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The synthesis and characterisation of new dyes based on indolizines bearing
catechol groups in their structure is presented. The preparation was carried out
through a simple three component one-pot reaction promoted by CuNPs/C,
between pyridine-2-carbaldehyde, an aromatic alkyne and a
tetrahydroisoquinoline (THIQ) functionalized with catechol groups. The products
were isolated in 30%–34% yield, which was considered more than acceptable
considering that the catechol hydroxyl groups were not protected prior to
reaction. In view of the colour developed by the products and their response to
the acidic and basic conditions of the medium, product 3aa was studied by UV-Vis
and NMR spectroscopies at different pH values. We concluded that product 3aa
suffered two deprotonations at pKa of 4.4 and 9.5, giving three species in a pH range
between 2–12, with colours varying from light red to deep orange. The reversibility of
the process observed for 3aa at different pH values, together with its changes in
colour, make this new family of products attractive candidates to use them as
pH indicators.

KEYWORDS

catechol, indolizine, dye, pH indicator, nanoparticles

1 Introduction

Catechol-based materials are a topic of growing interest in recent decades (Yang et al., 2014;
Krogsgaard et al., 2016; Forooshani, Lee, 2017; Zhang et al., 2017; Guo et al., 2018; Gallastegui
et al., 2019). The application area of these materials is very wide and varied, and it is mainly due
to the adhesive and chelating properties of the catechol moiety (Sedó et al., 2013; Ryu et al.,
2015; Saiz-Poseu et al., 2019; Zhang et al., 2020). Proof of that is the increasing number of
publications on this subject, covering various disciplines such as organic chemistry (Yang et al.,
2002; Iacomino et al., 2017; Ji et al., 2019; Mancebo-Aracil et al., 2019; Nador et al., 2021),
surface and supramolecular chemistry (Panchireddy et al., 2018; Qiu et al., 2018; Lyu et al., 2019;
Souza Campelo et al., 2020), or electrochemistry (Golabi, Nematollahi, 1997; Shahrokhian,
Hamzehloei, 2003; Zhao et al., 2012; Toghan et al., 2019). With regard to the use of catechols in
optical applications, several examples have been reported where catechol is attached to a
fluorescent compound, taking advantage of the synergy between the chelating properties of
catechol and the optical properties of the fluorophore to generate new chemosensors (Evangelio
et al., 2008; An et al., 2010a; Queirós et al., 2012; Queirós et al., 2014; Yin et al., 2014; Queirós
et al., 2015; Monteiro-Silva et al., 2021), and materials (Kaushik et al., 2015; Nador et al., 2018a;
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Nador et al., 2018b; Mancebo-Aracil et al., 2019). Catechols have also
been used as pendant groups in fluorescent polymers to improve their
adhesion (Zhang et al., 2016; Gapin et al., 2020; Zhan et al., 2021).
Moreover, a large number of articles have reported the use of the
catechol moiety in dye-sensitized solar cells, taking advantage of the
binding properties of catechol as anchoring group, through bidentate
mononuclear chelating and/or bidentate binuclear bridging linkages
on the TiO2 surface (An et al., 2010b; Ooyama et al., 2014).

More specifically, catechols are present in water-soluble plant
pigments, such as anthocyanins, which have been exploited in
natural hybrid pigments with pH-sensing activity, (Ogawa et al.,
2017; Li et al., 2019), colourimetric determination of various metal
cations and for colour development in food applications (Tang, Giusti,
2020; Torrini et al., 2022). In terms of commercial catechol dyes, either
as single molecules or embedded in different materials, the most
widely used in colourimetric applications are pyrocatechol violet,
pyrogallol red, bromopyrogallol red and alizarin red. Some more
prominent uses of these catechol dyes include their use as
colourimetric sensors (Gaidamauskas et al., 2011; Sasaki et al.,
2019; Wang et al., 2020; Estévez et al., 2021; Lyu et al., 2021) and
as pH-indicator dyes (Ivanov, Kochelayeva, 2006; Lee, Lee, 2014;
Szadkowski et al., 2022).

From the above, the importance of catechols in optical
applications is more than evident. However, many of the examples
published so far reporting the incorporation of the catechol moiety in
more complex structures, or even for the synthesis of catechol-based
dyes, are not straightforward and require several reaction steps,
including catechol protection/deprotection reactions. To the best of
our knowledge, there are no examples in the literature where catechol-
based dyes with varied substitution pattern are generated through a
multicomponent one-pot reaction. Even less if hydroxyl groups of the
catechol functionality are not protected during the synthetic process.

On the other hand, Alonso and co-workers reported a
multicomponent reaction between pyridine-2-carbaldehyde
derivatives, secondary amines and terminal alkynes to produce
indolizines (Scheme 1) (Albaladejo et al., 2013; Albaladejo et al.,
2015). It is important to note that most of these indolizines
presented a yellow colouring and that after treatment with AcOH
turned to red/violet, due to the formation of a dye with D-A-π-A

configuration, through a transmutation process from the starting
material (Albaladejo et al., 2018). Inspired by these works, we
decided to perform a similar approach but using 1, 2, 3, 4-
tetrahydroisoquinolines (THIQs) as secondary amines bearing a
catechol moiety in their structure. To our delight, the
corresponding indolizines containing the catechol skeleton, and
with an intense red colour, were obtained through a simple
multicomponent process catalysed by copper nanoparticles
supported on activated charcoal (CuNPs/C) (Scheme 1).

Here we describe a three component one-pot reaction, for the
synthesis of new indolizine dyes bearing a catechol moiety with varied
substitution pattern, which were obtained in moderate to good yields.
Because of the intense red colour of these structures, the UV-Vis
absorption properties were studied, as well as their use as
pH indicators.

2 Materials and methods

2.1 General

Anhydrous tetrahydrofuran was freshly distilled from sodium/
benzophenone ketyl. DCM and MeOH solvents were previously
distilled. All starting materials were of the best available grade
(Merck, Fluka, Anedra, AK Scientific, Alpha Aesar) and were used
without further purification. Commercially available copper (II)
chloride dihydrate was dehydrated upon heating in oven (150°C,
45 min) prior to use for the preparation of CuNPs. Column
chromatography was performed with Merck silica gel 60
(.040–.063 μm, 240–400 mesh) and DCM/MeOH as eluent.
Reactions were monitored by thin-layer chromatography on silica
gel plates (60F-254) visualized under UV light and/or using
ninhydrine or FeCl3 as revelators.

All crudes and products containing THIQ were properly protected
from light. 1H NMR and 13C NMR were measured on a Bruker AV-
300 spectrometer with chemical shifts reported in ppm (in DMSO-d6,
MeOD-d4 or CDCl3). Infrared spectra were collected on a Nicolet
iS50 FTIR spectrophotometer in attenuated total reflectance mode
(ATR-FTIR) with a Smart iTR (Thermo Fisher Scientific) single

SCHEME 1
Synthesis of indolizines by three-component reactions.
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reflection diamond (42° angle, sampling área, 1.5 mm). Spectra were
collected on a range wavelength from 4,000 to 650 cm-1, 256 scans and
8 cm-1 resolution. ESI-MS were analyzed on an Agilent Model
1,100 Series High Performance Liquid Chromatograph
simultaneously coupled to a UV-visible variable wavelength
detector and an ion trap analyzer mass spectrometer (Agilent
Model 1,100 Series LC/MSD Trap SL). Microwave reactions were
performed with a microwave oven (CEM Discover®) with a
continuous focused microwave power delivery system in a pressure
glass vessel (10 mL) sealed with a septum under magnetic stirring.

To achieve pH analysis, a Britton-Robinson buffer solution was
employed. Fluorescence measurements were performed at room
temperature on a Shimadzu and RX was used as a standard for the
determination of fluorescence quantum yields.

The surface composition and oxidation state of the nanocatalysts
were determined by X-ray photoelectron spectroscopy (XPS) in a PHI
548 spectrometer, using the non-monochromatic Mg Kα radiation at
250 W and 20 mA. The resolution spectra were taken at 50 eV of pass
energy, giving an energy resolution of ± .5 eV. The operation base
pressure was better than 5 × 10–9 Torr. The C-C bond binding energy
was taken as an internal charge reference fixed at 284.8 eV. The signal
deconvolution was made using Shirley-type background subtraction
and the sum of Gaussian-Lorentzian functions as a peaks model. The
atomic ratio estimations were done relating the peak areas after the
background subtraction and corrected relative to the corresponding
atomic sensitivity factors to an approximated absolute error of 20%.
The x-ray peak satellites were numerically subtracted.

