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A B S T R A C T

In this study, a computational DFT study was performed to propose a new acid catalyzed mechanism to produce
5HMF from D-Fructose and D-Tagatose. The reactivity and selectivity towards 5HMF formation were analyzed,
and the results revealed both saccharides present higher selectivity towards 5HMF with the first dehydration
occurring on oxygen 2. Fructose seems to be more reactive than tagatose, although the dehydration process of
the different hydroxyl groups on tagatose produces more unstable structures, which can undergo several side
reactions. The new mechanism is proposed eliminating the tautomerization step and lowering the activation free
energy of the second dehydration step in 21 kcal/mol.

1. Introduction

In the last decade, concerns about diminishing fossil fuel reserves
and global warming caused by CO2 emissions have increased interest in
substituting oil, as a source of raw materials and energy, with en-
vironmentally friendly renewable resources [1–5]. In this sense, bio-
mass is a promising alternative for producing oil derivatives as green
fuels and chemicals and at the same time it allows to reduce the carbon
footprint of some highly polluting industrial processes [2],[6,7],[8].
Moreover, biomass is abundant in carbon serving as a possible source of
energy and organic compounds [9,10,11]. Nature is able to produce
more than 200 billion tons of biomass, which is composed of more than
75% of carbohydrates [1],[11–13]. Therefore, converting the carbo-
hydrates present in the biomass into fine chemicals is an enormous
commercial potential [2],[12],[14]. Probably one of the main draw-
backs, in the use of carbohydrates as a raw material, is the reactivity
associated with the hydroxyl groups, which prevents an efficient se-
lective conversion [12],[15],[16]. One way to perform selective
chemistry of carbohydrates is to transform them into compounds con-
taining a double bond C]C or a carbonyl group [12],. This will allow to
induce different chemical reactions obtaining valuable chemicals with
potential to manufacture plastics, rubbers, paper, pharmaceutical pro-
ducts, etc. [8],[11],[15],[17],[18].

In this sense, some monosaccharides (such as glucose and fructose),
disaccharides (sucrose) and polymeric carbohydrates (starch, inulin and
cellulose) can be used to produce 5 hydroxymethylfurfural (5HMF).
5HMF is a five-member multifunctional cyclic compound with high
reactivity [6],[9],[11],[16],[19]. Note that 5HMF is a furan ring system
with an alcohol group and an aldehyde group, where furan compounds
can be used to produce polyurethanes, polyamides and polyesters as
well as organic active ingredients [11],[14],[20].

5HMF is considered a high potential building block to produce bio-
based organic molecules, fuels and materials replacing petroleum. It is
in the US Department of Energýs ‘‘Top Value Added Chemicals’’ [1],[3],
[4],[7],[8],[11],[16–18],[21],[22]. It was first described in the 19th
century as a product of inulin and oxalic acid solution reaction under
temperature and pressure [19],. It is obtained by the acid catalyzed
dehydration of monosaccharides (hexoses) [1],[5],[6],[12],[15],[23],
[24]. Here, it is important to mention that, nowadays this is the most
promising process to use biomass as a source of fine chemicals. From
5HMF, other compounds such as liquid alkanes, levulinic acid, di-
methylfuran, 2,5-Diformylfuran, 5-hydroxy-4-keto-2-pentenoic acid
and 2,5-furandicarboxylic acid can be obtained to be used as fuels,
pharmaceuticals and polymers [3],[5],[8],[12],[13],[16],[21],[22],
[25],[26].

To efficiently produce 5HMF of monosaccharides, high temperature
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water is not enough. High pressure water (over 40 MPa), chromium
salts in the presence of halide ions, PdAu/C catalyst, liquid mineral
acids, including H2SO4, HCl and H3PO4, cation exchange resins, and
different solvents have been used to produce 5HMF in high yields [3],
[5–7],[10],[21],[27],[28]. Some studies on monosaccharides have de-
termined that 5HMF can be produced selectively from keto-hexoses
such as fructose instead from glucose [23],[26]. Even so, different
yields of similar keto-hexoses have been obtained [5],[6],[13],[15],
[20–22],[25],[27].

D-tagatose is a hexoketose, epimer of D-fructose (Fig. 1). It is present
in small quantities in dairy products and in Sterculia setigera gum. Like
other sugars, it is a white crystal or powder, very soluble in water and
90% as sweet as sucrose [29],[30].

