Open Access Article. Published on 14 December 2020. Downloaded on 12/6/2025 6:06:41 PM.

Thisarticleislicensed under a Creative Commons Attribution 3.0 Unported Licence.

(cc)

Chemical
Science

EDGE ARTICLE

i '.) Check for updates ‘

Cite this: Chem. Sci., 2021, 12, 2091

8 All publication charges for this article
have been paid for by the Royal Society
of Chemistry

#® ROYAL SOCIETY
PPN OF CHEMISTRY

View Article Online
View Journal | View Issue
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into aromatic C—N bonds+
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electronically unactivated heterocyclic precursors. The substitution reaction constitutes a ring expansion,

enabled by the conformationally constrained tether between the nitrile and the heterocycle. Attack of
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Introduction

Medium (8-12 membered) ring heterocycles are attractive target
structures for medicinal chemistry: their limited conforma-
tional mobility limits unfavourable binding entropy while
allowing three-dimensional organisation of functionality within
the cyclic scaffold.”> Medium rings lie at the core of a range of
natural products having biological activities, such as antiviral,
anticancer and anticoagulant agents."® Nonetheless, very few
marketed pharmaceutical agents contain medium rings.** This
can be attributed principally to difficulties associated with their
synthesis, namely the unfavourable transannular interactions
and entropic factors that disfavour the corresponding cyclisa-
tion reactions.® Simple new synthetic routes to functionally
diverse medium ring heterocycles capable of further function-
alisation are therefore of particular utility.”

Ring expansion is a valuable strategy for the formation of
medium rings, avoiding the difficulties associated with unfav-
ourable cyclisations. Ring-expanding nucleophilic substitutions
have been at the forefront of recent developments in this area.?
We previously reported an operationally simple approach to the
expansion of nitrogen heterocycles (ring size n) into medium
rings (ring size n + 3 or n + 4) by exploiting conformationally
directed intramolecular nucleophilic aromatic substitution
reactions.”™ Previous work employed powerfully basic urea-
substituted a-aryl organolithium derivatives or allyllithium
derivatives as carbon nucleophiles towards the unreactive,
unactivated aromatic rings.""*?
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the metallated urea leaving group on the nitrile generates a hydantoin that bridges the polycyclic
products. X-ray crystallography reveals ring-dependant strain within the hydantoin.

C-Arylation using N to C migrations of aromatic rings, in the
manner of the Truce-Smiles rearrangement,'*** is turning out
to be a promising method for the electronically versatile,
transition-metal-free introduction of aromatic substituents,*®
also to less basic, more versatile enolate-type nucleophiles: we
recently demonstrated that amino acids may be arylated ster-
eoselectively in this way."”*® These reactions work because the
conformation of substituted ureas (or amides) bearing an N-aryl
substituent typically favours conformations in which the
carbonyl and aryl group lie trans across the urea (or amide)
linkage.”*** Given this conformational constraint, nitrile-
stabilised carbanions® will attack an unactivated C-N bond,
directed by the conformational preference of a urea function
(Scheme 1a), yielding iminohydantoin and hydantoin prod-
ucts.”*** We now show that the use of such anions in a ring-
expansion reaction of nitrogen heterocycles leads to a two-
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Scheme 1 Insertion reactions of nitrile-stabilised anions into aromatic
C-N bonds (a) in acyclic systems and (b) leading to the ring-expanding
formation of bridged hydantoins (this work).
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carbon insertion into an aromatic C-N bond, with tandem
formation of a bridging (imino)hydantoin ring (Scheme 1b).

Results and discussion

A general ring-expansion method utilising this type of Truce-
Smiles rearrangement requires an (otherwise unreactive)
precursor heterocycle tethered through a conformationally
preorganised urea to a nucleophile. We therefore chose to start
with the a-cyanourea, 1a, synthesised in three steps from
commercially available starting materials. Treatment with base,
optimally 2 equiv. KHMDS in THF at 0 °C, initiated a deproto-
nation-rearrangement-cyclisation cascade that led directly to
the tricyclic iminohydantoin 2a in 73% yield (Scheme 2), the
structure of which was confirmed by X-ray crystallography.
Similar ring-expanding rearrangements to remarkable tricyclic
products 4 and 6 occurred in even higher yield, starting from
the 7- and 8-membered heterocycles 3 and 5.

