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Despite the fact that lndollzlne derlvatlves have been lnvestlgated as potential phamaco- 
1 

log1caI" agents , no methods have been lescrlbed for the synthesis of monosubstItuted lndollzl- 

nes III the &posltlon These compounds may be consldered as lsosterlc with I+-substituted Indo- 

les, 
2 

some of which are known to have lnterestlng meticlnal propertles , 

We wish to publish our prelmlnary results in thus field, deallng more particularly with 

the synthesis of 8-acetoxy lndollzlne, that we have realized, starting from the Mannlch base 

of 3-hydroxypyrltine cl_) and using the following orlglnal scheme. 
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We have recently reported 
3 that the Manmch base of 3-hydroxypyntine can be condensed 

with vinyl ethers to yield 2-alkoxy-5-aza-chromans (z), The latter were reatily hydrolyzed 

to 5-aza-2-chromanol Isolated as the hydrochloride 3 in 95 % yield (mp 213O5 C) 

The hemacetalxc structure of the pyr~d~nlum salt 3 was conflrmed in the solld state (no 

lr carbonyl absorption III KBr) as well as In aqueous sol&Ion (no aldehytic proton III nmr) 

Nevertheless overnight treatment of3 with one equvalent of AcONa In Ac20, at room tem- 
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perature, provided 8-acetow lndollzlne (2) Isolated in a 70 % yield by dxstlllatlon , bp/O lmn 

= 82Oc, n: = 1 5853, mp = 29'C 

The structure of thrs last compound was establlshed by elemental analysis and the follo- 

wing spectral data DE 175 CM+), 133 CM+-CHICO) , II- (cm’) 1770 (aromatic acetate), 1635 and 

1540 (r1ng), 1200 (v C-O-C asymetrlc) , pm (6,CDC13) 7 65 (2 d d , 15-5, J5_6 = 6 2 hz, J5_7= 

14 Hz,J 
5-1 

= 1 Hz),7.22 (d d , H-3, J 
2-3 

= 2 6 Hz, J 
3-1 

=I 4 Hz), 6 70 (d d , H-2, J2_3 = 

2 6 Hz, Jp_, = 4 HZ, 6 2-6 5 (m , H-l, H-6 and H-T), 2 26 (s ,CH3) The observed chermcal 

shlfis and apparent coupling constants (first order analysis as AMX) fit very well with the 

reported spectrum of lndollzlne 
4 

Although complete mechanlstlc details are uncetialn at this tune, and others paths concel- 

vable, the follomng scheme csn be proposed to account for the formatlon of the lndollzlne & 
5 

It should be polnted out that the behavlour of 5-aza-2%chromanol towards Ac20 differs 

from that of 2-chromanol, which in slrmlar contitlons yields Z-acetoxy-chroman wlthout suffe- 
6 

rmg rmg openmg , while the hennacetdi 3 acts as a masked aldehydlc fun&Ion In fact 3-(2'- 
7 pyrl&yl)-proplonaldehyde 1s known to be unstable , and Its Involvement ln the synthesis of 

lndollzlne Itself has been outlined by V Boekelhelde and R J Wlndgassen who prepared Indoll- 

zlne In a 50 % yield by heating 3-(2'-pyrldyl)-l-propanol at 280~~ In the presence of a pal- 

la&urn on charcoal catalyst 
a 

In conclusion this work provides a convenleqt entry, under paid contitlons, to &substltu- 

ted lndollzlnes that were w to now unknown , the scope of this synthesis 1s presently under 

lnvestlgatlon 
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