2.2 Synthesis and characterization of THIQs
2a, 2b and 2c

For the synthesis of THIQ 2a, 2b and 2c an adaptation of the
procedure published by Xiang was performed (Yang et al., 2019).
Dopamine hydrochloride (3 mmol, 569 mg) was placed in a dry flask
under N2 atmosphere and phosphate buffer at pH 6 (35 mL) was
added. Subsequently aldehyde (5 mmol, 690 mg) was added. The
suspension was heated at 40°C for 6 h. After this time, the
suspension was filtered and placed in a separation funnel. Washes
were made with AcOEt (4 × 5 mL) and the aqueous phase was
evaporated. The crude was purified, previous pelleting, by column
chromatography on flash silica gel with MeOH/DCM as mobile phase
to afford the corresponding THIQ.

1-(3,4-dihydroxyphenyl)-1,2,3,4-tetrahydroisoquinoline-6,7-
diol (2a). The reaction mixture was purified by column
chromatography with 9/1 to 7/3 gradient of DCM/MeOH, yielding
THIQ 2a in 64%. Yellow-brownish solid, Rf: .3 (DCM:MeOH, 8:2). 1H
NMR (300 MHz, DMSO-d6): 6.78 (d, J = 8.0 Hz, 1H); 6.72 (s, 1H); 6.64
(d, J = 8.1 Hz, 1H); 6.58 (s, 1H); 6.12 (s, 1H); 5.27 (s, 1H); 3.27–3.22 (m,
2H); 3.12–2.97 (m, 1H); 2.81–2.74 (m, 1H), OH and NH n.d. 13C NMR
(75 MHz, DMSO-d6): 146.0 (C); 145.2 (C); 145.1 (C); 143.9 (C); 128.7
(C); 123.5 (C); 123.0 (C); 120.9 (CH); 116.9 (CH); 115.4 (CH); 114.9
(CH); 114.3 (CH); 58.3 (CH); 40.3 (CH2); 24.6 (CH2). IR-ATR (cm−1):
3,280-3,050, 1,613, 1,525, 1,233, 1,186.

1-phenyl-1,2,3,4-tetrahydroisoquinoline-6,7-diol (2b). The
reaction mixture was purified by column chromatography with 9/
1 to 7/3 gradient of DCM/MeOH, yielding THIQ 2b in 74%. Light
yellow-brownish solid, Rf: .32 (DCM:MeOH, 8.5:1.5). 1H NMR
(300 MHz, MeOD-d4): 7.46–7.45 (m, 3H); 7.40–7.38 (m, 2H);

6.69 (s, 1H); 6.19 (s, 1H); 5.55 (s, 1H); 3.51–3.39 (m, 2H);
3.19–2.96 (m, 2H), OH and NH n.d. 13C NMR (75 MHz, MeOD-
d4): 147.0 (C); 145.7 (C); 138.4 (C); 130.9 (2xCH); 130.6 (CH); 130.2
(2xCH); 124.6 (C); 123.5 (C); 115.9 (CH); 115.4 (CH); 60.7 (CH);
41.4 (CH2); 25.7 (CH2). IR-ATR (cm−1): 3,300-3,050, 2,939, 1,614,
1,509, 1,284, 1,183, 1,109.

1-methyl-1,2,3,4-tetrahydroisoquinoline-6,7-diol (2c). The
reaction mixture was purified by column chromatography with 9.5/
0.5 to 8/2 gradient of DCM/MeOH, yielding THIQ 2c in 59%. Brown
solid, Rf: .24 (DCM:MeOH, 8.5:1.5). 1H NMR (300MHz, MeOD-d4):
6.61 (s, 1H); 6.55 (s, 1H); 4.41 (q, J = 6.8 Hz, 1H); 3.50–3.42 (m, 1H);
3.33–3.24 (m, 1H); 3.01–2.80 (m, 2H); 1.58 (s, J = 6.8 Hz, 3H), OH and
NH n.d. 13C NMR (75MHz, MeOD-d4): 146.5 C; 145.9 (C); 125.3 (C);
123.3 (C); 116.1 (CH); 113.4 (CH); 52.3 (CH); 40.9 (CH2); 25.7 (CH2),
19.7 (CH3). IR-ATR (cm−1): 3,300-3,050, 2,939, 1,614, 1,509, 1,284,
1,183, 1,109.

2.3 Synthesis and characterization of
THIQs 2d

For the synthesis of THIQ 2days, the procedure published by
Capretta was performed (Awuah, Capretta, 2010). 2-(3-
methoxyphenyl)ethan-1-amine (1 mmol), benzaldehyde (1.2 mmol),
TFA (8 mmol) and toluene (1 mL) were placed in a microwave vial,
which was then capped and irradiated in a microwave for 30 min at
140°C. The solvent was evaporated under reduced pressure and the
crude was suspended in cold water (3 mL). Then, a solution of NaOH
2 M was added dropwise to reach pH 8. In this point a yellowish white
suspension was observed. It was extracted with DCM (3 × 6 mL) and
dried over MgSO4. Finally, it was purified by flash column
chromatography on silica gel.

6-methoxy-1-phenyl-1,2,3,4-tetrahydroisoquinoline (2 days).
The reaction mixture was purified by column chromatography with
DCM to 9.8/0.2 gradient of DCM/MeOH, yielding THIQ 1day in 38%.
Yellowish pink solid, Rf: .42 (DCM:MeOH, 9.5:0.5). 1H NMR
(300 MHz, MeOD-d4): 7.34–7.26 (m, 3H); 7.24–7.21 (m, 2H); 6.71
(s, 1H); 6.63–6.57 (m, 2H); 5.00 (s, 1H); 3.75 (s, 3H, OCH3); 3.22–3.13
(m, 1H); 3.05–2.93 (m, 2H); 2.85–2.76 (m, 1H), NH n.d. 13C NMR
(75 MHz, MeOD-d4): 159.6 C; 145.5 C; 137.6 C; 131.0 C; 130.1
(3xCH); 129.4 (2xCH); 128.5 (CH); 114.2 (CH); 113.2 (CH); 62.4
(CH); 55.6 (CH3O); 42.5 (CH2); 30.2 (CH2). IR-ATR (cm−1): 3,246,
3,062, 2,906, 2,832, 1,602, 1,499, 1,275, 1,043.

2.4 Preparation and characterization of
CuNPs/C catalyst

Anhydrous copper (II) chloride (134 mg, 1 mmol) was added to a
suspension of lithium (21 mg, 3 mmol) and 4.4′-di-tert-butylbiphenyl
(DTBB, 27 mg, .1 mmol) in THF (2 mL) at room temperature under a
nitrogen atmosphere (Alonso et al., 2010; Alonso et al., 2011). The
reaction mixture, which was initially dark blue, rapidly changed to
black, indicating that the suspension of copper nanoparticles was
formed. This suspension was diluted with THF (6 mL) followed by the
addition of the activated charcoal (800 mg). The resulting mixture was
stirred for 1 h at room temperature, quenched with water and then
filtered. The solid was successively washed with EtOH (7 mL) and
dried under vacuum.
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2.5 Procedure for the one-pot three
component synthesis of products 3 and their
characterization

Pyridine-2-carbaldehyde (.44 mmol), THIQ (.2 mmol) and alkyne
(.44 mmol) were added to a reactor sealed tube containing CuNPs/C
(45 mg, ca. 10 mol%) and MeOH (1.5 mL). The reaction mixture was
warmed to 100°C for 24 h and was monitored by TLC. After
completion, the reaction was filtered on celite and washed with
MeOH. Finally, the product was purified by chromatographic
column using flash silica as stationary phase. It was compacted
with a 3% Et3N/DCM solution, washed with DCM and the sample
was directly seeded. The elution gradient employed was DCM to 20%
MeOH/DCM to afford the corresponding product 3.

1-(3,4-dihydroxyphenyl)-6,7-dihydroxy-2-(3-phenylindolizin-
1-yl)-3,4-dihydroisoquinolin-2-ium (3aa). The yield of the isolated
product was 31%. Dark red solid, Rf: 0.54 (DCM:MeOH, 8.5:1.5). 1H
NMR (300 MHz, DMSO-d6): 9.90 (br s, 1H, OH); 9.45 (br s, 1H,
OH); 8.32 (d, J = 7.2 Hz, 1H); 7.60–7.34 (m, 8H); 7.04–6.81 (m, 4H);
6.78–6.65 (m, 4H); 4.49–4.44 (m, 2H); 3.29–3.25 (m, 2H). 13C NMR
(75 MHz, DMSO-d6): 171.9 (C); 155.9 (C); 148.7 (C); 144.7 (C);
144.6 (C); 133.7 (C); 130.2 (C); 129.2 (2xCH); 127.9 (CH); 127.8
(2xCH); 125.9 (C); 124.1 (C); 122.8 (CH); 122.7 (CH); 121.9 (C);
120.5 (CH); 120.1 (CH); 119.0 (C); 118.3 (C); 117.5 (CH); 116.6
(CH); 115.3 (CH); 115.1 (CH); 112.4 (CH); 110.8 (CH); 55.3 (CH2);
25.4 (CH2). IR-ATR (cm−1): 3,365-3,122, 3,048, 1,595, 1,513, 1,294,
1,193. LRESI-MS m/z 463.1 [M]+ (calcd for C29H23N2O4, 463.2).

