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ABSTRACT: The development of efficient strategies for the synthesis of levulinate
esters is of significant current interest due to their potential as biofuels and fuel
additives. Herein, we report a novel strategy to access levulinate esters derived from
higher alcohols directly from levulinic acid through the in situ generation of lactone
intermediates employing commercial heterogeneous catalysts, such as Amberlyst-
15. This strategy employs a telescoped approach in which the lactonization/ring-
opening reactions are combined into an operationally simple one-pot procedure.
This strategy is advantageous as it employs a readily available and inexpensive
catalyst and proceeds in short reaction times to produce excellent yields of higher
levulinate esters with high selectivity. Furthermore, the Amberlyst-15 catalyst is
fully recyclable and can be reused without loss of activity or selectivity.

1. INTRODUCTION
The development of strategies for the production of energy,
fuels, and feedstock chemicals employing sustainable ap-
proaches is crucial to alleviate the current reliance on fossil
fuel resources and also offers a potential strategy toward
dealing with climate change.1,2 Biomass valorization, and in
particular, the valorization of sustainably sourced inedible
lignocellulosic residues, offers a low cost and abundant source
of materials for future energy requirements.3,4 One of the most
important of these bioderived materials is levulinic acid 1
(LA), derived from the acid-catalyzed hydrolysis of cellulose,
which has been identified as a versatile platform chemical that
offers significant opportunities for further structural elucidation
into high-value added products (Figure 1).5−11

One of the most common strategies for LA upgrading takes
advantage of the similar properties of levulinate esters to fatty
acid methyl esters (FAMEs), which has led to them being
identified as important fuel additives and biofuels due to their
low toxicity, high flashpoints, and beneficial flow proper-
ties.12,13 This is typically achieved through LA esterification
using homogeneous mineral acid catalysts; however, these
catalysts present significant operational difficulties in recycla-
bility, product isolation, and waste stream management.
Significantly, commercially available heterogeneous catalysts
have been demonstrated to perform poorly, providing
disappointing yields of levulinate ester products, particularly
in the case of levulinate esters derived from higher
alcohols.14−17 These limitations have led to the development
of alternative synthetic approaches employing novel heteroge-
neous materials that are more efficient and which present fewer

operational complications, which has developed as a vibrant
research area in recent years (Table 1).18−24

We recently reported a novel synthetic strategy for the
production of levulinate esters directly from LA in the presence
of dimethyl and diethyl acetals and ketals.25 This approach
proceeds through the efficient formation of a lactone
intermediate and provides a simple solution to the limitations
typically associated with the Fischer esterification process, and
in particular, the low yields of ester products produced due to
the formation of equilibrium mixtures, by exploiting the natural
tendency of lactones to undergo facile ring-opening
reactions.26−28

Quantities of lactone products have previously been
identified in reaction mixtures during the synthesis of
levulinate esters from both levulinic acid and α-angelica
lactone, the amount of which is typically dependent on the
nature of the catalyst employed.29−32 Few studies have
systematically investigated the reactivity of these multifunc-
tional lactone intermediates, presumably due to difficulties
encountered in their synthesis and isolation, although they
have been found to be useful in the development of water-
soluble coatings and as prodrugs.33−35 Our methodology
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allows for the efficient and high yielding synthesis of lactones
directly from levulinic acid without the requirement for harsh
conditions in an operationally simple procedure using
inexpensive reagents. We recognized that this might provide
an opportunity to exploit the increased reactivity of lactones
toward nucleophiles and to develop methodology in which
these potentially highly flexible intermediates can be further
elaborated into a range of useful consumer products. Herein,
we report the successful realization of this strategy, employing
alcohol nucleophiles to produce an efficient, high yielding, and
flexible strategy to access levulinate esters derived from higher
alcohols.

2. EXPERIMENTAL SECTION
2.1. Typical Procedure for the Telescoped Esterifica-

tion Reactions of LA in 1-Propanol in the Presence of
Ketals. Amberlyst-15 (40 mg) was added to a solution of 2,2-
diethoxypropane (DEOP) (1.2 mmol) and levulinic acid (1
mmol) in 1-propanol (2 mL) in a sealed reaction vessel, and
the reaction was stirred at 20 °C to affect the lactonization.
After 1 h at 20 °C, the reaction mixture was heated to 75 °C
for 4 h to affect the ring-opening esterification reaction. Yields
of ester and product selectivity were determined by
quantitative 1H NMR spectroscopy analysis of the crude
reaction mixture,33,36,37 and product identities were confirmed
by GC−MS analysis.

