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1.1 Introduction

The remarkable earth’s abundance and low toxicity of iron make it an environmen-
tally benign and economically viable alternative to conventional transition-metal
catalysts. Over the past several decades, the development of iron-catalyzed reactions
has exemplified the ingenuity and innovation within the organic chemistry com-
munity, and iron catalysis has become a cornerstone in modern organic synthesis,
revolutionizing the way chemists construct complex molecules [1-9]. Harnessing
the unique reactivity of iron, researchers have developed a diverse array of trans-
formations that have not only expanded the synthetic toolbox but also addressed
sustainability challenges in the field. From unconventional bond formations to intri-
cate cascade reactions, iron catalysis has demonstrated exceptional versatility and
efficiency, offering a promising platform for the continued advancement of sustain-
able synthetic methodologies.

Iron-catalyzed asymmetric reactions have garnered significant attention in
the field of organic chemistry, with several excellent reviews documenting the
remarkable progress achieved [10-18]. The development of chiral ligands and the
elucidation of their role in controlling the enantioselectivity of iron-catalyzed reac-
tions has been a key focus. Chiral porphyrins, chiral bipyridines, chiral salens, chiral
bisoxazolines (BOX) and pyridine bisoxazolines (PyBOX), chiral diamines, chiral
diphosphines, chiral binaphthyls, and planar-chiral ferrocenyls were among the
most studied ligands for iron catalysis. The continuous exploration and refinement
of iron-catalyzed asymmetric reactions showcase their potential as powerful tools
in asymmetric synthesis. For example, iron-catalyzed enantioselective oxidation,
hydride transfer, activation of Lewis basic substrates, carbene transfer, nitrene
transfer, and more provide transformative strategies for accessing enantioenriched
compounds sustainably.
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1 Iron-Catalyzed Radical Asymmetric Reactions

In this chapter, we will introduce the advancements in iron-catalyzed radical
asymmetric reactions. In this field, iron-porphyrins play an important role in
biomimetic radical asymmetric catalysis. By using metalloporphyrins as the
catalysts, researchers have been able to successfully mimic several types of reac-
tions, including epoxidation [19-21], cyclopropanation [22-24], sulfoxidation
[25-27], C—H amination/hydroxylation [28, 29], and so on. Several reviews on
metalloporphyrin catalysis have been well documented to cover the remarkable
achievements [30-39]. On the other hand, the Arnold group elegantly pioneered
the use of P411-mutants derived from well-known cytochromes P450 in organic
reactions. Their work has led to great successes in radical asymmetric C—H
functionalization [40-50], cyclopropanation [51-58], and so on [59-69]. Important
reviews on the reactions of P411-mutants and cytochromes P450 have been pub-
lished [70-76]. Therefore, these are out of the scope of this chapter and will only be
briefly depicted (Schemes 1.1 and 1.2).

Scheme 1.1 Selected iron-porphyrins for radical asymmetric catalysis.
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Scheme 1.2 Engineered cytochrome P450s for radical asymmetric catalysis.

Sibi and coworkers have made substantial contributions to the advancement
of radical asymmetric chemistry and a comprehensive survey of the progress
achieved in enantioselective radical reactions has recently been updated [77-79].
However, the utilization of iron/chiral ligand complexes in asymmetric radical
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reactions is unexpectedly underdeveloped [80-87]. This may stem from two piv-
otal reasons: (i) the challenge in controlling the enantioselectivity of highly reactive
radicals; (ii) iron’s capacity to adopt various oxidation states and partake in a diverse
range of radical-mediated elementary processes. This chapter aims to elucidate how
asymmetry is controlled in iron-catalyzed radical asymmetric catalysis.

