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ABSTRACT: A green and optimized protocol has been developed
for the preparation of symmetric 1,7-bis(aryl)-1,6-heptadiene-3,5-
diones and asymmetric 2-aryl-6-arylidenecyclohexanones with
modified substrate scope and good functional group tolerance.
Syntheses proceed smoothly under solvent-free conditions,
providing moderate to excellent product yields with a minimal
workup procedure. Control experiments, spectroscopic, and
computational studies support a mechanism involving the boron-
assisted in situ generation of imine intermediates. Crystal structures
of three curcuminoids and isolated mechanistic intermediates are
reported. The data provide insight for the further development of
solvent-free protocols toward diverse curcumin derivatives in the
fields of pharmaceutical and synthetic chemistries.

■ INTRODUCTION

Since the discovery of curcumin and its wide range of
biological properties, it has become one of the most cited
naturally occurring molecules.1 In this work, the development
of a solvent-free curcumin and curcuminoid synthesis protocol
and the study of the underlying mechanism using a
combination of synthetic, spectroscopic, and computational
methods are described. A wide range of bioactivities of
curcumin are described in detail elsewhere.1,2

The vast majority of curcumin is extracted from rhizomes of
the Curcuma longa (Turmeric) plant also known as kunir
(Javanese) or kunyit (Indonesian).1 The global market of
curcumin was estimated at USD 58.4 million in 2019 and is
expected to experience a compound annual growth rate
(CAGR) of 12.7% by 2024.3 The active ingredients of turmeric
are curcumin, demethoxycurcumin, and bisdemethoxycurcu-
min (structures shown in Scheme 1).1 The ratios of active
components are highly variable based on plant growth
conditions and processing.1,3 The purity of curcumin samples
is tied to its common applications, which include pharmaceut-
ical, food and beverage, and cosmetics industries.1 Pharma-
ceutical grade curcumin has the highest purity and, as a result,
is the most expensive.3 Nevertheless, the consumption of
pharmaceutical grade curcumin accounts for the largest
curcumin market share globally, with 54.08% market share in
2015.3 In North America, the market for curcumin accounted
for the highest share in 2019, with a revenue percentage of
50.9%, and is forecasted to continue growing due to an

increased product demand as food and nutritional supplements
and an organic additive in cosmetics.3 Synthetic curcumin can
be obtained with the highest purity and a lower cost.3,4

However, despite the nearly miraculous biological proper-
ties,1,2 owing to its century-long use in Asia in the form of
traditional herbal medicines and dietary supplements,
curcumin is nonpatentable, which limits its appeal for further
pharmaceutical development. In addition, curcumin demon-
strates a variety of other limitations, with some noted examples
being low water solubility, light sensitivity, low bioavailability
in blood plasma, rapid clearance from the body, and its ability
to act as a broad-spectrum inhibitor.1,2

Due to a substantial cross-industry financial interest in
curcumin, numerous reports have been published on the
synthesis of derivatives.5 Synthetic modifications can be
categorized as functionalization of aromatic rings (sidearm
modification), modification of the central linker, or a
combination of both (Scheme 1). The obtained curcuminoids
have demonstrated an incredible potential in the pharmaceut-
ical realm overcoming the pitfalls of curcumin itself.6 Despite
the substantial developments in modifications of curcumin,7
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the synthetic procedures to these valuable compounds have
not advanced and a vast array of curcuminoids are obtained by
methods not that different from the approach reported by
Pabon.8 As a consequence, synthetic efforts suffer from similar
drawbacks as in the original report. Structural modifications of
the aldehyde precursors are frequently accompanied by
inexplicable substantial drops in yields.5b−d Product isolation,
with a few exceptions,5c usually requires extensive multiple
extractions, followed by recrystallization or column chroma-
tography.5,6 The commercial availability of asymmetric
curcuminoids is limited to a few examples, and at a relatively
high price, limiting the availability of this resource to diverse
research groups.1 In a recent review,7 synthetic efforts of many
research groups toward asymmetric derivatives of curcumin
illustrating that the choice of a particular set of synthetic
conditions on every step of the procedure, e.g., temperature,
time, solvent, isolation, and purification, appear somewhat
arbitrary and more representative of the culture of the
particular group rather than the reaction in hand. Literature
data contains limited information on the understanding of the
reaction conditions, which is primarily based on the
mechanism outlined by Pabon (Scheme 2).8 The formation
of synthetic curcumin can be achieved by a one-step aldol
condensation between vanillin (4-hydroxy-3-methoxybenzal-
dehyde) and acetylacetone (2,4-pentanedione), known as the

Claisen−Schmidt reaction. The method,9 originally developed
by Lampe in 1910 and improved by Pavolini in 1937,
produced curcumin in a 10% yield in one step but required an
open flame for the success of the reaction. By introducing a
borate ester, an amine, and conventional heating, Pabon
achieved a 25−80% yield of curcumin under both solvent-free
and solvent-based conditions.8 Moreover, the synthesis
included several substituted benzaldehydes, thereby producing
a small variety of curcumin derivatives and establishing the first
general procedure toward this class of compounds.8 The
protocol incorporates the conversion of enolic form 4 to
intermediate 5 from acetylacetone and boric oxide in ethyl
acetate followed by the addition of vanillin (Scheme 2).8

Formation of intermediate 5 prevents undesirable Knoevenagel
condensation at the C-3 atom once exposed to base and
aldehyde. The subsequent reaction is carried out in the
presence of water scavengers, such as boric acid esters, as well
as a base catalyst. Tri(isopropyl) borate and n-butyl amine
produced the highest reported yield (80%) of curcumin.8

When the same protocol was applied to cinnamaldehyde, only
the monocondensation product was isolated despite the lack of
changes made to stoichiometric ratios of reactants. Similar
attempts with furfural yielded product in a low yield (8%).
Average reported yields ranged between 30 and 40% for other
benzaldehyde derivatives.8 The solvent-based reactions con-

Scheme 1. Chemical Structures of Active Components of Turmeric and Strategic Modifications toward Curcuminoids

Scheme 2. General Procedure toward Curcumin and Its Close Analogues, Known as Pabon’s Protocol
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sistently outperformed solvent-free conditions. The need and
type of supplementary reagents, such as amine catalysts and
water scavengers, were investigated in relation to their impact
on the product yield; however, their role in the stepwise
mechanism is only suggested. The observation that primary or
secondary amines are required for a successful synthesis is
noted but is not further analyzed. No explanation is provided
for inconsistent product formation (mono- versus diaddition),
yield, or difficulty of product isolation.8

Several groups investigated solvent effects targeting the
importance of product solubility in the formation of
curcumin.8,10,11 The most relevant study10 includes a variety
of solvents, polar and nonpolar, protic and aprotic, with
dielectric constants ranging from 2.22 (1,4-dioxane) to 47.2
(DMSO), producing yields lower than the original 1964 Pabon
protocol. The selection of a solvent is noted as essential for the
reaction success from the beginning of the synthesis
throughout the isolation and purification steps.10 The impact

Scheme 3. Synthesis of Polyene β-Diketone and Isolation of Possible Active IntermediateSchiff Base

Scheme 4. Suggested Mechanistic Steps or Intermediates in the Synthesis of Curcumin Analogues
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of the solvent beyond the solubility and toward the efficiency
of the base catalyst is mentioned without explanation.10

Reported complications including the increase of viscosity
during the synthesis and formation of tarry, sticky, or gummy
reaction mixtures are noted. The required use of large
quantities of solvents either for the repeated recrystallization
of filtrates or for column chromatography of concentrated
solutions was described. The report11 of high yields under
continuous reflux on toluene or DMF is only marginally
relevant toward the goals of this study due to the difference in
their boron reagent.
The formation of acetylacetone−boron complex 5 was

speculated8 based on the studies by Spicer with Strickland.12

Although they have reported an extensive study of the
chemical and physical properties of rosocyanin (Scheme 2),
the structure of the proposed starting boron oxide−
acetylacetone complex 5, the key intermediate of the boron-
bound monoaddition product, was not confirmed by crystallo-
graphic studies.12 Later, John et al. proposed the base-catalyzed
mechanism of the hydrolysis of rosocyanin to release curcumin
along with Na[B(OH)4].

