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Photosensitized diradical rearrangement of alkenyl
oxime ethers towards amino-featured oxiranes:
reaction, mechanism, and structural predictionfy

Tu-Ming Liu, Lin-Yuan Zhu, Min-Hao Qi, Si-Jia Li, Xiao-Jian Wang, Jia-Rui Xu
and Bing Han

A novel diradical rearrangement protocol of alkenyl ketoxime ethers for the synthesis of amino-featured
epoxides under energy-transfer photocatalysis was developed. Mechanism studies revealed that this
reaction was triggered by a specific diradical afforded by the second triplet excitation state T2 resulting
from the t—m* excited transition of the alkene moiety of the substrate, followed by a cascade radical
remote amino group translocation and intramolecular singlet O-, C-diradical cross-coupling after
intersystem crossing. As a result, a series of amino-featured epoxides that were previously inaccessible,
were synthesized easily and efficiently. Notably, this approach featured mild conditions, good functional
group tolerance, excellent stereoselectivity and was very compatible with complex scaffolds (steroids,
amino acids, alkaloids). Detailed density functional theory (DFT) calculations provided in-depth insights
into the understanding of the reaction as well as structural standards and predictions. This strategy not
only enriches the reaction mode of the oxime ethers but also provides a facile synthetic method towards

rsc.li/chemical-science valuable epoxides.

Introduction

As a three-membered oxa-heterocycle with a unique structure,
oxirane is found widely in natural products and drug molecules®
(Scheme 1A). In addition, due to its high ring tension and
strongly polarized C-O bond, oxirane also serves as a key syn-
thon in organic synthesis by affording various functional group
transformations.>® Therefore, the efficient and convenient
construction of the oxirane structure has been an important
focus of organic synthesis. Many strategies have been developed
for this purpose: intramolecular nucleophilic substitution of
alcohols with a leaving group at the B-position;* epoxidation of
alkenes;®> Corey—Chaykovsky epoxidation of aldehydes and
ketones;® Payne rearrangement’ (Scheme 1B). Despite great
achievements, existing methods face several limitations,
including poor compatibility with highly active functional
groups, unsatisfactory suppression of side reactions caused by
the oxidative sensitivity of the substrate, as well as the poor
chemo-/site-selectivity of the substrates with multiple olefins
and carbonyls. Especially for an amino-containing oxirane,
which act as units with specific toxicity against cancer cells,¥#
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conventional tactics face problems of inefficiency and product
complexity due to the nucleophilicity and oxidative sensitivity of
the amine group.® Thus, the development of novel strategies for
the efficient access to oxirane, especially for the amino-
containing counterpart, is of great significance and value for
the chemistry of organic and medicinal compounds.

Oximes, as a class of fundamental organic compounds, have
been widely used in diverse organic transformations, including
traditional ionic conversions and emerging radical reactions.
The former are known for the Beckmann rearrangement,’
reductive amination,’ and transition metal-catalysed cross-
coupling,” whereas the latter are represented by iminoxyl
radical-mediated O/N-atom dichotomous cyclization*> and
iminyl radical-mediated diverse reactions.” In recent years,
visible light-mediated photocatalytic energy transfer (EnT) has
provided an opportunity to develop sustainable chemical
conversions using triplet-state diradicals."* Accordingly, some
oxime-mediated novel transformations have been undertaken
with the help of the EnT tactic.”>"” For example, a series of
olefin difunctionalizations has been reported by Glorius and
colleagues'® and other research teams (including ours'’) inde-
pendently. In addition, some elegant intra-/intermolecular
[2 + 2] cycloadditions of oximes with olefins have been re-
ported by Schindler et al.*® Based on our continuing interest in
the research of oximes conversion,” we wondered if it is
possible to use oximes for synthesizing amino group-containing
epoxides by taking advantage of their natural structural
features.
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Scheme 1 Synthetic strategy for oxiranes and the representative mode of the alkenyl oxime reaction.

