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one-pot &-chlorination 
dynamic kinetic 
resolution (DR) proline-
catalyzed aldol reaction.

proline catalyzes the (i) 
chlorination, (ii) 
interconversion of (R)- 
and (S)-15, and (iii) 
subsequent 
aldol reaction with 
ketone 16,

known

via in situ ketene 
generation

via ketoxime
Wipfs oxazole synthesis,

HCI-activated Zn

sp2-sp3 Negishi 
coupling

essential

Masamune-Roush olefination 
conditions

Still-Gennari olefination

optimized

Mitsunobu

key to suppressing the 
formation of minor side products 
 that likely result from 
adventitious ruthenium hydrides

the enhanced 
reactivity relative to 
internal olefins

stable during 
purification

Sharpless: kinetically 
mismatched

following Teranishi's pioneering 
work

reproducibility problems 
attributed to water

anisotropic shielding effect 

calculation

1.4% yield over 24 steps from methyl acetoacetate  
or 1.0% yield in 23 steps from 1,3-propanediol.  
 
 all macrocyclic intermediates were stable  
provided they were kept away from sunlight



cascade process :silyl migration 
and epoxide formation

screening of bases
Julia-Kocienski 
olefination

Wasserman rearrangement

(lit. -57)

(Lit. -64)

moderate instability, 
and we note that both synthetic and natural salarin 
A contain impurities


