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Utilizing iron-mediated ligand-to-metal charge transfer (LMCT) photocatalysis provides a sustainable
platform for generating carbon-centered radicals. This study presents the use of abundant and
inexpensive iron as a photocatalyst to easily activate aliphatic carboxylic acids, producing Csp® radicals
for site-selective C(sp®)—H alkylation of glycines and peptides. The method exhibits broad applicability,
cost-effectiveness, and excellent tolerance to various functional groups. It is a flexible and efficient

approach applicable to the synthesis of various unnatural a-amino acids and enables peptide drug
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Accepted 15th October 2025 ioconjugation. In addition to secondary and tertiary radicals, the iron system enables access to
primary radicals and the highly unstable methyl radical, derived from acetic acid, facilitating the

DOI: 10.1039/d55c07730c production of methylated glycine derivatives. Preliminary mechanistic studies suggest a reaction pathway
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Introduction

Driven by the need for sustainable synthesis, the development
of efficient catalytic strategies to generate alkyl radicals from
inexpensive and abundant feedstocks, and subsequently
enabling versatile C-H functionalization for constructing
molecular frameworks, has become a focal point in radical
chemistry.' Photocatalytic approaches for generating alkyl
radicals are primarily based on the excitation of precious metal
polypyridyl complexes via metal-to-ligand charge transfer
(MLCT), which serves as the key step for single-electron
transfer.*® Despite notable advancements, there is a compel-
ling need for the development of new catalytic systems based on
earth-abundant metals that enable the mild generation of alkyl
radicals and offer precise control over subsequent trans-
formations, while benefiting from low toxicity, cost-
effectiveness, and broad natural availability.>* In this regard,
photoinduced iron-catalyzed ligand-to-metal charge transfer
(LMCT) is particularly attractive, as it has been proven to be
a powerful and greener method for the generation of carbon-
centred radicals via the activation of C-H and C-heteroatom
bonds (Scheme 1A)."*** Carboxylic acids, due to their stability,
abundance, and commercial availability, serve as a funda-
mental feedstock for organic synthesis, providing a versatile
platform for constructing complex molecular architectures via
decarboxylative transformations.'**®* While carboxylic acids
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involving an Fe(m)—Fe(i)—Fe(in) redox cycle and radical-radical cross-coupling.

represent attractive precursors for accessing structurally diverse
carbon-centred radicals, their broad utilization remains chal-
lenging due to the inherently high oxidation potential of
carboxylate anions and the instability of the resulting, especially
of primary and methyl, radicals that might obstruct decarbox-
ylation.*?* Consequently, establishing a sustainable and prac-
tical strategy to harness alkyl carboxylic acids as radical
precursors is of significant interest for enabling the efficient
generation of alkyl radicals. Leveraging iron-catalyzed decar-
boxylation via the inner sphere LMCT presents a promising
approach to overcome this major obstacle (Scheme 1B).>*>*
a-Alkylglycines are an important class of nonproteinogenic
amino acids that offer remarkable medicinal properties and
frequently occur in pharmaceuticals (Scheme 1C).>*® Direct o-
C-H functionalization of glycine and glycine-containing
peptides represents one of the most efficient and convenient
approaches for accessing a diverse array of unnatural amino
acid derivatives.””*® Accordingly, there are several reports on the
alkylation of glycine derivatives under both thermal®***' and
photochemical®®****7** conditions. Although notable regarding
their scope, elevated temperatures, pre-activated alkyl precur-
sors, or expensive ruthenium and palladium catalysts are
generally required. In this context, Correa and co-workers pre-
sented a cobalt-catalyzed oxidative Csp®~H alkylation of glycines
and peptides under thermal conditions, utilizing an aqueous
solution of TBHP as the hydrogen atom transfer (HAT) medi-
ator.> However, this method is limited to tetrahydrofuran (THF)
and 1,3-dioxolane as coupling partners. Similarly, the Ye group
documented a  copper-catalyzed cross-dehydrogenative
coupling between glycines/peptides and alkanes (20 equiv)
using di-tert-butyl peroxide (DTBP, 3 equiv) as the HAT

