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Abstract—The photocyclization of substituted 1,2.4-triazole-3-thiones, under base-mediated conditions, afforded 1,2,4-tri-
azolo[3,4-b]-1,3-(4H)-benzothiazines along with the desulfurization product. © 2002 Elsevier Science Ltd. All rights reserved.

Generally 1,2,4-triazole fused heterocyclic ring systems
are found to be associated with diverse pharmacologi-
cal activity. A series of triazolobenzothiazines were
tested for their ability to displace (3H)-funitrezepam
from bovine brain membranes.! IDPH-791 an analogue
of triazolobenzothiazine is a well known centrally act-
ing muscle relaxant. It shows anticonvulsant activity
and is active in inhibiting various spinal polysynaptic
reflexes, crossed extensor, flexor and linguomandibular
reflexes.> A number of triazolobenzothiazines were
tested for CNS activity.>*

Few methods have been reported for the synthesis of
1,2,4-triazolobenzothiazine analogs.>”” Recently, photo-
chemical ring expansion of 1,2-benzisothiazole to 1,3-
benzothiazine  and  the  photocyclization  of
2-chloroindole-3-thiocarbamate to thiazino indole have
been reported.®?
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In continuation of our interest in the photochemical
synthesis of benzothiazoles,'®!" we have reported'? the
photochemical synthesis of triazolobenzothiazole. To
the best of our knowledge there is no report of the
photochemical synthesis of triazole-fused benzothiazi-
nes. We report here our results on the photocyclization
of substituted 1,2,4-triazole-3-thiones to 1,2,4-
triazolo[3,4-b]-1,3-(4 H)-benzothiazines.

The required starting materials, 4-(2-halobenzyl)-5-sub-
stituted-1,2,4-triazole-3-thiones la—e, were synthesized
by refluxing the respective 4-(2-halobenzyl)-1-benzoyl
thiosemicarbazide obtained from o-halobenzyl isothio-
cyanate and an acid hydrazide,'* using a 10% K,CO,
solution.

Initially, the irradiation of 1a under mild aqueous basic
conditions (CH;OH/0.5 M K,CO; or CH;0H/0.5 M
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Table 1. Photolysis of substituted 1,2,4-triazole-3-thiones la—e
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1 R! X Irradiation time (h) 2 3

Yield (%) Mp (°C) Yield (%) Mp (°C)
a Phenyl Cl 18 (62) 41 208-210 10 (67) 158-160
b p-Tolyl cl 17 (53) 47 203-205 8 (60) 130-132
c p-Anisyl cl 20 (47) 38 166-168 15 (48) 156-158
d o-Tolyl Br 11 (50) 50 173-175 a1 108-110
e Benzyl Cl 21 45 162-164 - -

The values shown in parenthesis are for the irradiation of triazole-3-thiones in the presence of benzophenone.

NaOH) in a multilamp reactor (MLR) (254 nm) under
nitrogen resulted in the formation of desulfurized tri-
azole 3a as the major product. Nevertheless, when the
irradiation of la was carried out in 2 M NaOH/
CH,;CN the expected 5-phenyl-1,2,4-triazolo[3,4-b]-1,3-
(4H)-benzothiazine 2a was isolated as the major
product (Scheme 1) along with the desulfurized
product 3a.

Obviously, an increase in the concentration of base
increases the concentration of the anion of the
thioamide, which intramolecularly substitutes the o-
halogen present in the N-benzyl moiety of the tri-
azole-3-thione.

Similarly, the irradiation of triazole-3-thiones 1b-e
gave the respective triazolobenzothiazines 2b-e as
major products along with desulfurized triazoles 3b—c.
In the case of 1d,e no desulfurized product was
observed (Table 1). The structures of photoproducts 2
and 3 were consistent with their spectral data.'* Fur-
ther, the structures of 2a'> and 3a'® were confirmed by
X-ray diffraction studies.

Next, the irradiation of la—d was carried out in the
presence of benzophenone (1.2 equiv.) as a sensitizer
in methanol using an MLR, under nitrogen, to afford
the desulfurized triazoles 3a—-d (Scheme 1) as sole
products.

In conclusion, it has been shown that the irradia-
tion of 4-(2-halobenzyl)-5-substituted-1,2,4-triazole-3-
thiones under base-mediated conditions afforded the
respective 1,2,4-triazolo[3,4-b]-1,3-(4 H)-benzothiazines
or desulfurized triazoles depending on the concentra-
tion of the base employed, whereas, for the irradiation
of triazole-3-thiones in the presence of benzophenone,
selective desulfurization of the thiones was observed.

The laser flash photolysis and excited state potential

energy calculations for the desulfurization pathway
will be published elsewhere.
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