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Visible-light-induced [3+2] cycloadditions of donor/donor diazo
intermediates with alkenes to achieve (spiro)-pyrazolines and
pyrazoles

We describe visible light-mediated [3+2] cycloaddition
reactions to afford pyrazolines and (spiro)pyrazolines bearing

a quaternary carbon center. This strategy provides a novel and
benign approach to access donor/donor diazo species from
corresponding N-tosylhydrazones in situ and strongly extends
the scope of visible-light mediated [3+2] cycloadditions. This
protocol demonstrates tolerance for a broad range of functional
groups and can be used to transform a wide range of bioactive
compounds into functionalized pyrazoles and pyrazolines.
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Visible-light-induced [3+2] cycloadditions of
donor/donor diazo intermediates with alkenes to
achieve (spiro)-pyrazolines and pyrazolesy

Yu Zhang, © 1 Yanchuan Li,°¢ Shao-Fei Ni, ¢ Jin-Peng Li,% Dingding Xia,?
Xinyu Han,? Jingchuan Lin,? Jinxin Wang, & *¢ Shoubhik Das @ **f
and Wei-Dong Zhang*2°<9

To date, [3 + 2] cycloadditions of diazo esters with alkynes or alkenes have been a robust tool to generate
pyrazoles and pyrazolines. However, methods capable of generating donor/donor diazo species from
readily available N-tosylhydrazones to furnish [3 + 2] cycloadditions, remain elusive. Herein, we describe
the first visible-light-induced [3 + 2] cycloadditions of donor/donor diazo precursors with alkenes to
afford pyrazoles and novel (spiro)pyrazolines bearing a quaternary center. This protocol shows
a tolerable substrate scope covering versatile carbonyl compounds and alkenes. Late-stage
functionalization of bioactive molecules, one-pot approach, and gram-scale synthesis have also been
introduced successfully to prove the practicability. At last, mechanistic experiments and DFT studies
suggested the formation of non-covalent interactions enabling the activation of N-tosylhydrazones and

rsc.li/chemical-science

Introduction

Pyrazoles and their partially saturated counterparts pyrazolines
have been frequently used in modern drug discovery for anti-
bacterial, antineoplastic, anti-inflammatory, and anticonvul-
sant activities."* In particular, pyrazoles appear in 14 of the top
200 highest-grossing pharmaceutical products in 2021 such as
Eliquis ($16.73 billion) and Imbruvica ($9.78 billion)
(Scheme 1a).* Generally, pyrazolines serve as potent cannabi-
noid CB1 receptor antagonists that are used for the treatment of
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the formation of the donor/donor diazo intermediates.

obesity and related metabolic diseases.* Pyrazolines are also
frequently used for the therapy of cancer and inflammatory
diseases.® Moreover, both of them are ubiquitous skeletons in
natural products such as alkaloids, pigments, and vitamins.®
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Scheme 1 Visible-light mediated [3 + 2] cycloadditions and our
design.
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Consequently, the development of facile and sustainable strat-
egies enabling the construction of pyrazolines and pyrazoles is
in high demand.”

To date, [3 + 2] cycloadditions have been the most general
approaches to construct 5-membered heterocycles.®* Among
them, [3 + 2] cycloadditions of diazo esters or other a-stabilized
diazo compounds with alkynes or alkenes provided robust tools
for the generation of pyrazoles and pyrazolines.”** Neverthe-
less, the application of diazo compounds has been hampered
significantly by their abnormal reactivities and hazardous
properties™ since diazo compounds in most of the studies
require at least one electron-withdrawing group (typically an
ester group) to stabilize (Scheme 1b).*"*>'® To extend the scope
of diazo compounds and achieve structural diversity, precursors
of diazo compounds such as N-tosylhydrazones and N-sulfonyl-
1,2,3-triazoles have been introduced to form corresponding
diazo intermediates.’”° For instance, the Bamford-Stevens
reaction, the Shapiro reaction and other approaches that rely on
deprotonation of N-tosylhydrazones to generate diazo
compounds have been reported,*>* which generally require
thermal or oxidative conditions. Moreover, cycloadditions of
arynes and N-tosylhydrazones have been disclosed by the group
of Shi.*® When compared with the use of limited diazo
compounds or hydrazonoyl chlorides,***” this work features the
application of in situ formed donor-type diazo compounds to
afford indazoles with structural diversity.