Deprotonation by KHMDS must generate from each of these
starting materials, at least to some extent, the anion 7, which
attacks the adjacent electron-rich aromatic ring in a conforma-
tionally enforced intramolecular SyAr reaction (Scheme 2). The
lack of electron-withdrawing substituent on the arene does not
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Scheme 2 Ring-expansion of metallated nitriles. Conditions: a (1)
KHMDS (2 equiv.), THF, 0 °C, 0.5-1.5 h; (2) MeOH. CCDC deposition
numbers for X-day data: 2a 1993726; 4 1993727 .}
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stop this reaction taking place, and we propose that this
proceeds by the partially concerted addition-elimination
mechanism that is typical for SyAr reactions of less activated
arenes.'”?*** The product urea anion 8 cyclises onto the cyano
group® to generate an iminohydantoin anion 9, which is
protonated to yield the product.

The time course of the reaction of 3 with KHMDS was fol-
lowed by in situ infra-red spectroscopy (ReactIR) at —5 °C (Fig. 1
and ESIt). The carbonyl absorption of 3 at 1654 cm ™" (A) shifted
transiently to 1663 cm ™" (B) on addition of KHMDS (¢ = 18 min)
and then immediately (within 15 s) back to 1660 cm " (C) for
the remainder of the reaction period. The shift was accompa-
nied by the appearance of an absorption at 1737 cm™* (B, C).
The final quench (¢ = 108 min) forms the product 4 with
absorptions at 1662, 1736 and 1743 cm ™' (D). The absorptions
of C were assigned to anion 9 by comparison of C with the IR
spectrum produced on treatment of 4 with KHMDS and are
analogous to those seen in related unbridged hydantoins, but at
frequencies about 15 cm™" higher. The deprotonation to give 7
and rearrangement to 8 and cyclisation to 9 appear to be
instantaneous under these conditions, as no absorptions typical
of urea anions (7 and 8) were detected. The product resulting
from direct protonation of 8 was not observed.

The versatility of the ring-expansion method was explored by
varying the starting tetrahydroquinoline scaffold 1. Related
structures 2b-2d (Scheme 3) were formed in moderate yield
from starting materials carrying either electron-donating or
electron-withdrawing substituents on the migrating aromatic
ring, consistent with the tolerance of related rearrangements of
ureas to both electron-rich and electron-deficient rings.
Substituted rings in which one of the atoms of the tether was
replaced with a heteroatom also migrated, to give the bridged
thiazocane and oxazocane, 2e and 2f, although competing
elimination reactions reduced the yield of these reactions.*
Substitution on the aliphatic ring of the starting material was
tolerated, with 2-methylquinoline derivative 1g giving the ring-
expanded product 2g as a mixture of diastereoisomers, the
major one being identified by X-ray crystallography. For
medium ring products 2a, 2e and 2f cleavage of the urea also
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Fig.1 Time-course of the reaction of 3 with KHMDS followed at —5°C
in THF by in situ infra-red spectroscopy. A: 3in THF at —=5°C; B: (t =18
min) KHMDS (2 equiv.) added; C: reaction mixture at —5 °C. D: (t =108
min): reaction quenched by addition of MeOH.
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Scheme 3 Ring-expansion of substituted tetrahydroquinolines.
Conditions: a (1) KHMDS (2 equiv.), THF, 0 °C, 1-2 h; (2) MeOH.? 2¢’ is
the diastereoisomer of 2g shown. CCDC deposition numbers for X-
day data: 2f 1993728; 29 1993729.1

occurred and the starting tetrahydroquinoline was isolated in
low yield.