Several computational studies based on DFT calculations have fo-
cused on elucidating the reaction mechanism of 5HMF production from
glucose and fructose (Fig. 2) [1],[13],[18],[26]. For example, Li et al
studied the reaction pathway for the dehydration of fructose into 5-
hydroxymethylfurfural in the presence of BMImB, and they reported a
mechanism with a barrier activation energy of 57 kcal mol−1, of the
rate-determining step [1], but this activation energy is at disagreement
with the experimental results with a 95% 5HMF yield at 100 °C [26],.
On the other hand, a DFT study of the fructose dehydration to 5-hy-
droxymethylfurfural catalyzed by 1-butyl-3-methyl-imidazolium bro-
mide found an overall barrier of the catalytic conversion as
41.5 kcal mol−1 [26], which is more favorable that the previous me-
chanism reported by Li et al [1],. Thus, in order to find out a new
mechanism that lowers the activation barrier to produce 5HMF, we
performed a comparative computational study of an acid catalyzed
reaction mechanism associated with the formation of 5HMF from
fructose and tagatose to get a better understanding on the different
dehydration steps Also, a reactivity and selectivity study is presented.

2. Computational methods

All the calculations were performed using Gaussian 16 software
[31],. The initial fructose and tagatose structures were visualized em-
ploying Gaussview 05 [32], based on the three-dimensional structure
reported in Drugbank [33], and Pubchem [34],. For the reaction me-
chanisms of 5HMF formation from fructose and tagatose, the structures
of the reagent (R), intermediate (INT), transition State (TS), and pro-
duct (P) were optimized. All the computational calculations were per-
formed using the Head-Gordon long-range dispersion-corrected hybrid
functional ωB97XD [35–38] with a 6-311++G(d,p) basis set. It has
been reported that this level of theory is an effective choice that gives
an accurate description of hydrogen transfer reactions and hydrogen-
bonded species [39],. Frequency calculations were also performed in all
structures to characterize each stationary point. For the TS, a negative
frequency was associated with the changes occurring at that step of the
reaction [40],. The Truhlar Universal Solvation Model Based on Solute
Electron Density and on a Continuum Model of the Solvent Defined by
the Bulk Dielectric Constant and Atomic Surface Tensions was used in
the calculations. [41],[42].

For the monosaccharide protonation free energies (PE) study, the
values were obtained using Eq. (1).

= + + +( )PE E E E E( ) (Protonatedstructure H O monosacharide H O( ) ( 2 ) ( ) ( 3 ) (1)

It is important to mention that protonation free energies involves
different energetic contributions, due geometric and electronic re-
arrangements [43],. In this sense, a thermodynamic cycle should be
considered to evaluate these energies when multiple tautomeric forms
are present [44],. Nevertheless, in the case of the protonation free en-
ergies for fructose to 5HMF, similar procedures to that represented by
Eq. (1) have been reported in the literature and the theoretical results
obtained compare favorably with the experimental ones [26],[45],
which suggests that the intrinsic error due to the simple description of
hydronium and protonated species is canceled and confident results

Fig. 1. Structure of (a) D-fructose (b) D-tagatose.

Fig. 2. Reported reaction mechanism to produce 5HMF from Fructose [1],[13],[18],[26].
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may be obtained. The reaction profiles were constructed using free
energy values obtained from each optimized structure. In order to de-
scribe and analyze each step of the reaction, an intrinsic reaction co-
ordinate (IRC) calculation was performed, which allowed to obtain a
view of the structural changes that occur in each step of the reaction
[46,47],[48]. Here, it is convenient to mention that for any chemical
process with energy profile E(ξ), along the reaction coordinate ξ, the
reaction force F(ξ) is defined by Eq. (2) [49–55]:

=F dE
d

( )
(2)

This index is characterized by two critical points at ξi and ξj that
provide a natural partitioning of the reaction coordinate into three re-
gions, the reactant, transition state, and product regions [56],. Thus, in
the reaction force profile, reaction “works” associated with electronical
and geometrical changes in each step of the reaction mechanism can be
obtained by integrating each part of the profile by using Eq. (3).