13 Considering that the majority of
synthetic procedures toward curcumin or curcuminoids
provide products upon treatment with hydrochloric acid, this
mechanism would not seem applicable to these protocols.
Chopra et al. speculated that the actual intermediate is a Schiff
base formed by the substituted benzaldehyde and amine in the
presence of a borate ester.14 Reaction of 8′-apo-β-carotenal 6
was carried out using tri(isobutyl) borate and n-butyl amine
after the formation of complex 5 and did not result in the
condensation of aldehyde (Scheme 3) but provided several
Schiff base intermediates, e.g., compound 7.14 Isolated
compounds upon combining with the boric oxide complex of
acetylacetone 5 in ethyl acetate under reflux for 14 h produced
polyene diketones after treatment with HCl and crystallization
from ethyl acetate (Scheme 3).14 Although speculated, similar
imine compounds, e.g., 7, were neither observed during the
TLC monitoring of the reactions nor isolated for the synthesis
of curcumin itself.
Later, the report of the low yielding synthesis of the

asymmetric demethoxycurcumin 2 by condensation of the
boron complex of feruloylacetone and p-hydroxybenzaldehyde
(Scheme 4a) supported the speculation of the importance of
the Schiff base formed by vanillin and n-butyl amine.15 The
formation of an ionic iminium intermediate between vanillin
and morpholine was also suggested in the synthesis of a
curcumin analogue 10 (Scheme 4b) through an iminium ion-
based mechanistic pathway.16

The solvent-free synthesis of curcuminoids was explored as
part of ongoing efforts17 to expand the applicability of solvent-
free approaches, toward small, biologically important mole-
cules, as a means to develop greener, more atom-economical
processes. Despite the report of the solid-state synthesis of
curcumin and related compounds,18 to the best of our
knowledge, there has been no investigation of the applicability
of solvent-free approaches for the syntheses of such
compounds. The present combined mechanistic and crystallo-
graphic study has yielded crystal structures of three
curcuminoids and one reaction intermediate. These synthetic
efforts were paired with the computational modeling of the
relevant compounds. Previous computational studies of
curcuminoids have been primarily focused on two veins: (1)
prediction of the biological properties via docking studies19

and (2) prediction of their photophysical properties via

TDDFT methods.20,21 Additionally, computational methods
were used to assess the validity of the catalytic role of the
amine, as well as to ascertain the plausibility of an iminium ion
intermediate in the proposed catalytic cycle. To the best of our
knowledge, there has been no hybrid experimental−computa-
tional investigation of the relationship between isolated yields,
structural features, and reaction conditions in the solvent-free
synthesis of curcumin and its analogues.

■ SYNTHETIC RESULTS AND DISCUSSION
Development of Curcumin Solvent-Free Synthesis.

Initial studies looked at the reaction of vanillin, acetylacetone,
boron trioxide, tri(n-butyl) borate, and catalytic n-butyl amine
under solvent-free conditions (Table 1). Optimal yields were

obtained using 4.0 equiv of borate and 0.7 equiv of B2O3
(entries 5 and 11). Alteration of a boron source to boric acid
was not investigated under solvent-free conditions as this
modification under the solvent-based method resulted in a low
product yield, e.g., 5% for curcumin 1, and required extensive
column chromatography during isolation.22 Modification of a
boron source to boron trifluoride reported by others23−25 was
not investigated under solvent-free conditions due to the lack
of obvious synthetic advantages. High 80−90% yields of final
products 1−3 (Scheme 1) required moisture-sensitive
reagents, anhydrous synthetic conditions, and substantial
chromatographic separation.23 Modification of the solvent
provided BF2 complexes of curcuminoids 1−3 as insoluble
solids.24 The hydrolysis of the corresponding BF2 complexes to
provide the final curcuminoids is limited and not always
reproducible even under solvent-based conditions.25

An optimization of reaction parameters was conducted, and
the results are summarized in Figure 1 and Table 1. Stepwise
modification of borate ester quantities was coordinated with an
alteration of time and temperature until optimal conditions
were found. Modification of the reagent ratio was achieved by

Table 1. Optimization of Solvent-Free Synthesis of
Curcumin 1

entry (n-BuO)3B
a T (°C) time (h) yield (%)

1 1.0 55 18 11.7
2 2.1 55 18 44.7
3 3.0 55 18 68.6
4 4.0 55 6 40.2
5 4.0 55 18 82.2
6 4.0 55 36 67.4
7 1.0 75 18 33.9
8 2.1 75 18 40.7
9 3.0 75 18 63.6
10 4.0 75 6 49.3
11 4.0 75 18 77.8
12 4.0 75 36 73.8
entry B2O3

a T (°C) time (h) yield (%)

13 0.2 55 18 23.3
14 0.4 55 18 67.0
15 0.7 55 18 82.2

entry vanillina T (°C) time (h) yield (%)

16 2 55 18 82.2
17 3 55 18 79.3
18 4 55 18 63.3

aEquiv is calculated per quantity of acetylacetone used.
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the alteration of quantities of vanillin. Catalytic amounts of
boron oxide were varied since it is commonly used in
stoichiometric quantities. The nature of the amine was not
modified as it was previously extensively investigated under
solvent-based conditions (Pabon8 1964 and Krakov10 1997).
The impact of the amine catalyst amounts demonstrated little
to no effect on product yield.26 Therefore, n-butyl amine in
catalytic (10 mol %) quantities was used for all reactions.
Tri(n-butyl)borate was used for all experiments, with the

exception of tri(isopropyl)borate ester implemented in the
mechanistic investigations to allow the tracing of n-butyl amine
during in situ experiments. Several studies of borate ester
substituent effects demonstrate a small impact on product
yields,5b,8,10 and the majority of syntheses employ tri(n-butyl)
borate ester.5,7

Due to solvent-free conditions, monitoring of reaction
mixtures could be performed using TLC or 1H NMR
spectroscopy at any point in the synthesis. After product
formation was confirmed, reaction mixtures were quenched
with water. Contrary to traditional approaches, no extensive
extractions were required in this solvent-free method. The
product was isolated using vacuum filtration resulting in
curcumin 1 (Scheme 1) in high purity without the need for
further recrystallization or column chromatography.
Variation of molar equiv of (n-BuO)3B ranging from 1.0 to

