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Previous research by Henze and Nunn,2 on the synthesis of 
selected 5-substituted 5-(l-naphthyl)hydantoins as potentially 
efficacious anticonvulsant compounds3 has suggested the prepa­
ration of a series of 5-substituted 5-(2-naphthyl)hydantoin analogs. 

Experimental Section 

2-Naphthyl Ketone Precursors.—Each ketone was prepared 
by the interaction of 2-naphthoyl chloride with the appropriate 
organocadmiuni reagent. Table I lists previously unreported 
2-naphthyl ketones. 

(1 ) T h e U n i v e r s i t y of T e n n e s s e e M e d i c a l U n i t s , M e m p h i s . T e n n . 

12) 11. R . H e n z e a n d L . N u n n , . / . Org. Chem.. 1 2 , 5 4 0 ( 1 9 4 7 ) . 

(3 ) I I . H . M e r r i t t a n d T . J . P u t n a m . Epilepsia, .51 ( 1 9 4 5 ) . 

5-Substituted 5-(2-Naphthyl)hydantoin Synthesis.—-A modi-
lied Biicherer-Bergs reaction was utilized for the preparation 
of each hydantoin. In a 300-ml glass liner of a screw-top 
Monel metal bomb 0.01 mole of a 2-naphthyl ketone was dis­
solved in 100 ml of dimethylformamide. Following the addition 
of a solution of 1.5 g formula weights of KCN in the least amount 
of water, 4.0 equiv of (NH^oCOs- was introduced and the bomb 
was rapidly closed. The resulting reaction mixture was placed 
in an oven (115°) for 24 hr, then made alkaline by the addition 
of 109c aqueous NaOH. Any unreacted ketone was subsequently 
removed by ether extraction. Acidification of the aqueous 
layer with concentrated HC1 precipitated the desired hydantoin, 
which was recrystallized to white needles from EtOII - IFO. 
Results are indicated in Table II . 
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During an attempted syntheses of 11-thia steroid homologs, 
the title compound was synthesized as an intermediate. The 
method of synthesis is analogous to the route used by 
Bachmann, et al.,2 for the preparation of equilenin. 

Experimental Section 

Methyl 7,8-Benzothiochromanone-3-glyoxalate.—To a suspen­
sion of 3.2 g of sodium methoxide in 40 ml of benzene was added 
7.1 g of dimethyl oxalate, and the mixture was refluxed for 10 
min. To the ice-cooled solution was added a solution of 6.4 g of 
7,8-benzothioehromanone3 in 70 ml of benzene over a 10-min 
period, and the mixture was stirred at room temperature for 4 hr. 
Within a few minutes a light red solution resulted, which soon 
deposited a light yellow precipitate. The mixture was hydrolyzed 
with 100 ml of water. The benzene solution which separated 
was extracted twice with 60 ml of 2 % NaOH solution and the 
combined aqueous solution was acidified with dilute HC1. The 
light yellow crystals were filtered off and dried. Recrystalliza-
tion from ethanol gave 7.3 g (81%) of glyoxalate as pale yellow 
clusters which melted at 107-109°. Further recrystallizations 
from alcohol gave a pure sample of mp 108.5-109.5°. 

Anal. Calcd for C,6Hj204S: C, 64.00; H, 4.03. Found: 
C, 64.08; H, 4.10. 

3-Carbomethoxy-7,8-benzothiochromanone.—A mixture of 7.0 
g of the above-mentioned glyoxalate and 3.5 g of powdered soft 
glass was heated at 180-200° for 1 hr with occasional stirring. 
After cooling, the dark brown product was dissolved in a mixture 
of benzene and acetone (1:1), and the solution was decanted 
from the glass. The solution was evaporated, and the residue 
was digested with methanol, whereupon crystallization took place. 
Recrystallization from ethyl acetate gave 5.1 g of product, mp 
114-116°, as yellow needles. 

Anal. Calcd for C15H1203S: C, 66.17; H, 4.44. Found: 
C, 66.21; H, 4.52. 

(1) T. Moriwake, J. Med. Chew,., 9, 163 (1966). 
(2) W. E. Bachmann, W. Cole, and A. L. Wilds. J. Am. Chem. Soc., 61, 

974(1939); 62,824(1940); see also ref 1. 
(3) F. Krollpfeiffer and H. Schultze, Ber., 56, 1821 (1923). 

3-Carbomethoxy-3-methyl-7,8-benzothiochromanone.—A 
warm solution of 3.6 g of 3-carbomethoxy-7,8-benzothiochro-
manone in 30 ml of benzene was added to a solution of sodium 
methoxide prepared from 1.6 g of sodium and 30 ml of methanol. 
The mixture was refluxed for 2 hr, cooled, and treated with 4 ml of 
methyl iodide. After 1 hr at room temperature, an additional 
4 ml of methyl iodide was added. The resulting mixture was 
stirred at room temperature for 30 min, then refluxed for 2 hr, 
cooled, neutralized with acetic acid, and evaporated nearly to dry­
ness. The residue was treated with benzene and water, and the 
organic solution after separating was washed with 5% NaOH so­
lution with water, dried, and evaporated. Recrystallization of the 
residue from ethanol gave 3.5 g (92%) of the product, mp 112-
113°, as tan needles. 

Anal. Calcd for Ci6H I403S: C, 67.12; H, 4.03. Found: 
C, 67.30; H, 5.14. 
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The recent demonstration of anticonvulsant activity3 of cer­
tain 3-acylindoles has prompted vis to report eighteen new 3-
arylacetylindoles, of which compounds Ia -n (Table I) were all 
prepared by acylation of the corresponding indolylmagnesium 
bromides with the appropriate arylacetyl chloride, a method first 
described by Oddo* and briefly elaborated by others.5 The 1,3-
diacyl derivatives (II) were also produced as coproducts, and 
could be obtained pure in several cases (Table I I ) . The 3-aryl-
acetyl-2-methylindoles (Io-r, Table I) were prepared by reac-

(1) This investigation was supported by research Grant C-4425 from the 
National Cancer Institute, National Institutes of Health, TJ. S. Public 
Health Service. 

(2) Abstracted in part from the Ph.D. Dissertation of M. F. M-, Lehigh 
University, 1963. 

(3) H. H. Keasling, R. E. Willette, and J. Szmuszkovicz, J. Med. Chem., 
7. 94 (1964). 

(4) B. Oddo and L. Sessa, Gaiz. Chim. Hal., 411, 234 (1911). 
(5) N. P. Buu-Hoi, E. Bisagni, and C. Routier, J. Chem. Soc., 625 (1957); 

S. Takagi, A. Sugii, and K. Machida, Pharm. Bull (Tokyo), 8, 617 (1957); 
T. E. Young, J. Org. Chem., 27, 509 (1962); T. E. Young and M. F. Mizi­
anty, ibid., 29, 2030 (1964). 


