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Abstract: The importance of organoselenium compounds has been increasing in synthetic chemistry.
These reagents are well-known as electrophiles and nucleophiles in many organic transformations,
and in recent years, their functionality as catalysts has also been largely explored. The interest
in organoselenium-based catalysts is due to their high efficacy, mild reaction conditions, strong
functional compatibility, and great selectivity. Allied to organoselenium catalysts, the use of inorganic
and organic oxidants that act by regenerating the catalytic species for the reaction pathway is common.
Here, we provide a comprehensive review of the last five years of organic transformations promoted
by diorganyl diselenide as a selenium-based catalyst. This report is divided into four sections:
(1) cyclisation reactions, (2) addition reactions and oxidative functionalisation, (3) oxidation and
reduction reactions, and (4) reactions involving phosphorus-containing starting materials.
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Selenium is an essential trace element in diets, discovered in the 18th century by
the Swedish chemist Jéns Jacob Berzelius. Although the toxic properties of selenium

Diorganyl Diselenides as Versatile
Catalysts. Molecules 2023, 28, 6614.
https://doi.org/10.3390/
molecules28186614

Academic Editor: Alessandra

Puglisi

compounds have been reported, this is a metabolisable element that does not accumulate
in organisms [1-4]. Nowadays, organoselenium compounds play an important role in
different fields, such as medicinal chemistry, organic synthesis, and materials science. The
biological and medicinal interests in organoselenium compounds are mainly related to
their antioxidant, anti-inflammatory, anticancer, and antimicrobial properties, among other
properties [5-7]. The interest of organic chemists was generated by the discovery of the

selenoxide elimination reaction in the early 1970s. Since then, an extraordinary number of
different reactions have been developed once selenium reagents showed their versatility to
be applied as electrophiles and nucleophiles. Therefore, a considerable number of divalent
and stable species of selenium compounds have been described in the literature. Among
these, we can highlight the selenides, diselenides, and selenoesters (Figure 1) [8-13].
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Figure 1. Structure of a few selenium compounds.
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Organoselenium reagents reached a new dimension through their application as
organocatalysts. The utility of these reagents has shown unique properties, such as their
high selectivity, mild working conditions, and largely transition metal-free reactions that
avoid harmful toxic waste. Many new compounds have been prepared in selenium-
catalysed reactions, demonstrating their efficiency in oxidation reactions (epoxidation,
dihydroxylation, among others) [14], C-Z (Z = O, N, halogen, SCF3) bond formation [15],
and cyclisation [16], among other organic reactions [17-22].

In the past decade, organoselenium chemistry has been extensively reviewed in the
literature, focused on its synthesis and biological applications, as well as its use as inter-
mediates and catalysts in organic transformations [23-27]. However, the use of diorganyl
diselenides as catalysts has not been considered in the literature as a separate subject and is
poorly detailed. In this sense, to improve the understanding of the application of diorganyl
diselenide as a catalyst, the review was divided into four sections: (1) cyclisation reactions,
(2) addition and oxidative functionalisation reactions, (3) oxidation and reduction reac-
tions, and (4) reactions involving starting materials containing phosphorous. Furthermore,
the compounds were numbered using numbers and letters (e.g., 1a, 1b; 2a, 3a, etc.). In
cases where a certain class of compounds has more than 26 examples, a second letter
was used after the number (e.g., 1z, 1aa, 1ab, lac, etc.). Roman numerals were used to
indicate intermediates in the reaction mechanisms, and capital letters were used for the
selenium catalysts.

2. Application of Diorganyl Diselenide as a Catalyst
2.1. Cyclisation Reactions

In this section, various cyclisation reactions catalysed by diorganyl diselenide will
be discussed. Most of the reactions involve substrates bearing amide or amine functional
groups, generating heterocyclic compounds. The reaction conditions for these reactions
are diverse, carried out by conventional heating, under light irradiation, and through
electrochemistry, showing the potential of diorganyl diselenide catalysts. Among the
various diorganyl diselenides used to promote the synthesis of the target products, only
diaryl diselenides were utilised. Diphenyl diselenide was the most common catalyst
among the protocols, which were operationally simple and proceeded under mild reaction
conditions. In addition, for the reactions involving regio-, diastereo-, and enantioselectivity
cyclisation, it was found that the use of diaryl diselenides containing chiral moiety was
necessary. Furthermore, in this section, it can be noted that the use of dialkyl diselenides,
such as dibenzyl, was not efficient.

Zhao and co-workers [28], in 2018, adapted the conditions previously optimised (syn-
thesis of ynone 29 described in this review, Section 2.2) for the synthesis of polysubstituted
oxazoles 3 reacting internal alkynes 1 with H,O and acetonitrile 2, which act as the solvent
and nitrogen source. The reactions were performed in the presence of 10 mol% of diphenyl
diselenide A as a catalyst over a stoichiometric amount of Selectfluor® (1.2 equiv.) as an ox-
idant (and fluorine source to form the electrophilic selenium species) at room temperature
(rt.) for 12 h (Scheme 1). These conditions were efficiently applied to several ynamides
1, containing both aryl and alkyl substituents in the alkynyl or N-position, which reacted
with acetonitrile 2. In these cases, a wide range of desired oxazoles 3 (23 products) were
prepared in yields ranging from moderate to excellent (45-96%). Moreover, butyronitrile
can be used as a solvent; in this case, oxazole 3w substituted with propyl portion in the
C2-position was obtained at a 46% yield (Scheme 1).

When an increase in the amount of Selectfluor®, from 1.2 equiv. to 2.2 equiv., in the
conditions described above was tested, N-propargylamides 4 could be used as starting
materials to obtain oxazole aldehydes 5 in excellent yields (87-94%). The 2-substituted
oxazole 5 with phenyl 5a, styryl 5b, and benzyl 5¢ groups were obtained in yields of 94%,
90%, and 87%, respectively (Scheme 2). Despite the good yields, only three compounds
were synthesised using this methodology.
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Scheme 1. Synthesis of polysubstituted oxazoles 3 [28].
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Scheme 2. Synthesis of oxazole aldehydes 5 [28].

The mechanism proposed by the authors starts with the formation of electrophilic sele-
nium species I through the reaction of diphenyl diselenide A with Selectfluor®. Electrophilic
intermediate I reacts with ynamide 1 to form seleniranium II, which is in equilibrium with
stable keteniminium ion III. Afterwards, acetonitrile 2 reacts with intermediate III, fol-
lowed by hydrolysis to give intermediate V. Thereafter, the isomerisation of intermediate V
leads to VI, which, in the presence of Selectfluor®, can be oxidised to produce intermediate
VII. Finally, the target oxazole 3 is formed by the elimination of the selenium group of
intermediate VII by attacking the carbonyl group, followed by isomerisation (Scheme 3).

Previous reports described using selenium-rr-acids as efficient catalysts to promote the
reaction of alkenes with carboxylic acids or hydrogen phosphates under aerobic conditions.
In this regard, Breder and his research group [29] described the new organocatalytic and
visible light protocol for the synthesis of cyclic ethers 7 (intramolecular reaction). In this
new organocatalytic approach, a light-induced electron transfer process was applied in the
reaction with alcohol 6 by using an aerobic dehydrogenative allylic etherification reaction,
utilising ambient air as the terminal oxidant (Scheme 4).

The best conditions for the aerobic cycloetherification of unsaturated alcohols 6 was
established when these starting materials were reacted in the presence of 5 mol% of bis(2-
methoxyphenyl) diselenide B as a catalyst, 3 mol% of 2,4,6-tris(4-anisyl)pyrylium tetrafluo-
roborate (TAPT), 0.8 equiv. of NaH,;POj, atmospheric air, MeCN (0.2 M) as a solvent, and hv
[light emitting diode (LED) irradiation at 465 nm] for 7-28 h at r.t. Under these conditions,
the targets tetrahydrofuran and tetrahydropyran 7 (20 compounds) were obtained in yields
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ranging from low to good (25-72%). This method tolerates several starting materials 6
functionalised with nitrile, ester, halogen, carbonate, ether, imide, and unprotected hydroxy
groups, as well as primary and secondary alcohols (Scheme 4).
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Scheme 3. Mechanism proposed for the synthesis of oxazole 3.
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Scheme 4. Synthesis of cyclic ethers 7 by intramolecular reaction [29].

Breder and co-workers [30], in 2019, described the use of cyclic and noncyclic chiral
selenium-7r-acid catalysts, such as the derivatives of (—)-menthol F, (—)-8-phenylmenthol
G, (—)-borneol E, and (R)-BINOL H, in the enantioselective aerobic intramolecular lactoni-
sation of 5-phenylpent-3-enoic acid 8a. This starting material was reacted in the presence
of 10 mol% of diselenides and 5 mol% of TAPT, using acetonitrile as the solvent under
atmospheric air and 465 nm irradiation for 20 h. When carbonate D- or acetal C-protected
1,2-diol derivatives of the cyclic diselenide were tested, low and moderate yields as well
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as a poor enantiomeric ratios (e.r.) for compound 9a were obtained: 11% (50:50) and 44%
(39:61), respectively. The diselenide derivatives of (—)-borneol E and (R)-BINOL H were
efficiently applied, yielding the intramolecular product 9a at 81% and 78%, respectively, but
with a low e.r. On the other hand, when the diselenide derivatives of (—)-menthol F and
(—)-8-phenylmenthol G were tested, lactonisation product 9a was formed with good yields
(70% and 68%, respectively). In these cases, the catalyst F derivative of (—)-menthol gave a
lower e.r. (59.5:40.5) when compared to the catalyst G derivative of (—)-8-phenylmenthol.
Additionally, the diselenide containing chiral oxazole derivative I was checked in this
reaction. The authors suggested that catalyst I suffered degradation under photoredox
conditions, and the reaction did not occur. Despite the high number of different dior-
ganyl diselenides studied as a catalyst, the authors did not explore the expansion nor the
limitations of the method of other starting materials (Scheme 5).
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=2 > o
OH  MecCN, 35 °C, 4A MS, air
blue LED (485 nm) o}

8a 9a

Catalyst evaluation - -----=---------------ocomom oo

o5 o5 4ig 070

Se Se
E F
9a (44%) 9a (11%) 9a (81%) 9a (70%)
e.r. = 39:61 e.r. =50:50 e.r. =50:50 e.r. =59.5:40.5
Ph

'Pr.
o QO
0 z i 2\5\1 Se),
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er. =745:255 e.r. =55: 45

Scheme 5. Catalyst evaluation for the synthesis of 9a [30].

In 2019, Denmark and co-workers described [31] the use of chiral and enantioen-
riched diselenides J-L as catalysts in the reaction of N,N’-bistosyl urea 10 with simple
alkene 11 to synthesise imidazolidin-2-one 12 by using the first intermolecular enantios-
elective syn-diamination protocol. The authors performed a study on the reaction of
(E)-(3-(benzyloxy)prop-1-en-1-yl)benzene 11a with N,N’-bistosylurea 10a with different
diselenides species, A, J-L, in amounts of 5 mol%, 1.3 equiv. of 2,4,6-trimethylpyrylium
tetrafluoroborate [TMPyF][BE4], 2.5 equiv. of NaF, and MeCN as the solvent at 23 °C for
24 h (Scheme 6).

A moderate yield (59%) of target 1,2-ditosyl imidazolidin-2-one 12a was obtained
when diphenyl diselenide A was used as a catalyst; however, in this case, no e.r. was
reported by the authors. Subsequently, chiral diselenide catalysts J-L were evaluated, and
in all cases, the yield and e.r. increased. Similar yields for 12a were obtained when using the
catalyst substituted with O-TBDMS (‘butyldimethylsilyl)-protected group J, benzoate ester
K, and 2-naphthoate ester L (89%, 87%, and 89%, respectively). Moreover, catalysts J-L
demonstrated good e.r. but had better results when the 2-naphthoate ester L derivative was
used as catalyst (an e.r. of 12a = 93:7). The chiral diselenides induced excellent selectivity
in the products; however, they are not readily available and need a few steps for their
preparation (Scheme 6).
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Scheme 6. Catalyst evaluation for the synthesis of 12a [31].

The standard conditions were efficiently applied to diaryl, aryl-alkyl, and dialkyl
alkenes 11 in a reaction with N,N’-bis tosyl urea 10, obtaining a wide range of 1,2-ditosyl
imidazolidine-2-ones 12 (26 products). In general, the yields of the 12 compounds ranged
from moderate to excellent (44-89%), except for compounds 12f and 120, which were
obtained with lower yields. Compound 120 was formed at 18% with a high e.r. (93:7),
whereas compound 12f was isolated at a 31% yield but showed a significant decrease in e.r.
(59:41) (Scheme 7).
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Scheme 7. Synthesis of 1,2-ditosyl imidazolidin-2-ones 12 [31].

The proposed mechanism starts with the formation of the electrophilic arylselenium
species I through the reaction of diselenide L with [TMPyF][BF,]. Intermediate I reacts with
alkene 11 to produce seleniranium ion intermediate II in a concerted step, which is opened
by N,N’-bistosyl urea 10, yielding intermediate III. Another equivalent of [TMPyF][BF,]
reacts with the intermediate III that was previously formed to give intermediate I'V. Finally,
intermediate I'V suffers an intramolecular reaction to form target product 12 and regenerate
electrophilic arylselenium I in a new cycle (Scheme 8).
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Moreover, in 2019, Hashimoto and co-workers [32] described the synthesis of dise-
lenide M, as well as its application as a chiral selenium 7r-acid catalyst in the iminolac-
tonisation of N-methoxy B,y-unsaturated amide 13, with high enantioselectivity induced
by chiral diorganyl diselenide M (Scheme 9). In this approach, B,y-unsaturated amide
13 is reacted in the presence of 5 mol% of diselenide M as a catalyst (3 equiv. of CaCO;,
1.05 equiv. of N-fluorobenzenesulfonimide (NFSI) in dry toluene) at r.t. under an argon
atmosphere. After 2 h under these conditions, the target iminolactone 14 (12 compounds)
was obtained in yields ranging from low to excellent (21-81%) and an enantiomeric excess
(e.e.) ranging from 51% to 98%. In general, the protocol tolerated a broad range of starting
materials 13, containing alkyl and aryl substituents in the § position of B,y-unsaturated
amide 13, as well as some products replaced with phthalimide (Phth) and triisopropyl
silane (TIPS) groups. Additionally, methyl ester portions were obtained, which are of
great importance since they are functionalisable compounds and can be used as building
blocks for future reactions. Still, the tailored catalyst gave a high enantioselectivity for the
products synthesised (generally above 90% for e.e.), except for the compounds 141 and 14k
(51% and 81% e.e., respectively) (Scheme 9).

[Hashimoto and co-workers (2019)j

s O (RRYM G mol%) ! %
RMN/OMG NFSI (1.05 equiv) 0 7N,OMe 3 Sel o-Si— !
yoo« oy CaCOj; (3 equiv) ~ e o0
13 toluene, r.t., 2 h 14 (21-81%) :
= 51-98% e.e. | '
R = aryl, alkyl i
anyl, aly 12 products
Synthesised products ---------ceecccmma e
R0 OMe RL
LﬁN TIPS
X o OMe
—N
14a (R = Bn, 73%, 97% e.e.) ES
14b (R = "Hex, 75%, 96% e.e.) 149 (33%, 96% e.e.) 14h (R=H, 61%, 93% e.e.)
14c (R = Cy, 53%, 98% e.e.) 14i (R = 2-Me, 50%, 95% e.e.)
14d (R = (CHy),0Bn, 76%, 97% e.e.) 14j (R = 4-Br, 32%, 90% e.e.)
14e (R = (CH,),ONPhth, 74%, 96% e.e.) 14k (R = 3-OMe, 21%, 81% e.e.)
14f (R = (CH,)3CO,Me, 81%, 96% e.e.) 141 (R = 4-OMe, 34%, 51% e.e.)

Scheme 9. Synthesis of iminolactone 14 [32].

In 2021, Liu and co-workers [33] reported the use of diselenides, Selectfluor®, and
visible light as a catalytic system to synthesise oxazole acetal 16 from a one-pot reaction of
N-propargylamide 4 with alcohol 15. In this approach, besides the catalytic amount of dise-
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lenides and Selectﬂuor®, blue LEDs were also used to catalyse the aerobic oxidation, using
air as the terminal oxidant and promoting the cyclisation step, followed by aromatisation,
and finally leading to the acetalisation of product 16, forming three new carbon-oxygen
bonds (Scheme 10).

'
'
’

6 W blue LEDs
O (RSe), (20 mol %)
N Selectfluor® (25 mol%) o 9
H MeOH 15a /MeCN (3:2) t _
4a rt,6h

Catalyst evaluation ----------------cc-ccccoooooocoooooooooooooo-

N
16a (78%) 16a (41%) 16a (77%)

Scheme 10. Catalyst evaluation for the synthesis of oxazole acetal 16a [33].

