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Pd(n) catalysts, particularly the acetate salt in acetic acid, tended to favor regioselective C—H activation
of quinoline N-oxides (QOs) at the C2 position. However, Pd(i)Cl, was shown to catalyze their C—H acti-
vation at C8 and, in the presence of water, C8—-H activation was accompanied by the formation of
2-quinolinones. The aim of the DFT study described in this work was to shed light on the complete
mechanism of these competing catalytic reactions, when PdCl, reacts with QO and benzaldehyde in
dichloroethane. C—H activation of QO was the first step of the reaction and involved either a metalla-
cycle, with a Cqo-Pd(i) o-bond and a C(8)-H-Pd(i) agostic bond, or an n*-Q0O complex, with three
carbon atoms of the heteroring of QO binding PdCl,. The first situation led to the unusual C8 activation
and the second to C2 activation. The o-metallacycle undergoes C8—-H activation and the energy of the
TOF determining the transition state to form the product is ~17 kcal mol™, while for the reaction
through the m-metallacycle (C2—H activation) the corresponding energy is higher (~29 kcal mol™) and
thus is not competitive under the same conditions. The reaction proceeding through the o-complex,
activating the C8 position, is preferred, in agreement with experimental results. Both reactions involve
oxidation of Pd(i) to Pd(v) and the catalyst is regenerated. When small amounts of water are added to
the reaction mixture, C8—H activation (acylation) results from the same o-metallacycle with the same
barrier, but the simultaneous formation of 2-quinolinones is more complicated. It starts with OH™ attack
at the C2 position, and is followed by the migration of two hydrogen atoms, and the final reductive
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elimination step ends with Pd(0). The higher barriers for the migration and reoxidation of Pd(0) are asso-
ciated with the more demanding reaction conditions. The different reactivity of Pd(i)(OAc), under analo-
gous conditions is clarified, as it is only capable of forming the above mentioned n-complex and thus of
activating the C2 position of QO. This catalyst can preferentially activate the C8—-H bond under rather
different conditions, including in particular acetic acid medium, as shown by other authors.
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Introduction

Quinoline is a versatile and important heterocyclic system
found in many natural products, and used in pharmaceuticals,

“ BioISI - Instituto de Biossistemas e Ciéncias Integrativas, Departamento de
Quimica e Bioquimica, Faculdade de Ciéncias, Universidade de Lishoa, Campo
Grande, 1749-016 Lisboa, Portugal. E-mail: mjcalhorda@ciencias.ulishoa.pt

b College of Chemistry, Henan Key Laboratory of Chemical Biology and Organic
Chemistry, Key Laboratory of Applied Chemistry of Henan Universities, Zhengzhou
University, Zhengzhou 450052, People’s Republic of China
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mental results (Table S1), EDA analysis (Table S2), benchmarking of the DFT
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cules (Fig. S1 and S3-S6, Scheme S2), spin densities (Scheme S1), the single
crystal X-ray structure of [PdCI(QO)(PPh;)] (Fig. S2), and the coordinates of all
optimized species with the negative frequencies of the transition states. See DOI:
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agrochemicals, functional materials, and ligands in transition
metal catalysts." To increase the range of available quinoline
derivatives, regioselective C-H functionalization catalyzed by
transition metals had all the qualifications to overcome the
challenge of modifying quinolines through atom- and step-
saving processes with high functional group compatibility.>
While most of the known C-H activation processes of quino-
lines enabled their functionalization with poor regioselectivity,?
the N-oxide group present in quinoline-N-oxides (QOs), on the
other hand, is an excellent directing group to reach higher
regioselectivity." Fagnou and co-workers were the first to
develop C-H cross-coupling reactions of pyridine N-oxides, in
which the N-oxide group is a key element for introducing
functional groups at the carbon position ortho to the nitrogen
atom (C2).° Later, some of us first achieved the palladium-
catalyzed C-2 dehydrogenative Heck reaction of QOs without
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Scheme 1 Experimentally observed reaction paths for Pd(i)-catalyzed quinoline N-oxide C—H activation.

