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Abstract

For the synthesis of coumarin derivatives using the Pechmann condensation

scheme, an acidic ionic liquid catalyst, abbreviated as [EBsImH][HSO4], was

prepared from the ring opening of 1,4-butanesultone by 1-ethylimidazole,

followed by the addition of 1 equiv. H2SO4(c). The [EBsImH][HSO4]-

catalyzed Pechmann condensation reactions proceeded smoothly in a batch

setup, with recyclable [EBsImH][HSO4] showing great catalytic activity. The

acidic ionic liquid catalyst [EBsImH][HSO4] was recovered from EtOAc/H2O

extraction of the product mixture, where the H2O layer was worked up and

dried for reuse in consecutive runs of the Pechmann condensation reactions,

maintaining >85% conversion for four times. The catalytic reactions were also

carried out in a microfluidic flow setup. The flow parameters, the reactant

molar amounts, and the additional H2SO4 as a modifying acid catalyst were

optimized in the current case study. A minimum conversion rate of 2.8 g/hr of

coumarin derivatives was demonstrated.
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1 | INTRODUCTION

Coumarin is a fragrant organic chemical compound, found
naturally in many plants. Although coumarin itself does not
have anticoagulant properties, it is transformed, in the bio-
logical world, into natural anticoagulant dicoumarol, a mate-
rial known to be responsible for bleeding disease.1 Coumarin
laser dyes are efficient for pulsed- and continuous-wave oper-
ations in laser applications.2 For instance, coumarin 102 has
been well studied.3 They are also used as a fluorescent dye to
stain biological specimens. Coumarin tetramethyl laser dyes
are used as an active medium in coherent organic light emit-
ting diode emitters. For example, coumarin 545T serves as

the gainmedium onwidely tunable green laser emission due
to enhanced solubility and increased laser conversion effi-
ciency.4 The structures of coumarin 102 and 545 T are shown
in Scheme 1. Alternatively, coumarin derivatives serve in the
pharmaceutical industry as a precursor in the synthesis of a
number of synthetic anticoagulant pharmaceuticals similar
to dicoumarol, exhibiting awide range of biological activities,
for example, (a) antileishmanicidal,5 (b) anticoagulant,6

(c) anti-inflammatory,7 (d) antimicrobial,8 (e) antioxidant,7

(f) antitumoral,9 and (g) anti-HIV agents;10 (h) enzyme
inhibition properties;11 and (i) pharmacological effects on
the central nervous system.12

Routine aldol condensation between salicylaldehyde
and acetic anhydride generates coumarin easily in the
laboratory.13 In much greater usage for the preparation ofDedicated to the memory of Professor Jun-ichi Yoshida.
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the coumarin derivatives are the many named reactions,
for instance, (a) Knoevenagel, (b) Perkin, (c) Kostanecki-
Robinson, (d) Pechmann, or (e) Reformatskii methods.14

Several reviews on coumarin were compiled on the
green methods, for example, its catalytic reactions using
ionic liquids or deep eutectic solvents, microwave- or
ultrasound-induced reactions, solvent-free synthesis, and
mechanosynthesis. Recently, Sangshetti et al. reviewed15

the Pechmann condensation, the chemical reaction used
to obtain coumarin derivatives from phenols and carboxylic
acids or esters containing a β-carbonyl group under acidic
conditions, employing a batch process in general.16 The
Pechmann condensation was first discovered in 1883 by
Hans von Pechmann17 and is also referred to as Pechmann-
Duisberg when acetoacetic esters and derivatives are used.

Shown in Scheme 2 is the mechanism of the
Pechmann condensation using the Lewis acid catalyst
AlCl3 for the purpose of illustration. The various catalysts
covered in Sangshetti's 2016 review are (a) classical acid,
(b) diatomic nonmetal, (c) ionic liquid, (d) Lewis acids,
(e) sulfated metal oxide, (f) metal halide, (g) mixed cata-
lyst, (h) metal nitrate/sulfate, (i) zeolite, (j) triflate, etc.15

