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acrylonitrile and aryl acetonitrile:
construction of a-amino-b-cyano cyclohexene
skeletons†

Wei Zhang,c Chuan-Su Tangd and Shi-Qun Xiang *ab

A representative condensation of acrylonitrile and aryl acetonitrile has been reported for the synthesis of a-

amino-b-cyano cyclohexene. The reaction was carried out mildly in an open environment at room

temperature. The scope and versatility of the method have been demonstrated with 20 examples,

containing highly active ethynyl groups. Further applications for 4-aminopyrimidine compounds were

performed. A mechanism was proposed, involving Michael additions between acrylonitrile and aryl

acetonitriles as well as intramolecular condensation.
Multi-substituted cyclohexenes are important building blocks
found in natural products, anti-inuenza drugs and spices.1

Oseltamivir, vitamin A, dynascone and beta-ionone are widely
used representative molecules.2 The well-known anti-u drug
oseltamivir also possesses a cyclohexene skeleton (Fig. 1a).
Unlike the N-containing heterocyclic skeletons of pyridines,
indoles and aminopyrimidines, little attention has been paid to
the construction of cyclohexene skeletons. Shikimic acid, the
raw compound for oseltamivir, is generally obtained from
phytoextraction or biological fermentation.3 Further function-
alization or modication is required considering the limited
candidates restricted by these approaches.

The Diels–Alder reaction is commonly applied in the
construction of the cyclohexene skeleton as a standard
template.4 However, to the best of our knowledge, this [4 + 2]
ring addition for the a-amino-b-cyano cyclohexene skeleton is
unpractical. The acid-catalyzed dehydration of cyclohexanol is
also used for the synthesis of cyclohexene.5 The use of acids and
rigorous reaction conditions leads to tedious post-processing
steps. The condensation between ammonium and a-cyano
cyclohexanone is thought to be feasible in the construction of
the cyclohexene skeleton. However, the use of expensive a-cyano
cyclohexanone makes this strategy impracticable.6 The
synthesis of a-amino-b-cyano cyclohexene via Thorpe–Ziegler
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condensation is commonly regarded as an intramolecular
exception in the condensation of pimelic dinitrile (Fig. 1b).7

This reaction for building a cyclohexene skeleton is restricted by
the fact that there are only a few active sites for further exten-
sion. Unlike the common synthetic approach using b-enami-
nonitrile, a-amino-b-cyano cyclohexene has a Z-conguration,
which has high energy and high reactivity. The multifunctional
unit has proved to be a key construction block in the synthesis
of heterocyclic compounds such as pyrimidine, pyridine,
pyrrole, pyrazole and imidazole.8
Fig. 1 Selected examples and previous works.
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Herein, we present a novel synthetic cyclic strategy towards
2,4-dicyano-1-amino cyclohexene skeletons. This strategy
contains Michael additions between acrylonitrile and aryl
acetonitriles as well as intramolecular condensation.9 We
carried out the reaction mildly in an open environment at room
temperature. Moreover, further applications of 4-amino-
pyrimidine compounds were performed.

We began our initial study using aryl acetonitrile (1a) and
acrylonitrile (2) as benchmark substrates for condensation. All
the reactions were carried out at room temperature in air. We
optimized the reaction conditions by changing the ingredients
or conditions such as base, solvent and time to nd the most
suitable conditions (Table 1). Using the substrates 1a (0.4 mmol)
and 2 (0.84 mmol), potassium tert-butoxide (1.2 mmol) as a base
and THF as a solvent, the reaction gave the best yield aer stir-
ring for 2 h (entry 1). Bases were scanned and potassium tert-
butoxide was found to be the best option. Considering the poor
performance of potassium carbonate (K2CO3) and potassium
hydroxide (KOH), the solubility of the base in organic solvent
would have a great effect on the reaction (entries 2–3). Reactions
with soluble bases such as 1,8-diazabicyclo[5.4.0]-undec-7-ene
(DBU) and lithium hexamethyldisilazide (LiHMDS) afforded
more products (entries 4–5). LiHMDS was thought to be exces-
sively alkaline in the deprotonation step and could therefore not
participate in the nal cyclization process. We then scanned the
effect of solvents. Among the tested solvents, esters such as THF
and 1,4-dioxane performed better than other commonly used
solvents (entries 1, 8–11). However, the reaction seemed to be
intolerable in aqueous conditions (entry 12).
Table 1 Optimization of the formation of 4-phenyl-2,4-dicyano-1-
aminocyclohexenea