1-(3,4-dihydroxyphenyl)-6,7-dihydroxy-2-(3-(p-tolyl)indolizine-1-
yl)-3,4-dihydroisoquinolin-2-ium (3ab). The yield of the isolated
product was 31%. Dark red solid, Rf: 0.54 (DCM:MeOH, 8.5:1.5). 1H
NMR (300MHz, DMSO-d6): 8.26–8.13 (m, 1H); 7.61–7.07 (m, 7H);
7.04–6.20 (m, 11H); 4.54–4.25 (m, 2H); 3.30–3.01 (m, 2H); 2.34 (s, 3H).
13CNMR (75MHz, DMSO-d6): 169.1 (C); 161.7 (C); 148.2 (C); 145.6 (C);
144.6 (C); 137.2 (C); 135.2 (C); 129.7 (2xCH); 127.7 (C); 127.7 (2xCH);
127.5 (C); 126.0 (C); 123.8 (C); 122.6 (C); 122.6 (CH); 122.5 (CH); 119.4
(CH); 118.7 (C); 117.8 (CH); 117.5 (CH); 116.6 (CH); 115.8 (CH); 115.0
(CH); 112.1 (CH); 110.7 (CH); 54.7 (CH2); 26.2 (CH2); 20.8 (CH3). IR-
ATR (cm−1): 3,350-3,120, 3,077, 2,958, 1,593, 1,510, 1,284, 1,157. LRESI-
MS m/z 477.2 [M]+ (calcd for C30H25N2O4, 477.2).

1-(3,4-dihydroxyphenyl)-6,7-dihydroxy-2-(3-(4-methoxyphenyl)
indolizin-1-yl)-3,4-dihydroisoquinolin-2-ium (3ac). The yield of the
isolated product was 34%. Dark red solid, Rf: 0.6 (DCM:MeOH, 8:2). 1H
NMR (300 MHz, DMSO-d6): 8.20 (d, J = 7.1 Hz, 1H); 7.53 (d, J =
9.1 Hz, 1H); 7.47–7.36 (m, 2H); 7.13–7.02 (m, 3H); 6.77–6.72 (m, 6H);
6.72–6.65 (m, 5H); 4.43–4.41 (m, 2H); 3.80 (s, 3H); 3.22–3.20 (m, 2H).
13C NMR (75 MHz, DMSO-d6): 170.2 (C); 159.0 (C); 158.9 (C); 148.4
(C); 145.1 (C); 144.6 (C); 134.5 (C); 129.4 (2xCH); 125.5 (C); 123.9 (C);
122.6 (CH); 122.6 (CH); 122.6 (C); 122.4 (C); 119.4 (CH); 119.0 (CH);
118.3 (C); 117.5 (CH); 116.5 (CH); 115.6 (CH); 115.1 (CH); 114.7
(2xCH); 112.1 (CH); 110.3 (CH); 55.3 (CH3O); 55.0 (CH2); 25.8 (CH2).
IR-ATR (cm−1): 3,370-3,120, 3,075, 1,601, 1,509, 1,283, 1,172. LRESI-
MS m/z 493.2 [M]+ (calcd for C30H25N2O5, 493.2).

6,7-dihydroxy-1-phenyl-2-(3-phenylindolizin-1-yl)-3,4-
dihydroisoquinolin-2-ium (3ba). The yield of the isolated
product was 30%. Dark red solid, Rf: 0.79 (DCM:MeOH, 8.5:1.5).
1H NMR (300 MHz, DMSO-d6): 8.27 (d, J = 7.2 Hz, 1H); 7.71 (d, J =
8.8 Hz, 1H); 7.50–7.48 (m, 5H); 7.45–7.37 (m, 7H); 7.12–7.05 (m, 1H);
6.96–6.89 (m, 2H); 6.69 (dd, J = 6.8 and 6.9 Hz, 1H); 6.60 (s, 1H);
4.58–4.53 (m, 2H); 3.08–3.01 (m, 2H). 13C NMR (75 MHz, DMSO-d6):

173.0 (C); 156.1 (C); 144.8 (C); 133.6 (C); 131.6 (C); 131.0 (CH); 130.0
(C); 129.3 (2xCH); 129.2 (2xCH); 128.1 (2xCH); 128.0 (CH); 127.8
(2xCH); 126.2 (C); 124.1 (C); 122.8 (CH); 120.4 (CH); 120.2 (CH);
119.1 (C); 117.6 (C); 116.6 (CH); 115.4 (CH); 112.5 (CH); 111.0 (CH);
55.4 (CH2); 25.3 (CH2). IR-ATR (cm−1): 3,300-3,120, 3,045, 1,597,
1,536, 1,299.

3 Results and discussion

3.1 Optimization of reaction conditions

We decided to begin our studies by using pyridine-2-
carbaldehyde, phenylacetylene and a tetrahydroisoquinoline 2a
(THIQ 2a) as model compounds (Table 1). The THIQ 2a was
synthesized via a Pictet-Spengler cyclization between dopamine
hydrochloride and 3,4-dihydroxybenzaldehyde following a
previously reported procedure (see experimental and Section 1 in
Supplementary Material S1) (Yang et al., 2019). Table 1 shows the
different reaction conditions tested during the optimization
process. All reactions were performed in the presence of the
CuNPs/C catalyst prepared by the addition of the activated
charcoal to a suspension of freshly prepared copper nanoparticles
(CuNPs), following the methodology already reported by our
group (see experimental section) (Nador et al., 2013; Nador et al.,
2021). As shown in entries 1 and 2, as starting conditions an
equimolar amount of pyridine-2-carbaldehyde, phenylacetylene and
THIQ 2a were dissolved in DCM or MeOH, and heated at 70°C
under air atmosphere. No reaction progress was observed after 24 h in
any of both cases. A 5-fold increase in the amount of the
CuNPs catalyst did not produce any improvement when DCM was
used as the reaction solvent (entry 3). However, by changing the
solvent to MeOH, an intense dark red colouring was observed in the
reaction mixture after 4 h. This was confirmed by TLC as the
formation of a dark red spot with higher Rf value than 2a. Analysis
by 1HNMR revealed the formation of product 3aawith 6% conversion
(entry 4). Under the same conditions but using water, EtOH or MeCN
as the solvent, no product formation was noted (entries 5-7). The
same reaction under solventless conditions generated a faint red
spot in TLC, however mainly the starting THIQ 2a was observed
by 1H NMR analysis (entry 8). When the reaction conditions
detailed in entry 4 were reproduced but under heating at 100°C in a
closed Schlenk tube, the reaction progress increased to 21%
conversion into 3aa (entry 9). Nevertheless, although virtually
no starting aldehyde was observed, some of the starting THIQ 2a
remained unreacted. Other nanocatalysts such as CuNPs/ZnO,
CuNPs/TiO2 and CuNPs/ZY were tested under the reaction
conditions shown in entry 9 giving very low conversions (0%–

5%) to the desired product (data not shown). Based on this result,
we decided to try the reaction by using an excess of aldehyde and
alkyne (entry 10). In this case, no unreacted THIQ 2a was
observed, improving the conversion to 3aa (38%). Interestingly,
an even larger excess of alkyne and aldehyde increased the
conversion to 3aa up to 58% (entry 11). A further increase in
alkyne and aldehyde excess, as well as longer reaction times, did
not improve the conversion, leading to the formation of undesired
side products. Also, an excess of the catalyst loading (20 mol%),
under the same conditions, did not afford an increment on the
conversion to the desired adduct (entry 12). Furthermore, the use
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of an O2 atmosphere under entry 11 conditions, proved
counterproductive, leading to almost no-conversion to 3aa
together with the formation of a complex mixture of by-
products (entry 13). Then, in order to evaluate the influence of
the nature of the solvent in the reaction course, we tested the
methodology under the same conditions as those reported in entry

11 but using MeCN, DMSO, DMF, toluene and EtOH as the
reaction solvent. As shown in entries 14-18, under these
conditions no conversion to the desired product 3aa was
observed. An additional experiment using CuCl2 as copper
source was performed, giving no reaction product (entry 19).
Finally, the reaction was carried out under the optimised

TABLE 1 Optimisation of reaction conditions.
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conditions of entry 11 but in the absence of copper source,
showing no product formation.

