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ABSTRACT: Spirocyclobutyl oxindoles have garnered substantial attention
in drug discovery and pharmaceuticals owing to their wide range of
biological activities. Strain-release in small-ring compounds is a powerful
strategy to enable efficient access to complex molecules. In this study, we
successfully realized a photoredox-catalyzed strain-release radical spirocyc-
lization approach to attain functionalized spirocyclobutyl oxindoles. A
diverse array of radicals, such as sulfonyl, phosphonyl, and trifluoromethyl,
were added efliciently to the strained C—C o-bond of bicyclobutanes
(BCBs) to afford a library of spirocyclobutyl oxindoles. Furthermore, the
obtained products could be transformed into valuable building blocks. The
observed reactivity and selectivity have been rationalized based on density

Strain-Release Spirocyclobutyl Oxindoles Synthesis
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S pirocyclic scaffolds have been recognized as potential
pharmacophores in drug discovery and pharmaceuticals
because of their unique and inherently rigid three-dimensional
architecture." The conformational rigidity ensures that
substituents are positioned in a well-defined and highly
predictable manner and allows eflicient interactions of ligands
with binding sites.” Precisely controlling the three-dimensional
structure by introducing a cyclobutane ring further improves
various physicochemical and pharmacokinetic properties,
including metabolic stability, lipophilicity, permeability, and
acidity/basicity.” The identification of such advantageous
factors has fueled a surge in the discovery of biologically
active spirocyclobutanes.'” Among these motifs, spirocyclobu-
tyl oxindoles have drawn the immense interest of researchers in
recent years not only due to their presence in natural products
but also for their broad spectrum of biological activities,
including antifungal activity,” action as phosphodiesterase
inhibitors (for the treatment of Parkinson’s disease),” and
bromodomain inhibition (Scheme 1A). Despite these
attractive features, there is a limited range of strategies
available for the synthesis of spirocyclobutyl oxindoles.’
Although these strategies are very effective, they either require
stoichiometric oxidants®™ or are limited to carbon-centered
radicals.”* Consequently, modular, catalytic, and sustainable
methods for accessing functionalized spirocyclobutyl oxindoles
with diverse functional handles are highly desirable and would
be valuable for discovering new bioactive compounds.

The strain-release in small organic molecules is an efficient
tool that unlocks unique reactivities, allowing a library of useful
synthetic transformations with applications in total synthesis,
drug discovery, and bioconjugation.” In particular,
bicyclo[1.1.0]butane (BCB) derivatives have enormous
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synthetic potential and have attracted considerable attention
among synthetic chemists not only due to their unique
structural features but also for their ability to give eficient
access to synthetically challenging scaffolds at ambient
conditions.” The strained C—C o-bond of BCB derivatives
was reported to participate in various cycloadditions,’
difunctionalizations,'® carbene insertions,"' and cascade
reactions'> under photochemical and Lewis acid-catalyzed
conditions. In the past decade, photocatalytic strategies that
depend on the ability of photocatalysts to absorb light and
participate in either electron transfer or energy transfer
processes with organic molecules have evolved into efficient
synthetic tools for chemical synthesis. Herein, we envisioned
merging two main pillars of synthetic methodology, photo-
redox catalysis and strain-release, to develop a new radical
strategy that would give access to spirocyclobutyl oxindoles.
In analogy to the known reactivity of N-arylacrylamides
(Scheme 1B),"” we postulated that radical intermediate I,
generated from the radical precursor 2 via a single-electron
reduction by the excited-state photocatalyst, could add onto
the strained C—C o-bond of BCB 1 to give electrophilic radical
IL. Subsequent cyclization onto the arene ring would lead to
the radical intermediate III. Finally, single-electron oxidation
of III by the oxidized photocatalyst followed by deprotonation
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Scheme 1°