En. Base Solvent Time Yieldb

1 tBuOK THF 2 h 84
2 K2CO3 THF 2 h 0
3 KOH THF 2 h Trace
4 DBU THF 2 h 42
5 LiHMDS THF 2 h 17
6c tBuOK THF 2 h 60
7d tBuOK THF 2 h 74
8 tBuOK Toluene 2 h 56
9 tBuOK Dioxane 2 h 80
10 tBuOK Acetonitrile 2 h 67
11 tBuOK DMF 2 h 53
12 tBuOK Water 2 h 0
13 tBuOK THF 0.25 h 16
14 tBuOK THF 0.5 h 43
15 tBuOK THF 4 h 84

a Reaction conditions: 1a (0.4 mmol), 2 (0.84 mmol), base (1.2 mmol)
and solvent (3 mL) at room temperature. b Isolated yield. c Base (1
equiv.). d Base (2 equiv.).

© 2022 The Author(s). Published by the Royal Society of Chemistry
With the best conditions of this reaction in hand, we sought
to investigate the generality and functional group compatibility
of phenylacetonitrile (1a) under the established conditions, and
the results are presented in Table 2. The production efficiency of
phenylacetonitrile derivatives was discussed based on the
electronic effect, steric effect and synergic effect of the func-
tional groups on phenylacetonitrile. The para-position of phe-
nylacetonitrile (1a) was chosen to discuss the electronic effect of
different types of functional groups in this reaction. When the
substituent group on the para-position of the phenyl ring was
an electron-donating group (EDG), such as methyl, methoxyl
and tert-butyl, the products were obtained in similar yield (3a–
3e, 82–85%). This showed that the EDG had little effect on the
production of compounds. In addition, the results show that
the electron-withdrawing group (EWG) at the same position as
the EDG is harmful to this reaction and the yield would decrease
as the EWG became stronger (3f–3h, 41–77%). Then, the effect
of steric hindrance on the reaction was studied by using
methoxyl (3c, 3i), chloro (3g, 3j, 3l) and uoro groups (3h, 3k,
3m) in the para-, meta- and ortho-positions, respectively. The
results show that the yields of the reaction decreased dramati-
cally from the substitution of the para-position to the ortho-
position. This conclusion was in accordance with the fact that
polysubstituted phenylacetonitriles (such as dimethyl, dime-
thoxyl and dimethylenedioxyl) provided the corresponding
products in good yields (3n–3o, 73–78%). Finally, we investi-
gated other types of acetonitrile compounds such as pyridyl
acetonitriles and 1-naphthyl acetonitrile. 2-Pyridyl acetonitrile
afforded a different imine product. This was probably due to the
Table 2 Reaction scope with various phenylacetonitrile derivativesa,b

a Reaction conditions: 1a (0.4 mmol), 2 (0.84 mmol), t-BuOK (1.2 mmol)
and solvent (3 mL) at room temperature for 2 h. b Isolated yield.
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Fig. 2 Crystal structures of compounds 3a (CCDC 2158344) and 5a
(CCDC 2158132).
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hydrogen bond between the 2-pyridyl N atom and the H atom of
the cyclohexane skeleton. These results show that these
substrates could react and afford the target products with
a decent yield. Moreover, the conjugate phenylacetonitrile with
a highly reactive acetenyl group was investigated under the
same reaction conditions and afforded the product 3t in a yield
of 54%. The isolation of 3t proved that substrates with unsat-
urated functional groups may also be adaptable for the mild
reaction system.