Regarding the isolation of 3aa, even when we considered it
important to avoid the purification by column chromatography,
due to the presence of catechol groups that strongly adsorb to the
stationary phase (Al2O3 or SiO2), all attempts to wash the sample with
low polarity solvents or recrystallisations to obtain the pure product
were unsuccessful. On the other hand, when we tried to carry out the
purification through flash column chromatography with silica gel as
the stationary phase, the product 3aa underwent a ring opening
process giving a propargylamine derivative as main product (Nador
et al., 2013). In view of this, we decided to deactivate the silica gel by
using DCM dopped with Et3N (3%) as the eluent, that allowed us to
isolate the product 3aa without decomposition after washing it with a
.1 M HCl solution. The product was thoroughly characterized by
NMR, ESI-MS and IR (see experimental and S2 sections). After
sample work-up, we confirmed the presence of a halide counterion
in the product by Beilstein’s and AgNO3 tests, which was assigned to
chloride ion (see S2.2 section).

3.2 Scope of the reaction

Then, under the optimized conditions, the scope of the three
component reaction was studied. We decided to start working with
pyridine-2-carbaldehyde and THIQ 2a, varying only the starting
alkyne. Aromatic alkynes proved to be the most convenient

partners; both phenylacetylene, 4-methylphenylacetylene and 4-
methoxyphenylacetylene gave the products 3aa, 3ab and 3ac,
respectively, in 31%–34% yield after purification following the same
work-up described above for 3aa (Figure 1B).

Since the process is a three component one-pot reaction, and
works with unmasked catechols that could strongly adsorb on the
silica gel stationary phase, we considered that the isolated yields
obtained are good enough. When we tried the reaction with 4-
ethynyl-N,N-dimethylaniline, the intense red colouring was not
observed, instead a brown solid was obtained which was assigned
to an open chain propargyl-type structure. On the other hand, the
three component reaction failed when carried out with an electron-
deficient aromatic alkyne such as 2-ethynylpyridine, or with
functionalized alkynes such as propargyl alcohol, propargylamine
or 2-ethynylcyclohexene.

Next, the scope of the reaction was studied by using different
THIQs as starting amines. We focused on the formation of the
iminium bond (C=N+) which leads to an extended conjugation
throughout the whole product structure and consequently
developing the observed red colouring. We started our study by
using THIQ 2b, which has no OH groups in the aryl ring located
at C1 of the THIQ skeleton (see Figure 1A). When the three
component reaction was carried out with phenylacetylene,
pyridine-2-carbaldehyde and THIQ 2b, product 3ba as a reddish
solid was formed and isolated in 30% yield. In this case two red spots
were observed in the TLC, which after work-up contributed to the
same product (see discussion below). Subsequently, we decided to test

FIGURE 1
(A) Structures of synthesized THIQs and alkynes used as starting materials. (B) Structure and yields for products 3 obtained through three component
coupling.
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the same reaction by using a starting THIQ substituted with an alkyl
group at C1. For this, the reaction was carried out with
phenylacetylene, pyridine-2-carbaldehyde and THIQ 2c. Although
the reaction turned bright red within a few hours, we discarded to
carry out the product isolation and purification because numerous
coloured side products were observed by TLC. We wondered whether
the OH groups at positions 6 or 7 of the starting THIQwere relevant to
the formation of product 3. For this purpose, the three component
reaction was carried out with THIQ 2days. Here again, as observed for
THIQ 2c, although the reaction acquired a reddish colouration after a
few hours, analysis by TLC of the crude reaction revealed the
formation of a complex mixture of by-products.

3.3 Proposed mechanism

Regarding the possible mechanism for this reaction, based on related
work previously published by Alonso’s group (Albaladejo et al., 2013;
Albaladejo et al., 2015), the formation of an iminium ion by condensation
between the aldehyde and the THIQ, followed by addition of the CuNPs-
activated alkyne to form a propargylamine is proposed (Scheme 2).
Subsequently, a copper-promoted oxidation of the THIQ ring at the
benzylic position, leading to an iminium ion, is suggested (intermediate
I). A similar oxidation of the THIQ skeleton has been previously reported
in the oxidative coupling of N-aryl-1.2,3,4-tetrahydroisoquinolines with
different nucleophiles, using copper-based catalysts and several oxidants

(Boess et al., 2012;Willms et al., 2018; Boess et al., 2020; Bjerg et al., 2022).
Moreover, commonly, metal-catalysed oxidative coupling reactions with
tertiary amines have been also proposed to proceed via iminium ion
species (Murahashi et al., 2003; Yoo et al., 2010). Finally, as shown in
Scheme 2, a copper-promoted cycloisomerisation of the resulting
intermediate (I), bearing an acetylenic group with enhanced
electrophilicity due to both coordination with the copper catalyst and
the proximity of the iminium ion, could be proposed as a very likely
reaction pathway, to give product 3.

With respect to the oxidation-promoting species, from the results
obtained by X-ray photoelectron spectroscopy (XPS) analysis of the
CuNPs/C catalyst, it was concluded that the surface of the fresh
catalyst consisted mainly of Cu(0) and Cu(II) assigned to metallic
copper and CuO respectively (for a more detailed discussion about
XPS analysis, see Section 3 in the Supplementary Material S1).

Thus, the oxidation of the propargylamine intermediate to give a
conjugated iminium ion I (Scheme 2), through a copper-promoted
redox catalytic process, is very plausible. On the other hand, the
formation of hemiaminal ether species in the oxidative coupling of
THIQs, acting as a reservoir for the formation of the corresponding
iminium ion, has been well documented (Catino et al., 2006; Boess
et al., 2011; Boess et al., 2012). In this sense, even when we were not
able to detect any hemiaminal ether species during the course of the
reaction, the formation of such intermediate can not be disregarded. In
this respect, the use of MeOH as the solvent in our reaction was
demonstrated to be mandatory to assist the formation of the indolizine

SCHEME 2
Reaction mechanism proposed for the synthesis of product 3.
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products 3. As commented above, the reaction failed when MeCN,
DMSO, DMF, Toluene and even EtOH were used as solvents, which
would be in line with this assumption.

In addition, post-reaction XPS analysis of the catalyst was also
performed. It was concluded that the reacted catalyst would be covered
by the reaction product 3 and the starting THIQ 2, since a marked
decrease in the intensity of the peaks corresponding to copper,
together with the appearance of nitrogen species, was observed in
the XPS spectra (see Section 3 in Supplementary Material S1). These
results could be associated with the chelating ability of the catechols
towards metals such as copper.

3.4 Study of product 3aa by UV-Vis
spectroscopy

The product 3aa was then studied by UV-Vis spectroscopy in
different solvents. Supplementary Figure S39 shows the UV-Vis
spectra for the product in MeOH, AcOEt, DMSO, and MeCN,
revealing three main bands. One band centered about 327 nm was
detected for 3aa in all the solvents.

The second absorption band appeared around 384–406 nm, with
maxima at lower wavelengths for the solvents with higher polarity
(DMSO and MeCN). The third band was located about 465–485 nm,
and showed a redshift for MeOH and AcOEt, with respect to the

solvents with higher polarity. In general, the product dissolved in
MeOH and AcOEt showed higher molar absorptivity than in the other
solvents. Likewise, the fluorescence of 3aa in different solvents was
studied. It was found that in DMSO and MeCN the fluorescence was
low, whereas no fluorescence was observed in the other solvents
(Supplementary Figure S40).

On the other hand, the product 3aa was evaluated at different
pH values (2 < pH < 12). A gradual colour change was observed as the
pH of the medium increased. The colour evolved from a light red at
pH values between 2.0 and 4.0, passed through a yellow at pH 5-9, and
acquired a deep orange colour at pH 10-12 (Figure 2A). The product
remained dissolved in the different aqueous solutions, except for
concentrations above 1.5 × 10–4 mol L−1, where at pH values
between 6 and 8 a suspended solid was observed after 30 min. The
colour changes of 3aa corresponded to transitions of absorbance peaks
between 380 and 550 nm. As it can be seen in Figure 2B, the spectra at
pH 2-4 showed a band around 390 nm. As the pH increased from 5 to
9, a shift to longer wavelengths (~450 nm) was observed. Then, from
pH 10 to 12 there was a shift again towards longer wavelengths, giving
a band around 490 nm. In addition, the UV-Vis spectra of the starting
substrates that gave rise to 3aa revealed bands only below 400 nm (see
Supplementary Figure S41), showing that the bands for 3aa in the
visible region corresponded exclusively to the product.

Besides, the reversibility of the acid-base balance of 3aa was also
assessed by UV-Vis spectroscopy after the addition of HCl or NaOH

FIGURE 2
(A) Aqueous solutions of 3aa at different pH. (B) UV-Vis spectra of 3aa at different pH. (C) Table with similarity coefficient. (D) Absorbance measured at
495 nm vs. the pH values. (E) Second derivative of the absorbance as a function of pH indicating pKa values.
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.1 M solutions. Balance was considered to be reversible when the
spectrum recorded for the compound at a given pH value, after
considerably changing the acidity or basicity conditions, recovered
the initial form if the pH returned to the original value. To compare
the spectrum recorded at the beginning of the experiment with the
ones obtained at the same pH, but after deliberate pH variations, the
similarity coefficient was employed (Garrido et al., 2004), that is the
cosine of the angle between the vectors representing the two spectra to
be compared. The more similar the spectra are, the closer the cosine
value will be to 1. Figure 2C shows the similarity coefficients obtained
for three pH values: 3.0, 7.0 and 11.0, compared for two cycles of
pH variation. As it can be seen, the coefficients obtained were higher
than .995 in all cases, confirming the reversibility of the 3aa product at
different pH values.