1.2 Asymmetric Oxidative Coupling of C—H Bonds

1.2.1 Coupling for Binaphthyl Synthesis

Transition-metal-mediated oxidative C—H/C—H coupling reactions represent
one of the most straightforward and powerful tools in modern organic synthetic
chemistry [88-90]. In 2010, Katsuki and coworkers pioneered the studies on
iron-catalyzed radical asymmetric oxidative C—H/C—H coupling for the synthesis
of C,-symmetric 1,1’-bi-2,2’-naphthols (BINOLs) (Scheme 1.3) [91]. Using the
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Scheme 1.3 Iron-catalyzed C—H/C—H cross-coupling of 2-naphthols.
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iron(salan) complex as the catalyst, a range of 2-naphthols 1 underwent the aerobic
oxidative cross-coupling reactions and many highly enantiopure BINOLs 2 can
be obtained with up to 95% enantiomeric excess (ee). The mechanistic studies
suggested that the (di-u-hydroxo)iron(salan) catalyst 3 first underwent ligand
exchange with a 2-naphthol 1 to form the 2-naphtholated iron'(salan) species.
The latter was oxidized to form the 2-naphtholated iron'V(salan) species, which
then asymmetrically reacted with another molecule of 2-naphthol 1 to give the
radical cation species 4 that was associated with the iron(salan) core. After
further oxidation and dissociation, the final chiral BINOL 2 was produced and
the iron catalyst was recycled. The oxidation of 2-naphtholated iron™(salan) to
2-naphtholated iron'V(salan) species might be the rate-determining step of this
iron-catalyzed oxidative coupling.

In 2016, the Pappo group disclosed that enantioselective oxidative homocoupling
and cross-coupling of 2-naphthols can be catalyzed by chiral iron phosphate
complexes 5 (Scheme 1.4) [92]. Enantioenriched C,- and C,-symmetric BINOLs
can be smoothly produced in up to 92% ee. After reaction condition screening,
the chiral phosphonic acid (CPA) with 4-‘Bu-Ph substituents was found to be
the best chiral ligand. Di-tert-butyl peroxide (DTBP) was used as the oxidant
and 1,2-dichloroethane (DCE)/1,1,1,3,3,3-hexafluoroisopropanol (HFIP) was
used as the mixed solvent. Based on kinetic studies, an iron-catalyzed oxidative
radical-anion coupling mechanism was proposed. They point out that the use of
CPAs as ligands may provide a general platform for the application of chiral iron
catalysts in asymmetric synthesis.
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Scheme 1.4 Iron-catalyzed C—H/C—H cross-coupling of 2-naphthols.

Bryliakov and coworkers tested a series of bipyrrolidine-derived iron aminopyri-
dine complexes as the catalysts in the oxidative homocoupling of 2-naphthols [93].
However, when the reaction was carried out in chlorobenzene at 50 °C, only up
to 56% ee was obtained. While the Ishihara group reported a chiral diphosphine
oxide-iron(IT) complexes ((S)-xylyl-‘PrO-BIPHEP-oxide: Fe(OTf),) for oxidative
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homocoupling of 2-naphthols with tert-butyl hydroperoxide (TBHP) as the oxidant.
The C,-symmetric BINOLs were generated in up to 98% yield and 92% ee [94].
2-Amino-2’-hydroxy-1,1’-binaphthyls (NOBINs), as a kind of biaryl compounds
bearing axial chirality, frequently serve as building blocks, ligands, or catalysts
in asymmetric transformations [95]. In 2022, Pappo and coworkers developed an
interesting asymmetric oxidative C—H/C—H cross-coupling between 2-naphthols
and 2-aminonaphthalene derivatives 6 (Scheme 1.5) [96]. This cross-coupling
reaction was catalyzed by a novel type of chiral redox disulfonate iron complex
[Fe((R,)-BINSate)]* (BINSate = 1,1’-binaphthalene-2,2’-disulfonate), which was in
situ generated from iron salt and (Ra)-BINSA 8. Under the optimal reaction con-
ditions with lauroyl peroxide (LPO) as the oxidant and boron-trifluoride-etherate
BF,-OEt, as the additive, the selective cross-coupling reactions proceeded
smoothly, providing the NOBINs 7 in good yields and high enantioselectivities.
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FeBr, (2.5 mol%) OO O
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Scheme 1.5 Iron-catalyzed C—H/C—H cross-coupling of 2-naphthols and
2-aminonaphthalene derivatives.
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Without BF; - OEt,, the [Fe((R,)-BINSate)]* complex would catalyze the oxidative
homocoupling of a 2-naphthol derivative to afford the corresponding BINOL as
the product, while the homocoupling of 2-aminonaphthalene led to the complete
decomposition of the substrate. These results suggested that a radical—-nucleophile
coupling mechanism was involved. Moreover, the high-resolution mass spectro-
metry (HRMS) study and the nonlinear effect experiment suggested the involvement
of mono-ligand/mono-iron species during the selectivity-determining step.