Noticed here is the ionic liquid, which is composed
completely of charged particles, with each cation immedi-
ately surrounded by anions and each anion immediately
by cations, where cations are organic in nature.18 Given
only the embedded cationic and anionic charged particles,
ionic liquids have unique physical properties. These sol-
vents exhibit negligible vapor pressure, high thermal

stability, and tunable polarity. They have found applica-
tions in the synthesis of coumarin derivatives. The use of a
hybrid of N-doped carbon-wrapped polyoxometalate and
ionic liquid as a catalyst under solvent-free conditions was
reported.19 Also reported was the use of an ionic liquid
[Et3N(CH2)4OSO3H][HSO4] as the catalyst under solvent-
free conditions.20 A facile and green methodology was
documented using noncorrosive ionic liquid [Et3NH]
[HSO4] as an efficient catalyst.21 The methods have further
been studied under solvent-free conditions.22 Extension to
the preparation of bis-coumarins was successful using ionic
liquid immobilized on nanoparticles.23

Taking advantage of the abundant literature, wewished
to study the acidic ionic liquid-catalyzed Pechmann con-
densation to produce coumarin using a flow reactor. A
microfluidic flow setup can influence the essence of a chem-
ical reaction, attributed from the small size and flow nature.
The advantages are (a) fast mixing to achieve homogeneity
in solution, thanks to the shortening of the diffusion path in
a microreactor; (b) the enhanced heat transfer and hence
the greater temperature control capability as a result of
larger surface-to-volume ratios, along with more efficient
phase–boundary reactions; and (c) the easy control of the
residence time by length of the channel and by flow speed.24

We thought that it worthwhile to study the synthesis of cou-
marin derivatives under microfluidic flow conditions,
which have not been detailed in the literature. In order to
make use of the advantages mentioned above and to con-
form to the principles of green chemistry,25 our goal was
thus to convert the synthesis of coumarin derivatives from
batch reaction to microfluidic flow reaction, with reaction
parameters optimized.

2 | EXPERIMENTAL

2.1 | General

Starting chemicals, organic solvents, and reagents used
were from commercial sources, for example, Aldrich,
Merck, etc., and were used directly without further purifi-
cation. 1H NMR spectra were recorded using 400-MHz or
500-MHz machines, with chemical shifts in δ units,
downfield positive, and referenced to the residual peak of
deuterated solvents (CDCl3 δ 7.24, d6-DMSO δ 2.50).

2.2 | 3-Ethyl-1-(butane sulfonic acid)
imidazolium hydrogen sulfate
([EBsImH][HSO4])

The ionic liquid catalyst [EBsImH][HSO4]was prepared in
two stages according to the procedure given in the

SCHEME 1 Structures of coumarin 102 and coumarin 545T

SCHEME 2 Mechanism of lewis acid-catalyzed pechmann

condensation reaction
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literature.26 Into a 150-ml round-bottomed flask,
1-ethylimidazole (2.00 g, 21.0 mmol) and 1,4-butanesultone
(2.86 g, 21.0 mmol) were added, followed by toluene (40 ml).
The reaction mixture was stirred at 40�C for 24 hr using a
magnetic bar. A white precipitate formed, which was filtered
and then washed with toluene prior to being pumped dry
under reduced pressure, ending in white zwitterion 3-ethyl-
1-(butane sulfonic acid) imidazolium (EBsIm, 4.03 g,
82.6%). 1H NMR (400 MHz, d6-DMSO) δ (ppm): 9.23 (s, 1H,
Hc), 7.80 (s, 2H, He, Hd), 4.22–4.16 (m, J = 7.6 Hz, 4H, Hb,
Hf), 2.47 (t, J = 7.2 Hz, 2H, Hi), 1.92–1.85 (m, J = 7.4 Hz, 2H,
Hh), 1.58–1.50 (m, J = 7.4 Hz, 2H, Hg), 1.43–140 (t,
J = 7.6 Hz, 3H, Ha). The zwitterion intermediate EBsImwas
further mixed well with H2SO4(c), in a 1:1 M ratio, and then
heated to 100�C until the mixture gave a uniformly colorless
liquid that was placed under vacuum for 24 hr to obtain the
ionic liquid [EBsImH][HSO4] (Scheme 3). 1H NMR
(400 MHz, d6-DMSO) δ (ppm): 4.90 (br, 2H, Hj), 9.20 (s, 1H,
Hc), 7.79 (s, 1H, He), 7.78 (s, 1H, Hd), 4.21–4.15 (m,
J = 7.72 Hz, 4H, Hb, Hf), 2.51–2.48 (t, J = 7.8 Hz, 2H, Hi),
1.92–1.86 (m, J = 7.4 Hz, 2H, Hh), 1.58–1.50 (m, J = 7.3 Hz,
2H, Hg), 1.43–1.39 (t, J=7.0Hz, 3H,Ha).