Reversibility study was also performed for THIQ 2a as a reference
(see Supplementary Figure S42). It was observed that THIQ showed a

band centered at 287 nm in MeOH and that after the addition of HCl,
the spectrum showed no change. However, when NaOH was added, it
was observed that the intensity of the band at 287 nm decreased
markedly, and a band appeared at 348 nm. This behaviour would
make sense considering the deprotonation of the hydroxyl groups. It is
important to note that the spectra were reversible either from basic to
acidic media or vice versa.

The spectra recorded for the aqueous solutions of 3aa at different
pH values suggested the presence of several species involved in an
acid-base balance. To assess the pKa values, a spectrophotometric
study was performed. The results evidenced the presence of two
isosbestic points around 402 nm and 462 nm. Figure 2D shows the
chart corresponding to the absorbance measured at 495 nm vs. the
pH values. The turning points in the graph are related to the pKa

values. A more precise identification of the pKa may be obtained using
the second derivative of the absorbance as a function of

FIGURE 3
(A) 13C NMR spectra of product 3aa in different media with a proposed assignment of C6. (B) Proposed structures at different pHs. (C) Comparison
between the structure of the flavylium cation and indolizines 3.

Frontiers in Chemistry frontiersin.org09

Calmels et al. 10.3389/fchem.2022.1116887

https://www.frontiersin.org/journals/chemistry
https://www.frontiersin.org
https://doi.org/10.3389/fchem.2022.1116887


pH (Figure 2E). The values were pKa1: 4.4 and pKa2: 9.5. These pKa

would correspond, in principle, to the deprotonation of the OH groups
of the catechols. Although phenols or catechols are known to have pKa

around 9-13, when these groups are conjugated, deprotonation of
these groups can occur at pH values of 4 (Dangles, Fenger, 2018).

3.5 Study of product 3aa by 13C NMR

To obtain structural information about the possible species that
predominated at different pH values, we decided to carry out a study by
13CNMR. It consisted in analysing the spectra of the sample dissolved in
DMSO-d6, DMSO-d6/HCl and DMSO-d6/Et3N (Figure 3A). The
spectra of 3aa in DMSO-d6 and in DMSO-d6/HCl in the zone above
140 ppm, which correspond mainly to those C attached to the OH and
C=N+, showed the presence of the iminium bond and therefore the
absence of the signal at 58 ppm corresponding to the aliphatic C1 in the
starting THIQ 2a (see Supplementary Figures S2, S3). Furthermore, it
was observed that C6 shifted from 156 ppm in acidic medium (DMSO-
d6/HCl) to 164 ppm in DMSO-d6 medium. The assignment of
C6 represents a proposal based on the 13C NMR spectra of the
product 3aa and its behaviour in different media (for this analysis
see Section 5 in Supplementary Material S1). With this information in
hand, we proposed that this change could be related to the
deprotonation of hydroxyl group located at C6 of the THIQ ring
giving structure 3aa’ (Figure 3B).

On the other hand, the spectrum in DMSO-d6/Et3N (Figure 3A,
top) showed a signal around 180 ppm, which was assigned to C=O of
quinone 3aa’’. Finally, the samples analysed in the three media showed
a red colouration in the three systems studied, possibly indicating that
in all structures there was an extended conjugation.

The structures of products 3, their colour and behaviour at
different pH values, resemble that of the flavylium cation of
anthocyanins (Figure 3C), which changes from red to blue colour
depending on pH (Dangles, Fenger, 2018).

In the case of product 3ba, as commented above, we obtained the
product as a mixture of two related structures, visualized as two red spots
by TLC analysis. These products were isolated with yields of 30% and
16% for the most (FMR) and least (FLR) retained fraction in the TLC
respectively. It was observed that the FMR corresponded to indolizine
3ba, showing the same 13C NMR spectra in both DMSO-d6 and DMSO-
d6/HCl (see Supplementary Figure S44). This fact possibly indicated that
we were already in the presence of the more acidic species, thus showing
no changes in the NMR signals after the addition of HCl. The FLR
however, showed different spectra in the presence of DMSO-d6 and after
the addition of hydrochloric acid (see Supplementary Figure S45). We
speculated that the FLR fraction could correspond to amore basic species
that, could be protonated after the addition of acid. This was also
supported by the fact that, after acidic treatment, the FLR spectrum
showed to be quite similar to the FMR spectrum, both fractions thus
seeming to converge to the same species in acidic medium.

4 Conclusion

In summary, we have reported the synthesis of new indolizines dyes
bearing a catechol moiety with varied substitution pattern. These products
were obtained through a three component one-pot reaction between
pyridine-2-carbaldehyde, an alkyne and a THIQ promoted by CuNPS/C.

The reaction proved successful for aromatic alkynes such as phenylacetylene,
4-methylphenylacetylene and 4-methoxyphenylacetylene, giving yields
between of 31%–34%. However, it failed when electron-deficient
aromatic alkynes or aliphatic ones, were employed. The scope of the
reaction was also studied by using different THIQs as starting amines. It
was observed that the reaction took place when the C1 of THIQ hadmainly
an aryl group as a substituent. On the other hand, when the reaction was
carried out with a substrate without the OH groups on the C6 and/or C7 of
the THIQ ring, it turned bright red within a few hours, but a complex
mixture of coloured byproducts was observed by TLC.

Regarding the possible mechanism for this reaction and based on
previous reported works, it was proposed the formation of a
propargylamine followed by oxidation of THIQ ring to produce an
iminium bond. Finally, a copper-promoted cycloisomerization of the
resulting intermediate, could take place, giving the final products 3.
Based on our experimental observations and previous studies reported
by other authors, we postulated a redox catalytic process promoted by
CuO and Cu2O species on the surface of the CuNPs/C catalyst.

Concerning the study of the optical properties of these new dyes,
low fluorescence of 3aa in DMSO andMeCNwas detected, whereas no
fluorescence was observed in MeOH or AcOEt. UV-Vis analysis of
product 3aa was evaluated at different pH values (2 < pH < 12). The
colour evolved from a light red to yellowish and finally to a deep
orange colour, when analysed from acid to basic pH values. Under the
same study of 3aa, the presence of two isosbestic points at pKa1:
4.4 and pKa2: 9.5 was unveiled. This led us to propose the existence of
three different structures depending on the pH, arising from the first
and second deprotonation of the OH groups of the THIQ ring of 3aa.
On the other hand, product 3aawas proved to be reversible by UV-Vis
spectroscopy, after acid-base treatment.

Finally, 13C NMR study at different pH values, confirmed what was
observed in UV-Vis, allowing us to assign the first deprotonation
(pKa1: 4.4) to the hydroxyl group located in C6 and the second one
(pKa2: 9.5) to the OH in C4, giving a quinone.

Data availability statement

The original contributions presented in the study are included in
the article/Supplementary Material, further inquiries can be directed
to the corresponding author.

Author contributions

JC performed all the experimental part and contributed to the writing
of supporting information, LA contributed in the experimental part, JM-A
contributed to the design of the experiments and wrote the manuscript,
GR wrote the manuscript and funded the present work, CD and MG
conducted the UV-Vis experiments and wrote part of themanuscript, MS
conducted XPS experiments and wrote part of the supporting
information, FN designed the work and wrote the manuscript.

Funding

This work was supported by the ANPCyT (Project PICT 2018-
02471), SGCyT-UNS (Project PGI 24/Q106) and CONICET (Project
PIP 11220200101665CO).

Frontiers in Chemistry frontiersin.org10

Calmels et al. 10.3389/fchem.2022.1116887

https://www.frontiersin.org/journals/chemistry
https://www.frontiersin.org
https://doi.org/10.3389/fchem.2022.1116887


Acknowledgments

We thank Professor José Miguel Sansano Gil from University of
Alicante for his assistance in the realization of the ESI-MS. JC thanks
CONICET for supporting his doctoral work. LA thanks CIN for his
student grant.

Conflict of interest

The authors declare that the research was conducted
in the absence of any commercial or financial
relationships that could be construed as a potential conflict of
interest.

Publisher’s note

All claims expressed in this article are solely those of the authors
and do not necessarily represent those of their affiliated organizations,
or those of the publisher, the editors and the reviewers. Any product
that may be evaluated in this article, or claim that may be made by its
manufacturer, is not guaranteed or endorsed by the publisher.

