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An unprecedented palladium/arsenic-based catalytic cycle for the hydration of
nitriles to the corresponding amides is here described. It occurs in exceptionally
mild conditions such as neutral pH and moderate temperature (60°C). The
versatility of this new catalytic cycle was tested on various nitriles from
aliphatic to aromatic. Also, the effect of ring substitution with electron
withdrawing and electron donating groups was investigated in the cases of
aromatic nitriles, as well as the effect of potentially interferent functional
groups such as hydroxy group or pyridinic nitrogen. Furthermore, a pilot study
on the potential suitability of this approach for its scale-up is presented, revealing
that the catalytic cycle could be potentially and quickly scaled up.
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1 Introduction

The amide function undoubtedly represents one of the most important groups in several
fields of chemistry. The peptide bond is indeed a type of amide chemical bond allowing to exert
the key functions of proteins and in turn the chemistry of life (Goswami and Van Lanen, 2015;
Mahesh et al., 2018). Pairwise, amides are “building bricks” for several technological and
organic, industrial, pharmaceutical, and material chemistry applications. Amide groups are
commonly found in high-value industrial chemicals, e.g., polymers, plasticizers, solvents (Le
Berre et al., 2014), and lubricants (Khalkar et al., 2013). For this reason, the search for improved
processes for amides production is of great interest to the chemical industry (Messa et al.,
2018). Several synthetic routes are exploitable in the case of laboratory-scale; however, most of
them imply drastic experimental conditions that may not be tolerated by other functional
groups present on themolecule itself (Montalbetti and Falque, 2005). Moreover, these methods
typically suffer from a low atom economy and are associated with the generation of large
quantities of waste products, making them scarcely sustainable (Ojeda and Yilmaz, 2013;
Hahladakis et al., 2018). In large-scale industrial production, the nitrile hydration process is
surely a forced choice due to the more favorable atom economy. Unfortunately, also this latter
approach has some relevant drawbacks since the hydration reaction is usually catalyzed by
strongly acidic or basic conditions that may result in a lack of fine reaction control and of the
stability of the amides themselves. Moreover, owing to the harsh reaction conditions, the
accurate control of the hydration process is frequently unsatisfactory. Indeed, on the one hand,
in the case of basic catalysis the desired amide is often hydrolyzed to the corresponding
carboxylate with stoichiometric consumption of the catalyst. On the other hand, in the case of
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an acid-mediated process, careful control of the temperature and of
the reagents’ ratio is required to avoid the occurrence of a
polymerization process triggered by the exothermic character of
the hydrolysis reaction (Kukushkin and Pombeiro, 2005). The
formation of side products, such as neutralization salts, is an
additional drawback that imposes burdensome problems in the
disposal of chemical waste. Accordingly, there is a strong interest
in discovering new and more efficient amide production strategies
capable to overcome the limitations of the currently available
procedures, especially at the industrial scale. In this frame, some
interesting results have been obtained by Parkins and coworkers using
platinum phosphinito catalysts, but the described processes required
reaction temperatures ≥90°C (Ghaffar and Parkins, 1995; 2000;
Parkins, 1996). Moreover, some other methods have been
described using metallic or enzymatic catalysts (García-Álvarez
et al., 2014; Tomás-Mendivil et al., 2014; Bryan et al., 2018; Messa
et al., 2018; Cheng et al., 2020; Alcántara et al., 2022). Anyway, to the
best of our knowledge, these latter alternative approaches still suffer
from relevant complications, such as the employment of carbon
monoxide (Messa et al., 2018), the need for precious metals-
containing coordination complexes as catalysts, or enzymes with
low thermal stability and narrow substrate tolerability (García-
Álvarez et al., 2014; Tomás-Mendivil et al., 2014; Bryan et al.,
2018; Cheng et al., 2020; Alcántara et al., 2022). As a contribution
in this direction, we describe here a novel nitriles hydration process for
the convenient conversion into the respective amides, based on a
palladium/arsenic-mediated catalytic cycle. This catalytic hydration
process uses commercially available catalysts, such as palladium
chloride and arsenic trioxide. Moreover, the catalytic cycle is
effective at neutral pH and moderate temperature (60°C). Due to
these mild conditions, no by-products are generated, and the
unreacted nitrile can be fully recovered through classical
procedures such as distillation or flash column chromatography.
This latter aspect is highly desirable in laboratory-scale fine
chemistry research, where the substrate might be a expensive
custom-synthesized molecule. The experimental conditions have
been derived after several attempts. More precisely, in the case of
water-immiscible nitriles, DMF turned out to be the only effective
cosolvent (others, such as THF, acetone and ethanol, did not allow the
reaction to work at all). Based on these data we pointed out that,
overall, the ideal cosolvent must ensure the complete solubilization of
the substrate and at the same time must be non-coordinating towards
the Pd center because coordination hampers the catalytic cycle.
Additionally, DMF is non-protic and has the required polarity
(compared with other tested non-protic solvents such as acetone).
Also, a wide range of temperatures has been explored: as a rule of
thumb, higher temperatures speed up the hydration process together
with catalyst deactivation. The temperature of 60°C turned out to be a
good compromise among these two contrasting effects, moreover, in
the case of hydrophobic nitriles, prevents substrate precipitation.