© 2025 The Author(s). Published by the Royal Society of Chemistry
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mediator.*® On the other hand, Shang and co-workers achieved
photoinduced alkylation of glycines and peptides using alkyl N-
(acyloxy)phthalimides (NHPI esters)*”*® as alkyl radical precur-
sors under metal-free conditions.*

Existing reports on photoinduced iron LMCT catalysis focus
on the alkylation of unsaturated substrates such as alkenes and
heteroarenes,*** the trapping of radicals with electrophiles,**>*
and the formation of carbon-carbon or carbon-heteroatom
bonds via dual catalysis (Scheme 1A).***** However, the
photoinduced Fe(m)-catalyzed decarboxylative Csp*~Csp® cross-
coupling via LMCT phenomenon remains largely underex-
plored (Scheme 1B). Based on our interest in photodecarboxy-
lative C-H alkylation™®**” and base metal-catalyzed
photocatalysis,”*®* we report here a photoinduced iron-
catalyzed LMCT protocol for the site-selective Csp*~H alkyl-
ation of glycines and peptides via radical-radical cross-coupling
(Scheme 1D). During the preparation of this manuscript, Huo
et. al. reported a CeCl;-photocatalyzed decarboxylative C(sp*)-H
alkylation of glycine derivatives using DABCO as a base and
DMSO as the terminal oxidant.®® Notably, under these condi-
tions, Fe(m) salts were found ineffective,* in contrast to our
findings where Fe(u)Cl; (10 mol%) serves as a cost-effective®
alternative to Ce(m)Cl; (20 mol%).”** Furthermore, our
protocol not only enables the efficient transfer of secondary or
tertiary alkyl but also more challenging primary moieties to
glycines and peptides. Beyond glycine derivatives and short-
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chain peptides, our strategy has been further extended to
long-chain peptides and peptide-drug conjugates (Scheme
1D(a)). The magic methyl effect,*** known for enhancing bio-
logical activity and pharmacokinetic properties, makes the
selective installation of a methyl group on sp® and sp® carbons
a highly desirable transformation in drug development. Grati-
fyingly, the LMCT approach reported here can be applied to
highly reactive methyl radicals for site-selective methylation of
glycine derivatives, using inexpensive and readily available
acetic acid as the methylating agent (Scheme 1D(b)), which is, to
the best of our knowledge, unprecedented.

Results and discussion

To test the feasibility of the desired C(sp®)-C(sp®) cross-
coupling, we initiated our investigation by reacting model
substrates ethyl phenylglycinate 1a (1 equiv.), and cyclohexyl
carboxylic acid 2a (2 equiv.) in the presence of FeCl; (10 mol%)
as the photocatalyst, and DABCO (2 equiv) as the base in
acetonitrile under purple LED irradiation (390 nm). To our
delight, the desired coupling product 3 was formed in 38% yield
(Table 1, entry 1). Utilization of alternative iron catalysts, such
as FeBr; and Fe(NO3)3, failed to improve the yield (entries 2 and
3). Pleasingly, the yield escalated to 67% upon adding 2 equiv of
70% aqueous solution of tert-butyl hydroperoxide (TBHP) as an
oxidant (entry 4). The addition of picolinic acid** (30 mol%) as
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Table 1 Optimization of the reaction conditions'

Fe catalyst (10 mol%) o

base (2 equiv) H
©/ OFt

@*@ d

oxidant (2 equiv)
additive (30 mol%)