The Knolker group found that the iron/CPA complex enabled the asymmetric
C—H/C—H coupling of 2-aminonaphthalene derivatives (Scheme 1.6) [97]. After
examination of more than 10 different chiral phosphonic acids, it was found
that the use of triphenylsilylated CPA 10 afforded the best result. The coupled
2,2'-bis(arylamino)-1,1’-biaryls 9 can be obtained in up to 97% yield and 90% ee.
However, the enantioselectivity was poor for most substrates. Notably, higher yields
can be obtained for phenyl naphthyl amines, and heavily electron-rich substituents
are required for diphenyl amines to afford better yields and chemoselectivity. A
similar mechanism proceeding via a radical cation-chiral phosphate ion pair was
proposed.
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Scheme 1.6 Iron-catalyzed homocoupling of 2-aminonaphthalene derivatives.

1.2.2 Coupling of Other C—H Bonds

In 2012, the Katsuki group found that if the 1-position of 2-naphthol was
blocked by a substituent, these 2-naphthols would react with nitroalkanes 11 to

7



&

8 | 1 Iron-Catalyzed Radical Asymmetric Reactions
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Scheme 1.7 Iron-catalyzed coupling of 2-naphthols and nitroalkanes.

generate the enantioenriched products with an all-carbon quaternary stereocenter
(Scheme 1.7) [98]. In the presence of the previously discussed iron(salan) complex
3 as the catalyst, the reactions simultaneously underwent oxidative dearomati-
zation/asymmetric construction of the all-carbon quaternary stereocenter in an
intermolecular manner to produce the products 12 in up to 93% yield and 96%
ee. This iron(salan) complex-catalyzed asymmetric aerobic oxidative coupling of
2-naphthols and nitroalkanes was supposed to involve the nucleophilic attack of
the nitroalkane to the radical cation species.

Pappo and coworkers explored the asymmetric cross-dehydrogenative coupling
of 2-naphthols with f-ketoester derivatives (Scheme 1.8) [99]. At room tempera-
ture, the chiral iron phosphate catalyst derived from iron salt and ligand 15 and
DTBP in a mixed solvent of PhCF,/HFIP would only result in the homocoupling of
2-naphthols. Interestingly, the coupling of 2-naphthols with p-ketoester derivatives

Fe(CIO,4); (5 mol%)
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Scheme 1.8 Iron-catalyzed cross-coupling of 2-naphthols and B-ketoester derivatives.
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13 proceeds smoothly at elevated temperatures, yielding the corresponding poly-
cyclic hemiacetals 14 in good yields. Extensive screening of CPA ligands revealed a
correlation between the size of the 3,3’-substituents of the phosphoric acid and the
diastereoselectivity of the product. Notably, the use of chiral auxiliary (—)-menthyl
was found to be crucial for enantiocontrol. The mechanism studies supported that
the coupling took place between two associated ligands via a radical—anion coupling
mechanism.

The significance and interest in heterobiaryl compounds with axial chirality have
been growing across various fields. However, the enantioselective synthesis of these
compounds through direct oxidative methods remains a significant challenge. In
2022, Smith and coworkers developed an iron-catalyzed oxidative cross-coupling
of 2-naphthols and NH-free indoles for the synthesis of atropisomeric heterobiaryl
compounds (Scheme 1.9) [100]. The chiral PyBOX ligand 18 was found to be the
best one, and the cross-coupling product 17 can be obtained with high levels of
chemoselectivity and enantioselectivity. The measurement of the oxidation poten-
tials of 2-tert-butylindole and 2-isopropylphenyl 3-hydroxy-2-naphthoate clearly
showed that the indole exhibited a lower oxidation potential compared to the
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Scheme 1.9 Iron-catalyzed cross-coupling of 2-naphthols and indoles.
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naphthol component under standard conditions. Interestingly, the cross-coupling
of 2-naphthols and NH-free indoles 16 was found to exclusively produce the
cross-coupled products 17 without any competing homocoupling products. These
findings suggest that the oxidation of the heterocyclic component does not sig-
nificantly contribute to the catalytic cycle. Further mechanistic investigations,
including radical clock experiment, HRMS, electron paramagnetic resonance
(EPR) spectroscopy, and the Hammett plot analysis, supported the radical-involved
mechanism.

