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Historical story on natural medicinal chemistry: Determination of absolute
configuration of natural products by Mosher’s method
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Abstract: Determination of the absolute configuration is considered one of the most complicated works in the natural products study.

Mosher’s method provides a practical solution for the stereochemistry determination of natural products by means of NMR

spectroscopy. This article, which reviews the classic application of Mosher’s method, is one of the series of historical stories on natural

product chemistry published in this journal.
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Configurational Correlations via

Nuclear Magnetic Resonance Chemical Shifts
of Diastereomeric Mandelate, O-Methylmandelate, and

a-Methoxy-a-trifluoromethylphenylacetate (MTPA) Esters**

James A. Dale? and Harry S. Mosher*
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Abstract: An empirically derived corr Ialmn ofconﬁgurauon and nmr chemical shifts for diastereomeric mandel-

ate,

e (MTPA) esters has been developed and

rauonahz ed in terms of useful models 4 and 5. These models ha»e been successfully applied to well over 40
examples as given in Table I. The correlations involve the relative chemical shifts of the proton resonances from
the groups attached to the carbinyl carbon of these diastereomeric esters. This nmr-configurational correlation
should prove to be widely applicable in assigning the configuration of additional secondary carbinols, as well as
other chiral a-substituted carboxylic acid derivatives.
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Fig. 3 Prof. Harry Stone Mosher
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known configuration (R*, S)
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Fig. 11 Determination of absolute configuration of chiral center in 2-pentanol and algal MTPA derivatives
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