Synthetic methods mediated by visible-light activation such
as relying on photocatalysts (photosensitizers)**** and EDA
complex®* have enabled untapped transformations and
diverted the previously harsh reaction conditions. Inspired by
these strategies, we focused on designing of visible-light
mediated [3 + 2] cycloaddition reactions to synthesize hetero-
cyclic compounds via the formation of new C-N bonds. While [2
+2]and [4 + 2] cycloaddition reactions have been widely applied
in photoredox catalysis, the application of [3 + 2] cycloadditions
to build five-membered rings has been scarcely investigated.****
To the best of our knowledge, only a few research articles have
reported the use of photocatalytic [3 + 2] cycloadditions to
synthesize five-membered cyclopentane rings via the generation
of new C-C bonds.*~** Up to now, the presence of an expensive
transition metal-based photocatalyst has been essential for
achieving these transformations (Scheme 1c). Notably, the
group of Konig disclosed the formation of donor/donor diazo
compounds from N-tosylhydrazones to facilitate the homolo-
gation of carbonyl compounds under UV light.>* Very recently,
our group also reported the formation of a donor/donor carbene
from the N-tosylhydrazones which was induced by the photo-
sensitizer.’® In this case, we particularly wanted to focus on the
in situ generation of underexplored donor/donor diazo
compounds under visible-light irradiation to demonstrate the
wide application of our strategy (Scheme 1d).

Results and discussion

At the beginning of our investigation, a readily available N-
tosylhydrazone (1b), conveniently obtained from ketone 1a, was
reacted with butyl acrylate (1c) in the presence of different
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organic bases and inorganic bases such as 5-diazabicyclo(4.3.0)
non-5-ene (DBN), 1,5,7-triazabicyclo-[4,4,0]dec-5-ene (TBD), and
1,8-diazabicyclo[5.4.0]Jundec-7-ene (DBU) (Table S21) (Table 1,
entries 1-4). To our delight, after the careful investigation and
evaluation of bases, solvents, and quantities of 1c, the desired
spiropyrazoline (1d) was obtained in a 90% isolated yield in the
presence of 3.0 equivalents of water (Table 1, entry 1). Moreover,
an investigation of different solvents demonstrated that 2-
MeTHF, a biomass-derived solvent that is widely used in organic
chemistry,”” was the most suitable solvent (Table 1, entries 5 and
6). The reaction was also performed in the absence of water.
Unsurprisingly, less product was obtained without water (Table
1, entry 7). To investigate the role of water in the system, we
replace it with phase transfer catalyst (PTC) and it showed better
reactivity compared the reaction without the addition of water
(Table 1, entry 9). Therefore, we postulated that 2-Me-THF has
a good miscibility with water and this facilitates water probably
facilitated the dissolution of N-tosylhydrazone anion, which
enhanced the [3 + 2] cycloaddition. Finally, the control experi-
ments exhibited no product formation in the absence of light or
base, emphasizing the required presence of light and base in this
system (Table 1, entries 9 and 10).

With the best reaction conditions in hand, we investigated
the scope and generality of [3 + 2] cycloaddition reactions
between various N-tosylhydrazones and alkenes. First, diverse
N-tosylhydrazones from substituted benzocyclohexanones were
evaluated. Gratifyingly, both the EWG-substituted and EDG-
substituted N-tosylhydrazones exhibited good to excellent
reactivities to provide functionalized spiropyrazolines
(Scheme 2, 2d-7d). Next, heteroaromatic cyclic ketones con-
taining 6,7-dihydro-4-benzothiophenone (8a), boc-protected
1,5,6,7-tetrahydro-4H-indol-4-one (9a), and 7,8-

Table 1 Optimization for the synthesis of spiropyrazoline (1d)*

Q
! o"Bu
N_

butyl acrylate (1c) HN

DBU, H,0
2-MeTHF

NNHTs
i TN N

Entry Change from standard conditions Yield? [%]
1 None 90
2 DBN instead of DBU 76
3 Cs,CO; instead of DBU n.d.
4 Et;N instead of DBU n.d.
5 THF instead of 2-MeTHF 89
6 MecCN instead of 2-MeTHF 50
7 Without H,O 76
8 3.0 equiv. PTC instead of H,0O 82°
9 In the dark n.d.
10 Without base n.d.