CH3CN Np, rt, 8 h
390 nm purple LEDs

Entry Fe catalyst Base Oxidant Additive yield (%)”
1 FeCl; DABCO — — 38

2 FeBr; DABCO — — 28

3 Fe(NO;);-9H,0 DABCO — — 36

4 FeCl; DABCO TBHP — 67

5 FeCl; DABCO TBHP Picolinic acid 76

6° FeCl; DABCO TBHP Picolinic acid 32

74 FeCl, DABCO TBHP  Picolinic acid 75

8¢ FeCl; DABCO TBHP Picolinic acid 42

9 — DABCO TBHP Picolinic acid ND
10 FeCl; — TBHP Picolinic acid Trace
11/ FeCl; DABCO TBHP Picolinic acid ND
128 FeCly DABCO TBHP Picolinic acid 63

¢ Reaction conditions: 1a (0.15 mmol, 1 equiv.), 2a (2 equiv.), Fe catalyst
(10 mol%), base (2 equiv.), oxidant (2 equiv.), additive (30 mol%) and
CH3CN (1.5 mL) under n1trogen atmosphere using 390 nm purple
LEDs for 8 h. ?Tsolated yield. ° THF instead of CH;CN. ¢ 20 mol%
FeCl; was used. 427 nm blue LEDs instead of 390 nm purple LEDs.

/ without irradiation. ¢ Reaction was performed with 1 g of 1a. ND =

not detected.

an additive led to a further increase in the yield of 3 (76%, entry
5). Replacing acetonitrile solvent with THF led to a significant
decrease in the yield of 3 (entry 6). Notably, a higher loading of
FeCl; did not improve the outcome and gave nearly the same
yield of 3 (entry 7). Switching from 390 nm purple LEDs to
427 nm blue LEDs led to a lower yield of 3 (entry 8). Control
experiments confirmed the indispensable role of FeCl;, DABCO,
and purple LED irradiation in this reaction (entries 9-11). To
demonstrate the synthetic applicability of this method, a gram-
scale reaction was conducted using model substrates 1a and 2a
under the optimized conditions, yielding the final product 3 in
an isolated yield of 63% (entry 12). Hence, after the systematic
screening of the reaction parameters (see Table S1 in the SI for
details), we found that the reaction was best conducted using
FeCl; (10 mol%), DABCO (2 equiv.), TBHP (2 equiv.), and pico-
linic acid (30 mol%) in acetonitrile under purple LED irradia-
tion (390 nm).

Next, we explored the scope of glycine derivatives by reacting
them with cyclohexane carboxylic acid 2a under the optimized
conditions (Scheme 2A). A variety of N-aryl glycine esters with
various electron-donating and electron-withdrawing groups at
different positions of the aryl ring were well tolerated, affording
the corresponding products 4-8 (61-82%). Pleasingly, a fused
aromatic system, such as N-naphthyl-based glycine derivative,
also underwent smooth transformation, affording the final
product 9 in 62% yield. The methodology was also applicable to
the synthesis of a-alkylated glycines with tert-butyl ester and
amide moieties 10-11. Subsequently, we explored the scope of

alkyl carboxylic acids in their reaction with ethyl
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phenylglycinate 1a (Scheme 2B). A variety of primary, secondary,
and tertiary carboxylic acids, including those with a sterically
encumbered adamantane moiety, underwent facile trans-
formation, furnishing 12-23 in moderate to good yields. To our
delight, the reaction was found to be well-suited to N-Boc-
proline as well, yielding 16 in 62% yield. Despite high
synthetic relevance, the methylation of glycine derivatives
remains scarcely explored, with one existing method utilizing
bis-tert-butyl peroxide as a methyl radical source at elevated
thermal (120 °C) conditions.®® We tested our protocol for the
synthesis of methylated glycine derivatives using inexpensive
and abundant acetic acid as a methylating agent. Pleasingly,
a set of electronically and structurally diverse glycine esters was
methylated in a site-selective manner to furnish the glycine
derivatives 24-27 in acceptable yields (Scheme 2C). Control
experiments in the absence of acetic acid that resulted in no
product formation confirmed the latter as the methylating
agent and especially ruled out THBP as the methyl radical
source.®

