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CH,O
R SR
CN —_— CN
R=H 77%
R=CN 81% 4

R=H 51%
R=CN 75%

_-CHy

2a 2b
R=H  40% 12%
R=CN 50% 0%

i) P"Ph;CH;OMe, CI (d4eq), KHMDS (4eq) ii) PPh;CH,0Me, CI' (4eq), PhLi (d4eq) ; HyO iii) 'O, -78°C ; TMSOTS

Finally, oxygenative cyclization was accomplished at -78°C in CH,Cl, in 2 hours and the resulting
solution was then treated with TMSOTf When R = CN, the cyclization of Z and E enol ethers 5 leaded to the
same 1,2 4-trioxane 2a in a totally diastereoselective reaction. When R = H, two C-6 epimeric trioxanes were
obtained in a ratio (2 'endo' / 2 'exo’ - 4/ 1).

In conclusion, the conversion of aliphatic nitriles into a-functionalized ketones has been accomplished
with phosphorus ylides. This reaction is an excellent alternative method to the use of organometallic
derivatives. Reactions using nitriles and ylides bearing other functional groups ( SMe, CF;...) are under study.

The analogs 2a-b were tested in vitro against the 'H' strains of P. falciparum. When R = H, compounds
2 showed a significantly antimalarial activity. SAR will be published furthermore in a biological full paper.
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Typical General Procedure: To a 0°C cooled solution of 3.5 g (10 mmol) of methoxymethyltriphenylphosphonium
chloride in dry THF (50 ml) werc added dropwise 10 mmol of Phli. The red solution was stirred at 0°C for two
hours and 2.5 mmol of nitrile tn 10 ml of THF were added slowly. Aftcr the reaction was completed, as juged by
TLC, the solution was pourred into water and extracted with ether.
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