite to the formation of these com-
pounds since 3-acetamido-Z-chloropyridine (‘15) treated under similar conditisns is caonverted into

the expected 2-methylthiazolo and gxazale[5,4-hlpyridines, (Ze) and (h'g) raspectively.

However the structure of the parent arylamides strongly influences the reactivity. Thus treatment

of compounds (5&,b) by the Lawesson Reagent (scheme II)
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yields the thichomologues (68,b2 with good yields, whilst the reaction of the pyridinylarylamide
(72) with the same sulfursting agent and under similar conditions leads to the corresponding
thipamide (82) but with a very low yisid (9%} (scheme III)s. Houever the thioamide (8a) is better
prepared by condensation’ of ethyl thicbenzoate with the Grignard reagent of 3-aminnpyridines
(yield 68%).
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Pyridinylthioarylamides such as (8g) may also be regarded as precursars for various thiazalo-
pyridines since photalysis of (Q'a)'? in bexane gives rise to & mixture of 2-phenylthiazolo(5, 4-b)
ang [4,5-clpyridines (3a) and ("35) I‘ESDECtiVElVB (scheme IV)
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Scheme 1V

This photorsaction is rather similar to the photochemical conversion of thiohenzanilide into

2—phenylhenzu[b]thiaznleg.
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