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AN INTRAMOLECULAR ANIONIC FRIES REARRANGEMENT OF N-ACYLPHENOTHIAZINES 
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Abstract: certain Z-substituted N-acylphenothiazines undergo a rapid intramol&ular N+c 

migration on reaction with lithium N,N-dialkylamides at -780. Preliminary studies of the 

Scope and mechanism of this anionic version of the Fries rearrangement are reported. 

Our interest in phenothiazine derivatives with conformationally restricted basic side chains led us 

to attempt the synthesis of the pentacyclic analogue 1 as a key intermediate. We hoped to prepare I by 

ring closure of IO-nicotinoyl-2-chlorophenothiazine (2d) wherein intramolecular reaction between the 4- 

Iithiated nicotinoyl2 and 1,2_dehydrophenothiazine moieties of hypothetical intermediate 3, generated in 

situ, was envisioned. Previous work in our laboratory had shown that 2-chiorophenothiazine readily 

forms 1,2_dehydrophenothiazine via a metalated intermediate on reaction with aikyl lithium reagents.3 

Unfortunately, when 24 was subjected to conditions expected to bring about 1,2_dehydrophenothiazine 

formation (2 to 3 equivalents of either set-butyl lithium or LDA in THF for 30 minutes at -7801, only 

cleavage of the nicotinoyl group occurred. A similar result was observed when 6 equivalents of set-butyl 

lithium were employed, However, when 2, was reacted with 6 equivalents of LDA at -780 for 30 

minutes, the l-nicotinoyl derivative 4d was unexpectedly obtained. Since this transformation represents 

an example of an anionic N+C migration rarely observed heretofore,%5 we decided to further examine 

the scope and mechanism of the reaction. A summary of the results of our preliminary investigation are 

given in the table. 
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