A. Importance of spirocyclobutyl oxindoles

B. Known reactivity of N-arylacrylamides
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leads to the formation of spirocyclobutyl oxindole 3 while
completing the photocatalytic cycle (Scheme 1C). However,
we identified a major issue associated with this hypothesis: the
radical intermediate IT could undergo direct addition before
cyclization to give the direct addition product 4. Despite this
challenge, here we report our success in developing a
photoredox-catalyzed radical spirocyclization strategy for
accessing functionalized spirocyclobutyl oxindoles (Scheme
1C). The formation of the direct addition product was
prevented by selecting a suitable radical precursor. We have
successfully added sulfonyl, phosphonyl, and trifluoromethyl
radicals to BCB amides to access sulfonylated, phosphonylated,
and trifluoromethylated spirocyclobutyl oxindoles. It is
important to note that phosphonyl radicals have not been
added to the strained C—C o-bond of BCB to date.
Furthermore, the obtained products could be transformed

into valuable building blocks. A DFT study rationalized the
observed reactivity and stereoselectivity outcomes.

Our initial investigations commenced with the use of 4-
fluorobenzenesulfonyl chloride (2a) as a sulfonyl radical
precursor. The irradiation of BCB 1la, sulfonyl chloride 2a,
and 4-CzIPN as a photocatalyst in acetonitrile solvent yielded
the desired spirocyclized oxindole product 3a in 30% yield
with dr 2:1, alongside the formation of the direct addition
product 4a in 30% yield (Figure 1, column 1). The direct
addition product 4a could be formed via an atom transfer
radical addition (ATRA) process (vide infra). To suppress the
direct addition product, we sought an alternative sulfone
radical precursor with a nonhalogenic counterpart. Although
the complete suppression of the direct addition product was
achieved by employing S-phenyl 4-fluorobenzenesulfono-
thioate 2b, the yield of the desired product was not improved
(Figure 1, column 2). Phenyl 4-fluorobenzenesulfonate (2c)
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Scheme 2. Scope of the Reaction
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and 2-((4-fluorophenyl)sulfonyl)isoindoline-1,3-dione (2d)
did not provide the desired spirocyclobutyl oxindole product
3a (Figure 1, columns 3 and 4). The lack of reactivity observed
with 2¢ could be due to its high reduction potential (E,,, =
—2.03 V vs SCE),"* whereas the lack of reactivity of the radical
precursor 2d can be attributed to its poor solubility in
acetonitrile. Next, our focus shifted toward employing N-
(diphenylmethylene)-4-fluorobenzenesulfonamide (2e), previ-
ously used by the groups of Glorius'>* and Du'*" for the
difunctionalization of olefins via energy transfer photocatalysis.
We were pleased to find that the reaction with 2e resulted in
the exclusive formation of 3a, providing the desired product in
85% vield (Figure 1, column S). The excellent reactivity of 2e
can be attributed to its low reduction potential (E, = =122V
vs SCE).'* These promising results encouraged us to optimize
the reaction conditions further by employing tunable metal-
based photocatalysts. Among the photocatalysts screened
(Figure 1, columns 6—10), Ir(ppy); emerged as the best
photocatalyst with the quantitative formation of the desired
product 3a. Control experiments demonstrated that both the
photocatalyst and light irradiation were essential for reactivity
(Figure 1, columns 11 and 12).

With the established optimal reaction conditions, we
proceeded to evaluate the generality of this reaction with a
broad range of BCB amides (Scheme 2A). BCB amide la
provided spirocyclobutyl oxindole 3b in 91% yield. The

reaction was amenable to scaling up, with product 3b formed
in a 74% yield on a 2.4 mmol scale. The structure of the minor
diastereomer of 3b was determined by X-ray analysis (CCDC
2336969). Various aryl rings in BCB amides bearing electron-
donating and electron-withdrawing substituents were well
tolerated, providing products 3c—3f in good to excellent yields.
BCBs with various substituents on nitrogen, including benzyl,
CH,CH,0TBS, and cyclohexyl, underwent the desired
transformation successfully, affording products 3g—3i in
good yields. The tetrahydroquinoline-derived BCB gave the
spirooxindole product 3j in 80% yield. Subsequently, the scope
and generality of sulfone radical precursor 2 were investigated
using BCB 1a (Scheme 2B). Simple phenyl-sulfonimine and
aryl-sulfonimines containing electron-donating groups, such as
p-Bu, and p-OMe, participated well in this reaction (products
3k—3m). A sulfanilamide derivative could also be used as a
sulfonyl radical precursor to access spirocyclobutyl oxindole 3n
in 39% yield. Electron-deficient aryl-sulfonimines were also
viable substrates in this reaction, giving the products 3a
(CCDC 2336971) and 3o0. The ortho- and meta-substituted
sulfonimines also yielded the products 3p and 3q, respectively,
in excellent yields. A heterocyclic sulfonimine, such as 2-
thiophenyl, was also found to be a suitable substrate in this
reaction (product 3r). Additionally, sulfone radicals bearing
alkyl substituents were tolerated and furnished the correspond-
ing spirocyclobutyl oxindoles 3s and 3t in high yields.
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Pleasingly, the synthesis of 3s was scaled up to 6 mmol,
providing 1.12 g of the product in 70% yield. Given the
importance of sulfonamides in medicinal chemistry, we next
investigated sulfonamide radical precursors. Piperidine- and
morpholine-substituted sulfonyl radicals were successfully
added to BCB 1a, giving products 3u and 3v, respectively, in
good yields.

