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Abstract Fructose was converted to 5-hydroxymethylfurfural (HMF), an important biomass-

derived platform chemical, under mild conditions (100–130 �C) with several organic acids including

p-toluene sulfonic (pTSA), oxalic, maleic, malonic and succinic acids as the catalysts. The process

kinetics was compared considering fructose dehydration to HMF as the objective reaction and con-

densation of fructose and HMF to humin and rehydration of HMF as the main side reactions.

DMSO was found to be the most effective solvent reaction medium to obtain high fructose conver-

sion and HMF yield. Observed kinetic modeling illustrated that the rehydration and condensation

of HMF in DMSO actually could be neglected, especially for the oxalic acid catalyzed system. The

determined observed activation energy for fructose conversion to HMF and humin in DMSO med-

ium was 33.75 and 24.94 kJ/mol for pTSA catalyzed system, and 96.51 and 78.39 kJ/mol for oxalic

acid-catalyzed system, respectively. HMF yields of 90.2% and 84.1% were obtained for pTSA and

oxalic acid catalyzed systems, respectively.
� 2020 The Author(s). Published by Elsevier B.V. on behalf of King Saud University. This is an open

access article under the CC BY-NC-ND license (http://creativecommons.org/licenses/by-nc-nd/4.0/).
1. Introduction

Exhaustion of fossil resources has compelled extensively for
the manufacture of ‘‘green” chemicals from biomass resources

(Chaudhary et al., 2020; Van Putten et al., 2013; Wang et al.,
2017). The applications of furan derivatives from carbohy-
drates has been acknowledged with a relatively long history

(Clarke et al., 2018). Commercial production of furfural has
been well achieved from agricultural residues such as corncob

http://crossmark.crossref.org/dialog/?doi=10.1016/j.arabjc.2020.08.019&domain=pdf
http://creativecommons.org/licenses/by-nc-nd/4.0/
mailto:zhaoxb@mail.tsinghua.edu.cn
https://doi.org/10.1016/j.arabjc.2020.08.019
http://www.sciencedirect.com/science/journal/18785352
https://doi.org/10.1016/j.arabjc.2020.08.019
http://creativecommons.org/licenses/by-nc-nd/4.0/


Organic acid catalyzed production of platform chemical 5-hydroxymethylfurfural from fructose 7431
(Zhang et al., 2017). The process proceeds by hydrolysis of
pentosans in the biomass to monosaccharides (pentoses) fol-
lowed by dehydration to furan aldehydes (van Dam et al.,

1986). 5-Hydroxymethylfurfural (HMF) is another important
member of the biomass-derived furan family due to its multi-
functionality (Zhang and Huber, 2018). It has two dissimilar

functional groups attached at the para position that increases
the variety of its derivatives (Wang et al., 2017). Due to its ver-
satile usability, the US Department of Energy also acknowl-

edges HMF as one of the top 30 chemicals (Werpy and
Peterson, 2004). Numerous furan derivatives can be produced
by the oxidation of HMF comprising 2,5-diformylfuran
(DFF), 5-hydroxymethyl-2-furancarboxylic acid (HFCA), 5-

formylfuran-2-carboxylic acid (FFCA), and the most impor-
tant is 2,5-furandicarboxylic acid (FDCA) (Galkin and
Ananikov, 2019; Sajid et al., 2018). Particularly, FDCA can

be used as a monomer for the synthesis of green bio-based
polymer polyethylene 2,5-furandicarboxylate (PEF) which is
alternative to the fossil-based terephthalic acid (TPA) derived

polyethylene terephthalate (PET) with significant features like
outstanding gas barrier performance, recyclability and excep-
tional mechanical properties (Sajid et al., 2018).

Fructose has been successfully dehydrated to HMF by acid
catalysts, using conventional heating and microwave irradia-
tion (Wrigstedt et al., 2016) in different systems such as water
(Antonetti et al., 2019), organic (Hu et al., 2013), biphasic

(Wrigstedt et al., 2016), ionic liquids (Hu et al., 2013), and
deep eutectic solvents (Zuo et al., 2017) with homogeneous
or heterogeneous catalysts (Wang et al., 2019) via the reaction

route shown in Scheme 1. It can be validated that the pH
value, as well as the acid itself, plays a key role in the forma-
tion mechanism of HMF. Mineral acids can facilitate fructose

dehydration and have been used successfully for decades
(Garcés et al., 2017; Rosatella et al., 2011). However, increas-
ing environmental concerns has compelled to replace these

mineral acids with organic acids or other catalysts having
lower toxicity and high biodegradability (Yu and Tsang,
2017). Oxalic acid, formic acid, and acetic acid have been used
for fructose dehydration to HMF for 2,5-bis(hydroxymethyl)

furan (BHMF) production and 99% HMF yield was attained
in DMSO system (Thananatthanachon and Rauchfuss, 2010).
Lactic acid, formic acid, and acetic acid were also applied as

catalysts for fructose dehydration and a maximum HMF yield
of 64% was obtained with lactic acid (50 wt%) in 2 h at 150 �C
using an autoclave (Souza et al., 2012). An increase in the acid

concentration of acetic acid and formic acid improved the fruc-
Scheme 1 Major reactions involved in fructo
tose conversion but decreased the HMF selectivity. Kinetic
study of the process indicates the increasing trend of side reac-
tions (humin formation) with an increase in the acidity of the

system (Souza et al., 2012; Takeuchi et al., 2008).
Comparative analysis of different catalytic systems is very

difficult if reaction kinetics under certain environments is not

developed (Zhao et al., 2017). Investigation on kinetic model-
ing can contribute to sketching the true descriptive conclusion
on the definite impacts of the catalyst, reaction rate, and pro-

duct quantification. Kinetics of fructose dehydration with high
pressure reactor was investigated by Bicker et al. (2005) in
supercritical methanol and supercritical acetic acid using sulfu-
ric acid (0.01 M) as the catalyst. Later, Asghari and Yoshida

(2007) also investigated the kinetics of fructose dehydration
to HMF and HMF rehydration to LA/FA in sub-critical
water. They concluded that the formation of by-products

was also from HMF along with fructose in the sub-critical
water system. They developed an independent kinetic model
for the quantitative comparison of condensation products

from fructose and HMF. The kinetic parameters obtained
from the anticipated reaction path divulged a good agreement
with experimental results (Asghari and Yoshida, 2007). Simi-

larly, Nikbin et al. (2012), described his finding using hybrid
quantum mechanics/molecular mechanics dynamics free
energy calculations to evaluate the reaction mechanism for
fructose dehydration to HMF in acidulated water. What has

been investigated so far is majorly focused on the potential
influence of the nature of Brønsted acid used and the effect
of initial pH on the dehydration mechanisms. Comparison of

different Brønsted acids such as sulfuric acid, phosphoric acid,
hydrochloric acid, and nitric acid have been well performed
(Körner et al., 2018; Takeuchi et al., 2008). However, how

organic acid catalysts affect the kinetics of fructose dehydra-
tion has not been well elucidated. Therefore, in this work, sev-
eral organic acids, especially dicarboxylic acids (DCAs) were

used for the dehydration of fructose to produce HMF in water
and DMSO medium. A comparison with the case of using p-
toluenesulfonic acid (pTSA) based on the observed kinetic
modeling results was further made. DCAs usually have enough

acidity, but the acidity is not as strong as sulfuric acid, and
therefore the decomposition of fructose and HMF would be
alleviated. Furthermore, DCAs show sensitive response to

temperature on its solubility in water, and therefore, recovery
of the DCAs is possible by cooling the solution and crystalliza-
tion (Chen et al., 2017). Moreover, organic acids are usually

good solvents to lignin, a polymeric component of lignocellu-
se dehydration to HMF over acid catalyst.
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losic biomass, due to its acidity and strong hydrogen bonding
ability (Zhao et al., 2017). Therefore, the DCA-catalyzed sys-
tem may achieve a good fractionation of lignocellulosic bio-

mass with the simultaneous conversion of the
polysaccharides to furan compounds such as furfural (from
xylan) and HMF (from glucan) in a one-pot process. The

objective of this work is to make quantitative evaluation and
comparison of several organic acids catalyzed production of
HMF from fructose based on kinetic modeling, which is one

of the most important steps for conversion of lignocellulosic
biomass to HMF. The obtained results may not only provide
the observed kinetic data on various organic acid catalyzed
conversion of fructose to HMF but also serve as a powerful

tool to further optimize and control the process to maximize
HMF yield and minimize the formation of by-products.