This methodology was also expanded to the modification of
various drugs and natural products derived from carboxylic
acids, such as ibuprofen, palmitic acid, valproic acid, gemfi-
brozil, clofibric, and stearic acid, to afford the corresponding
products 28-34, showcasing the prowess of the method in late-
stage diversification of pharmacophores and bioactive motifs
(Scheme 2D). Encouraged by these promising results, we further
explored the method's potential for the site-selective alkylation
of peptides (Scheme 2E). To our delight, a variety of glycine-
derived dipeptides 35-38 and polypeptides 39-43 underwent
site-selective alkylation at the a-position of glycine carbonyl to
afford the corresponding cross-coupled products (43-62%),
while retaining the integrity of other amino acids. Notably,
peptides derived from reactive functional groups (-OH, -SCH3)
containing amino acids, such as methionine and threonine,
were well accommodated in the transformation. Recognizing
the growing significance of peptide-drug bioconjugation in
modern therapeutics, we probed our methodology for synthe-
sizing peptide-drug bioconjugates. Accordingly, various
peptides were cross-coupled with acid-based pharmaceuticals,
such as gemfibrozil and valproic acid 44-46, thereby providing
a novel approach for the discovery of peptide-based drug
molecules (Scheme 2F).

We also evaluated the corresponding N-cyclohexyl and N-
benzoyl glycine derivatives. Unfortunately, these substrates
were unsuccessful, consistent with earlier reports, which do not
include examples of glycine alkylation beyond N-aryl deriva-
tives.*>*® This is due to the captodative-effect driven stability of
the o-amino radicals generated in the case of N-aryl glycine
derivatives. The selective removal of N-aryl substituents in the
title compounds is nevertheless feasible, as was already
demonstrated in previous reports.>*

To gain insight into the reaction mechanism, a series of
control experiments was conducted. To probe the involvement
of alkyl radicals in the iron-photocatalyzed alkylation protocol,
the model reaction between 1a and 2a was carried out under
standard conditions in the presence of radical scavengers,
TEMPO, and ethene-1,1-diyldibenzene (Fig. 1a). Expectedly, the

© 2025 The Author(s). Published by the Royal Society of Chemistry
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Scheme 2 Scope of the a-Csp®~H alkylation of glycine and peptides. Reaction conditions: 1 (0.25 mmol, 1 equiv), 2 (2 equiv.), FeCls (10 mol%),
DABCO (2 equiv.), 70% aqueous solution of TBHP (2 equiv.), picolinic acid (30 mol%), and CH3zCN (2.5 mL) under a nitrogen atmosphere using
purple LEDs (390 nm) for 8 h.

yield of desired product 3 plummeted under these conditions, spectra revealed a decrease in absorption between 300 and
and high-resolution mass spectrometry (HRMS) analysis 400 nm upon addition of 2a, indicating a reduction in the
confirmed the presence of radical-trapping adducts 47 and 48, concentration of Fe(m) complex via ligand to metal charge
providing strong evidence for the generation of alkyl radical transfer (Fig. 1b). The absorption spectrum was found to be
intermediates during the transformation. UV-vis absorption further suppressed with the addition of DABCO and picolinic

© 2025 The Author(s). Published by the Royal Society of Chemistry Chem. Sci., 2025, 16, 22084-22090 | 22087
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Fig.1 Mechanistic studies. (a) Radical trapping experiments. (b) UV-vis absorption studies. (c) Light on-off experiment. (d) Proposed mechanism.

acid, accounting for the crucial roles of the base and additive in
the reaction. To further probe the reaction mechanism, a ‘light
on-off’ experiment was conducted by reacting 1a and 2a under
the optimized reaction conditions, and it was observed that the
formation of product 3 occurred exclusively under continuous
light irradiation (Fig. 1c).