We were encouraged by our recent work on the radical
remote amino translocation of alkenyl oximes by N-O bond
cleavage (Scheme 1C).>° Hence, we anticipated that this trans-
location may also be applicable to a triplet-state diradical
counterpart.”* We speculated that if the alkenyl moiety of oxime
1 is excited to its triplet-state T2 through EnT-mediated pho-
tocatalysis, the fast 5-exo-trig cyclization of the terminal C-
radical to the imine moiety would lead to the formation of
a five-membered triplet diradical intermediate INT1. By
employing the radical B-scission of a weak N-O bond, a triplet
O-, N-diradical intermediate INT2 would be formed, which
subsequently undergoes intersystem crossing (ISC) to generate
singlet diradical counterpart INT3. Finally, the desired amino-
contained oxiranes 2 would be realized via intramolecular
cross-coupling between the O-radical and C-radical (Scheme
1D). However, due to the coexistence of imine and alkene
moieties in oxime 1, the hypothesized epoxidation reaction
faces three challenges: (1) energy transfer sensitization
competition between the C=N bond and C=C bond with the
excited photocatalyst; (2) the supposed reaction begins from the

14812 | Chem. Sci,, 2025, 16, 14811-14821

high-energy-level T2 by sensitization of the alkene moiety rather
than the low-energy-level T1 by sensitization of the imine
moiety, which leads to the deactivation of T2 by an internal
conversion to T1; (3) T1 and T2 are inclined to undergo the
alternative relaxation, including non-radiation Z-E isomeriza-
tion of alkenyl oxime 1 and radiative deexcitation.

To overcome the above-mentioned challenges, we assumed
that two factors would facilitate the desired reaction: (1) intro-
ducing styrene or the conjugated diene into oxime 1 and using
a photocatalyst with high Er to ensure the efficient sensitization
of the olefin moiety; (2) increasing the Gibbs free energy gap
(AGt = Gr, — Gry) between T2 and T1 states to avoid the inac-
tivation of the T2 state by internal conversion; (3) reducing the
energy gap (AEFO = ELUMO[oxime] - EHSOMO[alkene]) between the
highest singly occupied molecular orbital (HSOMO) of the
alkenyl diradical and the lowest unoccupied molecular orbital
(LUMO) of the C=N bond to increase the frontier orbital
matching ability of the cyclization process, thereby suppressing
the unwanted alternative relaxation. By employing the afore-
mentioned strategy, the desired oxiranes 2 were produced by

© 2025 The Author(s). Published by the Royal Society of Chemistry
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the photocatalytic epoxidation rearrangement of the readily
available alkenyl oximes. This reaction provides a new method
for synthesizing amino oxiranes that were previously inacces-
sible and broadens the boundary of the reaction mode of
oximes.

Results and discussion

The present study commenced with the irradiation of a mixture
of styrene-tethered oximes 1 and organic photosensitizer 2,4,5,6-
tetra(9H-carbazol-9-yl) isophthalonitrile (4CzIPN) in ethyl acetate
with blue light (443 nm, 30 W). First, the reaction optimization
was carried out with aldoximes. However, benzaldehydoxime E-1-
A underwent only Z/E-isomerization to give a mixture of 1-A with
a ratio of Z:E of 8:1, and the desired oxirane 2-A was not
detected. Similarly, benzaldehydoximes E-1-B and E-1-C bearing
an electron-donating methoxy group and electron-withdrawing
trifluoromethyl group on the para-position of phenyl ring,
respectively, only underwent Z/E-isomerization as well (Table 1,

Table 1 Optimization of the oxime structure and reaction conditions®
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entries 2 and 3). In addition, methyl glyoxylatoxime E-1-D was
inert under the reaction conditions, and no reaction (even Z-E
isomerization) occurred (Table 1, entry 4). Apparently, the
aldoxime structure was not suitable for the protocol. Subse-
quently, we explored the reactivity of ketoximes by varying
structural features under these conditions. Neither acetopheno-
noxime E-1-E nor acetonoxime 1-F could be converted into the
desired products. The former underwent only Z-E isomerization,
whereas the latter was inert in the reaction (Table 1, entries 5 and
6). Delightedly, diphenylketoxime 1a succeeded in obtaining the
desired oxirane 2a in 82% yield (Table 1, entry 7). Next, other
photocatalysts, such as thioxanthone (TXT), fac-Ir(ppy); (Ir), and
[Ir(dF(CF3)ppy).(dtbbpy)]PFs (Ir-F) with different triplet-state
energy (Er), were also tested in the reaction. Although they
could also afford 2a, its yield failed to improve, presumably due
to inadequate photosensitization under blue light or lower
triplet-state energy (Table 1, entries 8-10). Unfortunately, when
Ru(bpy)s(PFe), [Ru] acted as the photocatalyst, no reaction
occurred and 1a was fully recovered, possibly due to its EnT