Cyclic aminonitriles are readily available commercially, or by
reductive cyanation. Molecular scaffolds with further
complexity were formed by employing these cyclic aminonitriles
as starting materials. Thus 2-cyanopyrrolidine and piperidine
carbamoyl chloride derivatives were coupled with benzo-fused
nitrogen heterocycles to provide ureas 10a-g. Treatment with
base generated anions that rearranged to the polycyclic struc-
tures 11a-g (Scheme 4). Yields were ring-size dependent, with
the general trend, parallel to that seen in Schemes 1 and 2, that
larger rings formed in greater yield than the smaller. Formation
of 11d was accompanied by products of urea cleavage. With 11e,
no elimination products were noted but a by-product resulting
from oxidation of 10 a to the cyano group and elimination of
cyanide was isolated in 26% yield (see ESIt).

More elaborate ring systems were made by incorporating
additional nucleophilic sites into the starting structures
(Scheme 5). For example, 12, which is the keto-derivative of 3a,
underwent a tandem migration-cyclisation to give 13, in which
the ketone's enolate has attacked the iminohydantoin,
presumably to relieve transannular strain across the interme-
diate 10-membered ring. A similar transannular interaction was
enabled by ring expansion of the benzopiperazine derivative 14.
The initial stable Boc-protected product 15 was formed in good

© 2021 The Author(s). Published by the Royal Society of Chemistry

View Article Online

Chemical Science

. (o]
P . o

NN ——— TONH |
) nox 2
o7 R X
R
10 1
(e}
NJJ\N
9 NH
11a 57%
X-ray crystal structure of 11a
0 o o
Ny NS Ay
10 NH 8 NH 8 NH
N
Boc
11b 73% 11c 68% 11d 28%1°
1 i ?
N N NJJ\N NJ\N
8 NH) 9 NH 10 NH
S
11e 36%! 11f61% 119 88%

X-ray crystal structure of 11f X-ray crystal structure of 11g

Scheme 4 Ring expansion to polycyclic scaffolds. Conditions: a (1)
KHMDS (2 equiv.), THF, 0 °C, 1-1.5 h; (2) MeOH. ?Accompanied by
products of urea cleavage. °A lactam resulting from oxidation of 10
was isolated in 26% yield. CCDC deposition numbers for X-day data:
11a 1993730; 11f 1993731; 11g 1993732.1

yield, but deprotection of the Boc group and concomitant
hydrolysis of the imine led directly to the polycycle 16.

An alternative benzopiperazine-derived staring material, 17,
incorporates a second cyanoalkyl group that is capable of
deprotonation. And indeed, treatment of 17 with four equiva-
lents of KHMDS induced two successive ring expansions,
enlarging the six-membered ring of the starting material twice,
to form 18 with a peripheral 12-membered ring bridged by two
iminohydantoins. Two diastereoisomers were formed in
a 74 : 26 ratio, the minor (18b) being the C, symmetric diaste-
reoisomer (racemic by HPLC on chiral stationary phase, see
ESIT) and the major (18a) being the meso compound (identified
by X-ray crystallography).

Both iminohydantoins and hydantoins*?** (including
bridged structures®) exhibit various biological activities.
Representative iminohydantoins 2a, 2g and 2g’ were trans-
formed into their hydantoin congeners by hydrolysis with acid.

Chem. Sci., 2021, 12, 2091-2096 | 2093
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Scheme 5 Ring-expansion of substituted tetrahydroquinolines.
Conditions: a (1) KHMDS (2 equiv.), THF, 0 °C, 1-1.5 h; (2). MeOH; b2 M
HCLl: MeOH (1: 1), reflux, 44 h. c (1) KHMDS (4 equiv.), THF, 0 °C, 5 h.
(2) MeOH. CCDC deposition numbers for X-day data: 16 1993733; 18a
1993734 %

The iminohydantoins were either refluxed in 1:1 mixture of
methanol and hydrochloric acid or irradiated in a microwave in
a mixture of hydrochloric acid with trifluoroacetic acid, yielding
hydantoins in moderate to good yield (Scheme 6).