Supplementary material

The Supplementary Material for this article can be found online at:
https://www.frontiersin.org/articles/10.3389/fchem.2022.1116887/
full#supplementary-material

References

Albaladejo, M. J., Alonso, F., and González-Soria, M. J. (2015). Synthetic and
mechanistic studies on the solvent-dependent copper-catalyzed formation of
indolizines and chalcones. ACS Catal. 5, 3446–3456. doi:10.1021/acscatal.5b00417

Albaladejo, M. J., Alonso, F., and Yus, M. (2013). Synthesis of indolizines and
heterocyclic chalcones catalyzed by supported copper nanoparticles. Chem. Eur. J. 19,
5242–5245. doi:10.1002/chem.201204305

Albaladejo, M. J., González-Soria, M. J., and Alonso, F. (2018). Metal-free remote-site
C–H alkenylation: Regio- and diastereoselective synthesis of solvatochromic dyes. Green
Chem. 20, 701–712. doi:10.1039/c7gc03436a

Alonso, F., Moglie, Y., Radivoy, G., and Yus, M. (2011). Click chemistry from organic
halides, diazonium salts and anilines in water catalysed by copper nanoparticles on
activated carbon. Org. Biomol. Chem. 9, 6385–6395. doi:10.1039/c1ob05735a

Alonso, F., Moglie, Y., Radivoy, G., and Yus, M. (2010). Multicomponent synthesis of 1,
2, 3-triazoles in water catalyzed by copper nanoparticles on activated carbon. Adv. Synth.
Catal. 352, 3208–3214. doi:10.1002/adsc.201000637

An, B.-K., Hu, W., Burn, P. L., andMeredith, P. (2010a). New type II catechol-thiophene
sensitizers for dye-sensitized solar cells. J. Phys. Chem. C 114, 17964–17974. doi:10.1021/
jp105687z

An, B.-K., Wang, K., Burn, P. L., and Meredith, P. (2010b). Fluoride sensing by catechol-
based π-electron systems. ChemPhysChem 11, 3517–3521. doi:10.1002/cphc.201000582

Awuah, E., and Capretta, A. J. (2010). Strategies and synthetic methods directed toward
the preparation of libraries of substituted isoquinolines. J. Org. Chem. 75 (16), 5627–5634.
doi:10.1021/jo100980p

Bjerg, E. E., Marchán-García, J., Buxaderas, E., Moglie, Y., and Radivoy, G. (2022).
Oxidative α-functionalization of 1, 2, 3, 4-tetrahydroisoquinolines catalyzed by a
magnetically recoverable copper nanocatalyst. Application in the aza-henry reaction
and the synthesis of 3, 4-dihydroisoquinolones. J. Org. Chem. 87 (20), 13480–13493.
doi:10.1021/acs.joc.2c01782

Boess, E., Schmitz, C., and Klussmann, M. (2012). A comparative mechanistic study of
Cu-catalyzed oxidative coupling reactions with N-phenyltetrahydroisoquinoline. J. Am.
Chem. Soc. 134 (11), 5317–5325. doi:10.1021/ja211697s

Boess, E., Sureshkumar, D., Sud, A., Wirtz, C., Farès, C., and Klussmann, M. (2011).
Mechanistic studies on a Cu-catalyzed aerobic oxidative coupling reaction with N-phenyl
tetrahydroisoquinoline: Structure of intermediates and the role of methanol as a solvent.
J. Am. Chem. Soc. 133 (21), 8106–8109. doi:10.1021/ja201610c

Boess, E., Van Hoof, M., Birdsall, S. L., and Klussmann, M. (2020). Investigating the
oxidation step in the CuCl2-catalyzed aerobic oxidative coupling reaction of N-aryl
tetrahydroisoquinolines. J. Org. Chem. 85, 1972–1980. doi:10.1021/acs.joc.9b02707

Catino, A. J., Nichols, J. M., Nettles, B. J., and Doyle, M. P. (2006). The oxidative
mannich reaction catalyzed by dirhodium caprolactamate. J. Am. Chem. Soc. 128 (17),
5648–5649. doi:10.1021/ja061146m

Dangles, O., and Fenger, J.-A. (2018). The chemical reactivity of anthocyanins and its
consequences in food science and nutrition. Molecules 23, 1970. doi:10.3390/
molecules23081970

Estévez, L., Queizán, M., Mosquera, R. A., Guidi, L., Lo Piccolo, E., and Landi, M. (2021).
First characterization of the formation of anthocyanin–Ge and anthocyanin–B complexes
through UV–vis spectroscopy and density functional theory quantum chemical
calculations. J. Agric. Food Chem. 69, 1272–1282. doi:10.1021/acs.jafc.0c06827

Evangelio, E., Hernando, J., Imaz, I., Bardaj, G. G., Alibéfeldhs, R., Busqué, F., et al.
(2008). Catechol derivatives as fluorescent chemosensors for wide-range pH detection.
Chem. Eur. J. 14, 9754–9763. doi:10.1002/chem.200800722

Forooshani, P. K., and Lee, B. P. (2017). Recent approaches in designing bioadhesive
materials inspired by mussel adhesive protein. J. Polym. Sci. Part A Polym. Chem. 55, 9–33.
doi:10.1002/pola.28368

Gaidamauskas, E., Crans, D. C., Parker, H., Saejueng, K., Kashemirovc, B. A., and
McKennac, C. E. (2011). Quantification of foscarnet with chromogenic and
fluorogenic chemosensors: Indicator displacement assays based on metal ion
coordination with a catechol ligand moiety. New J. Chem. 35, 2877–2883. doi:10.
1039/c1nj20460b

Gallastegui, A., Porcarelli, L., Palacios, R. E., Gómez, M. L., and Mecerreyes, D. (2019).
Catechol-containing acrylic poly(ionic liquid) hydrogels as bioinspired filters for water
decontamination. ACS Appl. Polym. Mat. 1 (7), 1887–1895. doi:10.1021/acsapm.9b00443

Gapin, A., Idriss, H., Blanc, S., Billon, L., Delville, M.-H., Bousquet, A., et al. (2020). Low
band-gap polymer brushes: Influence of the end-group on the morphology of core-shell
nanoparticles. React. Funct. Polym. 155, 104700. doi:10.1016/j.reactfunctpolym.2020.
104700

Garrido, M., Lázaro, I., Larrechi, M. S., and Rius, F. X. (2004). Multivariate resolution
of rank-deficient near-infrared spectroscopy data from the reaction of curing epoxy
resins using the rank augmentation strategy and multivariate curve resolution
alternating least squares approach. Anal. Chim. Acta 515, 65–73. doi:10.1016/j.aca.
2003.10.088

Golabi, S. M., and Nematollahi, D. (1997). Electrochemical study of catechol and some
3-substituted catechols in the presence of 4-hydroxy coumarin: Application to the electro-
organic synthesis of new coumestan derivatives. J. Electroanal. Chem. 420, 127–134.
doi:10.1016/s0022-0728(96)04804-8

Guo, Z., Mi, S., and Sun, W. (2018). The multifaceted nature of catechol chemistry:
Bioinspired pH-initiated hyaluronic acid hydrogels with tunable cohesive and adhesive
properties. J. Mat. Chem. B 6, 6234–6244. doi:10.1039/c8tb01776j

Iacomino, M., Mancebo-Aracil, J., Guardingo, M., Martín, R., D’Errico, G., Perfetti, M.,
et al. (2017). Replacing nitrogen by sulfur: From structurally disordered eumelanins to
regioregular thiomelanin polymers. Int. J. Mol. Sci. 18, 2169. doi:10.3390/ijms18102169

Ivanov, V. M., and Kochelayeva, G. A. (2006). Pyrocatechol Violet in
spectrophotometric and novel optical methods. Russ. Chem. Rev. 75, 255–266. doi:10.
1070/rc2006v075n03abeh003610

Ji, S.-L., Qian, H.-L., Yang, C.-X., Zhao, X., and Yan, X.-P. (2019). Thiol-ene click
synthesis of phenylboronic acid-functionalized covalent organic framework for selective
catechol removal from aqueous medium. ACS Appl. Mat. Interfaces 11 (49), 46219–46225.
doi:10.1021/acsami.9b17324

Kaushik, R., Kumar, P., Ghosh, P., Guptab, N., Kaur, D., Arora, S., et al. (2015). Alizarin
red S–zinc(ii) fluorescent ensemble for selective detection of hydrogen sulphide and assay
with an H2S donor. RSC Adv. 5, 79309–79316. doi:10.1039/c5ra11901d

Krogsgaard, M., Nue, V., and Birkedal, H. (2016). Mussel-Inspired materials: Self-
healing through coordination chemistry. Chem. Eur. J. 22, 844–857. doi:10.1002/chem.
201503380

Lee, Y.-K., and Lee, S.-Y. (2014). A colorimetric alginate-catechol hydrogel suitable as a
spreadable pH indicator. Dyes Pigm 108, 1–6. doi:10.1016/j.dyepig.2014.04.014