Initially, different diaryl diselenides (in amounts of 20 mol%) were evaluated in the
reaction using N-(prop-2-yn-1-yl)benzamide 4a in the presence of Selectfluor® (25 mol%)
and 6 W blue LEDs, with MeOH 15a and MeCN (3:2) as a solvent mixture. Under these
conditions at r.t. for 6 h, 5-(dimethoxymethyl)-2-phenyloxazole 16a was obtained at 78%
and 77% when using diphenyl diselenide A and bis(2,6-dimethylphenyl) diselenide O,
respectively. With bis(4-chlorophenyl) diselenide N as the catalyst, a significant decrease
in the yield (41%) of target product 16a was observed. Likely due to its relatively simple
synthetic and ready commercial availability, diphenyl diselenide A was chosen as the ideal
catalyst to study (Scheme 10).

After the best reaction conditions were established, the authors investigated different
N-propargylamides, 4, substituted with aryl (containing electron-withdrawing groups
(EWGs) and electron-donating groups (EDGs)), naphthyl (1- or 2-substituted), and het-
eroaryl (Py, Fu, and Th) groups bonded to the amide portion to give the desired product 16
(27 products) in yields ranging from 26% to 78%. Afterwards, alcohol 15 was also evalu-
ated, changing methanol to EtOH (16p, 65%), "PrOH (16q, 67%), PrOH (16u, 32%), "BuOH
(16r, 64%), "HexOH (16s, 65%), and "OctOH (16t, 67%); the yields of products of 16 were
slightly lower in most cases. The method was extended to N-(but-3-yn-2-yl)benzamide,
which gave the target product 16aa in a moderate yield of 56% (Scheme 11). In addition
to the wide range of synthesised compounds, the method shows the advantage of not
using a photocatalyst and utilising a smaller amount of Selectfluor® compared to the work
described earlier in this review.

Mechanistic studies were performed, such as carrying out the reaction in the dark and
under anaerobic conditions (Ar atmosphere), as well as in the presence of radical scavengers
2,2,6,6-tetramethyl-1-piperidinyloxy (TEMPO) and 2,6-ditertbutyl-4-methylphenol (BHT).
All cases showed a marked decrease in the yield, suggesting a radical pathway as well
as stressing the importance of oxygen. Controlled experiments using vinyl selenium
species III were also performed. This possible intermediate III was reacted under standard
conditions, affording a good yield of the target product 16 (70%); still, intermediate III can
be transformed into oxazole aldehyde 5 (another possible intermediate).

After some mechanistic studies and based on previous reports in the literature, a
plausible mechanism was described by the authors. The first step is the formation of
Se-electrophile species I through the reaction of diselenides A with Selectfluor®. The
intermediate reacts with N-propargylamide 4 to perform the electrophile cyclisation (II) to
obtain intermediate III. The visible light acts on intermediate III in a homolytic cleavage
C-Se bond, forming the PhSe and vinyl radical species IV and V, respectively. Afterwards,
the peroxy-radical species VI is formed through the capture of O, by the vinyl radical



Molecules 2023, 28, 6614

9 of 50

V. The VI previously formed suffers a 1,5-hydrogen migration, yielding intermediate
VII, which reacts with PhSe radical species IV to form oxazole aldehyde 5 and benzene
selenium acid VIII (which regenerate Se-electrophile species I after treatment with HF or
HBF,) (Scheme 12).

6 W blue LEDs R!
A (PhSe), (20 mol %) N
Selectfiuor® @5 mol%) _ ji ) O7R?
RIOH1SMeCN 32) R O 4 o
4 rt,6h
16 (26-78%)
R = aryl, heteroaryl 27 products
R'=H, Me
R? = Me, Et, "Pr, Pr, "Bu, "Hex, "Oct
Synthesised products -------------------coceeeoeieoooo oo
N 16a (R = H, 78%) 16i (R = 2-Me, 73%)
R /’\>\<O\ 16b (R = 4-Br, 66%) 16j (R = 3-Me, 77%)
’\\ o 16¢ (R = 4-Cl, 71%) 16k (R = 4-Me, 66%)
_ O— 16d (R = 4-F, 69%) 161 (R = 2-1, 62%)

16e (R = 4-OMe, 58%) 16m (R = 3-CI,5-F, 64%)
16f (R = 4-CH,Cl, 60%)  16n (R = 2,4,6-(Me);, 63%)

N 16g (R = 4-CF3, 52%) 160 (R = 2,4,6-(Cl)3, 31%)
/\>\<O\R
o

) 16h (R = 4-OCF3, 59%)
O-
@ R N—\ _
/&3\(
16p (R = Et, 65%) R™ 0O
O— N \ —
0o

16q (R = "Pr, 67%) /
16r (R = "Bu, 64%) 16v (R = 1-Naphthyl, 54%) 5
16s (R = "Hex, 65%) 16w (R = 2-Naphthyl, 61%) —

; 16x (R = 2-Py, 56%)
16L(R ="Oct, 67%) 16y (R = 2-Fu, 26%) 16aa (56%)
16u (R = 'Pr, 32%) 16z (R = 2-Th, 51%)

Scheme 11. Synthesis of oxazole acetals 16 [33].

Scheme 12. Mechanism proposed for the synthesis of oxazole acetal 16.
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In parallel, Se-electrophile species I can act as a Lewis acid (Se:--O interaction), acti-
vating the carbonyl group of oxazole aldehyde 5 to perform an acetalisation reaction with
alcohol 15 to form hemiacetal X. Hemiacetal X reacts with another Se-electrophile species, I,
to form the intermediate XI, which, in the presence of alcohol 15, gives the desired product,
16 (ketal), and regenerates Se-electrophile species I to a new catalytic cycle (Scheme 12).

The amination of alkenes using N-tosyl urea as the nucleophile was previously de-
scribed by Denmark (Section 2.1) [31]. In 2021, advances using N-tosyl amides as nucle-
ophiles were reported by the same research group [34], in which chiral diselenide catalyst L
was used to promote the chemo-, regio-, diastereo-, and enantioselective 1,2-oxyamination
of alkene 11. Initially, the influence of 10 mol% of diaryl diselenide A or L was evaluated
in the reaction of 3-methoxy-N-tosyl benzamide 17a with (E)-prop-1-en-1-ylbenzene 11b
using 1.3 equiv. of [TMPyF][BF4] and 2.5 equiv. of NaF in 1,2-dichloroethane (DCE) at r.t.
for 24 h. Diphenyl diselenide A produced target product 18a at only 37%, and when the
chiral diselenide L was used, the desired compound, 18a, was obtained at a good yield
(71%) and excellent e.r. (93:7) (Scheme 13).

(RSe), (10 mol %)

[TMP[\)IIFF[B;;] e‘l l?Ive)quw) OMe
TsHN a il o
DCE, rt., 24 h P

N
18a
' Catalyst evaluation o 1
A 1 .
r © } Se), :
F BF, : OMe ;
[TMPyF][BF 4] 1 A L :
18a (37%) 18a (71%, e.r. =93:7)

(RSe); (10 mol %)

[TMPYF][BF 4] (1.3 equiv)
TeHN @\/\ NaF (2.5 equiv) _ o
DCE, rt, 24 h /
N

Catalyst evaluation

“*@ﬁm@

18b 88% 18b (35%) 18b (45%) 18b (55%) ‘
(er.=96:4) (er. =955) (er. =94:6) (er =937) !

Scheme 13. Catalyst evaluation for the synthesis of compounds 18a and 18b [31].

Subsequently, the influence of different chiral diselenides (L, K, P, and Q) was deter-
mined by the reaction of 2-methyl-N-tosyl benzamide 17b with (E)-prop-1-en-1-ylbenzene
11b under the same conditions described above. The change in substituent in the chiral
selenium catalyst from 2-naphthoate ester L to the benzoate ester K derivative did not
show a significant decrease in the e.r.; however, the yield of target product 18b was lower.
Similar results were obtained when the selenium catalyst was substituted with alkyl esters,
such as 'butanoyl P or 2-adamantoyl Q. Therefore, the chiral diselenide containing the
2-naphthoate ester L substituent was chosen as the best catalyst (Scheme 13).

The protocol was efficient for a wide range of starting materials: amide 17 substituted
by aryl and naphthyl groups, and aryl-alkene 11 substituted by aryl and alkyl (Scheme 14).
This variety of starting materials afforded target product 18 (32 compounds) at yields
ranging from low to excellent (9-93%). Alkene 11, containing alkyl-alkyl substituents,
gave a poor yield of target compound 181 (9%); this result is probably due to the low
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stabilisation of the partial positive charge (8+) of the selenium intermediate, as shown in
Scheme 15. Chiral diselenide L showed good efficiency once the synthesised compounds,
18, were obtained with an e.r. ranging from good to excellent (86:14/98:02), with only
one diastereoisomer. Despite the large amount of NaF utilised, the Denmark method
presented a wide variety of products with a high e.r. and with high tolerance to different
functional groups.

R EEEEEEEEE LR : Se-Cat L (10 mol%)

o [TMPY][BF,] (1.3 equiv)  R!
Py NaF (2.5 equiv) ‘[
R\~ > )R
+ T R2
TsHN™ 'R R DCE, rt., 24 h R?
17 " 18 (9-93%)
R = aryl, naphthyl er. =86:14-98:2
R' = aryl, heteroaryl, naphthyl, alkyl 32 products
= aryl, alkyl
Selected products === - === === -
X
| =R
=
o AN
o Ny N o N
)\/ P o )“
PH R Pr "Pr
18b (R = Me, 68%) e.r. = 96:4 18a (R = 3-OMe, 71%) e.r. = 93:7 18l (9%) e.r. = 97:3
18c (R ='Pr, 84%) e.r. =97:3 189 (R = 4-OMe, 21%) e.r. = 90:10
18d (R = CH,Cl, 81%) er. = 98:2 18h (R = 4-CF3, 65%) e.r. = 91:9

18e (R = CH,OBn, 80%) er. =955 4g;j (R=H, 62%) e.r. = 94:6
18f (R = CH,CO;Me, 82%) e.r. = 96:4 4g; (R = 2,6-(Me),, 62%) e.r. = 96:4
18k (R = 2-Pr, 57%) e.r. = 96:4

oy L4

N O
18m (R = 4-CF3CgHy4, 61%) e.r. = 94:6 / )\/
18n (R = 4-OMeCgHy4, 67%) e.r. = 86:14 7 Ph “—N
180 (R = 2-BrCgH,, 53%) e.r. = 97 3 Q
18p (R = 1-Nahpthyl, 84%) er. =88:12 |, - o]

18q (R = 2-Nahpthyl, 80%) e.r. = 94:6
18r (R = 3-Th, 53%) e.r. = 93:7 18s (88%) e.r. =98:2 18t (93%) e.r. = 98:2

Scheme 14. Synthesis of compounds 18 [31].

Regioselectivity of electrophilic site

Aryl Aryl
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Ll v

Regioselectivity of nucleophilic site

Scheme 15. Regioselectivity of the compounds 18.

The regio-, diastereo- and enantioselectivity could be explained by substituents in
the starting materials, and for this, understanding which carbon is more reactive in the
intermediate (seleniranium) is necessary, as well as which amide atom is more nucleophilic
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(N or O). The oxyamination could form two possible constitutional isomers, once the se-
leniranium ion intermediate has two electrophilic sites I or II, however due to its electronic
character the reaction goes preferentially in only one direction. When the alkenes substi-
tuted with aryl and alkyl groups are used, the partial positive charge is stabilised by aryl
group II (more electrophilic site) instead of alkyl one I. This possibility can be observed
when the unsymmetrical alkene, 1-methoxy-4-(4-(trifluoromethyl)styryl)benzene (starting
material of product 18s), was used, which contained OMe and CF3 groups bonded on the
aromatic ring. In these cases, the nucleophilic addition occurs in the carbon attached to the
aromatic ring containing the methoxy group. The electron donating effect better stabilises
the positive charge than 4-trifluoromethyl group.

Afterwards, the preference of nucleophiles (oxygen IV and nitrogen III) sites was also
proposed, whereby the tosyl group (EWG) bonded to the N-tosyl amides, decrease the
propensity for delocalization of the nonbonding electron pair from nitrogen for resonance
to the carbonyl group (Scheme 15). Still, the 2,4,6-collidine formed in situ can deprotonate
the N-H bond due the low pKj of this hydrogen. Due these properties, the nitrogen atom
of amide is the first nucleophilic III in the site capable of supporting the positive charge in
the seleniranium ion intermediate II.

Both steps, seleniranium ion formation and selenium elimination, are important for
the stereoselectivity of this method. Seleniranium ion is formed through a syn reaction in a
concerted mechanism, which can be further attacked by a nucleophile in an anti-fashion
reaction. Similarly, the attack of the oxygen atom of the carbonyl group promotes the
displacement of Se(IV) intermediate III, which goes through an Sn2-type reaction, attacking
the selenium on the opposite site. Based on this proposal, the use of E alkene gave the target
product in a trans relationship while giving Z alkene in the cis relationship (Scheme 15).

The use of diorganyl diselenide as a catalyst was efficiently applied to the synthesis of
2,1-benzoxazole 20 from the reaction of o-nitrophenylacetylene 19 under electrochemical
conditions by Pan and his research group in 2021 (Scheme 16) [35]. In this approach,
diphenyl diselenide A activates the alkyne to suffer a nucleophilic attack by the nitro group
of the starting material, 19, which is different from traditional methods that reduce the
nitro group to nitroso and then carry out the nucleophilic attack (Scheme 17).

R1 (0]

= R’
~Z Pt(+)/C(-), 1.6 V vs Ag/AgCI
Ri A (PhSe), (10 mol%) R—/ o
7 L ~_ 7/
X" "NO; Et,NPFg, MeCN, rt. \\x N
19 ivi
“"g"é‘_‘;eg ﬁe” 20 (33-89%)
X =C, N; R=Cl, OMe, F, CF3 DS 23 products

R" = H, aryl, alkyl
Synthesised produets - - - ==« == c e e cmee e e eeeeeeeees

20a (R =H, 78%, 0.7 h)
20b (R = 4-Me, 74%, 0.7 h)
20c (R = 4-OMe, 77%, 0.4 h)
20d (R = 4-F, 66%, 0.9 h)
20e (R = 4-Cl, 71%, 0.8 h)
20f (R = 4-Br, 75%, 2.9 h)
20g (R = 4-CF3, 51%, 1.6 h)
20h (R = 4-'Bu, 70%, 0.4 h)
20i (R = 4-CN, 56%, 1.6 h)
20j (R = 3-Cl, 75%, 1.3 h)
20k (R = 2-Cl, 89%, 9.2 h)

Scheme 16. Synthesis of 2,1-benzoxazole 20 [35].
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Scheme 17. Mechanism proposed for the synthesis of 2,1-benzoxazole 20.

In this nucleophilic cyclisation, o-nitrophenylacetylene 19 was reacted in the presence
of 10 mol% of diphenyl diselenide A as the catalyst and 0.5 equiv. of Et4{NPFg as the
electrolyte in CH3CN as the solvent at r.t. in an undivided cell containing a graphite rod
cathode (¥ 6 mm) and a Pt plate anode (1 cm x 1 cm), with constant potential = 1.6 V
vs. Ag/AgCl. When using this system, a wide range of 23 2,1-benzoxazole 20 products
were synthesised in yields ranging from moderate to good (33-89%). The protocol was
sensitive to the electronic effects of the substituents located on the aromatic ring bonded
in the R! position. The presence of EWGs (such as 4-CF3 and 4-CN) at this aromatic ring
(R) position gave the desired product, 20g and 20i, in moderate yields (51% and 56%,
respectively) over a longer reaction time (1.6 h) when compared to the starting material
substituted with EDGs (such as 4-Me and 4-OMe), which gave the target products, 20b and
20c, in better yields and over a shorter reaction time (74%, 0.7 h and 77%, 0.4 h, respectively).
The protocol was efficiently extended to the alkyl, 2-naphthyl (201), 2-thienyl (20m), and
ferrocenyl (20x) groups, as well as o-nitropyridylacetylene (20y) (Scheme 16).

The proposed mechanism for electrochemical cyclisation starts with the reaction of
diphenyl diselenide A in the anode to form intermediate selenium cation II and phenyl
selenium radical III (which can also form another equivalent of selenium cation II by
single electron transfer (SET) on the anode). Selenium cation intermediate II reacts with
alkyne 19 to form the selenonium intermediate IV, which is attacked by oxygen on the nitro
group in an intramolecular nucleophilic cyclisation (forming the cyclic intermediate V).
Subsequently, intermediate VI is formed after the cleavage of the N—O bond, giving tertiary
carbocation VI, which is attacked by oxygen to afford intermediate VII. Finally, after the
release of the selenium cation II species, the desired product is formed: 20 (Scheme 17).