Based on our mechanistic studies, we propose that the
reaction commenced with the formation of charge transfer
complex A between FeCl; and carboxylic acid 2 via deprotona-
tion in the presence of DABCO. Upon the irradiation of purple
LED, an intramolecular ligand to metal charge transfer within
complex A leads to the formation of carboxyl radical B and
a reduced Fe(u) species. The catalytic turnover is achieved
through the oxidation of the Fe(u) species by TBHP, leading to
the regeneration of FeCl; and tert-butoxy radical. While decar-
boxylation of B results in the generation of alkyl radical C,
a hydrogen atom abstraction (HAT) from glycine derivative 1 by
tert-butoxy radical furnishes persistent a-amino-carbon radical
D.*® Finally, the persistent radical effect (PRE)-driven Csp*-Csp®
radical-radical cross-coupling between C and D delivers the
desired product 3.

Conclusion

In summary, we have developed a novel iron-photo-catalyzed
LMCT-driven site-selective C(sp’)-H alkylation of glycine
derivatives using feedstock carboxylic acids as alkylating agents.
In general, a palette of alkyl carboxylic acids (primary,
secondary, tertiary, a-heteroatom, and sterically encumbered)

22088 | Chem. Sci., 2025, 16, 22084-22090

was cross-coupled with a variety of glycine derivatives to provide
corresponding a-alkylated glycines in good yields under mild
conditions. Notably, the methodology was further extended to
the methylation of glycine derivatives using cost-effective,
inexpensive, and readily available acetic acid as a methylating
agent. The method was applicable to the site-selective alkylation
of short and long-chain peptides. Importantly, the method
broadened the scope for synthesizing peptide-drug conjugates
by enabling the incorporation of structurally diverse drug
molecules into the peptide framework selectively. Overall, the
present methodology enables the synthesis of a wide range of
alkylated glycine derivatives and peptides, thereby offering new
opportunities for exploring the chemical space relevant to
peptide-based biomolecules and drug discovery.

Author contributions

Conceptualization: S. M. Experiments: S. P. P., M. S. P.; and
P. M. Data analysis: all authors. Writing of the original draft: all
authors. Writing, review, and editing: S. M. and O. R. All authors
have approved the final version of the manuscript.

Conflicts of interest

There are no conflicts to declare.

Data availability

The data that support the findings of this study are available in
the supplementary material (SI) of this article. Supplementary

© 2025 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/d5sc07730c

Open Access Article. Published on 22 October 2025. Downloaded on 3/10/2026 4:33:31 PM.

Thisarticleislicensed under a Creative Commons Attribution 3.0 Unported Licence.

(cc)

Edge Article

information: the contains experimental details, additional
optimization studies, pictures of the photochemical setup,
details of mechanistic studies, and copies of "H and *C NMR
spectra of all compounds. See DOI: https://doi.org/10.1039/
d5sc07730c.

Acknowledgements

SM acknowledges ANRF [CRG/2022/000470] for funding, the
Alexander von Humboldt Foundation for the Experienced
Researcher fellowship, and DST-FIST [SR/FST/CS-11/2019/
119(C)] for the HRMS facility at IIT Jodhpur. OR acknowledges
the Deutsche Forschungsgemeinschaft (TRR 325444632635-A2)
for funding.