PC, blue LEDs

solvent, Ar, RT

RZ
oL
R1J\\N Ph
1

RUsye
=

Ru(bpy)3(PFe), [Ru]
Et: 46.0 kcal/mol
EqMVIMH: +0.77 V
E; MM 0,81V

2+
N, N )
Ry (PFe)2
ZN
\l

fac-Ir(ppys) [Ir]
E+: 58.1 kcal/mol
EqpMTMH: 40.31 v
Eq MM 173V

2,4,5,6-tetra(9H-carbazol-9-yl)
isophthalonitrile [4CzIPN]
Et: 61.6 kcal/mol
Eq MM 4143 v

[Ir(dF(CF 3)ppy),(dtbbpy)]PF [Ir-F]
Et: 61.8 kcal/mol
Eq oMV 1421 v
E;pMVIMT: 089 V

thioxanthone [TXT]
Et: 65.5 kcal/mol
Eq MV 4118V

Eq MM 1 11V

EqpMMI: 1118V

EnT

Substrate Yield™” (%)
Entry R' R® ZIE Photocatalyst Solvent 1 (%, ZIE) 2
1 Ph H 1A, 0/1 4CzIPN EtOAc 1A, 80, 8/1 24, 0
2 p-MeOPh H 1B, 0/1 4CzIPN EtOAc 1B, 85, 6/1 2B, 0
3 p-CF;Ph H 1C, 0/1 4CzIPN EtOAc 1C, 88, 5/1 2C, 0
4 CO,Me H 1D, 0/1 4CzIPN EtOAc 1D, 98%, 0/1° 2D, 0
5 Ph Me 1E, 0/1 4CzIPN EtOAc 1E, 88, 5/1 2E, 0
6 Me Me 1F, — 4CzIPN EtOAc 1F,— 2F, 0
7 Ph Ph la, — 4CzIPN EtOAc 0 2a, 82
8 Ph Ph 1a, — TXT EtOAc 0 2a, 42
9 Ph Ph la, — Ir-F EtOAc 0 2a, 78
10 Ph Ph 1a, — [1r] EtOAc 0 2a, 70
11 Ph Ph la, — [Ru] EtOAc 1d, 98, —° 2a, 0
12 Ph Ph la, — 4CzIPN MeCN 0 2a, 63
13 Ph Ph la, — 4CzIPN MeOH 0 2a, 60
14 Ph Ph la, — 4CzIPN DCM 0 2a, 0
15 Ph Ph la, — — EtOAc 95, —¢ 2a, 0
16 Ph Ph 1a, — 4CzIPN EtOAc 80, —4 2a, 0

“ Reaction conditions: 0.2 mmol scale, PC (2 mol%), solvent (0.1 M), 30 W 443 nm blue LEDs, 15 h. b 1solated yields. © No reaction occurred, and the