2. Experimental

2.1. Chemicals and materials

Fructose (>99.5%), p-toluene sulfonic acid (pTSA, 99.5%),
oxalic acid (99.5%), maleic acid (99.5), malonic acid (97%),

and succinic acid (99.5%) were purchased from Shanghai
Aladdin Biotechnology Co., Ltd., China. Dimethyl sulfoxide
(DMSO, 99.8%), N, N-dimethylformamide (DMF, 99%),

and isopropyl alcohol (IPA, 99.7%) were purchased from Bei-
jing chemical works, Beijing, China. Polyethylene glycol with
different molecular weight (PEG-400, PEG-1000, PEG-2000,

�97%) were purchased from Beijing Tongguang Fine Chemi-
cal Company, China. The analytical standard 5-
hydroxymethyl furfural (HMF, 99%), levulinic acid (LA,
97.5%), formic acid (FA, 96%), and fructose (>99.9%) were

purchased from Shanghai Aladdin Biotechnology Co., Ltd.,
China. Ultra-pure water (double deionized water, DDIW) of
18.25 Mega ohm (MX) resistivity was prepared in the lab.

2.2. Dehydration of fructose to 5-hydroxymethylfurfural

The required amount (molar) of fructose was dissolved in

50 ml water or organic solvent in a 100 ml three-neck round
bottom flask equipped with total reflux. The required amount
(molar) of the catalyst was also added to the flask and mixed
thoroughly. pTSA (pKa1 = �2.8), oxalic acid

(pKa1 = 1.27), maleic acid (pKa1 = 1.9), malonic acid
(pKa1 = 2.83) and succinic acid (pKa1 = 4.2) were used as
organic acid catalysts. Temperature was continuously

observed throughout the reaction process. A magnetic stirrer
was used for keeping homogenous mixing and uniform tem-
perature distribution. The mixed solution was heated in an

oil bath at different temperatures for required time with con-
tinuous stirring. Samples were collected with a predetermined
time interval and cooled quickly in an ice-cooled water bath

to terminate the reaction. These samples are then preserved
in a refrigerator for future analysis.

2.3. Analytical methods

2.3.1. Determination of the products concentrations

The concentration of fructose, HMF, levulinic acid, and for-

mic acid were determined by HPLC analysis performed with
a SHIMADZU HPLC system (SHIMADZU, Japan) equipped
with an Aminex� HPX-87H strong acid cation exchange resin
column (300 � 7.8 mm, Bio-Rad, USA) at 65 �C with a RID-

10A differential refractive index detector. Fructose, HMF,
Levulinic acid, and formic acid analyses were performed with
the same column with 5 mM sulfuric acid solution as the eluent

at a flow rate of 0.8 ml min�1. Before HPLC analysis, the sam-
ples were diluted with ultra-pure water and filtered through a
0.22-mm syringe filter. The injection volume was 20 micro litter

(ml) per analysis and auto-injection module was applied.
To evaluate the reaction efficiency for HMF production

from fructose, several parameters were defined, including fruc-
tose conversion (XFRU), yield of HMF (YHMF), yield of levu-

linic acid (YLA), yield of formic acid (YFA), selectivity of
HMF (SHMF) and carbon balance (CB) were calculated based
on the subsequent equations (Eqs. (1)–(4)). Carbon balance

was used to determine the amount of side products called
humin (HUM) (Steinbach et al., 2018):

Fructose conversion ðXFRUÞ

¼ 1� Fructose molar concentration

Initial fructose molar concentration

� �
� 100 ð1Þ

Product yield ðYPÞ

¼ Product ðHMF=LA=FAÞmolar concentration

Initial fructose molar concentration

� �
�100

ð2Þ

HMF selectivity ðSHMFÞ ¼ HMF yield ðYHFMÞ
Fructose conversion ðXFRUÞ

� �

� 100

ð3Þ

Carbon balance ðCBÞ¼ 6�XFRUð Þ
� 6�YHMFð Þþ 5�YLAð Þþ 1�YFAð Þ½ �

ð4Þ
2.3.2. Development of the observed kinetic models

Fructose dehydration is a complex reaction with multiple
steps. Fructose dehydration to HMF is influenced by the com-

petitive reaction of fructose isomerization to glucose, conden-
sation to disaccharides, and dehydration to anhydrosugars
(Akien et al., 2012; Kimura et al., 2013). Similarly, produced

HMF undergoes rehydration to LA/FA as well as dimeriza-
tion/condensation to multiple products summarized as humin
(Desir et al., 2019; Kimura et al., 2013). Side reactions are usu-
ally unavoidable and how these reactions proceed during the

process are complicated. Therefore, all these unwanted side
reactions either from fructose or from HMF are summarized
as ‘‘humin formation” (Steinbach et al., 2018). Based on this

assumption, the reactions taking place in the system can be
simplified as shown in Scheme 1, and plausible reaction mech-
anism of acid catalyzed dehydration of fructose to HMF is

provided in supporting information Fig. S1, in which H+ cat-
alyzes the reaction process in three steps by removing one
molecule of water in each step. Following observed homoge-

neous kinetic models (Eqs. (5)–(8)) were thus could be devel-
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oped by assuming that all these reactions are first-order with
respect to the corresponding reactants:

� dCFRU

dt
¼ ðk1obs þ k2obsÞCFRU ð5Þ

dCHMF

dt
¼ k1obsCFRU � ðk3obs þ k4obsÞCHMF ð6Þ

dCLA=FA

dt
¼ k3obsCHMF ð7Þ

dCHUM

dt
¼ k2obsCFRU þ k4obsCHMF ð8Þ

where, k1obs, k2obs, k3obs, and k4obs are the observed rate con-
stants for fructose dehydration to HMF, decomposition/con-
densation of fructose to humin, rehydration of HMF to LA/
FA and condensation of HMF to humin, respectively. Humin

is the condensation product and its concentration was calcu-
lated by the difference between fructose conversion and
recorded reaction products based on mass balance

(Steinbach et al., 2018). CFRU, CHMF, CLA/FA, and CHUM

are the molar concentrations of corresponding substrates and
products, respectively.

Based on the observed kinetic model presented above, the
analytical solution for fructose concentration and HMF con-
centration can be calculated by the integration forms as Eqs.

(9) and (10), respectively (Körner et al., 2018). The detailed
derivation is provided as supporting information Scheme S1.

CFRU ¼ CFRUð0Þe
� k1obsþk2obsð Þt ð9Þ

CHMF ¼
k1obsCFRUð0Þ

�k1obs � k2obs þ k3obs þ k4obs
e �k1obs�k2obsþk3obsþk4obsð Þt� � 1

� �

þ CHMFð0Þ �e� k3obsþk4obsð Þt

ð10Þ
2.3.3. Data processing and fitting of kinetic parameters

The fitting of observed kinetic parameters including rate con-
stants, activation energy etc. were performed based on experi-
mental data using MATLAB R2016a software by numerical

integration of Eqs. (5)–(8) with ode45 function and then opti-
mized by least square method. The observed activation energy
Ea and Arrhenius factor A were calculated using an extended

Arrhenius equation with MATLAB R2016a software.