Typical hydantoins are stable, more or less planar rings.
Those formed by this insertion reaction contain a bridgehead
nitrogen that is formally sp*-hybridised, but for which full
planarity would contravene Bredt's rule.?**® To explore the effect
of imposing the constraint of a medium ring on the geometry of
the hydantoin, bond angles in the X-ray crystal structures of the
iminohydantoin and hydantoin products were compared with
those from X-ray crystal structures of a sample of 5 simple,
monocyclic hydantoins.*”** Table 1 tabulates some of these
data according to ring size. The most notable structural change
occurred at N3. In the monocyclic hydantoins, this atom is
planar, but decreasing the ring size of the tether (which links
through this atom) led to greater pyramidalization of this N
atom. The size of the medium ring linkage had little effect on
N1. Both C2 and C4 remained essentially planar even in the
smaller, more strained rings. However, increased ring strain

2094 | Chem. Sci, 2021, 12, 2091-2096
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Scheme 6 Hydrolysis of fused iminohydantoins to yield hydantoins.
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Table 1 Structural parameters

Ring size

n N1AS#® C2 AS#® C2 A" N3 AS¢? C4 AS#® C4 As®
— 1.2 0.0 0.0 0.1 0.0 0°

10/ 2.9¢ 0.0 —0.9 2.4 0.2 4.6

9’7 2.1¢ 0.0 -3.9 4.6 0.1 1.3

8 2.1 0.0 —5.9 13.4 0.0 0.6

“ A3 = deviation from planarity = 360° — sum of bond angles. * A§ =

Change in chemical shift from the average value of 2 representative
hydantoins. °Values for representative monocyclic hydantoins
(structures given in ESI) taken from ref. -, ¥ § = 155.3 ppm (average
of 2 values”). ¢ § = 173.7 ppm for 1m1n0hydant01ns only (average of 2
values”). / Data taken from X-ray crystal structures of 11g and 18a.
£ Excluding structures where this atom lies at a ring junction. ” Data
taken from X-ray crystal structures of 4, 11a, 11f. ' Data taken from X-
ray crystal structures of 2a, 2f, 2g.

had a significant effect on the *C NMR shift of C2, which
moved upfield with increasing strain.
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Conclusions

In summary, a urea linkage between an aminonitrile and
a benzo-fused nitrogen heterocycle enables the anion of the

© 2021 The Author(s). Published by the Royal Society of Chemistry
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aminonitrile to act as a nucleophile in an SyAr substitution on
the unactivated arene of the heterocycle. A ring expansion by
two atoms results, giving an iminohyantoin-bridged medium
ring in which the nitrile anion has formally inserted into the
ArC-N bond of the heterocycle. The product iminohydantoin
ring of the polycycle product may be hydrolysed to a hydantoin,
giving functionalised bridged and caged structures of potential
utility in medicinal chemistry lead generation.

Conflicts of interest

There are no conflicts to declare.

Acknowledgements

We thank the EPSRC, through the Bristol Chemical Synthesis
Centre for Doctoral Training funded by EPSRC (EP/L015366/1)
and the University of Bristol, for a PhD studentship, and
through research grant GR/L018527.

Notes and references

1 R. A. Bauer, T. A. Wenderski and D. S. Tan, Nat. Chem. Biol.,
2013, 9, 21-29.

2 A. Hussain, S. K. Yousuf and D. Mukherjee, RSC Adv., 2014, 4,
43241-43257.

3 H. M. C. Ferraz, F. I. Bombonato, M. K. Sano and L. S. Longo
Jr, Quim. Nova, 2008, 31, 885-900.

4 D. Li, D. Fu, Y. Zhang, X. Ma, L. Gao, X. Wang, D. Zhou and
K. Zhao, J. Microbiol. Biotechnol., 2017, 27, 1379-1385.

5M. D. Delost, D. T. Smith, B. J. Anderson and
J. T. Njardarson, J. Med. Chem., 2018, 61, 10996-11020.

6 (@) G. Illuminati and L. Mandolini, Acc. Chem. Res., 1981, 14,
95-102; (b) E. Burevschi, I. Pefia and M. E. Sanz, Phys. Chem.
Chem. Phys., 2019, 21, 4331-4338; (¢) H. Kurouchi and
T. Ohwada, J. Org. Chem., 2020, 85, 876-901.

