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Unlike tryptamine derivatives which have, by virtue of their central position in Nature 

(11, numerous versatile and dependable routes available for their synthesis (Z), the related 

2- (2-aminoethyl)indole (isotryptamine) systems 3 have remained virtually unknown and the re- 

corded routes to these systems are far from satisfactory (3,4). We wish to report’a facile 

synthesis of isotryptamines 2 which involves a photochemical Wolff rearrangement (5) as the key 

step and which, for the first time, makes these compounds available in preparative quantities. 

Irradiation of the known indole-2-diazoketone 1 (6) in the presence of an excess of primary or 

secondary amines yields the corresponding amides 2 (7.8) which, upon reduction with lithium 

aluminum hydride in refluxing tetrahydrofuran, produces the isotryptamine derivatives. Table I 

lists the compounds which have been prepared by this efficient synthetic sequence (9). 

The potential utility of these new isotryptamines in heterocyclic synthesis is readily 

recognized (10). Exploratory work in this direction is in progress. 

1 The authors gratefully acknowledge the generous support of this work by the National 
Research Council of Canada. 
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TABLE I 

Synthesis of Indole-Z-Acetamide (2) and Isotryptamine (3, Derivatives. 

2 3 

R1 R2 Yield % - m.p.‘C Yield % - m.p.‘C 

aH H 98 174-175 71 98-9ga 

bH CH3 92 122-123 73 95-96 

c CH 
- 3 cH3 94 157-158 82 94-95 

a C*H5 C2H5 97 88-90 72 180-181b 

e - (CH2J 4- 89 189-190 86 140-141 

f - (CH2) 5- 82 127-128 87 96-97 

g - (CH2) 2-O- (CH2) 2- 93 180-181 83 122-123 

alit. m.p. lOO-101’ (3a). 

b 
m.p. of hydrochloride salt. 
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