starting material was recovered. ¢ Reaction was conducted in the dark.
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being too low to sensitize 1a effectively (Table 1, entry 11). In
addition, solvent screening showed that ethyl acetate was the
best one (Table 1, entries 12-14). Both the photocatalyst and light
irradiation were indispensable for an efficient reaction to
proceed, clearly supporting a photocatalytic mechanism (Table 1,
entries 15 and 16).
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To evaluate the applicability of the protocol, various alkenyl
ketoxime ethers were investigated under the optimal reaction
conditions, as shown in Scheme 2. The scope of the alkene
moiety was first explored. Styrene moieties with substituents of
different electronic properties on the para-position of the
phenyl ring, such as OMe, Me, F, Cl, Br, CN, were all compatible
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Scheme 2 ?Reaction conditions: 0.2 mmol scale, 4CzIPN (2 mol%), EtOAc (0.1 M), blue LEDs (443 nm, 30 W), 15 h. PIsolated yields.
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with the reaction conditions, and converted smoothly to the
corresponding amino-tethered oxiranes 2b-2g in good (70%) to
excellent (92%) yields. Accordingly, ortho-/meta-fluoro and meta-
methoxy substituted styrenes also reacted very well using this
approach, delivering the desired products 2h-2j in good yields.
Dimethyl-substituted styrene was also suitable for the reaction,
affording the desired product 2k in 92% yield. Both electron-
rich and electron-deficient styrenes could be converted in the
reaction, indicating that electronic effects did not influence the
reaction. In addition to styrenes, other aryl and heteroaryl
groups incorporated into ethenes, such as naphthyl, furan,
thiophene, and benzothiophene, were all good partners for the
reaction, as demonstrated in cases 21-20, in which the corre-
sponding oxiranes were formed in moderate (55%) to good
(76%) yields. Importantly, the protocol could be extended
readily from aryl-substituted alkenes to 1,3-dienes, establishing
a novel approach for the regioselective functionalization of
conjugated dienes. Acyclic and cyclic conjugated 1,3-dienes
were good candidates for this method. Acyclic 1,3-dienes, such
as 1,3-butadiene and isoprene, were efficiently transformed in
the reaction, yielding products 2p and 2q in 50% yields. Cyclic
dienes, such as cyclopentene- and cyclohexene-fused ethenes,
proceeded smoothly and provided products 2r and 2s in 67%
and 75% yields, respectively. O-atom-embedded and difluoro-
substituted cyclohexenes converted smoothly as well, resulting
in the corresponding products 2t-2u in excellent yields. When
the ketal-containing cyclohexene was employed in the conver-
sion, the desired product 2v was obtained in 82% yield,
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suggesting the potential for constructing epoxy-ketone archi-
tectures. Subsequently, the boundary of the oxime moiety was
explored using the tethered styrene as the reaction partner.
Symmetric diaryl ketoximes, represented by benzophenonox-
imes bearing para-methoxy, para-bromo, para-cyano, and meta-
trifluoromethyl on the phenyl rings, were good candidates and
converted to the corresponding products 2w-2z in good yields,
and no significant electronic effects were observed. Further-
more, 9-fluorenonoxime and thienylketoxime also showed good
compatibility, giving products 2aa and 2ab in 63% and 61%
yields, respectively. Notably, asymmetric diaryl ketoximes, such
as pMeO-phenyl-phenyl, phenyl-pyridinyl, and phenyl-thienyl
ketoximes, were also very compatible with the protocol, as
demonstrated in cases 2ac-2ae. Delightfully, in addition to
diaryl ketoximes, monoaryl ketoximes bearing electron-
deficient groups, such as CF;, ester, and amide, also per-
formed very well under the conditions, affording the desired
products 2af-2ah in 67-80% yields. Importantly, this approach
was also compatible with complex natural scaffolds, such as
amino acids, steroids, and alkaloids, as in cases 2ai-2ak,
showing a promising application for late-stage modification.
Having achieved 1,1-disubstituted oxiranes by this method,
we hope that it was also suitable for synthesizing the 1,1,2-
trisubstituted counterparts using secondary alkenyl alcohol-
derived benzopheonnoximes ethers as substrates. To our
delight, the protocol was suitable for obtaining 1,1,2-trisubsti-
tuted oxiranes and exhibited a single diastereoselectivity for 1,2-
substitutions, and the results are summarized in Scheme 3.

Ph
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Ph” SN” Ph > 0
R EtOAc, Ar, RT, 15 h ’
1 R™ s
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9 X-ray 6RTEP of 2an 2ao, 75%
#al.65% CCDC no. 2439472
)Pj Ph Ph Ph
N7 >Ph - A -
NZ >Ph
A/S\) :
Ph e o %{:h
Me
2ap, 84% 2aq, 72% 2as, 70% 2at, 52%
Ph
Ph Ph
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Ph
2au, 45% 2av, 50% 2aw, 72% 2ax, 55% 2ay, 53%, dr 1:1

Scheme 3 ?Reaction conditions: 0.2 mmol scale, 4CzIPN (2 mol%), EtOAc (0.1 M), blue LEDs (443 nm, 30 W), 15 h. Plsolated yields.
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Ketoxime ethers bearing a series of substituted phenyls with
different electronic properties at the a-position of the O-atom
reacted very well in the reaction and produced the corre-
sponding products 2al-2ap in good yields as single diastereo-
mers. The structure and configuration of epoxide 2an were
confirmed by X-ray crystallography.** When the aforementioned
phenyls were replaced by pyridinyl and thienyl, the conversions
were smooth, giving rise to 2aq and 2ar in 72% and 63% yields,
respectively. Notably, the substitution of phenyl by alkyl chains
or cycloalkyls did not affect the reactivity, as demonstrated in
cases 2as-2aw, in which propyl, cyclopropyl, cyclopentyl,
cyclohexyl, and piperidinyl were involved. In particular, ketox-
ime ethers that replaced the phenyl group with alkynyl and
alkenyl groups were also converted to the desired products 2ax
and 2ay in yields of 55% and 53%, respectively.