First, the PyBOX ligand associated with the Fe(III) salt to form an octahedral
Fe/PyBOX complex, which underwent ligand exchange with the 2-naphthol to
produce a complex with the 2-naphthol binding in a bidentate fashion. Second,
the single-electron transfer of the Fe(IIl) complex by DTBP afforded an Fe(IV)
complex 19 and an accompanying tert-butoxy radical, and the subsequent reversible
single-electron transfer generates the Fe(III)-ligated naphthoxy radical 20. Then,
directly controlled by the chiral ligand, the n-nucleophilic indole could facially
attack the Fe(Il)-ligated naphthoxy radical via an outer-sphere mechanism in
the presence of the tert-butoxy radical to afford the coupling product, followed
by ligand exchange to enable release of the enantioenriched heterobiaryl and an
Fe(IIT) complex for the next catalytic cycle.

The previous work covers dehydrogenative coupling in which at least one
sp?-hybridized carbon was involved. The cross-dehydrogenative coupling of two
inert C(sp?>)—H bonds would generate two adjacent sp3-hybridized carbons
[101, 102]. In 2024, Feng, Liu, and coworkers reported an iron-catalyzed radical
asymmetric dehydrogenative coupling of 2-acylimidazoles 21 with benzylic and
allylic hydrocarbons as well as nonactivated alkanes 22 (Scheme 1.10) [103]. In this
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Scheme 1.10 Iron-catalyzed coupling of two inert C(sp®)—H bonds.
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1.3 Asymmetric C—C Coupling of Alkyl Halides

method, the two inert C(sp®)—H bonds were enantioselectively coupled. The
readily available and tunable N,N’-dioxide ligand L-PiPr,Ad 24 and DTBP exhibited
excellent asymmetric induction. Based on the Density functional theory (DFT)
calculation and control experiments, a radical-radical cross-coupling mechanism
was proposed.

1.3 Asymmetric C—C Coupling of Alkyl Halides

The Kumada reaction is a widely employed method in organic synthesis, which
involves the cross-coupling of an organohalide with an organometallic compound.
In 2015, the Nakamura group developed the first iron-catalyzed asymmetric
Kumada reaction (Scheme 1.11) [104]. The enantioselective cross-coupling of
a-haloesters 25 with aryl Grignard reagents 26 was conducted in the presence
of Fe(acac),/chiral biphosphine ligand 28. Good yields and high ee values of the
coupled products 27 were obtained. Deprotection of the coupled products led
to carboxylic acids, and further co-crystallization with octylamine constituted a
nice approach for the synthesis of enantiopure dexibuprofen 29. As supported
by the control experiments, the reaction involved the abstraction of a halogen

Fe(acac)z (3 mol%)
R AMaB BenzP* 28 (6 mol%) R
+ ArMgbr X up to 92% vyield §
CI” COLR’ THF, 0°C ATCOR uptoszeee Moy pBu
Bu” Me
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R’ = Theptyl
H Bu

: F : : :
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F F
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Scheme 1.11 Iron-catalyzed asymmetric Kumada reaction.
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from o-haloesters to generate an alkyl radical intermediate and underwent a
Fe(IIT)—Fe(I1)—Fe(I) catalytic cycle.

Shortly after that, the authors conducted theoretical calculations to further inves-
tigate the mechanism [105]. It was found that Fe'(BenzP*)Cl complex 30 was the
active intermediate for the C—Cl bond activation to provide L*Fe''Cl, 31 and an
alkyl radical 32. The formation of the C—C bond through an inner-sphere mecha-
nism was the selectivity-determining step. Transmetalation of the L*Fe!Cl, 31 with
aryl Grignard reagent generated a L*ArFeICl species 33, which bonded with the
alkyl radical 32 to afford a L*Fe! species 34. The reductive elimination afforded the
coupling product 27 and regenerated the L*Fe'Cl complex 30 that enabled the halo-
gen atom abstraction process. The theoretical study provided important mechanistic
insights into the iron-catalyzed cross-coupling reactions and is very important for
the development of iron-based catalysts for highly stereoselective synthetic organic
transformations. At the same time, Gutierrez and coworkers have also performed
DFT studies on this iron-catalyzed Kumada coupling and further supported the pro-
posed mechanism [106].