2.3 | Batch reactions

The ionic liquid catalyst [EBsImH][HSO4] (0.49 g,
1.5 mmol) was added to ethyl acetoacetate (1.30 g,
10.0 mmol); then, the mixture was heated to and then
maintained at 70�C, with enough stirring, before the addi-
tion of 1,3-benzendiol (1, 1.10 g, 10.0 mmol). The reaction
mixture was further stirred for 30 min, followed by
EtOAc/H2O (20 ml:10 ml) extraction. The organic layer

was rotary evaporated to yield a crude product that was
recrystallized from EtOH/H2O to give the coumarin deriv-
ative A. Similar batch Pechmann condensation reactions
using acidic ionic liquid [EBsImH][HSO4] as a catalyst
for phenol reactants with ethyl acetoacetate, for example,
1,3,5-trihydroxybenzene (2), 1,2,3-trihydroxybenzene (3),
3,5-dihydroxytoluene (4), and 3-methoxyphenol (5), were
conducted in order to yield the coumarin derivatives B–E.
All these Pechmann condensation reactions were per-
formed under solvent-free conditions. The structures of
coumarin derivativesA–E are displayed in Scheme 4, with
the conversion data given in the Results and Discussion
sections.

A (82.1%, mp: 182–184�C). 1H NMR (400 MHz,
CDCl3) δ (ppm): 7.51 (d, J = 9.6 Hz, 1H, Hb), 6.88–6.82
(m, 2H, Hc, Hd), 6.16 (s, 1H, Ha), 2.42 (s, 3H, He).

19,27

B (96.1%, mp: 282–284�C). 1H NMR (400 MHz, d6-
DMSO) δ (ppm): 10.57 (s, 1H, Hf), 10.36 (s, 1H, He),
6.24–6.24 (d, 1H, Hb), 6.16–6.15 (d, 1H, Hc), 5.83 (s, 1H,
Ha), 2.47 (s, 3H, Hd).

19,27

C (76.9%, mp: 240–242�C). 1H NMR (400 MHz, d6-
DMSO) δ (ppm): 10.03 (s, 1H, He), 9.27 (s, 1H, Hf),
7.10–7.08 (d, 1H, Hb), 6.82–6.80 (d, 1H, Hc), 6.12 (s, 1H,
Ha), 2.35(s, 3H, Hd).

19,27

D (94.3%, mp: 249–251�C). 1H NMR (400 MHz, d6-
DMSO) δ (ppm): 10.52 (s, 1H, Hf), 6.62(d, 1H, Hb),
6.57 (s, 1H, Hc), 6.04 (s, 1H, Ha), 2.54(s, 3H, He), 2.27
(s, 3H, Hd).

19,27

E (42.8%, mp: 160–162�C)56. 1H NMR (400 MHz, d6-
DMSO) δ (ppm): 7.69–7.67 (d, J = 8.4 Hz, 1H, Hb), 6.98
(s, 1H, Hd), 6.95 (d, J = 2.48 Hz, 1H, Hc), 6.21 (s, 1H, Ha),
3.86(s, 3H, Hf), 2.39 (s, 3H, He).

19,27

For comparison, batch reactions using H2SO4(c)
instead of [EBsImH][HSO4] as the catalyst were also
performed under solvent-free conditions, with each
using the catalyst H2SO4(c) (0.14 g, 1.5 mmol), reactant
ethyl acetoacetate (1.30 g, 10.0 mmol), and phenol reac-
tants 1–5 (1.10–1.26 g, 10.0 mmol) to produce the
corresponding coumarin derivatives A–E.SCHEME 3 Structure of [EBsImH][HSO4]

SCHEME 4 Structures of phenol reactants 1–5 and coumarin derivatives A–E
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2.4 | Recycling use of the ionic liquid
catalyst [EBsImH][HSO4]

The ionic liquid catalyst [EBsImH][HSO4] (0.49 g,
1.5 mmol) was mixed well with ethyl acetoacetate
(1.30 g, 10.0 mmol) at 70�C; then, the phenol reactant
was added (using 1 as example, 1.10 g, 10.0 mmol). The
reaction mixture was further stirred for 30 min, followed
by EtOAc/H2O (20 ml:10 ml) extraction. The H2O layer
was further extracted with EtOAc (20 ml × 2) before
rotary evaporation and then vacuum dried at 120�C for
24 hr. The recovered ionic liquid catalyst [EBsImH]
[HSO4] was then mixed well with ethyl acetoacetate and
1 in the same molar ratio for the next Pechmann conden-
sation reactions, with similar activity observed. The
recovery and reuse experiments were conducted four
times.