In addition, further studies were performed for a better
understanding of the reaction, and a by-product 3n′ was iso-
lated under the standard reaction conditions for the synthesis
of 3n. 3-(2-Fluorophenyl)pentane-1,3,5-tricarbonitrile was
thought to be one of the intermediates for the reaction (Scheme
3). Further utilization of compound 3n′ could afford the nal
product 3n in a yield of 53%. Moreover, the synthetic utility of
our reaction was examined by performing gram-scale experi-
ments. The reaction of phenylacetonitrile (1a) and acrylonitrile
(2) on a 5.0 g gram scale under the standard conditions gener-
ated the compound 3a in 71% yield (Scheme 1c). For further
extension, we found that the product 3a and benzonitrile (4a)
Scheme 1 Mechanistic studies and gram-scale experiments.

Scheme 2 Applications of the products.

Scheme 3 Possible reaction mechanism.

29842 | RSC Adv., 2022, 12, 29840–29843
could be converted to the 4-aminopyrimidines compound 5a
(Scheme 2a). The same reaction was carried out using three
other compounds (4b, 4c and 4d) as the starting materials
(Scheme 2b–d). The crystal structures of compounds 3a and 5a
were determined by X-ray crystallography (Fig. 2).

A plausiblemechanismhas been depicted in Scheme 3. In the
presence of a base, the methylene group of aryl acetonitrile loses
a proton and turns into a cyano-alkylide anion (a). Nucleophilic
attack by the R–CH−–CN anion results in the formation of 4-
phenyl-4-cyano-butyl nitrile (b) with the consumption of
a molecule of acrylonitrile. Another molecule of acrylonitrile is
consumed for the synthesis of the subsequent intermediate 4-
phenyl-4-cyano-pimelic dinitrile (c).10 The binitrile intermediate
(c) then performs a base-promoted intramolecular condensation
(Scheme 1b). With the participation of the base, intermediate (c)
undergoes a deprotonation process to afford the anion inter-
mediate (d). The nucleophilic attack from the alpha-carbon
anion to the cyano group leads to the formation of imine
species and ultimately results in the nal product 3a.
Conclusions

Herein, we report an example of the condensation of acryloni-
trile and aryl acetonitrile for the synthesis of a-amino-b-cyano
cyclohexene. The reaction could be carried out mildly at room
temperature. Most of the nal products could be isolated
without column chromatography. Further applications were
performed for multi-substituted 4-aminopyrimidines and
a plausible base-induced nucleophilic mechanism was
proposed.
© 2022 The Author(s). Published by the Royal Society of Chemistry

http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d2ra04936h


Paper RSC Advances

O
pe

n 
A

cc
es

s 
A

rt
ic

le
. P

ub
lis

he
d 

on
 1

8 
O

ct
ob

er
 2

02
2.

 D
ow

nl
oa

de
d 

on
 1

/2
0/

20
26

 4
:4

7:
56

 P
M

. 
 T

hi
s 

ar
tic

le
 is

 li
ce

ns
ed

 u
nd

er
 a

 C
re

at
iv

e 
C

om
m

on
s 

A
ttr

ib
ut

io
n 

3.
0 

U
np

or
te

d 
L

ic
en

ce
.

View Article Online
Author contributions

W. Z.: conceptualization, data curation, formal analysis, inves-
tigation, methodology, visualization, writing-original dra. C.
T.: data curation. S. X.: funding acquisition, project adminis-
tration, resources, soware, supervision, validation, writing-
review & editing.

Conflicts of interest

There are no conicts to declare.

Acknowledgements

This work was supported by Jilin Normal University (No.
0420178). We would also like to thank the Key Laboratory of
Preparation and Application of Environmental Friendly Mate-
rials and Organic Chemistry Laboratory of the College of
Chemistry for the characterization tests.