“ Reaction conditions: 1b (0.2 mmol), butyl acrylate (0.3 mmol, 1.5
equiv.), base (0.6 mmol, 3.0 equiv.), H,O (0.6 mmol, 3.0 equiv.),
solvent (1.0 mL), irradiation with 40 W blue Kessil lamp &A = 456 nm),
r.t., argon atmosphere, 16 h., n.d. = not detected. ” Yields were
determined by '"H NMR analysis of the crude reaction mixture using
1,3,5-trimethoxybenzene as the internal standard. °PTC:
tetrabutylammonium bromide.

© 2023 The Author(s). Published by the Royal Society of Chemistry
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to obtain pyrazolines.>® Reaction conditions: °N-tosylhydrazones (0.2

mmol), butyl acrylate (0.3 mmol, 1.5 equiv.), base (0.6 mmol, 3.0 equiv.), HO (0.6 mmol, 3.0 equiv.), 2-MeTHF (1.0 mL), irradiation with 40 W

Kessil lamp (A = 456 nm), r.t., argon atmosphere, 16 h; °40 h.

dihydroquinolin-5(6H)-one (10a) also successfully underwent [3
+ 2] cycloadditions to provide the desired spiropyrazolines (8d-
10d). Moreover, 4-chromanone (11a) and 2-methyl-1-tetralone
(12a) were also applied in this transformation. After the
successful exploration of heteroaromatic cyclic ketones with six-
member rings, we aimed to extend the scope to other hetero-
aromatic cyclic ketones, including five and seven-member rings.
Thus, N-tosylhydrazones from 1-indanone and its derivatives
were successfully converted into spiropyrazolines in medium to
good yields (13d-17d). Moreover, 1-acenaphthenone also
worked well to form the corresponding pyrazoline in excellent
yield (18d). Inspired by these results, N-tosylhydrazone from

© 2023 The Author(s). Published by the Royal Society of Chemistry

benzocycloheptanone was investigated and exhibited good
reactivity under the standard conditions (19d). Acyclic ketones
were also investigated and to our delight, a diverse array of
substituted acetophenones with methoxy-, dimethylamino-,
phenoxy-, ester-, methylsulfonyl-, chloro-, dichloro-, and phenyl
groups were feasibly synthesized with good to excellent yields
(20d-35d). Significantly, diverse heteroaryl alkyl ketones con-
taining benzofuran, indole, benzothiophene, benzo[d]oxazole,
pyridine, and thiophene moieties were successfully converted
into the corresponding pyrazoline derivatives (36d-44d). In
addition to acetophenones, the use of other aryl alkyl ketones
with different chain lengths or branched chains also proceeded

Chem. Sci., 2023, 14, 10411-10419 | 10413
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smoothly (45d-52d). Furthermore, we aimed to extend the
scope of ketones bearing diverse groups instead of general aryl
or alkyl groups. Among them, the ketones with an ester group
located at the B- and y-site of the ketone or phenoxy group
located at the [-site proceeded excellently to generate the
desired pyrazolines with quaternary centers (52d-54d). More-
over, N-tosylhydrazones derived from aldehydes (55d, 56d) or
butyl pyruvate (57d) were also appropriate substrates.

Next, the amenability of this mild strategy toward alkenes
was assessed (Scheme 3). The reaction with various acrylates
including diverse and potentially reactive functional groups
such as tertbutyl (58d), allyl (59d), alkynyl (60d), 1-methyl-
cyclopentyl (61d), 2-methoxyethyl (62d), and methyl (63d)
groups furnished the corresponding products in good to high
yields. Additional functional groups such as furyl (64d),
benzoate (65d), and pyridyl (66d) were also well-tolerated.

NNHTs

RS,

View Article Online

Edge Article

Moreover, diverse acryl amides bearing different functional
groups (67d-72d) such as pyridyl, benzyl, morpholine, piper-
idyl, and phenyl groups were also successfully converted into
the desired products. Remarkably, a,B-unsaturated-enone (73d)
was compatible with our system to afford the corresponding
pyrazoline, albeit in a lower yield. The generality of alkenes was
further evaluated by using vinylphosphonate (74d), which
exhibited excellent reactivity. Nevertheless, lower reactivity was
revealed when acrylonitrile (75d) was used, and only a trace
amount of product was observed when methyl vinyl sulfone
(75d) was applied.