4.0 (reaction temperature of 55 °C and time of 18 h were
maintained throughout all trials) produced curcumin with
yields varying from ∼11 to 82% (Table 1, entries 1−6). In all
reactions, a mixture of acetylacetone 4, B2O3, and (n-BuO)3B
initially was heated in a vial at 55 °C for 20 min, producing a
nearly homogeneous suspension of intermediate 5. The
increase of temperature to 75 °C generally resulted in a
relatively small decrease in the overall yield (Table 1, entries
7−12), providing curcumin in a 34−78% yield. The optimal
conditions observed at 75 °C employed 3 or 4 equiv of borate

ester. An exception to this trend was observed when 1.0 equiv
was used; however, this could be explained by the decreased
viscosity at 75 °C that facilitates reaction mixing. Dry addition
of vanillin and n-BuNH2 catalyst was used in all reactions to
ensure a consistent volume of mixtures. The range of yields
narrowed at higher temperatures and was less dependent on
the equiv of borate ester applied. Variation of time at each
temperature provided lower product yields when either shorter
or longer times were used (Table 1, entries 4−6 and 10−12).
On average, shorter times were more detrimental to isolated
yields than were longer reaction times (Table 1, entries 4 and
6, 10, and 12). Aligning with the goal of the optimized protocol
instead of optimizing individual yields, 18 and 36 h were
consistently applied for the next steps.
Using optimized reaction conditions (Table 1, entry 5), the

effect of varying quantities of boric anhydride and vanillin was
studied. Both components are solids and under solvent-free
conditions can severely impact the stirring of the reaction
mixture. Reduction in the amount of B2O3 applied
corresponded to a drastic drop in product yield (Table 1,
entries 13 and 15). Product isolation was performed as
described above. The formation of a Knoevenagel condensa-
tion product was not observed even when decreased amounts
were used, and unreacted aldehyde was isolated upon
hydrolysis with water and ethyl acetate mixture.
Considering the catalytic use of boron oxide and butyl

amine, one can expect that increasing aldehyde quantities may
increase the curcumin yield. Krakov comments that the
depletion of aldehyde through side reactions can occur.10

The impact of vanillin ratios was studied after the formation of
intermediate 5 was observed; however, the quantities of n-
BuNH2 were not modified. The increase of vanillin equiv from
a stoichiometric ratio to 3 equiv demonstrated no significant
change in the isolated yield of curcumin 1 when 3 equiv was
used (Table 1, entry 17). Product yield decreased somewhat

Figure 1. Optimization of the solvent-free methodology using acetylacetone 4 (2.5 mmol), butyl amine catalyst (10 mol %), varied amounts of
vanillin, B2O3, and tri(n-butyl)borate under varied temperatures and times.
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moderately when 4 equiv was applied (Table 1, entry 18).
However, this observation could at least, in part, be attributed
to the additional required recrystallization of the product to
remove the excess of unreacted aldehyde present in the
product after vacuum filtration based on the TLC data.
In summary, the developed solvent-free methodology has

provided curcumin 1 with yields far exceeding the one
reported by Pabon (43%)8 with a substantial decrease in
effort required for the isolation and purification of the product.
In some cases, the obtained product yields were better than
those observed for solvent-based methods.8,10,11

Study of Versatility of Solvent-Free Method to
Obtain Symmetric Curcuminoids. To study the applic-
ability of the solvent-free method to obtain products other
than curcumin itself, the effect of a functional group in
substituted benzaldehydes was systematically investigated.
Using optimized conditions and varying the type and
attachment of the functional group, a variety of curcuminoids
12a−j were obtained (Table 2 and Figure 2). The versatility of
the solvent-free approach was investigated and the perform-
ance of the starting substituted benzaldehyde was systemati-
cally compared under mild and high heating conditions. Based
on a combination of literature data and our observations, well-
performing starting materials were selectedthe anisaldehyde

series, poor-performing onesnitrobenzaldehydes, along with
those that have demonstrated a mixed performance under
different methodschlorobenzaldehydes. Benzaldehyde itself
was included as a benchmark for the functional group impact.
Substitution of vanillin with anisaldehydes did not require

the alteration of addition procedures despite the change in the
physical state between these two starting materials. Initial trials
were conducted at 55 °C for 18 h using anisaldehydes, with all
other parameters identical to the previously described
curcumin synthesis itself. Although a slight dilution occurs
due to the volume increase, it did not have a significant impact
on the appearance or performance of the reactions. Initially,
the progress of reactions was monitored using TLC hourly for
the first 6 h, and although the formation of the product was
detected, an incomplete conversion of starting aldehydes was
observed. An extension of the time to include overnight stirring
demonstrated an increased conversion on the TLC scale. The
analysis of 1H NMR of the crude mixture independently
confirmed the decrease of an aldehyde, −C(O)H, signal at ∼9
ppm while exhibiting the strong trans-coupling signals of the
product along with other signals. Relative quantitative analysis
of the exact ratios on the NMR scale was not possible due to
an overlap of trans-coupling and aromatic signals. Attempts to
increase isolated yields separately using both increased reaction

Table 2. Expansion of the Solvent-Free Protocol for the Preparation of Curcuminoids

Figure 2. Versatility of the solvent-free methodologysystematic comparison of product yields.
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times (55 °C and 36 h; Table 2, column 8) and increased
temperatures (75 °C and 18 h) (Table 2, column 7) were
made. The impact of those changes was not always positive
(Table 2, entries 1 and 5). Use of unsubstituted benzaldehyde
resulted in the decreased yield of 12a when time and
temperature increases were applied. However, on the
introduction of the ortho−nitro group in the starting aldehyde
for 12b, the temperature increase had little to no effect, but the
extended reaction time resulted in a nearly doubled overall
yield. Trends for 12f and 12g were reversed, with the
formation of 12f being promoted by the increased temper-
ature, while 12g was produced in a higher yield after prolonged
reaction times. Although the reproducibility of each experi-
ment was on an acceptable level, the overall pattern of yields
seemed to be highly dependent on the functional group
present in aldehyde as well as its location. To identify trends in
the performance of aldehydes, data were grouped together to
illustrate the effect of the functional group type and its location
(Figure 2). Although in some cases (e.g., p-nitrobenzaldehyde,
17.2%; Table 2, entry 4; Figure 2) an isolated product yield
was lower than desired, this was easily overcome by a
modification of a single reaction parameter.
No strong correlation between the use of a particular set of

reaction conditions (e.g., mild heat versus high heat) on the
reaction yield was identified. When using nitro- or methoxy-
substituted benzaldehydes, the best performance was observed
for longer reactions at higher heat (Table 2, entries 2−4 and
8−10; Figure 2). However, for chloro-substituted benzalde-
hydes, the best product yields were obtained when using
higher heat at a shorter reaction time, with the exception of p-
chlorobenzaldehyde (Table 2, entries 5−7; Figure 2). It is
worth mentioning that the use of temperatures higher than 75
°C was found to be unsuccessful resulting either in
decomposition or in intractably thickened reaction mixtures.
The increased viscosity complicated the workup and required
labor-intensive separation of components without substantial
impact on the desired product yields. The maximum duration
of 36 h was chosen for practical reasons, although it could be
considered as a parameter worth modifying if a particular
reaction results in a lower yield in the future. In general, the
direct comparison of the functional group for the solvent-free
protocol was on par with that reported previously for the
solvent-based reactions, with anisaldehydes generally out-
performing the nitro- and chloro-substituted aldehydes to

produce yields of a wider spectrum. No single trend
connecting the variation of the substituent location and
product yield (Figure 2) was identified. Although para-
substitution promoted the product formation when a methoxy-
or a chloro-group was tested, the corresponding nitro-
compound was below those observed for the ortho- and
meta-substituted analogues (Figure 2). This in-depth compar-
ison of yield outcomes per functional group location was also
complicated by the varied performance of selected aldehydes,
with the modification of reaction parameters such as
temperature and time. Overall, the data support the general
trend observed for the solvent-based synthesis of curcuminoids
that the prediction of the anticipated performance of an
aldehyde based on its structural build or electronic property is
relatively complicated. The data also demonstrate the
efficiency of solvent-free methodology, in particular, mild
heat (55 °C) and longer time (36 h), toward the formation of
a curcuminoid with a moderate to good yield regardless of the
substitution type or its location.