3. Results and discussion

3.1. Dehydration of fructose to HMF in an aqueous system

Adoption of water as a reaction medium for a chemical reac-
tion is always the first choice due to its neutral behavior, ver-
satility, and eco-friendly nature. Water is a cheap and green

solvent with bulk availability and high solubility of sugars
(Yoshida, 2006). Therefore, fructose dehydration to HMF in
water system with organic acid catalysts was firstly performed
at 100 �C as shown in supporting information Fig. S2 for the

time courses of fructose conversion, HMF, and LA yields.
pTSA showed the highest reaction rate for fructose conversion,
but the rate of HMF rehydration to form formic and levulinic

acids also proceeded quickly thus lowering HMF yield in the
late phase of the reaction. This was primarily because pTSA
has the highest acidity (pKa1 = �2.8) than other organic acids.
Oxalic acid (pKa1 = 1.27) also showed good catalytic effi-

ciency for fructose dehydration, and the HMF yield and selec-
tivity were even higher than pTSA. However, maleic acid,
malonic acid, and succinic acid showed much poorer fructose

conversion, though maleic acid obtained similar HMF yield
at the 12th hour of reaction. Particularly, succinic acid showed
the lowest HMF yield and selectivity probably due to its weak-

est acidity. Although increasing acidity could result in increase
in fructose dehydration in aqueous media, the relationship
between pKa1 of the acids and fructose conversion and
HMF yields seemed not to be simply linear. Surely there were

several other factors contributing to the dehydration process
(van Dam et al., 1986).

It was also observed that the nature of the acid catalyst

affects the color of the solution by the formation of different
side products during the reaction. Akien et al.(2012), Antal
et al. (1990) and many others (Antonetti et al., 2019; Heo

et al., 2019; Kimura et al., 2013) briefly described the mecha-
nism of fructose dehydration with competitive isomerization,
fragmentation, and condensation. Reported results elucidated

that acid strength, acid concentration, and nature of the sol-
vent are crucial factors and play a key role in the determina-
tion of fructose conversion route (Akien et al., 2012;
Antonetti et al., 2019; Takeuchi et al., 2008). It has been

observed that moderate acids are more selective than strong
mineral acids because of the superiority of reaction of fructose
dehydration to HMF over fructose decomposition/condensa-

tion reactions (Antal et al., 1990; Antonetti et al., 2019; Heo
et al., 2019; Takeuchi et al., 2008). Fine tuning of strong acids
in a narrow range is vital for formation of the objective pro-

duct (HMF) whereas higher concentrations lead to HMF rehy-
dration and condensation (Akien et al., 2012; Takeuchi et al.,
2008). The dehydration of fructose to HMF is a multistep pro-

cess (see supporting information Fig. S1), disturbing the pro-
duct balance at initial stage which results in an increased
humin calculation along with the side product formations
(Kimura et al., 2013). With consideration of the catalytic

behavior and catalysis superiority in aqueous phase fructose
dehydration results, oxalic acid and pTSA appeared to be
more promising catalyst candidates for fructose dehydration.

The observed kinetics of the organic acid-catalyzed dehy-
dration of fructose in water medium was further investigated
based on the aforementioned kinetic models (Eqs. (5)–(8)) with

experiment-determined data. The model and experiment-
predicted reaction curves are shown in Fig. 1. Corresponding
fitted rate constants and goodness of fit (R2) are listed in
Table 1. The results suggested that the model-predicted data

generally had good accordance with the experimental results
with most of R2 being � 0.9, indicating that the developed
kinetic models were applied to the reaction system. However,

it should be noted that humin looks increasing quickly at the
early stage of reaction, especially for the pTSA-catalyzed sys-
tem, and relatively high deviation between model-predicted

data and ‘‘experimental” data. This was primarily because
the humin concentration was calculated according to carbon
balance and thus some possible intermediates such as glucose

formed by fructose isomerization, disaccharide formed by
fructose and anhydrosugar formed by dehydration of fructose
were also counted as humin. Nevertheless, humin is not the
objective product, and it is still feasible to consider all the



Table 1 Fitted kinetic rate constants for organic acid-catalyzed dehydration of fructose to HMF in water medium. The initial fructose

and acid catalyst concentrations were 1.0 M.

Acid catalyst Temp (oC) Observed rate constant (min�1) Goodness of Fit (R2) YHMF

k1obs k2obs k3obs k4obs Fructose HMF %

pTSA 100 2.1 � 10�3 1.97 � 10�3 3.7 � 10�3 4.4 � 10�13 0.9576 0.9247 17.7 ± 2.1

Oxalic acid 100 1.1 � 10�3 9.7 � 10�4 1.5 � 10�3 4.2 � 10�14 0.9525 0.9849 23.3 ± 1.2

Maleic acid 100 4.5 � 10�4 4.5 � 10�4 4.2 � 10�4 1.1 � 10�12 0.9948 0.9243 22.1 ± 1.1

Malonic acid 100 9.2 � 10�5 6.0 � 10�5 1.2 � 10�4 5.2 � 10�13 0.9667 0.8909 8.0 ± 1.2

Succinic acid 100 9.7 � 10�5 5.2 � 10�5 5.4 � 10�8 1.3 � 10�12 0.9479 0.9291 6.6 ± 1.0

Fig. 1 Kinetic plots of different organic acids catalyzed conversion of fructose in water medium. Reaction conditions: 1.0 M Fructose

with 1.0 M acid catalysis in 50 ml deionized water at 100 �C with stirring rate of 200 rpm for 12 h. (A) pTSA; (B) oxalic acid; (C) maleic

acid; (D) malonic acid; and (E) succinic acid. Lines are for model-predicted data, and symbols are for experiment-determined data. FRU:

fructose; HMF: 5-hydroxymethylfurfural; LA: levulinic acid; HUM; humin.

7434 M. Sajid et al.
non-objective products as humin in an observed kinetic mod-
eling. As shown in Table 1, both k1obs and k2obs had values

in the range of 10�5–10�3 min�1, while k3obs varied in a wider
range of 10�8–10�3 min�1 depending on the catalyst used.
However, k4obs were much smaller than k1obs, k2obs, and
k3obs, indicating that the consumption of HMF in the system

was primarily due to the rehydration reaction. Zhang et al.,
(2016) evaluated the kinetic study of aqueous phase glucose
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dehydration to HMF using a combination of AlCl3 with HCl
and maleic acid. The results demonstrated that glucose dehy-
dration proceeded via the isomerization of glucose to fructose

followed by the dehydration of fructose to HMF, so their data
in principle is comparable with our results. Although the mag-
nitude of rate constants was much higher because of the high

reaction temperature (140 �C–180 �C); however, the trend
was similar. The rate of HMF rehydration to LA/FA was
higher (0.03–0.11 min�1) than that of HMF condensation to

humin (0.01–0.06 min�1) (Zhang et al., 2016). Similarly,
(Körner et al., 2018) studied the aqueous phase fructose dehy-
dration at 140 �C. Although the used reaction parameters
(high temperature and Brønsted acids) were different, the

HMF consumption trend was quite similar to the finding of
this work. At this temperature, they found that the rate of
HMF rehydration to LA/FA was higher than the rate of

HMF degradation to humin. At pH 1.2, HCl and HNO3 gave
the HMF rehydration rates of 23.5 � 10�3 min�1 and
24.16 � 10�3 min�1 and rates of HMF degradation to humin

of 3.5 � 10�3 min�1 2.99 � 10�3 min�1, respectively (Körner
et al., 2018). Hence, the results of this work and reported ones
indicated that the consumption of HMF in the system was pri-

marily due to the rehydration reaction, especially at low tem-
peratures. It was also demonstrated from Table 1 that the
rates of fructose dehydration to HMF (k1obs) followed the
order of pTSA > oxalic acid > maleic acid > malonic

acid > succinic acid. However, the condensation reaction of
fructose to humin (k2obs) generally followed the same order
too, and so did the rehydration of HMF (k3obs), except that

malonic acid unpredictably showed higher value of k3obs. The
above results revealed that the rates of both the objective reac-
tions (fructose dehydration to HMF) and side reactions (rehy-

dration and condensation of HMF) increased with the acidity
strength of the organic acid catalysts, indicating that these
reactions could be promoted by proton (H+). Similar behavior

was also observed by other researchers when Brønsted acids
were used as catalysts (Körner et al., 2018; Yoshida, 2006).