To further prove the practicability and suitability of our
protocol, the gram-scale synthesis and diverse derivation of the
amino group-containing oxiranes were carried out, as shown in
Scheme 4. The gram-scale synthesis was performed at a 5 mmol
scale using substrate 1a, producing oxirane 2a at 1.252 g in 80%
yield. Further conversions of 2a were conducted by various
transformations of functional groups, such as reduction,
hydrolysis, and epoxy ring-opening. The reduction of 2a could
be smoothly achieved using NaBH;CN and LiAlH,, respectively.
The former provided the diphenylamine oxirane 3 in 62% yield
by solely reducing the imine moiety, and the latter produced 2-
amino tertiary alcohol 4 in 73% yield by simultaneously
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reducing imine and epoxy moieties. Using C-, N-and S-
nucleophiles, such as phenyl Grignard reagent, imidazole,
and 2-mercaptobenzimidazole to react with 2a, tertiary alcohols
5-7 were generated in good yields by the nucleophilic epoxy
ring-opening concomitant with the forging of C-C, N-C, and
S-C bonds, respectively. Importantly, when 2a was treated with
muriatic acid, the hydrolysis of the imine and acidic ring-
opening was also achieved, affording the structurally valuable
3-amino-2-phenylpropane-1,2-diol hydrochloride 8 in 62%
yield. Acetamide-incorporated 1,2-diol 9 was obtained in 83%
yield by a cascade hydrolysis, acylation, and acidic epoxy ring-
opening after being treated with acetic acid under heating.

To understand the reaction mechanism of this protocol,
control experiments, cyclic voltammetry, UV-visible absorption,
and Stern-Volmer experiments were carried out, as shown in
Scheme 5. When the triplet reaction inhibitor 2,5-dimethylhexa-
2,4-diene was added, the desired reaction was completely
inhibited in the sample reaction. In contrast, the reaction pro-
ceeded smoothly, and the product 2a was obtained in 75% yield
when the singlet reaction inhibitor acrylonitrile was added. In
addition, the sample reaction still occurred under the direct-
irradiation with violet LEDs (365 nm, 20 W) in the absence of
a photocatalyst, despite delivering 2a in 50% yield under
a conversion rate of 70%. These results indicated that the
protocol experienced a triplet photoreaction by energy-transfer
catalysis. The influence of temperature on the reaction was
also investigated. The reaction could proceed effectively between
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Hydrolysis and acidic ring-opening
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Scheme 5 Mechanism studies.

—40 °C and +60 °C, and the yield of 2a was almost unaffected.
However, the reaction was completely inhibited at —60 °C,
probably because sufficient activation energy could not be
provided for the reaction at such a low temperature. Moreover,
crossover experiments demonstrated that under standard reac-
tion conditions, the concurrent addition of substrates 1¢ and 1w
afforded epoxides 2¢ (78% yield) and 2w (88% yield) exclusively,
with no detectable formation of other epoxides. These results
indicated that the reaction experienced an intramolecular
cleavage and recombination of the N-O bond. UV-Vis absorption

© 2025 The Author(s). Published by the Royal Society of Chemistry
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spectra clearly showed that ketoxime 1a did not have obvious
absorption above 400 nm, and weak absorption at 350 nm. These
data indicated that it could not be excited by blue light, but could
be excited by UV light, which was completely consistent with our
experimental results. The measured oxidation potential E,y of
ketoxime 1a was 2.1 V, while its reduction potential E..q was
lower than —2.0 V, implying that the effective REDOX reaction
could not occur between 1a and the excited photocatalyst 4CzIPN
and was more likely to follow an energy-transfer process. More-
over, Stern-Volmer quenching experiments clearly showed that
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ketoxime 1a could be quenched by the excited 4CzIPN.
Compound 1a had the C=N double bond of the oxime moiety
and the C=C double bond of olefin moiety that could both be
sensitized by a photosensitizer to trigger the reaction. Hence, we
tried to determine which site of the reaction was triggered. Thus,
compounds 1a-1 and 1a-2 as analogues of 1a were also investi-
gated under Stern-Volmer quenching experiments. Apparently,
both the alkene moiety and oxime moiety could be quenched by
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To further confirm the initiation site and the mechanism of
this diradical rearrangement reaction as well as to account for
the excellent diastereoselectivity, density functional theory (DFT)
calculations were conducted using 1al as the model. The calcu-
lated energy profiles are illustrated in Scheme 6A. The obtained
T1 triplet state with an energy of 41.9 kcal mol~* was caused by
sensitization of the C=N bond, whereas the T2 triplet state with
an energy of 49.5 kcal mol~ " was caused by sensitization of the