Expansion of Solvent-Free Methodology. The ob-
served performance of the protocol encouraged us to expand
the synthetic scope to include substituted benzaldehydes with
different functional groups (Scheme 5a) and a modification of
a central linker (Scheme 5b). Based on previous results, a
longer reaction time of 36 h was employed while testing both
temperatures (55 and 75 °C). The selected set of parameters
was best suited for the direct assessment of the method
applicability as well as the ease of translation to new substrates
(Table 3). For further modification of sidearms, cinnamalde-
hyde, furfural, p-dimethylaminobenzaldehyde, and piperonal
were included. The protocol provided corresponding com-

Scheme 5. Expansion of Solvent-Free to Include Further Sidearm and Central Linker Modifications

Table 3. Reaction Outcomes for the Expansion of Solvent-
Free Methodology

time = 36 h isolated yield (%)

entry compound 55 °C 75 °C

1 13a 97.6 88.3
2 13b 24.3 18.2
3 13c 57.9 84.5
4 13d 73.4 72.7
5 14a 53.8 52.8
6 14b 26.3 19.2
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pounds 13a, 13c, and 13d in good to excellent yields (Scheme
5a; Table 3, entries 1, 3, and 4) and compound 13b in a low
∼20% yield; however, it still exceeds the 8% reported by
Pabon8 and did not require substantial alteration of a workup
procedure on our part.
An increase in the conjugated system, as in the case of

cinnamaldehyde, had a dramatic effect on the isolation of
product 13a (Scheme 5a; Table 3, entry 1). Both reaction
conditions provide an excellent yield; for comparison, Pabon8

reported an isolated yield of 29% for the same compound
when conducting the reaction at 50 °C in ethyl acetate for 4 h.
Although, in part, the isolated yield could be explained by the
extension of the reaction time, the similar excellent perform-
ance of the method in the case of piperonal indicates the
benefits of solvent-free conditions (Table 3, entry 4). The
isolated yield of product 13d was ∼73% for both temperatures
compared to the previously reported8 59%. It is interesting to
note that the isolated yield for reactions of p-N,N-
dimethylbenzaldehyde varied significantly, with a lower
temperature resulting in a substantial decrease in the product
yield (Table 3, entry 3). However, in both protocols, product
13c was isolated with a better yield than previously reported
(36%).8

Translation of the solvent-free protocol to obtain asym-
metric compounds was achieved by substituting acetylacetone
with 2-acetylcyclohexanone (Scheme 5b). Two aldehydes,
previously performed best under experimental conditions (see
Figure 2), were tested, while ratios of boric anhydride, borate
ester, and n-butyl amine catalyst were used as described above

for the curcumin synthesis itself. Stoichiometric ratios of a
diketone linker and a corresponding aldehyde to ensure the
possibility of a complete conversion and simplify reaction
monitoring were applied. The data (Table 3, entries 5 and 6)
demonstrate the general ease of translation of the current
protocol to obtain asymmetric curcuminoids 14a,b. It appears
that on average, lower yields were obtained even for prolonged
reaction times or elevated temperatures. Interestingly, p-
chlorobenzaldehyde did not perform as well as expected
based on the data collected for acetylacetone reactions (Table
3, entry 7) where symmetric product 12g was isolated in ∼70−
80% yields across several solvent-free protocols, while the
analogous asymmetric 14b was produced in less than half the
yield (∼20−30%; Table 3, entry 6). Considering all reactions
were conducted without a solvent, further investigation to
overcome the low yield limitation, e.g., the impact of borate
ester, might be required to enhance yields due to the
potentially lower solubility of starting compounds.

Method Limitations: Hydroxy-Substituted Starting
Materials. The general success of the solvent-free approach
did not translate to reactions involving hydroxy-substituted
benzaldehydes as starting materials (Table 4; for synthesis, see
Scheme 4). In particular, all four protocols failed to provide
appreciable amounts of the isolated product for the ortho-
hydroxybenzaldehyde starting material (Table 4, entry 1).
“Traces” indicate that a majority of the starting material, in
either the free or B-bound form, was isolated upon quenching
of reaction mixtures using vacuum filtration by the addition of
water−ethyl acetate mixture. Although alterations of the

Table 4. Noted Limitations of the Solvent-Free Approach

substituents isolated yields (%)

entry code R1 R2 R3 55 °C, 18 h 75 °C, 18 h 55 °C, 36 h 75 °C, 36 h

1 12k OH H H traces traces traces traces
2 12l H OH H 26.11 25.17 32.41 23.64
3 12m H H OH 31.40 16.32 28.71 19.22

Scheme 6. Summary of Anticipated Mechanistic Benchmarks Based on the Proposed Intermediates 5 and 18
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isolation procedure (see the Experimental Section) allowed us
to isolate the desired compound, this limited the method.
Meta- and para-hydroxybenzaldehydes provided products
without alteration of the workup protocol, but yields remained
low (Table 4, entries 2 and 3). These observations led us to
question the general understanding of the mechanism of the
reaction and led to the mechanistic investigations described
herein.
Mechanistic Study and Isolated Intermediate. The

current understanding of the mechanism for the formation of
curcumin and related compounds is in large part based on the
ideas proposed by Pabon.8 To the best of our knowledge, there
is no published step-by-step synthetic mechanistic investiga-
tion for the formation of curcumin or related compounds using
vanillin, boric anhydride, borate ester, and amine catalyst under
solvent-based or solvent-free conditions.
Using a basic understanding of the condensation reactions

and assuming a strict assignment of the amine solely as a base,
one can identify the main benchmarks of the potential
mechanism (Scheme 6) as follows: (a) formation of the
boron−acetylacetone complex 5, (b) deprotonation of
intermediate 5 by amine producing enolate-type intermediate
15, (c) nucleophilic attack on aldehyde resulting in the
monocondensation product 16, (d) repeat of the deprotona-
tion step providing intermediate 17, and (e) repeat of steps b−
d resulting in rosocyanin-type compound 18. Cleavage of 18
under acidic or basic conditions would release free
curcuminoid; this step is not shown as it is not applicable to
the solvent-free protocol. The outlined step-by-step formation
of the curcuminoid skeleton in large part is based on the
structures of intermediates 5 and 18 and, to the best of our
knowledge, has not been discussed before. The formation of an
intermediate 5 eliminates the potential for Knoevenagel

condensation due to preceding deprotonation at the methylene
carbon. Pabon8 used the specific language “the compound
probably has the structure” and clearly stated that he was only
speculating on the formation of intermediate 5; however, it was
later reinforced by others.14−16 Although the formation of
complex 5 is widely accepted,7 to the best of our knowledge, it
has not been isolated and there is no reported crystal structure
of this compound. In addition, the common language used by
others when discussing the role of boric anhydride usually
refers to it as a catalyst despite its use in stoichiometric
quantities. Intermediate 18 is a reasonable mechanistic
outcome of the reaction progress and resembles the structure
of rosocyanin. However, the role of this amine in the process is
unclear. Amine is usually listed as a catalyst or a base source;
however, experimental data of Krakov10 and Pabon8

independently demonstrated that only primary and secondary
amines are successful catalysts in the reaction. In addition, the
emphasis on maintaining a low and consistent concentration of
amine was noted but the recycling of the catalyst has not been
previously discussed.
The stepwise mechanism is clearly limited to the under-

standing of the actual role of the interchange of compounds
involved. Therefore, potential catalytic cycles in the
curcuminoid synthesis were identified. Taking advantage of
the solvent-free method, the exchange of the functional groups
using reaction samples was monitored by NMR. The initial
attempts focused on the confirmation of the formation of
complex 5. After mixing acetylacetone and boric anhydride, the
paste was analyzed using 11B NMR spectroscopy (Figure 3).
Although the formation of complex 5 was speculated9 and is
widely accepted, to the best of our knowledge, it has never
been isolated. Reaction mixtures leading to products curcumin
1 and curcuminoids 12h−j were used as model experiments. A