external oxidants.® Here, the N-O group played a dual role, both
as an internal oxidant and a directing group. Inspired by this
progress, a variety of C2-H bond functionalization reactions of
QOs were developed by several groups using Pd, Cu, Ru or Rh
catalysts.” Meanwhile, the C8-H bond functionalization of QOs
has successfully been explored using appropriate substrates.
After the activation of the C8-H bond, the N-oxide moiety acted as
a directing group to form five-membered metallacyclic intermedi-
ates, which subsequently reacted with suitable reagents in the
presence of Ru, Rh, or Ir catalysts to give C8-substituted quinolines
or quinoline N-oxides.® However, C-8 functionalization reactions of
quinoline N-oxides catalyzed by Pd are still rare.” Recently, some
of us managed to promote the Pd-catalyzed C8-C coupling of
the QOs with several substrates.'® In the presence of PdCl,, QOs
reacted with benzaldehyde at the C8 position (Scheme 1) to form
P1.'%” Addition of water leads to the formation of P2.'°* C8-H
activation of quinoline N-oxides reflects a reactivity different from
the one previously reported for Pd(u) catalysts, whose standard
behavior involves functionalizing the C2 position. For instance,
Pd(OAc), is a poor catalyst for the previous C8-H activation, but it
easily activates the C2-H bond,"" under analogous conditions, to
yield P3, albeit with a different substrate. A table with some
experimental results'® is shown in the ESIf (Table S1).

Many aspects of the former reactions remained unexplained,
ranging from the nature of the intermediate formed after the
reaction with the QO substrate (monomer or dimer?), to the C2 vs.
C8 preferences. The initial metalation step addressed in a pre-
vious attempt at comparing C2 and C8 arylation of QOs is one
of the first examples where C8-functionalization with Pd was
observed.” The catalysts, however, were Pd(n) complexes bearing
acetate and acetic acid ligands, with acetic acid as the solvent, and
an Ag(1) salt as the oxidant. The authors only studied the first step
of the reaction between Pd(u) and QO.° These reaction conditions
are very different from those of the present work, where tert-butyl
hydroperoxide (TBHP) as an oxidant led to the highest conver-
sions, and different intermediates and mechanisms are expected.

Therefore, we performed DFT calculations (Gibbs energies
from PBEO(D3)/def2-tzvpp calculations, see the Computational
details section for more information) to determine the mecha-
nism of C2-H and C8-H activation by the PdCl, catalyst and to
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understand the reasons underlying the origin of the regioselec-
tivity as sketched in Scheme 1.

Results and discussion
The C8 mechanisms

Quinoline N-oxides react with aldehydes in the presence of
Pd(u) catalysts and an oxidant, giving rise to products (P1 and P2)
where the C8 position of the quinoline ring is functionalized
(Scheme 1, top reaction). The model reaction consisted of PdCl,,
since this reaction affords better yields when using this species
as the catalyst, and QO and benzaldehyde as substrates, with
dichloroethane as the solvent. According to experimental results,
the reaction starts with the activation of the QO molecule by the
catalyst. The energy profile for the initial transformations
describing the coordination of the two substrates and related
reactions is shown in Fig. 1. The reagents, transition states and
products are shown in a 3D view. A complementary presentation
with sketches is shown in Fig. S1 of the ESI.{ This pathway
ends at an intermediate that was found to be common to the
formation of P1 and P2 (D).

QO binds palladium(u) by the oxygen and the C(8)-H bond,
forming a more stable metallacycle (A). The Pd-Cl bonds
become slightly longer, from ~2.22 to ~2.28 A, while the
Pd-C and Pd-H distances of 2.285 and 1.814 A, respectively,
together with the elongated C(8)-H bond of 1.137 A, characterize
an agostic bond. The C-H activation proceeds easily from A.
In this process, the hydrogen atom is transferred to one of
the chlorine atoms in transition state TS, with a barrier of
17.4 keal mol ™. In the transition state, the hydrogen is moving
from C to Cl, with C-H and CIl-H distances of 1.666 and 1.630 A,
respectively. The new intermediate (B) has only one Pd-C bond
(1.931 A) and the Pd-CIH bond is much longer than the Pd-Cl
one (2.600 and 2.332 A). Although this species is more stable
than A, it loses HCI (AG” = 2.2 keal mol ) to yield an even more
stable three-coordinate intermediate C. The empty position may
be occupied by a *COPh radical, which will likely be present in
the media owing to the reaction conditions.