2 Materials and methods

Four different experimental setups were explored, namely, A, B, C
and D. These four procedures were used for liquid and water-miscible
nitriles (A), liquid hydrophobic nitriles (B) and solid nitriles (C and D),
see Table 1. All setups have been optimized for keeping substrates in

solution with as little amount of DMF as possible. For comparison
purposes between the different setups, it should be taken into account
that, in order to avoid experimental bias (due to the extremely small
amount of catalysts it would have been necessary to weigh), a larger
amount of catalysts has been used in for setup A-D (0.050 mmol and
0.075 mmol for PdCl2 and As2O3, roughly 1:380 with respect to
substrates). At variance, the amount of PdCl2 and As2O3 has been
decreased (ratio 1:6,500, see below) in the large-scale setup allowing the
calculation of the TON. For the characterization of the obtained
products, the NMR spectra were acquired on a JEOL 400 YH
spectrometer (resonating frequencies: 400 and 100MHz for 1H and
13C, respectively). Spectra were recorded at room temperature (25°C ±
2°C) using solvents with a deuteration degree ≥99.8% and calibrated on
solvent residual signals. Deuterated solvents were purchased from
Deutero GmbH.

2.1 Setup A (liquid and water-miscible
substrates)

1 mL of acetonitrile and 10 mg of palladium chloride were added
into a 50 mL flask. The suspension was stirred and heated to 60°C
with an oil bath. After 30 min 1 mL of demineralized water and
15 mg of arsenic trioxide were added. The suspension was stirred at
60°C overnight, then the liquid phase in the flask was completely
evaporated, and the crude product was purified through classical
flash column chromatography eluting with 100% EtOAc.

2.2 Setup B (liquid and water-insoluble
substrates)

1 mL of nitrile and 10 mg of palladium chloride were added into
a 50 mL flask. The suspension was stirred and heated to 60°C with an
oil bath. After 30 min 1 mL of demineralized water, 0.5 mL of DMF
and 15 mg of arsenic trioxide were added. The suspension was
stirred at 60°C overnight, then the liquid phase in the flask was
completely evaporated, and the crude products were purified
through classical flash column chromatography (100% EtOAc for
propionamide and methacrylamide; gradient between CHCl3 and
EtOAc for phenylacetamide and benzamide).

2.3 Setup C (solid and water-insoluble
substrates)

600 mg of nitrile, 2 mL of DMF and 10 mg of palladium chloride
were added into a 50 mL flask. The suspensionwas stirred and heated to
60°C with an oil bath. After 30 min 0.5 mL of demineralized water and
15 mg of arsenic trioxide were added. The suspension was stirred at
60°C overnight, then the liquid phase in the flask was completely
evaporated, and the crude products were purified through classical flash
column chromatography (gradient between CHCl3 and EtOAc for 2-
cyanobenzamide, 4-dimethylaminobenzamide, 4-bromobenzamide;
gradient between CHCl3 and acetone for 4-nitrobenzamide; CH2Cl2/
EtOAc 9:1 for 2-hydroxybenzamide) or simple filtration on celite
septum after dissolution in methanol (4-cyano-1-methylpyridin-1-
ium nitrate).
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2.4 Setup D (solid and extremely water-
insoluble substrates)

This experimental procedure can be seen as a modification of
setup C and it was explored due to the low solubility of benzene-1,4-
dicarbonitrile, which did not dissolve in the condition described in
setup C. 640 mg of nitrile, 4 mL of DMF and 10 mg of palladium
chloride were added into a 50 mL flask. The suspension was stirred
and heated to 60°C with an oil bath. After 30 min 1 mL of
demineralized water and 15 mg of arsenic trioxide were added.
The suspension was stirred at 60°C overnight, then the liquid
phase in the flask was completely evaporated, and the crude
product was purified through classical flash column
chromatography with a gradient between CHCl3 and EtOAc.

