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COMMUNICATIONS TO T H E EDITOR 

A NEW CLASS OF POTENT CENTRAL NERVOUS 
SYSTEM DEPRESSANTS 

Sir: 

Although the first 2-amino-2-oxazolines (pseudo-
ureas) were synthesized over fifty years ago,1'2 

compounds containing that grouping have until 
now received only cursory pharmacological exami­
nation.3 We now wish to report the synthesis, in 
the course of a systematic search for new psycho­
therapeutic agents, of the previously unknown 
2-(l-naphthylamino)-2-oxazoline (I). This com­
pound represents a new structural type of central 
nervous system depressant, which displays a unique 
pharmacological profile. 

Treatment of a-naphthyl isocyanate with /3-
bromoethylamine4 in benzene solution led to 1-
(1 -n aphthyl) -3- (2 -bromoethyl) -urea (II), m.p. 
146.8-147.2°; \™x' 3.10, 6.19, 6.41, 6.60, 6.70; 
(Anal. Calcd. for C]3H]8N2OBr: C, 53.3; H, 4.47; 
N, 9.56; Br, 27.3. Found: C, 53.1; H, 4.37; 
N, 9.76; Br, 27.1). Alternatively, II could be 
synthesized by treating /3-bromopropionyl chloride6 

with sodium azide under thermal-rearrangement 
conditions to afford the previously unknown /3-
bromoethyl isocyanate, which was not isolated but 
allowed to react directly with a-naphthylamine 
affording the desired compound. The urea II 
readily underwent intramolecular cyclization in 
boiling water6 to give a solution of 2-(l-naphthyl-
amino)-2-oxazoline hydrobromide, from which 
dilute ammonium hydroxide precipitated the free 
base I, m.p. 123.4-124.6; X£Lr 3.36, 3.55, 5.98, 
6.08, 6.38, 6.64; (Anal. Calcd. for C13H12N2O: 
C, 73.6; H, 5.70; N, 13.2. Found: C, 73.5; 
H, 5.60; N, 13.1). 

Treatment of I with anhydrous hydrochloric 
acid in methylene chloride solution afforded the 
corresponding hydrochloride salt, m.p. 150.2-
150.8°; _X£Lr. 3.28, 3.53, 6.00, 6.18, 6.28, 6.33, 
6.41, which reverted in boiling 2-propanol to 1-(1-
naphthyl)-3-(2-chloroethyl)-urea (IV), m.p. 145.6-
146.4; X£Lr 3.07, 6.14, 6.40, 6.65; (Anal. Calcd. 
for Ci3H13N2OCl: C, 62.8; H, 5.27; N, 11.3. 
Found: C, 63.1; H, 5.26; N, 11.1). The syn­
thesis of IV could also be accomplished from /3-
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chloroethyl isocyanate7 and a-naphthylamine or by 
treating 1 -(1 -naphthyl) -3- (2-hydroxyethyl) -urea 
(V)8 with thionyl chloride in refluxing chloroform. 
Acidic degradation of I with boiling ZN hydrochloric 
acid leads to V. 

The iodo analog, l-(l-naphthyl)-3-(2-iodoethyl)-
nrea (VI), m.p. 176.0-178.0°; \™ 3.09, 6.17, 6.39, 
6.60, 6.68; (Anal. Calcd. for C13Hi3N2OI: C, 45.9; 
H, 3.85; N, 8.24. Found: C, 45.9; H, 3.94; 
N, 8.25) was prepared by refluxing II with excess 
sodium iodide in acetone solution.9 

Following oral or parenteral administration of the 
oxazoline I to cats, dogs and monkeys, marked 
quieting was observed accompanied by muscle 
relaxation and increased ease of handling. In 
potentiation of hydroxydione (21-hydroxypreg-
nanedione sodium succinate) anesthesia, I proved 
somewhat more potent than either reserpine or 
chlorpromazine, while all three drugs depressed the 
spontaneous motility of mice to a similar degree. 
Spinal cord depressant activity could be demon­
strated with lower doses of I than were required 
with the distant structural relative, 2-amiuo-5-
chlorobenzoxazole.10 Metrazole convulsions were 
facilitated by pretreatment with I, as is the ease 
with reserpine.11 
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(U) The detailed pharmacology of I will be published elsewhere. 
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BIS-( CYCLOPENTADIENYD-TITANIUM DICHLORIDE 
—ALKYLALUMINUM COMPLEXES AS CATALYSTS 

FOR THE POLYMERIZATION OF ETHYLENE 
Sir: 

The recent publications of Natta and co­
workers1-2 on the use of bis-(cyclopentadienyl)-
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