Notes and references

1 (a) D. Lai, D. Liu, Z. Deng, L. van Ofwegen, P. Proksch and
W. Lin, J. Nat. Prod., 2012, 75, 1595–1602; (b) J. Y. Tang,
Y. P. Liu, P. K. Ju, X. L. Luo, Z. J. Zhang, P. Ren, L. Lai,
G. Y. Chen and Y. H. Fu, Nat. Prod. Res., 2018, 32, 1727–
1732; (c) G. Maeda, J. van der Wal, A. K. Gupta,
J. J. E. Munissi, A. Orthaber, P. Sunnerhagen,
S. S. Nyandoro and M. Erdelyi, J. Nat. Prod., 2020, 83, 210–
215; (d) X. G. Zhang, X. Li, C. Zhang and C. Feng, Org.
Lett., 2021, 23, 9611–9615; (e) H. Zhao, J. Zou, W. Xu,
D. Hu, L. D. Guo, J. X. Chen, G. D. Chen, K. F. So, X. S. Yao
and H. Gao, J. Org. Chem., 2021, 86, 11177–11188.

2 (a) J. M. Sanders, M. L. Monogue, T. Z. Jodlowski and
J. B. Cutrell, JAMA, 2020, 323, 1824–1836; (b) D. Wang,
B. Hu, C. Hu, F. Zhu, X. Liu, J. Zhang, B. Wang, H. Xiang,
Z. Cheng, Y. Xiong, Y. Zhao, Y. Li, X. Wang and Z. Peng,
JAMA, 2020, 323, 1061–1069; (c) G. Zhu, G. Zhu and Z. Xiao,
Polym. Bull., 2020, 78, 247–260; (d) A. Paparella, L. Shaltiel-
Harpaza and M. Ibdah, Plants, 2021, 10, 754; (e)
N. Takahashi, D. Saito, S. Hasegawa, M. Yamasaki and
M. Imai, Pharmacol. Ther., 2022, 230, 107942.

3 (a) L. Zhao, Z. Wei, X. Chen, C. Pan, X. Xie, L. Wang, Y. Zhao
and Y. Zhang, Bioresour. Technol., 2021, 342, 125985; (b)
P. V. Ganorkar, G. C. Jadeja and M. A. Desai, J. Environ.
Manage., 2022, 305, 114419.

4 (a) J. J. Li,Name Reactions: A Collection of Detailed Mechanisms
and Synthetic Applications, 5th edn., Springer, 2014; (b) The
reaction was not practical according to our knowledge and
listed as a theorical synthetic method.

5 (a) W. M. Dehn and K. E. Jackson, J. Am. Chem. Soc., 1933, 55,
4284–4287; (b) W. Brandenerg and A. Galat, J. Am. Chem. Soc.,
© 2022 The Author(s). Published by the Royal Society of Chemistry
1950, 72, 3275–3276; (c) B. Kuhlmann, E. M. Arnett and
M. Siskin, J. Org. Chem., 1994, 59, 3098–3101.

6 K. v. Auwers, Th. Bahr and E. Frese, Justus Liebigs Ann. Chem.,
1925, 441, 54–67.

7 For the Thorpe–Ziegler condensation, pls see:(a) H. Baron,
F. G. P. Remfry and J. F. Thorpe, J. Chem. Soc., 1904, 85,
1726–1761; (b) K. Ziegler, H. Eberle and H. Ohlinger, Justus
Liebigs Ann. Chem., 1933, 504, 94–130; (c) N. J. Hales,
H. Heaney, J. H. Hollinshead and S. V. Ley, Tetrahedron,
1995, 51, 7741–7754; (d) F. F. Fleming and B. C. Shook,
Tetrahedron, 2002, 58, 1–23; (e) K. Yoshizawa, S. Toyota and
F. Toda, Green Chem., 2002, 4, 68–70; (f) T. Paulis,
K. Hemstapat, Y. Chen, Y. Zhang, S. Saleh, D. Alagille,
R. M. Baldwin, G. D. Tamagnan and P. J. Conn, J. Med.
Chem., 2006, 49, 3332–3344; (g) S. R. Jagtap,
M. J. Bhanushali, N. S. Nandurkar and B. M. Bhanage,
Synth. Commun., 2007, 37, 2253–2258; (h) M. Ma, G. Hou,
J. Wang and X. Zhang, Tetrahedron: Asymmetry, 2011, 22,
506–511; (i) K. Aradi and Z. Novák, Adv. Synth. Catal., 2015,
357, 371–376; (j) L. H. Leijendekker, J. Weweler,
T. M. Leuther and J. Streuff, Angew. Chem., Int. Ed. Engl.,
2017, 56, 6103–6106.