2.5 Large scale setup 1

170mL of acetonitrile (132.6 g; 3.210 mol), 178 mg of palladium
chloride (1.00 mmol), 198 mg of arsenic trioxide (1.00 mmol) and
60 mL of demineralized water were added into a 1 L flask. The
suspension was refluxed overnight at 110°C in an oil bath. After that,
the suspensionwas left to cool and subsequentlyfiltered for removing the
formed metal particles. The resulting solution was reduced in volume
through a rotary evaporator and then dried under vacuum until the
formed acetamide turned out to be completely dried. With this setup

TABLE 1 Experimental hydration yields for the tested substrates.

Substrate Experimental setup[a] % amide yield

Acetonitrile A 48

Propionitrile B 61

Methacrylonitrile B 10

Phenylacetonitrile B 56

Benzonitrile B 54

2-Hydroxybenzonitrile C 43

4-(Dimethylamino)benzonitrile C 34

4-Bromobenzonitrile C 70

4-Nitrobenzonitrile C 94

Benzene-1,2-dicarbonitrile[b] C 14

Benzene-1,4-dicarbonitrile[b] D 31

3-Pyridinecarbonitrile C 0

4-Pyridinecarbonitrile C 0

2-Pyrimidinecarbonitrile C 0

4-Cyano-1-methylpyridin-1-ium nitrate C 17[c]

aExperimental details are provided in the Material and methods section.
bOnly monohydrated products are present.
c1H NMR, analysis of the crude product shows quantitative hydration of starting nitrile. The low final yield is due to product loss during the filtration step (over celite), owing to the product’s

ionic form.

FIGURE 1
Proposed mechanism for the catalytic cycle.
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were recovered 76 g of acetamide; 41% yield (in good agreement with the
calculated one in setup A).

2.6 Large scale setup 2

This experiment was performed with the same modalities as above,
but with a reduction of the catalytic materials to 90 mg of palladium
chloride (0.50 mmol) and 95mg of arsenic trioxide (0.50 mmol). With
this setup, we experienced a yield reduction to 30%, which allowed us to
calculate the catalyst turnover number. TON: 1864.

Acetamide obtained in both large-scale setups was purified only
through filtration since these experiments served only for method
robustness confirmation and TON calculation.

3 Results and discussion

The likely catalytic cycle is described and discussed together with
a preliminary scale-up attempt focused on a simple and industrially
relevant substrate such as acetonitrile. A relationship in terms of
substrate structure and reaction yields is also provided. The
hydration process was conducted on sixteen different substrates,
whose results are summarized in Table 1. The selection of substrates
covered a wide range of cases, spreading from aliphatic to aromatic
nitriles. In addition, the effects of ring substitution with EWG and
EDG groups have been investigated in the cases of aromatic nitriles,
as well as the effect of potentially interferent functional groups such
as hydroxy group or pyridinic nitrogen.

The reaction takes place as follows: a catalytic amount of PdCl2
is reacted with the selected nitrile to afford the square planar
complex bis(nitrile)dichloropalladium(II). Subsequently, an excess
of water is added together with As2O3. In these conditions, As2O3

reacts with water to form the unstable arsenous acid. This latter,
owing to the availability of the arsenic electron lone pair, acts as a
ligand towards the palladium center. Therefore, we presume the
formation of a catalytic species in which the palladium atom holds
a nitrile molecule in the spatial proximity of an arsorous acid
moiety (Figure 1, step I). As depicted in Figure 1, we assume that
the arsenic atom bound to hydroxyl groups acts as a nucleophile

toward the palladium-coordinated nitrile carbon atom (step II).
Then, the reaction proceeds with the intervention of a water
molecule (as depicted in step III) causing the opening of the
five-membered ring and the regeneration of the arsorous acid
moiety that still remains coordinated to the Pd(II) center (as
depicted in Figure 1, step IV). The release of the formed amide
and the coordination of a new nitrile molecule to the Pd(II) atom
complete the catalytic cycle.

Our mechanistic hypothesis is supported by the following
evidence.

- The reaction is not effective in the presence of palladium
chloride or arsenic trioxide alone. The hydration takes place
only if both catalysts are present in the reaction environment.