In 2023, Gutierrez and coworkers reported an iron-catalyzed enantioselective
three-component coupling reaction (Scheme 1.12) [107]. In the presence of
Fe(acac),/BenzP* as the catalytic system, the cross-couplings of vinyl boronates
35, (fluoro)alkyl halides 36, and Grignard reagents reacted well to produce the
enantioenriched boro-products, which were transferred into the corresponding
chiral alcohols 37 with high efficiency. The a-boryl radicals 38 generated from the
addition of alkyl radicals to vinyl boronates was supposed to be involved.

Fe(acac) (3 mol%), BenzP* 28 (6 mol%), THF, 0 °C
then NaBO,, THF/H,O, rt Ar

Bpin + R-X + ArMgBr

OMe g F OH
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OH
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¥ OMe ~gi X OMe I }

s ‘ AClspd
| L |8l 1
| . |
68% yield, 56% ee 38% yield, 50% ee |___oborylradicals 38 |

Scheme 1.12 Iron-catalyzed radical asymmetric three-component coupling.

In 2019, the Nakamura group reported an iron-catalyzed Suzuki-Miyaura cou-
pling reaction (Scheme 1.13) [108]. In the presence of catalytic amounts of FeCl,
and (R,R)-QuinoxP* 41, the cross-coupling of tert-butyl a-bromopropionate 39 and
lithium arylborates 40 took place to afford various optically active a-arylpropionic
acids after cascade hydrolysis.
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Scheme 1.13  Iron-catalyzed asymmetric Suzuki-Miyaura coupling.

1.4 Asymmetric C—N Bond Formation

The C—N bond is one of the most common chemical bonds found in both natural
and synthetic molecules. Numerous naturally occurring organic compounds, phar-
maceuticals, agrochemicals, and functional materials include at least one nitrogen
atom, highlighting the widespread importance of this bond in various fields. The Xu
group made preliminary attempts at iron-catalyzed radical asymmetric C—N bond
formation [109, 110]. The use of Fe(NTf,),/chiral BOX ligand induced the enan-
tioselectivity. Both of the (E)- and (Z)-olefins with a functionalized hydroxylamine
were transferred into syn-hydroxyl oxazolidinone with the same ee and dr (82% ee,
dr > 20 : 1), which suggested a radical mechanism.

In 2020, Bao and coworkers reported the pioneering achievement of the first
radical asymmetric carboazidation, a significant milestone even in light of notable
advancements in achiral carboazidation reactions (Scheme 1.14) [111]. The
catalytic complex was composed of Fe(OTf), and Haixi-BOX ligand 45. Many
inexpensive industrial chemical feedstocks, including styrenes 42, alkyl halides,
fluoroalkyl halides, and TMSN, 43, are viable substrates for the iron-catalyzed
radical asymmetric carboazidation of olefins, with LPO serving as a radical ini-
tiator. Mechanistic studies revealed that this process involved the generation of
a carbon radical, and the reaction may undergo a group transfer mechanism. It
was supposed that the stereocontrol at the radical center was achieved through
the synergistic effects of van der Waals and # interactions in the rigid chiral space
created by the tridentate chiral NON-pincer ligand and iron. The generated chiral
organoazides 44 can be transferred into valuable chiral primary amines, chiral
phosphoramides, chiral benzylic 1,2,4-triazin-5(4H)-ones, chiral triazoles, and so
on. The incorporation of natural product moieties, such as an estradiol derivative
or a botulin derivative, emphasized the utility of this method. Furthermore, the
obtained (S)-3-amino-3-phenylpropanoic acid through simple transformations
served as a key intermediate for the synthesis of the anti-HIV drug Maraviroc.