Phosphorus-embedded scaffolds are present in several
bioactive molecules and pharmaceuticals owing to their ability
to regulate a wide range of cellular processes, including protein
signaling,'® gene expression,'” and cellular metabolism.'®
Considering the multifunctional role of these scaffolds, we
were interested in incorporating the phosphonate moiety into
spirocyclobutyl oxindole. For this reason, we employed the
radical precursor 2s'” in our strain-release method to enable
the synthesis of C(sp®>)—P(V) cyclobutane-containing spiroox-
indoles. When we subjected phosphonyl radical precursor 2s to
our standard conditions, we obtained desired products Sa—5d
in moderate to good yields (Scheme 2C). To the best of our
knowledge, there are no reports on the addition of phosphonyl
radicals to the bicyclobutane system.

Incorporating fluorinated functionalities, particularly the
trifluoromethyl motif, into a therapeutic or diagnostic small
molecule can enhance its pharmacokinetics and physicochem-
ical properties.”” Thus, introducing the trifluoromethyl group
onto spirocyclobutyl oxindoles could enhance their biological
activities. Therefore, we turned our attention to the develop-
ment of a trifluoromethylative cyclization cascade. Our initial
attempts to replace sulfonimine with Togni II reagent under
the standard conditions demonstrated that trifluoromethyla-
tion was indeed possible. However, the desired product 6a was
obtained with a moderate yield. A quick optimization (see SI)
improved the yield to 78%. Pleasingly, aryl- and nitrogen-
substituted BCBs successfully participated in this reaction,
giving trifluoromethylated spirocyclobutyl oxindoles 6a—6d in
moderate to good yields (Scheme 2D).

The obtained product 3b could be efficiently converted to
the spirocyclobutyl dihydroindole derivative 7, another
important motif in medicinal chemistry,”' in 78% yield by
treatment with borane. The sulfone group could be easily
removed under reflux conditions using Mg in methanol to
afford product 8 in 65% yield (Scheme 3).

We next turned our attention to the mechanism of the
reaction. Based on the radical trapping experiments,
luminescence quenching experiments, and cyclic voltammetry,
a plausible mechanism has been depicted (Figure 6 in the SI).
Initially, sulfonimine 2e (E,,, = —1.22 V vs SCE of 2e)"
undergoes single-electron reduction by the excited-state

Scheme 3. Synthetic Utility”
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“Reactions were performed in a 0.1 mmol scale.

photocatalyst (E, ,(Ir(IV)/Ir(Il)*) = —1.73 V vs SCE),*
forming the sulfonyl radical I. Subsequently, radical I adds
onto the strained C—C o-bond of BCB 1a to give the more
stable tertiary radical II that can undergo cyclization, followed
by single-electron oxidation and deprotonation to give
spirocyclic product 3a. To comprehend the diastereoselective
outcome, we have carried out a DFT study at the SMD yocn)/
UMO06—2x/6-311++G(d,p)//SMD (y.cn)/ UMO6—2:x/6-
31G(d) level of theory. The radical spirocyclization step was
found to proceed through two diastereomeric transition states,
TS-2a and TS-2b, which differ in energy by only 0.8 kcal-
mol™!, in good agreement with the observed diastereomeric
ratio (Scheme 4). However, when sulfonyl chloride was

Scheme 4. DFT Study: Energy Profile Diagram
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employed as a radical precursor, a competitive reaction
pathway involving the abstraction of the chlorine atom was
found via TS-3, giving 4b, which explains the formation of
direct addition product 4a observed during our initial
investigations (Figure 1, column 1).