Li, S., Mu, B., Wang, X., Kang, Y., and Wang, A. (2019). A comparative study on color
stability of anthocyanin hybrid pigments derived from 1D and 2D clay minerals.Materials
12, 3287. doi:10.3390/ma12203287

Lyu, Q., Hsueh, N., and Chai, C. L. L. (2019). The chemistry of bioinspired
catechol(amine)-based coatings. ACS Biomater. Sci. Eng. 5 (6), 2708–2724. doi:10.
1021/acsbiomaterials.9b00281

Frontiers in Chemistry frontiersin.org11

Calmels et al. 10.3389/fchem.2022.1116887

https://www.frontiersin.org/articles/10.3389/fchem.2022.1116887/full#supplementary-material
https://www.frontiersin.org/articles/10.3389/fchem.2022.1116887/full#supplementary-material
https://doi.org/10.1021/acscatal.5b00417
https://doi.org/10.1002/chem.201204305
https://doi.org/10.1039/c7gc03436a
https://doi.org/10.1039/c1ob05735a
https://doi.org/10.1002/adsc.201000637
https://doi.org/10.1021/jp105687z
https://doi.org/10.1021/jp105687z
https://doi.org/10.1002/cphc.201000582
https://doi.org/10.1021/jo100980p
https://doi.org/10.1021/acs.joc.2c01782
https://doi.org/10.1021/ja211697s
https://doi.org/10.1021/ja201610c
https://doi.org/10.1021/acs.joc.9b02707
https://doi.org/10.1021/ja061146m
https://doi.org/10.3390/molecules23081970
https://doi.org/10.3390/molecules23081970
https://doi.org/10.1021/acs.jafc.0c06827
https://doi.org/10.1002/chem.200800722
https://doi.org/10.1002/pola.28368
https://doi.org/10.1039/c1nj20460b
https://doi.org/10.1039/c1nj20460b
https://doi.org/10.1021/acsapm.9b00443
https://doi.org/10.1016/j.reactfunctpolym.2020.104700
https://doi.org/10.1016/j.reactfunctpolym.2020.104700
https://doi.org/10.1016/j.aca.2003.10.088
https://doi.org/10.1016/j.aca.2003.10.088
https://doi.org/10.1016/s0022-0728(96)04804-8
https://doi.org/10.1039/c8tb01776j
https://doi.org/10.3390/ijms18102169
https://doi.org/10.1070/rc2006v075n03abeh003610
https://doi.org/10.1070/rc2006v075n03abeh003610
https://doi.org/10.1021/acsami.9b17324
https://doi.org/10.1039/c5ra11901d
https://doi.org/10.1002/chem.201503380
https://doi.org/10.1002/chem.201503380
https://doi.org/10.1016/j.dyepig.2014.04.014
https://doi.org/10.3390/ma12203287
https://doi.org/10.1021/acsbiomaterials.9b00281
https://doi.org/10.1021/acsbiomaterials.9b00281
https://www.frontiersin.org/journals/chemistry
https://www.frontiersin.org
https://doi.org/10.3389/fchem.2022.1116887


Lyu, X., Tang, W., Sasaki, Y., Zhao, J., Zheng, T., Tian, Y., et al. (2021). Toward food
freshness monitoring: Coordination binding–based colorimetric sensor array for sulfur-
containing amino acids. Front. Chem. 9, 685783. doi:10.3389/fchem.2021.685783

Mancebo-Aracil, J., Casagualda, C., Moreno-Villaecija, M. A., Nador, F., García-Pardo,
J., Franconetti-García, A., et al. (2019). Bioinspired functional catechol derivatives through
simple thiol conjugate addition. Chem. Eur. J. 25, 12367–12379. doi:10.1002/chem.
201901914

Monteiro-Silva, F., Queirós, C., Leite, A., Rodríguez, M. T., Rojo, M. J., Torroba, T., et al.
(2021). Synthesis of catechol derived rosamine dyes and their reactivity toward biogenic
amines. Molecules 26, 5082. doi:10.3390/molecules26165082

Murahashi, S.-I., Komiya, N., Terai, H., and Nakae, T. J. (2003). Aerobic ruthenium-
catalyzed oxidative cyanation of tertiary amines with sodium cyanide. J. Am. Chem. Soc.
125 (50), 15312–15313. doi:10.1021/ja0390303

Nador, F., Mancebo-Aracil, J., Zanotto, D., Ruiz-Molina, D., and Radivoy, G. (2021).
Thiol-yne click reaction: An interesting way to derive thiol-provided catechols. RSC Adv.
11, 2074–2082. doi:10.1039/d0ra09687c

Nador, F., Volpe, M. A., Alonso, F., Feldhoff, A., Kirschning, A., and Radivoy, G. (2013).
Copper nanoparticles supported on silica coated maghemite as versatile, magnetically
recoverable and reusable catalyst for alkyne coupling and cycloaddition reactions. Appl.
Catal. A Gen. 455, 39–45. doi:10.1016/j.apcata.2013.01.023

Nador, F., Wnuk, K., García-Pardo, J., Lorenzo, J., Solorzano, R., Ruiz-Molina, D., et al.
(2018a). Dual-fluorescent nanoscale coordination polymers via a mixed-ligand synthetic
strategy and their use for multichannel imaging. ChemNanoMat 4, 183–193. doi:10.1002/
cnma.201700311

Nador, F., Wnuk, K., Roscini, C., Solorzano, R., Faraudo, J., Ruiz-Molina, D., et al.
(2018b). Solvent-tuned supramolecular assembly of fluorescent catechol/pyrene
amphiphilic molecules. Chem. Eur. J. 24 (55), 14724–14732. doi:10.1002/chem.201802249

Ogawa, M., Takee, R., Okabe, Y., and Seki, Y. (2017). Bio-geo hybrid pigment; clay-
anthocyanin complex which changes color depending on the atmosphere. Dyes Pigm 139,
561–565. doi:10.1016/j.dyepig.2016.12.054

Ooyama, Y., Yamada, T., Fujita, T., Harima, Y., and Ohshita, J. (2014). Development of
D–π–Cat fluorescent dyes with a catechol group for dye-sensitized solar cells based on dye-
to-TiO2 charge transfer. J. Mat. Chem. A 2, 8500–8511. doi:10.1039/c4ta01286k

Panchireddy, S., Grignard, B., Thomassin, J.-M., Jerome, C., and Detrembleur, C. (2018).
Catechol containing polyhydroxyurethanes as high-performance coatings and adhesives.
ACS Sustain. Chem. Eng. 6 (11), 14936–14944. doi:10.1021/acssuschemeng.8b03429

Qiu, W.-Z., Wu, G.-P., and Xu, Z.-K. (2018). Robust coatings via catechol–amine
codeposition: Mechanism, kinetics, and application. ACS Appl. Mat. Interfaces 10 (6),
5902–5908. doi:10.1021/acsami.7b18934

Queirós, C., Leite, A., Couto, M. G. M., Cunha-Silva, L., Barone, G., de Castro, B., et al.
(2015). The influence of the amide linkage in the FeIII-binding properties of catechol-
modified rosamine derivatives. Chem. Eur. J. 21, 15692–15704. doi:10.1002/chem.201502093

Queirós, C., Leite, A., Couto, M. G. M., Moniz, T., Cunha-Silva, L., Gameiro, P., et al.
(2014). Tuning the limits of pH interference of a rhodamine ion sensor by introducing
catechol and 3-hydroxy-4-pyridinone chelating units. Dyes Pigm 110, 193–202. doi:10.
1016/j.dyepig.2014.04.007

Queirós, C., Silva, A. M. G., Lopes, S. C., Ivanova, G., Gameiro, P., and Rangel, M. (2012).
A novel fluorescein-based dye containing a catechol chelating unit to sense iron(III). Dyes
Pigm 93, 1447–1455. doi:10.1016/j.dyepig.2011.10.010

Ryu, J. H., Hong, S., and Lee, H. (2015). Bio-inspired adhesive catechol-conjugated
chitosan for biomedical applications: A mini review. Acta Biomater. 27, 101–115. doi:10.
1016/j.actbio.2015.08.043

Saiz-Poseu, J., Mancebo-Aracil, J., Nador, F., Busqué, F., and Ruiz-Molina, D. (2019).
The chemistry behind catechol-based adhesion. Angew. Chem. Int. Ed. 58, 696–714. doi:10.
1002/anie.201801063

Sasaki, Y., Zhang, Z., andMinami, T. (2019). A saccharide chemosensor array developed
based on an indicator displacement assay using a combination of commercially available
reagents. Front. Chem. 7, 49. doi:10.3389/fchem.2019.00049

Sedó, J., Saiz-Poseu, J., Busqué, F., and Ruiz-Molina, D. (2013). Catechol-based
biomimetic functional materials. Adv. Mat. 25, 653–701. doi:10.1002/adma.201202343