Based on the mechanistic studies and DFT calculations, a catalytic cycle was pro-
posed (Scheme 1.15). Upon ligand exchange with TMSN, 43, the ligated Fe!" complex
46 would be transferred into the azido Fe'! species 47. Then, a single-electron trans-
fer (SET) process occurred between 47 and LPO to afford the crucial iron(III) azide
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Scheme 1.14 Iron-catalyzed radical asymmetric carboazidation of styrenes.
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Scheme 1.15 The mechanism for iron-catalyzed radical asymmetric carboazidation.

species 48 and an alkyl radical R. Meanwhile, the alkyl radical abstracted the iodine
atom from the (fluoro)alkyl iodide to form the fluoroalkyl radical R/, which was
then added to a styrene to generate a benzylic radical 49. The interaction between
the iron(III) azide species 48 and the benzylic radical 49 led to the final product 44.



1.4 Asymmetric C—N Bond Formation

Notably, the outer-sphere group transfer of the azido functionality was anticipated
to occur on the N3-position, as depicted in Scheme 1.15.

Shortly thereafter, the Bao group expanded on their work by achieving an
iron-catalyzed intermolecular asymmetric diazidation of di- or tri-substituted
styrenes (Scheme 1.16) [112]. This advancement enabled the synthesis of a range of
chiral diazidation products 50 that were previously inaccessible, which are essential
for the generation of various nitrogen-containing compounds. Mechanistic studies
suggest that the reaction proceeds via a radical pathway, wherein the stereocontrol
of an acyclic radical is potentially achieved through a group transfer mechanism.

t )< Fe(OTH), (1 mol%) N
2 i % 3
Ar/\/R N n—Bui’(O\o + TMSN, Haixi-BOX 45 (1.2 mol%) )\|<N3
R perester (3.5 equiv) Ar
0 CHCly, t, 48 h R'

up to 75% yield, up to 94% ee

2 perester | ______ s o
Ny N, N
N(SO,Ph), Cl N(SO,Ph)2 N N(SO,Ph)2
S
F
96% yield, 86% ee 85% yield, 94% ee 90% yield, 76% ee
N
N3 § N3 Ny
64% yield, 94% ee 54% yield, 84% ee 75% yield, 90% ee 61% yield, 46% ee

Scheme 1.16 Iron-catalyzed asymmetric aminoazidation and diazidation of styrenes.

In 2021, the Bao group developed an iron-catalyzed asymmetric azidation of
benzylic peresters using TMSN; 43 (Scheme 1.17) [113]. The chiral Haixi-BOX

R N3

0y © TN, Fe(OTf), (3 mol%), Haixi-BOX 45 (4.5 mol%) a
o THE rt, 12 h

up to 91% yield, up to 92% ee

51 43 52
} v ! TMSN, 43
| .
N Na L AR N\Fﬁg 8
| 52 X
| 46
| TMSX
85% yield, 72% ee 80% yield, 86% ee } X % .
| N,Fe,g + Ar/\R N
! 3
I X F'e'g
! 48 49 NI
¢ 0 ;
Cl cl I
ToNTYT S
1
|
91% yield, 74% ee 83% yield, 82% ee \ co, 51

Scheme 1.17 Iron-catalyzed asymmetric azidation of benzyl peresters.

15



16

&

1 Iron-Catalyzed Radical Asymmetric Reactions

ligand 45 showed superior performance in this process. Various benzylic peresters
51 exhibited excellent reactivity, yielding enantioenriched azides 52 with high
yields and good enantioselectivities under mild reaction conditions. Notably, the
generated hydrocarbon radicals lack strong interactions. The resulting chiral benzyl
azides 52 can be utilized in click reactions, phosphoramidation, and reductive
amination reactions. The exchange of ligand between the L*Fe(II) species 46 and
TMSN;, 43 produced the L*Fe(II)-azide species 47, which then underwent SET with
the perester 51 to generate the L*Fe(I1I)-azide species 48 and the resulting benzylic
radical 49. An outer-sphere group transfer led to the formation of the final product
52 and the active catalyst 46.