In conclusion, we have disclosed a new strain-release
spirocyclization strategy to synthe31ze a library of function-
alized spirocyclobutyl oxindoles.”> The use of sulfonimines is
the key to the success of this reaction, as they suppress the
direct addition product. The reaction exhibits a broad scope
toward the BCB amides and sulfonimines with excellent
functional group tolerance. Notably, phosphonyl and trifluor-
omethyl radicals were added to the strained C—C o-bond to
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access phosphonylated and trifluoromethylated spirocyclobutyl
oxindole derivatives. Additionally, the obtained products could
be efficiently transformed to valuable building blocks. DFT
studies were used to rationalize the observed reactivity and
stereoselectivity. We anticipate that this strategy will expand
the use of strain-release in synthesizing other spirocyclobutyl
oxindole derivatives due to the vast abundance and diversity of
radical precursors.

B ASSOCIATED CONTENT
Data Availability Statement

The data underlying this study are available in the published
article and its Supporting Information.

© Supporting Information

The Supporting Information is available free of charge at
https://pubs.acs.org/doi/10.1021/acs.orglett.4c02177.

General information, experimental procedures, charac-
terization data, NMR spectra for all new compounds,
and DFT study data (PDF)

Accession Codes

CCDC 2336969 and 2336971 contain the supplementary
crystallographic data for this paper. These data can be obtained
free of charge via www.ccdc.cam.ac.uk/data_request/cif, or by
emailing data_request@ccdc.cam.ac.uk, or by contacting The
Cambridge Crystallographic Data Centre, 12 Union Road,
Cambridge CB2 1EZ, UK; fax: +44 1223 336033.

B AUTHOR INFORMATION
Corresponding Author

Durga Prasad Hari — Department of Organic Chemistry,
Indian Institute of Science, Bangalore, Karnataka 560012,
India; ® orcid.org/0000-0002-0734-8427;

Email: dphari@iisc.ac.in

Authors

Tushar Singha — Department of Organic Chemistry, Indian

Institute of Science, Bangalore, Karnataka 560012, India;
orcid.org/0000-0002-9424-6460

Nakul Abhay Bapat — Department of Organic Chemistry,
Indian Institute of Science, Bangalore, Karnataka 560012,
India

Subrat Kumar Mishra — Department of Organic Chemistry,
Indian Institute of Science, Bangalore, Karnataka 560012,
India

Complete contact information is available at:
https://pubs.acs.org/10.1021/acs.orglett.4c02177

Author Contributions
"T.S., N.A.B., and S.K.M. contributed equally.
Notes

The authors declare no competing financial interest.

B ACKNOWLEDGMENTS

Financial support from the SERB, Govt. of India (File CRG/
2022/007372), is greatly acknowledged. D.P.H. thanks IISc
Bangalore for the infrastructure. T.S. thanks the Ministry of
Education, Govt. of India, for PMRF. N.A.B. thanks KVPY for
the fellowship. We thank Prof. Garima Jindal (IISc Bangalore)
for helpful discussions on the DFT model.

B REFERENCES

(1) (a) Carreira, E. M; Fessard, T. C. Four-Membered Ring-
Containing Spirocycles: Synthetic Strategies and Opportunities.
Chem. Rev. 2014, 114, 8257—8322. (b) Singh, G. S.; Desta, Z. Y.
Isatins As Privileged Molecules in Design and Synthesis of Spiro-
Fused Cyclic Frameworks. Chem. Rev. 2012, 112, 6104—6155.
(c) James, M. J; O’Brien, P.; Taylor, R. J. K; Unsworth, W. P.
Synthesis of Spirocyclic Indolenines. Chem.-Eur. ]. 2016, 22, 2856—
2881.

(2) Prosser, K. E.; Stokes, R. W.; Cohen, S. M. Evaluation of 3-
Dimensionality in Approved and Experimental Drug Space. ACS Med.
Chem. Lett. 2020, 11, 1292—1298.