2.5 | Microfluidic flow reactions

One syringe (12 ml) was prepared, each containing, in
different experiments, an individually homogeneous solu-
tion of phenol reactants 1–5 (1.10–1.26 g, 10.0 mmol)
plus a varying amount of ethyl acetoacetate (1.30–5.20 g,
10.0–40.0 mmol), with flow controlled by a Fusion
100 syringe pump (syringe size 0.5–60 ml).28 A second
syringe (12 ml) of simple ionic liquid catalyst [EBsImH]
[HSO4] (0.49–3.30 g, 1.5–10.0 mmol) was set up, which
was also controlled with a Fusion 100 syringe pump.
The ionic liquid catalyst [EBsImH][HSO4] may require

slight heating to assist its transfer from the mother
liquor to the inside volume of the syringe. The syringe
outlet was connected to polytetrafluoroethylene (PTFE)
fittings and tubing [1/1600 od (= outside diameter), 0.18
or 0.50 mm id (= interior diameter), typically 10 cm].
The first inlet of the PTFE Tee was connected to the
tube through which the phenol reactants plus ethyl
acetoacetate flowed, and the second inlet was connected
to the tube through which the ionic liquid catalyst
[EBsImH][HSO4] flowed, whereas the outlet of PTFE
Tee was connected to a reaction tubing (1/1600 od, 0.18 or
0.50 mm id, typically 100 cm). The tube outlet was con-
nected to PTFE fittings, and the product mixture was
received by a third syringe (12 ml) for convenience in
handling samples. The reaction tubing was experimen-
tally immersed in a sand bath, typically at 70�C for con-
stant temperature.

3 | RESULTS AND DISCUSSION

The batch Pechmann condensation reactions of ethyl
acetoacetate and 1 to produce A were optimized under
solvent-free conditions; based on this, the temperature
of the reaction chosen was 70�C (Table 1); the time of
reaction was 30 min (Table 1); and the ionic liquid cat-
alyst [EBsImH][HSO4] was greater than 15 mol%
(Table 2). Concerning the reaction conditions, a con-
version greater than 80% was chosen to be used as the
starting point for later optimization on the microfluidic
flow experiments.

TABLE 1 Conversions of 1 to A in the batch Pechmann condensation at various temperatures (condition: 1 10 mmol; ethyl

acetoacetate 10 mmol; [EBsImH][HSO4] 15 mol%)

Entry Time/min 50�C conversion (%) 60�C conversion (%) 70�C conversion (%)

1 5 16.4 36.2 48.3

2 10 33.0 48.6 59.2

3 15 40.7 56.4 67.1

4 20 47.7 68.8 73.4

5 25 53.9 75.9 78.3

6 30 58.8 80.6 82.1

TABLE 2 Conversions of 1 to A in

the batch Pechmann condensation at

various [EBsImH][HSO4] amounts

(condition: 1 10 mmol; ethyl

acetoacetate 10 mmol; temp. 70�C; time

30 min)

Entry Mol % Temperature (oC) Time (min) Conversion (%)

1 2 70 30 62.3

2 5 70 30 64.2

3 15 70 30 82.1

4 50 70 30 84.3

5 100 70 30 90.2
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Maintaining the batch reaction conditions at 70�C
and 30 min for respective phenol reactants 1–5
(10 mmol) and common ethyl acetoacetate (10 mmol)
using acidic ionic liquid [EBsImH][HSO4] as the cata-
lyst (15 mol%), the results of the produced coumarin
derivatives A–E are shown in Table 3. The conversion of
coumarin derivative E is the lowest (42.8%), and that of
C is also lower (76.9%) than that of the remaining couma-
rin derivatives (A 82.1%; B 96.1%; D 94.3%). A compari-
son of the catalyst activity was also made between
[EBsImH][HSO4] and H2SO4(c), as shown in Table 3.
Using H2SO4(c) as the catalyst, the conversion of couma-
rin derivative B is fine (94.2%), but not the conversions of
the remaining coumarin derivatives (A 74.1%; C 72.2%;
D 50.2%; E 28.8%). Thus, for the batch Pechmann con-
densation reactions of ethyl acetoacetate and different
phenol reactants 1–5 used to produce A–E, the ionic liq-
uid [EBsImH][HSO4] is more compatible under solvent-
free conditions than the H2SO4(c) as a catalyst.