7 (@) W. Zhao, H. Qian, Z. Li and J. Sun, Angew. Chem., Int. Ed.,
2015, 54, 10005-10008; (b) D. C. Marcote, 1. Varela,
J. Fernandez-Casado, J. L. Mascarefias and F. Lopez, J. Am.
Chem. Soc., 2018, 140, 16821-16833; (¢) X. Zhang, X. Li,
J. L. Li, Q. W. Wang, W. L. Zou, Y. Q. Liu, Z. Q. Jia, F. Peng
and B. Han, Chem. Sci., 2020, 11(11), 2888-2894; (d) Y. Yu,
P. Chakraborty, J. Song, L. Zhu, C. Li and X. Huang, Nat.
Commun., 2020, 11, 1-9; (¢) M. Kim, J. Jang, G. Choi,
S. Chung, C. Lim, J. Hur, H. S. Kim, Y. Na, W. S. Son,
Y. G. Suh, J. W. Jung and S. H. Kim, Molecules, 2018, 23,
3023-3031; (f) Z. T. Liu and X. P. Hu, Adv. Synth. Catal.,
2019, 361, 836-841; (g) X. Gao, M. Xia, C. Yuan, L. Zhou,
W. Sun, C. Li, B. Wu, D. Zhu, C. Zhang, B. Zheng, D. Wang
and H. Guo, ACS Catal, 2019, 9, 1645-1654; (h)
B. Schurgers, ]J. Wouters, A. De Blieck, G. Van Lommen,
C. Menet and G. Verniest, Eur. J. Org. Chem., 2019, 36-40;
(i) A. Okabe, S. Harada, T. Takeda and A. Nishida, Eur. J.
Org. Chem., 2019, 3916-3920; (j) T. Ito, M. Tsutsumi,
K. I. Yamada, H. Takikawa, Y. Yamaoka and K. Takasu,
Angew. Chem., Int. Ed., 2019, 58, 11836-11840; (k)
H. Janatian Ghazvini, T. J. J. Miiller, F. Rominger and

© 2021 The Author(s). Published by the Royal Society of Chemistry

View Article Online

Chemical Science

S. Balalaie, J. Org. Chem., 2019, 84, 10740-10748; (I)
M. S. Wang, Z. Wang, W. Chen, X. Yang and H. Zhang,
Org. Lett., 2019, 21, 1881-1884.

8 (a)J. R. Donald and W. P. Unsworth, Chem.-Eur. J., 2017, 23,
8780-8799; (b) L. G. Baud, M. A. Manning, H. L. Arkless,
T. C. Stephens and W. P. Unsworth, Chem.-Eur. J., 2017,
23, 2225-2230; (¢) M. Deguchi, A. Fujiya, E. Yamaguchi,
N. Tada, B. Uno and A. Itoh, RSC Adv., 2018, 8, 15825-
15830; (d) A. Osipyan, A. Sapegin, A. S. Novikov and
M. Krasavin, J. Org. Chem., 2018, 83, 9707-9717; (e)
E. Reutskaya, A. Osipyan, A. S. Novikov and M. Krasavin, J.
Org. Chem., 2019, 84, 1693-1705; (f) A. Lawer, J. A. Rossi-
Ashton, T. C. Stephens, B. ]J. Challis, R. G. Epton,
J. M. Lynam and W. P. Unsworth, Angew. Chem., Int. Ed.,
2019, 58, 13942-13947; (g) T. C. Stephens and
W. P. Unsworth, Synlett, 2020, 31, 133-146; (h)
G. W. Wang, O. Boyd, T. A. Young, S. M. Bertrand and
J. F. Bower, J. Am. Chem. Soc., 2020, 142, 1740-1745; (i)
A. K. Clarke and W. P. Unsworth, Chem. Sci., 2020, 11,
2876-2881.