(3) van der Kolk, M. R;; Janssen, M. A. C. H; Rutjes, F. P. J. T.;
Blanco-Ania, D. Cyclobutanes in Small-Molecule Drug Candidates.
ChemMedChem. 2022, 17, €202200020.

(4) Reisman, S. E.; Ready, J. M.; Hasuoka, A.; Smith, C. J.; Wood, J.
L. Total Synthesis of (+)-Welwitindolinone A Isonitrile. J. Am. Chem.
Soc. 2006, 128, 1448—1449.

(5) Yoshikawa, M.; Kamisaki, H.; Kunitomo, J.; Oki, H.; Kokubo,
H.; Suzuki, A.; Ikemoto, T.; Nakashima, K.; Kamiguchi, N.; Harada,
A,; et al. Design and synthesis of a novel 2-oxindole scaffold as a
highly potent and brain-penetrant phosphodiesterase 10A inhibitor.
Biorg. Med. Chem. 2015, 23, 7138—7149.

(6) (a) Boddy, A. J; Bull, J. A. Stercoselective synthesis and
applications of spirocyclic oxindoles. Org. Chem. Front. 2021, 8,
1026—1084. (b) Fan, J.-H.; Yuan, J.; Zhong, L.-J.; Liu, Y.; Tang, K.-W.
Oxidative sulfonylarylation of strained C-C o-bonds for the synthesis
of 3-spirocyclic oxindoles initiated by insertion of sulfur dioxide. Org.
Chem. Front. 2024, 11, 1982—1989. (c) Fan, J.-H.; Yuan, J,; Xia, P.-F,;
Zhou, J; Zhong, L.-J.; Huang, P.-F.; Liu, Y.; Tang, K.-W,; Li, J.-H.
Photoredox-Catalyzed Alkylarylation of N-Aryl Bicyclobutyl Amides
with a-Carbonyl Alkyl Bromides: Access to 3-Spirocyclobutyl
Oxindoles. Org. Lett. 2024, 26, 2073—2078.

(7) (a) Kelly, C. B,; Milligan, J. A; Tilley, L. J.; Sodano, T. M.
Bicyclobutanes: from curiosities to versatile reagents and covalent
warheads. Chem. Sci. 2022, 13, 11721-11737. (b) Bellotti, P,;
Glorius, F. Strain-Release Photocatalysis. J. Am. Chem. Soc. 2023, 145,
20716—20732.

(8) Walczak, M. A. A; Krainz, T.; Wipf, P. Ring-Strain-Enabled
Reaction Discovery: New Heterocycles from Bicyclo[1.1.0]butanes.
Acc. Chem. Res. 20185, 48, 1149—1138.

(9) (a) Dhake, K.; Woelk, K. J.; Becica, J.; Un, A.; Jenny, S. E.;
Leitch, D. C. Beyond Bioisosteres: Divergent Synthesis of
Azabicyclohexanes and Cyclobutenyl Amines from Bicyclobutanes.
Angew. Chem., Int. Ed. 2022, 61, €202204719. (b) Kleinmans, R;
Pinkert, T.; Dutta, S.; Paulisch, T. O.; Keum, H.; Daniliuc, C. G;
Glorius, F. Intermolecular [27+20]-photocycloaddition enabled by
triplet energy transfer. Nature 2022, 605, 477—482. (c) Agasti, S.;
Beltran, F.; Pye, E.; Kaltsoyannis, N.; Crisenza, G. E. M,; Procter, D. J.
A catalytic alkene insertion approach to bicyclo[2.1.1]hexane
bioisosteres. Nat. Chem. 2023, 15, 535—541. (d) Nguyen, T. V. T,;
Bossonnet, A.; Wodrich, M. D.; Waser, J. Photocatalyzed [26 + 20]
and [20 + 27] Cycloadditions for the Synthesis of Bicyclo[3.1.1]-
heptanes and S- or 6-Membered Carbocycles. J. Am. Chem. Soc. 2023,
145, 25411-25421.