In 2022, Ruan and co-workers [36] applied electrochemistry to perform the intramolec-
ular cyclisation of 2-vinylanilide 21 using diphenyl diselenide A as a catalyst to synthesise
indole 22. This selenium catalyst protocol has an advantage over indole synthesis 22 since
this sustainable method supports several 2-vinylanilide 21, containing highly functional,
sensitive groups and bioactive compounds (natural molecules, drugs, peptides, and amino
acid). Firstly, diaryl diselenides A, N, and R-V were screened using 2-vinylanilide 21a
as starting material. When dibenzyl V or ortho-substituted (methyl T or ethyl U) diaryl
diselenides were evaluated, only traces of target indole 22a were obtained. When the
meta-substituted (Cl R or CF3 S) diaryl diselenides were tested, target compound 22a
was obtained at a poor yield (16% and 17%, respectively). The best yields were obtained
when 1,2-bis(4-chlorophenyl) diselenide N and diphenyl diselenide A were used; in these
cases, the desired indole, 22a, was formed at good yields (78% and 93%, respectively).
For this intramolecular Cs,»—H amination, the best conditions were established when the
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2-vinylanilide 21 was reacted in the presence of 10 mol% of diphenyl diselenide A as the
catalyst, "BuyNBF, (0.1 M), 1,1,1,3,3,3-hexafluoro-2-propanol (HFIP)/DCE (1:1), and a
constant current = 5 mA for 6 h at 23 °C under air conditions in an undivided cell system
containing a graphite anode (1.0 cm x 1.0 cm x 0.2 cm) and a Pt cathode (1.0 cm x 1.0 cm
x 0.01 cm) (Scheme 18).

graphiter ’_ﬂ] Pt

(RSe), (10 mol%)
"BuyNBF,4 (0.5 equiv)
Ts HFIP/DCE (1:1) Ts
21a rt, 5mA, 6 h, air 22a
Catalyst evaluation --------------cococooocoooooo oo

R = H, 22a, 93%)
R

Al
Se N (R = 4-Cl, 22a, 78%)
R©/ Se R (R = 3-Cl, 22a, 16%) _se BN
S (R = 3-CF, 22a, 17%) BN~ sé
T (R = 2-Me, 22a, traces) Y (223 0%)
U (

R = 2-Et, 22a, traces)
Scheme 18. Catalyst evaluation for the synthesis of compounds 22a [36].

Under this organic redox catalysis method, 47 highly functionalised indoles 22 were
obtained at yields ranging from moderate to excellent (12-96%). The protocol was not
sensitive to several substituents, such as chlorine, bromo, cyan, pyridyl, pinacol ester, and
carboxyl groups, and also tolerated starting materials, 21, containing active hydrogens such
as sulfonamide, free carboxylic acid, and amide, as well as heterocyclic moieties (thiazole
or pyrazine). An unsatisfactory result was obtained when the methyl group (R!) bonded
to the vinyl substrate 21 was changed to phenyl, and in this case, 3-phenyl indole 22r was
obtained at only a 12% yield (Scheme 19).
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22i (R = 4-Me, 82%)
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22I (R = 7-Me, 89%)
22m (R = 5-Br, 46%)
22n (R = 5-Bu, 59%)
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22h (R =7-Cl, 79%) 22q (R =5-OMe, 54%) 22t (70%) 22u (44%)

‘ $os
22f(R=5Cl, 77%) 220 ER = 5-CF3, 81%) N
(

Scheme 19. Synthesis of indole 22 [36].

The indoles containing menthol 22v or epiandrosterone 22w natural substituents were
obtained at moderate yields (68% and 52%, respectively). Similar results were obtained
when the starting materials containing drug derivatives were reacted under standard
conditions; in these cases, the indoles containing trelagliptin (a drug for type 2 diabetes)
portion 22x and lenalidomide (a drug for multiple myeloma) moieties 22y were obtained
at 70% and 60%, respectively. Still, the method was applied to amino acids and peptides,
obtaining target products 22z—ad without racemisation. The method was efficient with
several starting materials containing serine, tyrosine, and histidine derivatives, as well as
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dipeptide, tripeptide, and tetrapeptide, which afforded the highly functionalised indole
227z-ag (8 products) at yields ranging from moderate to good (51-85%) (Scheme 20).

graphiter ’_ﬁ] Pt N\
N

A (PhSe), (10 mol%)
NH  "BusNBF, (0.5 equiv) :
o Ts HFIP/DCE (1:1)

21 rt., 5mA, 6 h, air
Synthesized products ----------------- -

natural molecules and drug derivatives
> (e}
H 0y ¢ Q &2:
N
% %
22v (68%)? 22w (52%)2 (70%)

from menthol  from epiandrosterone from trelagliptin 22y (42%)
from lenalidomide

amino acid derivatives
OH

N=
o Y O OH \jNH 0
. )S o 9 MeO )K\
MeO” MeO™ Y o oo )S TN J
HN? HNg MeO -~ HN © ‘_%LN
HN 2 *
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fo

I

Scheme 20. Synthesis of indole 22 containing natural molecules and drug derivatives [36].

The mechanism proposed by the authors starts with the formation of selenium cation
IT and radical III intermediates via a reaction of diphenyl diselenide A with the anode.
Afterwards, cation intermediate II reacts with the alkene 21 portion to form seleniranium
cation IV, which can be attacked by nitrogen atoms to obtain cyclic intermediate V. This
intermediate V has two routes to form the indole of interest, 22; the first one occurs after
deprotonation and the selenium (selenophenol VII) elimination step; in the second route,
intermediate V reacts with another selenium cation II to give intermediate VI, which
produces the desired indole, 22, and regenerates selenium catalyst A to a new cycle after
the elimination step. In this protocol, it was not necessary to use sacrificial chemical oxi-
dants, since the protons previously eliminated in the aromatisation step undergo cathodic
reduction to generate Hj. Still, the selenophenol VII formed can be oxidised to selenium
radical III in the anode, and selenium radical III is easily dimerised to induce the catalyst
diphenyl diselenide A to begin a new catalytic cycle (Scheme 21).

In 2022, Ren and co-workers described [37] the use of electrochemistry as a sustainable
alternative for the synthesis of polysubstituted oxazole 3 by the N,O-difunctionalisation
of ynamide 1 using diphenyl diselenide A as a catalyst. A green, efficient, and high atom
economy method was reported, in which several ynamides, 1, were reacted in the presence
of 10 mol% of diphenyl diselenide A as a catalyst, 1.5 equiv. of "BuyNBF,, and organyl
nitrile 2 as the solvent in nitrogen at r.t. for 80 min in an undivided cell composed of a carbon
graphite cloth (10 mm x 10 mm) cathode and a carbon graphite cloth (10 mm x 10 mm)
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anode at a constant current of 10 mA. The principal advantage of the optimised method is
that it does not require an external chemical oxidant (Scheme 22).
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Scheme 22. Synthesis of oxazole 3 [37].

Under these conditions, several N-protected as well as aryl/alkyl alkynyl-substituted
ynamides, 1, were reacted, giving a wide range of target oxazoles, 3 (41 compounds), at
yields ranging from low to good (30-82%). Oxazole 3 substituted with ibuprofen and
estrone derivatives 3aj and 3ak was synthesised using standard conditions with yields
of 64% and 80%, respectively. The protocol was extended to nitrile 2 substituted with
alkyl (Me, "Pr, CD3, "Bu, iPr, °Pr, “Pent, and CH,Cl) and styryl groups (compounds 3x-ad);
however, in these cases, it was necessary to increase diphenyl diselenide catalyst A from
10 mol% to 20 mol%, and the reaction was performed at 40 °C instead of r.t. (Scheme 22).

The mechanism for the synthesis of target oxazole 3 proposed by the authors starts
with the cleavage of the Se-Se bond, forming the phenyl selenium radical IT and cation III
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species. After that, there are two possible pathways. The first is anionic, in which the cation
III intermediate is reacted with starting material 1 to obtain intermediate IV. Intermediate
VII can be formed by the radical species of selenium compound II and starting material
1. Subsequently, intermediates I'V or VII suffer a nucleophilic attack from acetonitrile 2
to give intermediate V, which can be hydrolysed to form intermediate VIIL. Intermediate
VIII is in equilibrium with the zwitterionic tautomer intermediate IX. Finally, the target
oxazole 3 is formed by C-Se bond cleavage and deprotonation steps, forming the phenyl
selenium anion X. Intermediate X undergoes anodic oxidation to regenerate electrophilic
phenyl selenium species II and III for a new cycle (Scheme 23).
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Scheme 23. Mechanism proposed for the synthesis of oxazole 3.

More recently, in 2023, Breder and his research group [38] described the advances in
the use of photo-aerobic selenium-7r-acid multicatalysis in the synthesis of cyclic carbonate
24. The method was developed through the reaction of non-activated homoallylic carbonate
ester 23 under ambient air as the terminal oxidant, using visible light as an energy source
(Scheme 24). In this approach, pyrylium dye and diphenyl diselenide A were used for the
activation of the C=C double bond of the homoallylic carbonic acid esters, allowing for
the intramolecular attack of nonprotic nucleophiles. In this regard, the authors reported
that the reaction using carbonate substituted with p-methoxybenzyl (PMB) was better
when compared to the ‘Bu group for the increase in nucleophilicity of the oxygen atom of
carbonate. Moreover, the selenium catalysts were tested, such as diphenyl diselenide A,
(4-MeOCgH,Se), W, and (2,6-(MeO),CgH3Se), X, and the best result was obtained when
diphenyl diselenide A was used (Scheme 24).

Under this approach, a wide range of 4-mono- and 4,6-disubstituted 1,3-dioxan-2-one
24 (25 products) were synthesised at yields ranging from low to good (<4-74%) with a
diastereomeric ratio (d.r.) of 3.6:1-1.9:1. These target compounds were obtained via the
intramolecular reaction of carbonate 23 in the presence of 5 mol% of diphenyl diselenide A
as a catalyst, 5 mol% of TAPT, 1 equiv. of PhSiHj3, and MeCN as the solvent with 465 nm
irradiation under an air atmosphere at 55 °C using 4A molecular sieves (MS) and a reaction
time of 24 h to 70 h. The new protocol, as described by Breder, tolerated several starting
materials, 23, substituted with alkyl and aryl, and when 4,6-disubstituted dioxanone 24 was
obtained, the cis-diastereoselectivity was preferable. In all cases, a mixture of enantiomers
was obtained; however, the authors did not use catalysts containing a chiral moiety, which
could induce an enantiomer excess (Scheme 24).
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,,,,,,,,,,,,,,,,,,,,,,,,,,, o
o0 R A (PhSe), (5 mol%)
o)ko

pmB. L )\/\A ; TAPT (5 mol%) _
o © R PhSiH; (1 equiv), MeCN Ww
23 465 nm, air, 55 °C, 4A MS
24-70 h 24 (<4-74%)
d.r. =1.9:1-3.6:1
25 products

R, R'=aryl, alkyl
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24i (R = Cy, 44%, 21%%) 241 (R = 4-CICgH,, 65%, 43%3), d.r. = 2.2:1
24j (R = °Pent, 41%, 20%2)  24m (R = 4-FCgHy, 55%, 25%%), d.r. = 1.9:1
240 (R = 4.0, 275, 1507 24 (R ="Nonyl, 41%, 21%2) 24n (R = 2,4-(F)2006H3, 700;%, 62%2), d.r. = 2.5:1
240 (R = 4-Br, 36%, 31%3) o 240 (R = CgFs, 64%, 49%7), d.r. = 2:1
240 R = 41, 23%) Py 24p (R = Ph, 65%, 37%2), d.r. = 2.6:1

y oo 24q (R = 1-Naphthyl, 40%, 32%2), d.r. = 2.3:1

24f = 4 0, 0/.a;
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249 (R = 4-OMe, <4%) g _ % 8043 =36
2h (R = 2.Br. 41% 26%°) 24s (R = Cy, 74%, 60%%), d.r. = 3.6:1

e 24t (R = "Nonyl, 65%, 39%9), d.r. = 3.4:1

24u (57%, 38%°), d.r. = 3.4:1

24a (R =H, 59%, 57%2)
24b (R = 4-F, 54%, 46%°)
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L ™
OYO "o OAO 24w (R = Bn, 55%, 35%2), d.r. = 2.6:1
o _ 24x (R = Ph, 62%, 44%°), d.r. = 3.2:1
X 24y (R = 'Pr, 61%, 24%3), d.r. = 3.4:1
24v (44%, 38%°)
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3 /@ OMe  onme '
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24a (28%) 24a (15%) 24a (6%)

MeO :

Scheme 24. Synthesis and catalyst evaluation for the obtention of cyclic carbonate 24 [38].

The authors propose stereoselectivity for the reaction based on the transition state
(TS) geometries, TS I and TS II, as demonstrated in Scheme 25. For TS II, where the
carbonate terminal substituent is preferentially in a pseudo-equatorial orientation, there
is a greater 1,3-diaxial interaction (Scheme 25). This 1,3-diaxial interaction did not occur
for TS I. This selectivity increases with the increasing steric hindrance of the R group, as
observed according to the d.r. of the synthesised 24p (R = Me, d.r. =2.6:1) and 24w (R = Bn,
d.r. = 2.6:1) compounds, which were formed under a minor d.r. since they are less sterically
hindered than the 24x (R = Ph, d.r. = 3.2:1) and 24y (R = 'Pr, d.r. = 3.4:1) (Scheme 24).

XA
PMB. )\/\/\ -
(o N R i
1,3-diaxial |
23 interaction y
H Ph
R H sée )
o*j% -
R1
-0
PMB TS|
H i
\
X 5
O (6] O)kO
RWW RM"”/\W
24 24
Major isomer Minor isomer

Scheme 25. Selectivity in the synthesis of cyclic carbonate 24.
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Recently (2023), Sarkar and co-workers [39] described the synthesis of carbonyl-
pyrroles 26 or 27 or -oxazole 5 using diphenyl diselenide A as an electrocatalyst, which
activates the alkyne portion of the N-propargyl derivatives (enamines 25 or amides 4). This
is a sustainable redox process that promotes an intramolecular electro-oxidative addition
reaction activated by a cationic phenyl selenium species (Scheme 26).

 2arkar and co-workers (£222) o
o}
‘ ‘ A (PhSe), (10 mol %) R2 — H
NH O MeCN/H0 (Y:1) HN : ox or HN, OR'
M C(+)/Pt(-), 10 mA, r.t.
R OR! X h, air, undivided cell R o R 0
25
26 (R? = aryl, Me, 72-93%) 27 (R? = H, 61-83%)
R, R" = aryl, alkyl 18 products 12 products
R2= H, ary|’ Me X=23h X=27h
Y =50
Synthesised products: == -------ccenmcmmemee e et es
keto pyrrole derivatives
R
HN Y O
=\, OEt
A 27a (R =H, 83%)
O 27b (R = 4-Me, 72%)
26j (R = 3-Me, 86%) _ ) 27¢ (R = 4-'Bu, 68%)
26a (R = H, 93%) 26k (R = 3-OMe, 90%) igg E; : ';Aeé;if) 27d (R = 4-F, 70%)
26b (R = Me, 83%) 26l (R = 3-CF3, 73%) 26p (R = C’L 76%) 27e (R = 4-Cl, 79%)
26c¢ (R = 'Pr, 80%) 26m (R =2-Cl, 75%) o 27f (R = 4-CN, 70%)
26d (R = Bu, 84%) o 279 (R = 3-CF3, 72%)
26e (R = Me, 86%) — H 27h (R = 3,4-(F),, 75%)
26f (R = Et, 85%) aN HN o. 27i (R = 3,4-(Cl),, 73%)
269 (R = F, 85%) N Z - OFt #r
26h (R = Cl, 77%) = ot e} o ;
26i (R = CO,Me, 75%) :
27j (R = 'Pr, 64%) =
26q (79%) 26r (85%) 27k (R = "Dod, 61%) 271 (65%)

Scheme 26. Synthesis of pyrroles 26 and 27 [39].

In this method, N-propargyl enamine carboxylate 25 (alkyne substituted with aryl
or Me groups) was reacted with 10 mol% of diphenyl diselenide A as a catalyst in a
solvent mixture of MeCN/H,O (50:1) and LiClOy4 (0.1 M) as the electrolyte. Moreover,
electrochemistry apparatus containing a graphite plate as the anode and a platinum sheet
as the cathode in an undivided cell was used, with a constant current of 10 mA at r.t.
under an air atmosphere for 2.3 h. Under these conditions, the target 4-carbonylpyrroles
(keto-pyrroles) 26 were obtained (18 compounds) at yields ranging from good to excellent
(72-93%) (Scheme 26). In this study, the authors did not use other diselenides to perform a
reactivity comparison.