Figure 3. 113B{1H} NMR data supporting the in situ formation of intermediate 5.
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mixture of acetylacetone 4 and B2O3 in stoichiometric amounts
was combined at room temperature and stirred for 10 min.
The reaction produced a homogeneous paste; after heat release
ceased, a sample was dissolved in CDCl3 and analyzed by
NMR (Figure 3a,b). Poor solubility of complex resulted in a
high signal-to-noise ratio, but the data demonstrate a change in
the boron environment and the presence of two inequivalent
boron atoms. After the addition of (n-BuO)3B occurred, the
solubility of intermediate 5 had drastically increased, allowing
for the improvement of spectrum quality (Figure 3c). The
sample was taken as an aliquot via syringe and transferred into
an NMR tube followed by the addition of CDCl3 through a
septum. The reaction sample was heated at 55 °C for
approximately 20 min, producing a somewhat homogeneous
solution of intermediate 5 in borate ester. The signal of
complex 5 modified upon the addition of borate ester,
however, remained relatively unchanged as time progressed
(Figure 3d). Attempts to isolate intermediate 5 by the
interruption of reaction mixtures resulted in the isolation of
boric acid, H3BO3, as a previously unreported polymorph.
Once the formation of intermediate 5 is achieved, the

aldehyde is introduced along with the water scavenger and
amine. Keeping in mind that the amine is listed as a catalyst
and a base and used in catalytic amounts, there should be a
regeneration pathway for the amine to undergo a reversible
acid−base interaction. Keeping those factors in hand, a
catalytic cycle involving an aldehyde, intermediate 5, and an
amine (Figure 4) was proposed. For simplicity, a generic
aldehyde and n-butyl amine were used. However, the same
catalytic cycle could be easily translated to the use of another
amine. Taking a deeper look at the proposed steps, it is not

obvious why primary and secondary amines seem to
outperform tertiary amines in the reaction, a significant
experimental observation previously noted by others.8,10

Literature data8,14−16 suggest the possibility that prior to the
reaction of an amine with intermediate 5, it undergoes Schiff
base formation with the aryl aldehyde, ArCH  O. Several
experimental observations support this idea. For example, a
drastic color change to blood red occurs nearly instantly upon
the addition of the first equivalent of a base catalyst to the
reaction mixture. Although one can argue that the transition of
curcuminoids to basic pH could be attributed to the observed
color change, at that time, no curcuminoid is present in the
mixture according to TLC and NMR analysis. The same color
change pattern is also observed when imine is synthesized
independently. The possibility of converting imines to the
corresponding curcuminoids upon reaction with complex 5
was independently confirmed by Chopra14 for solvent-based
conditions and by us for solvent-free conditions. Since the
imine (or iminium ion) formation can only occur with primary
(or secondary) amines, in retrospect, it is not surprising that
tertiary amines have been reported to be ineffective catalysts
for curcuminoid formation. To the best of our knowledge,
although the imine formation was speculated14−16 to include
the iminium ion as an intermediate for the synthesis of an
asymmetric curcuminoid with the aid of morpholine, there
have been no investigations of the in situ formation of imine/
iminium-type intermediates in curcumin reaction mixtures.
There have been no attempts to propose an iminium-based
catalytic cycle to explain the role of the amine and supporting
compounds. Keeping in mind the protonation/deprotonation
role of amine (outlined in Figure 4) and adding the adjoining

Figure 4. Use and regeneration of an amine catalyst in a general curcuminoid synthesis.

Figure 5. Proposed alternative role of the amine as a catalyst in the synthesis of curcuminoids.
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cycle to account for the interaction of aldehyde and amine, it is
possible that the exchange of species follows the three-
component catalytical cycle (Figure 5). The new cycle fits in
between the protonation of aldehyde (shown on the left) and
the formation of the monoaddition product 15. It is also in line
with the experimental observation that color change prior to
the attachment of an aldehyde to the acetylacetonate moiety
can occur. The deprotonation of complex 5 is not included in
the depicted cycle but is illustrated previously (Figure 4).
Due to the solvent-free conditions, the transformation of

reactants using 11B and 1H NMR was monitored. To avoid the
complication of stirring in an NMR tube, mechanistic studies
were conducted using a full-scale reaction mixture setup. As a
result, the reaction mixture consisting of acetylacetone 4, B2O3,
and (n-BuO)3B was combined at room temperature and stirred

for 10 min to achieve a nearly homogeneous solution. A
sample was taken to confirm a change of the boron
environment prior to proceeding to the next step. After the
formation of complex 5 was confirmed by NMR, full amounts
of vanillin or ortho-vanillin were added dry, followed by the
first addition of n-BuNH2 using a syringe through a septum
(Figure 6a). The full amount of amine (10 mol %) was divided
into four portions (2.5 mol % each) to allow the stepwise
monitoring of changes; the alternative, extended dropwise
addition of amine was avoided as an impractical route for
NMR monitoring purposes. Immediately upon the addition of
amine, a color change was observed, and then the reaction
mixture was stirred for a few minutes and an aliquot was taken
via a syringe and transferred into an NMR tube along with
CDCl3 added through a septum.

Figure 6. 1H NMR monitoring of the in situ progress of curcumin 1 formation.

Figure 7. (a) Molecular drawing of 21·0.94 CH2Cl2 with the solvent molecule of dichloromethane omitted. All non-H atoms are shown at 50%
probabilities (all H atoms bound to C atoms are omitted) and (b) molecular diagram of 21.
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The data clearly demonstrate that upon the addition of the
amine, the reaction occurs at the aldehyde and not at the
sidearm of intermediate 5. The two signals appear to broaden
with a second addition of amine, with an aldehyde signal still
present but in a lower quantity (Figure 6b). Upon the third
addition, a further change occurs, and the third signal appears
in the aldehyde range, indicating the potential formation of
another intermediate (Figure 6c). As the reaction progresses
after the last addition of amine, the signal of aldehyde
disappears and only two intermediate signals remain in the
mixture (Figure 6d). It is important to note that throughout
the first 45 min of the reaction, no signals belonging to the
bridging or enolic hydrogens [−C(O)CH  C(OH)−] or
trans-coupling signals were observed in the full spectra despite
the blood-red color of the reaction mixture. Further
monitoring of the reaction at approximately 1 h illustrated
the initiation of condensation between the unknown activated
intermediates and complex 5 due to the appearance of signals
of trans-coupling bridge hydrogens.
In an attempt to isolate intermediates observed on the NMR

