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Transesterification of p-ketoesters with various alcohols has been studied under conventional and non-
conventional conditions using desktop chemicals such as Mn(II) salts as catalysts. These methods offered
transesterification of p-ketoesters in good yields with dramatic rate accelerations and reduced reaction
times. The developed protocols under nonconventional methods such as sonication and microwave irra-

diation are highly promising compared with the existing procedures.
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Transesterification of B-ketoesters is an important class of syn-
thetic procedures.! Transesterification is more advantageous than
the ester synthesis from carboxylic acid and alcohol, due to poor
solubility of some of the acids in organic solvents, whereas the es-
ters are commonly soluble in most of the solvents.> Some esters,
especially methyl and ethyl esters are commercially available
and thus serve conveniently as starting materials in transesterifica-
tion. A survey of literature shows that B-ketoesters are versatile
organic intermediates that are extensively used in agrochemical,
pharmaceutical, and dyestuff industries.> Apart from these
B-ketoesters are also useful organic building blocks for the synthe-
sis of complex natural products like thiolactomycin,* polyoxomim-
ic acid® prostaglandin® and syncarpic acid.” In general,
transesterification of p-ketoesters is a sluggish reaction,®® which
requires large excess of B-ketoester and high boiling alcohols. Over
a period of time quite some attention is paid to effectively catalyze
this reaction by using Bronsted acids, Lewis acids,'® and basic cat-
alysts.''=1 But protic acid catalysts such as sulfuric acid and phos-
phoric acid are known to cause several environmental problems.!
Therefore, lot of attention has been diverted to overcome this prob-
lem. Several heterogeneous catalysts such as sulfated tin oxide,'®
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borated zirconia,'® zeolites,!” kaolinitic clay,'® Mo-Zr0O,,'® FeSO,,
and CuS0,,%° yettria-based strong Lewis acid,>! DMAP,?? Zinc,>®
montmorillonite K-10,2 Mg-Al-O-t-Bu hydrotalcite,?> and ionic
liquid-regulated sulfamic acid?® have been employed to minimize
the problems associated with the homogeneous catalysts.
Although there are many reagents to catalyze the transesterifi-
cation, they are either expensive, less selective, and require long
reaction times. Therefore, practical and environmentally benign
protocols are needed for laboratory and industrial scale prepara-
tions. Manganese (Mn) is a versatile element?” with the electronic
configuration [Ar] 4s®> 3d°. It is a required trace mineral for all
known living organisms and essential for aerobic life because its
compounds are not highly toxic. The most common oxidation
states of manganese are +2, +3, +4, +6, and +7, though oxidation
states from —3 to +7 are observed. Mn(II) often competes with
Mg(Il) in biological systems. Manganese(Il) ions are known to
function as cofactors for a large variety of enzymes with many
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Scheme 1. Transesterification of B-ketoesters.
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functions. Manganese enzymes are particularly essential in the
detoxification of superoxide free radicals in organisms that must
deal with elemental oxygen. Manganese also functions in the
oxygen-evolving complex of photosynthetic plants. Manganese
carbonate is widely used as an additive to plant fertilizers to cure
Mn deficient crops. Above all, Mn(II) is a well known readily avail-
able, easy to use, inexpensive compound. Probably because of

Table 1

these reasons Mn(Il) has been used as a catalyst for rate enhance-
ments in several chemical reactions performed under homoge-
neous and heterogeneous conditions.”® Compounds such as
B-ketoesters are multicoupling reagents having electrophilic car-
bonyl and nucleophilic carbon which make them a valuable tool
for the synthesis of complex molecules. Toluene was chosen as a
solvent since it forms an azeotropic mixture with ethanol content

Ultrasonic and microwave assisted chemoselective transesterification of ethyl acetoacetate by certain hydroxy compounds in the presence of inexpensive Mn(II) carbonate and

