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Continued studies in the isolation and synthesis of ingenol
(1) have led us to revisit its absolute configuration. An

earlier isolation report indicated a positive optical rotation for
natural 1,1 and we previously found that a total synthesis led to
(+)-1,2 as reported in our 2014 article. However, a recent
isolation of (−)-1 by our collaborators, LEO Pharma, presented
a discrepancy (Figure 1). It was first hypothesized that perhaps

both enantiomeric forms of ingenol (1) exist in nature, but this
hypothesis was soon rejected because X-ray analysis of a
derivative of this natural sample of (−)-1 showed the same,
familiar absolute configuration of the ingenanes.3 Realizing that
this discrepancy required further study, we prepared a new
batch of synthetic 1, following the previous route as described
in ref 2 and our 2014 article. Examination of this new batch of
synthetic 1 indicated a negative optical rotation. Repeated
analyses of both natural and synthetic 1 consistently gave
negative values of optical rotation.
In light of these new findings, we regret that our 2014 article

contains an erroneous value for the optical rotation of 1.
Consequently, the title of the publication should also be revised
to “Development of a Concise Synthesis of (−)-Ingenol” to
reflect the negative optical rotation. We thank LEO Pharma for
instigating this reinvestigation of the optical rotation of ingenol
(1).
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Figure 1. Table of conflicting values in the optical rotation of ingenol
(1), and confirmation of absolute configuration by X-ray crystallo-
graphic analysis of ingenol derivative 2, which was derived from (−)-1.
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