Inspired by these results, the synthesis of pyrazoles was also
investigated using our strategy. It was observed that the N-
tosylhydrazones obtained from aldehydes provided a mixture of
pyrazoles and pyrazolines, and we argued that the elimination
reaction from the in situ formed pyrazolines could generate
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pyrazoles at the end. However, only limited product was
observed under standard reaction conditions (Scheme 2, 55d,
56d). Therefore, reaction conditions were slightly modified by
adding additional bases or additional oxidants to facilitate
further elimination of pyrazolines and afford the desired pyr-
azoles (Table S5 in the ESIt). Encouragingly, careful investiga-
tions identified that higher amounts of bases (5 equivalents)
enabled the formation of pyrazoles in good yields. Furthermore,
this revised protocol was also employed to synthesize pyrazoles
using diverse N-tosylhydrazones. Among them, N-tosylhy-
drazones bearing -ester, -phenyl, -cyano, -acetyl, and -methyl
sulfonyl groups (77d-82d) at the para position were converted to
desirable pyrazoles in medium to good yields. Furthermore, in
addition to butyl acrylate, acrylates bearing various functional
groups such as allyl (83d) and 1-methyl-cyclopentyl (84d) were
also suitably converted into the corresponding pyrazoles. The [3
+ 2] cycloaddition reaction was also successfully performed
using a,B-unsaturated enone (86d).

Considering the prevalence and importance of pyrazolines
and pyrazoles in the pharmaceutical industry, we aimed to
demonstrate the application of our protocol via the function-
alization of existing natural products and drug-like molecules
(Scheme 4). Flavanone and related derivatives (87d, 88d) are
highly valuable natural products with several significant phar-
macological properties such as anticancer, antioxidant, and
antiviral activities. These compounds were successfully

View Article Online
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converted into the corresponding spiropyrazoline analogues.
Importantly, this transformation has not yet been reported,
indicating the significance of our approach in the field of
superior drug development and/or discovery. Next, our atten-
tion turned to the investigation of an array of N-tosylhydrazones
derived from a wide range of bioactive natural products such as
dehydroabietic acid, celestolide, and r-menthol (89d-91d).
These products were also converted into the desired (spiro)
pyrazolines successfully. Moreover, various complex acrylates
derived from abiraterone, a drug used for treating prostate
cancer, and several natural products such as diacetonefructose
and nerol were also suitable substrates for the preparation of
pyrazolines (92d-97d). Pyrazole-substituted complex molecules
were also generated with our approach (98d-100d). To further
explore the practicality of this protocol, gram-scale synthesis
was smoothly performed to obtain the desired pyrazolines.
Meanwhile, a one-pot approach starting from the respective
ketone directly and furnished the pyrazoline, clearly demon-
strating that the reaction could proceed even from the
aldehydes/ketones rather than the preformation of N-
tosylhydrazones.

We further aimed to gather more mechanistic information of
our reaction (Scheme 5). First, ultraviolet/visible (UV/Vis)
absorption spectra were obtained and a clear red (bath-
ochromic) shift was observed between DBU and the N-tosylhy-
drazone anion, with a visible-light absorption tailing at 400-

A Modification of complex molecules
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o

CO
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Scheme 4 Modification of complex molecules, gram-scale synthesis, and one-pot approach.?~ Reaction conditions: °N-tosylhydrazones (0.2
mmol), alkenes (0.3 mmol, 1.5 equiv.), base (0.6 mmol, 3.0 equiv.), H,O (0.6 mmol, 3.0 equiv.), 2-MeTHF (1.0 mL), irradiation with 40 W Kessil lamp
(A = 456 nm), r.t., argon atmosphere, 16 h; ®base (1.0 mmol, 5.0 equiv.); “further details of the gram-scale synthesis and one-pot synthesis

procedures are provided in the ESIL.{
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Scheme 5 Mechanistic investigations of visible light-mediated [3 + 2] cycloadditions.

460 nm. This implied the formation of the non-covalent inter-
action. Examining the influence of different wavelengths
revealed that the best reactivity was obtained under the irradi-
ation of light with a wavelength of 456 nm (Scheme 5A).
Furthermore, the Job's plot of the complex was investigated by
the UV-vis absorption spectrometry (details in the ESIf). The
maximal absorption was observed when the ratio of N-tosylhy-
drazone anion and DBU in THF was 1:1, indicating the exis-
tence of the non-covalent interaction from N-tosylhydrazone
anion 1e and DBU (Scheme 5B). We further performed NMR
titration experiments to investigate the interactions of N-tosyl-
hydrazone anion 1e and DBU. An upfield shift of le was
observed with increasing DBU concentration, providing further
evidence that the complexation occurred between 1e and DBU
(Scheme 5C). On-off experiments were also carried out to
demonstrate the necessity of the light in our system and the
stability of the system under darkness, demonstrating its
potential for practical use (Scheme 5D). Later, we performed the
reaction under standard conditions without alkenes and