2.2. Amberlyst-15 Recycling Studies. Amberlyst-15 (40
mg) was added to a solution of levulinic acid (1 mmol) and
2,2-diethoxypropane (DEOP) (1.2 equiv) in 1-propanol (2

mL) and stirred at 20 °C for 1 h followed by heating at 75 °C
for 4 h to affect esterification. On completion of the
esterification reaction, the solvent was removed by aspiration
and the catalyst washed with 1-propanol (2 × 1 mL) prior to
reuse. Yields of ester and product selectivity were determined
by quantitative 1H NMR spectroscopy analysis of the crude
reaction mixture,33,36,37 and product identities were confirmed
by GC−MS analysis.

2.3. Typical Procedure for the Telescoped Lactoniza-
tion/Transetherification Reactions of LA with 1-Prop-
anol in DMC in the Presence of Ketals. Amberlyst-15 (10
mg) was added to a solution of 2,2-diethoxypropane (DEOP)
(1.2 mmol) and levulinic acid (1 mmol) in dimethyl carbonate
(DMC) (2 mL) in a sealed reaction vessel, and the reaction
was stirred at 20 °C. After 1 h, 1-propanol (5 equiv, 5 mmol)
and an additional portion of Amberlyst-15 (30 mg) were
added, and the reaction was stirred at 20 °C for an additional 1
h. Conversion to higher lactone product 2c was confirmed by
GC−MS analysis of the crude reaction mixture.

3. RESULTS AND DISCUSSION
3.1. Catalyst Choice. The catalytic activity of Amberlyst-

15 in esterification reactions has been extensively investigated
for a range of substrates and under a variety of reaction
conditions in order to determine the kinetic profile of this
transformation. In-depth studies have elucidated how the
structural and physicochemical characteristics of Amberlyst-15,
such as its swelling properties, the degree of cross-linking, and
resin morphology, influence its catalytic activity for the
formation of butyl levulinate from levulinic acid.17 Acidic
resins, such as Amberlyst-15, have an ideal profile for use in
sustainable chemical processes, displaying the desirable
features of heterogeneous catalysts, such as easy separation
and isolation, high catalytic activity and selectivity, and good
reusability. Furthermore, they also display a number of features
that are highly desirable for application in industrial processes
and are inexpensive and applicable to flow chemistry
techniques.

3.2. Optimization of Lactone Formation. We have
demonstrated that Amberlyst-15 is a highly efficient and
selective catalyst for the formation of esters derived from lower
alcohols from levulinic acid in the presence of acetals and
ketals, such as 2,2-dimethoxypropane (DMOP) and DEOP. In

Figure 1. Applications of levulinic acid as a bioderived platform chemical.

Table 1. Previous Levulinic Ester Synthesis Employing
Commercial Heterogeneous Catalysts under Fischer
Esterification Conditions

alcohol catalyst yield levulinate ester (%) refs

1 EtOH H-ZSM-5(100) 15 14
2 EtOH Keggin HPA 38 15
3 EtOH Amberlyst-15 55 19
4 PrOH Amberlyst-15 70 24
5 BuOH H-ZSM-5 31 16
6 BuOH H-MOR 30 16
7 BuOH Amberlyst-15 53 17
8 BuOH Amberlyst-36 60 17
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this case, the lactone intermediate is formed as a transient
intermediate, which undergoes facile esterification reaction
under the high reaction temperatures employed.25 We
envisioned that this chemistry could be adapted and extended
to develop a telescoped reaction protocol in which the lactone
product is selectively produced in situ and subsequently
reacted without the requirement of its isolation. Such
telescoped and “one-pot” protocols have proved to be highly
effective synthetic strategies that allow for multiple trans-
formations to be carried out sequentially. This approach has a
number of benefits, providing substantial savings in time and
efficiency as it removes the requirement for tedious isolation
and purification steps and significantly reduces solvent usage,
waste generation, and energy requirements. Further additional
benefits include compatibility with flow chemistry and
continuous processing techniques, removal of the requirement
to isolate reactive or unstable intermediates, and the potential
to enhance and improve the reactivity profile of unreactive
functional groups.38−46 With this strategy in mind, we initially
assessed the potential of Amberlyst-15 to selectively catalyze
the formation of lactone 2a in situ employing a combination of
low catalyst loadings and reduced reaction temperatures. Our
studies initially investigated the reaction of LA in the presence
of DMOP and 40 mg Amberlyst-15 at 20 °C in DMC, which
provided excellent conversions of LA to lactone 2a in short
reaction times with good selectivity for the lactone product
(Table 2, entry 1). Extending reaction times led to the
consumption of 2a and subsequent formation of the ester
product 3a with the expected reduction of selectivity (entry 2).
Gratifyingly, reducing the amount of Amberlyst-15 led to a
reduction in the amount of ester product 3a while maintaining
high conversions of LA and provided a simple and efficient
method for the synthesis of lactone 2a (entries 2−5). The
corresponding reaction employing methanol as a solvent in
place of DMC provided only low yields of lactone 2a with poor
overall selectivity (entry 6). No lactone products were
observed in reactions of levulinic acid and Amberlyst-15 (10
or 40 mg) in DMC at 20 °C in the absence of ketal. Similarly,
no lactone products were observed in reactions of levulinic
acid and DMOP in the absence of Amberlyst-15, suggesting
that lactone formation by autocatalysis was negligible.