Shahrokhian, S., and Hamzehloei, A. (2003). Electrochemical oxidation of catechol in
the presence of 2-thiouracil: Application to electro-organic synthesis. Electrochem.
Commun. 5, 706–710. doi:10.1016/s1388-2481(03)00170-x

Souza Campelo, C., Chevallier, P., Loy, C., Silveira Vieira, R., and Mantovani, D. (2020).
Development, validation, and performance of chitosan-based coatings using catechol
coupling. Macromol. Biosci. 20, 1900253. doi:10.1002/mabi.201900253

Szadkowski, B., Rogowski, J., Maniukiewicz, W., Beyou, E., and Marzec, A. (2022). New
natural organic–inorganic pH indicators: Synthesis and characterization of pro-ecological
hybrid pigments based on anthraquinone dyes and mineral supports. J. Ind. Eng. Chem.
105, 446–462. doi:10.1016/j.jiec.2021.10.004

Tang, P., and Giusti, M. M. (2020). Metal chelates of petunidin derivatives exhibit
enhanced color and stability. Foods 9, 1426. doi:10.3390/foods9101426

Toghan, A., Abo-Bakr, A. M., Rageha, H. M., and Abd-Elsabour, M. (2019). Green
electrochemical strategy for one-step synthesis of new catechol derivatives. RSC Adv. 9,
13145–13152. doi:10.1039/c9ra01206k

Torrini, F., Renai, L., Scarano, S., Del Bubba, M., Palladino, P., and Minunni, M. (2022).
Colorimetric selective quantification of anthocyanins with catechol/pyrogallol moiety in edible
plants upon zinc complexation. Talanta 240, 123156. doi:10.1016/j.talanta.2021.123156

Wang, D., Liu, D., Duan, H., Xu, Y., Zhou, Z., and Wang, P. (2020). Catechol dyes-
tyrosinase system for colorimetric determination and discrimination of dithiocarbamate
pesticides. J. Agric. Food Chem. 68, 9252–9259. doi:10.1021/acs.jafc.0c03352

Willms, J. A., Gleich, H., Schrempp, M., Menche, D., and Engeser, M. (2018).
Investigations of the copper-catalyzed oxidative cross-coupling of
tetrahydroisoquinolines with diethylzinc by a combination of mass spectrometric and
electrochemical methods. Chem. Eur. J. 24, 2663–2668. doi:10.1002/chem.201704914

Yang, E.-L., Sun, B., Huang, Z.-Y., Lin, J.-G., Jiao, B., and Xiang, L. (2019). Synthesis,
purification, and selective β2-AR agonist and bronchodilatory effects of catecholic
tetrahydroisoquinolines from Portulaca oleracea. J. Nat. Prod. 82, 2986–2993. doi:10.
1021/acs.jnatprod.9b00418

Yang, J., Cohen-Stuart, M. A., and Kamperman, M. (2014). Jack of all trades: Versatile
catechol crosslinking mechanisms. Chem. Soc. Rev. 43, 8271–8298. doi:10.1039/
c4cs00185k

Yang, W., Gao, X., Springsteen, G., and Wang, B. (2002). Catechol pendant polystyrene
for solid-phase synthesis. Tetrahedron Lett. 43, 6339–6342. doi:10.1016/s0040-4039(02)
01370-9

Yin, W., Zhu, H., and Wang, R. (2014). A sensitive and selective fluorescence probe
based fluorescein for detection of hypochlorous acid and its application for biological
imaging. Dyes Pigm 107, 127–132. doi:10.1016/j.dyepig.2014.03.012

Yoo, W.-J., and Li, C.-J. (2010). Cross-dehydrogenative coupling reactions of sp3-
hybridized C-H bonds. Top. Curr. Chem. 292, 281–302. doi:10.1007/128_2009_17

Zhan, H., Chen, J., Zhang, C., Zhang, J., and Fan, L.-J. (2021). Design, synthesis, and
adhesion of fluorescent conjugated polymers with pendant catechol groups. ACS Appl.
Polym. Mat. 3, 4543–4553. doi:10.1021/acsapm.1c00603

Zhang, C., Li, H.-N., Du, Y., Ma, M.-Q., and Xu, Z.-K. (2017). CuSO4/H2O2-Triggered
polydopamine/poly(sulfobetaine methacrylate) coatings for antifouling membrane
surfaces. Langmuir 33, 1210–1216. doi:10.1021/acs.langmuir.6b03948

Zhang, Q., Nurumbetov, G., Simula, A., Zhu, C., Li, M., Wilson, P., et al. (2016).
Synthesis of well-defined catechol polymers for surface functionalization of magnetic
nanoparticles. Polym. Chem. 7, 7002–7010. doi:10.1039/c6py01709f

Zhang, W., Wang, R., Sun, Z.-M., Zhu, X., Zhao, Q., Zhang, T., et al. (2020). Catechol-
functionalized hydrogels: Biomimetic design, adhesion mechanism, and biomedical
applications. Chem. Soc. Rev. 49, 433–464. doi:10.1039/c9cs00285e

Zhao, Y., Song, X., Song, Q., and Yin, Z. (2012). A facile route to the synthesis copper
oxide/reduced graphene oxide nanocomposites and electrochemical detection of catechol
organic pollutant. CrystEngComm 14, 6710–6719. doi:10.1039/c2ce25509j

Frontiers in Chemistry frontiersin.org12

Calmels et al. 10.3389/fchem.2022.1116887

https://doi.org/10.3389/fchem.2021.685783
https://doi.org/10.1002/chem.201901914
https://doi.org/10.1002/chem.201901914
https://doi.org/10.3390/molecules26165082
https://doi.org/10.1021/ja0390303
https://doi.org/10.1039/d0ra09687c
https://doi.org/10.1016/j.apcata.2013.01.023
https://doi.org/10.1002/cnma.201700311
https://doi.org/10.1002/cnma.201700311
https://doi.org/10.1002/chem.201802249
https://doi.org/10.1016/j.dyepig.2016.12.054
https://doi.org/10.1039/c4ta01286k
https://doi.org/10.1021/acssuschemeng.8b03429
https://doi.org/10.1021/acsami.7b18934
https://doi.org/10.1002/chem.201502093
https://doi.org/10.1016/j.dyepig.2014.04.007
https://doi.org/10.1016/j.dyepig.2014.04.007
https://doi.org/10.1016/j.dyepig.2011.10.010
https://doi.org/10.1016/j.actbio.2015.08.043
https://doi.org/10.1016/j.actbio.2015.08.043
https://doi.org/10.1002/anie.201801063
https://doi.org/10.1002/anie.201801063
https://doi.org/10.3389/fchem.2019.00049
https://doi.org/10.1002/adma.201202343
https://doi.org/10.1016/s1388-2481(03)00170-x
https://doi.org/10.1002/mabi.201900253
https://doi.org/10.1016/j.jiec.2021.10.004
https://doi.org/10.3390/foods9101426
https://doi.org/10.1039/c9ra01206k
https://doi.org/10.1016/j.talanta.2021.123156
https://doi.org/10.1021/acs.jafc.0c03352
https://doi.org/10.1002/chem.201704914
https://doi.org/10.1021/acs.jnatprod.9b00418
https://doi.org/10.1021/acs.jnatprod.9b00418
https://doi.org/10.1039/c4cs00185k
https://doi.org/10.1039/c4cs00185k
https://doi.org/10.1016/s0040-4039(02)01370-9
https://doi.org/10.1016/s0040-4039(02)01370-9
https://doi.org/10.1016/j.dyepig.2014.03.012
https://doi.org/10.1007/128_2009_17
https://doi.org/10.1021/acsapm.1c00603
https://doi.org/10.1021/acs.langmuir.6b03948
https://doi.org/10.1039/c6py01709f
https://doi.org/10.1039/c9cs00285e
https://doi.org/10.1039/c2ce25509j
https://www.frontiersin.org/journals/chemistry
https://www.frontiersin.org
https://doi.org/10.3389/fchem.2022.1116887

	Novel pH-sensitive catechol dyes synthesised by a three component one-pot reaction
	1 Introduction
	2 Materials and methods
	2.1 General
	2.2 Synthesis and characterization of THIQs 2a, 2b and 2c
	2.3 Synthesis and characterization of THIQs 2d
	2.4 Preparation and characterization of CuNPs/C catalyst
	2.5 Procedure for the one-pot three component synthesis of products 3 and their characterization

	3 Results and discussion
	3.1 Optimization of reaction conditions
	3.2 Scope of the reaction
	3.3 Proposed mechanism
	3.4 Study of product 3aa by UV-Vis spectroscopy
	3.5 Study of product 3aa by 13C NMR

	4 Conclusion
	Data availability statement
	Author contributions
	Funding
	Acknowledgments
	Conflict of interest
	Publisher’s note
	Supplementary material
	References