Indeed, TBHP generates radicals as depicted in Scheme 2.
Although the cleavage of the O-O bond is endergonic, the reaction
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Fig. 1 Energy profile for the initiating steps of the functionalization at C8 of QO and LUMO of C’ (relative Gibbs energies in kcal mol™ in dichloroethane;

distances in A).

of tBuO* with benzaldehyde producing tBuOH and the benzalde-
hyde radical is exergonic. These radicals will participate in the
catalytic reaction at different stages.

The reaction of *COPh with intermediate C, where Cl is trans
to the oxygen, yields a high energy product (not shown).
However, the isomer with Cl trans to the carbon (C’) can be
obtained with a barrier of 15.4 kcal mol™', and reacts with
*COPh giving rise to the stable intermediate D. This behavior
can be explained by the nature of the LUMO of C’, the accepting
orbital needed to form the new Pd-C bond to the benzaldehyde
radical, which is an M-Cl/C/O antibonding orbital, hybridized
along the direction of the incoming ligand (Fig. 1, right side).
Intermediate C does not have such a LUMO, being a worse
acceptor.

The *COPh radical binds in a n*CO mode, not surprisingly,
since the spin density is localized in the C—0 group (see Scheme S1
in the ESIt), but the Pd-O bond is longer (0.658 A) than the
Pd-C one. The formation of a C, dimer is not competitive and

28.6 J\ .
%\O/OH —_— = o + OH

o o
J\ . 2 J\ .
~>o° =—— TF>on T

Scheme 2 Mechanism for the generation of the benzaldehyde and
hydroxyl radicals (Gibbs energy, kcal mol™?).
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the reaction continues through the mononuclear species. It
should be added as further proof that intermediate C’ has
been experimentally trapped and structurally characterized as
the complex with PPhs,'*” which is shown in Fig. S2 (ESIY).
The Pd-Cl and Pd-O distances are very similar to those
calculated for C’.

Intermediate D formally containing Pd(m)'? is a key inter-
mediate, with the OCPh ligand binding the metal in a n>-CO
mode and the spin density mostly localized at the metal and
partly at the C—O0 group (Scheme S1 in the ESI). At this stage,
the two substrates are bound to the catalyst and the outcome
of the reaction depends on the experimental conditions,
namely the presence or absence of water. Product P1 is formed
in the absence of water (Scheme 1 and Fig. 2; a complementary
presentation with sketches is available in Fig. S3, ESIt) and
product P2 is formed in the presence of water (see below).

Under these conditions, the metal in intermediate D is
attacked by the second radical, *OH, also present under the
reaction conditions (Scheme 2), which converts D to the Pd(v)
intermediate E and the OCPh ligand changes its coordination
mode from n? to n'. The Pd-Ogopy, distance has become quite
large (2.796 A). A reductive elimination reaction allows the
formation of the new C-C bond between the two fragments
derived from the substrates and affords F with a barrier of
10.2 kcal mol . The product P1 is weakly bound to Pd(u) in this
intermediate and its release is slightly endergonic, forming
the Pd(OH)Cl intermediate, which may undergo exchange of OH by
Cl to reinitiate the catalytic cycle. This may also proceed from
Pd(OH)CI (Fig. 2). Notice that in this pathway, the TOF-determining
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Fig. 2 Energy profile for the second part of the functionalization of QO at C8 in the absence of water (relative Gibbs energies in kcal mol™ in
dichloroethane; distances in A).

