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Synthd of Tax01 fkom Baccath III via an Oxazoline Intermediate 

Although the attachment of a p-phenylisoaerine side chain to the C-13 position of 7- 
{b!iethylailyl)baccatin III appeara to be a trivial task, it ia complicated by aigaikant steric hindrance around 
this position and by hydrogea bonding between the 13-hydroxyl gmup and the 4-acetoxyl group.5 The first 
succeaaful partial synthesis of tax01 thus used the unhindered cianamic acid.6 and a protected k 
phenyliaosecine was only atached iu modest yield under forciug coadition~.~ Other synthetic routes have 
included an efficient pathway from a &lactam intem~&*~ aud a pathway that involvea coupling of an 
oxazolidiue derivative followed by hydrolysis and benz.oylation_g Very recently it haa been ahown that this 
method allows the use of ~~~~~~~~~~~~2~3~~~.9 
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Hydrolysis of (4$5R)-(+)-2,4-dipheny1-5-(methoxycarbony1)-2-oxaxoline (4)*u with 0. 1N NaOH 
yielded the oxaxoline carboxylic acid 5 in 96% yield. Reaction of 5 with 7-(triethylsilyl)baccatin III (3>4 in 
the presence of DCC and PP gave the coupled product 6 in 95% yield baaed on 3.11 Hydrolysis of 6 with 
0. 1N HCl at 950 for 2 hr yielded tax01 (1). identical with the natural product in all reqec&, in 75% yield. 

Compounds analogous to the intermediate 6 can also be pmpared dim&y from taxol. Thus treatment 
of tax01 with Ph3P in the presence of CC4 at 800 gave the cis oxaxoline 7 as the major product. together with 
minor amounts of the tmns oxaxoliue 8. 

This chemistry allows the facile synthesis of tax01 in good yield from available starting materials~4~10 
and provides an alternate route to the iiterature routes described above for the preparation of this important 
compound.12 
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To a solution of the oxaxoline carboxylic acid 5 (30 mg. 0.11 mmol) in dry toluene was added 7 - 
~kethylsily1)baccat.m III (3,8.2 mg, 0.011 mmol) and DCC (23.2 mg, 0.11 mmol). A catalytic amount of 4 
pyrrolidinopyridine was added and the reaction mixtmu was stirred at room tempemture for 30 min. 
purification of the crude product by PI’LC (hexanes: ethyl acetate, 2: 1) gave the coupled product 6 (10.6 mg, 
95%). 
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