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Synthesis of Oseltamivir Phosphate

Significance: Xu and co-workers report a gram-
scale synthesis of the neuraminidase inhibitor 
oseltamivir phosphate (Tamiflu®), in which the 
trans-diamino moiety was installed through an 
iron-catalyzed, diastereoselective diazidation of 
enantiopure olefin E to give the 1,2-trans-diazide 
H in 70% yield (dr > 20:1). Electronically deactivat-
ed substrates, that have been otherwise problem-
atic, are tolerated.

Comment: Mechanistic studies revealed that both 
the iron catalyst and the complex substrate coop-
eratively modulate the stereoselectivity of the di-
azidation. Process safety assessment using both 
differential scanning calorimetry and the drop 
weight test indicate that the diazidation reaction 
can be performed on large scale.
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    MeCN, 40 °C, 12 h
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    CH2Cl2, 0 °C,1.5 h

3. Ac2O (2.0 equiv)
    Et3N (2.0 equiv)
    DMAP (0.2 equiv)
    CH2Cl2, 0–22 °C, 2 h
    72% (2.6 mmol scale)

N
mp 141 °C

H3PO4 (6.0 equiv)

EtOH, Δ, 12 h
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mp 188 °C

Diels–Alder reaction
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