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ABSTRACT: A visible-light-mediated radical tandem cyclization of ortho-isocyano-a-bromo cinnamates to 2-substituted
indole-3-glyoxylates is achieved by formation of both C—C/C—S and C—O bonds. The reaction proceeds through a hitherto
unprecedented bromine- or methoxy-group-promoted umpolung back electron transfer from an a-carbonyl radical to the
photocatalyst. This method allows preparation of diverse 2-arylated or 2-thioarylated indole-3-glyoxylates. The glyoxylate group
installed in the products can be utilized for several biologically relevant manipulations.

Nitrogen—containing heterocyclic compounds, and in
particular indoles, are prevalent structures in many
natural alkaloids and biologically important pharmacophores.'
Among them, 2-(2-phenyl-1H-indol-3-yl)acetic acids represent
a prominent subclass, which exhibit a wide range of biological
activities.” The importance of these molecules is reflected in
the number of synthetic methods developed over the past
years,” and especially o-alkenylarylisonitriles have been popular
precursors for construction of the indol-3-acetic acid frame-
work.* Related to our work described here, Fukuyama et al.
disclosed a BujSnH-mediated radical reaction of o-alkenylar-
ylisonitriles to synthesize 2-stannylated indole derivatives
(Figure 1a).” This method has gained much attention, being
manifested in several indole-based natural product syntheses.
Later, Chatani et al. developed a tin-free, copper-catalyzed
method to synthesize 2-borylated derivatives (Figure la).”
Both methods subsequently allow a palladium-mediated
coupling to attain 2-substituted indoles. Very recently, Jamison
and co-workers developed a copper-catalyzed method to
cyclize 1 with arylboronic acids to obtain the corresponding
2-arylated indole derivatives.®

Visible-light photocatalysis’ has emerged as a powerful tool
for the generation of radicals and thus might provide an
alternative to achieve the title reaction in a step economic way
without the need to use stoichiometric amounts of boron or tin
reagents. Radical addition onto 1 followed by S5-exo-trig
cyclization provides an a-carbonyl radical intermediate A
(Figure 1b, c), which can be easily reduced to its enolate’
(Figure lc, path B). Very recently, this pathway has been
demonstrated with the cyclization of 1 induced by visible-light-
mediated generation of P-radicals utilizing a reductive
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quenching cycle of a ruthenium-based photocatalyst.'' In
contrast, the radical intermediate A is difficult to oxidize
(Figure 1c, Path A, E° = +1.85 V vs SCE)"* due to the
generation of a positive charge adjacent to the carbonyl group.
The latter, however, is necessary when radicals are generated
by the commonly encountered oxidative quenching cycle of a
photocatalyst to keep the catalytic photoredox system alive.
A suitable modification of the cinnamyl ester group could
allow such an umpolung in a photoredox process. Thus,
moving to the readily available @-bromo cinnamates 2a, we
questioned if the extra bromo group introduced might allow
oxidation (umpolung electron transfer) of radical A by altering
its redox potential and/or stabilizing the carbocation formed
next to the carbonyl center to complete the photoredox cycle.
Thus, we envisioned that the synthesis of indol-3-glyoxylates
should become directly possible, generating a moiety which
has been proven to be versatile for the generation of a great
variety of functional groups13 (diols, amino alcohols, amino
acids; Figure S4, Supporting Information (SI)) that would be
useful for the synthesis of various indole-based bioactive
compounds. Especially maleimide derivatives are readily
accessible from indol-3-glyoxylates, which have several bio-
logical activities viz. cyclin D1/CDK4,'* Angiogenisis,15
Protein Kinase C,'® and Mdm? inhibition properties.17
Given that a-bromo cinnamates are capable substrates
themselves in accepting electrons in a visible-light-mediated
photoredox process (e.g, E.q (2a) = —1.33 V vs SCE),"* the
redox potentials of an external radical generated by an SET
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Figure 1. Previous known methods for indole synthesis from o-
alkenylaryl isonitriles and present method.

must be carefully matched. Thus, we have initially chosen aryl
diazonium salts as aryl radical precursors with a relatively low
reduction potential (E,.q = —0.03 to —0.5 V vs SCE),"” which
can be reduced by many common photocatalysts.

