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AwRSmLTuLE HEWsyaTHkBIS OF~UWOLINES A~RELAT&DFUSE~I PYRIPINBS. PAlWIV.1 

A Sm ONE-POT ROUTE 20 PYikm[2,3-q QUInOLID-2-OXES PROM APILIDES. 

Otto Meth-Cotm* and Brian Tamowski 

The Damage Laboratories, Dapartment of Chemistry 6 Applied Chemistry, 

University of Salford, Salford Hli 4WT 

In earlier papers in this aerios we have outliuad a varratile approach CO Z-ohloto-3- 

formylquiuolines (1) fro- acetanilidcs under Pilsusier co~ditions.~ A minar by-product frop 

a 
(1) 

acetanilidee under these conditions (readily observed by its bright blue fluorescence under 

U.V. during t.1.e. cxaminatlon) was found to bo the pyridoquiaolinono (2: R-H. B'=Pb), 

formally derivable fron (1) and acataailide (dotted lines in 2). Although raaction of (1) 

with acetanilide under a varirty of conditiona failed to give any (21, tbs latter Product 

formed in reasonable yield (25%) when 2 moles of acetanilide was reacted with JMF (2M) snd 

POC13 (7~) at 75O for 18 h, suggesting that the protected chloro-aldehyde (1) indeed reacts 

with a derivativa of acetanilfde. probably the bidentats nucleophilic enamino (3) (Schomo). 

We haved emwetrated already that this enarnine is a hey interucdiate in tha conversion of 

acetanilide to 2-chloroquinoline-3-aldehyde. 
2b 

The pyridoquiuolinonecl (2) are best made as folIoas: A 2-chioroquiaoline-~al&~de (1) 
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P 
e.g. CBXT = CH 

hMe2 schamf! 

is prepared as described previously2 by the action of DELF (2M) and PoC13 C7M) on an 

acetanilide (1M). To this reaction mixture is added a secondary amide (lH) in POC13 (7~) 

aolutioa containing one drop of DMF and the mixture heated for a further 2-3 h at 75*. The 

mixture is poured into ice-vater, make alkaline (pE 9) and the crude product extracted and 

ttituratad with ice-cold methanol. By this 

generated in a eimple one-pot procedure. 

We thank the S.&C. and Clayton Aniline 

means a variety of pyridoquin+inonas have been 

Company for a grant (to B.T.). 

Table 

Starting Acetanilide Derived Quinoline Added Amide Product (2) Yield M.p. 

(11 R- B P* (X> (OCI 

PhIIFlAc a PhNRAc H Ph 59 256-6 

lQ-MeC6li~NiUc 7-Me p-Meoc6E$mAc S-Me pHeOC6H4 33 270-2 

HIeC6H@HAC 7-Me p-c1c6LI4lmc a-Me p-CICgHq 25 300-l 

?LI-M+IpEL4C 7-a EmHAc a-ue Et 22 169-172 

lFMeC6lQwRAc 7-Me PhCH2NHAc 8-%e PhCH2 26 210-11 

PhNHAc II PhwBCOBt 3-Ma Ph 27 244-5 
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