For interpretation of the possible mechanisms, it was
assumed that first-order rate equations could be used for the

conversion of reactant A to product P as A ? P for fructose
dehydration with an apparent differential reaction rate of

d P½ �
dt
¼ kR A½ � ð11Þ

where kR is the observed rate constant. By considering the

effect of homogenous catalyst and introducing the effect of
proton, following kinetic model can be assumed (Espenson,
1981):

A þ H þ  !kR1

kR�1

AH� !kR2
P þ H þ ð12Þ

where kR1 is the rate of formation of acid-catalyzed intermedi-

ate complex AH*, which is also typically known as the proto-
nation of the reactant, kR-1 is rate constant for the reverse
reaction of protonation, and kR2 is the rate of formation of
product (P). Furthermore, by assuming quasi-stationary for

[AH*], ordinary differential equations thus can be obtained
as follows:

� d A½ �
dt
¼ kR1 A½ � H þ½ � � kR2

AH�½ � ð13Þ
d AH�½ �
dt

¼ kR1 A½ � H þ½ � � ðkR2 þ kR - 1Þ AH�½ � ¼ 0 ð14Þ

d P½ �
dt
¼ kR2 AH�½ � ð15Þ

According to Eq. (14), it can be obtained that

kR1
A½ � H þ½ � ¼ ðkR2 þ kR�1Þ AH�½ � ð16Þ

namely AH�½ � ¼ kR1
ðk0R2þk0R�1Þ

A½ � H þ½ �. The Eq. (15) thus can be

expressed as

d P½ �
dt
¼ kR2

kR1
ðkR2 þ kR�1Þ

A½ � H þ½ � ð17Þ

It thus can be obtained for the relationship between the
apparent rate constant kR and proton concentration as

kR ¼ kR1kR2
kR2 þ kR�1

H þ½ � ð18Þ

Eq. (18) represents a linear dependency of kR on proton
concentration [H+]. pTSA has a very negative pKa1 value

(�2.8), and it can be considered to completely dissociate in
an aqueous system. For other carboxylic acid, the H+

([H+]) concentration in its aqueous solution can be estimated
by the following equation (Sun et al., 2011);

H þ½ � �
ffiffiffiffiffiffiffiffiffiffiffiffiffi
CAKa1

p
ð19Þ

where CA is the concentration of the organic acid catalysts.

Therefore, the [H+] of the system at room temperature with
an initial acid concentration of 1.0 M could be approximately
estimated as 1, 0.232, 0.112, 0.038, and 0.008 M for pTSA,

oxalic acid, maleic acid, malonic acid and succinic acid, respec-
tively. Plots of these estimated [H+] with the determined val-
ues of k1obs as shown in Fig. 2 gave a good linear

relationship (R2 = 0.9804) for these organic acids except
pTSA. The deviation of pTSA from the linear plots might be
due to the too high acid concentration (1.0 M). However, these
results indicated that the organic acid catalyzed dehydration of

fructose generally followed the proposed mechanisms illus-
trated as reaction Eq. (12) with protonation as the first step.
Körner et al. (2018) also observed a similar trend in Brønsted

acid catalyzed dehydration of fructose to HMF. However, it
should be noted that pKa1 of the dicarboxylic acid used is also
impacted by temperature, and more details should be further

investigated with consideration of the temperature effects.
The data listed in Table 1 also demonstrates that pTSA and

oxalic acid were better catalysts than other acids for fructose

conversion. However, the rate constants of fructose condensa-
tion to humin (k2obs) and HMF to LA and FA (k3obs) were also
large leading to poor selectivity and HMF yield. Defining
selectivity for fructose conversion (SF) as k1obs/k2obs, It could

be obtained that the SF for pTSA, oxalic acid, maleic acid;
malonic acid, and succinic acid were 1.07, 1.13, 1.0, 1.53 and
1.86, respectively. The relatively low selectivity was not only

ascribed to the catalyst properties but also strongly related
to the reaction medium. Particularly, when water was used
as the medium, the rehydration reaction definitely could be

promoted because the water was also a reactant. Therefore,
the rehydration of HMF had a comparable apparent rate con-
stant (k3obs) to the condensation of fructose (k2obs), suggesting



Fig. 2 Plots of [H+](H+ concentration) estimated by pKa1 (pKa) values of the used organic acid catalysts with experiment-determined

k1obs in water or DMSO medium.
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that the non-objective consumption of fructose was con-

tributed by both reactions. Anyway, the above results revealed
that water was not a good reaction medium for HMF produc-
tion, and the organic solvent system might increase the selec-

tivity and HMF yield.

3.2. Dehydration of fructose in organic solvent medium

Several organic solvents including DMSO, DMF, IPA, PEG-
400, PEG-1000, and PEG-2000 were selected as reaction med-
ium with consideration of their high boiling-point and

fructose-dissolving capacity (Dalessandro and Pliego, 2018;
Gajula et al., 2017; Mellmer et al., 2018). Since oxalic acid
and pTSA gave relatively higher HMF yields (18–23%) when
applied in a water medium, they were further used for solvent

screening. The kinetic plots of experimental data and model-
predicted curves are provided in Fig. 3, and fitted rate con-
stants are shown in Table 2, which demonstrated that the

developed model similarly could well describe the trends of
fructose conversion and formation of various products. Corre-
sponding product yield and HMF selectivity for certain reac-

tion time are provided in supporting information Table S1.
The results indicated that the fructose conversion and

HMF selectivity was indeed greatly dependent on the solvent
medium used. Compared with those obtained in the water

medium, the HMF decomposition product LA/FA was dra-
matically reduced in most of the selected solvents and HMF
yield could be greatly increased, especially in DMSO medium.

The maximum HMF yield reached about 80% with 80.3%
selectivity after reaction for seven hours with oxalic acid as
the catalyst at 110 �C. Similar HMF yield and selectivity of

79% were also obtained with pTSA as the catalyst in DMSO
medium with similar parameters in less time. The data are
shown in Table 2 clearly indicated that DMSO medium could

obtain much larger rate constants for fructose conversion
(k1obs and k2obs), and the corresponding selectivity for fructose
conversion (SF = k1obs/k2obs) increased to 2.60 and 2.61 for
oxalic acid and pTSA catalysts, respectively, in comparison

to about 1 for water medium. The results also revealed that
the reaction rates for rehydration of HMF (k3obs) were greatly
reduced in most solvent mediums, compared with that in a

water medium. This was because, in the solvent mediums,
much less water was present in the system and thus the appar-
ent rate constants were greatly reduced. The rate of HMF con-

densation to humin (k4obs) was also greatly dependent on the
solvent used. However, in most cases, it was much lower than
other rate constants. For example, in DMSO system, k3obs
were lower than k1obs and k2obs by three orders of magnitude
while k4obs lower by nine orders of magnitude, which suggested
that rehydration and condensation of HMF in DMSO system
actually could be neglected. Therefore, DMSO has been

selected as the most effective solvent medium for acid-
catalyzed conversion of fructose to HMF.

The effects of different organic acid catalysts on HMF pro-

duction in DMSO medium were further investigated. The
kinetic curves of the concentrations of fructose and different
products are provided in Fig. 4, and the corresponding fitted

rate constants are listed in Table 3. The results again indicated
that the model could be used to describe the kinetics of organic
acid-catalyzed dehydration of fructose in DMSO medium with
most of R2 being higher than 0.95. The fitted rate constants

revealed that the rate of fructose dehydration catalyzed by
these organic acids followed the order of pTSA > oxalic
acid > maleic acid > succinic acid > malonic acid, which

was similar to that in a water medium. However, the values
of k1obs were in the range of 10�3–10�1 min�1 and generally
larger than those obtained in the water system. Corresponding

selectivity for fructose conversion (k1obs/k2obs) was determined
to be 2.61, 2.60, 1.62, 0.90 and 8.3, respectively. The anomaly
observed with malonic acid (as SF increased from 1.53 to 8.3)

is partly due to the inductive effect, medium acid strength, and
partly due to the autocatalysis of produced LA/FA which pro-
motes the fructose dehydration being the moderate acids
(Antal et al., 1990; Gawade and Yadav, 2018). Villanueva



Table 2 Kinetic parameters for oxalic acid and pTSA-catalyzed conversion of fructose to produce HMF in different solvent medium.

Reaction conditions: 1.0 M acid catalyst and with 1.0 M fructose in 50 ml solvent heated in oil bath for certain time with a stirring

speed of 200 rpm; the flask was heated in oil bath at 100 �C for water medium, at 110 �C for DMSO, DMF and IPA medium, and at

120 �C for PEG-400, PEG-1000 and PEG-2000 medium.