Fig. 3 Energy profile for the second part of the alternative functionalization at C8 and functionalization at C2 of QO in the presence of water (relative
Gibbs energies in kcal mol™* in dichloroethane; the negative charge represents the charge of the complex and the red circle highlights the hydrogen
migrating in the G to H transformation).
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transition state’ is TSa and corresponds to the C-H activation
step. Indeed, a strong kinetic isotope effect (ku/kp = 3.4) was
observed experimentally,’® whereas the calculated value was
kulkp = 3.2 (see the Computational details section), thus further
confirming the proposed mechanism. Stephens et al’® studied
possible mechanisms of C8-H activation of QO catalyzed by
Pd(OAc), in acetic acid, assuming the initial formation of
[PA(HOAC);QOT, [PA(OAC)(HOAC)QO]", and [Pd(OAc),] complexes
with QO, and compared it with C2-H activation. The three mechan-
isms showed a clear preference for C8-H activation (see below),
with the barrier for cleaving the C-H bond being 24.7, 20.1, and
22.2 keal mol ™%, all higher than our calculated value corresponding
to TSap (17.4 kcal mol™"). These results suggest that PACl, may
indeed favor C8-H activation compared to Pd(OAc),.

When the experimental conditions are modified by the
controlled addition of water to the dichloroethane reaction
solution containing the PdCl, catalyst and the substrates, a
new reactivity has been described, featuring both C8-H activa-
tion as described above and a different type of C2-H activation
leading to the formation of 2-quinolinones (product P2,
Scheme 1 and Fig. 3). Labelling experiments using H,'®0
revealed that the labelled oxygen atom was transferred to
the ketone in product P2, confirming the role of water in the
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mechanism. The yield of P2 also increased with the amount of
added water (Table S1 in the ESIt)."*

The first part of the mechanism consists of the C8-H
activation, as described above until the formation of the inter-
mediate D (Fig. 1). The second part involves many intermediates
and transition states, as shown in the energy profile of Fig. 3, where
all species are represented with sketches to make interpretation
easier. Key intermediates and transition states are represented in a
3D view with distances in Fig. 4. A complementary energy profile,
with 3D pictures, similar to Fig. 1 and 2, is also available as Fig. S4
in the ESL{

The Pd(m) complex D could be attacked by OH™ (H,O is too
weak a nucleophile) at the QO ring or at the metal. The C2
position has a high positive charge of 0.232, only overcome by
the charge at C9 (0.472), but attack at this position would
prevent any aromaticity of the ring. Attack at C2, on the other
hand, leaves the CgH; ring of QO unchanged, being thus
favored. The new negatively charged intermediate G maintains
a square planar geometry and is very stable (—59.0 kcal mol ).
Its stoichiometry is very similar to that of E, but it has a
negative charge, while E was a radical. In order to form the
product P2, it is easy to see how G can undergo a reductive
elimination reaction leading to the formation of the new C-C

Fig. 4 Structures of the intermediates and transition states in the energy profile for the second part of the alternative functionalization at C8 of QO in the

presence of water (distances in A).
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bond involving C8 of the QO derived fragment. It is more
difficult, however, to envisage how the CH(OH) group in G will
transform into C—=0O0, as observed in the C2 reactivity, since the
two hydrogen atoms must migrate to different atoms and in
different orders. No paths could be obtained in most of these
possibilities.

The proposed pathway starts with the migration of the hydro-
gen from the CH(OH) group at C2 (highlighted with a red circle in
Fig. 3) to the O(N), which is completed in intermediate H, but is
already taking place in TSgy. The calculated barrier was initially
too high. Since it has been shown'® that proton and hydroxide
mobility are highly facilitated by water molecules, and experi-
ments indicated that the formation of P2 requires the presence of
water, it was possible that the real barriers for steps involving
proton transfers were lower. Therefore, the energy profile showing
the conversion of D into P2 was also calculated in the presence of
one explicit water molecule. In these conditions, the barrier to
transform G into H was 31.3 kecal mol ™", as shown in Fig. 3. This
barrier seems reasonable, considering that the formation of P2
requires high temperatures and long reaction times. It is expect-
able that an even more realistic model, with more water mole-
cules, would lead to an even lower barrier, nonetheless, it is
outside the scope of this work to extend this search. The assis-
tance of the water molecule as a hydrogen shuttle is explicit in
intermediates G and H, as well as in TSy, the migrating hydro-
gen being highlighted (red circle). Its presence affects essentially
the energy of the transition state, which has been stabilized by
21.0 keal mol ™', and that of intermediate G (—5.3 kcal mol ™).
The energy of the other species remains the same. A comparison
of the conversion of G into H without and with the explicit water
molecule is shown in Scheme S2 (ESIt).