=W F d( )x i

j

(3)

In a common one step reaction, four associated works (w) can be
estimated where w1 and w4 belong to the geometrical contribution
while w2 and w3 to the electronic ones. But, in a stepwise mechanism,
7 reaction works can be obtained where w1, w4 and w7 are attributed
to structural changes and w2, w3, w5 and w6 to the electronic changes.

3. Results

For all the results obtained in the present work, carbon and oxygen
atoms were labelled as shown in Fig. 3.

3.1. Reactivity and selectivity

In the first part of the study, the reactivity and selectivity of both
monosaccharides (fructose and tagatose) were compared to analyze
their selectivity to produce 5HFM. Thus, two sets of calculations were
performed. In the first one, the selectivity was tested through a geo-
metrical analysis, an NBO charge calculation and a free energy esti-
mation ( PE) of the protonation process (Table 1) at each oxygen in
both monosaccharides molecules. In an acidic aqueous environment,
the equilibrium occurs between the saccharide and a hydronium ion
(H3O+) as shown in Fig. 4. Here, in order to produce 5HMF, the re-
action should start with the protonation at oxygen 2.

Results show that in acidic medium, the protonation of the oxygen
atoms in fructose is a favorable process, except at oxygen 3 (0.3 kcal/
mol). Thus, the order of protonation of the oxygen atoms is
6 < 2 < 4 < 5 < 1. On the other hand, the protonation of tagatose
at any oxygen atom is a favorable process with negative PE values in
the range −3.2 to −0.2 kcal/mol. In this sense, the protonation of
oxygen atoms, 1, 6 and 2 should be the most favorable in that order.
Comparing the protonation of fructose and tagatose at O2, the PE was

lower in fructose by 0.5 kcal/mol. Comparing the protonation energy of
the atoms, O4, O5, and O6 are easily protonated in Fructose while O1
and O3 in Tagatose.

A further geometrical characterization was performed to get an in-
sight on this protonation process (not shown). The protonated struc-
tures were optimized, and different distances were measured to de-
termine changes when the hydrogen atom protonates the oxygen.
Analyzing oxygen-hydrogen distances, a negligible distance increase
between 0.00 Å and 0.04 Å was observed. On the other hand, when
analyzing the carbon oxygen distance, a bigger increase in the distance
was found. In all the protonated oxygen, the change in the CeO dis-
tance was around 0.06 Å except for O2. When O2 is protonated, the
CeO distance doubled increasing 0.15 Å for fructose and 0.14 Å for
tagatose. Also, a NBO charge analysis was done to get an insight on the
results obtained (Table 2).

Charges tabulated in Table 2 show C2 is the most acidic carbon in
the molecule becoming an electrophilic center δ+ (0.535 in fructose
and 0.542 in tagatose). This occurs because it is surrounded by electron
pulling groups. For C2; O2, O5 and the H2C2OH group are pulling
electrons while for the other carbon atoms, only the contiguous oxygen
can pull some electronic density. This makes C2-O2 bond the weakest.
When O2 is protonated, the C2-O2 bond is almost lost making it easy for
the water molecule to leave the system. When protonating the other
oxygen atoms in the molecules, the bond enlarges a little but keeps
stable. Therefore, for both fructose and tagatose, selectivity towards
5HMF formation was found.

Then, to see which of those protonated oxygen atoms can leave the
system, creating side reactions (reactivity), scan calculations of the
dehydration process at each oxygen atom after the protonation was
investigated. From the scan plot (Energy vs CeO distance), the lowest
energy value was set to zero (starting point). Distance and energy va-
lues at the most energetic point were tabulated in Table 3.

Table 3 shows that the dehydration process of O2 is the least en-
ergetic one (~2.5 kcal/mol) being in agreement with the previous re-
sults. Dehydration in positions 1 and 4 presents a similar energy for
fructose and tagatose. A difference in the dehydration process in posi-
tion 3 and 6 was found. In both positions, the dehydration process is
favored for fructose having a lower activation energy (9.5 kcal/mol

Fig. 3. Saccharides carbon (b) and oxygen (a) labelling.

Table 1
Free energy of the protonation process of the hydroxyl group in fructose and
tagatose.