Mn(II) sulfate

Entry Hydroxy compound Product Mn(II) catalyst Conventional synthesis USAS MWAS
Time (h)  Yield (¥)  Time(h) Yield (%) Time (h) Yield (%)
OH 0 0
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OH o o /©/
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MnCO; 24.0 73 3.50 75 0.83 75
x
on 9 @
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of 70%, owing to which the effectiveness of ethanol removal in-
creases. In this present work, we report that Mn(Il) serves as an
efficient catalyst for the selective transesterification of B-ketoesters
with a variety of alcohols and ethyl acetoacetate (Scheme 1).
Preliminary studies with Mn(lII) sulfate and Mn(II) carbonate as
catalysts for transesterification of ethylacetoacetate (EAA) with hy-
droxy compounds indicated that the reactions are too sluggish
even at reflux temperatures. These observations necessitated us
to carry out the reactions under non-conventional conditions such
as sonication and microwave irradiation because in recent past
ultrasonically assisted (USA)?°32 and microwave assisted
(MWA)?334 protocols provided important tools to accelerate chem-
ical reactions by providing eco-friendly and green environment.*®
Control experiments®® were performed with a mixture of ethyl
acetoacetate (5 mmol), phenol (5 mmol), and varied amounts of
catalyst in the range of 0.2-3.0 mmol (separately Mn(II) sulfate
and Mn(II) carbonate) in toluene (20 mL) stirred at 100-110 °C in
a round bottom flask provided with a distillation condenser to re-
move ethanol and the progress of the reaction monitored by thin
layer chromatography (TLC). Reactions afforded very good yield
of product only when 1.0 mmol catalyst was used. Below 1.0 mmol
reactions were too slow even after 24 h and under reflux condi-
tions, and above 1.0 mmol reaction times and yield of the product
did not differ much. In view of this we have performed the reaction
under ultrasonic and microwave assisted (USA and MWA) condi-
tions.?” Experimental results obtained for the transesterification
reaction with a variety of alcohols under different conditions are
summarized in Table 1, which indicated that even though the reac-
tion times in Mn(Il) sulfate and Mn(II) carbonate mediated reac-
tions are too long, very good yields of products are obtained. The
+2 oxidation state of Mn is the most used state in living organisms
for essential functions while other states are toxic for the human
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body. The +2 oxidation state of Mn results from the removal of
two 4s electrons, leaving a ‘high spin’ ion in which all five of the
3d orbitals contain a single electron. Mn(Il) is a hard acid with suf-
ficient number of vacant orbitals that can easily form adducts with
ethyl acetoacetate and hydroxy compounds. According to Pearson’s
HSAB theory,*® ‘Hard acids (HA) prefer to bind to hard bases (HB)
and soft acids (SA) prefer to bind to soft bases (SB)'. Ethyl acetoac-
etate being a harder base than hydroxy compound interaction be-
tween hard acid Mn(II) and hard base ethyl acetoacetate through
two carbonyl oxygen atoms to form a cyclic intermediate is more
likely. Further support for the formation of cyclic intermediate dur-
ing the complexation of Lewis acid with 1,3 dicarbonyl systems can
be obtained from the recent work of Dario Pasini et al. on supramo-
lecular systems.>® The cyclic intermediate thus formed then prob-
ably reacts with hydroxy compound and affords the product with
the elimination of ethyl alcohol and Mn(lII) catalyst. Reaction se-
quence of the proposed mechanism is shown in Scheme 2. Further,
it is interesting to note that the catalyst could be recycled without
any problem.

Comparison of the results obtained under three procedures
made it possible to draw some general conclusions regarding the
effect of sonication and MW irradiation on the transesterification.
Data presented in Table 1 clearly indicate that even though the
yields of end products are by and large similar with very good per-
centage, there is a remarkable change in the rates/reaction times
from the conventional method to sonication and/or microwave
irradiation. Reaction times reduced by almost ten times from con-
ventional to USA conditions. This remarkable rate acceleration
could be attributed to the ‘Cavitation phenomenon’, which is gen-
erated during ultra-sonication. A large amount of energy and pres-
sure are released from the collapse of cavitation bubbles during
sonication of the reaction,?*~>2 which may cause an increase in

ROH

Scheme 2. Mn(Il) catalyzed transesterification mechanism (proposed).
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the fraction of activated molecules compared with normal reac-
tions resulting in higher rates of the reaction. MW irradiation gen-
erates volumetric nature of power dissipation in dielectric, which
causes direct heating inside the sample.>>3> This in situ mode of
energy conversion leads to a fast heating rate with minimized
thermal gradients. This leads to the reduction of the reaction times
rapidly as observed in the present study from several hours
(16-24 h) in the conventional reaction to a few minutes (45 min)
in the MWA reaction.

In conclusion, we have demonstrated that Mn(II) salts such as
sulfate and carbonate could be used as efficient and selective cat-
alysts for the transesterification of B-ketoesters under mild reac-
tion conditions. These catalysts are not only inexpensive but also
available as desktop chemicals in any undergraduate laboratory.
These reagents are operationally simple and environmentally safe
and thus have an advantage over many literature reports. The
new method allows rapid access to diverse esters (-OR) without
using large excess of the corresponding alcohol (often as a solvent).
Ultrasonically assisted methodology reduced reaction times from
16-24 h (under reflux conditions) to about 2.5 h; while microwave
assisted reactions could complete the transesterification within
45 min. We hope that the protocols developed in this part of the
work would become good contribution under non-conventional
conditions. These approaches are environmental friendly in terms
of energy saving and time saving requirements.

Supplementary data

All chemicals used in the experiments were purchased either
from SD fine Chemicals (India), Ranbaxy (India) or Aldrich Chemi-
cals. Pure, ash colored, crystalline manganese carbonate was pur-
chased from Chemical Corporation (Mumbai, India).
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