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2,1-BENZISOTHIAZOLES

Submitted by M. Davis, E. Homfeld and T. Paproth

(5/7/73) Department of Organic Chemistry

La Trobe University
Bundoora, Victoria 3083, Australia

1,2 has

The scaled-up synthesis of 2,l-benzisothiazoles
been worked out. The lower molecular weight members(chloro,
methyl, methoxy, etc.) are isolated as described for the parent
compound below. For the less volatile ones{(bromo,nitro and
polysubstituted), it is best to extract the crude reaction
mixture with conc. hydrochloric acid, followed by dilution of
the acidic extract with excess water to precipitate the weakly

basic 2,1-benzisothiazoles. The conversions vary from 20-70%,

the best yileld belng obtained with a methoxy substituent and

CH
+ 280012 —_ f + SO + 4HC1

the worst with the nitro group present. The starting amines
can be recovered i1f deslired and the yields then become almost
quantitative in many cases.

EXPERIMENTAL

CAUTION: Since sulfur dioxide and hydrogen chloride are evol-
ved in large quantity, the reactions should be conducted in a
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good hood and the gases trapped by passing them into a sodium
hydroxide solution through an upturned funnel. A large gas
washing bottle should be interposed between the top of the
condenser and the funnel to obviate the possibility of a
suck-back of the sodium hydroxide solution into the reaction
flask.

2,l-Benzisothiazole.- To a mixture of 107g.(107 ml., 1.00 moie)

and 150 ml. of xylene (mixed isomers, bp. 138-142°) in a 3 1.
flask equipped with a stirrer, a dropping funnel and a reflux
condenser, was added dropwise 160 ml. (264 g., 2.22 moles) of
thionyl chloride with stirring. After the addition, the mixture
was heated under reflux for 24 hrs (Since the initial yellow
crystals dissolve quickly, the mixture becomes homogeneous
within 2 hrs and stirring need not be continued beyond this
point). The reaction mixture was cooled, water (500 ml.) was
added cautiously and the whole was steam distilled until about
3 1. of distillate (consisting of xylene, o-toluidine,
2,l-benzisothiazole and water) had been collected. The organic
layer was separated and the aqueous phase extracted with 100
ml. of xylene. The combined xylene extracts were washed free
of o-toluidine (which is more basic than 2,l-benzisothiazole)
by repeated shaking with'O.SM hydrochloric acid, followéd by a
final washing with water. The dried (sodium sulfate) organic
phase was concentrated on a rotary evaporator to remove xylene.
The residual orange liquid was distlilled under reduced
pressure, to afford 18-22 g. of 2.l-benzisothiazole as an
almost colorless oil, bp. 70-720/0.5 mm. , 110-112°/1 mm.
2,1-Benzisothiazole as prepared above 1s 98% pure or

better; it may be further purified by conversion into the
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picrate salt, best prepared by treatment with excess saturated
methanolic picric acid followed by decomposition of the pure

picrate, mp. 1230, with aqueous base.
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ESTERS OF (%)HEXAHYDRO-5-HYDROXYMETHYL-2H-AZEPIN-2-ONE

Sybmitted by C. G. Overberger and J. H. Kozolwskil
(6/7/73)
Department of Chemistry and
The Macromolecular Research Center
The University of Michigan
Ann Arbor, Michigan 48104

Five new derivatives (II) of (t)hexahydro-5-hydroxymethyl-

2H-azepln-2-one (I)l have been prepared and characterized.

H A II, R =
. a) l-Mentoxyacetyl

— b) Phthaloyl-l-phenylalanyl
¢) D-10-Campheorsulfonyl
d) Phthaloyl-H
H CH,-o0H CH,-OR e) Sucecinoyl-H

I 1T
EXPERIMENTAL’

(t)Hexahydro-5-(%-menthoxyacetoxymethyl)~2H-asepin-2-one (IIa).

A solution of 6.6 g (0.028 mole) %-menthoxyacetyl
chloride® [a]%u -83.7° (e, 2.0 chloroform), (bp. 67°/0.04 mm),
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