Indeed, treatmg 2a with 4-fluorophenyl diazonium tetra-
fluoroborate®® in the presence of various common photoredox
catalysts (1 mol %, Table 1, entries 1—6) and H,O as a
terminal nucleophile resulted in the complete consumption of
the starting material after 12 h, and 2-(4-fluorophenyl)-indole-
3-glyoxylate (3a) was obtained. [Ir{dF(CF;)ppy},(dtbbpy)]-
PF6 (EIr(IV)/Ir(III)* =—0.89 Vs SCE, EIr(III)/Ir(IV) =+1.69 V vs
SCE; dF(CF;)ppy = 2-(2,4-difluorophenyl)-5-trifluoromethyl-
pyridine, dtb-bpy = 4,4’-di-tert-butyl-2,2'-dipyridyl; Table 1,
entry 6) performed best, giving rise to 3a in 66% isolated yield,
which is attributed to its high oxidation potential necessary to
achieve the oxidation of an a-carbonyl radical intermediate of
type A (Figure 1b,c). It is noteworthy that the reaction also
proceeds without a photocatalyst, albeit with significantly
reduced yield, suggesting that the reaction can also be carried
on via a radical chain process (Table 1, entry 11). Attempts to
increase the reaction yield by varying the amount of diazonium
salt, water or replacing the latter by alcohols to avoid
hydrolysis of the isontrile that was observed as a competing
process were not successful (Table S2, Supporting Informa-
tion).

With the optimized reaction conditions in hand, we explored
the substrate scope: a variety of substituted isonitriles (2a—f)
could be transformed into the corresponding indole deriva-
tives. Both electron-withdrawing and -donating groups
containing aryl diazonium salts reacted smoothly with 2 to

Table 1. Optimization of Reaction Conditions”

Br COOEt EtOOC
| Photocatalyst o
4-F-CgH4N,BF 4 Q { Q i
NG Hy0, DMF, LEDys5 N

12 h, Ny atm
2a 3a
entry catalyst yield (%)
1v Eosin Y 37
2 [Ir{(dtbbpy) (ppy),} PFs 41
3 [Ru(bpy);CL,] 38
40 [Cu(dap),]Cl 21
5 Ir(ppy)s 2
6 [1r{dF(CF;)ppy},(dtbbpy) ]PF, 69 (66°)
77 [1r{dF(CF;)ppy}.(dtbbpy) |PFs ND
8° [1r{dF(CF;)ppy},(dtbbpy) ]PF, 25
9 [1r{dF(CF;)ppy},(dtbbpy) JPF, 28
10¢ [1r{dF(CF;)ppy},(dtbbpy) ]PF, 36
11 No catalyst 29

“Reaction conditions: 2a (0.25 mmol), photocatalyst (1 mol %),
aryldiazonium salt (2 equiv), H,O (2 equiv), irradiation at 455 nm for
12 h; NMR vyields with diphenylmethane s an internal standard.
PIrradiation at 530 nm. “Isolated yield. “No light. “1 equiv of
aryldiazonium salt. /No water added. 21 equiv of H,O. ND: not
detected.

produce diverse arylated indole derivatives 3a—t (Scheme 1),
which were confirmed by NMR and MS data and further by
the X-ray structure of 3b.

Scheme 1. Arylation Substrate Scope”
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“Reaction conditions: see Table 1, isolated yields.

To extend the scope of this reactlon, thiyl radicals, generated
from the corresponding disulfides,”" underwent the analogous
reaction with 2a—f to provide 2-aryllthio-indole-3-glyoxylates
4a—h (Scheme 2). This transformation is oxygen sensitive.
Proper degassing is required to avoid the formation of 3-
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bromo-2-quinolones as a side product (Scheme S3, Supporting

Information).

Scheme 2. Aryl Thiiyl Substrate Scope”
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“Reaction conditions: 2a—f (0.25 mmol), diaryl disulfide (2 equiv),
H,0 (2 equiv), and irradiation at 455 nm for 48 h, isolated yields.

Besides many transformations known for the functionaliza-
tion of indole-3-glyoxylates'>™"” (Figure S4, Supporting
Information), the selective reduction of this moiety is possible
as demonstrated for derivatives 3a and 3h, thus bridging
glyoxylates 3 to the likewise medicinally important 2-(2-
phenyl-1H-indol-3-yl)acetic acids of type § (Scheme 3a). The
exhaustive reduction of 3h with LiAlH, provided alcohol 6 in
69% yield (Scheme 3a), which can be converted into
differently functionalized furoindolines 7.**

Indole-3-glyoxylamide derivatives are well-known ligands for
peripheral benzodiazepine receptor (translocator protein) at
nanomolar/subnanomolar concentrations and stimulators for
steroid biosynthesis in rat C glioma cells.”> Aiming for the
synthesis of a representative member of this compound class,
we converted the carboxylic ester in 8 to an amide 11 via the
carboxylic acid 9, which unexpectedly was accompanied by an
exchange of Br for OMe (Scheme 3b). Alternatively, 9 was
synthesized in three steps from ortho-nitrotoluene on a 10 g
scale, avoiding the use of ethyl bromoacetate, which is a potent
lacrymator (see SI). Gratifyingly, the methoxy group can take
the role of bromo, and thus, the photocyclization of 11 with 4-
fluorobenzenediazonium tetrafluoroborate under optimized
conditions previously established furnished 12 in 50% yield
on a 2.5 mmol scale (Scheme 3b). Likewise, the photoreaction
of 11 with PhSSPh to 13a proceeded smoothly, but in this case
13b was identified as a byproduct, which arises by H atom
transfer from the radical intermediate II (Scheme 4).