10416 | Chem. Sci, 2023, 14, 10411-10419

sulfonylation of N-tosylhydrazone was observed, it is known
that diazo intermediate enable the nucleophilic addition with
diverse nucleophiles such as alcohols, boronic acids and
sodium azides.?**° Therefore, we assumed that sulfonyl anion is
existed in our system (Scheme 5E). It is also known that diazo
compounds can generate oxonium ylide with oxetane and 2,5-
dihydrofurans via a carbene intermediate.®~* To verify this,
a carbene-trapping experiment was carried out with THF, and
product 55e was obtained via the formation of an oxonium ylide
intermediate (Scheme 5F). Afterward, we evaluated the reactivity
of 1e and ammonium salts of DBU under standard conditions.
However, no products were formed, indicating the necessity of
the base (Scheme 5G).

To further exclude whether the non-covalent interaction was
formed from 1e and different ammonium salts. We performed
the UV-Vis spectra measurement and no red shift was observed
in the mixture of the two species (Fig. S3}). However, the
obvious red shift was observed from the combination of 1e and
DBU (Fig. S51). DFT calculation was carried out to provide deep

© 2023 The Author(s). Published by the Royal Society of Chemistry
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Scheme 6 Proposed mechanism of visible light-mediated [3 + 2] cycloadditions.

understanding of the reaction mechanism. As shown in Scheme
5H, non-covalent adduct Intl between deprotonated N-tosyl-
hydrazone anion and DBU could be formed. In Int1, two C-H---
T interactions are observed, which is confirmed by the NCI
(non-covalent interaction) analysis. Under irradiation, the
excited state *Int1 is formed, from where the homolytic N-S
bond cleavage takes place via transition state *TS1 to afford
intermediate *Int3. The Gibbs free energy needs for this process
is 12.4 kecal mol !, lower than the 33.9 kcal mol ' for the
transition state TS1 in singlet state. With the release of sulfonyl
anion and DBU, Int5 is generated, from which the [3 + 2]
cycloaddition with alkene take place via two transition states
with regioselectivity. Structure analysis indicated big steric
hindrance between the substituent of the alkene and Int5 in the
unfavourable transition state TS3, which is 3.1 kcal mol™*
higher than TS2. Energy decomposition analysis also indicates
that the regioselectivity mainly come from the structure
distortion of the Int5. The linear C=N=N structure in Int5
bended to 143.9° in TS3 due to the large steric hindrance,
compared to 146.5° in TS4 (see Fig. S8 in ESIt). From Int6, the
stepwise proton transfer with the help of DBU will drive the
reaction to the final spiropyrazoline product. Other mechanism
for the proton transfer process were also considered, all of them
have higher reaction barriers (see Fig. S9f), which are not
competitive compared with the stepwise proton transfer
process.

Based on these mechanistic investigations, a proposed
mechanism is provided in Scheme 6. First, N-tosylhydrazone
1b was afforded by the condensation reaction between
a ketone (1a) and 4-methylbenzenesulfonohydrazide. Next, 1b
was deprotonated to afford the corresponding N-tosylhy-
drazone anion (1e). A non-covalent interaction Int 1 generated
between 1e and DBU, and Int 1 was irradiated by the blue light
(A = 456 nm) to afford the Int 5 via the homolytic N-S bond
cleavage and the release of DBU. Subsequently, the in situ
formed donor/donor diazo species further underwent [3 + 2]
cycloaddition with alkene 1¢, affording the desired spiropyr-
azoline 1d.

Conclusions

In summary, we described the visible light-mediated [3 + 2]
cycloaddition reactions to afford pyrazoles and (spiro)pyrazo-
lines bearing a quaternary carbon center. This strategy provides

© 2023 The Author(s). Published by the Royal Society of Chemistry

a novel and benign approach to access donor/donor diazo
species from the corresponding N-tosylhydrazones in situ and
strongly extends the scope of visible-light mediated [3 + 2]
cycloadditions. This protocol demonstrates tolerance for
a broad range of functional groups and can be used to trans-
form a wide range of bioactive compounds into functionalized
pyrazoles and pyrazolines.
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