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15, and bemegride had EDso's of 10 mg /kg sc or less, 
1, 3, 7, 10, 11, 12, 14, and 16 had ED5 0 ' s of 11 to 35 
mg /kg sc, and 4 was inactive. Fur ther testing in the 
ra t of the 4 most active compounds by the tail flick 
method6 and the A g N 0 3 inflamed joint test7 indicated 
tha t none of these compounds possessed significant 
analgetic properties. 

The results of analeptic screening show tha t 8 and 
13 compare favorably with bemegride as analeptics, and 
warrant further evaluation in the CNS area. 
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Experimental Section 

1-FormimidoylindoIines.—A solution of equimolar amounts of 
indoline and appropriate amide in 1,2-dichloroethane [250 ml 
(0.1 m)] was treated dropwise with an equimolar solution of 
POCI3 in 1,2-dichloroethane [50 ml (0.1 m)] over a period of 
0.5-1 hr. The mixture, after being stirred for 15 hr, was poured 
onto crushed ice, and made strongly basic with 20% NaOH with 
stirring. The organic layer was separated and extracted with 
dilute HCI. The acid solution was made basic with 20% NaOH 
and extracted again (EtjO). The extract was concentrated to 
obtain the crude product. The HCI salt was prepared in the 
usual manner and recrystallized from appropriate solvent as 
shown in Table I. 
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I t has been found by many workers1 '2 t ha t the essen­
tial structure requirements for a local anesthetic are a 
lipolytic end containing an aromatic nucleus, a hydro-
pilic end consisting of a tert iary amino group, and an 
intermediate alkyl or substi tuted alkyl chain. Com­
pounds having a dialkylamino alkylamino group con­
nected to an aromatic or heterocyclic nucleus as a li­
polytic moiety confer greater activity and less toxicity. 
Therefore, it was thought worthwhile to synthesize some 
pyridine-2-aminoacetyl-2-aminobenzothiazole and N,-
JV-diethylanilino-p-aminoacetyl- 2 - aminobenzothiazole 
derivatives, by condensation of chloroacetyl chloride 
with different 2-aminobenzothiazoles followed by 
t reatment with 2-aminopyridine and p-amino-iV,iV-di-
ethylaniline, respectively. 
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Experimental Section 

Different 2-aminobenzothiazoles were prepared according 
to Hugershoff.3 Chloroacetyl-2-aminobenzothiazoles were pre­
pared by known methods.4 

Pyridine-2-aminoacetyl-2-aminobenzothiazole.—2-Chloroace-
tylaminobenzothiazole (5 g) dissolved in EtOH (30 ml) was added 
to 2-aminopyridine (3 g) dissolved in EtOH (20 ml) and the reac-

(1) F. F. Blicke and H. C. Park, J. Amer. Chem. Soc, 61, 1200 (1939). 
(2) A. M. Mattocks and O. S. Hutchinson, ibid., 70, 3474 (1948). 
(3) A. Hugershoff, Chem. Btr.. 34, 3130 (1901); 36, 3121 (1903). 
(4) P. X. Bharuava and G. C. Singh, J. Indian Chem. Soc, 38, 77 (1961) . 
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tion mixture was refiuxed for 6 hr. Excess KtOH was distilled 
off and the residue was washed (NaHC03 , H20). The product 
was crystallized from EtOH, mp 90°, yield 4.9 g. 2-Amino-
acetyl pyridine derivatives of other 2-aminohenzothiazoles were 
prepared similarly. Their hydrochlorides were prepared as 
u-iiial i see Table l i . 

A',A-Diethylanilino-p-aminoacetyl-2-aminobenzothiazoles. -
To 2-chloroacetylaminobenzothiazole (5 g) dissolved in EtOH 
(50 ml), p-amino-AVV-diethylaniline (3 ml) was added. The 
reaction mixture was refiuxed for 6 hr. Excess EtOH was dis­
tilled off and the residue was washed (NaHCOs, H2()). The 
product was crystallized from EtOH, mp 86°, yield 5.39. .Y,.Y-
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Diethylanilino-p-aminoacetyl derivatives of other 2-aminobenzo-
thiazoles were prepared similarly. For their hydrochlorides 
see Table II. 

Pharmacologic Testing.—The compounds were investigated for 
their local anesthetic activity, which was evauated by employing 
(1) surface anesthesia in the rabbit cornea and (2) infiltration 
anesthesia in the guinea-pig cornea. The results of the prelimin­
ary study are reported in Tables I I I and IV. 
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As part of a continuing2 investigation of potential 
novel antimalarials, we have prepared some representa­
tive 10-amino-10,ll-dihydro-5H-dibenz [6,/]azepines for 
evaluation. For comparative purposes, we have 
also prepared some 10-hydroxy-10,ll-dihydrodibenz-
|6,/]azepines. The synthetic approach employed for 
the 10-amino compounds is outlined in Scheme I. The 

(1) We acknowledge the U.S. Army Medical Research and Development 
Command under Contract DADA17-68-C-8035 for support of this work. 
This is Contribution No. 797 from the Army Research Program on Malaria. 

(2) (a) \ . H. Berner. R. S. Varma, and D. W. Boykin, Jr., J. Med. Chem.. 
13, 552 (1970); (b) R. S. Varma, I.. K. Wliisenant, and D. W. Boykin, Jr., 
ibid., 12, 913 (1969). 

key intermediates, o,o'-dinitrodibenzyls (II), in the 
synthesis of the dihydrodibenz[6,/]azepine ring system 
are prepared by the oxidative coupling of o-nitrotolu-
enes using isoamvl formate or nitrite in the presence of 
Na()Kt,:i The o,o'-dinitrodibenzyls are smoothly con­
verted into the corresponding diamines by catalytic 
hydrogenation. Pyrolysis of the diphosphate salts of 
the diamines III gives reasonable yields of the dihydrodi-
benz[6,/]azepines IV with the exception of the salt of 

(3) (a) A. Lapworth, ./. Chem. Soc, 79, 1265 (1901): (b) J. R. Geigy 
A.-G., British Patent, 777,546; Chem. Abrtr., 52, 1255 (1958). 