(10) (a) Gianatassio, R.; Lopchuk, J. M;; Wang, J.; Pan, C.-M,;
Malins, L. R;; Prieto, L.; Brandt, T. A,; Collins, M. R,; Gallego, G. M.;
Sach, N. W.; et al. Strain-release amination. Science 2016, 351, 241—
246. (b) Milligan, J. A.; Busacca, C. A.; Senanayake, C. H.; Wipf, P.
Hydrophosphination of Bicyclo[1.1.0]butane-1-carbonitriles. Org.
Lett. 2016, 18, 4300—4303. (c) Bennett, S. H.; Fawcett, A,
Denton, E. H.; Biberger, T.; Fasano, V.; Winter, N.; Aggarwal, V.
K. Difunctionalization of C-C o-Bonds Enabled by the Reaction of
Bicyclo[1.1.0]butyl Boronate Complexes with Electrophiles: Reaction
Development, Scope, and Stereochemical Origins. J. Am. Chem. Soc.
2020, 142, 16766—16775. (d) Guin, A.; Bhattacharjee, S.; Harariya,
M. S.; Biju, A. T. Lewis acid-catalyzed diastereoselective carbofunc-
tionalization of bicyclobutanes employing naphthols. Chem. Sci. 2023,
14, 6585—6591. (e) Ociepa, M.; Wierzba, A. J.; Turkowska, J.; Gryko,

https://doi.org/10.1021/acs.orglett.4c02177
Org. Lett. XXXX, XXX, XXX—XXX


https://pubs.acs.org/doi/suppl/10.1021/acs.orglett.4c02177/suppl_file/ol4c02177_si_001.pdf
https://pubs.acs.org/doi/10.1021/acs.orglett.4c02177?goto=supporting-info
https://pubs.acs.org/doi/suppl/10.1021/acs.orglett.4c02177/suppl_file/ol4c02177_si_001.pdf
https://summary.ccdc.cam.ac.uk/structure-summary?pid=ccdc:2336969&id=doi:10.1021/acs.orglett.4c02177
https://summary.ccdc.cam.ac.uk/structure-summary?pid=ccdc:2336971&id=doi:10.1021/acs.orglett.4c02177
http://www.ccdc.cam.ac.uk/data_request/cif
mailto:data_request@ccdc.cam.ac.uk
https://pubs.acs.org/action/doSearch?field1=Contrib&text1="Durga+Prasad+Hari"&field2=AllField&text2=&publication=&accessType=allContent&Earliest=&ref=pdf
https://orcid.org/0000-0002-0734-8427
mailto:dphari@iisc.ac.in
https://pubs.acs.org/action/doSearch?field1=Contrib&text1="Tushar+Singha"&field2=AllField&text2=&publication=&accessType=allContent&Earliest=&ref=pdf
https://orcid.org/0000-0002-9424-6460
https://orcid.org/0000-0002-9424-6460
https://pubs.acs.org/action/doSearch?field1=Contrib&text1="Nakul+Abhay+Bapat"&field2=AllField&text2=&publication=&accessType=allContent&Earliest=&ref=pdf
https://pubs.acs.org/action/doSearch?field1=Contrib&text1="Subrat+Kumar+Mishra"&field2=AllField&text2=&publication=&accessType=allContent&Earliest=&ref=pdf
https://pubs.acs.org/doi/10.1021/acs.orglett.4c02177?ref=pdf
https://doi.org/10.1021/cr500127b?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/cr500127b?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/cr300135y?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/cr300135y?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1002/chem.201503835
https://doi.org/10.1021/acsmedchemlett.0c00121?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acsmedchemlett.0c00121?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1002/cmdc.202200020
https://doi.org/10.1021/ja057640s?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1016/j.bmc.2015.10.002
https://doi.org/10.1016/j.bmc.2015.10.002
https://doi.org/10.1039/D0QO01085E
https://doi.org/10.1039/D0QO01085E
https://doi.org/10.1039/D4QO00062E
https://doi.org/10.1039/D4QO00062E
https://doi.org/10.1021/acs.orglett.4c00333?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.orglett.4c00333?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.orglett.4c00333?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1039/D2SC03948F
https://doi.org/10.1039/D2SC03948F
https://doi.org/10.1021/jacs.3c08206?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/ar500437h?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/ar500437h?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1002/anie.202204719
https://doi.org/10.1002/anie.202204719
https://doi.org/10.1038/s41586-022-04636-x
https://doi.org/10.1038/s41586-022-04636-x
https://doi.org/10.1038/s41557-023-01135-y
https://doi.org/10.1038/s41557-023-01135-y
https://doi.org/10.1021/jacs.3c09789?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/jacs.3c09789?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/jacs.3c09789?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1126/science.aad6252
https://doi.org/10.1021/acs.orglett.6b02051?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/jacs.0c07357?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/jacs.0c07357?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/jacs.0c07357?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1039/D3SC01373A
https://doi.org/10.1039/D3SC01373A
pubs.acs.org/OrgLett?ref=pdf
https://doi.org/10.1021/acs.orglett.4c02177?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as