Notes and references

1 J. F. Hartwig and M. A. Larsen, ACS Cent. Sci., 2016, 2, 281-
292.
2 H. Jiang and A. Studer, Chem. Soc. Rev., 2020, 49, 1790-1811.
3 J. H. Docherty, T. M. Lister, G. McArthur, M. T. Findlay,
P. Domingo-Legarda, J. Kenyon, S. Choudhary and
1. Larrosa, Chem. Rev., 2023, 123, 7692-7760.
4 D. A. Nicewicz and D. W. C. MacMillan, Science, 2008, 322,
77-80.
5 X.-Y. Yu, J.-R. Chen, P.-Z. Wang, M.-N. Yang, D. Liang and
W.-]. Xiao, Angew. Chem., Int. Ed., 2018, 57, 738-743.
6 F.J. R. Klauck, M. J. James and F. Glorius, Angew. Chem., Int.
Ed., 2017, 56, 12336-12339.
7 M. W. Campbell, J. S. Compton, C. B. Kelly and
G. A. Molander, J. Am. Chem. Soc., 2019, 141, 20069-20078.
8 C. K. Prier, D. A. Rankic and D. W. C. MacMillan, Chem. Rev.,
2013, 113, 5322-5363.
9 Y. Abderrazak, A. Bhattacharyya and O. Reiser, Angew. Chem.,
Int. Ed., 2021, 60, 21100-21115.
10 Y. Cao, C. Huang and Q. Lu, Nat. Synth., 2024, 3, 537-544.
11 L. H. M. de Groot, A. Ilic, J. Schwarz and K. Warnmark, J. Am.
Chem. Soc., 2023, 145, 9369-9388.
12 S. Cattani, G. Pisano and G. Cera, Asian J. Org. Chem., 2025,
e€00314.
13 T. Xue, Z. Zhang and R. Zeng, Org. Lett., 2022, 24, 977-982.
14 Q. Zhang, S. Liu, J. Lei, Y. Zhang, C. Meng, C. Duan and
Y. Jin, Org. Lett., 2022, 24, 1901-1906.
15 G. Kurtay, J. Lusseau, F. Robert and Y. Landais, Synlett, 2023,
35, 342-346.
16 A. Varenikov, E. Shapiro and M. Gandelman, Chem. Rev.,
2021, 121, 412-484.
17 Z. Mingdong, Q. Pitao, J. Like, S. Jing and D. Haiwu, Chin. J.
Org. Chem., 2020, 40, 598-613.
18 S. B. Beil, T. Q. Chen, N. E. Intermaggio and
D. W. C. MacMillan, Acc. Chem. Res., 2022, 55, 3481-3494.
19 S. K. Parida, T. Mandal, S. Das, S. K. Hota, S. De Sarkar and
S. Murarka, ACS Catal., 2021, 11, 1640-1683.
20 Y. Zhu, H. Gao, J.-L. Tu, C. Yang, L. Guo, Y. Zhao and W. Xia,
Org. Chem. Front., 2024, 11, 1729-1735.
21 M. Luo, S. Zhu, J. Yin, C. Yang, L. Guo and W. Xia, Org. Chem.
Front., 2024, 11, 4748-4756.

© 2025 The Author(s). Published by the Royal Society of Chemistry

View Article Online

Chemical Science

22 M. Innocent, C. Tanguy, S. Gavelle, T. Aubineau and
A. Guérinot, Chem.—Eur. J., 2024, 30, €202401252.

23 S.-C. Kao, K.-J. Bian, X.-W. Chen, Y. Chen, A. A. Marti and
J. G. West, Chem Catal., 2023, 3, 100603.

24 C. Leschke, R. Storm, E. Breitweg-Lehmann, T. Exner,
B. Niirnberg and W. Schunack, J. Med. Chem., 1997, 40,
3130-3139.

25 T. Hu, J. Zhang, J. Wang, L. Sha, Y. Xia, T. C. Ortyl, X. Tian
and L. Chen, J. Med. Chem., 2023, 66, 4434-4467.

26 A. C. Flick, C. A. Leverett, H. X. Ding, E. McInturff, S. J. Fink,
C.]J.Helal and C. J. O'Donnell, J. Med. Chem., 2019, 62, 7340-
7382.