Using recovered acidic ionic liquid [EBsImH]
[HSO4] as the catalyst, the results of its reuse four con-
secutive times are shown in Figure 1 for the production
of A, as an example, maintaining >85% conversion at all
times. The batch Pechmann condensation reactions gave,
at final stage, the coumarin derivative product in the

EtOAc layer and the catalyst in the H2O layer. The acidic
ionic liquid catalyst [EBsImH][HSO4] was easily recov-
ered from the H2O layer and then reapplied in an identical
Pechmann condensation reaction with the introduction
of the same amounts of phenol reactant and ethyl
acetoacetate, under solvent-free conditions.

In this study, the Pechmann condensation reactions
have been modified from a batch setup to a microfluidic
flow setup. The basic idea behind this was to calibrate
the PTFE Tee position to be the starting point along the
reaction coordinate and the PTFE tubing outlet position
to be the ending point, that is, at approximately 0 and
30 min correspondingly in the flow, provided that the
microfluidic flow reaction could be completed by a reac-
tion time similar to the duration in the batch Pechmann
condensation reaction. We found that the ethyl
acetoacetate reaction with different phenol reactants 1–5
did not proceed with the same time in a microfluidic flow
setup to produce coumarin derivatives A–E. Throughout
the series, the reaction temperature was maintained at
70�C. The reaction times completing the microfluidic
flow are shown in Table 4. The suggested 30-min reaction
time worked for B, C, and D (entries 4–10), whereas an
extension to 60-min reaction time worked for A (entries
1–3) and E (entries 11–13). The reactant mixtures (phe-
nol reactants + ethyl acetoacetate) were varied by the
molar ratio. The flow rate of the reactant mixtures and
the flow rate of the catalyst were also varied. At a 1:1
phenol reactants/ethyl acetoacetate molar ratio, the con-
versions were not satisfactory: A 51.2% (entry 1), D 33.2%
(entry 8), and E 5.6% (entry 11). In addition, the viscous
nature of the flow did not allow B and C to run on the
microfluidic flow system. A change of the phenol reac-
tant/ethyl acetoacetate molar ratio from 1:1 to 1:2–1:4
allowed the microfluidic flow reactions to proceed
(entries 2, 4, 6, 9, and 12), taking advantage of the fact
that the extra ethyl acetoacetate modifies the original vis-
cosity of the flow that is intrinsically solvent free. The
result of E was not yet satisfactory (entry 12). Further-
more, we attempted mixing 1:1 ionic liquid [EBsImH]
[HSO4] and H2SO4(c) as a catalyst for the microfluidic

TABLE 3 Comparison of the conversions in batch Pechmann condensation reactions using [EBsImH][HSO4] or H2SO4(c) as catalyst

(15 mol%) for ethyl acetoacetate and different phenol reactants 1–5 to produce A–E (condition: substrate 10 mmol; ethyl acetoacetate

10 mmol; temp. 70�C; time 30 min)

Entry Phenol reactant Coumarin derivative [EBsImH][HSO4], conversion/% H2SO4(c), conversion/%

1 1 A 82.1 74.1

2 2 B 96.1 94.2

3 3 C 76.9 72.2

4 4 D 94.3 50.2

5 5 E 42.8 28.8

FIGURE 1 Results on yields for four consecutive runs of

Pechmann condensation reaction reusing recovered acidic ionic

liquid catalyst [EBsImH][HSO4]
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flow reactions, achieving the results of A 96.2% (entry 3),
B 98.1% (entry 5), C 94.7% (entry 7), D 90.2% (entry 10),
and E 66.6% (entry 13). The result of E at 66.6% in con-
version is a more-than-10× increase compared to that at
5.6% (entry 11) or at 5.2% (entry 12), but it still has room
to improve.

Table 5 lists the hourly yields of coumarin derivatives
A–E for this case study on the microfluidic flow
Pechmann condensation reactions, where the lowest
hourly yield of 2.8 g/hr for E is noted, whereas the hourly
yields of A–D are between 3.7 g/hr (low) and 7.5 g/hr
(high), all being greater than that of E. The ionic liquid
[EBsImH][HSO4] mixing with equal molar H2SO4(c)
has been utilized in the microfluidic flow Pechmann con-
densation reactions under solvent-free conditions.