In 2021, Feng and coworkers disclosed an Fe(OTf),/chiral N,N’-dioxide
complex-catalyzed radical enantioselective carboazidation and diazidation of
a,p-unsaturated ketones and amides (Scheme 1.18) [114]. Alkyl peroxides 54,
Togni’s reagent 55, fluoroalkyl halides, and TMSNj, 43 were well tolerated under the
mild reaction conditions, and many substituted alkenes 53 were sequentially con-
verted into a-azido carbonyl derivatives 56 with high enantioselectivity. Mechanistic
studies and DFT calculations suggest that a radical pathway was involved and the
azido transferred to the radical intermediate via an intramolecular five-membered
transition state with the internal nitrogen of the Fe—N, species. A wide array

R o Fe(OTf), (10 mol%) RN
)\"/Rz + RJ\O’O R [ or o + TMSN, L,-Pi'Ad 57 (10 mol%) R 20 R
\Iof X DME, 70 °C \/Q"/
o)

o R up to 84% yield, up to 96% ee
53 54 55 43 56
__________________________________________ T
o} o] o] | o “ 5) = [, ),
I N (0]
T eF, (S ] CF, 7 CF, | \'I\l ON\/\cg_
E Nai ) \ N3< ) Nai ) | R HNR
| L,Pi'Ad 57 (R = +-adamantyl)
\
85% yield, 94% ee 75% yield, 95% ee 83% yield, 95% ee } " R! ]
BRI |
o o o A (o !
|
Ph. - !
Ph™ 3y Me PR N, NI Ny e A retOTh |
N4 Ph N3 Ph N4 Ph Cor Y cN\Q:}* |
I ;SN N':‘O 3 ’}IH }
82% vyield, 87% ee 90% vyield, 78% ee 68% yield, 42% ee } l Ad !
,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, },in,te,"lal nitrogen of the Fe—N species
_FellL*
17.9 ()I
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P cr, (FMDFE
TS-N3-(R) N, Ph
Ph 12.1 O/Fe“L*
TS-N'-(R)
FyCo__Ph ! (R)-D1-Fe(lll)
Ph 7 CF,
H"El‘d /O""'(lie'”o.Nf 60 N, Ph
IN®T TS0 TS-N'<(S)
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N= |
Ad (s)-D1-Fe(lll)

Scheme 1.18 Iron-catalyzed asymmetric azidation of alkenes.
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of chiral a-azido carbonyl derivatives, which could be further transformed into
highly valuable chiral amino ketones, amino alcohols, and vicinal diamines, were
synthesized by this efficient protocol.

In 2023, Wang and coworkers developed an enantioselective radical decarbonyla-
tive azidation (Scheme 1.19, top) [115]. Catalyzed by the complex of Fe'/BOX,
various aldehydes 58 underwent radical decarbonylation to generate the benzyl
radicals, which abstracted the azido group from the azido-Fe species to produce
the enantioenriched azides 59. Notably, tert-butylperoxybenzoate (TBPB) served
as the radical initiator. The Lian group established an iron-catalyzed approach for
the enantioselective synthesis of chiral f-azido sulfones (Scheme 1.19, bottom)
[116]. SOgen: tetrabromothiophene S,S-dioxide 63 was selected as the sulfur
dioxide source. A series of BOX ligands have been evaluated. The iron-catalyzed
four-component reactions afforded the corresponding heavily functionalized azides
64 in good yields and high enantioselectivity.

us)

Ar TBPB (2 equiv), EtOAc, 10 °C

CHO Fe(OTf), (10 mol%), 60 (12 mol%) Na
A+ Tmsn, A
R i Ar
o

58 43
up to 82% vyield, up to 94% ee 59 \ —N
lTBPB azidationT Ph 7 N 0 PR
oj'\ decarbonylation P Ar Ar
AR AR 60 (Ar = 4-1Ad-CgH,)
Fe(OTf), (10 mol%) N ,,_/X?R“
H N/O\Ir R®  Br Br ligand (12 mol%) N S CN
arNege + 2|> I, /Z—g\ TMSN, 43 (2.5 equiv) s N
o R >s_Br NaO'Bu (2.5 equiv), DCM, rt R R
oo up to 95% vyield, up to 86% ee O
61 62 SOgen 63
Et_ Et WX(
ph_&j)%\) “Ph Ph—Sf\’/\(J WPh Phi &w)% Ph ph_S/ J \Ph
95% yield, 84% ee 68% yield, 0% ee 86% yield, -80% ee 87% yield, 80% ee

Scheme 1.19 Iron-catalyzed decarbonylative azidation and four-component reactions.