These optimization studies, and our initial observations,
clearly demonstrate that the chemistry of levulinic acid can be
modified by careful control of the reaction conditions to allow
for selective formation of either the lactone 2a or ester 3a
products with high selectivity. We next extended our studies to

demonstrate that the lactonization reaction can also be
achieved employing other macroreticular resins, such as
Amberlyst-36, and other ketals, such as DEOP. We were
gratified to observe that these reactions provided a similar
reaction profile providing high conversions to lactone 2b with
high selectivity (Figure 2).

To complete these initial investigations, we demonstrated
that in contrast to previous studies, the highly reactive lactones
2a and 2b can easily be isolated in high purity without the
requirement for extended isolation and purification proce-
dures. A benefit of employing DMOP and DEOP is that the
only byproducts generated in the lactonization reaction are
highly volatile and can be easily removed. Thus, under our
optimized conditions, lactone products 2a and 2b are realized
simply by removal of the catalyst by filtration followed by
careful removal of the volatile components under high vacuum
(Figures S1−S6, Supporting Information), providing an

Table 2. Optimization of Lactone Formation Employing Amberlyst-15a

entry catalyst loading (mg) time (h) ketal yield 2a (%)b selectivity 2a:3ab conversion (%)c

1 A-15 40 1 DMOP 83 80:20 >95
2 A-15 40 2 DMOP 58 65:35 92
3 A-15 20 0.5 DMOP 82 90:10 88
4 A-15 20 1 DMOP 72 80:20 84
5 A-15 10 1 DMOP 92 95:5 92
6 A-15 40 0.5 DMOP 25 55:45 45d

aExperimental conditions: Catalyst was added to a solution of levulinic acid (1 mmol) and ketal (1.2 equiv) in DMC (2 mL) in a sealed reaction
vessel and stirred at 20 °C for the specified time. bDetermined by quantitative1H NMR spectroscopy of the crude reaction mixture. cSum of
levulinate ester and lactone as determined by quantitative 1H NMR spectroscopy of the crude reaction mixture. dReaction in methanol.

Figure 2. Lactonization reactions of levulinic acid employing
macroreticular resin catalysts in the presence of ketals.
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efficient and operationally simple synthesis of these lactone
products.

3.3. Formation of Levulinate Esters from Higher
Alcohols. While this approach allows easy access to lactones
and ester products derived from lower alcohols, such as
methanol and ethanol, access to lactones derived from higher
alcohols is more challenging due to the lack of access to ketals
derived from these alcohols. With this in mind, and to further
understand the chemistry of these lactones, we next
investigated the possibility that this limitation could be
addressed by an approach employing DMOP or DEOP to
initially produce lactones 2a or 2b followed by lactone ring-
opening in the presence of an additional nucleophile, in this
case higher alcohols, such as 1-propanol or 1-butanol (Scheme
1).

While numerous studies have reported the effectiveness of
ethyl levulinate as a biofuel additive, butyl levulinate has
received significantly less attention, even though its properties
are in a number of respects better suited to this role.47−49

Indeed it has been demonstrated that in comparison to ethyl
levulinate, butyl levulinate has a higher cetane number, a
higher calorific value, and better solubility characteristics.48

High yields of esters derived from higher alcohols, such as 1-
propanol and 1-butanol, however, are more difficult to achieve
given their reduced nucleophilicity in both Fischer esterifica-
tion reactions29, and from the direct alcoholysis of biomass or
furfuryl alcohol derivatives.50 Indeed, in the case of macro-
reticular resins, yields of higher ester products from reactions
employing LA typically do not exceed 60%.16,17,24,30 Our
approach to realize an efficient and flexible route to levulinate
esters derived from higher alcohols using lactones as advanced
intermediates capitalizes on the higher reactivity of lactones in
ring-opening reactions to circumvent these problems.
Furthermore, the telescoping of the lactonization/lactone
ring-opening esterification process into a one-pot procedure,
in which none of the intermediates require isolation or
purification, has considerable advantages in efficiency and
operational simplicity.