The protocol was not sensitive to starting material 25 containing EWGs or EDGs
attached at different positions of the aryl-substituted portion in the alkyne, as well as being
attached to a disubstituted aromatic ring. The less reactive alkyl-substituted alkyne or alkyl
alkenyl enamine were efficiently reacted under the above conditions, giving the desired
products 26r and 26q at 85% and 79% yields, respectively (Scheme 26).

When the terminal alkynes on N-propargyl enamine carboxylate 25 were used as the
starting material to synthesise 4-formylpyrroles 27, the previous conditions were adapted,
requiring a decrease in the amount of mixture of MeCN/H,O from (50:1) to (20:1), as well
as an increase in the time of the reaction from 2.3 h to 2.7 h. Under these conditions, target
4-formylpyrrole 27 (12 products) was obtained at good yields (61-83%). Moreover, the
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protocol was used to obtain the pyrroles 271 and 27k, which were substituted with naturally
occurring derivatives, such as citronellol and long-chain alcohols (Scheme 26).

The authors extended the electrochemistry method by using diselenide as the catalyst
for N-propargyl amide 4 to synthesise 5-carbonyl oxazole 5, but higher temperature and
longer reaction times were necessary: 60 °C and 4 h. Under these conditions, 5-carbonyl
oxazole 5 was obtained (6 compounds) at yields ranging from good to excellent (74-92%). In
general, 5-formyl oxazole 5 was obtained with higher yields when compared to 5-benzoyl
oxazole, e.g., the 5d and 5h formyl and benzoyl derivative compounds were isolated at
91% and 74%, respectively (Scheme 27).

0]

A (PhSe), (10 mol %)
MeCN/H,0 (20:1) @%OJ)LRW
\ SV, 10mA 60°C N

4 h, air, undivided cell

5 (74-92%)
R = H, Me, 'Bu, Cl, OMe 6 products
R'=H, Ph
Synthesised products---------------c-osooooo oo

5a (R = H, 85%, 12%°)

M 5d (R = Me, 91%)
<:> : o 5e (R = Bu, 82%)
5f (R = Cl, 87%)

5g (R = OMe, 92%)

0,
h (74%) @Reaction performed at r.t.

Scheme 27. Synthesis of oxazole 5 [39].

The plausible mechanism for the synthesis of 4-carbonylpyrrole 26 by selenium-
catalysed oxidative cyclisation starts with the formation of the rr-acidic phenyl selenium
cation I (PhSe*) intermediate from the reaction of diphenyl diselenide A with the anode.
Afterwards, intermediate I interacts with the starting material, N-propargyl enamine car-
boxylate 25, forming intermediate II, which, after the intramolecular nucleophilic addition
of enamine in the active alkyne (5-exo-dig cyclisation), gives intermediate III (exocyclic
vinyl selenoether). Intermediate III reacts with the anode to obtain the more stable seleno-
intermediate IV. In the next step, intermediate IV reacts with the anode (oxidation), fol-
lowed by the addition of water, leading to the formation of radical intermediate V, after a
SET, afforded enol VI as well as the regeneration of PhSe™ I (active catalyst) for a new reac-
tional cycle. The formed Enol VI has its balance shifted to the formation of target product
26. The formation of oxazole 5 is similar to the mechanism described for 4-carbonylpyrrole
26 (Scheme 28).

anode | cathode

| T
eﬁT
RZ

5-exo-dig

)\VCOZR1 BN cyclisation /R
R C

A

anodic
o R? PhSe o | oxidation

2 RZ
- R ./ TR? H,0 7

HN — OH N/ 2 N__

7 Co,R! N _ - = 1 COR'
” 2 CO,R! anodic d COR H*

26 R oxidation Vv v
\"|

Scheme 28. Mechanism proposed for the synthesis of pyrrole 26.
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2.2. Addition and Oxidative Functionalisation Reactions

In this section, we describe the reactions involving the additions and oxidations for
alkynes, alkenes, or heterocycles. Such reactions with diorganyl diselenide usually need an
extra oxidising agent, most commonly Selectfluor®, pyridinium triflate salts, or TEMPO.
The effectiveness of a catalyst is shown by its ability to react with a broad scope of oxidising
agents and with different substrates. In general, similar properties of Se catalysts can be
observed in the methodologies selected for this section; however, diphenyl diselenide was
the most utilised in the protocols.

In 2018, Zhao and co-workers [28] described the synthesis of ynones 29 and 31 through
an unusual C=C triple bond migration using propargylphosphonate 28 and 3-alkynoate
30, with the diaryl diselenide species used as catalysts to promote the conversion of
Csp3—P to Csp—P bonds. Initially, some conditions were established, and the diorganyl
diselenide (A, V, W, Y) species were evaluated by the authors, for which diethyl (3-phenyl-
2-propynyl)phosphonate 28a was reacted (as the starting material) in the presence of 2.2
equiv. of 1-fluoropyridinium triflate [PyF][OTf], DCE as the solvent, and a 2.0 equiv. of
H,O at 80 °C for 12 h in the presence of 10 mol% of different diselenides (A, V, W, Y).
When bis(dibenzyl) or bis(p-anisyl) diselenide V and W were tested, the target product,
29a, was obtained at moderate yields, 46% and 48%, respectively (Scheme 29). Despite the
low yield, it is necessary to highlight that bis(dibenzyl) diselenide was able to promote the
reaction, unlike the other methods (Scheme 29).

A (RSe) (10 mol %)
Z /P\O/\ [PYF][OTT] (2.2 equiv) S 0
R DCE, H,0 (2.0 equiv) /P\O/\
) 80°C,12h ¢}
2
28a % )

Catalyst evaluation =~ -------=========----------------------- '

Se@R Bn._.Se 3
) %%, IS
\ :

| @
A (R =H, 29a, 72%, 70%") (29a, 46%) 'TF‘ (ng ;
W (R = OMe, 29a, 48%) No diselenide ; ;
Y (R = CF3, 29a, 65%) 29a (N.D.)  [PYFIOTH]

*Reaction performed in 0.15 mmol scale instead 0.05 mmol of 28a
Scheme 29. Catalyst evaluation for the synthesis of ynone 29a [28].

The presence of neutral or EWGs at the aromatic ring of diaryl diselenide A and
Y improved the yield of 29a. When 1,2-bis [4-(trifluoromethyl)phenyl]diselenide Y was
used, the 29a compound was obtained at 65%, and the best catalyst for this reaction was
diphenyl diselenide A, which formed target product 29a at 72%. Furthermore, the authors
performed a test in the absence of a catalyst, and compound 29a was not detected, showing
its importance in the reaction.

In this approach, several 3-substituted propargyl phosphonates, 28, with alkyl and aryl
groups containing EWGs and EDGs in different positions of the aromatic ring, as well as
alkyl substituents (Me, Et, Pr, "Bu) in the phosphonate 28 portion, were used as the starting
materials, which gave target ynone 29 (15 products) at yields ranging from moderate
to good (42-74%). This protocol was efficiently extended to 3-alkynoate derivative 30,
which afforded the desired ynone 31 (8§ compounds) at slightly higher yields (41-86%) than
propargyl phosphonate derivative 29. The method was not sensitive to both the electronic
and steric effects of the substituents of starting material 28 (Scheme 30).

The mechanism proposed by the authors starts with the reaction of diphenyl dise-
lenide A with [PyF][OTf] to promote the formation of electrophilic species PhSeX I, and
subsequently, the reaction of alkyne 28 with intermediate I forms seleniranium ion II,
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which is attacked by the phosphonate group to give cyclic intermediate III. Intermediate
III is in equilibrium with IV, which is attacked by H,O (in the presence of base) to form
alcohol intermediate V. Next, alcohol V is oxidised to produce ketone intermediate VI, and
cationic intermediate VII suffers an oxidative syn elimination of the selenium portion and
hydrogen (through deselenenylation via Cyy, —Se bond cleavage) to form the desired ynone
29, and catalyst I is regenerated for a new cycle (Scheme 31).

H H A (PhSe), (10 mol %)
/W [PYyFI[OTf] (2.2 equiv) .~ R)\
R DCE, H,O (2.0 equiv) R!
28 (R'= PO(OR?),) 80°C,12h
30 (R'=COOR?) 29 (R = PO(OR?),), (42-74%)
15 products
R =aryl, alkyl 31 (R = COOR?), (41-86%)
R2? = Me, Et, 'Pr, "Bu, Cy 8 products
Synthesised products - - - - - - = === < <o oo

Propargyl phosphonate derivatives

X
Q)\ao R N
SOR RO S g OEt

RO
29a (R = Et, 70%) eig  OFt 29h (R = 2-Me, 71%)
29b (R = Me, 66%) 29i (R = 3-Me, 67%)
29¢ (R = Pr, 67%) 29e (R = "Hex, 48%) 29] (R = 4-Me, 64%)
29d (R = nBU, 64%) 29f (R = CPent, 42%) 29k (R = 4-F, 70%)
29g (R = Bu, 55%) 291 (R = 4-Cl, 65%)

29m (R = 4-Br, 74%)
29n (R = 4-CF, 64%)

R AN OFt 3-alkynoate derivatives 290 (R = 4-CO,Me, 60%)
o) 5’ ;
31a (R = 2-MeCgH., 69%) @J\’(OR D ;
31b (R = 3-MeCgH,, 85%) ! @ |
31c (R = 4-MeCgH,, 72%) o E No -~
31d (R=Cy, 57%) 31g (R = Et, 86%) E Fomr
31e (R = (CH,)5Cl, 41%) 31h (R=Cy, 71%) ‘ [TMPYF][OTf] !

3Mf(R=1Bu,54%) T

Scheme 30. Synthesis of ynone 29 [28].

The previously optimised conditions, as described by Breder in 2018, were adapted
for the formation of noncyclic ether 32 via the intermolecular reactions of alcohol 15 with
alkene 11 [29]. In this case, an increase in the loading of Se-catalyst B from 5 mol% to
10 mol% and TAPT from 3 mol% to 5 mol% were necessary. Under these conditions, the
desired ether 32 (9 products) was generally obtained at moderate yields after a very long
reaction time (many days, 1-12 d). It is possible that these results are due to the long
time of the reactions, which may have caused a significant loss of olefinic starting material
11 (Scheme 32).

The mechanism for the oxidative functionalisation of alkenes occurs in a similar
way. Initially, selenium electrophilic species I reacts with alkene 11 to form seleniranium
intermediate II. Intermediate II suffers from a nucleophilic attack to give compound III by
a ring opening in an anti-specific manner. Afterwards, the anti f-elimination of I'V occurs
under oxidative conditions, recycling electrophilic selenium species I for a new cycle, and
the target 32 derivative compound is formed from allylic functionalisation (Scheme 33).
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Scheme 31. Mechanism proposed for the synthesis of ynone 29.
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32a (R = Me, 32%, 27%%) 32d (R = Me, 99%, 36%%) 32g (R = 4-CF5-CgHa, R! = PO(OEt),, 68%, 48%?)
32b (R=Et, 31%, 19%°) 32e (R=Et, 50%, 31%?) 32h (R = C¢Fs, R' = PO(OEt),, 81%, 38%")
32c (R = 'Pr, 28%, 14%%) 32f (R = 'Pr, 43%, 40%%)  32i (R = 4-CF3-CgHg, R' = CN, 54%, 25%*%) (E/Z = 2:1)

2 |solated yields Yields were determined by H NMR spectroscopy using 1,3,5-trimethoxybenzene
as an internal standard

Scheme 32. Synthesis of noncyclic ether 32 [29].

In 2018, Zhao and co-workers [40] developed an appropriate approach for oxida-
tive allylic fluorination catalysed by organoselenium compounds. The oxidant and flu-
orine source in this process was the bulky electrophilic fluorinating reagent N-fluoro-
2,4,6-trimethylpyridinium triflate [TMFP][OT{]. Interestingly, TEMPO, as an additive,
increases the fluorination rating, resulting in an improved substrate scope and functional
group tolerance.

Several diselenides were explored in an effort to ramp up the oxidation of the selenide
moiety in the intermediates, focused on improving the efficiency of the turnover-limiting
deselenenylation process. Additionally, to avoid catalyst degradation, different additives
were examined further, and it was shown that allylic fluoride 34a could be produced in the
highest yield when BnSeSeBn (V) was reacted with TEMPO (0.5 equiv.) and [TMFP][OT{]
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(2 equiv.). This is the first study in which dibenzyl diselenide worked efficiently, and its
effect on other starting materials was investigated. In general, the dialkyl diselenides were
more efficient than the diaryl diselenides (Scheme 34).

.. B
" Ring opening in an m \_/ v

[antl spemﬂcmanner' PR

Q0 ®-==ay, akyl

Scheme 33. Proposed mechanism for the oxidative functionalisation of alkenes.

..........................

0,
(RSe), (10 mol%) / OMe
[TMFP][OTf] (2 equiv)  Ph
TEMPO (0.5 equiv) O
33a0 DCE, rt., 20h 34a

Catalyst evaluation --------------------------------------------

34a
Se)
©/8e)2 A (R =H, 72%, 84%%) ©/\ ?
R

Y (R = 4-CF3, 44%, 53%2) ]
0, 0,
W (R = 4-OMe, 72%, 0%%) V (34a, 91%, 47%")

B (R = 2-OMe, 81%, 0%?) Se),
Z (R = 3-OMe, 82%, 71%%)

AA (R =2-SMe, 36%, 70%%)  AB (34a, 77%, 63%%)

O Se), @:86)2
CL L

Se
AC (34a, 47%, 25%%) AD (34a, 41%, 81%%) AE (34a, 67%, 58%°)

2Yields measured under analogous conditions without TEMPO.

Scheme 34. Catalyst evaluation for the synthesis of compound 34a [40].

By using the developed method, the authors were able to produce 21 products of allylic
fluoride 34, with yields ranging from 46% to 98%. The reaction was efficient for the various
functional groups in substrate 33, such as olefinic esters, amides, sulfones, phosphonates,
and nitriles (Scheme 35). In order to achieve greater yields, electron-rich diselenide catalyst
B was utilised in the reaction for the 34d, 34e, 341, 34m, and 340 compounds.

The mechanism proposed by the authors begins with the oxidative cleavage of dise-
lenide V, which releases the electrophilic species BnSeF I and BnSeOTf. Seleniranium ion II
is formed when BnSeF I interacts with olefinic ester 33. Fluoroselenenylated intermediate
III is generated after ring-opening, which is assisted by the nucleophilic attack of fluorine
anions. The BnSe group on intermediate III is then oxidised by [TMFP][OT{], resulting in
the production of intermediate IV. Next, a further H-elimination with the aid of a weak
base generates the desirable product, 34, and regenerates the reactive species, BnSeF I, for a
new cycle (Scheme 36).
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Scheme 35. Synthesis of compound 34 by oxidative allylic fluorination [40].
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Scheme 36. Mechanism proposed for the synthesis of compound 34.

Breder and co-workers [30], in 2019, described the synthesis and application of several
chiral selenium-rr-acid catalysts in the asymmetric oxidative functionalisation of alkenes.
The synthesised Se-catalysts were applied in intermolecular enantioselective imidation
under thermic conditions, as well as for enantioselective aerobic lactonisation under pho-
toredox conditions. In the Breder protocol, selenides and diselenides were tested; however,
in this review, only the diselenides are reported (Scheme 37).

Initially, the enantioselective imidation of alkene was evaluated by the authors, and
equivalent amounts of benzyl pent-3-enoate 33b and N-fluorobenzenesulfonimide 35 were
reacted in the presence of 5 mol% of different diselenides as the catalysts (4 A MS at r.t. for
16 h). The cyclic diselenides, C, D, AF, AG, containing protected 1,2-diols were evaluated;
when the 1,2-diols were protected, with acetal C (derivative of acetone) used as the catalyst,
product 36a was obtained at a moderate yield (50%) and enantiomeric ratio (51.5:48.5).
Similar results were observed when diselenides containing the pivaloyl AF and benzoyl
AG protective groups were tested, and in these cases, product 36a was formed at yields
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of 49% and 52%, as well as 54:46 and 58:42 for e.r., respectively. On the other hand, when
cyclic diselenide D (containing the protected 1,2-diols with a carbonate group) was checked,
and an increase in both the yield (81%) and e.r. 75:25 was observed for target product 36a.
This study was limited because the reaction scope of the method was not investigated for
other starting materials (Scheme 37).

|
\/\A _Bn LN (RSe), (5 mol%) N X Bn
(] SO.,Ph ——2——""3 PhHO,S”" W o
* PhOsS solvent, 4 A MS 2

33b 16 h, rt.
35 o 36a
Catalyst evaluation ---------=-----=------- - --ooooooooooooooooooooooooooooooo
O
PivO OPlv BzO OBz
Se Se l / l
AG
MeCN THF THF THF
36a (50%) 36a (81%) 36a (49%) 36a (52%)
er. =51.5:485 er. =7525 e.r. =54:.46 er. =58:42

Scheme 37. Catalyst evaluation for the synthesis of compound 36a [30].

