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Abstract — In previous work, controlled C-H activation and catalytic Heck
reaction at the 2-position of indole was demonstrated. This was achieved by
means of a N-(2-pyridylmethyl) directing group. In the course of extending the
initial  observations it was  discovered that the corresponding
N-(I-isoquinolylmethyl)indole derivative was prone to a further oxidative Heck
reaction giving rise to a 2,7-disubstituted product, which was characterised by
NMR and X-ray analysis. The parent pyridine showed no tendency for a second
substitution reaction at the indole 7-position, but the related N-(2-quinolylmethyl)
derivative did. In the case of the corresponding 6-methylphenanthridinyl

derivative, a novel oxidative C-C cleavage reaction was observed.

Catalytic C-H activation/coupling reactions afford the means of introducing a range of substituents into
aromatic and heterocyclic compounds under milder conditions than traditional substitution protocols.'
For this reason the field has been extensively studied in recent years, and palladium catalysts have played
a paramount role.” In the case of indole, the 3-position is normally far more reactive than the 2-position
to electrophilic activation, which is in turn far more reactive than sites in the 6-membered ring.’ The
special position of 2-substituted indoles as “privileged” structures in medicinal chemistry,’ has provided
a focus for C-H activation chemistry. For preformed indoles, the reactions employed include arylation,’
borylation,® and alkenylation.” In the last-named area directed’”® and non-directed” oxidative Heck
reactions have been demonstrated, following early work by Fujiwara and Moritani.® In a very recent

publication, the utilisation of an N-(2-pyridinesulfonyl) directing group provides an entry for a wide
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range of 2-substituted indoles, and the directing group is readily removed.”” A carboxyl group at the
3-position of indole may direct reaction to the 2-position.” The procedures available for catalytic

activation of indole alkenylation at the 2-position are summarised in Scheme 1 below.

X Pd(ll), co-oxidant R' ref 7a; X = H, R = 2-pyridylmethyl;
AN A\ / ref 7b X=H, R = H, acid-promoted;
N N ref 7¢c, X = H, R= 2-pyridylsulfonyl;

3 J R 3 ref 7d, X = CO,H, R = alkyl, aryl.

Scheme 1. Existing methods for catalysed C-H activation of indole at the 2-position, with ensuing alkene
formation (mainly from electrophilic alkenes). For ref 7a, R’ = CO,Me, 1 -> 2.

Variation of the heterocyclic directing group was examined in the course of further exploration of the
catalytic reaction. In our earlier work shown in Scheme 1, it was noted that species capable of forming a
stable palladacycle were inactive towards alkenylation.” For this reason, initial efforts were concentrated
on direct analogues of N-(2-pyridylmethyl)indole 1; the 1-isoquinolyl derivative 3 was examined first. "’
The reported conditions were applied to the reaction, and the extent of product formation followed by
NMR. As expected, a new peak appears at 6.6 ppm (J,; 15.5 Hz), assigned to C2’ of the new alkene 4,
and the reaction occurs with comparable facility to that of compound 1. As the reaction proceeded
however, a further peak was observed in the alkene region of the 'H NMR spectrum that grew over time
(d 6.15 ppm, J,;; 15.5 Hz) ultimately at the expense of the initial product 4. It was also seen that formation
of the second product 5§ was facilitated under more forcing conditions, and its proportion was higher as
the catalyst:substrate ratio was increased. Both NMR and MS evidence intimated that the second product

was derived by double alkenylation.

A\ 10% Pd(OAc), |\ \_coMe
N Cu(OAc), S ~N

Ney, —————————> °NFg N o o - N<
\ 1,4 dioxane, AcOH 2 \
V4 70°C CO,Me /7
Z>co,Me

Scheme 2. Initial experiments for which the second alkenylation product was observed in situ, as up to
40% of the total product.
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By isolating the initial product 4 (44% yield) and subjecting it to a second cycle of the oxidative Heck
procedure, it proved possible to obtain a pure sample of compound 5, isolated in 26% yield after flash
chromatography.'' The comparative 'H nOe experiments indicated that both of the alkenyl groups in
compound 5 were in proximity to the N-methylene group (Figure 1a), indicating 2- and 7-disubstitution.
This was confirmed by recrystallisation of a sample of the new product by slow diffusion of pentane into
a solution of the compound in chloroform, which gave X-ray quality yellow crystals. The structure is

shown in Figure 1b."
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Figure 1. (a) The key intramolecular contacts to N-CH, in compound §, arising from a 2D-NOESY
spectrum in CDCl;; (b) the X-ray crystal structure of compound S.