the excited 4CzIPN. C=C bond. Apparently, the iminyl moiety had lower
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(A) DFT-calculated energy profiles for the reaction and rationalization of the excellent diastereoselectivity of compound 2al. (B)

Analysis of the atomic spin population and spin density visualization (blue isosurfaces indicate regions of positive spin density, and green iso-
surfaces indicate regions of negative spin density, at an isovalue of 0.01 a. u.). All calculations were performed at the B3LYP/def2-TZVP,
SMD(EA)//B3LYP/6-31G(d,p) level with Gaussian 16. Gibbs free energies are given in kcal mol™. For details, see the ESI.¥
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sensitization energy and was more easily sensitized than olefin.
Theoretically, T1 and T2 states can form the same triplet dir-
adical intermediate INT1 by N-radical-mediated 5-endo-trig
cyclization to olefin via TS1' (AG* = 26.5 kcal mol™*) and C-
radical-mediated 5-exo-trig cyclization to oxime via TS1 (AG* =
9.1 keal mol '), respectively. However, the activation energy of
TS1' was much higher than that of TS1 (AAG* = 17.4 keal mol %),
and therefore, it is more reasonable to initiate the reaction from
the higher energy T2 state despite the T1 state being readily
produced. This view was also consistent with the experimental
result showing that the low-energy photosensitizer Ru(bpy);(-
PFg), (Ex = 46.0 keal mol ™) failed to trigger the reaction. Next, we
calculated two possible paths from INT1 to product 2al.

One was a stepwise path that experiences the B-scission of
the O-N bond to produce the O-radical and subsequent intra-
molecular cross-coupling of the O-radical and C-radical to yield
2al. The other was a concerted path in which cleavage of the
N-O bond and formation of the C-O bond were carried out
simultaneously without formation of the O-radical. In the first
path, the calculated energy barrier for the cleavage of the O-N
bond to produce the triplet diradical INT2 through TS2 was only
1.1 kecal mol ™, indicating that formation of the O-radical was
very easy due to the weak N-O bond, as we reported previously.>
INT2 could be transformed further into two configurations of
singlet diradicals INT3 and INT3' by ISC via the minimal energy
crossing point (MECP). The intramolecular O- and C-radicals
cross-coupling of the singlet diradicals INT3 and INT3' finally
produced the products trans-2al and cis-2al, respectively. This
formation of the O-C bond by radical cross-coupling was
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a barrierless process. Hence, the distribution of the products
trans-2al and cis-2al could be determined by the energies of
INT3 and INT3' according to the Curtin-Hammett principle.
Apparently, INT3 had 1.0 keal mol™" lower energy than INT3/,
resulting in the formation of only t¢rans-2al without cis-2al,
which was consistent with the experimental observation. In the
second path, INT1 first underwent ISC via MECP2 to produce
singlet diradicals INT4 and INT4'. The latter would also produce
cis-2al and trans-2al via the bicyclic transition states TS3' (AG* =
2.2 keal mol™*) and TS3 (AG* = 3.8 keal mol ™), respectively.
However, the conversion of INT4' to product 10 in the form of
cross-coupling of two C-radicals via TS4 looked impossible
because of a higher energy barrier of 9.1 kcal mol™* compared
with that for the conversion of INT4' to cis-2al via TS3' with
a lower activation energy. The concerted process provided an
alternative path to access 2al. However, considering that the ISC
of this pathway requires more energy (AAG = 9.6 and
12.0 keal mol ', respectively) and that the activation energies of
TS3 and TS3' are both higher than that of TS2, we believe that
the stepwise path is more favorable than the concerted pathway.