A plausible mechanism for the reaction can be proposed
(Scheme 4) in agreement with control experiments that were
carried out. Upon excitation of the iridium photocatalyst by
visible light, an electron transfer to the radical precursor (aryl
diazonium salt or diaryl disulfide) occurs to generate a radical
R':, which adds onto the isonitrile (2a or 10) to produce
imidoyl radical 1”* The imidoyl radical then undergoes a 5-

Scheme 3. Functionalization of Indole 3-Glyoxylate
Derivatives and Application in Synthesis Benzodiazepine
Receptor Ligand

a) Reduction of Indole 3-glyoxylic acid derivatives
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exo-trig cycllzatlon to produce intermediate II, ie., an a-
carbonyl radical.”® In general radicals next to a carbonyl center
(E° = +1.85 V vs SCE) resist oxidation; however, the
tactically introduced bromo or methoxy group can now reverse
the electron flow (umpolung), thereby closing the photoredox
cycle.

When the reaction was performed between compound 1,>°
having no bromine group in the cinnamate moiety, and p-tolyl
disulfide, only the formation of 14a and 14b occurred in minor
amounts (Scheme Sa and Figure S3, Supporting Information),

DOI: 10.1021/acs.orglett.8002725
Org. Lett. XXXX, XXX, XXX—XXX


http://pubs.acs.org/doi/suppl/10.1021/acs.orglett.8b02725/suppl_file/ol8b02725_si_001.pdf
http://pubs.acs.org/doi/suppl/10.1021/acs.orglett.8b02725/suppl_file/ol8b02725_si_001.pdf
http://pubs.acs.org/doi/suppl/10.1021/acs.orglett.8b02725/suppl_file/ol8b02725_si_001.pdf
http://pubs.acs.org/doi/suppl/10.1021/acs.orglett.8b02725/suppl_file/ol8b02725_si_001.pdf
http://pubs.acs.org/doi/suppl/10.1021/acs.orglett.8b02725/suppl_file/ol8b02725_si_001.pdf
http://pubs.acs.org/doi/suppl/10.1021/acs.orglett.8b02725/suppl_file/ol8b02725_si_001.pdf
http://dx.doi.org/10.1021/acs.orglett.8b02725

Organic Letters

Scheme 5. Mechanistic and Control Experiments

a) Control experiment with no alpha-bromo group

o
COOEt [I{dF(CF3)ppy}o(dtobpy)]PFe °
‘ (1 mol %) N ™ o o
B S, + ( o™
N o

p-tolyl disulfide (2 equiv) H

DMF, H,0 (2 equiv), 48 h NS

NC

LEDyss O NH \Q
1

14a 14b

m/z = 325.1136
found by HRMS

m/z = 635.2038
found by HRMS

b) 180 labelled experiment with H,'80

Br.__COOEt  + -
| N2BFs  [I{dF(CF)ppyla(dibbpy)PFs  E1OOC 451
(1 mol %)

+ _ A
[ I\ NG @ H,'80 (2 equiv)

) DMF, 12 h, LEDys5 N

2a (2 equiv) 3h. 55%
miz = 295.1094

found by HRMS

again proving that the role of the bromo group in the back
electron transfer process to the catalyst or to substrate serving
as the radical precursor is crucial. HRMS of the product 3h
formed with '*O enriched water (Scheme Sb and Figure S2,
Supporting Information) showed a high level (>50%) of
incorporation of '*O in to the product, confirming that the
resulting radical II is oxidized to carbocation III and
subsequently trapped with H,O. Successive elimination of
H* and HBr followed by tautomerization via intermediate IV
results in formation of the product. We assume that the
oxidation of II to III is more facile for the bromo containing
starting materials 2 compared to methoxy compound 11 since
a reduced product such as 13b formed by H-abstraction
(PhSH as H-donor via PhSSPh — PhS- + PhS™ — PhSH) is
not observed in the sequence of 2 to 4 (Scheme 2).

In conclusion, we have developed a photoredox-mediated
radical process to synthesize 2-aryl or 2-phenylthio-indole-
ethyl-3-glyoxylates. We propose that a bromine-/methoxy-
group-promoted umpolung electron transfer from an a-
carbonyl radical (oxidation) to the photocatalyst or to the
radical precursor is the driving force for the reaction to occur.
The present method shows a uniquely different method for the
utilization of vinyl bromides in photoredox catalysis beyond
the generation of vinyl radicals. The synthesized derivatives are
important building blocks for many natural products and
pharmaceutically important compounds. The glyoxylate func-
tional group can be utilized for further manipulations to install
different groups onto the indole core.
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