Protonated Oxygen PE in kcal/mol

Fructose Tagatose

1 −2.6 −3.2
2 −3.3 −2.8
3 0.3 −0.2
4 −3.2 −1.8
5 −3.1 −2.4
6 −4.4 −3.0
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lower in position 3 and 7.5 kcal/mol for position 6). This suggests that
in the dehydration process, fructose seems to be more reactive than
tagatose. Analyzing more in depth position 4, the dehydration process
in fructose produces a more stable structure as the hydroxyl group in

position 3 moves towards C4. On the other hand, in tagatose, as the
water molecule leaves the systems, steric effects prevent the hydroxyl
group in position 3 to stabilize the molecule. This may cause more side
reactions to occur (Fig. 5). The same occurs in the dehydration process
at position 6, where there is a ring opening as the water molecule leaves
the system. Thus, the trans conformation in fructose stabilizes the mo-
lecule being less reactive than tagatose.

3.2. Reaction mechanism

Tagatose reaction mechanism (Fig. 6) was proposed and studied
based on the reaction mechanism for the fructose transformation into
5HMF (Fig. 2) reported by De Melo et al. [2],.

The reaction profile of the mechanism for fructose and tagatose
depicted in Fig. 6 is presented in Fig. 7 and the activation energies in
Table 4. In steps having more than one transition state, only the rate
determining step was tabulated.

It is clear that in the reaction mechanism depicted in Fig. 6, the rate
determining step is the tautomerization process, with an activation
energy of ~60 kcal/mol. However, a mechanism with a determining
step of 60 kcal/mol barrier will never occur because it corresponds to a
rate constant of practically zero (if the reaction is unimolecular, like the
tautomerization), last result contrast with the high yields of 5HMF
obtained experimentally [3],[5–7],[10],[21],[27],[28]. The second
most energetic process is dehydration 2. The first dehydration com-
prises a stepwise mechanism where, in the first part, the protonated
hydroxyl group in position 2 leaves the system as a water molecule
followed by the deprotonation of a hydrogen atom in C1 (Fig. 8).

The IRC plot for both saccharides indicates a very similar profile.
This was expected as the atoms involve in this step are the same in both
molecules with little influence of position 4 (where OH position is

Fig. 4. (a) Reaction equilibrium for the protonation process in hexoses. (b) protonation equilibrium at every hydroxyl group in tagatose. Energies in kcal/mol.

Table 2
NBO charges of carbon and oxygen atoms in fructose and tagatose.

Atom Fructose Tagatose

C O C O

1 −0.055 −0.776 −0.063 −0.777
2 0.535 −0.798 0.542 −0.782
3 0.071 −0.775 0.072 −0.775
4 0.078 −0.781 0.088 −0.788
5 0.080 −0.659 0.088 −0.663
6 −0.049 −0.782 −0.046 −0.789

Table 3
Carbon–Oxygen distance for the dehydration process of fructose and tagatose.

Protonated
Oxygen

Fructose Tagatose

Starting
Distance
(Å)

End
Distance
(Å)

Free
energy
(kcal/
mol)

Starting
Distance
(Å)

End
Distance
(Å)

Free
energy
(kcal/
mol)

1 1.48 2.30 35.5 1.48 2.34 37.5
2 1.57 2.05 2.6 1.55 1.97 2.5
3 1.49 2.27 27.1 1.47 2.23 36.6
4 1.48 2.36 29.5 1.48 2.76 29.5
6 1.50 2.62 32.5 1.48 2.78 40.0
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different). The same can be observed in the tautomerization step where
the proton in O1 is transferred to C2 (Fig. 9). In this case, both profiles
are identical.

In the second dehydration step (Fig. 10), the hydrogen of C2 bonds
to O3 forming a water molecule that leaves the system. Note that this

mechanism should be occur through a concerted mechanism, although
a shoulder can be seen indicating a small stabilization of the structure
(barrier less process). In this step, the proton is transferred from the
carbon to the oxygen and then the water molecule formed leaves the
system.

Fig. 5. Dehydration process of fructose (a) and tagatose (b) at position 4.

Fig. 6. Reaction mechanism to produce 5HMF from Tagatose based on the reaction mechanism reported by De Melo et al. [2],.