scale, the reactions were interrupted at different times by
quenching with water and ethyl acetate mixtures. When using
vanillin, desired results were not achieved, and in most cases,
they produced the starting aldehyde, boric acid, and curcumin
product. It is interesting to note that although the reactions
were interrupted in the early stages of product formation, no
appreciable amounts of monoaddition product were isolated
along with curcumin. The obtained quenched reaction
mixtures were separated using vacuum filtration. The solid
products were subjected to crystallization using a variety of
solvents. The best results were obtained using dichloro-

methane as it allowed for a quick separation of large amounts
of boric acid prior to recrystallization of the remaining reaction
components. For reactions carried out with ortho-vanillin, the
imine−boron complex 21 (Figure 7) was isolated, providing
support for the formation of an iminium intermediate for the
first time, and its cocrystal with CH2Cl2 was crystallo-
graphically characterized. The compound was crystallograph-
ically characterized as a cocrystal 21·0.94 CH2Cl2 and
unambiguously confirmed the formation of a bond between
the nitrogen and carbon atoms of the aldehyde. This indicates
that the nucleophilic attack on the aldehyde (Scheme 6, step c)
is potentially preceded by the formation of imine in the
reaction mixture.
The formation of compound 21 can be accomplished

through a series of steps (Scheme 7) starting with aldiminium
intermediate 20 that was previously introduced in Figure 5 as a
part of the alternative catalytic role of the amine. Although
compounds 20 and 21 can exist as cis or trans isomers, it is
arguably not essential to include both to illustrate the path
(Scheme 7). The generic aldiminium intermediate can
undergo a proton transfer to form the neutral compound 22
in which nitrogen is bound to boron. Dimerization of complex
22 would provide the bridged product 23 where the nitrogen is
still part of the imine component, but the boron portions are
now shared between the two imine fragments. The suggested
pathway also provides insight as to why a similar intermediate
could not be isolated for reactions of vanillin as was for ortho-
vanillin; the close proximity of a hydroxy group to the boron
center allows for the additional stabilization and the formation
of intermediates 21 and 24, which is not possible for most
aldehydes lacking an ortho-OH group. These results could also

Scheme 7. Potential Connection of Amine Catalytic Cycle and the Formation of an Isolated Imine−Boron Complex 21

Figure 8.Modeled change in free energy (ΔG°) for the formation of a variety of curcuminoids synthesized from acetylacetone. Values provided by
the rank of lowest to greatest ΔG°.
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offer a potential explanation for the aforementioned low
performance of ortho-hydroxybenzaldehyde; however, attempts
to isolate a similar intermediate from reaction mixtures with
other aldehydes were not successful.

■ COMPUTATIONAL RESULTS AND DISCUSSION
Correlation of Free Energy and Experimental Results.

A wide range of yields have been reported in conjunction with
the variety of substituent variations employed both in the
literature5,7,8,10 and in this work. Despite the frequency with
which this is encountered and reported, little if any explanation
has been put forwardquite likely, this fact is tied to an
incomplete picture of the mechanistic pathway of this reaction.
Several computational approaches were undertaken to

attempt to explain or, at minimum, find a correlation with
observations of specific, experimentally challenging targets.
The first simple analysis has been to model the free-energy
change from the essential reaction components and exclude all
else (neglecting solvent, B-containing components, and
amine). This effort was an attempt to ascertain basic
thermodynamic comparisons across a range of substituents.
The impact of the relative positioning and patterns across
either or both of substitutional positions and substituent
electronic effects was studied (Figure 8).
Due to the inconclusive trends, a full mechanistic

investigation of this reaction was undertaken. Given the
complexity of these reaction systems, the electronic properties
of the aldehyde precursors (Figure 9) were studied first. These
appeared as a reasonable comparison point, considering that
this is the only point of variation structurally, and thus
synthetically, that could give rise to the observed wide range of
yields and the stark discrepancies in the ease of isolation.
Mulliken charges of the carbonyl carbon (presuming that a
nucleophilic attack step at the said spot is an initial, key
mechanistic step) as well as LUMO energies were compared
for an array of precursor aldehydes.
Isolated yields and the modeled substituent effects of

aldehydes did not correlate. This could be due to the
conversion of aldehyde in the key mechanistic step into an
iminium ion. To investigate ethyl amine, the electronics of the

experimentally used n-butyl amine was mimicked due to fewer
conformational isomers. The protonated aldehydes, aldehydes,
and related N-ethyliminium ions were modeled. The
protonated aldehydes are unlikely to be present in significant
quantities due to the basic reaction conditions (Scheme 6).
The energies of the LUMOs (Figure 9) of the iminium ion

(depicted in green) and to a lesser extent aldehydinium ions
(depicted in blue), as compared to aldehydes, more strongly
correlate to the observed product yields. Given the low
likelihood of a protonated aldehyde under common reaction
conditions, the iminium ion seems the most plausible
electrophile target. Previously, a few reports have detailed
successes under acidic reaction conditions, some of which lack
an amine altogether, which could be explained by computa-
tional results (Figure 9).
An additional parameter for all three possible targets

(aldehyde, aldehydinium, and iminium), the electrophilicity
index (ω) was calculated (Figure 10). Electrophilicity index is

a measure of a molecule’s ability to accept electrons and is
derived from the values of chemical potential (μ) and chemical
hardness, η (Figure 11).27−30 The values for these species as a
whole (i.e., aldehydes versus the alternatives) clearly indicate
the significantly lower electrophilicity of aldehydes, another
indicator of the likely lesser role in the mechanism. The
aldehydinium and iminium produce a roughly similar ranking,
with a couple of notable exceptions.
All structures from the previously proposed catalytic cycle

(Figure 5) were modeled to ascertain the plausibility of the
cycle on a step-by-step basis. As shown in Figure 12, all steps
are energetically accessible, especially under the presumed
heating conditions. Surprisingly, protonation of the aldehyde
(−2.68 kcal/mol) is quite favorable as is the subsequent
formation of the iminium ion (+0.50 kcal/mol). Also

Figure 9. Mulliken charges of carbonyl carbons (left) and LUMO energies (right, in eV) for suggested target electrophiles in curcumin synthesis.
Mulliken charge values provided by the rank of the most positive to most negative (left to right) iminium ions. LUMO energies provided by the
rank of highest to lowest (left to right) for iminium ions.

Figure 10. Formula for the calculation of electrophilicity index (ω)
from chemical potential (μ) and chemical hardness (η).
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noteworthy is the lower-energy requirement for the deproto-
nation of the ligated monoaddition (+2.33 kcal/mol) product

versus acac itself (+3.79 kcal/mol). This could correlate to
experimental difficulties in obtaining monoaddition products

Figure 11. Calculated electrophilicity indices (ω) for suggested target electrophiles in the ranking order of iminium ions (left) and aldehydinium
ions (right).

Figure 12. Net free energies (in kcal/mol) for each step of the proposed catalytic cycle.