Solvent Catalyst Temp (oC) Observed rate constant (min�1) Goodness of Fit (R2) Ymax

k1obs k2obs k3obs k4obs Fructose HMF %

DMF Oxalic acid 110 1.2 � 10�2 2.2 � 10�2 3.5 � 10�4 6.6 � 10�3 0.9607 0.9528 16.3 ± 1.1

DMSO Oxalic acid 110 0.0339 0.0130 7.5 � 10�11 2.8 � 10�14 0.9852 0.9503 79.8 ± 0.5

IPA Oxalic acid 110 6.2 � 10�4 8.1 � 10�4 2 � 10�9 5.4 � 10�3 0.993 0.8718 9.1 ± 0.8

PEG-400 Oxalic acid 120 6.9 � 10�3 7.3 � 10�10 9.2 � 10�10 5.9 � 10�3 0.9255 0.8522 45.8 ± 1.1

PEG-1000 Oxalic acid 120 3.5 � 10�3 3.0 � 10�3 4.9 � 10�10 2.1 � 10�3 0.9069 0.8066 40.7 ± 1.2

PEG-2000 Oxalic acid 120 0.021 0.021 1.3 � 10�3 5.1 � 10�14 0.9924 0.8183 42.9 ± 0.9

Water Oxalic acid 100 1.1 � 10�3 9.7 � 10�4 1.5 � 10�3 4.2 � 10�14 0.9525 0.9849 23.3 ± 1.2

IPA pTSA 110 3.1 � 10�3 1.5 � 10�3 4.4 � 10�3 8.1 � 10�12 0.9723 0.9218 36.1 ± 0.8

DMSO pTSA 110 0.4231 0.1624 1.5 � 10�4 3.3 � 10�10 0.9881 0.9732 79.0 ± 1.3

Water pTSA 100 2.1 � 10�3 1.97 � 10�3 3.7 � 10�3 4.4 � 10�13 0.9576 0.9247 17.7 ± 2.0

Fig. 3 Kinetic plots of oxalic acid and pTSA catalyzed conversion of fructose in different solvent medium. Reaction conditions: 1.0 M

acid catalyst and with 1.0 M fructose in 50 ml solvent heated in oil bath for 8 h with a stirring speed of 200 rpm; the flask was heated in oil

bath at 100 �C for water medium, at 110 �C for DMSO, DMF and IPA medium, and at 120 �C for PEG-400, PEG-1000 and PEG-2000

medium. (A) oxalic acid in DMF; (B) oxalic acid in DMSO; (C) oxalic acid in IPA; (D) oxalic acid in PEG-400; (E) oxalic acid in PEG-

1000; (F) oxalic acid in PEG-2000; (G) pTSA in IPA (H) pTSA in DMSO. Lines are for model-predicted data, and symbols are for

experiment-determined data. FRU: fructose; HMF: hydroxymethylfurfural; LA: levulinic acid; HUM; humin.
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and Marzialetti (2018) studied the fructose dehydration over
solid phosphate catalyst and found that the rate constants of

fructose conversion to HMF (k1obs) were 1.28 � 10�2 min�1,
1.69 � 10�2 min�1 and 3.3 � 10�2 min�1 at 125 �C, 135 �C,
and 145 �C (Villanueva and Marzialetti, 2018). They also
assumed that there was no degradation of HMF so k3obs and

k4obs were not calculated, hence the fructose conversion selec-
tivity was very high (29.76, 18.98 and 20.62, respectively);



Table 3 Fitted observed kinetic constants of organic acid-catalyzed conversion of fructose in DMSO medium. Reaction conditions:

1.0 M Fructose with 1.0 M acid catalyst in DMSO medium heated in an oil bath at 110 �C with stirring rate of 200 rpm for 8 h.

Catalyst Observed rate constant (min�1) Goodness of Fit (R2) XF Max. YHMF

k1obs k2obs k3obs k4obs Fructose HMF (%) (%)

pTSA 0.4231 0.1624 1.5 � 10�4 3.3 � 10�10 0.9985 0.9586 100 79.8 ± 1.1

Oxalic acid 0.0339 0.0130 7.5 � 10�11 2.8 � 10�14 0.9808 0.9867 100 79.0 ± 0.5

Maleic acid 0.0112 6.9 � 10�3 3.4 � 10�12 2.2 � 10�14 0.9842 0.9694 99.4 ± 1.2 68.0 ± 1.0

Succinic acid 6.2 � 10�3 6.9 � 10�3 3.3 � 10�10 2.2 � 10�14 0.9688 0.8481 91.2 ± 1.1 49.7 ± 1.2

Malonic acid 5.2 � 10�3 6.3 � 10�4 1.13 � 10�4 1.87 � 10�3 0.9484 0.8852 85.1 ± 2.1 47.7 ± 0.7

Fig. 4 Kinetic plots of different organic acids catalyzed conversion of fructose in DMSO medium. Reaction conditions: 1.0 M Fructose

with 1.0 M acid catalyst in 50 ml DMSO heated in an oil bath t 110 �C with stirring speed of 200 rpm for 8 h. (A) pTSA; (B) oxalic acid;

(C) maleic acid; (D) succinic acid and (E) malonic acid. Lines are for model-predicted data, and symbols are for experiment-determined

data. FRU: fructose; HMF: 5-hydroxymethylfurfural; LA: levulinic acid; HUM; humin.
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Körner et al. (2018) also studied the fructose dehydration over
organic and Brønsted acid catalysts using a micro autoclave.

The rate constants for fructose conversion to HMF (k1obs)
were 2.08 min�1, 0.6 min�1, and 0.76 min�1 for citric acid
(pHRT = 2.0), glycolic acid (pHRT = 1.8) and acetic acid
(pHRT = 2.0), respectively. The fructose conversion selectivity
(k1obs/k2obs) was 3.65, 1.88, and 2.0, respectively, at 140 �C.
Although the applied temperature and pressure (140 �C and
autogenous pressure) were higher than those used in the sys-
tem of this work, the fructose conversion selectivity was com-
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parable. When the pH of the citric acid catalyzed process
increased from 1.4 to 2.0, the k1obs decreased from 2.08 min�1

to 0.72 min�1 showing the H+ dependency of the fructose

dehydration process. When Brønsted acids including H3PO4

(pH = 1.0), HNO3 (pH = 1.2) and H2SO4 (pH = 1.1) were
applied, the observed k1obs were 10.2 min�1, 4.532 min�1 and
3.35 min�1, respectively. This dramatical change in k1obs at a
relatively similar pH validated the effect of the type of acids
on the fructose dehydration reaction.

Being like the water-medium dehydration, the observed rate
of fructose dehydration generally increased with the increase in
the pKa1 value of the organic acids, suggesting that the acidity
of the system played a vital role for fructose dehydration. k1obs
similarly showed a good (R2 = 0.9268) linear relationship with
[H+] estimated by the pKa1 of the dicarboxylic acids (Fig. 2).
The maximal HMF yields obtained during the dehydration

process were in the range of 47–80% with corresponding fruc-
tose conversion of 85–100% under the employed conditions as
shown in Table 3. Oxalic acid and pTSA obtained the maximal

HMF yield with 80.3% and 79% HMF selectivity, respectively
at 110 �C with a substrate to catalyst ratio of 1. However, oxa-
lic acid catalyzed conversion needed much longer reaction time

(7 h) to achieve the maximal HMF yield compared with pTSA-
catalyzed system (0.5 h) at the same temperature employed
(110 �C). Prolonging reaction time significantly increased the
formation of humin, with a notable decrease in HMF concen-

tration, but LA concentration just slightly increased (Fig. 3A).
However, no apparent increase in humin and LA concentra-
tions was observed after 120 min when oxalic acid was used

as the catalyst (Fig. 3B). Anyway, DMSO medium could
obtain greatly improved HMF yield and selectivity over the
water medium system. This was primarily achieved by reduc-

ing the formation of degradation products such as levulinic
and formic acids, and could be reflected by the fact that the
rate constants for rehydration of HMF (k3obs) in DMSO med-

ium was about 1–8 orders of magnitude smaller than those
obtained in a water medium. One of the primary reasons for
this phenomenon might be the presence of little water in the
DMSO system, which eventually reduces the apparent rate

of HMF rehydration. Moreover, probably the solvation effects
of DMSO towards the reactants and products might also con-
tribute to decelerating the side reactions.