- Examples exist concerning the Pd-As(OH)3 direct bond, as
well as the occurrence of Pt-As motifs. More precisely,
coordination bonds have been already reported in the
literature and described through robust experimental
approaches including X-Ray crystallography (Sokolov et al.,
2001; Miodragović et al., 2013).

- The reaction is not effective toward substrates endowed with
stronger coordinating groups than nitrile moiety. In those
cases, there is a competition for the coordination to the
palladium center and this behavior has been verified with
pyridines, pyrimidines, or cationic substrates with a
coordinating iodide as the counterion. This aspect suggests
that coordination of the nitrile group on the palladium atom is
a mandatory step for the initiation of the catalytic cycle (Rajput
et al., 2004).

- The reaction is highly promoted by the presence of electron-
withdrawing groups (EWG) conjugated to the nitrile moiety
such as the nitro or N-Methylpiridinium groups (see note [c]
of Table. 1). This latter aspect can be easily rationalized in step
II (Figure 1) of the proposed reaction mechanism, in which the
nucleophilic attack of the oxygen on the nitrile carbon atom is
favored by a higher positive density charge induced from EWG
substituents.

- The intermediate obtained in step III (Figure 1) can be isolated
upon substitution of palladiumwith a less reactive metal centre
(Miodragović et al., 2013).

FIGURE 2
Reactions for the regeneration of the catalytic system.
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To note, the catalytic system, which during the reaction may be
subject to deactivation due to the reduction, can be regenerated by
dissolving the exhausted catalytic mixture with HCl in the presence
of Cl2 as depicted in Figure 2 (Grund et al., 2008). Under these
conditions, Pd(0) can be regenerated to PdCl2; while As(0) is
converted to AsCl3 which is a volatile liquid compound.
Accordingly, the separation of the AsCl3 from PdCl2 can be
afforded through a simple distillation process (Nikolashin et al.,
2007). A final hydrolysis step of AsCl3 will then afford arsenic
trioxide. This latter aspect is relevant because significantly enhances
the sustainability of the approach, even when scaled up.

Spurred by these interesting results, we have tried to scale up
the acetonitrile hydration reaction to assess its suitability for a
larger amount of substrate and to estimate the turnover number
(TON) of the catalytic arseno-palladium complex. We have
therefore performed two large-scale experiments (details are
reported in supporting material). In the first large-scale
reaction, we confirmed a moderate yield (41% similarly to the
48% of the smaller setup), while in the second experiment we
determined the turnover number of the catalytic system, which
was calculated to be 1.86×103. This TON is superior to that
already reported for catalytic complexes operating in similar mild
conditions (Guo et al., 2019).

4 Conclusion

In conclusion, we have here reported an unprecedented
hydration procedure that might be very useful for the
obtainment of aliphatic and aromatic amides from the parent
nitriles. Moreover, this procedure has a sustainable profile
because it operates with commercially available catalysts in mild
conditions, and in the presence of atmospheric oxygen.

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 authors.

Author contributions

DC performed the synthesis. DC, TM, and AP coordinated the
experimental activity and discussed the results. The manuscript was
written through the contributions of all authors. All authors
contributed to the article and approved the submitted version.

Funding

AP gratefully acknowledges funding by the University of Pisa
under the “PRA-Progetti di Ricerca di Ateneo” (Institutional
Research Grants), project no. PRA_2022-2023_12 “New
challenges of transition metal and lanthanide complexes in the
perspective of green chemistry”; TM thanks the University of
Pisa (Fondi di Ateneo 2020-2021 and PRA_2020_58).

Conflict of interest

The topic reported in this paper is subjected to patent Deposit
(inventors Damiano Cirri, Tiziano Marzo, Alessandro Pratesi)
Number (Ministero delle Imprese e del Made in Italy, Italy,
Università di Pisa): 102023000001458, 31 January 2023.