8 (a) M. J. Alves, B. L. Booth and M. F. J. R. P. Proenc, J. Chem.
Soc., Perkin Trans. 1, 1990, 6, 1705–1712; (b) A. W. Erian,
Chem. Rev., 1993, 93, 1991–2005; (c) A. Alberola,
A. G. Ortega, M. L. Sidaba and C. Sanudo, Tetrahedron,
1999, 55, 6555–6566; (d) M. C. Bagley, Z. Lin and S. J. Pope,
Chem. Commun., 2009, 5165–5167; (e) S. Bondock,
W. Fadaly and M. A. Metwally, Eur. J. Med. Chem., 2009, 44,
4813–4818; (f) O. Fedorov, K. Huber, A. Eisenreich,
P. Filippakopoulos, O. King, A. N. Bullock, D. Szklarczyk,
L. J. Jensen, D. Fabbro, J. Trappe, U. Rauch, F. Bracher and
S. Knapp, Chem. Biol., 2011, 18, 67–76; (g) M. Marinozzi,
G. Marcelli, A. Carotti and B. Natalini, RSC Adv., 2014, 4,
7019–7023; (h) S. Schenone, M. Radi, F. Musumeci,
C. Brullo and M. Botta, Chem. Rev., 2014, 114, 7189–7238;
(i) D. Sarkar, N. Rout, M. K. Ghosh, S. Giri, K. Neue and
H. Reuter, J. Org. Chem., 2017, 82, 9012–9022.

9 (a) D. S. Allgauer, H. Jangra, H. Asahara, Z. Li, Q. Chen,
H. Zipse, A. R. Oal and H. Mayr, J. Am. Chem. Soc., 2017,
139, 13318–13329; (b) C. Hui, F. Pu and J. Xu, Chem.–Eur.
J., 2017, 23, 4023–4036; (c) P. Wadhwa, A. Kharbanda and
A. Sharma, Asian J. Org. Chem., 2018, 7, 634–661; (d)
Y. X. Song and D. M. Du, Adv. Synth. Catal., 2021, 363,
4667–4694.

10 (a) V. Kavala, C.-C. Wang, Y.-H. Wang, C.-W. Kuo,
D. Janreddy, W.-C. Huang, T.-S. Kuo, C. H. He, M.-L. Chen
and C.-F. Yao, Adv. Synth. Catal., 2014, 356, 2609–2626; (b)
Y. Zhu, Y. Li, S. Xiang, W. Fan, J. Jin and D. Huang, Org.
Chem. Front., 2019, 6, 3071–3077; (c) Y. Li, Y. Zhu, S. Xiang,
W. Fan, J. Jin and D. Huang, RSC Adv., 2020, 10, 6576–6583.
RSC Adv., 2022, 12, 29840–29843 | 29843

http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d2ra04936h

	Condensation of acrylonitrile and aryl acetonitrile: construction of tnqh_x03B1-amino-tnqh_x03B2-cyano cyclohexene skeletonsElectronic supplementary...
	Condensation of acrylonitrile and aryl acetonitrile: construction of tnqh_x03B1-amino-tnqh_x03B2-cyano cyclohexene skeletonsElectronic supplementary...
	Condensation of acrylonitrile and aryl acetonitrile: construction of tnqh_x03B1-amino-tnqh_x03B2-cyano cyclohexene skeletonsElectronic supplementary...
	Condensation of acrylonitrile and aryl acetonitrile: construction of tnqh_x03B1-amino-tnqh_x03B2-cyano cyclohexene skeletonsElectronic supplementary...
	Condensation of acrylonitrile and aryl acetonitrile: construction of tnqh_x03B1-amino-tnqh_x03B2-cyano cyclohexene skeletonsElectronic supplementary...