To summarize the case study on the microfluidic
flow Pechmann condensation reactions, the hourly yields
of coumarin derivatives above were achieved, not by
using the simple acidic ionic liquid [EBsImH][HSO4]

as a catalyst but rather by using a 1:1 mixed ionic liquid
[EBsImH][HSO4] and H2SO4(c), under solvent-free
conditions.

The summary on conversions in producing A–E is as
follows: with batch 82.1, 96.1, 76.9, 94.3, and 42.8%,
respectively (Table 3) and with flow 96.2, 98.1, 94.7, 90.2,
and 66.6%, respectively (Table 5). The microfluidic flow
reaction indeed shows advantages of a short diffusion
path length, enhanced heat transfer, and easy residence
time control in this case study on the synthesis of couma-
rin derivatives. For demands of greater quantity, similar
modules of the microfluidic flow reaction setup could be
replicated. A batch reaction has to go through pilot stages
in order to scale up production.

The current study analyzed the 1H NMR spectro-
scopic data of coumarin derivative product mixtures
in order to calculate the degree of product formation. A
benefit of targeting coumarin derivatives in a micro-
fluidic flow reaction is that the reactant mixtures have no

TABLE 4 Comparison of the conversions of microfluidic flow Pechmann condensation for different phenol reactants 1–5 at 70�C, using
[EBsImH][HSO4] as catalyst

Entry Product
Time
(min)

Reactant flow rate
(μl/min)

Phenol:
EAA

Catalyst flow rate
(μl/min)

Conversion
(%)

1 A 60 48 1:1 24 51.2

2 A 60 54 1:2 18 94.1

3 A 60 73 1:1 73a 96.2

4 B 30 120 1:4 24 97.3

5 B 30 146 1:4 146a 98.1

6 C 30 108 1:2 36 80.2

7 C 30 146 1:2 146a 94.7

8 D 30 96 1:1 48 33.2

9 D 30 108 1:2 38 88.5

10 D 30 146 1:1 146a 90.2

11 E 60 48 1:1 24 5.6

12 E 60 54 1:2 18 5.2

13 E 60 73 1:1 73a 66.6

aModified catalyst [EBsImH][HSO4]/H2SO4(c) (1:1) was used.

TABLE 5 The optimum rates of microfluidic flow Pechmann condensation for coumarin derivatives A–E, using 1:1 [EBsImH][HSO4]/
H2SO4(c) as catalyst at 70�C

Entry Product
Reactant flow rate
(μl/min)

Phenol:
EAA

Catalyst flow rate
(μl/min)

Conversion
(%)

Hourly
yield (g/hr)

1 A 73 1:1 73 96.2 3.7

2 B 146 1:4 146 98.1 3.9

3 C 146 1:2 146 94.7 5.3

4 D 146 1:1 146 90.2 7.5

5 E 73 1:1 73 66.6 2.8
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luminescence, but the product mixtures would self-report
the degree of formation of coumarin derivative because
of the inherent photoluminescence property, which
would greatly help in the future in the development of
the microfluidic flow reaction system. Taking, for exam-
ple, structure A without the 3-methyl substituent,
7-hydroxycoumarin shows a characteristic emission peak
at 387 nm and an absorption maximum at 326 nm, with
the quantum yield being 0.08.29

ACKNOWLEDGMENT
The financial support of the Institute of Chemistry, Aca-
demia Sinica, is acknowledged.

ORCID
Ling-Kang Liu https://orcid.org/0000-0003-3166-2771

REFERENCES
[1] a) A. Bye, H. K. King, Biochem. J. 1970, 117, 237. b) R. D. H.

Murray, J. Mendez, S. A. Brown, The Natural Coumarins –
Occurrence, Chemistry and Biochemistry, John Wiley, Chiches-
ter, UK 1982. c) G. Keating, R. O'Kennedy, in Coumarins: Biol-
ogy, Applications and Mode of Action (Eds: R. O'Kennedy,
R. D. Thornes), John Wiley & Sons, Chichester, UK
1997, p. 23.

[2] a) F. P. Schäfer Ed., Dye Lasers, 3rd ed., Springer-Verlag, Ber-
lin, Germany 1990. b) F. J. Duarte, L. W. Hillman Eds., Dye
Laser Principles, Academic, New York 1990.

[3] F. J. Duarte, Appendix of Laser Dyes. Tunable Laser Optics,
Elsevier-Academic, New York 2003.