Our initial studies built upon our optimized conditions from
our earlier studies employing DMOP in DMC with low
loadings of Amberlyst-15 or Amberlyst-36 to initially produce
lactone 2a. On completion of the lactonization reaction, an
additional portion of catalyst (30 mg) and 1-propanol (5
equiv) were added, and the reaction was heated to 75 °C to
affect the ring-opening esterification. Gratifyingly, good
conversions to levulinate ester products were achieved under
these conditions; however, the selectivity for the propyl ester
3c over methyl ester 3a was only moderate (Table 3, entries 1
and 2).

We reasoned that the moderate selectivity observed here
reflected the relative nucleophilicities of the two alcohol
components present in the reaction in the final ring-opening
esterification step.29,30 The higher nucleophilicity of methanol
in comparison to that of 1-propanol, would ensure that even in
the presence of an excess of the less reactive 1-propanol,
significant quantities of the methyl ester 3a would be
produced. To test this hypothesis, we next studied the
reactions of lactone 2b, derived from the reaction of LA with
DEOP, in the expectation that the similar reactivities of
ethanol and 1-propanol might alleviate this problem. Gratify-
ingly, this proved to be the case, and significant improvements
in the quantity of esters 3c and 3d produced were observed in
the reactions of 1-propanol and 1-butanol, respectively, in
good overall yields (entries 3 and 4).

3.4. Reaction Optimization. With the poor selectivity
issue addressed, we next turned our attention to improving the
overall yields of the higher esters 3c and 3d by increasing the
quantity of the higher alcohol nucleophile present in the
reaction mixture by switching the solvent from DMC and
carrying out the reaction in the higher alcohol solvent. Given
the lower yields of lactone previously observed in the presence
of low loadings of Amberlyst-15 in alcohol solvents, an
increased amount of catalyst was employed at the start of the
reaction. Gratifyingly, the reaction, as previously employing 1-
propanol as solvent, gave improved yields of ester product 3c,
providing an operationally simple approach to obtain higher
levulinate products (Table 4, entry1).

Scheme 1. Telescoped Routes to Higher Levulinate Esters

Table 3. Telescoped Protocols to Higher Levulinate Esters in DMC

entry catalyst ketal ROH (5 equiv) time (h) selectivity (%)a yield (%)a

1 A-15 DMOP PrOH 3 3c:3a 61:39 59 (3c)
2 A-36 DMOP PrOH 3 3c:3a 60:40 54 (3c)
3 A-15 DEOP PrOH 5 3c:3b 88:12 63 (3c)
4 A-15 DEOP BuOH 5 3d:3b 88:12 63 (3d)

aDetermined by quantitative 1H NMR spectroscopy of the crude reaction mixture.
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Significant improvements in both yield and selectivity for the
higher ester product were successfully achieved by employing
DEOP (entries 2 and 3) in place of DMOP, which provided
the highest selectivity for ester products 3c and 3d. In this case,
slightly lower yields of ester 3c were achieved employing
Amberlyst-36 as a catalyst (entry 4).

3.5. Catalyst Recycling Studies. To complete our
investigations, we carried out recycling and reuse studies to
confirm retention of the catalytic activity and selectivity of the
Amberlyst-15 catalyst. In agreement with literature reports and
our own observations,18,25 the Amberlyst-15 catalyst was fully
recyclable and displayed no significant reduction in its catalytic
activity or selectivity over the course of four cycles of reuse
(Table 5).

3.6. Mechanistic Considerations. While the involvement
of lactone intermediates in the formation of levulinate esters is
well-established29−32,34,51 and has been demonstrated to be
energetically comparable to the Fischer esterification mecha-
nism when catalyzed by solid acid catalysts,52 the chemistry of
these lactones is less well investigated. It has been
demonstrated that the conversion of α-angelica lactone to
levulinate esters by macroreticular resins proceeds efficiently
through the lactone intermediate;29,30 however, it would not be
expected that α-angelica lactone would be formed in our case
due to the low temperatures employed. Indeed, no α-angelica
lactone was detected by the 1H NMR analysis of our crude
reaction mixtures.