9 J. E. Hall, J. V. Matlock, J. W. Ward, K. V. Gray and J. Clayden,
Angew. Chem., Int. Ed., 2016, 55, 11153-11157.

10 R. Costil, Q. Lefebvre and ]. Clayden, Angew. Chem., Int. Ed.,
2017, 56, 14602-14606.

11 J. E. Hill, J. V. Matlock, Q. Lefebvre, K. G. Cooper and
J. Clayden, Angew. Chem., Int. Ed., 2018, 57, 5788-5791.

12 (a) J. Clayden, J. Dufour, D. M. Grainger and M. Helliwell, /.
Am. Chem. Soc., 2007, 129, 7488-7489; (b) J. Clayden and
U. Hennecke, Org. Lett., 2008, 10, 3567-3570; (c) R. Bach,
J. Clayden and U. Hennecke, Synlett, 2009, 421-424; (d)
M. B. Tait, S. Butterworth and J. Clayden, Org. Lett., 2015,
17, 1236-1239; (e) J. Maury, W. Zawodny and J. Clayden,
Org. Lett., 2017, 19, 472-475.

13 (a) D. ]J. Tetlow, U. Hennecke, J. Raftery, M. ]J. Waring,
D. S. Clarke and ]. Clayden, Org. Lett., 2010, 12, 5442-5445;
(b) M. B. Tait, P. A. Ottersbach, D. J. Tetlow and J. Clayden,
Org. Process Res. Dev., 2014, 18, 1245-1252.

14 T. J. Snape, Chem. Soc. Rev., 2008, 37, 2452-2458.

15 C. M. Holden and M. F. Greaney, Chem.-Eur. J., 2017, 23,
8992-9008.

16 R. Abrams and ]J. Clayden, Angew. Chem., Int. Ed., 2020, 59,
11600-11606.

17 D. ]. Leonard, J. W. Ward and ]. Clayden, Nature, 2018, 562,
105-109.

18 J. Maury and J. Clayden, J. Org. Chem., 2015, 80, 10757~
10768.

19 R. C. Atkinson, F. Fernandez-Nieto, J. Mas-Rosell6 and
J. Clayden, Angew. Chem., Int. Ed., 2015, 54, 8961-8965.

20 K. Yamaguchi, G. Matsumura, H. Kagechika, I. Azumaya,
Y. Ito, A. Itai and K. Shudo, J. Am. Chem. Soc., 1991, 113,
5474-5475.

21 A. Itai, Y. Toriumi, S. Saito, H. Kagechika and K. Shudo, J.
Am. Chem. Soc., 1992, 114, 10649-10650.

22 A. Tanatani, H. Kagechika, I. Azumaya, R. Fukutomi, Y. Ito,
K. Yamaguchi and K. Shudo, Tetrahedron Lett., 1997, 38,
4425-4428.

Chem. Sci,, 2021, 12, 2091-2096 | 2095


http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d0sc06188c

Open Access Article. Published on 14 December 2020. Downloaded on 12/6/2025 6:06:41 PM.

Thisarticleislicensed under a Creative Commons Attribution 3.0 Unported Licence.

(cc)

Chemical Science

23 J. Clayden, L. Lemiegre, M. Pickworth and L. Jones, Org.
Biomol. Chem., 2008, 6, 2908-2913.

24 R. Costil, H. J. A. Dale, N. Fey, G. Whitcombe, J. V. Matlock
and J. Clayden, Angew. Chem., Int. Ed., 2017, 56, 12533~
12537.

25 X.Yang, D. Nath and F. F. Fleming, Org. Lett., 2015, 17, 4906-
4909.

26 R. C. Atkinson, D. J. Leonard, ]J. Maury, D. Castagnolo,
N. Volz and J. Clayden, Chem. Commun., 2013, 49, 9734~
9736.

27 J. Mas-Rosello, M. Okoh and J. Clayden, Chem. Commun.,
2018, 54, 10985-10988.

28 J. Mas-Roselld, S. Hachisu and J. Clayden, Angew. Chem., Int.
Ed., 2017, 56, 10750-10754.

29 E. E. Kwan, Y. Zeng, H. A. Besser and E. N. Jacobsen, Nat.
Chem., 2018, 10, 917-923.

30 S. Rohrbach, A. J. Smith, J. H. Pang, D. L. Poole, T. Tuttle,
S. Chiba and J. A. Murphy, Angew. Chem., Int. Ed., 2019, 58,
16368-16388.