[4] a) C. H. Chen, J. L. Fox, F. J. Duarte, J. J. Ehrlich, Appl. Opt.
1988, 29, 443. b) F. J. Duarte, L. S. Liao, K. M. Vaeth, Opt. Lett.
2005, 30, 3072.

[5] Z. Zaheer, F. A. K. Khan, J. N. Sangshetti, R. H. Patil, EXCLI J.
2015, 14, 935.

[6] M. J. Fasco, E. F. Hildebrandt, J. W. Suttie, J. Biol. Chem. 1982,
257, 11210.

[7] K. C. Fylaktakidou, D. J. Hadjipavlou-Litina, K. E. Litinas,
D. N. Nicolaides, Curr. Pharm. Design 2004, 10, 3813.

[8] S. Basile, V. Sorbo, V. Spadaro, M. Bruno, A. Maggio, N.
Faraone, S. Rosselli, Molecules 2009, 14, 939.

[9] W. S. Chang, Y. H. Chang, F. J. Lu, H. C. Chiang, Anticancer
Res. 1994, 14, 501.

[10] Y. Kashman, K. R. Gustafson, R. W. Fuller, J. H. Cardellina,
J. B. McMahon, M. J. Currens, R. W. Buckheit Jr., S. H.
Hughes, G. M. Cragg, M. R. Boyd, J. Med. Chem. 1992, 35,
2735.

[11] D. Yang, T. Gu, T. Wang, Q. Tang, C. Ma, Biosci. Biotechnol.
Biochem. 2010, 74, 1430.

[12] a) N. I. Baek, E. M. Ahn, H. Y. Kim, Y. D. Park, Arch. Pharma.
Res. 2000, 23, 467. b) K. Skalicka-Woźniak, I. E. Orhan, G. A.
Cordell, S. M. Nabavi, B. Budzy�nska, Pharmacol. Res. 2016,
103, 188.

[13] a) J. R. Johnson, Org. React. 1942, 1, 210. b) H. O. House, Mod-
ern Synthetic Reactions, 2nd ed., W. A. Benjamin, Menlo Park,
CA 1972, p. 660. (c) T. Rosen, Comp. Org. Syn. 1991, 2, 395.

[14] M. Molnar, M. Loncaric, M. Kovac, Curr. Org. Chem. 2020,
24, 4.

[15] A. S. Zambare, K. Kalam, A. Firoz, S. P. Zambare, S. D.
Shinde, J. N. Sangshetti, Curr. Org. Chem. 2016, 20, 798.

[16] J. A. Joule, K. Mills, Heterocyclic Chemistry, 4th ed., Blackwell
Science, Oxford, UK 2000.

[17] H. Von Pechmann, Chem. Ber. 1884, 17, 929.
[18] a) P. Wasserscheid, T. Welton Eds., Ionic Liquids in Synthesis,

2nd ed., Wiley-VCH, Weinheim, Germany 2008. b) K. R.
Seddon, J. Chem. Technol. Biotechnol. 1997, 68, 351. c) J.
Dupont, R. F. De Souza, P. A. Z. Suarez, Chem. Rev. 2002, 102,
3667. d) P. Wasserscheid, T. Welton, Ionic Liquids in Synthesis,
Wiley-VCH, Weinheim, Germany 2003. e) R. D. Rogers, K. R.
Seddon, Ionic Liquids as Green Solvents: Progress and Pros-
pects. ACS Symposium Series, Vol. 856, ACS, Washington, DC
2003. f) S. Chowdhury, R. S. Mohan, J. L. Scott, Tetrahedron
2007, 63, 2363.

[19] M. Ramalingam, C. Mani, S. Manickam, K. R. Srinivasalu,
Eur. J. Inorg. Chem. 2019, 2019, 1904.

[20] A. R. Hajipour, N. Sheikhan, M. A. Alaei, A. Zarei, Iran.
J. Catal. 2015, 5, 231.

[21] Z. Karimi-Jaberi, B. Masoudi, A. H. Rahmani, K. Alborzi, Poly-
cycl. Aromat. Comp. 2020, 40, 99.

[22] S. V. Tiwari, J. A. Seijas, M. P. Vazquez-Tato, A. P. Sarkate,
K. S. Karnik, A. P. G. Nikalje, Molecules 2017, 22, 1172.