In 2019, Denmark and co-workers [41] developed a study based on an enantioselec-
tive syn-dichlorination of alkenes 37 or 38. In this work, 23 diselenides were evaluated
as catalysts for the reaction. Firstly, the authors started studying different diselenides
containing ether groups, AH-AL, in the reaction to obtain compound 39a. When utilising
diselenide AH, the chlorination formed syn-dichloride under an e.r. of 61:39, showing that
chiral diselenides can catalyse enantioselective reactions. The other diselenides that were
evaluated showed better reactivity but lower enantioselectivity, reaching a maximum e.r.
of 58:42 (AK) (Scheme 38).

Denmark and co-workers (2019) syn-dichlorination
X (RSe); (5 mol%) cl X
w [BnNEt3*][CI] (3.0 equiv) w
A >
OBn [PYyF*I[BF 4] (1.3 equiv) OBn
TMSCI (2.0 equiv) Cl
37a (X = CHy) MeCN, rt. 39a (X = CH,)
38a (X =0) 40a (X = 0)

””””””” OR
: X =CH,
OEt s

€)2
Se), Al (R = Me, d.r. >95:5, e.r. 54:46, S,S)*
AJ (R =Bn, d.r. 90:10, e.r. 55:45, S,S)
OEt AK (R = Ac, d.r. 70:30, e.r. 58:42, R R)

AL (R = MOM, d.r. 90:10, e.r. 50:50)
AH (dr. 30:70, er. 61:39, RR)  ~ 40a, X = O, same result was obtained

Scheme 38. Catalyst evaluation for the synthesis of compound 40a by syn-dichlorination of alkenes [41].

The carbonyl oxygen in the diselenide containing urea AR acts as an alternative
co-ordinating group, generating what is anticipated to be a seven-membered ring. Enan-
tiomeric ratios that were greater than the previously recorded (catalyst bearing ether groups)
values were found in the dichloride products made with diselenides AM-AR (catalyst
bearing carbonyl groups), with syn-addition at a ratio of up to 73:27. In addition, the enan-
tioselectivity improved when diselenide AN was employed, but there was a corresponding
reduction in diastereoselectivity (Scheme 39). The diselenides bearing oxazoline groups,
AW-BA, showed poor enantioselectivity, producing ratios near that of the racemic mix-
ture but with good diastereoselectivity, with ratios reaching 90:10 (Scheme 39). Moreover,
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diselenides containing bicyclic groups, J, K, P, AS-AV, were evaluated, showing the best
results for syn-dichlorination, with diastereoselectivity rating of >95:05 and an enantioselec-
tivity rating of 76:24 when diselenide catalyst AT was used. Similar results were obtained
when using catalyst J, which afforded the target product the same diastereoselectivity and
enantioselectivity rating of 74:26 (Scheme 39).
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Scheme 39. Catalyst evaluation for the synthesis of compound 40a via the syn-dichlorination
of alkenes [41].

The availability of the developed method to obtain different products was limited.
Only two different alkenes were applied in the syn-dichlorination reaction, using dise-
lenide J as the catalyst. In both cases, the obtained products, 40b and 40c, showed an
enantioselectivity ratio similar to compound 40a (previously optimised) (Scheme 40).

The authors proposed a mechanistic pathway based on previous works. In the sele-
nium (IV) path, firstly, diorganyl diselenide J is oxidised twice, reaching organylselenyl
trichloride V, which reacts with olefin 38, producing seleniranium ion VII. The isomers
IV and IV’ are produced when seleniranium ion VII is opened antarafacially through the
reaction with chloride at either of the carbon atoms. The ionisation of the isomers leads to
intermediate VII, which reacts with chloride through an SN2 reaction, affording the final
product, 40, and regenerating intermediate I. Moreover, the selenium (II) path starts with
the reaction of PhSeCl I with alkene 38, generating seleniranium ion IL. The nucleophilic
addition of chloride to seleniranium ion II generates the intermediates IIT and III’, which
are subsequently oxidised to the intermediates IV and IV’. The final steps to obtain the
desired product, 40, are the same as the previous path (Scheme 41).
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Scheme 40. Synthesis of compound 40 via the syn-dichlorination of alkenes [41].

RSeSeR
J
oxidant i
oxidant
+ /R /\
K 2, S¢ RSeCl
cl | R*=] RSeCly
P 2
R! RW’\/R cl v
RZ
. 38 /_\ R
Cl
Se (Il) Pathway R.* ClI 40 ge (V) Pathway X
ol CF " [RSeClLICI ~
1 2
R R1’\/R v
SeR Cl %8
- 2
R1\‘/R VIl
m ©
or
Cl
2
R1J\/R )
: oxidant
R

Scheme 41. Mechanism proposed for the synthesis of compound 40 via the syn-dichlorination
of alkene.

The synthesis of o’-alkoxy enone 42 starting from allenyl ether 41 was enabled by
oxygenated rearrangement, which is promoted through an organoselenium-based 7-acid-
type catalysis [42]. In this method, 20 mol% of diphenyl diselenide A was utilised as
the catalyst in a mixture of MeCN and THF as solvents at r.t. In addition, to prove the
versatility of the protocol, various allenyl ethers, 41, were applied under the optimal
conditions, obtaining 22 compounds of 42, with yields ranging from 40% to 76% and good
(E)-diastereoselectivity (Scheme 42).

In addition, the authors proposed a mechanism for the developed method. Firstly,
diphenyl diselenide A is converted into selenium species PhSe(OTf) I using the oxidising
agent [PyF][OTf]. After that, a regioselective carbophilic reaction with the terminal allene
41 double bond results in the formation of intermediate alkenyl seleniranium II, which is
in syn conformation due to stabilisation by Se-O noncovalent interaction. Subsequently,
the nucleophilic addition of the water generates intermediate III, which is in equilibrium
with the more stable tautomer IV. Next, the abstraction of the acidic hydrogen, which
promotes the elimination of alcohol 15 and the production of selenonium V, is performed
by the free pyridine in the medium. Further, selenonium V is oxidised by [PyF][OTf],
generating selenonium species VI. Lastly, the previously generated alcohol 15 reacts with
intermediate VI, allowing for the formation of the final product, 42, and the regeneration
of the PhSe(OTf) I catalyst species (Scheme 43).
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Scheme 42. Synthesis of «’-alkoxy enone 42 compounds [42].
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Scheme 43. Proposed mechanism for the synthesis of «’-alkoxy enone 42 compounds.

In 2020, Zhang and co-workers [43] proposed a N'- and N2-selective aza-Wacker re-
action catalysed by diphenyl diselenide A. The method involves the reaction of alkene 11
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with benzotriazole 43 for the synthesis of different N!- and NZ?-olefinated benzotriazole
44 or 45. For Nl-olefinated benzotriazole 44, the best reaction conditions were shown to
be 0.5 mmol of 11 and 43, 5 mol% of diphenyl diselenide A, and 1.2 equiv. of Selectfluor®
in dimethyl ether (DME) for 12 h at 120 °C. Under the optimised conditions, 19 target 44
compounds, with yields ranging from 69% to 85%, were obtained. Among the synthesised
products, many styrene-based compounds, 11, containing EDGs and EWGs, were suc-
cessfully employed. In addition, two cycloalkenes were reacted, generating the products
44q and 44r at yields of 72% and 70%, respectively (Scheme 44). After the satisfactory
scope obtained by the N'-type aza-Wacker reaction (compounds 44), this approach was
subsequently employed for the synthesis of N2-type aza-Wacker compound 45.
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44p (R = 4-OCOMe, 69%)

Scheme 44. Synthesis of the compounds of 44 via the N'-selective aza-Wacker reaction [43].

For the synthesis of N2-olefinated benzotriazole 45, the protocol was slightly modified.
The best reaction conditions were found to be 0.5 mmol of 11 and 43, 5 mol% of diphenyl
diselenide A, 1.2 equiv. of K;5,0g, and 1 equiv. of Me3SiH in dioxane for 12 h at 120 °C.
Under these conditions, 25 N?-olefinated benzotriazole 45 was developed, yielding up
to 68%. Styrene 11 containing EDGs and EWGs was successfully employed. In addition,
the method was also efficiently applied to inactivated cycloalkene 11 (Scheme 45). These
results highlight that not only did the organoselenium-catalysed aza-Wacker reaction occur
with remarkable regioselectivity, but it also provides a plausible method to substitute the
standard metal-catalysed aza-Wacker reactions.

The authors proposed the following mechanism. The interaction of diphenyl dis-
elenide A with K;S,05 and Selectfluor® results in the formation of a the PhSeX (X = F,
BF4, and OSO3H) I species. Extremely reactive PhSeX I rapidly interacts with alkene 11
to produce seleniranium ion II, followed by the intermolecular nucleophilic addition of
benzotriazole 43, which results in a three-membered ring opening to produce intermediate
IV (IV’). The IV (IV’) PhSe group is subsequently oxidised to produce intermediate V (V).
Consequently, proton elimination supported by X (X = E, BF4, and OSO3H) and selenium
moiety removal yield the appropriate compounds, 44 and 45, and regenerate the PhSeX
I species. The preliminary steps of the N2-selective aza-Wacker reaction occur amongst
the interactions of benzotriazole, K,5,0g, and Me3SiH, generating silylated benzotriazole
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II1. This step is followed by an N2-type nucleophilic addition on the three-membered
seleniranium ion II, resulting in the NZ2-selective selenoamination product 45 (Scheme 46).
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Scheme 45. Synthesis of the compounds of 45 via the N?-selective aza-Wacker reaction [43].

/\
(K»5,0%) or ! R0 Ph
(PhSe), PhSeX 11 Se
A Selectfluor®  x = F. BF, 0SO4H R I

N\ N\
N Selectfluor® N w“
N N N H ;
@[ N R)\\ )@\ . PhSeX+HX
N SePh R Seph [

" 43'
/N\
=N N \ N K:S20s O |

4>C[,IN — N- — > N-NH f’ 45
Me;Si0S0O5H N DamY -

T R SePh R SePh PhSeX +HX
v v I

K2S,0g + Me3SiH

Scheme 46. Proposed mechanism for the synthesis of compounds 44 and 45 via the N! and N?
-selective aza-Wacker reaction.

Zeng and co-workers [44] described an electro-selenocatalytic approach for the hy-
droazolylation of alkene 46 with azole 43 in the absence of an external oxidant and with
minimal catalyst loadings. In this work, the optimal reaction conditions were 0.3 mmol of
azole 43, 0.6 mmol of 46, diphenyl diselenide A as the catalyst (2 mol%), and LiClO; as the
electrolyte (1 equiv.) in a mixture of DCE:MeCN:N,N-dimethylformamide (DMF) (9:0.9:0.1)
as the solvent. Additionally, Pt net electrodes (1.0 cm x 2.0 cm) were used in an undivided
cell pattern.
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Under the optimised conditions, 37 target compounds of 44 with yields ranging from
41% to 95% were obtained. The reaction was successfully employed in the intermolecular
hydroazolylation of electron-rich alkene 46 with azole 43, using vinyl ethers, enamides,
and enamine. Moreover, the proposed approach is suitable for the economical synthesis
of pharmaceutically significant azolyl 44 hemiaminal ethers and aminals in reasonable to
exceptional yields (Scheme 47).

n L
N+ ; Pt Pt X
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Scheme 47. Synthesis of the compounds of 44 [44].

Further, the notable advantages of this electro-selenocatalytic technique include min-
imal catalyst loads, external oxidant-free conditions, high current rates and regioselec-
tivities, and great functional group tolerance, as proven by the azolylation of natural
product-derived alkenes.

2.3. Oxidation and Reduction Reactions

Diorganyl diselenides are well known for having oxidising behaviour. In this section,
the oxidation of alcohols and aldehydes, among others, and redox condensation reactions
are shown. Usually, the organoselenium catalysts act together with some selective terminal
oxidants, such as hydrogen peroxide or atmospheric oxygen. In addition to the dibenzyl
diselenide, as well as the most frequently used diphenyl diselenide catalyst, heterogeneous
catalysts containing selenium in their structure were used in the studies described in
this section.

In 2018, da Silva Junior and co-workers [45] developed the synthesis of trypanocidal
quinone 48 through the oxidation of naphthol 47 using organoselenium A and hydrogen
peroxide (as a cheap and easy-to-handle oxidising agent). Initially, the authors studied
the oxidation with three different diselenides, studying diphenyl diselenide substituted
with EDGs [bis(p-methoxyphenyl)selenide W] or EWGs [bis(p-chlorophenyl) diselenide
N]. In the preliminary studies, diphenyl diselenide showed the best results, obtaining
the oxidation of 5-iodonaphthalen-1-ol 48a at a 100% yield. Under the optimised condi-
tions, 18 products of 48 were obtained, with yields ranging from 30% to 100%. Various
functional groups were suitable for the developed reaction, showing the selectivity of the
method (Scheme 48).
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Scheme 48. Synthesis of quinone 48 [45].

The mechanism proposed by the authors starts with the oxidation of diphenyl dise-
lenide A, producing benzeneseleninoperoxoic acid I. Subsequently, the reaction of benzene-
seleninoperoxoic acid I with naphthol 47 generates epoxide III, which undergoes hydrogen
abstraction to produce intermediate I'V. Lastly, the oxidation of intermediate IV generates
the final product, 48 (Scheme 49).

(PhSe), A
H202 l HZOZ

Ph" 700 P OH
|
R R R OH R O
>_< 0
-0
OH o) OH o
47 wo W 48

Scheme 49. Proposed mechanism for the synthesis of quinone 48.

Diselenide supported on silica-coated FezO4 magnetic nanoparticles was devised,
produced, and presented in the work of Nemati [46] as a new and magnetically recoverable
heterogeneous catalyst, BB. Moreover, the efficiency of the developed catalyst was studied
in the oxidation of aldehyde 49 to carboxylic acid 50 in an aqueous medium. As the best
reaction conditions for 1 mmol of aldehyde 49, 20 mg of the catalyst BB and 4.9 equiv. of
H,0O; were used at 60 °C for 1.5 h. Aldehyde 49, containing both EDGs and EWGs, was
suitable for oxidation; however, those containing EDGs showed better results. In addition,
aldehyde 49 (cinnamaldehyde and those containing an aliphatic chain) was effectively
oxidised and yielded the respective carboxylic acid, 50, in high yields (Scheme 50).
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Scheme 50. Synthesis of carboxylic acid 50 [46].

In the first step of the mechanism, the oxidation of catalyst BB by H,O, generates
seleninic acid I. Afterwards, H,O; oxidises seleninic acid I, promoting the formation of
peroxyseleninic acid II, which reacts with aldehyde 49 and generates intermediate ITI. After
the intramolecular rearrangement promoted by the H bond interaction of intermediate III,
product 50 is released and seleninic acid I is renewed for the catalytic cycle (Scheme 51).
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Scheme 51. Proposed mechanism for the synthesis of carboxylic acid 50.

In 2018, Yang and co-workers [47] developed the oxidation of alkene 11 with trimethylsi-
lyl azide (TMSNG3) 51 in air at r.t., resulting in a new and simple visible-light-enabled ap-
proach for the synthesis of x-azidoketone 52. Using cheap and low-toxic Rose Bengal (RB)
(1 mol%) and diphenyl diselenide (5 mol%) A as co-catalysts, a series of x-azidoketones,
52, could be quickly and effectively produced in moderate to good yields by cascade C-N
and C=0 bond formation.

With this method in hand, the authors were able to synthesise 21 compounds of 52,
with yields ranging from 41% to 97% (Scheme 52). When using this procedure, aromatic
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alkene 11 with either EDGs or EWGs on the aryl rings proved to be appropriate for the
reaction. The substrates’ electronic effect has a significant impact on how efficiently the
reaction proceeds and those bearing substituted aromatic alkenes with strong EDGs gave
the target product at a better yield than those with strong EWGs. In addition, different
functional groups and substrates containing steric hindrance were suitable for the reaction.
However, none of the expected products were obtained when aliphatic alkenes, like hex-1-
ene and cyclopentene, were employed as substrates.

,,,,,,,,,,,,,,,,,,,,,,,,, A (PhSe), (5 mol%)

Rose Bengal (1 mol%) 0
R TmsN, —2Wblue LEDs R)H/NS
MeCN, r.t., 2 h, air
1 51 R!
52 (41-97%)
R = aryl, naphthyl; R'=H, Me, N3 21 products
Selected products fffffffffffffffffffffffffffffffffffffffffffffffff
(0]
o ©)% oo*“ﬁ
Ri
N
52a (R = H, 92%) 52h (63%) 52j
52b (R = 4-Me, 97%) 2%
52c (R = 4-OMe, 76%)
52d (R = 3-Cl, 85%)
52e (R = 2-Cl, 84%)
52f (R = 4-CF3, 56)
529 (R =4-CN, 41%) 52i (78%) 52k
(69%)

Scheme 52. Synthesis of x-azidoketone 52 [47].