In 2008, the Bolm group made preliminary attempts on iron-catalyzed radical
asymmetric aziridination of alkenes. The PyBOX ligand offered the syntheti-
cally valuable aziridine with moderate ee [117]. The Meggers group developed a
Fe/tetradentate N4-ligand-catalyzed asymmetric ring contraction of isoxazoles 65
to 2H-azirines 66 (Scheme 1.20, top) [118]. They can be easily transferred into chiral
aziridine, a-methyl phenylalanine ester, p-hydroxy and f-methoxy phenylalanine
derivatives. Mechanistic studies revealed that heterolytic cleavage of the N—O bond
induced by SET from the iron center and stereocontrolled C—N bond formation
via intramolecular radical addition were found to be crucial. Very closely, Meggers
and coworkers reported a ring construction of N-aroyloxyureas to form chiral
2-imidazolidinones 68 in up to 99% yield and with up to 95% ee (Scheme 1.20,

17
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O.
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o Vi o Me< Cl
65 up to 99% yield, up to 92% ee o6 N,,,,“'FL‘ \\\\\
X X N | ai
i
Feﬁ . - enantioselective Fe, \\(/N
N) O Bithilti N
| L2 . - AL S
2 radical addition
Ph OMe Ph o
Me MeO iron catalyst 67
O .
R1H NJ\N'O\H/ Ar iron catalyst 70 (2-8 mol%) H‘NJ\N’RS (PNSi ~
R R "o K,COj (3 equiv), 4A MS, DCM, rt R1\.\—/ N
up to 99% vyield, up to 95% ee R2 N,,,' | WN N
68 50 /Fe\ .
3 N
Q R Q R® /// | N
. N N N
Fe—NH enantioselective Fe--/N\) |
| . — TN o i N
OYO - OYO ::1 (Pr),Si
Ar Ar R iron catalyst 70

Scheme 1.20 Iron-catalyzed asymmetric radical ring contraction and C—H amination.

bottom) [119]. This iron-catalyzed enantioselective C(sp*)—H amination facilitated
the rapid construction of chiral nitrogen-containing heterocycles 69, which can be
hydrolyzed to yield valuable chiral vicinal diamines in a single step. Mechanistic
studies suggested that the C—N bond formation step was enantioselectively
controlled by the chiral iron complex.

1.5 Conclusion

This chapter compiles the advancements in iron-catalyzed radical asymmetric
reactions. Stemming from Groves’ pioneering work on catalytic radical asymmetric
epoxidations facilitated by chiral iron-porphyrins, considerable progress has been
made, predominantly in porphyrin-based biomimetic asymmetric catalysis. In
consideration of the ongoing demand for new, economical, and sustainable reac-
tions, recent years have witnessed advancements in chiral iron catalysis employing
non-porphyrin-based ligands. A diverse array of chiral ligands, including chiral
oxazolines, bidentate chiral phosphines, chiral phosphoric acids, chiral salens,
chiral C, symmetric N,N’-dioxide ligands, and chiral bipyridines, have proven to
be exceptional chiral auxiliaries, ensuring high levels of asymmetric induction in
the field. By using these ligands, a wide range of noteworthy reactions extending
beyond traditional epoxidations and cyclopropanations have been successfully
achieved, facilitating enantioconvergent and sustainable construction of chiral
C—C, C—N, C—O0, and C—X bonds. Detailed insights into the catalytic models
and mechanisms underpinning these radical asymmetric reactions are provided.
Notably, great successes in enzymatic radical asymmetric synthesis should also be
highly commended.



Despite the current ground-breaking developments that demonstrate the
significance of iron-catalyzed radical asymmetric synthesis, this field remains
underdeveloped, and many challenges need to be well addressed. First, the scope
of reaction types is still narrow. Efforts should focus on exploring more efficient
catalytic asymmetric transformations, particularly those that emulate natural
processes. Second, there is a critical requirement for the design of new categories of
chiral ligands that can expand the portfolio of this field. Third, more comprehensive
understandings of the catalytic mechanism employed in iron catalysis would be
vital for revealing the essence of enantiocontrol. It is evident that iron catalysis
will continue to be a prominent topic in the forthcoming years. The pursuit of
cost-effective, sustainable, and enantioselective methods is pivotal for the evolution
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