Organic Letters pubs.acs.org/OrglLett

D. Polarity-Reversal Strategy for the Functionalization of Electrophilic
Strained Molecules via Light-Driven Cobalt Catalysis. J. Am. Chem.
Soc. 2020, 142, 5355—5361.

(11) (a) Bychek, R. M.; Hutskalova, V.; Bas, Y. P.; Zaporozhets, O.
A.; Zozulya, S.; Levterov, V. V,; Mykhailiuk, P. K. Difluoro-
Substituted Bicyclo[1.1.1]pentanes for Medicinal Chemistry: Design,
Synthesis, and Characterization. J. Org. Chem. 2019, 84, 15106—
15117. (b) Ma, X; Sloman, D. L.; Han, Y.; Bennett, D. J. A Selective
Synthesis of 2,2-Difluorobicyclo[1.1.1]pentane Analogues: “BCP-F2.
Org. Lett. 2019, 21, 7199—7203.

(12) Das, K; Pedada, A; Singha, T.; Hari, D. P. Strain-enabled
radical spirocyclization cascades: rapid access to spirocyclobutyl
lactones and - lactams. Chem. Sci. 2024, 15, 3182—3191.

(13) (a) Chen, J-R; Yu, X.-Y.; Xiao, W.-J. Tandem Radical
Cyclization of N-Arylacrylamides: An Emerging Platform for the
Construction of 3,3-Disubstituted Oxindoles. Synthesis 2015, 47,
604—629. (b) Liu, Z; Zhong, S; Ji, X; Deng, G.J; Huang, H.
Hydroarylation of Activated Alkenes Enabled by Proton-Coupled
Electron Transfer. ACS Catal. 2021, 11, 4422—4429. (c) Inprung, N.;
Ho, H. E.; Rossi-Ashton, J. A.; Epton, R. G.; Whitwood, A. C.; Lynam,
J. M.; Taylor, R. J. K; James, M. J.; Unsworth, W. P. Indole-ynones as
Privileged Substrates for Radical Dearomatizing Spirocyclization
Cascades. Org. Lett. 2022, 24, 668—674.

(14) See the Supporting Information for cyclic voltammograms.

(15) (a) Paulus, F.; Stein, C.; Heusel, C.; Stoffels, T. J.; Daniliuc, C.
G.; Glorius, F. Three-Component Photochemical 1,2,5-Trifunction-
alizations of Alkenes toward Densely Functionalized Lynchpins. J. Am.
Chem. Soc. 2023, 145, 23814—23823. (b) Wang, L.; Yu, Y.; Deng, L.;
Du, K. Photochemical and Atom-Economical Sulfonylimination of
Alkenes with Bifunctional N-Sulfonyl Ketimine. Org. Lett. 2023, 25,
2349-2354.

(16) Ardito, F.; Giuliani, M.; Perrone, D.; Troiano, G.; Lo Muzio, L.
The crucial role of protein phosphorylation in cell signaling and its
use as targeted therapy (Review). Int. J. Mol. Med. 2017, 40, 271—280.

(17) Braicu, C.; Buse, M.; Busuioc, C.; Drula, R.; Gulei, D.; Raduly,
L; Rusu, A; Irimie, A, Atanasov, A. G.; Slaby, O, et al. A
Comprehensive Review on MAPK: A Promising Therapeutic Target
in Cancer. Cancers 2019, 11, 1618.

(18) Knowles, J. R. Enzyme-Catalyzed Phosphoryl Transfer
Reactions. Annu. Rev. Biochem. 1980, 49, 877—919.