3.3. Maximizing HMF yield and selectivity for pTSA and oxalic

acid catalyzed process in DMSO medium

3.3.1. pTSA catalyzed system

Other process parameters such as temperature and catalyst
concentration were further optimized at atmospheric pressure

in DMSO medium. The reaction temperature was regulated
from 100 �C to 130 �C and substrate to catalyst ratio (S/C)
from 0.5 to 2 M/M. The fructose conversion sharply increased

with the reaction time and almost reached 100% with a max-
imum HMF yield at 30 min for pTSA-catalyzed system. The
maximum HMF yield (90.2%) was obtained at 120 �C with

0.5 M/M S/C. Rapid fructose conversion with pTSA was
mainly attributed to its higher acidity (pKa1 = -2.8) and ion-
ization potential at the reaction temperature. However, after

this, the effects of time were negative and rehydration/conden-
sation of HMF prevailed with an increasing trend as indicated
by a gradual decrease in HMF yield and selectivity. The initial
fructose concentration also demonstrated significant effects on
fructose conversion, HMF yield, and selectivity as shown in
supporting information Fig. S3. For the pTSA-catalyzed sys-

tem, the fructose conversion reached ~100% no matter what
the initial fructose concentration was; however, increasing
fructose concentration resulted in a gradually decrease in the

levels of HMF yield and selectivity. For example, the HMF
yield decreased from 90.2% to 62.1% when the initial fructose
concentration increased from 0.5 M to 2.0 M. This was prob-

ably because the reaction rates of side reactions might become
more significantly enhanced at a high fructose concentration.

The observed kinetics of pTSA-catalyzed dehydration of
fructose at an initial fructose concentration of 1.0 M with var-

ied pTSA concentration (0.5–2.0 M) at different temperatures
were further investigated. The fitted observed rate constants
are shown in Table 4. The results illustrated that the developed

kinetic model could well describe the kinetics of the system. All
the plots showed that temperature had an important influence
on the HMF yield and the formation of humin and HMF

degradation products. This was proved by the fact that the
HMF concentration increased with time and decreased after
reaching a maximum, especially at reaction temperatures of

higher than 120 �C. All the rate constants increased with reac-
tion temperature and pTSA concentration. The objective reac-
tion (dehydration of fructose to HMF) had the largest rate
constant (k1obs), but the rate constant of the main side reac-

tion, namely condensation of fructose to humin (k2obs) had
somewhat smaller values than k1obs, but they were still in the
same order of magnitude. The reactions for HMF rehydration

and condensation proceeded at much lower rates, which was
reflected by the result that k3obs and k4obs were smaller by 2–
12 orders of magnitude depending on the reaction temperature

and acid concentration. Only at a high temperature, for exam-
ple, at 130 �C, the rehydration and condensation of HMF
became significant, but the rate constants were still smaller

than k2obs by two orders of magnitude. The change of k3obs
and k4obs values in a wide range of the order of magnitude sug-
gested that HMF rehydration and condensation had very large
activation energy, namely, the temperature would show a very

significant influence on these side reactions. Therefore, to
obtain the maximum HMF yield, the effects of temperature
on both the objective and side reactions should be considered.

For example, low temperature may reduce the formation of
condensation products, but the rate of fructose dehydration
might be too small leading to long reaction time and low

HMF yield; however, the too high temperature could greatly
reduce reaction time but might lead to the formation of more
condensation products. Similar temperature effects were also
observed by Alexandra et al.,(2017).

Based on the fitted observed rate constants, fructose con-
version selectivity (SF = k1obs/k2obs) and HMF consumption
selectivity (SHMF = k3obs/k4obs) was calculated and listed in

Table 4. The results similarly revealed that SF generally
increased with temperature increase but decreased at 130 �C.
SF was also affected by pTSA concentration. The highest SF

was generally obtained at 110–120 �C with 0.5–1.0 M pTSA
concentration. Contrarily, SHMF increased from 100 �C to
110 �C and then decreased. This indicates that decomposition

of HMF to humin increased beyond 110 �C and at 100–110 �C,
rehydration of HMF to LA/FA was the major consumption
route. For a more comprehensive comparison, the
experiment-determined maximum HMF yield (YHMF) and



Table 4 Fitted observed rate constants for pTSA-catalyzed dehydration of fructose to HMF in DMSO medium at different

temperature with varied catalyst concentration. The initial fructose concentration was fixed at 1.0 M.

pTSA conc. (M) Temp (oC) Observed rate constant (min�1) Goodness of Fit

(R2)

SF SHMF Max. YHMF topt

k1obs k2obs k3obs k4obs Fructose HMF (%) (h)

0.5 100 0.2091 0.0820 6.7 � 10�13 1.5 � 10�13 0.9983 0.9121 2.55 4.47 78.6 ± 1.2 2.5

110 0.3929 0.1006 9.8 � 10�8 2.2 � 10�14 0.999 0.9549 3.91 2.2 � 106 76.5 ± 0.8 1.5

120 0.4577 0.1190 2.1 � 10�4 9.8 � 10�4 0.997 0.9405 3.85 0.22 80.1 ± 1.1 0.5

130 0.4630 0.1370 4.93 � 10�4 5.17 � 10�4 0.9995 0.9831 3.38 0.96 81.0 ± 0.9 0.5

1.0 100 0.2304 0.0959 1.17 � 10�10 3.33 � 10�12 0.9594 0.9368 2.40 35.14 75.8 ± 2.0 1.0

110 0.4231 0.1124 1.5 � 10�4 3.28 � 10�10 0.9985 0.9586 3.76 4.5 � 105 76.8 ± 1.8 0.75

120 0.5634 0.1561 8.29 � 10�4 3.35 � 10�4 0.9881 0.9732 3.61 2.47 81.5 ± 0.9 0.5

130 0.6139 0.1682 5.56 � 10�4 2.53 � 10�3 0.9998 0.977 3.65 0.22 77.9 ± 1.3 0.5

1.5 100 0.2394 0.1083 2.1 � 10�13 2.2 � 10�14 0.9988 0.9194 2.21 9.55 83.3 ± 1.0 1.5

110 0.4362 0.1569 2.9 � 10�4 2.0 � 10�10 0.9992 0.9015 2.78 1.4 � 106 85.8 ± 0.8 1.5

120 0.5616 0.2088 7.8 � 10�4 9.8 � 10�4 0.9999 0.9629 2.69 0.796 74.7 ± 0.9 10(min)

130 0.5424 0.2298 1.2 � 10�3 2.5 � 10�3 0.9995 0.9657 2.36 0.48 71.1 ± 1.2 10(min)

2.0 100 0.2788 0.1462 1.1 � 10�4 4.7 � 10�14 0.9992 0.8908 1.91 2.3 � 109 74.7 ± 0.7 0.5

110 0.4485 0.1978 3.4 � 10�4 9.1 � 10�4 0.9998 0.9738 2.27 0.38 73.7 ± 0.6 0.5

120 0.4945 0.2215 7.1 � 10�4 1.9 � 10�3 0.9994 0.9686 2.23 0.37 75.8 ± 1.5 15 (min)

130 0.5669 0.2473 1.3 � 10�3 3.2 � 10�3 0.9999 0.9727 2.29 0.41 70.7 ± 2.1 15 (min)
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the optimum reaction time to obtain the YHMF (topt) were
listed in Table 4. As indicated by the results, topt decreased

with an increase in reaction temperature in all the experiments.
An increase in acid catalyst concentration up to 1.5 M also
enhanced the HMF yield but further increase in catalyst con-

centration oppositely decreased the yield. H+ initiates the fruc-
tose dehydration, and three molecules of water were produced
with the formation of one molecule of HMF according to reac-

tion stoichiometry. This produced water could further react
with the produced HMF due to the availability of free H+

in the system (see the possible reaction scheme provided in sup-
porting information Fig. S1). High acid concentration (higher

than the optimal point) increased the H+ density in the reac-
tion system. The availability of these H+ could result in proto-
nated water that is more reactive and promoted the

rehydration of the produced HMF causing a decrease in max-
imum HMF yield. Hence, acid concentration and temperature
were critical parameters for fructose dehydration. Therefore,

with consideration of the HMF yield and selectivity, 120 �C
was selected as the most feasible reaction temperature for
pTSA catalyzed system. Du et al. (2019) reported the same
kinetic behavior of homogeneous catalysts while comparing

homogenous and heterogeneous acid-catalyzed dehydration
of fructose in the water-dioxane solvent system. Concluded
results indicate the higher HMF selectivity with homogeneous

catalysts than a heterogeneous catalyst. However, the maxi-
mum obtained selectivity was (70%) much lower as compared
to the results of this work.