31 A.].]. Lennox, Angew. Chem., Int. Ed., 2018, 57,14686-14688.

32 B. P. Corbet, J. V. Matlock, J. Mas-Rosell6 and J. Clayden, C.
R. Chim., 2017, 20(20), 634-642.

33 (@) Z. Y. Sun, C. H. Kwon and ]J. N. D. Wurpel, J. Med. Chem.,
1994, 37, 2841-2845; (b) J. N. Cumming, E. M. Smith,
L. Wang, J. Misiaszek, J. Durkin, J. Pan, U. Iserloh, Y. Wu,
Z. Zhu, C. Strickland, J. Voigt, X. Chen, M. E. Kennedy,
R. Kuvelkar, L. A. Hyde, K. Cox, L. Favreau,
M. F. Czarniecki, W. ]J. Greenlee, B. A. McKittrick,

2096 | Chem. Sci, 2021, 12, 2091-2096

View Article Online

Edge Article

E. M. Parker and A. W. Stamford, Bioorg. Med. Chem. Lett.,
2012, 22, 2444-2449; (c) M. Egbertson, G. B. McGaughey,
S. M. Pitzenberger, S. R. Stauffer, C. A. Coburn,
S. J. Stachel, W. Yang, ]J. C. Barrow, L. A. Neilson,
M. McWherter, D. Perlow, B. Fahr, S. Munshi, T. J. Allison,
K. Holloway, H. G. Selnick, Z. Yang, J. Swestock,
A. J. Simon, S. Sankaranarayanan, D. Colussi,
K. Tugusheva, M. T. Lai, B. Pietrak, S. Haugabook, L. Jin,
I. W. Chen, M. Holahan, M. Stranieri-Michener, J. J. Cook,
J. Vacca and S. L. Graham, Bioorg. Med. Chem. Lett., 2015,
25, 4812-4819.

34 (a) M. Meusel and M. Giitschow, Org. Prep. Proced. Int., 2004,
36, 391-443; (b) L. Konnert, F. Lamaty, J. Martinez and
E. Colacino, Chem. Rev., 2017, 117, 13757-13809.

35 W. J. Brouillette, V. P. Jestkov, M. L. Brown, M. S. Akhtar,
T. M. DeLorey and G. B. Brown, J. Med. Chem., 1994, 37,
3289-3293.

36 R. Szostak and M. Szostak, Molecules, 2019, 24, 274.

37 R. K. Saunthwal, M. T. Cornall, R. Abrams, J. W. Ward and
J. Clayden, Chem. Sci., 2019, 10, 3408-3412.

38 W. Guerrab, R. Akrad, M. Ansar, J. Taoufik, J. T. Mague and
Y. Ramli, IUCrData, 2017, 2, x171591.

39 I. Nicolas, O. Jeannin, D. Pichon and M. Fourmigué,
CrystEngComm, 2016, 18, 9325-9333.

40 L. Maini, D. Braga, F. Farinella, E. Melotto, M. Verzini,
R. Brescello, I. Michieletto and I. Munari, Cryst. Growth
Des., 2018, 18, 3774-3780.

© 2021 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/d0sc06188c

	Hydantoin-bridged medium ring scaffolds by migratory insertion of urea-tethered nitrile anions into aromatic Ctnqh_x2013N bondsElectronic...
	Hydantoin-bridged medium ring scaffolds by migratory insertion of urea-tethered nitrile anions into aromatic Ctnqh_x2013N bondsElectronic...
	Hydantoin-bridged medium ring scaffolds by migratory insertion of urea-tethered nitrile anions into aromatic Ctnqh_x2013N bondsElectronic...
	Hydantoin-bridged medium ring scaffolds by migratory insertion of urea-tethered nitrile anions into aromatic Ctnqh_x2013N bondsElectronic...
	Hydantoin-bridged medium ring scaffolds by migratory insertion of urea-tethered nitrile anions into aromatic Ctnqh_x2013N bondsElectronic...
	Hydantoin-bridged medium ring scaffolds by migratory insertion of urea-tethered nitrile anions into aromatic Ctnqh_x2013N bondsElectronic...