Figure 13. Optimized isomeric structures for deprotonated positions on the boron-coordinated monocondensation product. HOMOs for both
isomers clearly indicate the isolation of electron lone pair to one ligand only. Molecular orbitals depicted with a contour value of 0.015.
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even when the unreacted aldehyde is present in conjunction
with a diaddition curcuminoid product.
A few approaches have been reported provided to producing

asymmetric curcuminoids using the central acetylacetone unit
as the linker.31 These approaches are drawn-out, multistep
procedures. These routes are necessary as it is common
knowledge among those that synthesize curcumin and related
curcuminoids that the synthesis of asymmetrically substituted
curcuminoids or, alternatively monocondensation products of
acetylacetone, is not feasible via simple stoichiometric control
alone. A key initiating step for subsequent condensations is the
deprotonation of the boron complex containing a mono-
addition product (resulting from the first addition of aldehyde)
as well as the unaltered acetylacetonate moiety (Figure 13).
Not surprisingly, the two possible deprotonation products
(from the two distinct β-diketonate ligands) are nearly
equivalent in energy, differing by only 0.62 kcal/mol.
Crystallographic Study of Isolated Compounds.

Curcuminoids usually appear as colored powders and are
often purified by recrystallization. Yet, obtaining high-quality
single crystals of these compounds suitable for structural
analysis is often difficult. As of today, a few crystal structures of
curcuminoid-containing aromatic rings and acetylacetone or 2-

acetylcyclohexanone as a central linker are known, considering
numerous examples of compounds synthesized. Curcumin 1
has been structurally characterized at several temperatures.32 A
total of only nine structural reports exist for curcuminoids
contained within this paper: o-OMe 12h (CCDC 841100),33

p-OH 12m (CCDC 1117584, 1163657, 1867868−
1867871),34 p-OMe 12j (CCDC 1486216),35 and the
unsubstituted aryl ring 12a (CCDC 1123476).36 These
structures all contain the curcuminoid in the enol form. This
includes the structure of 12j previously reported as the keto
form that could arguably be reinterpreted as being in the enol
form.
Single-crystal X-ray diffraction analysis of compound 12g

(R4-Cl) reveals that in the solid state the molecule exists as
an enolic tautomer (Figure 14). The stereochemistries at the
double bonds were conclusively established as E; the enolic
double bond showed the expected Z geometry due to the six-
membered cyclic transition state between the two enolic forms
involving a hydrogen-bonding interaction between the carbon-
yl group and the enolic hydroxyl functionality. The O−H···O
interaction is characterized by a donor−acceptor distance of
2.514(2) Å and an OHO angle of 158(4)°. This correlates
with the 1H NMR spectrum where a peak (δ ∼17 ppm

Figure 14. (a) Molecular drawing of 12g shown with 50% probability ellipsoids. Symmetry code: (i) −x, 1 − y, z, and (b) its chemical structure.

Figure 15. (a) Molecular drawing of compound 12j shown with 50% probability ellipsoids [symmetry code: (i) 1 − x, y, 3/2 − z] and (b) its
chemical structure.
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downfield to TMS) for the chelated hydroxyl group was
observed.
Similarly, in the solid-state, compound 12j (R4-OCH3)

exists as an enolic tautomer with an E-geometry of double
bonds and the enolic double bond in the Z geometry (Figure
15). This result compliments the previous report of a keto
form for the same compound (CCDC 1486216).35 The six-
membered cyclic transition state between the two enolic forms
involves an O−H···O hydrogen-bonding interaction with a
donor−acceptor distance of 2.5048(15) and an OHO angle of
159(3)°. This correlates with the 1H NMR spectrum where a
peak (δ ∼16 ppm downfield to TMS) for the chelated
hydroxyl group was observed.
A single-crystal diffraction study of compound 14a (R4-

OMe) was undertaken to unambiguously establish the
geometries about the double bond (Figure 16). These are
difficult to ascertain by NMR for two of the three alkene bonds
of which one is enolic. In the solid state, the molecule exists as
two enolic tautomers. The stereochemistries at the exocyclic
and cinnamoyl double bonds were conclusively established as
E; the enolic double bond showed the expected Z geometry
due to the six-membered cyclic transition state between the
two enolic forms involving a hydrogen-bonding interaction
between the carbonyl group and the enolic hydroxyl
functionality. The O−H···O interaction is characterized by a
donor−acceptor distance of 2.4433(10) Å and an OHO angle
of 158.0(19)°. This correlates with the 1H NMR data where a
peak (δ ∼17 ppm downfield to TMS) for the chelated
hydroxyl group was observed.
Study of Polymorphism of Isolated Compounds.

Polymorphism, multiple inequivalent solid-state forms of a
single compound, is a well-known phenomenon. Physical
properties, including, but not limited to, solubility and melting
point (two pharmaceutically important physical properties)
can vary, sometimes widely, for related polymorphs. The
polymorphism of curcumin specifically has been well
studied,37−40 and, furthermore, the effect of polymorphism
on the melting point of curcumin has been clearly described.37

The range of workup procedures (e.g., columns, solvents,
temperatures, etc.) and the variance in the practices of
recrystallization have quite likely led to multiple polymorphic
forms all being reported as a single compound. While
technically correct, this could serve as an explanation for the
wide range in reported melting points for some curcuminoids.

To the best of our knowledge, there have been no efforts
reported on the investigation of polymorphism of curcumi-
noids.40

The reported melting points were summarized, with full
details and references provided in the Supporting Information.
These data demonstrate the potential importance of poly-
morphism for this class of compounds and could increase the
awareness of a wider community of the interpretation of results
from synthetic characterization and biological studies for
curcuminoids. Curcumin 1, despite being the most studied and
well known, is no exception. In summary, across literature
reports, melting points of curcumin 1 vary from 168 to 185 °C.
Even listings of commercial sources for curcumin across
multiple vendors and suppliers vary from 170 to 188 °C.41 For
other curcuminoids, literature reports show even wider
variance in melting pointsthe most extreme examples
being 12a (118−145 °C, across 12 reports), 12j (136−168
°C, across 14 reports), 12m (147−250 °C, across 18 reports),
and 13c (134−214 °C, across 8 reports). Considering the role
of melting as a common means of purity determination and, in
some cases, a quick route to product confirmation, this
disparity in reported melting points could be leading to the use
of product mixtures, more so than individual compounds, for
some of the myriad reported biological activity tests.

■ CONCLUSIONS

A series of curcuminoids were obtained by an improved
solvent-free, synthetic approach. All compounds were
obtained, with yields that meet or exceed those observed for
solvent-based methods. The main advantages of the applied
method are versatility, reduced hazardous waste, and simplified
isolation of products. Comprehensive assessment of correlation
between structural features, reaction conditions, and product
yield demonstrated that electron-enriched aldehydes provided
higher yields when compared to electron-poor aldehydes
regardless of the attachment point. Prolonged reaction times
and increased temperatures had a relatively small impact on
the overall yields. Two crystal structures were obtained for
symmetric and asymmetric curcuminoids with p-methoxyben-
zyl substituents. Computational analyses further support the
generalized observation that substituent type and attachment
point are poor-predictive indicators of yield outcomes for a
preparatory method. Mechanistic investigations support the
proposed iminium ion formation as a preceding step to the

Figure 16. (a) Molecular drawing of compound 14a shown with 50% probability ellipsoids and (b) its chemical structure.
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nucleophilic attachment at the aryl aldehyde carbon. An
intermediate was isolated and structurally characterized. The
combined experimental and computational data provide
valuable insights for further investigations of the mechanism
and limitations of curcuminoid synthesis.