To correlate the relationship of the observed rate constant
with temperature and acid concentration, an extended Arrhe-
nius equation can be used as followed:

kobs ¼ Ae
�Ea
RTð ÞCa

acid ð20Þ

where A is the pre-exponential factor; Ea is the activation
energy; Cacid is the concentration of acid catalyst; and a is
the reaction order with respect to the acid concentration. By
taking logarithm on both sides, the above equation can be
transformed to:

lnkobs ¼ lnA� Ea

RT
þ alnCA ð21Þ

Therefore, the kinetic parameters for k1obs and k2obs can be
determined by multiple linear regression based on the data
listed in Table 5. The employed multiple linear regression gen-

erally showed satisfying goodness of fit with a determination
coefficient (R2) of higher than 0.8. The objective reaction (fruc-
tose dehydration to form HMF) and primary side reaction (de-
composition/condensation of fructose to form humin) had

relatively low activation energies. However, the acid concen-
tration showed a more significant effect on fructose condensa-
tion than dehydration, as reflected by the higher a value for

k2obs than k1obs. Nevertheless, the fitted values for k3obs and
k4obs varied in a very wide range of the order of magnitude.
At low temperature, for example, 100 �C, the rate constants

for rehydration and condensation reaction of HMF were very
small (3–13 order of magnitude lower than that of k1obs and
k2obs) so that these reactions actually could be neglected. How-

ever, these reactions become much more significant with
greatly increased reaction rates (but still 2–3 order of magni-
tude lower than that of k1obs and k2obs) at a higher temperature
such as 130 �C. Therefore, the estimated values for A and Ea

by multi-linear regression would be extremely large for reac-
tion (3) and (4). For example, the fitted A and Ea for reaction
(3) were 1.102 � 1077 and 611.2 kJ/mol. Such a high Ea actu-

ally is not normal and believable. It indicated that the temper-
ature range of reaction used in the present work was not
suitable for estimating the activation of HMF rehydration to

form LA/FA and condensation to form humin. Actually,
under the relatively optimal reaction temperature (120 �C),
the rehydration and condensation of HMF could be neglected,

because k3obs and k4obs were 2 order of magnitude lower than



Table 5 Estimated kinetic parameters for fructose dehydration to form HMF (k1obs) and condensation to form humin (k2obs) by

multiple linear regression for pTSA and oxalic acid catalyzed dehydration of fructose in DMSO medium.

Catalyst Observed rate constant A Ea (kJ/mol) a R2

pTSA k1obs 1.431 � 104 33.75 0.1223 0.825

k2obs 3.231 � 102 24.94 0.4455 0.943

Oxalic acid k1obs 4.723 � 1011 96.51 0.297 0.987

k2obs 7.152 � 108 78.39 0.579 0.963
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k1obs and k2obs. However, the results revealed that higher tem-
peratures and high acid concentration definitely could greatly

increase the side-reactions to decrease HMF selectivity and
yield. Therefore, the rate constants for the main reactions of
pTSA-catalyzed dehydration of fructose (k1obs and k2obs) can

be estimated by the following equations with respect to tem-
perature and acid concentration:

k1obs ¼ 1:431� 104exp � 33750

RT

� �
C0:1223

pTSA ð22Þ

k2obs ¼ 3:231� 102exp � 24940

RT

� �
C0:4455

pTSA ð23Þ
3.3.2. Oxalic acid catalyzed system

Similar experiments were performed for oxalic acid catalyzed
dehydration of fructose in DSMO medium. It was also appar-
ently observed that temperature had significant effects on the

kinetics of fructose conversion as well as the HMF yield. Com-
pared with pTSA system, the fructose conversion had a much
lower reaction rate for the oxalic acid system, especially at rel-

atively low temperatures (e.g. 100 �C). For example, to achieve
~90% fructose conversion, 180 min was needed when the reac-
tion was performed at 100 �C, while fructose conversion

reached ~100% within 30 min at 130 �C. However, for pTSA
catalyzed system, the complete conversion of fructose was
achieved in 10–30 min even at 100 �C. The HMF yield steadily
increased with reaction time and reached the maximum at

120 min. No sharp decrease in HMF yield and selectivity were
observed for oxalic acid catalyzed system, probably due to its
relatively weaker acidity. Therefore, it has appeared that the

optimum temperature and reaction time were 130 �C and 2 h
for oxalic acid-catalyzed dehydration of fructose.

The effects of initial fructose concentration on HMF yield

were further investigated and compared with those obtained
by pTSA catalyzed system. The maximum HMF yield was
obtained at an initial concentration of fructose of 0.5 M and

lowest at 2.0 M for both catalysts. The HMF yield was
80.86% for the oxalic acid system at 0.5 M fructose concentra-
tion, by the contrast of 90% for pTSA system. However, both
catalysts showed similar HMF yield and selectivity (~75%) at

1.0 M initial fructose concentration. This phenomenon further
indicated that the side reactions become more significant at
higher fructose concentration.

The observed kinetics of oxalic acid catalyzed dehydration
of fructose at an initial fructose concentration of 1.0 M with
varied oxalic acid concentration (0.5–2.0 M) at different tem-

peratures were further studied. The fitted observed rate con-
stants are shown in Table 6. The results again illustrated that
the developed kinetic models could well describe the kinetics

of the fructose conversion and formation of HMF with R2 gen-
erally being higher than 0.95. All the plots similarly illustrated
that temperature showed a significant impact on the HMF

yield and the formation of humin. However, the degradation
of HMF (rehydration) seemed not so significant. This was
proved by the fact that the HMF concentration increased with

time but did not decrease significantly after reaching the max-
imum, even at a high reaction temperature (130 �C). The fitted
kinetic rate constants listed in Table 6 showed that all of the

rate constants increased with reaction temperature and oxalic
acid concentration. The values of rate constants for dehydra-
tion of fructose to HMF (k1obs) were in the same order of mag-
nitude to those of the main side reaction (k2obs). However,

k1obs was larger than k3obs and k4obs by 8–12 orders of magni-
tude, indicating that the hydration and condensation of HMF
in oxalic acid catalyzed system could be neglected. This could

be proved by the experimental phenomenon that no LA/FA
was detected in the system and only a small amount of LA
was determined in a relatively long-time reaction at high tem-

perature. For example, the LA concentration was only
0.003 M after oxalic acid catalyzed dehydration of 1.0 M fruc-
tose in DMSO for 180 min. This result further corroborated
the high selectivity of DMSO system to reduce the degradation

of HMF. Therefore, the reactions taking place in the system
could be considered to only include the dehydration of fructose
to form HMF and condensation of fructose to humin. The

selectivity of fructose conversion listed in Table 6 suggested
that 120–130 �C with 0.5 M acid concentration for 120 min
reaction might be the optimal condition for oxalic acid system.

Similarly, the HMF consumption selectivity data indicate an
increase in HMF rehydration with temperature increase.
Experimentally, the maximum HMF yield was obtained at

130 �C with 0.5 and 1.0 M acid concentration in 120 min; how-
ever, 1.5 M acid concentration gives the similar yield at 120 �C
for reduced time of 60 min. Being similar to pTSA-catalyzed
process, increase in temperature decreased the topt. Similarly,

Eq. (21) was used to correlate the relationship of k1obs and
k2obs with temperature and acid concentration by multiple lin-
ear regression, as shown in Table 5.