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.2023.1253008/
full#supplementary-material

References

Alcántara, A. R., Domínguez de María, P., Littlechild, J. A., Schürmann, M., Sheldon,
R. A., and Wohlgemuth, R. (2022). Biocatalysis as key to sustainable industrial
chemistry. ChemSusChem 15, e202102709. doi:10.1002/cssc.202102709

Bryan, M. C., Dunn, P. J., Entwistle, D., Gallou, F., Koenig, S. G., Hayler, J. D., et al.
(2018). Key Green Chemistry research areas from a pharmaceutical manufacturers’
perspective revisited. Green Chem. 20, 5082–5103. doi:10.1039/C8GC01276H

Cheng, Z., Xia, Y., and Zhou, Z. (2020). Recent advances and promises in nitrile
hydratase: Frommechanism to industrial applications. Front. Bioeng. Biotechnol. 8, 352.
doi:10.3389/fbioe.2020.00352

García-Álvarez, R., Francos, J., Tomás-Mendivil, E., Crochet, P., and Cadierno, V.
(2014). Metal-catalyzed nitrile hydration reactions: The specific contribution of
ruthenium. J. Organomet. Chem. 771, 93–104. doi:10.1016/j.jorganchem.2013.11.042

Ghaffar, T., and Parkins, A. W. (2000). The catalytic hydration of nitriles to amides
using a homogeneous platinum phosphinito catalyst. J. Mol. Catal. Chem. 160, 249–261.
doi:10.1016/S1381-1169(00)00253-3

Ghaffar, T., and Parkins, A. W. (1995). A new homogeneous platinum containing
catalyst for the hydrolysis of nitriles. Tetrahedron Lett. 36, 8657–8660. doi:10.1016/
0040-4039(95)01785-G

Goswami, A., and Van Lanen, S. G. (2015). Enzymatic strategies and biocatalysts for
amide bond formation: Tricks of the trade outside of the ribosome. Mol. Biosyst. 11,
338–353. doi:10.1039/c4mb00627e

Grund, S. C., Hanusch, K., andWolf, H. U. (2008). “Arsenic and arsenic compounds,”
inUllmann’s encyclopedia of industrial chemistryChichester, UK, (JohnWiley and Sons,
Ltd). doi:10.1002/14356007.a03_113.pub2

Guo, B., Vries, J. G. de, and Otten, E. (2019). Hydration of nitriles using a
metal–ligand cooperative ruthenium pincer catalyst. Chem. Sci. 10, 10647–10652.
doi:10.1039/C9SC04624K

Hahladakis, J. N., Velis, C. A., Weber, R., Iacovidou, E., and Purnell, P. (2018). An
overview of chemical additives present in plastics: Migration, release, fate and
environmental impact during their use, disposal and recycling. J. Hazard. Mat. 344,
179–199. doi:10.1016/j.jhazmat.2017.10.014

Khalkar, S., Bhowmick, D., and Pratap, A. (2013). Synthesis and effect of fatty acid amides as
friction modifiers in petroleum base stock. J. Oleo Sci. 62, 901–904. doi:10.5650/jos.62.901

Kukushkin, V. Yu., and Pombeiro, A. J. L. (2005). Metal-mediated and metal-
catalyzed hydrolysis of nitriles. Inorganica Chim. Acta 358, 1–21. doi:10.1016/j.ica.
2004.04.029

Frontiers in Chemistry frontiersin.org05

Cirri et al. 10.3389/fchem.2023.1253008

https://www.frontiersin.org/articles/10.3389/fchem.2023.1253008/full#supplementary-material
https://www.frontiersin.org/articles/10.3389/fchem.2023.1253008/full#supplementary-material
https://doi.org/10.1002/cssc.202102709
https://doi.org/10.1039/C8GC01276H
https://doi.org/10.3389/fbioe.2020.00352
https://doi.org/10.1016/j.jorganchem.2013.11.042
https://doi.org/10.1016/S1381-1169(00)00253-3
https://doi.org/10.1016/0040-4039(95)01785-G
https://doi.org/10.1016/0040-4039(95)01785-G
https://doi.org/10.1039/c4mb00627e
https://doi.org/10.1002/14356007.a03_113.pub2
https://doi.org/10.1039/C9SC04624K
https://doi.org/10.1016/j.jhazmat.2017.10.014
https://doi.org/10.5650/jos.62.901
https://doi.org/10.1016/j.ica.2004.04.029
https://doi.org/10.1016/j.ica.2004.04.029
https://www.frontiersin.org/journals/chemistry
https://www.frontiersin.org
https://doi.org/10.3389/fchem.2023.1253008


Le Berre, C., Serp, P., Kalck, P., and Torrence, G. P. (2014). “Acetic acid,” inUllmann’s
encyclopedia of industrial chemistry Chichester, UK, (John Wiley and Sons, Ltd), 1–34.
doi:10.1002/14356007.a01_045.pub3