In H, the oxygen atom of the new N-O-H group is coordi-
nated to Pd (Pd-O 2.338 A) and is involved as an acceptor in a
O-H.- - -O hydrogen bond with the water molecule, which acts as a
donor to the adjacent OH group at C2 in another hydrogen bond.
The Pd(m) metal center keeps the square planar environment.
Complex H loses *OH easily to afford I. The metal is reduced to
Pd(u) in this process and becomes three-coordinated, with the
nitrogen atom 2.967 A away from the metal in H and I. Proton
migration from oxygen (OH) to nitrogen in I is another down-hill
process, as the energy of intermediate J is 11.2 kecal mol " lower,
despite a relatively high barrier (TSy 28.9 kcal mol ). The
hydrogen is almost at the same distance from the nitrogen
(1.332 A) and the oxygen (1.307 A) in the TSy transition state.
In J, the proton binds to N (1.015 A), and remains far from
bonding distance to Pd (2.636 A). J is still a three coordinate Pd(u)
complex with a T-shaped coordination sphere. Its low energy is
due to the restored planarity of the QO ring. Complex J undergoes
reductive elimination to form the C-C bond between the two
ligands derived from the substrates, which is needed to yield the
product P2, going through the TSj transition state with an energy
9.4 keal mol " higher than that of J. In TSj, the C-C distance is
1.912 A, having started as 2.760 A in J. P2 is weakly bound to Pd(0)
in intermediate K, through a n*-coordination of the C6 ring, with
Pd-C distances of 2.095 and 2.101 A. Release of P2 leaves behind a
Pd(0) species, [PACI]~ or Pd(0) and Cl~, which must be reoxidized
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to Pd(u) to complete the catalytic cycle. This reaction has been
studied by several authors in acetic acid/acetate medium. The
barrier was calculated to be 24.6 kcal mol * using a simplified
ligand (1,2-bis(methylsulfonyl)ethane),’” but it was claimed to be
similar when the full 1,2-bis(phenylsulfonyl)ethane ligand was
considered. Later calculations using a variety of computational
conditions led to ~32 kcal mol ™" for the reoxidation of Pd(0) in
the same system.'® These values suggest that the reoxidation step
has a barrier similar to that of the migration step highlighted
above (31.3 kcal mol ' to transform G into H, in Fig. 3).

The two paths depicted above in Fig. 2 and 3 are character-
ized by the C8-H activation of the QO ring and start with the
formation of intermediate D where the two substrates bind
the metal. Considering the full mechanisms describing
the formation of P1 and P2, it is clear that C-H activation
(Fig. 1) corresponds to the TOF-determining transition state
(4.2 keal mol "), defined as the transition state with the highest
energy in the full pathways from A to F (P1) or A to K (P2), in
agreement with experiments.'

In the absence of water, *OH radicals attack the metal (E,
—67.8 keal mol™"), and the metal undergoes reductive elimina-
tion from the Pd(iv) complex E forming product P1 and regen-
erating the Pd(u) catalyst. When water is present, the C2
position of bound QO is attacked by OH™ (G, —59.0 kcal mol 1),
while the final reductive elimination step takes place from
Pd(u) after several other steps associated with functionalization
of the C2 position, where the CH bond is transformed into a
C=0 bond (formation of the 2-quinolinenone). Although the
product P2 is formed, the catalyst must be reoxidized, which is
in agreement with experimental findings.