The mechanism proposed by the authors is shown in Scheme 53. Initially, RB was
used to create excited RB" under the influence of visible light. After that, TMSN3 51 and
RB" underwent a SET reaction, resulting in the formation of azido radical I and RB®~
radical anions. Moreover, the oxidation of RB*~ by molecular oxygen (air) would result
in the formation of the ground state RB and O,°~. Alkene 11 was then combined with
azido radical I to create alkyl radical II. Subsequently, hydroperoxide intermediate III was
produced by the reaction of radical II with O,*~ and H,O. Reactive organoselenium species
V and PhSeOH IV were produced when hydroperoxide III oxidised diphenyl diselenide
A. The target product, 52, was finally formed through the reaction of PhSeOH IV with
reactive intermediate V while also regenerating diphenyl diselenide A and eliminating
water (Scheme 53).

R/\/R1
11

TMSN; Ny 9 — 1 R1\(N3
51 ?’< I § R
RB* RB*~
\_ o, )
hv ™~ RB 0O, H,O
O,

o PhSeOH PhSe. (PhSe), HO.

N v H A o)
A A 2 DAY
R (PhSe), + Hy0O R PhSeOH R
52 A \" v mn

* = excited species

Scheme 53. Proposed mechanism for the synthesis of o-azidoketone 52.

Liebeskind and co-workers [48] proposed an easy-to-perform organocatalytic process
in 2018, which relies on the selenols’ capacity to react with oxygen in air directly without
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the use of metal catalysts. The redox dehydration of p-toluic acid 50a and benzylamine 53a
was first evaluated by employing various diselenides as catalysts at 2.5 mol% loadings at 30
°C in MeCN (Scheme 54). Ortho amidic-substituted aryl diselenides BF, BG, and BH were
shown to be the most efficient catalysts for the proposed reaction (formation compound
54a). Thus, the location of the attached NMe; unit in relation to the amidic N atom points
to the major contribution of intramolecular geometric variables to this catalysis, changing
the reactivity of diselenide.

o SeCat (2.5 mol%)
OH . NH, P(OEt3) (1.5 equiv) /@AHAQ
MeCN (0.2 M)
50a 53a dry air, 30 °C, 4A mol sieves 54a
Catalyst evaluation - --=--- ===
[e]
O,N R C (R = CONH/Pr, 21%) |
= VLN
BD (R = CONH(CHa)sNMey, 32%) [N
Se E (R = CHoNMe(CHy),NMe,, 49%) N
F(

Se R = CONHC(Me,)2-pyridyl, 82%) !

j@\ BG (R = CONH(CH,),NMe,, 91%) ‘ - ‘

R NO, BH (R = CONMe(CH,),NMe,, 92%, 90%°)  ~  ~_N XN
Q) .
Se Bl

S
©/ ¢ A (54a, 52%)
(54a, 4%)

Scheme 54. Catalyst evaluation for the synthesis of compound 54a [48].

For the best reactional conditions, the authors found 2.5 mol% of diselenides BG or
BH in MeCN or DMF at 30 °C or 50 °C, using 1.5 equiv. of triethyl phosphite as a terminal
reductant for 16 to 28 h in reaction with the starting materials 50 with 53 was optimal. Under
these conditions, the authors developed a wide range of amidic and peptidic compounds,
54 (17 products), with yields ranging from 63% to 96%. In general, the authors developed a
method with simple aerobic conditions, a properly designed diselenide, and low loadings of
organocatalytic oxidants for application in the synthesis of interesting amides and peptides
54 (Scheme 55).

777777777777777777777777777777 (o]
Llebeskmd and co-workers (2018) O5N
,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, N/\
SeR NMe, o
o
)L 1 2 +2 BG R=H )L R’
R-SoH + RyR 2.5 mol % BH, R = Me R” °N”
H MeCN or DMF (0.2 M) R?

50 53 dry air, 30 or 50 °C, 4A MS 54 (63-96%)

R = peptides, amino acids P(OEts) (1.5 equiv), 16 - 28 h 17 praducts

Selected ProQUCES - - - == === === == s e e e e e e
i f>~/ on
A,

s N
P @xd B

54a (96% 16 h) 54b (87%, 18 h) 54c¢ (69%, 18 h)
/\/Z( % j/OMe p/
54d (78%, 16 h) 54e (63%, 24 h) 54f
(68%,
28 h)

Scheme 55. Synthesis of the amidic and peptidic compounds of 54 [48].

In the next year (2019), a similar method was reported by Arora and co-workers [49],
which proposed the synthesis of dipeptides using organoselenium catalysis. In this work,
redox condensation promotes the formation of selenoester, activating and promoting the
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reaction on the carboxylic acid. The authors started with a preliminary screening of different
organoselenium catalysts: BJ-BN, all containing a urea and a tertiary amine portion. The
first reactions were carried out with p-toluic acid 50a, 2 equiv. of benzylamine 53a, 5 mol%
of Se catalyst BJ-BN, 1.5 equiv. of tributylphosphine, and 3 A MS in acetonitrile at r.t.
Among the five developed catalysts, the best result was shown when BJ was used, which
generated the final product, 54a, at a 75% yield (Scheme 56).

(0] (0]
~ SeCat (5 mol%) P
OH + Ph” “NH, PBuj (1.5 equiv) N Ph
3AMS, MeCN, r.t, 4 h
50a 53a 54a
Catalyst evaluation ------------------------o-o-oooooooooooooooooooooooooo
linker =
CFs CFs Ve
o BN~ BJ
)L H H (54a, 75%)
F3C N” "N CF3 Me
H H
EQN/\é/N\%/\N% BK
O H 2 H  (54a, 70%)
SeSe Me
. ;ﬁN/\</N\%/\NﬁzL BL
(0] H 3 H (54a, 65%)
CFs CFs
i L8
oL, A,
H H H H
I Se), Se),
N~ BM 0~ 'NH BN
[ (54a, 41%) &NMez (54a, 55%)

Scheme 56. Catalyst evaluation for the synthesis of compound 54a [49].

After choosing the best selenium catalyst (BJ), the versatility of the protocol was
evaluated with various commercially available fluorenylmethyloxycarbonyl (Fmoc) amino
acids, 50, in the reaction with starting material 53 (Scheme 57). Dipeptide 54, containing
alanine, tryptophan, lysine, valine, and a proline moiety, was obtained in high yields using this
protocol: 13 products with a yield ranging from 82% to 99%. In addition, the synthesis of an
oligopeptide was developed in the solid phase by employing a Se catalyst (BJ), demonstrating
the potential of this to react within more than one amine bond upon reaction.

Arora and co-workers (2019):1

R R SeCat BJ (5 mol%) R 0
PBus (1 equiv) H
OH 4+ )ﬁ(x 3 -~ /H(N
FmocHN/'ﬁ( HCFH,N 4AMS (30% why)  FmocHN - X
o) ¢ MeCN, 60 °C 0 R
50 53 1-2h 54 (82-99%)
X = OBu, NH, 13 products
R, R' = amino acids, natural products
Selected ProguCtSs--- - - === == == === = e e
CH 0 Hoy Q CH, 0
’ HQL FmocHN N\)LO’Bu HJL
FmocHNJﬁ(N O'Bu o H FmocHN ¥~ ~OBu
O CHs 0~
549 (97%) 54h (95%) 54i (99%)

CHs

0
H H; (@]
N\)L H
: CH N
FmocHNJﬁ( 7 ONH, s Q Frochi Jo’su
OBu

! x5
= NH FmocHN o
o)
o
54j (99%)

54k (82%) 541 (99%) NH,

Scheme 57. Synthesis of dipeptides 54 [49].
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Lastly, based on the obtained results, a mechanism was proposed by the authors
(Scheme 58). In the first step, selenophosphonium I is generated via the reduction of
the Se catalyst (BJ) with tributylphosphine. Selenophosphonium I easily associates with
carboxylate 50, producing intermediate II, which undergoes an intramolecular acyl transfer,
leading to selenoester III. The consecutive aminolysis of selenoester III generates the final
product, 54, plus bis-selenolate I'V, which can be oxidised to recover the Se catalyst BJ.

Hx0 IeCat) PBu3
% eCat \\

BJ
HO—SeCat +
) BugP—SeCat
“SeCat >

v \\Qu\a SeCat
PBuy/ [O] HO—SeCat !

[0] )
B HO—SeCat (o]
SeCat .
> Vi R)ko
SeCat 50
v
o
AQ SeCat)
)CL BugP—SeCat
R SeCat> / I
53 ~
SeCat
e-a 0=PBu,

Scheme 58. Proposed mechanism for the synthesis of dipeptide 54.

In 2018, Kumar and co-workers [50], proposed an aerial oxidation of organothiols
55 to diorganyl disulphide 56, catalysed by diorganyl diselenides. Firstly, the authors
evaluated different species of catalyst through the aerial oxidation of p-toluenethiol 55a to
1,2-di-p-tolyl disulphide 56a in acetonitrile at r.t. Diorganyl diselenides containing various
functional groups were tested; however, the BO catalyst was the most effective for the
reaction, providing a 97% yield for the desired product, 56a (Scheme 59).

SH  secat (1 mol%) s /©/
_ SeCat (1 mol%) .
air, MeCN, rt. S
7-12 h

Catalyst evaluation -----------=-------ocommooo oo

H X BP (56a, X = NHy, 20%) Nv@
©i @[ A (56a, X = H, 12%) @[

se) OH Se), B (56a, X = OCHj, 9%) Se),
2 BQ (56a, X = OH, 15%)
BO
(56a, 99%, 97%)° (56a 35%)
@\/\N/ HO OH
OO O
Se), sé sé
BS 0 Selenide a Selenide b
(56a, 15%) (56a, N.D.) (56a, N.D.)

Scheme 59. Catalyst evaluation for the oxidation of organothiol 55a to diorganyl disulphide 56a [50].

Furthermore, the aerial oxidation of several organothiol 55 compounds was subse-
quent evaluated in the presence of 1 mol% of the enzyme mimic BO (selenium catalyst). By
using the developed method, 29 compounds of 56 were obtained, with a yield ranging from
82% to 97% (Scheme 60). Thiols 55, containing different functional groups, such as alcohol,
amine, methoxy, and halogen, was successfully employed in the reaction. In addition, the
authors were able to synthesise disulphide by starting from biologically relevant thiols for
compound 56q bearing the glutathione moiety.
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Kumar and co-workers (2018) H
,,,,,,,,,,,,,,,,,,,,,,,,,, ¥
OH
8052 (1 mol%) s R
R-SH R™7S”
air, MeCN, rt.,, 7 h
55 56 (82-97%)

29 products
R = aryl, alkyl, naphthyl, benzyl, heteroaryl, amino acids
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N
/©/ [ j @ES\%SE Ho )2

560 (87%) 56p (87%)
56b (R =H, 97%) 56i (R = Me, 92%)
§6c (R = OMe, 93%) 56j (R = OMe, 89%)

R

NH,
56d (R = 'Bu, 92% 9
%) 56k (R = OH, 88%) HOThN M
56e (R = OH, 92%) 561 (R = NH,, 86%)
56f (R = F, 90%) 56m (R = F, 89%)

56g (R = Cl, 85%) 56n (R = Br, 87%)

56h (R = Br, 86%) 5Gq (82%)

Scheme 60. Oxidation reaction of organothiol 55 to diorganyl disulphide 56 [50].

Lastly, the authors proposed the mechanism as follows (Scheme 61). Selenenyl sul-
phide II and selenol I are produced when diorganyl diselenide BO interacts with one
equivalent of thiol 55. Selenenyl sulphide II may then combine with another thiol 55
molecule to form selenol I, as was estimated. By oxidising selenol I with oxygen, selone
IV and hydrogen peroxide are created by proton and electron transfer from N- and Se-H
bonds (Cycle I). Selenol and the radicals HO,e and PhSe might also be formed when
selenium sulphide II reacts with oxygen; the second radical then dimerises to form RSSR 56.
The catalytic cycle is completed by a proton transfer, which results from the production of
selenenyl sulphide II by the nucleophilic addition of sulphur from RSH 55 to the selenium
in selone IV. In cycle 1II, selenol I is oxidised by peroxide, generating selenenic acid III,
which is then reduced by a molecule of RSH 55 to produce water and selenenyl sulphide II,
which reacts with a second molecule of RSH 55, producing the expected disulphide 56.

RSH

H,O
Cycle Il
Oxidation by peroxide

RSH
55

Scheme 61. Proposed mechanism for the oxidation of organothiol 55 to diorganyl disulphide 56.

Xu and co-workers [51] developed a mild and green oxidative deoximation of ketoxime
57a through organoselenium catalyst V and using FeSO, as a co-catalyst. For the best
reaction conditions, the authors found that 1 mmol of ketoxime 57a, 2.5 mol% of benzyl
diselenide V and 10 mol% of FeSOy as catalysts in ethyl acetate as solvent for 24 h at 60 °C
was optimal. Under these conditions, the final product, 58a, was obtained at a 96% yield.
Moreover, a possible mechanism was proposed whereby FeSO; initially promotes the
oxidation of the diselenide V, forming seleninic acid I, which goes through nucleophilic
addition with oxime 57a, generating intermediate II. After a rearrangement, product 58a
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is formed, and organoselenium intermediate III is released. Following the reduction of
intermedjiate III, a reduced species, PhCH;SeOH IV, and hyponitrous acid (HNO) might
be produced. After that, intermediate IV is reduced, regenerating the initial diselenide
catalyst V (Scheme 62). This study is noteworthy primarily because it uses an aliphatic
diselenide, and the synthesised product was isolated at a high yield.

NOH V (BnSe), (2.5 mol%) o
FeSO, (10 mol%)
Ph™ "Ph EtoAc,60°C,air,24h  Ph” 'Ph

57a 58a (96%)
Proposed mechanism - -------------------ooooooooooo-

air (Og) H,O |

_OH NOH
(BnSe), x—l»fas‘t Ph " sé By

v FeSO,  , 6 Ph” “Ph
fa;t\ - slow 57a
OH

/\ ,OH [l
Ph” Se N O
v H 3§§APh
PH Ph §
HNO "
H
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e
H™ o Ph” Ph
m s8a

Scheme 62. Synthesis and proposed mechanism for the preparation of ketone 58a [51].

The oxidative degradation of benzoin 59 to benzoic acid 50, catalysed by diselenide
species, was studied by Zhang in 2019 [52]. At the beginning of the work, the reaction was
carried out with 1 mmol of 59a, 4 equiv. of hydrogen peroxide, and 5 mol% of Se catalyst in
acetonitrile as the solvent for 24 h at r.t. After the screening of the organoselenium catalysts,
diphenyl diselenide A showed the best performance when compared to the others, yielding
the desired benzoic acid 50b at 82% (Scheme 63).

SeCat (5 mol%) P]
Ph + H,0 U — +
Ph)%/ 222 MeCN, rt., 24 h OH + H0
OH 4 equiv
59a 50b
Catalyst evaluation ---------------------oomoooooo oo
F F Se),
Se), Se), \©/
BU
A BT (50b, 66%)

(50b, 82%) (50b, 61%) ©/\Se)2
/©/SG)2 Se), (50b, 80%)
R \@/ O/Se)z

BV (R = 4-Me, 50b, 76%) F
W (R = 4-OMe, 50b, 56%)  BX BY
BW (R = 4-F, 50b, 64%)  (50b, 44%) (50b, 78%)

Scheme 63. Catalyst evaluation for the synthesis of carboxylic acid 50b [52].

Under optimal conditions, a variety of benzoin derivatives of 59 were applied as
substrates for the reaction. The method yielded the appropriate carboxylic acid 50, pro-
ducing seven products, with yields ranging from 72% to 78%. Overall, the compounds
containing EDGs (50a: p-Me, 85% and 50h: p-OMe, 88%) were slightly more effective in the



Molecules 2023, 28, 6614 41 of 50

reaction compared to the ones containing EWGs (50c: p-Cl, 76%; 50d: p-Br, 78%, and 50e:
p-E72%) (Scheme 64).

o) (0]
J\(R A (PhSe), (5 mol%) )J\
+ HyO H + HO
R 272 MeCN,rt, 24 h R=© 2
OH 4 equiv
59 50 (72-88%)
R = aryl, benzyl 7 products
Synthestsed ProduetS - - - ---ccm e oo
50a (85%) 50b (82%) 50c (76%) 50d (78%)
50e (72%) 50h (88%) 50n (80%)

Scheme 64. Synthesis of carboxylic acid 50 [52].

After some control experiments, the following mechanism was proposed (Scheme 65).
When diphenyl diselenide A is first oxidised with H,O;, it produces peroxide I, which
then produces organoselenium species II. H,O, easily converts benzoin 59 to compound
III in the presence of the diphenyl diselenide A catalyst. Oganoselenium intermediate IV
is produced by the nucleophilic addition of II to a carbonyl group of III. Following a C-C
bond cleavage reaction in intermediate IV, benzoic anhydride VI and benzeneseleninic
acid V are produced. While the benzoic anhydride VI is hydrated and generates the desired
product, 50, benzeneseleninic acid V is oxidised, promoting the regeneration of II of the
catalytic cycle.