Next, we tried to elucidate the features of alkenyl oximes 1 that
enabled the epoxidation rearrangement to occur smoothly
because aldoxime and some ketoximes did not undergo the
reaction (as shown in the optimization). Initially, we thought that
in addition to the efficient sensitization of alkenes, there were
two important factors that would synergistically affect the epox-
idation reaction. One factor was that the energy difference (AGy
= G, — Grq) of the excited triplet states T1 and T2 must be large
enough to hinder the decay of T2 by internal conversion, thus

A) Core criteria for the structural requirements of alkenyl oxime ethers
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structural prediction.
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ensuring its smooth cyclization. The other factor was that
matching the frontier orbital energy levels (AEro = Er.umo[oxime] —
Eysomo[alkene]y S€Tving as a measure of frontier orbital energy) of
the alkene diradical and oxime would lead to a favorable 5-exo-
trig cyclization by reducing the activation energy AG* and ulti-
mately promoting reactivity. To verify this hypothesis, we
computed AGr and AErq across a series of alkenyl oximes by DFT
calculations, and the results are summarized in Scheme 7A by
means of quadrant analyses. The reactive substrates were
concentrated in the second quadrant of the diagram. That is, the
reaction could proceed smoothly if the frontier orbitals were
matched (AEgo < 4 eV) and the energy gap between T1 and T2 was
large enough (AGy >7.8 keal mol ™ '). However, the substrates that
met only one of these two factors failed to achieve the desired
conversion. For instance, alkenyl oximes 14, 1B, 1C, and 1E that
satisfied the former factor (AExo < 4 eV) but not the latter, only
underwent Z-E isomerization of the oxime without the formation
of the desired products (probably due to the fast internal
conversion resulting in T2 state inactivation). For alkenyl oximes
1D and 1F, neither factor was satisfied, resulting in no reaction.
Importantly, higher AEro was negatively correlated with higher
AGr (Pearson correlation coefficient of —0.75), indicating that
the better matched the reaction orbitals were, the larger the AGr
was, thus the easier the reaction proceeded. Obviously, this
correlation was based on the fact that the internal conversion of
the T2 state and 5-exo-trig cyclization in this reaction were two
competing paths, the former making it easy for T2 to decay to T1
and the latter to covert it to the product. In this way, replacing the
cumbersome AG* with AEgo can be used to establish the afore-
mentioned criterion to rapidly assess the reactivity of substrate
structures. To further confirm the accuracy of the developed
criterion for structural prediction, the reactivity of a new struc-
ture of alkenyl oxime ether 1G was predicted on this criterion
(Scheme 7B). DFT evaluations showed that it was located in the
first quadrant and far from the average value of AGy and AExo,
indicating that this structure was not suitable for the diradical
epoxidation rearrangement reaction. Subsequently, we synthe-
sized 1G and carried out the reaction under standard reaction
conditions. The desired rearrangement reaction did not occur,
which fully verified the accuracy of the established criterion.
During preparation of our manuscript, a related study was re-
ported by Huang et al.?* Our protocol surpasses the reported one
in terms of efficacy and scope, and provides new insights and an
in-depth understanding of reaction mechanism and the struc-
tural requirements of the substrates through DFT calculations.

Conclusions

We developed a novel photosensitized diradical rearrangement
protocol of alkenyl ketoxime ethers for synthesizing amino-
featured oxiranes under the visible light-facilitated energy-
transfer photocatalysis. This protocol features mild condi-
tions, good tolerance of functional groups, wide scope of
substrates, excellent diastereoselectivity and is compatible with
complex scaffolds (steroids, amino acids, alkaloids). Mecha-
nism studies revealed that the reaction initiated from excitation
of the alkenyl moiety of alkenyl ketoxime ethers to triplet-state
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diradical by photocatalytic energy transfer. These actions were
followed by a tandem sequence of alkenyl diradical-mediated 5-
exo-trig cyclization onto a ketoxime moiety, amino trans-
location, and formation of intramolecular C-O bonds. DFT
calculations confirmed the proposed reaction mechanism and
rationalized the excellent diastereoselectivity. A criterion for
rapid assessment of reaction occurrence was also established by
DFT calculations. That is, the substrate must meet both the
large AGy (AGt = Grafaikene] — Grifoxime]) and small AEpg (AEpo =
Erumo[oxime] — Ersomofalkene])- This protocol provides a new
method for the synthesis of valuable amino-featured oxiranes
that were previously inaccessible, but also broadens the
boundary of oxime-mediated reaction modes.
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