The TOF-determining intermediates are E (—67.8 kcal mol )
and K (—92.8 kcal mol™'), so that the reaction energy span is
higher for P2 than for P1, respectively.'> These energies reflect
the reaction temperatures for each reaction, namely 80 °C for P1
and 140 °C for P2.

We also analyzed the possibility of direct conversion of P1
into P2, even though it was not found experimentally (Fig. S5,
ESI¥)."% The two products differ by the presence of the ketone
at C2 and the conversion of the NO group into NH. In a reaction
similar to the conversion of complex D in G (Fig. 3) product P1
undergoes nucleophilic attack of OH™ at the C2 position
yielding intermediate a (Fig. S5 in the ESIt). The next step is
the migration of the hydrogen at the C2 position to the oxygen
of the NO group, over TS,p, with the highest barrier of the
process (42.9 kcal mol ). The water molecule formed remains
hydrogen bonded to the new C—=O group. Protonation of b
leads to product P2. The activation energy for the migration
step is similar to that of the catalyst in the absence of an explicit
water molecule to assist proton migration (Scheme S2 in the
ESIt). However, the endergonic protonation of the nitrogen
atom contributes to make this reaction very unlikely.

The C2 mechanism

As shown in Scheme 1 and discussed in the Introduction
section, the activation of the QO ring in the presence of the
Pd(OAc), catalyst and several substrates, and in the absence of

This journal is © the Owner Societies 2023
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external oxidants leads to the reaction at the C2 position and
then to product P3. This reaction is not observed when the
catalyst is PdCl,. Therefore the C2-H activation will be studied
for PdCl, in order to understand why it does not compete with
the C8-H activation described above when the reaction condi-
tions are the same. Although P3 has only been obtained for
another substrate (1,4-dioxane) the same model will be used for
comparison.””

The possibility of activating a different position of QO
required a different precursor. Another coordination mode of
QO, which would direct the reactivity, was explored. This can be
achieved by the formation of a m-complex. Indeed, a likely
mechanism could be determined, as can be seen in the energy
profile of Fig. 5, with QO binding in an allylic n* mode through
the three C(H) carbon atoms C2, C3, and C4, in the CsN cycle
(L), with Pd-C distances of 2.290, 2.107, and 2.205 A, respec-
tively. A complementary view of this pathway with sketches is
shown in Fig. S6 of the ESL

The asymmetry introduced by the NO group in the ring is
small in the two Pd-Cl bonds of L (2.295 and 2.313 A). The C-H
activation takes place at the C2-H bond, with a hydrogen
migration to one of the Cl atoms occurring over TSpy (AG” =
25.1 kcal mol™") and producing the intermediate M. The
transition state TSpy is a o-complex with one Pd-C bond
(1.986 A) and two Pd-Cl bonds of similar length (Pd-Cl 2.386
and Pd-CIH 2.391 A), while the hydrogen is being transferred
from the C2 to the CI atom. The coordination sphere of M is
increased by coordinating also to the oxygen, but the Pd-Cl
distance is long (2.440 A). M loses HCI to afford N, with a
T-shaped environment. This intermediate is stabilized by the
reaction with the *COPh radical to form O. The Pd(m) species
(0) is a radical species equivalent to D in the C8 activation
reaction (Fig. 1 and 2) and its energy is 5.5 kcal mol™" higher.
The spin density is more localized in Pd (0.63) in intermediate
O than in D (0.44). Notice that the barrier for C-H activation

2.%
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from the initial [Pd(QO)Cl,] is now 29.1 kcal mol~!, much
higher than the corresponding barrier from the c-complex
described in Fig. 1 (17.4 kecal mol ™).