H20,
(PhSe), —22~ [PhSe(0)0],0
A 1
H,0
H0 PhSe(0)OOH (PhSe)r @ <
Hzo2 R)K(
H,0, OH
59
PhSe(0)OH
v
‘o
R R
HO
puut °
R 07 "R v
i 1
o
R™ OOH
50

Scheme 65. Proposed mechanism for the synthesis of carboxylic acid 50.

Rangraz and co-workers [53] promoted the oxidation of oxime 57 to nitrile 2 by employ-
ing a new selenium-based catalyst. In order to create the novel organoselenium function-
alised SBA-15 BZ, diphenyl diselenide A was immobilised on Santa Barbara Amorphous-15
(SBA-15), which was previously functionalised with (3-aminopropyl) triethoxysilane. Af-
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ter the synthesis of catalyst BZ, the authors found (as the best reaction) the conditions
of 1 mmol of oxime 57, 0.02 g of catalyst BZ, and 2.45 equiv. of hydrogen peroxide in
acetonitrile for 10 h at 65 °C to be optimal. With the optimised conditions, 11 compounds
of 2 were produced in moderate to high yields using a variety of aldoximes, including
substrates with EWGs or EDGs and bulky groups. Furthermore, there was no significant
reduction in catalytic activity after using catalyst BZ for a minimum of four subsequent
cycles (Scheme 66). This is the first report described in this review that uses a heteroge-
neous catalyst supported on a magnetic material; moreover, it was efficiently used for four
recycles in the study carried out by the authors.
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R=0OMe, 90%) 29 (R=NO, 95%) 2 (96%)

2a ( CN
2b(R=NO, 96%)  2h (R = OH, 72%)
2¢ (R = F, 96%) {dreoycles for 2d :

2d ( :

2e (

@recycles for 2d
R=Cl, 95%)’a 31St (95%), ond (95%) 3 2k (83%)

R = Me, 86%) 3 (95%), 41" (95%) !

Scheme 66. Synthesis of nitrile 2 [53].

The proposed mechanism begins as the hydrogen peroxide is first used to produce
selenenic acid I, which is subsequently transformed into the appropriate selenenic anhy-
dride II. Afterwards, intermediate III is produced through the condensation of aldoxime
57 with selenenic anhydride II. Next, intermediate III easily converts into the stabilised
intermediate IV, which passes through a selenoxide syn-elimination to regenerate the
catalytic species I before eliminating nitrile 2 (Scheme 67).
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Scheme 67. Proposed mechanism for the synthesis of nitrile 2.
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In 2022, Wei and co-workers [54] developed the synthesis of a-keto acetal 61 from
the widely accessible terminal alkyne 60 and alcohol 15 by employing an electrochemical
method associated with selenium catalyst A. As a feature in this work, the effective combi-
nation of electrochemical oxidation and organic selenium catalysis easily avoided the need
for external chemical oxidants. This dual catalytic system produced a variety of the a-keto
acetals of 61 with moderate to good yields at r.t. A wide range of the substituted alkynes of
60 and aliphatic alcohols of 15 were suitable for the reaction, reaching 21 compounds of 61
with 51% to 95% yields (Scheme 68).

A (PhSe), (0.33 equiv) e}
Pt(+) | (-)Ti, 25 mA, 6 h 1
R/ . R'OH (+) [ O)Ti, 25 mA, R OR
Tf,O (0.50 equiv) OR!

60 15 "Bu,N(OAc) (0.50 equiv)

61 (51-95%)
21 products
Selected products - - - - - - - - -

/©)Krom RG)K( @){r @Af

61a (R=Me, 81%) 61f (R =OMe, 67%) 61j(R=F, 79%) 61m (R = Me, 87%)
61b (R = F, 79%) 61g(R F, 58%) 61k (R=Cl, 78%) 61n (R = Et, 64%)
61c (R=CI,68%) 61h (R=Cl,95%) 611 (R=Br, 75%) 610 (R = Pr, 70%)
61d (R = Br, 74%)  61i (R = Br, 60%)

61e (R = CN, 87%)

R = aryl; R" = alkyl

Scheme 68. Synthesis of a-keto acetal 61 [54].

The first step of the proposed mechanism is the selenium cation III being produced on
the anode by a SET from diphenyl diselenide A. Subsequently, intermediate I goes through
a Se-Se bond cleavage, generating radical II and electrophilic selenium species III. The
reaction of electrophilic selenium IIT with alkyne 60 promotes the formation of seleniranium
IV, which undergoes a nucleophilic addition of alcohol 15, forming intermediate V. Then,
intermediate V goes through a new sequence of formation with seleniranium VI, followed
by the nucleophilic addition of alcohol 15, generating intermediate VII. Lastly, a process
of alcoholysis is followed by hydrolysis, which leads to the formation of the final product,
61 (Scheme 69).
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Scheme 69. Proposed mechanism for the synthesis of a-keto acetal 61.
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The synthesis of nitroarene 63 through the oxidation of aniline 62 catalysed by se-
lenium in water, was developed by Tanini and co-workers in 2023 [55]. The developed
method employs 20 mol% of diphenyl diselenide A as the catalyst and a large amount
of HyO; (15 equiv.) as the oxidising agent in water for 3 h at r.t. Under the optimised
reaction conditions, a variety of the nitroarenes of 63 were readily synthesised, with a
yield ranging from 55% to 97% (Scheme 70). The Se-mediated approach worked well to
successfully convert aniline 62, containing both EDG and EWG substituents, with regard to
the respective substituted nitro-derivatives of 63.

777777777777777777777777777 NO,
Hp .
A (PhSe), (20 mol%) | N
‘ Mg HO, (15 equiv) 2
= H-O, rt, 3h 63 (55-97%)
62 10 products
R =H, Me, CI, F, NO,, SO,NH,, SO,Me, CH,0H
Synthesised products -------=----=-=-sssosososoooeoooooooooioooo
63a (R = H) NO, NO,
NO2 63 (R = 2-Me, 87%) o O
Xy, 63c (R =4-Me, 94%)
\/ ) 83d(R=2-Cl, 76%)
R 63e (R = 4-F, 64%) SO,Me

63f (R = 4-NO,, 73%) HO A
639 (R = 4-SO,NH,, 88%) 63h (97%) 63j(78%) 831 (55%)

Scheme 70. Synthesis of the nitrobenzene compounds of 61 [55].

The authors proposed the following mechanism. In the first step, hydrogen peroxide is
employed for oxidising diphenyl diselenide A, generating benzeneselenenic acid I, which
is subsequently oxidised to benzeneseleninic acid II (Scheme 71). Intermediate II is further
oxidised by H,O,, generating the expected peroxyselenurane III, which suffers a process
of dehydration to produce peroxybenzeneseleninic acid IV. In the second step of the
mechanism, an appropriate reaction of IV with aniline 62 generates hydroxylamine V,
which is subsequently oxidised again by IV to yield the dihydroxylamine compound VI.
After the acid-promoted water elimination of dihydroxylamine VI, nitroso intermediate
VII is obtained, which undergoes oxidation to generate the expected product, 63.

pathway | ,0 Q 20, i Q
PhSeSePh —— PhSeOH PhSeOH === PhSeOOH PhSeOOH
A 1 Il OH \%
I |
Q 0 Q
pathway Il PhSeOOH Ph&eOOH PhSeOOH
(v Ho (v OH  py (v 0
RNH; R-N, R-N, R-N R-N,
62 0 vt o wot -HO v © 0 63°
PhSeOH PhSeOH PhSeOH

Scheme 71. Proposed mechanism for the synthesis of the nitrobenzene compounds of 61.

2.4. Reactions Involving Phosphorous-Containing Starting Materials

The organoselenium catalysts are very versatile, with the ability to react with a plethora
of organic compounds. Substrates containing the phosphorus atom have been explored
under different protocols using small amounts of organoselenium catalysts.

Breder and co-workers, in 2018 [56], described the use of diphenyl diselenide A as a
catalyst to synthesise allylic phosphate 65 by the direct phosphatation of alkene 11 through
a single-step protocol, which uses inactivated hydrogen phosphate 64. In this protocol, a
wide range of the dialkyl hydrogen phosphates of 64, as well as acyclic or cyclic alkene 11,
were permitted when reacted in the presence of 10 mol% of diphenyl diselenide A as the
catalyst, 10 mol% of a photocatalyst, and 0.8 equiv. of Na,HPOy in DCE as the solvent, with
O, as the oxidant under hv (465 nm) and 4 A MS for 6 h. Under these conditions, the starting
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materials 64 and 11 were efficiently reacted, producing the target phosphate products of 65
(24 products) with yields ranging from moderate to excellent (31-95%) (Scheme 72).
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Scheme 72. Synthesis of allylic phosphate 65 [56].

In 2020, Arora and co-workers [57] reported the use of diaryl diselenide CA as a
catalyst in the Atherton-Todd reaction to perform a functionalisation of hydrophosphoryl
compounds through the reaction of starting materials containing phosphorus 66 with
nucleophiles 15, 55, 53, or 62. The authors performed a preliminary screening of different
diaryl diselenides, and the best result was obtained when Se-Cat CA was used (Scheme 73).
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Scheme 73. Functionalisation of hydrophosphoryl compounds via the Atherton—Todd reaction [57].

The protocol describes the reaction of phosphine oxide or H-phosphonate 66 with
amines 53 or 62 in the presence of 5 mol% 1,2-bis(3,5-bis(trifluoromethyl)phenyl) diselenide
CA as the catalyst and MeCN as the solvent at 60 °C. Under these conditions, several
phosphoramidate, phosphonamidate, and phosphinamide 69 compounds were obtained
(18) at moderate to excellent yields (36-98%). This approach was extended to phenols
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or alcohol 15 and thiophenol 55, but in these cases, it was necessary to use 5 mol% of
4-(dimethylamino)pyridine (DMAP) as the base. When phenols or alcohols 15 or 55 were
used as the starting materials, phosphate 67 (7 products) was obtained, whereas when
thiophenol 55 was used, the target phosphorothioate 68a was generated at an excellent
yield (99%) (Scheme 73).

The plausible mechanism described by the authors starts with the equilibrium of
Ry,P(O)—H 66 with compound I, which reacts with diselenide CA to produce R,P(O)—Se
intermediate II, as well as forming arylselenol III. Subsequently, phosphoryl selenide
intermediate II (previously formed) can undergo nucleophilic substitution with amines 53
or 62, alcohols, phenol 15, or thiophenol 55 to give the target products 67 (X = O), 68 (X =5),
and 69 (X = NH) and a new equivalent of arylselenol III, which, in the presence of air, is
reoxidised to regenerate the diaryl diselenide CA catalyst for a new cycle (Scheme 74).

CF3

R

e
R~ 1o X
\ H
xR 1R5(x—0)
67 (X=0) 53 or 62 (X = NH)
68 (X =S) 55 (X = S)
69 (X = NH)

Scheme 74. Proposed mechanism for the functionalisation of hydrophosphoryl compounds.

In 2021, Tang and co-workers [58] described a halogen- and transition metal-free
protocol for the synthesis of triaryl phosphite 71 through the reaction of phosphorus (P4)
70 with phenol 15 using diphenyl diselenide A as the catalyst. In this strategy, selenium
catalyst A reacted with P, to obtain the P-Se compound intermediate, which undergoes a
nucleophilic substitution with phenol 15 to form the target triaryl phosphite 71 (Scheme 75).

Tang’s protocol tolerated several of the phenols of 15 when reacted with P4 (in a
toluene solution), 25 mol% of K3POy as the base, 25 mol% of diphenyl diselenide A as the
catalyst, and dimethyl sulfoxide (DMSO) as the solvent at 60 °C for 4-6 h under an argon
atmosphere. Under these conditions, the target triaryl phosphites 71a-1 (12 compounds)
were obtained, with yields ranging from good to excellent (66-95%). The method was
efficient for several EDGs (Me, 'Bu, MeO, EtO, BnO, or MeS) bonded in the aromatic ring of
phenol 15. Similar results were obtained for 1-naphthalenol, 2-naphthalenol, and 4-phenyl
phenol; in these cases, the desired triaryl phosphites 71j, 71k, and 71h were obtained at
yields of 71% (6 h), 76% (6 h), and 66% (6 h), respectively. Phenol, as well as the phenol
substituted with an acetal group, was also used as a starting material, which produced
compounds 71e and 71i at yields of 88% (6 h) and 78% (5 h), respectively (Scheme 75).

The proposed mechanism for the synthesis of triaryl phosphite 71 starts with the
reaction of phenolates I (or a base) with diphenyl diselenide A to form anion PhSe™ II,
which yields the intermediate III after a reaction with P4 70. Intermediate III reacts with
diphenyl diselenide A to yield intermediate IV and regenerates anion II. Intermediate IV
(previously formed) undergoes a nucleophilic attack from phenol derivative 15 to obtain
intermediate VI and benzeneselenol V, which regenerate diphenyl diselenide A by proton-
coupled electron transfer (PCET). The target triaryl phosphite, 71, is formed after successive
reactions with intermediate VI (Scheme 76).
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Scheme 75. Synthesis of triaryl phosphite 71 [58].
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Scheme 76. Proposed mechanism for the synthesis of triaryl phosphite 71.

3. Conclusions

The expansive number of papers discussed in this review reflects the interest in the
use of diorganyl diselenides as catalysts. As described here, a range of several organic
compounds with molecular diversity and high complexity were prepared at good to
excellent yields. Diselenide shows chemical versatility, as reported in relation to the
mechanisms; sometimes, diselenide is combined with fluor compounds or other oxidants,
as well as LED irradiation and electrochemical conditions, among others. Interestingly,
some diselenides can promote regio-, diastereo- and enantioselective reactions, highlighting
the importance of their studies even more. Still, considerable efforts and improvements
must be conducted in this field, targeting new catalysts based on diselenides allied with
their new organic transformative applications. In this sense, we hope that this review
encourages the synthetic chemistry community to develop further studies regarding the
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role of diselenide as a catalyst in these reactions by looking for a proven mechanism, as
well as new conditions to promote the reaction with high efficiency.

Author Contributions: Conceptualisation, D.A.; methodology, A.M.B. and D.A.; writing—original
draft preparation, G.P.d.C., G.B.B. and A.M.B.; writing-review and editing, G.P.d.C., G.B.B.,, AM.B.
and D.A; supervision, D.A. All authors have read and agreed to the published version of the manuscript.

Funding: The authors are grateful for the financial support and scholarships from the Brazilian
agencies CNPq (Grant: 308015/2019-3) and FAPERGS (PqG: 21/2551-0002100-4). This study was
partially financed by the Coordenagao de Aperfeicoamento de Pessoal de Nivel Superior-Brasil
(CAPES)-Finance Code 001.

Institutional Review Board Statement: Not applicable.
Informed Consent Statement: Not applicable.

Conflicts of Interest: The authors declare no conflict of interest.

References

1.  Sager, M. Selenium in agriculture, food, and nutrition. Pure Appl. Chem. 2006, 78, 111-133. [CrossRef]

2. Rayman, M.P. Selenium and human health. Lancet 2012, 379, 1256-1268. [CrossRef] [PubMed]

3. Weekley, C.M.; Harris, H.H. Which form is that? The importance of selenium speciation and metabolism in the prevention and
treatment of disease. Chem. Soc. Rev. 2013, 42, 8870-8894. [CrossRef] [PubMed]

4. Mehdi, Y,; Hornick, J.-L.; Istasse, L.; Dufrasne, I. Selenium in the environment, metabolism and involvement in body functions.
Molecules 2013, 18, 3292-3311. [CrossRef]

5. Santi, C.; Tomassini, C.; Sancineto, L. Organic diselenides: Versatile reagents, precursors, and intriguing biologically active
compounds. Chimia 2017, 71, 592-595. [CrossRef]

6. Tiezza, M.D.; Ribaudo, G.; Orian, L. Organodiselenides: Organic catalysis and drug design learning from glutathione peroxidase.
Curr. Org. Chem. 2019, 23, 1381-1402. [CrossRef]

7. Kosti¢, M.D.; Divac, V.M. Diselenides and selenocyanates as versatile precursors for the synthesis of pharmaceutically relevant
compounds. Curr. Org. Synth. 2022, 19, 317-330. [CrossRef]

8. Lenardao, E.J.; Santi, C.; Sancineto, L. New Frontiers in Organoselenium Compounds, 1st ed.; Springer: Cham, Switzerland, 2018.