With the disubstituted compound S fully characterised it was of interest to see whether this reaction
pathway was a more general one. Compound 2 from the original experiments was re-reacted under
moderately forcing conditions (4 eq. methyl acrylate, 4 eq. Cu(OAc),, 10 mol% Pd(OAc),, AcOH,
dioxane, 70 °C) but no new product was observed after three days. The related reactant
2-((1H-indol-1-yl)methyl)quinoline 6 was prepared, and subjected to the standard conditions for an
oxidative Heck reaction with methyl acrylate. Reaction occurred smoothly and the monosubstitution
product 7 was isolated in 53% yield. At that stage disubstitution was not evident, and hence the product
was subjected again to the reaction conditions with fresh reagents for several days. A new product was
indeed isolable but in just 6% yield. Structure 8 was confirmed by standard means, augmented by a
NOESY experiment that showed the expected characteristic features associated with 2,7-disubstitution

(Scheme 3).

10% Pd(OAc),

N
@ Cu(OAc), WCOZMe as before N / CO,Me
N 1,4 dioxane, AcOH N N

N< 70°C N= ( ')N

=
Z>Co,Me 7 |

Scheme 3. Easy monosubstitution and difficult disubstitution in the 2-quinolylmethyl series.
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Since the main drawback in the existing methodology is the lack of a method for removal of the directing
group, use of a phenanthridine was considered. This might be expected to be more prone to oxidative
reactions that regenerated the indole product with a free N-H group.” The reactant 9 was prepared as
before and subjected to the standard alkenylation conditions (Scheme 4). Tlc analysis of the reaction
mixture indicated several products, two in particular being isolated in low yield. The only Heck product
obtained was the parent compound 10, together with small quantities of an oxidation product 11 derived
from reactant 9. Subjecting the reactant 9 to the same conditions in the absence of methyl acrylate did not
lead to cleavage of the indole N-substituent.

10% Pd(OAc),
Cu(OAc),

1,4 dioxane, AcOH
70°C*
Z>C0o,Me

9 10 16% (inter alia) 11 2%

Scheme 4. Alkenylation accompanied by oxidative cleavage in the phenanthridine series.

Finally, direct access to a 7-substituted indole was attempted by blocking the 2-position through silylation,
since both catalytic and non-catalytic approaches to functionalise the 7-position are precedented." This
first involved synthesis of the known compound 12." The silyl compound was subjected to the
conditions of the oxidative Heck reaction, and the product of 2—alkenylation 13 isolated in 70% yield.
This was compared directly with the literature data for compound 13 and its 3-substituted isomer 14,
demonstrating that the reaction is regiospecific. Several examples of catalytic replacement of an arylsilyl
group by an alkene have recently been reported.'” In those cases, a directing group was required to
facilitate the reaction, and a palladacyclic intermediate is involved. It seems that the highly nucleophilic
indole ring can undergo a direct electrophilc aromatic substitution by a charged Pd reagent to form a
2-palladated intermediate - the cation also being p-silyl stabilised - that then follows a conventional path

to the alkenylated product.

CO,Me
10% Pd(OAC), N
Cu(OAc CO,Me
N 1,4 dioxane, AcOH N N
H 70°C H 70% H
12 Z>C0,Me 13 14 (not observed)

Scheme 5. Alkenylation through silyl-displacement, under mild conditions.
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Why should efficient access to the disubstitution pathway be confined to the isoquinolyl derivative 3?
The possibility exists that the isoquinoline can adopt a conformation favourable to 7-activation that is less
accessible to the corresponding pyridine and other directing groups. In order to test this, the
monosubstitution products 2 and 4 were subjected to a conformational search using the Merck MMFF
Force Field."® The results are shown in Table 2, and Figure 2. They indicate that both compounds 2 and 4
have access to low-lying conformations in which the nitrogen lone-pair is in syn-relation to C7. In the
isoquinoline the distance from the lone-pair to H7 at the reaction site is shorter in the conformations
favouring its participation. This difference could account for their distinct behaviour in oxidative Heck

reactions.

% Dihedral N..H,
conf. a B A

347 107 112 2.80

343 86 -101 491

2 188 101 109 2.84

7.6 86 -101 4.92

4.6 106 111 2.79

52.6 127 116 5.26

18.7 127 116 5.27  Figure 2. Low-energy “reactive” conformations of pyridyl
4 121 55 -116 2.61  compound 2 (left) and isoquinolyl compound 4 (right).

10.6 -58 119 2.62

3.2 -55 117 2.61

Table 1. Conformational analysis carried out with the Merck
MMEFF Force Field. Bold type denotes N—H proximity, italic syn C=C—C=0 conformations.

In conclusion, the C7- position in indole becomes accessible to Pd-catalysed coupling chemistry, by an
N-methylene-1-isoquinolyl directing group. This opens up the challenge of more specific positional

activation through further improvements in the design of directing groups.
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