27 Y. Tian, X. Bu, Y. Chen, L. Wang, J. E, J. Zeng, H. Xu, A. Han,
X. Yang and Z. Zhao, Catalysts, 2023, 13, 1502.

28 C.Wang, R. Qi, H. Xue, Y. Shen, M. Chang, Y. Chen, R. Wang
and Z. Xu, Angew. Chem., Int. Ed., 2020, 59, 7461-7466.

29 P. Meher, M. S. Prasad, K. R. Thombare and S. Murarka, ACS
Catal., 2024, 14, 18896-18906.

30 H. Xiang and Y. Ye, ACS Catal., 2024, 14, 522-532.

31 M. Hari Babu, H. Jang, M. Han, S. Kyum Kim and J. Sim, Eur.
J. Org Chem., 2022, 2022, €202201259.

32 J. Wang, Y. Su, Z. Quan, J. Li, J. Yang, Y. Yuan and C. Huo,
Chem. Commun., 2021, 57, 1959-1962.

33 S. Yang, H. Hu, J.-h. Li and M. Chen, ACS Catal., 2023, 13,
15652-15662.

34 C. Wang, M. Guo, R. Qi, Q. Shang, Q. Liu, S. Wang, L. Zhao,
R. Wang and Z. Xu, Angew. Chem., Int. Ed., 2018, 57, 15841—
15846.

35 C. Wang, R. Qi, R. Wang and Z. Xu, Acc. Chem. Res., 2023, 56,
2110-2125.

36 M. San Segundo, I. Guerrero and A. Correa, Org. Lett., 2017,
19, 5288-5291.

37 S. K. Parida, T. Mandal, S. Das, S. K. Hota, S. De Sarkar and
S. Murarka, ACS Catal., 2021, 11, 1640-1683.

38 S. Murarka, Adv. Synth. Catal., 2018, 360, 1735-1753.

39 G.-Z. Wang, M.-C. Fu, B. Zhao and R. Shang, Sci. China
Chem., 2021, 64, 439-444.

40 K.-J. Bian, Y.-C. Lu, D. Nemoto, S.-C. Kao, X. Chen and
J. G. West, Nat. Chem., 2023, 15, 1683-1692.

41 N. Xiong, C. Zhou, S. Li, S. Wang, C. Ke, Z. Rong, Y. Li and
R. Zeng, Org. Lett., 2024, 26, 2029-2033.

42 7. Li, X. Wang, S. Xia and ]. Jin, Org. Lett., 2019, 21, 4259-
4265.

43 M. S. Crocker, J.-Y. Lin, R. Nsouli, N. D. McLaughlin,
D. G. Musaev, A. Mehranfar, E. R. Lopez and
L. K. G. Ackerman-Biegasiewicz, Chem Catal., 2024, 4,
101131.

44 L.-J. Li, Y. Wei, Y.-L. Zhao, Y. Gao and X.-Q. Hu, Org. Lett.,
2024, 26, 1110-1115.

45 D. Yang, Y.-T. Mei, Z.-Y. Guo, Q.Y. Hou, H. Zhang,
Y.-X. Zheng, L.-H. Jing, D.-J. Cheng and M.-S. Shi, J. Org.
Chem., 2025, 90, 3665-3672.

46 S. Han, L. Liu, J. Meng, M. Li, Q. Cao and Z. Shen, J. Org.
Chem., 2025, 90, 7062-7069.

47 X. Wang, C. Zao, Z. Tang, T. Hu, J. Xu, S. Li and B. Fan, J. Org.
Chem., 2025, 90, 8712-8722.

Chem. Sci., 2025, 16, 22084-22090 | 22089


https://doi.org/10.1039/d5sc07730c
https://doi.org/10.1039/d5sc07730c
http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
https://doi.org/10.1039/d5sc07730c

Open Access Article. Published on 22 October 2025. Downloaded on 3/10/2026 4:33:31 PM.

Thisarticleislicensed under a Creative Commons Attribution 3.0 Unported Licence.

(cc)

Chemical Science

48 H. Kang, S. An and S. Lee, Org. Chem. Front., 2023, 10, 5151—
5157.

49 Y. Xu, C. Wang, C. Lv, J. Wang, Q. Zhang, J]. Wang, R.-P. Shen,
B. Sun and C. Jin, New J. Chem., 2024, 48, 14684-14689.