(19) Li, C; Qi, Z.-C.; Yang, Q;; Qiang, X.-Y.; Yang, S.-D. Visible-
Light-Catalyzed Phosphonation-Annulation: an Efficient Strategy to
Synthesize f-Phosphonopyrrolidines and f-Phosphonolactones. Chin.
J. Chem. 2018, 36, 1052—1058.

(20) Shah, P.; Westwell, A. D. The role of fluorine in medicinal
chemistry. J. Enzyme Inhib. Med. Chem. 2007, 22, 527—540.

(21) Qiao, J. X;; Wang, T. C.; Ruel, R;; Thibeault, C.; L'Heureux, A;
Schumacher, W. A,; Spronk, S. A.; Hiebert, S.; Bouthillier, G.; Lloyd,
J.; et al. Conformationally Constrained ortho-Anilino Diaryl Ureas:
Discovery of 1-(2-(1’-Neopentylspiro[indoline-3,4'-piperidine]-1-yl)-
phenyl)-3-(4-(trifluoromethoxy)phenyl)urea, a Potent, Selective, and
Bioavailable P2Y1 Antagonist. J. Med. Chem. 2013, 56, 9275—9295.

(22) Prier, C. K; Rankic, D. A;; MacMillan, D. W. C. Visible Light
Photoredox Catalysis with Transition Metal Complexes: Applications
in Organic Synthesis. Chem. Rev. 2013, 113, 5322—5363.

(23) Singha, T.; Bapat, N. A,; Mishra, S. K.; Hari, D. P. Photoredox
Catalyzed Strain-Release Driven Synthesis of Functionalized
Spirocyclobutyl Oxindoles. ChemRxiv 2024, DOI: 10.26434/chem-
rxiv-2024-9ggdm-v2.

F https://doi.org/10.1021/acs.orglett.4c02177
Org. Lett. XXXX, XXX, XXX—XXX


https://doi.org/10.1021/jacs.0c00245?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/jacs.0c00245?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.joc.9b01947?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.joc.9b01947?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.joc.9b01947?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.orglett.9b02026?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.orglett.9b02026?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1039/D3SC05700C
https://doi.org/10.1039/D3SC05700C
https://doi.org/10.1039/D3SC05700C
https://doi.org/10.1055/s-0034-1378944
https://doi.org/10.1055/s-0034-1378944
https://doi.org/10.1055/s-0034-1378944
https://doi.org/10.1021/acscatal.1c00649?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acscatal.1c00649?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.orglett.1c04098?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.orglett.1c04098?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.orglett.1c04098?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://pubs.acs.org/doi/suppl/10.1021/acs.orglett.4c02177/suppl_file/ol4c02177_si_001.pdf
https://doi.org/10.1021/jacs.3c08898?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/jacs.3c08898?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.orglett.3c00724?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/acs.orglett.3c00724?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.3892/ijmm.2017.3036
https://doi.org/10.3892/ijmm.2017.3036
https://doi.org/10.3390/cancers11101618
https://doi.org/10.3390/cancers11101618
https://doi.org/10.3390/cancers11101618
https://doi.org/10.1146/annurev.bi.49.070180.004305
https://doi.org/10.1146/annurev.bi.49.070180.004305
https://doi.org/10.1002/cjoc.201800360
https://doi.org/10.1002/cjoc.201800360
https://doi.org/10.1002/cjoc.201800360
https://doi.org/10.1080/14756360701425014
https://doi.org/10.1080/14756360701425014
https://doi.org/10.1021/jm4013906?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/jm4013906?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/jm4013906?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/jm4013906?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/cr300503r?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/cr300503r?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.1021/cr300503r?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.26434/chemrxiv-2024-9ggdm-v2
https://doi.org/10.26434/chemrxiv-2024-9ggdm-v2
https://doi.org/10.26434/chemrxiv-2024-9ggdm-v2
https://doi.org/10.26434/chemrxiv-2024-9ggdm-v2?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
https://doi.org/10.26434/chemrxiv-2024-9ggdm-v2?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as
pubs.acs.org/OrgLett?ref=pdf
https://doi.org/10.1021/acs.orglett.4c02177?urlappend=%3Fref%3DPDF&jav=VoR&rel=cite-as