9. Sacramento, M.; Costa, G.P,; Barcellos, A.M.; Perin, G.; Lenardao, E.J.; Alves, D. Transition-metal-free C—S, C—Se, and C—Te
bond formation from organoboron compounds. Chem. Rec. 2021, 21, 2855-2879. [CrossRef]

10. Barcellos, A.M.; Sacramento, M.; da Costa, G.P; Perin, G.; Lenardao, E.J.; Alves, D. Organoboron compounds as versatile reagents
in the transition metal-catalyzed C-S, C-Se and C-Te bond formation. Coord. Chem. Rev. 2021, 442, 214012. [CrossRef]

11. Beletskaya, I.P.; Ananikov, V.P. Transition-metal-catalyzed C-S, C-Se, and C-Te bond formations via cross-coupling and atom-
economic addition reactions. Achievements and challenges. Chem. Rev. 2022, 122, 16110-16293. [CrossRef]

12.  Tanini, D.; Capperucci, A. Synthesis and applications of organic selenols. Adv. Synth. Catal. 2021, 363, 5360-5385. [CrossRef]

13. Baldassari, L.L.; Liidtke, D.S. Synthetic approaches to selenoesters. Chem. Eur. J. 2021, 27, 8656-8667. [CrossRef]

14. Cao, H,; Qian, R.; Yu, L. Selenium-catalyzed oxidation of alkenes: Insight into the mechanisms and developing trend. Catal. Sci.
Technol. 2020, 10, 3113-3121. [CrossRef]

15. Shao, L.; Li, Y;; Lu, J.; Jiang, X. Recent progress in selenium-catalyzed organic reactions. Org. Chem. Front. 2019, 6, 2999-3041.
[CrossRef]

16. Rathore, V.; Jose, C.; Kumar, S. Organoselenium small molecules as catalysts for the oxidative functionalization of organic
molecules. New . Chem. 2019, 43, 8852-8864. [CrossRef]

17.  Singh, EV,; Wirth, T. Selenium reagents as catalysts. Catal. Sci. Technol. 2019, 9, 1073-1091. [CrossRef]

18. Breder, A.; Depken, C. Light-driven single-electron transfer processes as an enabling principle in sulfur and selenium multicataly-
sis. Angew. Chem. Int. Ed. 2019, 58, 17130-17147. [CrossRef]

19. Orian, L.; Flohé, L. Selenium-catalyzed reduction of hydroperoxides in chemistry and biology. Antioxidants 2021, 10, 1560.
[CrossRef]

20. Liao, L.; Zhao, X. Modern organoselenium catalysis: Opportunities and challenges. Synlett 2021, 32, 1262-1268. [CrossRef]

21. Liao, L.; Zhao, X. Selenium-catalyzed Functionalization of Alkynes. Chem. Lett. 2021, 50, 1104-1113. [CrossRef]

22.  Santosh, G.; Shetgaonkar, S.E.; Singh, F.V. Recent advances in organoselenium catalysis. Curr. Org. Synth. 2022, 19, 393—413.
[CrossRef]

23. Ivanova, A.; Arsenyan, P. Rise of diselenides: Recent advances in the synthesis of heteroarylselenides. Coord. Chem. Rev. 2018,
370, 55-68. [CrossRef]

24. Martins, G.M.; Meirinho, A.G.; Ahmed, N.; Braga, A.L.; Mendes, S.R. Recent advances in electrochemical chalcogen (S/Se)-
functionalization of organic molecules. ChemElectroChem 2019, 6, 5928-5940. [CrossRef]

25. Silva, M.S,; Alves, D.; Hartwig, D.; Jacob, R.G.; Perin, G.; Lenardao, E.]J. Selenium-NMR spectroscopy in organic synthesis: From

structural characterization toward new investigations. Asian J. Org. Chem. 2021, 10, 91-128. [CrossRef]


https://doi.org/10.1351/pac200678010111
https://doi.org/10.1016/S0140-6736(11)61452-9
https://www.ncbi.nlm.nih.gov/pubmed/22381456
https://doi.org/10.1039/c3cs60272a
https://www.ncbi.nlm.nih.gov/pubmed/24030774
https://doi.org/10.3390/molecules18033292
https://doi.org/10.2533/chimia.2017.592
https://doi.org/10.2174/1385272822666180803123137
https://doi.org/10.2174/1570179418666210303113723
https://doi.org/10.1002/tcr.202100021
https://doi.org/10.1016/j.ccr.2021.214012
https://doi.org/10.1021/acs.chemrev.1c00836
https://doi.org/10.1002/adsc.202101147
https://doi.org/10.1002/chem.202005430
https://doi.org/10.1039/D0CY00400F
https://doi.org/10.1039/C9QO00620F
https://doi.org/10.1039/C9NJ00964G
https://doi.org/10.1039/C8CY02274G
https://doi.org/10.1002/anie.201812486
https://doi.org/10.3390/antiox10101560
https://doi.org/10.1055/a-1506-5532
https://doi.org/10.1246/cl.210065
https://doi.org/10.2174/1570179419666220211102602
https://doi.org/10.1016/j.ccr.2018.05.015
https://doi.org/10.1002/celc.201901525
https://doi.org/10.1002/ajoc.202000582

Molecules 2023, 28, 6614 49 of 50

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

51.

52.

53.

Rafique, J.; Rampon, D.S.; Azeredo, J.B.; Coelho, EL.; Schneider, PH.; Braga, A.L. Light-mediated seleno-functionalization of
organic molecules: Recent advances. Chem. Rec. 2021, 21, 2739-2761. [CrossRef]

Azeredo, ].B.; Penteado, F.; Nascimento, V.; Sancineto, L.; Braga, A.L.; Lenardao, E.J.; Santi, C. “Green is the color”: An update on
ecofriendly aspects of organoselenium chemistry. Molecules 2022, 27, 1597. [CrossRef]

Liao, L.; Zhang, H.; Zhao, X. Selenium-m-acid catalyzed oxidative functionalization of alkynes: Facile access to ynones and
multisubstituted oxazoles. ACS Catal. 2018, 8, 6745-6750. [CrossRef]

Rode, K.; Palomba, M.; Ortgies, S.; Rieger, R.; Breder, A. Aerobic allylation of alcohols with non-activated alkenes enabled by
light-driven selenium-rt-acid catalysis. Synthesis 2018, 50, 3875-3885. [CrossRef]

Krétzschmar, F; Ortgies, S.; Willing, R.Y.N.; Breder, A. Rational design of chiral selenium-m-acid catalysts. Catalysts 2019, 9, 153.
[CrossRef]

Tao, Z.; Gilbert, B.B.; Denmark, S.E. Catalytic, enantioselective syn-diamination of alkenes. |. Am. Chem. Soc. 2019, 141,
19161-19170. [CrossRef]

Otsukaa, Y.; Shimazaki, Y.; Nagaoka, H.; Maruoka, K.; Hashimoto, T. Scalable synthesis of a chiral selenium 7-acid catalyst and
its use in enantioselective iminolactonization of {3, y-unsaturated amides. Synlett 2019, 30, 1679-1682. [CrossRef]

Wang, X.Y.,; Zhang, Q.B.; Jin, X.L.; Wu, L.Z,; Liu, Q. Preparation of oxazole acetals from N-propargylamides enabled by
visible-light-promoted selenium-m-acid catalysis. ChemPhotoChem 2021, 5, 240-244. [CrossRef]

Mumford, E.M.; Hemric, B.N.; Denmark, S.E. Catalytic, enantioselective syn-oxyamination of alkenes. J. Am. Chem. Soc. 2021, 143,
13408-13417. [CrossRef] [PubMed]

Wang, L.-W.; Feng, Y.-F; Lin, H.-M.; Tang, H.-T.; Pan, Y.-M. Electrochemically enabled selenium catalytic synthesis of 2,1-
benzoxazoles from o-nitrophenylacetylenes. J. Org. Chem. 2021, 86, 16121-16127. [CrossRef] [PubMed]

Zeng, S.; Fang, S.; Cai, H.; Wang, D.; Liu, W.; Hu, X; Sun, P,; Ruan, Z. Selenium-electrocatalytic cyclization of 2-vinylanilides
towards indoles of peptide labeling. Chem Asian J. 2022, 17, €202200762. [CrossRef]

Zhang, J.-Q.; Shen, C.; Shuai, S.; Fang, L.; Hu, D.; Wang, J.; Zhou, Y.; Ni, B.; Ren, H. Electrochemical selenium-catalyzed
N,O-difunctionalization of ynamides: Access to polysubstituted oxazoles. Org. Lett. 2022, 24, 9419-9424. [CrossRef]

Miiller, K.A.; Nagel, C.H.; Breder, A. Synthesis of 1,3-dioxan-2-ones by photo-aerobic selenium-m-acid multicatalysis. Eur. J. Org.
Chem. 2023, 26, €202201180. [CrossRef]

Baidya, M.; Dutta, J.; Sarkar, S.D. Electrochemical organoselenium catalysis for the selective activation of alkynes: Easy access to
carbonyl-pyrroles/oxazoles from N-propargyl enamines/amides. Org. Lett. 2023, 25, 3812-3817. [CrossRef]

Guo, R;; Huang, J.; Zhao, X. Organoselenium-catalyzed oxidative allylic fluorination with electrophilic N-F reagent. ACS Catal.
2018, 8, 926-930. [CrossRef]

Gilbert, B.B.; Eey, S.T.-C.; Ryabchuk, P.; Garry, O.; Denmark, S.E. Organoselenium-catalyzed enantioselective syn-dichlorination
of unbiased alkenes. Tetrahedron 2019, 75, 4086—4098. [CrossRef]

Toledano-Pinedo, M.; Campo, T.M.; Tiemblo, M.; Fernandez, I.; Almendros, P. Organoseleno-catalyzed synthesis of «,[3-
unsaturated o’-alkoxy ketones from allenes Enabled by Se---O interactions. Org. Lett. 2020, 22, 3979-3984. [CrossRef]

Wang, X.; Wang, Q.; Xue, Y.; Sun, K,; Wu, L.; Zhang, B. An organoselenium-catalyzed N1- and N2-selective aza-Wacker reaction
of alkenes with benzotriazoles. Chem. Commun. 2020, 56, 4436—4439. [CrossRef] [PubMed]

Tan, Z.; Xiang, F; Xu, K.; Zeng, C. Electrochemical organoselenium-catalyzed intermolecular hydroazolylation of alkenes with
low catalyst loadings. Org. Lett. 2022, 24, 5345-5350. [CrossRef] [PubMed]

de Carvalho, R.L.; Jardim, G.A.M.; Santos, A.C.C.; Araujo, M.H.; Oliveira, WX.C.; Bombaga, A.C.S.; Menna-Barreto, R.ES;
Gopi, E.; Gravel, E.; Doris, E.; et al. Combination of aryl diselenides/hydrogen peroxide and carbon-nanotube/rhodium
nanohybrids for naphthol oxidation: An efficient route towards trypanocidal quinones. Chem. Eur. J. 2018, 24, 15227-15235.
[CrossRef]

Rangraz, Y.; Nemati, F.; Elhampour, A. Diphenyl diselenide immobilized on magnetic nanoparticles: A novel and retrievable
heterogeneous catalyst in the oxidation of aldehydes under mild and green conditions. J. Colloid Interface Sci. 2018, 509, 485-494.
[CrossRef] [PubMed]

Wei, W.; Cui, H.; Yue, H.; Yang, D. Visible-light-enabled oxyazidation of alkenes leading to «x-azidoketones in air. Green Chem.
2018, 20, 3197-3202. [CrossRef]

Akondi, S.M.; Gangireddy, P,; Pickel, T.C.; Liebeskind, L.S. Aerobic, diselenide-catalyzed redox dehydration: Amides and
peptides. Org. Lett. 2018, 20, 538-541. [CrossRef]

Handoko; Satishkumar, S.; Panigrahi, N.R.; Arora, P.S. Rational design of an organocatalyst for peptide bond formation. J. Am.
Chem. Soc. 2019, 141, 15977-15985. [CrossRef]

Rathore, V.,; Upadhyay, A.; Kumar, S. An organodiselenide with dual mimic function of sulfhydryl oxidases and glutathione
peroxidases: Aerial oxidation of organothiols to organodisulfides. Org. Lett. 2018, 20, 6274-6278. [CrossRef]

Chen, C.; Zhang, X.; Cao, H.; Wang, E; Yu, L.; Xu, Q. Iron-enabled utilization of air as the terminal oxidant leading to aerobic
oxidative deoximation by organoselenium catalysis. Adv. Synth. Catal. 2019, 361, 603-610. [CrossRef]

Cao, H.; Chen, T,; Yang, C.; Ye, J.; Zhang, X. Diphenyl diselenide catalyzed oxidative degradation of benzoin to benzoic Acid.
Synlett 2019, 30, 1683-1687. [CrossRef]

Bigdelo, M.; Nemati, F.; Rangraz, Y. Organoselenium functionalized SBA-15 as a new catalyst for the cyanide-free conversion of
oximes to nitriles. BMC Chem. 2022, 16, 99. [CrossRef]


https://doi.org/10.1002/tcr.202100006
https://doi.org/10.3390/molecules27051597
https://doi.org/10.1021/acscatal.8b01595
https://doi.org/10.1055/s-0037-1609938
https://doi.org/10.3390/catal9020153
https://doi.org/10.1021/jacs.9b11261
https://doi.org/10.1055/s-0039-1690109
https://doi.org/10.1002/cptc.202000239
https://doi.org/10.1021/jacs.1c06750
https://www.ncbi.nlm.nih.gov/pubmed/34375090
https://doi.org/10.1021/acs.joc.1c00012
https://www.ncbi.nlm.nih.gov/pubmed/33599123
https://doi.org/10.1002/asia.202200762
https://doi.org/10.1021/acs.orglett.2c03811
https://doi.org/10.1002/ejoc.202201180
https://doi.org/10.1021/acs.orglett.3c01355
https://doi.org/10.1021/acscatal.7b03829
https://doi.org/10.1016/j.tet.2019.05.054
https://doi.org/10.1021/acs.orglett.0c01288
https://doi.org/10.1039/D0CC01079K
https://www.ncbi.nlm.nih.gov/pubmed/32195484
https://doi.org/10.1021/acs.orglett.2c01983
https://www.ncbi.nlm.nih.gov/pubmed/35852836
https://doi.org/10.1002/chem.201802773
https://doi.org/10.1016/j.jcis.2017.09.034
https://www.ncbi.nlm.nih.gov/pubmed/28923746
https://doi.org/10.1039/C8GC01245H
https://doi.org/10.1021/acs.orglett.7b03620
https://doi.org/10.1021/jacs.9b07742
https://doi.org/10.1021/acs.orglett.8b02756
https://doi.org/10.1002/adsc.201801163
https://doi.org/10.1055/s-0037-1611761
https://doi.org/10.1186/s13065-022-00899-7

Molecules 2023, 28, 6614 50 of 50

54.

55.

56.

57.

58.

Ding, D.; Xu, L.; Wei, Y. The synthesis of x-keto acetals from terminal alkynes and alcohols via synergistic interaction of
organoselenium catalysis and electrochemical oxidation. J. Org. Chem. 2022, 87, 4912-4917. [CrossRef]

Capperucci, A.; Dalia, C.; Cenni, A ; Tanini, D. Synthesis of nitroarenes and azoxyarenes through the selenium-mediated on water
oxidation of aryl amines. Phosphorus Sulfur Silicon Relat. Elem. 2023, 198, 526-531. [CrossRef]

Depken, C.; Kratzschmar, F.; Rieger, R.; Rode, K.; Breder, A. Photocatalytic aerobic phosphatation of alkenes. Angew. Chem. Int.
Ed. 2018, 57, 2459-2463. [CrossRef] [PubMed]

Handoko; Benslimane, Z.; Arora, P.S. Diselenide-mediated catalytic functionalization of hydrophosphoryl Compounds. Org. Lett.
2020, 22, 5811-5816. [CrossRef] [PubMed]

Zhang, Y.; Cai, Z.; Chi, Y.; Zeng, X.; Chen, S; Liu, Y.,; Tang, G.; Zhao, Y. Diphenyl diselenide-catalyzed synthesis of triaryl
phosphites and triaryl phosphates from white phosphorus. Org. Lett. 2021, 23, 5158-5163. [CrossRef]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.


https://doi.org/10.1021/acs.joc.1c02681
https://doi.org/10.1080/10426507.2023.2166044
https://doi.org/10.1002/anie.201711599
https://www.ncbi.nlm.nih.gov/pubmed/29220108
https://doi.org/10.1021/acs.orglett.0c01858
https://www.ncbi.nlm.nih.gov/pubmed/32672974
https://doi.org/10.1021/acs.orglett.1c01695

	Introduction 
	Application of Diorganyl Diselenide as a Catalyst 
	Cyclisation Reactions 
	Addition and Oxidative Functionalisation Reactions 
	Oxidation and Reduction Reactions 
	Reactions Involving Phosphorous-Containing Starting Materials 

	Conclusions 
	References