■ EXPERIMENTAL SECTION
General Methods. All commercially available reagents

were purchased from Millipore Sigma-Aldrich and used
without further purification; all deuterated solvents were
stored with molecular sieves when appropriate. Melting points
were measured using a DigiMelt and are uncorrected. NMR
spectra (1H) were collected using a Bruker Avance III NMR
spectrometer and were measured at 400 and 125 MHz,
respectively, with DMSO-d6, CDCl3, and CD3OD or their
combinations as the solvent. 11B{1H} and 11B NMR spectra
were acquired on a JEOL ECX-300 NMR spectrometer. Boron
spectra were measured at 96 MHz and referenced to external
15% BF3·OEt2 in CDCl3 (δ = 0 ppm). The chemical shifts (δ)
are reported in parts per million relative to the residual
deuterated solvent signal or external standard, as appropriate,
and coupling constants (J) are given in Hertz. Elemental
analyses were obtained using external sources, MidWest
Microlabs LLC and/or Atlantic Microlab Inc.
ESA-TOF MS Analysis. The mass spectrometric analyses

were performed using the high-resolution time-of-flight
G1969A with atmospheric pressure chemical ionization
(Agilent, Santa Clara, CA). The samples (10 ppm) were
introduced to the MS using direct infusion at a flow rate of 100
μL/min. For analysis, samples were dissolved in 50% methanol
in water. The positive ionization was performed at a voltage of
3000−5000 V and with a fragmentor set to 150−250 V with a
corona needle (2−10 μA). The nitrogen was used as
nebulizing (30 psig) and drying (5 L/min) gases at a
temperature of 350 °C and heat vaporizer temperature to
350 °C. The analysis was performed in the mass range of 100−
1000 m/z. The mass spectra are shown as obtained and
following blank correction (50% methanol).
Computational Methods. All structures were modeled at

the B3LYP42 /6-311++G**43 level of theory using the
computational chemistry suite, GAMESS (2019 R2).44 Implicit
solvent modeling was employed for all structures using the
conductor-like polarizable continuum model (C-PCM). All
structures were modeled in the solvent CHCl3. Preoptimiza-
tion was completed using Avogadro.45 All modeled structures
and orbital renderings were completed using wxMacMolPlt.46

All structures were verified as true minima, as indicated by the
absence of imaginary vibrational frequencies.
Mechanistic Studies. For the investigation of boron

intermediates, a reaction was set up as described in the general
procedure. A sample of the neat reaction mixture (∼20 mg)
was taken out after the addition of acetylacetone, aldehyde,
butyl borate, and amine for NMR analysis. For investigation of
the amine role, a reaction was set up as described in the general
procedure without the addition of amine. A sample (∼20 mg)
was taken out through a septum prior to each subsequent
addition of amine. For the isolation of intermediates, reactions
were set up as described above. A sample (∼20 mg) was taken
to confirm product formation followed by quenching reactions
with water. Extraction followed by crystallization produced
crystals suitable for analysis, which were obtained using the
DCM/EtOH mixture at room temperature using slow
evaporation or vapor diffusion with hexane methods.

General Procedure for Solvent-Free Synthesis of
Curcumin(oids). Boric anhydride (0.1250 g, 1.800 mmol)
was combined with acetylacetone (257 mL, 2.50 mmol). The
formed white paste was gently stirred for up to 10 min in a
capped vial. Tri(n-butyl) borate (2.70 mL, 10.05 mmol) was
then added via micropipette followed by the addition of
vanillin (0.7608 g, 5.000 mmol). After initial stirring, to the
combined mixture, n-butyl amine was added (12.5 mL, 0.1266
mmol) in four portions within a 10 min interval via a syringe.
The reaction mixture generally would change color at the first
addition of catalyst. The vial was capped using a septum and a
fitted drying tube. The reaction was carried out at the specified
temperatures and times.

General Procedure for Isolation of Curcumin(oids).
To the reaction vial, a 50:50 mixture of ethyl acetate and DI
water was added in small portions while stirring. With the
separation of the reaction mixture into layers, slow
precipitation of the product would proceed over the course
of 30−45 min. An increase in precipitation time would
typically result in a substantial increase in viscosity and
subsequently hinder product separation. If necessary, the
addition of EtOAc and/or water was repeated to ensure the
removal of n-butanol from the interface of layers based on
individual reactions. Decanting of the solvent mixture was
followed by vacuum filtration. After washing with DI water to
remove the residual, boric acid impurity would yield the
desired product. Overnight drying in vacuum oven at elevated
temperature allowed the removal of residual amounts of water
and butanol yielding pure samples as colored powders. Melting
points and NMR data are in agreement with those previously
reported (see the Supporting Information for details).
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https://pubs.acs.org/doi/10.1021/acsomega.1c07006.

FAIR data include the primary NMR FID files for
compounds: 12a−c, 12f, 12g, 12j, 12m, 13a−d, and 14a
(ZIP)
Crystallographic data for 2051020 (21) (CIF)
Crystallographic data for 2051021 (14a) (CIF)
Crystallographic data for 2051022 (12j) (CIF)
Crystallographic data for 2051023 (12g) (CIF)
Melting point literature data comparison (Table S1);
characterization of compounds, images of 1H NMR
spectra, and 1H NMR (CDCl3) spectrum of compound
12a and expansions (Figure S1); 1H NMR (CDCl3)
spectrum of compound 12b and expansions (Figure S2);
1H NMR (CDCl3) spectrum of compound 12c and
expansions (Figure S3); 1H NMR (CDCl3) spectrum of
compound 12f and expansions (Figure S4); 1H NMR
(CDCl3) spectrum of compound 12g and expansions
(Figure S5); 1H NMR (DMSO-d6) spectrum of
compound 12j and expansions (Figure S6); 1H NMR
(DMSO-d6) spectrum of compound 12m and expan-
sions (Figure S7); 1H NMR (CDCl3) spectrum of
compound 13a and expansions (Figure S8); 1H NMR
(CDCl3) spectrum of compound 13b and expansions
(Figure S9); 1H NMR (CDCl3) spectrum of compound
13c and expansions (Figure S10); 1H NMR (CDCl3)
spectrum of compound 13d and expansions (Figure
S11); 1H NMR (CDCl3) spectrum of compound 14a

ACS Omega http://pubs.acs.org/journal/acsodf Article

https://doi.org/10.1021/acsomega.1c07006
ACS Omega 2022, 7, 7257−7277

7273

https://pubs.acs.org/doi/suppl/10.1021/acsomega.1c07006/suppl_file/ao1c07006_si_001.zip
https://pubs.acs.org/doi/10.1021/acsomega.1c07006?goto=supporting-info
https://pubs.acs.org/doi/suppl/10.1021/acsomega.1c07006/suppl_file/ao1c07006_si_001.zip
https://pubs.acs.org/doi/suppl/10.1021/acsomega.1c07006/suppl_file/ao1c07006_si_002.cif
https://pubs.acs.org/doi/suppl/10.1021/acsomega.1c07006/suppl_file/ao1c07006_si_003.cif
https://pubs.acs.org/doi/suppl/10.1021/acsomega.1c07006/suppl_file/ao1c07006_si_004.cif
https://pubs.acs.org/doi/suppl/10.1021/acsomega.1c07006/suppl_file/ao1c07006_si_005.cif
http://pubs.acs.org/journal/acsodf?ref=pdf
https://doi.org/10.1021/acsomega.1c07006?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as


and expansions (Figure S12); crystallographic data
tables (Table S2); modeling data and electronic
structure parameters of aldehydes, aldehydinium ions,
and N-ethyliminium ions (Table S3); modeled alde-
hydes (Scheme S1); atomic coordinates for aldehydes
(Table S4); modeled protonated aldehydes (Scheme
S2); atomic coordinates for protonated aldehydes
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