Mahesh, S., Tang, K.-C., and Raj, M. (2018). Amide bond activation of biological
molecules. Molecules 23, 2615. doi:10.3390/molecules23102615

Messa, F., Perrone, S., Capua, M., Tolomeo, F., Troisi, L., Capriati, V., et al. (2018).
Towards a sustainable synthesis of amides: Chemoselective palladium-catalysed
aminocarbonylation of aryl iodides in deep eutectic solvents. Chem. Commun. 54,
8100–8103. doi:10.1039/C8CC03858A

Miodragović, Ð. U., Quentzel, J. A., Kurutz, J. W., Stern, C. L., Ahn, R. W., Kandela, I.,
et al. (2013). Robust structure and reactivity of aqueous arsenous acid–platinum(II)
anticancer complexes. Angew. Chem. Int. Ed. 52, 10749–10752. doi:10.1002/anie.
201303251

Montalbetti, C. A. G. N., and Falque, V. (2005). Amide bond formation and peptide
coupling. Tetrahedron 61, 10827–10852. doi:10.1016/j.tet.2005.08.031

Nikolashin, S. V., Potolokov, V. N., Menshchikova, T. K., and Fedorov, V. A. (2007).
Distillation recovery of AsCl3 from AsCl3-HCl-H2O solutions. Inorg. Mat. 43,
1258–1262. doi:10.1134/S0020168507110179

Ojeda, T., and Yilmaz, F. (2013). Polymers and the environment. IntechOpen. doi:10.
5772/51057

Parkins, A. W. (1996). Catalytic hydration of nitriles to amides. Platin. Mater. Rev. 40,
169–174.

Rajput, J., Moss, J. R., Hutton, A. T., Hendricks, D. T., Arendse, C. E., and Imrie,
C. (2004). Synthesis, characterization and cytotoxicity of some palladium(II),
platinum(II), rhodium(I) and iridium(I) complexes of ferrocenylpyridine and
related ligands. Crystal and molecular structure of trans-dichlorobis(3-
ferrocenylpyridine)palladium(II). J. Organomet. Chem. 689, 1553–1568. doi:10.
1016/j.jorganchem.2004.01.034

Sokolov, M. N., Virovets, A. V., Dybtsev, D. N., Chubarova, E. V., Fedin, V. P., and
Fenske, D. (2001). Phosphorous acid and arsenious acid as ligands. Inorg. Chem. 40,
4816–4817. doi:10.1021/ic015520p

Tomás-Mendivil, E., García-Álvarez, R., Vidal, C., Crochet, P., and Cadierno, V.
(2014). Exploring rhodium(I) complexes [RhCl(COD)(PR3)] (COD = 1,5-
cyclooctadiene) as catalysts for nitrile hydration reactions in water: The
aminophosphines make the difference. ACS Catal. 4, 1901–1910. doi:10.1021/
cs500241p

Frontiers in Chemistry frontiersin.org06

Cirri et al. 10.3389/fchem.2023.1253008

https://doi.org/10.1002/14356007.a01_045.pub3
https://doi.org/10.3390/molecules23102615
https://doi.org/10.1039/C8CC03858A
https://doi.org/10.1002/anie.201303251
https://doi.org/10.1002/anie.201303251
https://doi.org/10.1016/j.tet.2005.08.031
https://doi.org/10.1134/S0020168507110179
https://doi.org/10.5772/51057
https://doi.org/10.5772/51057
https://doi.org/10.1016/j.jorganchem.2004.01.034
https://doi.org/10.1016/j.jorganchem.2004.01.034
https://doi.org/10.1021/ic015520p
https://doi.org/10.1021/cs500241p
https://doi.org/10.1021/cs500241p
https://www.frontiersin.org/journals/chemistry
https://www.frontiersin.org
https://doi.org/10.3389/fchem.2023.1253008

	An unprecedented palladium-arsenic catalytic cycle for nitriles hydration
	1 Introduction
	2 Materials and methods
	2.1 Setup A (liquid and water-miscible substrates)
	2.2 Setup B (liquid and water-insoluble substrates)
	2.3 Setup C (solid and water-insoluble substrates)
	2.4 Setup D (solid and extremely water-insoluble substrates)
	2.5 Large scale setup 1
	2.6 Large scale setup 2

	3 Results and discussion
	4 Conclusion
	Data availability statement
	Author contributions
	Funding
	Conflict of interest
	Publisher’s note
	Supplementary material
	References