Fig. 7. Reaction profile for fructose (dotted line) and tagatose (solid line) for the reaction mechanism based on the mechanism reported by De Melo et al. [2], and
calculated in this work at the ωB97xd/6-311++G(d,p) level of theory.
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Probably, the third dehydration step (Fig. 11) is the important one
because is where the difference between fructose and tagatose may be
observed. For this step to happen, a second external protonation (in this
case of O4) occurs. Although the IRC profiles are similar, it is clearly
seen that the activation energy of the first step which includes the water
elimination is higher in fructose than in tagatose (2 kcal/mol). The
second step is the same for both molecules leaving the final product
5HMF.

For a second dehydration process of the mechanism depicted in
Fig. 6, a different option was tested to find a more favorable me-
chanism. Instead of a tautomerization followed by a proton transfer and
a water elimination process, a direct proton transfer from O1 to O3 was
tested. The energy estimated for this mechanism was 34.30 kcal/mol.

The IRC profile indicates a concerted mechanism causing the second
dehydration to occur in a single energy favored step (Fig. 12).

Based on the last results, a new mechanism is proposed as shown in

Table 4
Activation energy of the different steps in 5HMF formation.

Step Activation free energy (kcal/mol)

Fructose Tagatose

Dehydration 1 19.0 20.7
Tautomerization 61.8 63.3
Dehydration 2 54.7 55.1
Dehydration3 13.2 13.2

Fig. 8. IRC profile of the first dehydration step for fructose (dotted line) and
tagatose (solid line) according to the mechanism depicted in Fig. 6.

Fig. 9. IRC profile of the tautomerization step for fructose (dotted line) and
tagatose (solid line) according to the mechanism depicted in Fig. 6.

Fig. 10. IRC profile of the second dehydration step for fructose (dotted line)
and tagatose (solid line).

Fig. 11. IRC profile of the third dehydration step for fructose (dotted line) and
tagatose (solid line).

Fig. 12. IRC profile of a direct second dehydration process for tagatose pro-
posed in the present work.
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Fig. 13, and its mechanism plotted and compared with the previous one
in Fig. 14.

On the new proposed mechanism, the reaction force descriptor was
applied at each step and plotted in Fig. 15.

In stepwise mechanisms such as the first and the third dehydration
of the new mechanism (see Fig. 13), five zones were identified; reagent
region (R → ξ1), transition state 1 region (ξ1 → ξ2), intermediate re-
gion (ξ2 → ξ3), transition state 2 region (ξ3 → ξ4) and product region
(ξ4 → P). From those, seven reaction works were estimated. On the
other hand, for concerted mechanisms such as the second dehydration
process, three zones were identified; reagent region (R → ξ1), transition
state region (ξ1 → ξ2), and product region (ξ2 → P) where only four
reaction works were obtained (Table 5).

For the first dehydration process of the new mechanism, to reach
the first transition state, the geometry changes contribute to 62% of the
energy needed, while the electronic changes 38%. After the water
molecule leaves the system, there is an important electronic re-
arrangement (9.9 kcal/mol). In the second step of the reaction, to get to
the second transition state, structural changes contribute to 85% and

electronic changes only 15%. In the second dehydration process, geo-
metrical and electronical changes contribute almost half and half (51%
for geometrical and 49% for electronical). This is due to the charge
rearrangement happening in the entire furan ring after the proton
leaves O1 and the hydroxyl group C3. The same contribution was found
in the first step in the third dehydration process. For the second step,
86% of the contribution is made by geometrical changes and 14% by
electronic ones

4. Conclusions

An acid catalyzed mechanism to produce 5HMF from D-Fructose and
D-Tagatose was proposed where the tautomerization step is omitted and
a direct proton transfer from O1 to O3 occurs. This process lowers the
activation energy of the rate determining step in 29 kcal/mol in com-
parison with the reaction mechanism previously reported. The new
proposed mechanism was studied using the reaction force formalism
where it was found that electronic changes and geometrical changes
have almost the same contribution in the second dehydration and in the

Fig. 13. New proposed reaction mechanism to produce 5HMF from Tagatose.

Fig. 14. Comparison of the reaction profile of tagatose. Grey lines indicate the mechanism based on the mechanism reported by De Melo et al. [2], and black lines the
new one proposed, both profiles were calculated at the ωB97xd/6-311++G(d,p) level of theory.
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first step of dehydration 1 and 3. This is due to all the electronic re-
arrangements that have to happen in the furan ring every time a hy-
droxyl group leaves the system. For the second step in the first and third
dehydration, geometrical changes account for 85% of the contribution
while electronic only 15%.
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