[23] a) J. Safaei-Ghomi, F. Eshteghal, H. Shahbazi-Alavi, Polycycl.
Aromat. Comp. 2020, 40, 13. b) M. Nikpassand, L. Z. Fekri, S.
Sahrapeima, S. Shariati, Lett. Org. Chem. 2016, 13, 578. c) R.
Teimuri-Mofrad, S. Tahmasebi, E. Payami, Appl. Organomet.
Chem. 2019, 33, e4773.

[24] a) M. Colella, A. Nagaki, R. Luisi, Chem. Eur. J. 2020, 26, 19.
b) J.-i. Yoshida, H. Kim, A. Nagaki, ChemSusChem 2011, 4,
331. c) J. P. McMullen, K. F. Jensen, Annu. Rev. Anal. Chem.
2010, 3, 19. d) D. M. Ratner, E. R. Murphy, M. Jhunjhunwala,
D. A. Snyder, F. K. Jensen, P. H. Seeberger, Chem. Commun.
2005, 5, 578.

[25] P. T. Anastas, J. C. Warner, Green Chemistry: Theory and Prac-
tice, Oxford University Press, New York 1998, p. 30.

[26] a) D. Tejaswararao, J. Chil. Chem. Soc. 2016, 61, 2843. b) A. C.
Cole, J. L. Jensen, I. Ntai, K. L. T. Tran, K. J. Weaver, D. C.
Forbes, J. H. Davis, J. Am. Chem. Soc. 2002, 124, 5962.

[27] N. G. Khaligh, Catal. Sci. Technol. 2012, 2, 1633.
[28] J. R. Burns, C. Ramshaw, Trans. IChemE, Part A 1999, 77, 206.
[29] a) M. Taniguchi, H. Du, J. S. Lindsey, Photochem. Photobiol.

2018, 94, 277. b) M. Taniguchi, J. S. Lindsey, Photochem. Pho-
tobiol. 2018, 94, 290.

AUTHOR BIOGRAPHIES

Ling-Kang Liu is Professor Emeri-
tus of the Institute of Chemistry at
Academia Sinica. He was trained
originally as a crystallographer and
obtained his Ph.D. in 1978 from the
University of Texas at Austin. With
postdoc experience at the Max-

Planck Institute for Coal Research in Germany, he

LIU ET AL. 7

https://orcid.org/0000-0003-3166-2771
https://orcid.org/0000-0003-3166-2771


returned to Taiwan, where he was born, and joined
Academia Sinica in 1979 to head the structural chem-
istry laboratory. He retired in 2016 after an academic
career of 37 years. He visited UC Berkeley in
1986–1987, University of Maryland at College Park in
1992–1993, and University of Bordeaux in France
in 2000. Professor Liu's research interests are in inor-
ganic chemistry and, more specifically, in the prepara-
tion and properties of ionic liquids.

Jhao-Hong Deng studied prepara-
tion of photosensitive precursor dyes
using condensation reactions in the
Institute of Chemistry, Academia
Sinica, under joint supervision of
Prof. Ling-Kang Liu and Prof. Yang-
Ming Guo. He obtained his Master of

Science degree from the Institute of Applied Chemis-
try, Chinese Culture University in 2014. Then he
worked in Advanced Semiconductor Engineering Cor-
poration as process engineer for 4 years prior to in

Micron Technology as new package structure
engineer.

Yang-Ming Guo is professor emeri-
tus of the Institute of Applied Chem-
istry, Chinese Culture University. He
obtained his Ph. D. degree from the
Texas Tech University, followed by
academic career at the Institute of
Applied Chemistry, Chinese Culture

University. Over the years, he taught analytical chem-
istry specialized on electrochemistry and instrumental
analysis.

How to cite this article: Liu L-K, Deng J-H,
Guo Y-M. Synthesis of coumarin derivatives in a
microfluidic flow system employing the Pechmann
condensation: A case study. J Chin Chem Soc. 2020;
1–8. https://doi.org/10.1002/jccs.202000371

8 LIU ET AL.

https://doi.org/10.1002/jccs.202000371

	Synthesis of coumarin derivatives in a microfluidic flow system employing the Pechmann condensation: A case study
	1  INTRODUCTION
	2  EXPERIMENTAL
	2.1  General
	2.2  3-Ethyl-1-(butane sulfonic acid) imidazolium hydrogen sulfate ([EBsImH][HSO4])
	2.3  Batch reactions
	2.4  Recycling use of the ionic liquid catalyst [EBsImH][HSO4]
	2.5  Microfluidic flow reactions

	3  RESULTS AND DISCUSSION
	ACKNOWLEDGMENT
	REFERENCES