The remaining steps to form the product P3, shown in Fig. 6,
are very similar to those described in Fig. 2 to obtain P1.
Intermediate O reacts with the *OH radical to yield the Pd(wv)
intermediate P. Besides the increase in coordination number,
an OH.- - -Cl hydrogen bond stabilizes this arrangement. During
the last two reactions, the metal was formally oxidized stepwise
from Pd(u) (L, M, N) to Pd(m) (O) and then to Pd(w) (P).
Reductive elimination of the two Pd-C bonded fragments,
derived from the two substrates, in P is a low energy process
(barrier 7.7 keal mol "), which affords the product (P3) bound
to Pd (Q), with Pd-O bond distances of 2.072 and 2.075 A.
Release of P3 leaves Pd(u) as Pd(OH)C], to continue the catalytic
cycle as it is or regenerate the PdCl, catalyst. This result again
shows that the PdCl, catalyst will promote the lower energy
reaction starting with C8-H activation, as discussed above.

The two pathways leading to the activation of C2 or C8 differ
by the coordination mode of QO and therefore influence the
position of the CH activation step. Interestingly, reductive elim-
ination is easier from P (Fig. 6) than from E (Fig. 2), however, this
is a low energy step and therefore not determining.

In the calculations of Stephens et al® addressing the
Pd(OAc), catalyst, it was mentioned that all mechanistic routes
studied favored C8-H activation. Indeed, it required a change in
the catalyst to Pd(PMe;)Ph for them to find a mechanism depict-
ing C2-H activation.” The authors did not, however, explore the
possibility of a 1-QO complex of Pd(u) as an intermediate.

Comparison between the C8 and the C2 mechanisms and
substrates

Both TOF determining transition states in C8 and C2 activation,
TSag and TSpy, respectively, are associated with CH activation.
These energy profiles are independently presented in Fig. 1 and

. 2.380
N\

2588 2.340
1972

Fig. 5 Energy profile for the first part of the functionalization of QO at C2 (relative Gibbs energies in kcal mol™ in dichloroethane; distances in A).
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Fig. 6 Energy profile for the second part of the functionalization of QO at
C2 (relative Gibbs energies in kcal mol™ in dichloroethane; distances in A).

5, and, for an easier comparison they are shown simultaneously
in Scheme 3.

The energy difference between the initial complexes A and L
and the respective transition states, TS,g and TSy, is higher
for the C2 activation (29.1 kcal mol™") than for the C8 one
(17.4 keal mol ™). These values reflect the reactivity experimentally
observed, namely, the PdCl, catalyst activates preferentially the C8
position. These barriers parallel the relative energy of the initial
complexes containing QO coordinated to the catalyst (—13.2 and
—4.0 keal mol , for A and L, respectively) and reflect the different
coordination modes of QO, as shown in Scheme 4.

In A (Scheme 4, top), QO binds as a bidentate ligand through
O and CH, the latter forming an agostic bond to Pd(u), with
Pd-C and Pd-H bonds of 2.228 and 1.814 A, while the C-H
bond is stretched to 1.137 A. The complex has a square planar
geometry, as expected for a d® metal center. The HOMO and
HOMO-1 of undistorted QO are located in the oxygen atom

TSce

229  ~£
-28.4

Scheme 3 The two energy profiles for the first steps in the C8 (blue) and

C2 (red) activation reactions in dichloroethane with relevant Gibbs ener-

gies (kcal mol ™).
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HOMO-1 HOMO

Scheme 4 The geometries of intermediates A and L (distances in A) and
the frontier molecular orbitals of QO and PdCl, relevant for their bond: A
(top) and L (bottom).

and have the right symmetry to combine with the two acceptor
orbitals, LUMO and LUMO+1, of PdCl,, forming a strong ¢ Pd-
O bond with donation of electrons from the ligand to the metal.
At the same time, the C8-H bond approaches Pd, distorting the
geometry of the QO ligand and leading to the formation of
the Pd-CH agostic bond, which weakens the CH bond and
facilitates C-H cleavage. The ligand forms two ¢ bonds and the
complex may be considered a 6-QO complex.