One plausible alternative mechanism involves the ketal
acting as a dehydrating agent to promote the formation of
pseudo-levulinic acid 4, which subsequently undergoes an acid-
catalyzed transetherification reaction to produce the corre-
sponding lactone intermediates (Scheme 2). Transetherifica-
tion strategies have attracted considerable attention in a

diverse number of research areas as a useful strategy for the
formation of carbon−oxygen bonds from a variety of substrates
employing both homogeneous and heterogeneous cata-
lysts,53−55 and indeed, Amberlyst-15 itself has been demon-
strated to efficiently catalyze such reactions.56 We were
intrigued as to the possibility that the intermediate lactones
2a and 2b once formed might themselves undergo trans-
etherification reactions under the reaction conditions em-
ployed to produce the intermediate lactones 2c and 2d in
excess of the higher alcohol solvent (Scheme 3).

With this possibility in mind, we analyzed the crude reaction
mixtures derived from the lactonization reactions of LA with
DMOP and DEOP in 1-propanol and 1-butanol by GC−MS
analysis. This indicated that in all cases, only small quantities of
the expected methoxy- or ethoxy lactones 2a or 2b were
present in these reaction mixtures with the major product in
each case having a longer retention time than 2a and 2b and
providing MS data consistent with the propoxy- and butoxy
lactone products 2c and 2d (Supporting Information Table
S2). Disappointingly, it was not possible to isolate pure
samples of these products to further confirm their identity due
to the high boiling points of the alcohol solvents, which

Table 4. Telescoped Protocols to Higher Levulinate Esters in Alcohol Solvents

entry catalyst ketal solvent time (h) selectivity (%)a yield (%)a

1 A-15 DMOP PrOH 4 3c:3a 80:20 77 (3c)
2 A-15 DEOP PrOH 4 3c:3b 92:08 90 (3c)
3 A-15 DEOP BuOH 5 3d:3b 90:10 94 (3d)
4 A-36 DEOP PrOH 4 3c:3b 88:12 68 (3c)

aDetermined by quantitative 1H NMR spectroscopy analysis of the crude reaction mixture.

Table 5. Amberlyst-15 Recycling in Telescoped Esterification Reactions of Levulinic Acida

entry ester 3c (%)a selectivity (%)a

first cycle 87 90:10
second cycle 84 90:10
third cycle 89 92:08
fourth cycle 91 90:10
fifth cycle 85 88:12

aDetermined by quantitative 1H NMR spectroscopy analysis of the crude reaction mixture.

Scheme 2. Plausible Reaction Mechanism for Levulinate
Ester Formation
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precluded their removal at low temperature and which also
masked the relevant lactone signals in the crude 1H NMR
spectra. These results suggest that the lactone products
undergo in situ transetherification under the reaction
conditions and indicate that the site of reaction of the
nucleophile can be controlled by careful manipulation of the
reaction conditions. We envisage that at low temperatures, the
lactone ring-opening reaction is disfavored while the trans-
etherification is rapid and proceeds effectively to provide the
lactone product derived from the higher alcohol. At higher
temperatures, however, the irreversible ring-opening reactions
is rapid and provides the higher ester product. Studies are
currently in progress to verify these initial results and to further
exploit these intermediates as a potential new opportunity for
the valorization of levulinic acid.

4. CONCLUSIONS
In conclusion, we have demonstrated that lactone products 2a
and 2b are selectively and efficiently synthesized from the
reaction of levulinic acid and ketals in the presence of
commercially available macroreticular resins, such as Amber-
lyst-15 and Amberlyst-36. Workup procedures are extremely
simple, only requiring the removal of volatile byproducts to
provide the lactone products in high yield. To extend this
methodology to encompass the synthesis of levulinate esters
derived from higher alcohols, we developed a novel telescoped
procedure, which does not require the isolation of the
intermediate lactone products. In these cases, the lactoniza-
tion/esterification protocol is achieved in a one-pot reaction
sequence in the presence of DMOP or DEOP, a higher
alcohol, such as 1-propanol and 1-butanol, and an Amberlyst-
15 or Amberlyst-36 catalyst. Heating at moderate temperatures
for short reaction times provides excellent conversions to the
ester products in high yield with excellent selectivity. Reactions
employing DEOP provide higher selectivity for the higher
alcohol products in comparison to reactions employing DMOP
due to the lower reactivity of the ethanol byproduct present in
the reaction mixture. We provide initial evidence that the site
of reaction with oxygen nucleophiles can be controlled by
careful manipulation of the reaction conditions. Thus, at room
temperature, the lactone undergoes a transetherification
reaction at the lactol position to provide lactone products 2c
and 2d in the presence of an excess of the higher alcohols. The
Amberlyst-15 catalyst is fully recyclable and displayed no
significant reduction in its catalytic activity or selectivity over
the course of four cycles of reuse.
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