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a b s t r a c t

While optimizing the synthesis of pharmaceutical building block 3 [ethyl 1-(hydroxymethyl)-1,3-
dihydroisobenzofuran-1-carboxylate], we encountered an unusual addition of an aryllithium reagent
to the ketone oxygen atom of diethyl ketomalonate. Compound 3 was ultimately prepared on a large
scale by a two-step sequence involving (1) annulation of a functionalized Grignard reagent with diethyl
ketomalonate and (2) selective mono-reduction of a geminal diester using lithium tri-tert-butoxyalumi-
num hydride.

� 2012 Elsevier Ltd. All rights reserved.

Introduction

Drug discovery programs depend on the rapid synthesis of
experimental medicines. To this end, research organizations main-
tain stores of small, multi-functional molecules that can be readily
incorporated or transformed into novel structures of pharmaceuti-
cal interest. Naturally, robust synthetic procedures to access these
building-block molecules are critical, as they allow rapid progres-
sion from milligram to multi-gram preparations.

Historically, organometallic methods have been limited due to
incompatibility with pharmaceutically desirable polar functional-
ity,1 but recent developments have led to increased versatility. For
instance, the use of in situ protecting groups2 and, significantly, the
development of a myriad of functionalized Grignard3 and organo-
zinc4 reagents have produced highly attractive, scalable methods.

In the course of our medicinal chemical research program, we
desired a preparative method for the chiral, conformationally
restricted alcohol intermediate 3 to support advanced studies.
The following account details our efforts culminating in a scalable
synthetic route, as well as the observation of an unusual reaction
defying the expected reactivity pattern of a ketone.

Results and discussion

Our milligram-scale synthesis of alcohol 3 is shown in Scheme 1.
We selected phthalan (1) as our starting point, reasoning that use

of a pre-constructed ring system would minimize the length of the
synthetic route. Elaboration to alcohol 3 relied on the reactivity of a
benzylic methylene group through iterative deprotonation and
treatment with electrophilic reagents.5,6 Whereas CO2 was the only
precedented electrophile giving a product in the desired (carbox-
ylic acid) oxidation state, we were able to access the ethyl ester
directly in higher yield via inverse addition to ethyl cyanoformate.
Theoretically, addition of phthalan anion to a solution of excess
electrophile should suppress subsequent reaction of the similarly
electrophilic product. We found compound 2 to be sufficiently
acidic to allow hydroxymethylation simply using paraformaldehyde
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Scheme 1. Milligram-scale synthesis of pharmaceutical building block 3.
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in the presence of a catalytic amount of DBU. Use of paraformalde-
hyde (vs gaseous or aqueous formaldehyde) provided a suitable
balance between the need for anhydrous conditions and ease of
handling. These conditions proved to be superior to traditional
methods involving stoichiometric enolates,7 which we found to
be highly sensitive to both time and temperature.

Whereas this synthesis was succinct, and alcohol 3 was ob-
tained in reasonable yield, two safety considerations precluded
its use on larger scale: (1) tert-butyllithium solution is pyrophoric
and (2) cyanide, a byproduct of addition to ethyl cyanoformate, is
highly acutely toxic. Furthermore, chromatographic purification of
ester 2 was difficult, and we observed it to undergo slow air
oxidation.

Changing strategies, we anticipated that the 1,3-dihydro-iso-
benzofuran ring system could be constructed via annulation of
an appropriate toluene zwitterion synthon8 (5) with diethyl keto-
malonate (4) (Fig. 1). Inspired by a report from Ayers,9 we expected
that the resulting geminal diester could be selectively mono-re-
duced to install the desired b-hydroxy ester.

In our first attempt to reduce this strategy to practice, directed
ortho lithiation of benzyl alcohol (6) was accomplished using nBu-
Li/TMEDA (Scheme 2).10 Treatment of the resulting carbanion (7)
with diethyl ketomalonate afforded predominately the undesired
lactone 8 along with the desired diol 9. Although we hypothesized
that compound 9 could be converted into compound 3 in three

steps (selective tosylation of the primary alcohol, intramolecular
nucleophilic displacement, and selective mono-reduction of the
geminal diester), we opted rather to explore methods that could
circumvent formation of the lactone side product.

We reasoned that a suitable annulation precursor could be de-
rived from benzaldehyde (10) by in situ protection using lithiated
N,N,N0-trimethylethylenediamine2a and subsequent directed ortho
lithiation. After treatment of this carbanion (11) with diethyl keto-
malonate and an acidic workup, we isolated a product nearly con-
sistent with structure 12 in terms of 1H NMR and mass spectra.
However, we were surprised to observe UV kmax = 276 nm
(MeCN/H2O) for this compound having only an unconjugated ben-
zene ring. Reduction of this intermediate using triethylsilane under
the action of boron trifluoride11 afforded a compound clearly
inconsistent with structure 13 by 1H NMR spectroscopy. Rather,
the analytical data were consistent with the isomer 15. Apparently,
1,4-addition of the aryllithium reagent 11 to diethyl ketomalonate and
subsequent intramolecular aldol reaction occurred, completely revers-
ing the traditional reactivity of diethyl ketomalonate. Instead of
hemiacetal 12, we obtained the similarly-behaved vinylogous
hemiacetal 14.12

To further prove the structure of compound 14, we treated it
with hot aq HCl in dioxane. Ester saponification and decarboxyla-
tive elimination of the resulting b-hydroxy carboxylic acid afforded
benzofuran-2-carboxylic acid (16), which was spectroscopically
identical to an authentic sample.

The unexpected reactivity of aryllithium reagent 11 toward
diethyl ketomalonate can be rationalized in these terms: Whereas
diethyl ketomalonate does not typically show nucleophilic suscep-
tibility on the oxygen atom of its central carbonyl (1,2-addition is
usually favored),13,14 1,4-addition is thermodynamically feasible
when other factors intervene.15,16 We postulate that in this case,
the transition state leading to compound 12 or 14 is sterically
encumbered due to the combined presence of the diamine direct-
ing group, the neighboring lithium alkoxide moiety, and coordi-
nated solvent molecules. Kinetically, this would favor addition to
the ketone oxygen atom, which is significantly more exposed than
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Figure 1. Annulation approach to compound 3.
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Scheme 2. Unexpected 1,4-addition of aryllithium reagent 11 to diethyl ketomalonate observed during our initial attempts to access compound 3 via an annulation.
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