50 Y. Zhang, J. Qian, M. Wang, Y. Huang and P. Hu, Org. Lett.,
2022, 24, 5972-5976.

51 Y. Dong, N. Xiong, Z. Rong and R. Zeng, Org. Lett., 2024, 26,
2381-2386.

52 D. Yang, Q. Xiao, Y. Zhou, H. Zhang, T. Chen and M. Shi,
Chem. Commun., 2025, 61, 11677-11680.

53 N. Xiong, Y. Li and R. Zeng, ACS Catal., 2023, 13, 1678-1685.

54 R. Nsouli, S. Nayak, V. Balakrishnan, J.-Y. Lin, B. K. Chi,
H. G. Ford, A. V. Tran, I. A. Guzei, J. Bacsa, N. R. Armada,
F. Zenov, D. J. Weix and L. K. G. Ackerman-Biegasiewicz, J.
Am. Chem. Soc., 2024, 146, 29551-29559.

55 K.-N. Yuan, H. Zhuang, J. Wei, Y. Shen, H.-Q. Yao, M.-H. Li,
L.-L. Xu and M. Shang, Nat. Commun., 2025, 16, 920.

56 S. P. Panda, S. K. Hota, R. Dash, L. Roy and S. Murarka, Org.
Lett., 2023, 25, 3739-3744.

57 S. K. Hota, G. Singh and S. Murarka, Chem. Commun., 2024,
60, 6268-6271.

22090 | Chem. Sci,, 2025, 16, 22084-22090

View Article Online

Edge Article

58 T. Mandal, M. Ghosh, H. Paps, T. Mandal and O. Reiser, Nat.
Catal., 2025, 8, 607-622.

59 V. Klopfer, A. Chinchole and O. Reiser, Tetrahedron Chem,
2024, 10, 100073.

60 P. Kong, P. Zhang, Y. Ye, C. Yang, Y. Yuan and C. Huo, Org.
Lett., 2025, 27, 8200-8205.

61 G. A. Lutovsky, S. N. Gockel, M. W. Bundesmann,
S. W. Bagley and T. P. Yoon, Chem, 2023, 9, 1610-1621.

62 E.]J. Barreiro, A. E. Kiimmerle and C. A. M. Fraga, Chem. Rev.,
2011, 111, 5215-5246.

63 D. Aynetdinova, M. C. Callens, H. B. Hicks, C. Y. X. Poh,
B. D. A. Shennan, A. M. Boyd, Z. H. Lim, J. A. Leitch and
D. J. Dixon, Chem. Soc. Rev., 2021, 50, 5517-5563.

64 H. Schonherr and T. Cernak, Angew. Chem., Int. Ed., 2013, 52,
12256-12267.

65 S. Song, X. Cheng, S. Cheng, Y.-M. Lin and L. Gong, Chem.—
Eur. J., 2023, 29, 202203404,

66 Y. Song, H. Zhang, J. Guo, Y. Shao, Y. Ding, L. Zhu and
X. Yao, Eur. J. Org Chem., 2021, 2021, 5914-5921.

© 2025 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/d5sc07730c

	Iron photocatalysis towards site-selective C(sp3)tnqh_x2013H alkylation of glycines and peptides
	Iron photocatalysis towards site-selective C(sp3)tnqh_x2013H alkylation of glycines and peptides
	Iron photocatalysis towards site-selective C(sp3)tnqh_x2013H alkylation of glycines and peptides
	Iron photocatalysis towards site-selective C(sp3)tnqh_x2013H alkylation of glycines and peptides
	Iron photocatalysis towards site-selective C(sp3)tnqh_x2013H alkylation of glycines and peptides
	Iron photocatalysis towards site-selective C(sp3)tnqh_x2013H alkylation of glycines and peptides
	Iron photocatalysis towards site-selective C(sp3)tnqh_x2013H alkylation of glycines and peptides
	Iron photocatalysis towards site-selective C(sp3)tnqh_x2013H alkylation of glycines and peptides


