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Exploring the Key Intramolecular Diels-Alder
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Initial Attempts to Prepare the Tetrasubstituted Olefin
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Stereoselective Monohydrolysis of the Diester

Pig liver esterase
NaOH (1 eq.)

pH 7 phosphate buffer/DMSO (10:1)

Carreira, E. M. et al. J. Am. Chem. Soc. 2020, 142, 17802.



Stereoselective Monohydrolysis of the Diester

gl eicrass

pH 7 phosphate buffer/DMSO (10:1)

R = TBS : no conversion

R = H : full conversion, > 20:1 d.r.

Carreira, E. M. et al. J. Am. Chem. Soc. 2020, 142, 17802.



Stereoselective Monohydrolysis of the Diester

gl eicrass

pH 7 phosphate buffer/DMSO (10:1)

R = TBS : no conversion

R = H : full conversion, > 20:1 d.r.

Solution: Install C-4 stereocenter directly with enantiopure cross-coupling partner
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1) DMP, t‘BUOH, CHQC|2
2) SiO,, hexane/EtOAc (3:1)
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2020
m 20 steps LLS

B Stereoselective generation of tetrasubstituted
olefin via diene semireduction

B Highly diastereoselective [3 + 2]
B Oxidative cyclization to form oxetane

B Improved enantioselectivity (>99% ee)