The results demonstrated that very satisfying goodness of
fit was obtained with R2 of 0.987 and 0.963 for k1obs and
k2obs, respectively. Both fructose dehydration and condensa-

tion in the oxalic acid system had higher activation energy
and reaction order with respect to acid concentration than
those in pTSA system, indicating that these reactions in the

former system would be more sensitive to reaction temperature
and catalyst concentration. Therefore, k1obs and k2obs for oxa-
lic acid catalyzed system can be correlated by the following
Eqs:

k1obs ¼ 4:723� 1011exp � 96510

RT

� �
C0:297

oxalic ð24Þ



Table 6 Kinetic parameters for oxalic acid catalyzed dehydration of fructose to HMF in DMSO medium at different temperatures

with different acid catalyst concentration. The initial fructose concentration was 1.0 M.

Acid conc. (M) T (oC) Observed rate constant (min�1) Goodness of Fit

(R2)

SF SHMF Max. YHMF (%) topt (h)

k1obs k2obs k3obs k4obs Fructose HMF

0.5 100 0.0129 0.00623 2.5 � 10�14 2 � 10�12 0.9566 0.9943 2.07 0.0125 63.3 ± 1.8 3

110 0.0224 0.00835 1.7 � 10�14 8.6 � 10�14 0.9887 0.9802 2.68 0.198 72.6 ± 2.1 3

120 0.0607 0.01423 1.4 � 10�14 1.3 � 10�14 0.9678 0.9359 4.27 1.08 79.2 ± 2.3 2.5

130 0.1190 0.03769 6.0 � 10�14 2.9 � 10�14 0.9899 0.9038 3.16 2.1 84.1 ± 0.8 2

1 100 0.0145 0.0074 2.6 � 10�11 2.4 � 10�12 0.9887 0.9783 1.96 0.108 67.7 ± 1.0 3

110 0.0339 0.01295 7.5 � 10�11 2.8 � 10�14 0.9808 0.9867 2.62 2.7 � 103 74.4 ± 1.5 2

120 0.0571 0.02485 2.5 � 10�11 1.5 � 10�14 0.9852 0.9503 2.30 1.7 � 103 75.5 ± 2.2 2

130 0.1705 0.06505 2.9 � 10�10 2.2 � 10�14 0.9966 0.9569 2.62 1.3 � 103 79.1 ± 1.2 2

1.5 100 0.0172 0.01160 9.85 � 10�10 9.6 � 10�11 0.9658 0.9798 1.48 0.103 60.2 ± 1.6 3

110 0.0391 0.02034 8.0 � 10�10 5.2 � 10�11 0.9934 0.9319 1.92 0.154 69.3 ± 1.9 1.5

120 0.0708 0.02612 6.1 � 10�10 4.9 � 10�10 0.9749 0.9669 2.71 1.24 80.1 ± 0.9 1

130 0.1781 0.07214 1.2 � 10�10 3.2 � 10�10 0.9879 0.8018 2.47 0.375 74.6 ± 2.1 1

2 100 0.0184 0.01172 1.5 � 10�10 4.4 � 10�15 0.9879 0.9698 1.57 3.3 � 104 62.5 ± 3.1 2

110 0.0384 0.01981 6.3 � 10�10 2.7 � 10�13 0.9798 0.9325 1.94 2.3 � 103 76.9 ± 2.6 2

120 0.0746 0.03289 5.9 � 10�10 3.8 � 10�13 0.9715 0.8993 2.27 1.5 � 103 76.1 ± 0.5 2

130 0.1954 0.08244 2.4 � 10�10 3.7 � 10�13 0.9824 0.9408 2.37 6.48 � 102 76.6 ± 1.3 1

7442 M. Sajid et al.
k2obs ¼ 7:152� 108exp � 78390

RT

� �
C0:579

oxalic ð25Þ

A comparison of kinetic data with published results seems
appropriate although it is very tough because the reaction
environment is rarely comparable. Moreover, it must be taken

into contemplation that mostly the apparent rate constants are
sturdily dependent on the catalyst, reaction medium, and tem-
perature. As shown in supporting information Table S2 on a

summary of activation energy for acid-catalyzed dehydration
of fructose by various catalysts in different reaction mediums,
the obtained activation energy indeed varied in a wide range of

60–170 kJ/mol. For example, Asghari and Yoshida (2007)
investigated fructose dehydration to HMF with HCl as a cat-
alyst and proposed a kinetic model involving the reaction
between fructose and HMF to produce by-products with an

activation energy of 160.6 kJ/mol. Likewise, the activation
energy determined by Bicker et al. (2005) was 80 kJ/mol when
sulfuric acid (0.01 M) was used in supercritical methanol and

supercritical acetic acid for fructose dehydration. This activa-
tion energy was close to that of the system with oxalic acid
as the catalyst in this work. However, for pTSA-catalyzed sys-

tem in this work, the activation energy was much lower. This
was probably because the pTSA concentration was high so
that the reaction was not so sensitive toward reaction temper-
ature. Nevertheless, these results revealed the fact that the

apparent rate constants and the activation energy of HMF for-
mation by fructose dehydration were strongly dependent on
the reaction system. Anyway, the obtained results illustrated

that the developed kinetic models could be well applied for
describing the kinetics of pTSA or oxalic acid catalyzed dehy-
dration of fructose to produce HMF in DMSO system.

A comparison of the HMF yield obtained in this work with
reported results is shown in supporting information Table S3.
It can be known that high (usually near 100%) conversion of

fructose generally could be obtained but the HMF yield varied
in a wide range and greatly dependent on the fructose concen-
tration, solvent, catalysts used, reaction temperature and time.

The highest HMF yield (98%) was reported when a glucose-
based sulfonated carbonaceous catalyst was used (Wang
et al., 2013). However, the reaction system was relatively small

with a lower initial fructose concentration (0.28 M). In this
work, 80–90% HMF yield was obtained by the optimization
of process parameters and kinetic modeling in a relatively lar-

ger reaction system (50 ml), which was among the high level of
reported HMF yields. The developed kinetic model thus could
be further used as a tool to optimize and control the process.

4. Conclusions

Several organic acids including pTSA and some dicarboxylic
acids such as oxalic acid, maleic acid, malonic acid and suc-

cinic acid were employed as catalysts to catalyze the dehydra-
tion of fructose to HMF in water or organic solvent medium
under mild condition (100–130 �C). Quantitative comparison

of the fructose conversion and HMF yield was performed
based on observed kinetic modeling. An observed kinetic
model considering the dehydration of fructose to HMF, con-

densation of fructose, and HMF to humin and rehydration
of HMF to LA/FA was developed. It was found that the devel-
oped observed kinetic models could well describe the kinetics

of fructose conversion and the formation of HMF with satis-
fying goodness of fit for both water and DMSO reaction sys-
tems. The rate constants for fructose dehydration and
condensation increased with the acidity strength (pKa1) of

the acid catalysts, indicating that the reactions were initiated
by protonation. pTSA and oxalic acid have been selected as
the best catalysts to obtain high HMF yield. In the water med-

ium, the fructose dehydration and condensation have similar
rate constants, leading to selectivity for fructose conversion
of about 1. The rehydration reaction of HMF had lower rate
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constant, but still comparable with those for fructose dehydra-
tion and condensation. Several high-boiling point solvents
were tested as reaction medium in order to improve the

HMF selectivity and yield. DMSO was found to be the most
effective. In DMSO system, the rehydration of HMF could
be greatly reduced leading to a significant increase in the selec-

tivity. Moreover, the HMF rehydration and condensation
actually could be neglected, especially for the oxalic acid cat-
alyzed system. The determined observed activation energy

for fructose conversion to HMF and humin in DMSO medium
was determined to be 33.75 and 24.94 kJ/mol for pTSA-
catalyzed system, and 96.51 and 78.39 kJ/mol for oxalic
acid-catalyzed system, respectively. Under the respective opti-

mum condition, HMF yields of 90.2% and 84.1% were
obtained for pTSA and oxalic acid catalyzed systems,
respectively.
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