On the other hand, in L (Scheme 4, bottom), QO binds the
metal center by means of a n-QO allylic complex, where there
are three Pd-C bonds (2.205, 2.107, and 2.290 A) and two Pd-Cl
bonds, also in a pseudo-square planar arrangement. These are
only very slightly longer than in A. The LUMO and LUMO+1 of
QO have adequate symmetry to combine with the HOMO and
HOMO-1 of PdCl,. This will be a © back donation component
from the metal to the QO ligand.

The different stabilities of the Pd-QO complexes can there-
fore be understood by the metal-ligand interaction (Scheme 4,
bottom). The lower energy of A is assigned to the stronger
metal-ligand interaction (o in A, 7 in L). The presence of the
agostic bond in A may explain the lower activation barrier for
CH activation, since the C-H bond is already weakened.

We also performed an energy decomposition analysis
(EDA)™ using the ADF program”® (see the Computational
details section and Table S2 in the ESIf). The binding energy
(BE) of QO to the PdCl, fragment is —36.7 and —28.4 kcal mol "
in A and L, respectively. The interaction energies, AEj,; (—51.6
(A) and —38.7 (L) kcal mol "), differ from the BE by the
preparation energy of the fragments, due to the change in
geometry when the optimized fragment is in the molecule
(AEprep)- These energies differ by 4.6 kcal mol ™" and are larger
(more destabilizing) for A. Among the other terms, the pre-
ference for ¢ coordination (A) can be assigned to a much larger
electrostatic interaction (—126.9 and —91.2 kcal mol*, respec-
tively for A and L), which is not compensated by the smaller
Pauli repulsion term and more attractive orbital interaction in L.
Solvent effects are negligible.
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Scheme 5 The geometries of Pd(OAc), (left panel) and [Pd(OAc)z(nZ—
QO)] (right panel).

Comparison between different catalysts

Another remaining question addresses the reactivity of the
Pd(OAc), catalyst compared to that of PdCl,. Complex Pd(OAc),
appears to be less active in these reactions, compared to other
studies where acetic acid is present. In order to find an answer,
we focused on the first step, the C-H activation.

As described above, PdCl, is an unsaturated and very reactive
species. QO coordinates Pd(u) to form stable complexes, namely
o-complex A (energy —13.2 keal mol *, Fig. 1) and n-complex L
(energy —4.0 kecal mol ™, Fig. 5). On the other hand, Pd(OAc),
(henceforth denoted as R) is a very stable square planar d® Pd(u)
complex, as depicted in Scheme 5, despite the distortion (O-Pd-O
angles of 64° and 116° instead of 90°). The approach of the
QO reagent does not lead easily to a complex similar to A
(C8 activation) but can afford the high energy complex S
(12.7 keal mol ™", Scheme 5) similar to L (C2 activation). Because
acetate is a bidentate ligand, the QO binds Pd in an > mode in S,

View Article Online
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while it binds in an n® coordination in L (Fig. 5 and Scheme 4)
contributing to larger stability. It can be added that the C-H
activation of QO and elimination of acetic acid require almost 35
keal mol ™. It is thus not surprising that PdCl, will be a much
better catalyst to activate QO, favoring, as discussed, the activation
at C8. The species R considered as the precursor is different from
those considered in a similar study already mentioned,’ where C8
activation took place in the acetic acid medium. These authors
only addressed the CH activation step of the reaction. Their initial
species, containing coordinated acetic acid molecules are not
likely to be relevant under the conditions of the reactions studied
in the present work (solvent dichloroethane). The barrier for the
C-H activation step studied was larger than 20 kcal mol™", the
value depending on the model, as was discussed above.

It is known, however, that the formation of P3 type products,
not competitive with benzaldehyde, is sometimes observed but for
rather different ether substrates, namely 1,4-dioxane.”” The bond-
ing capabilities of this substrate are very different from those of
benzaldehyde and different outcomes are likely, but their study is
outside the scope of this work. Just as an example, the relative
energies of several relevant intermediates in the PdCl, pathways
leading to P1 and P3 with 1,4-dioxane were higher than those with
benzaldehyde, making them less likely to occur.

Conclusions

The regioselectivity of the QO C-H activation (C8 vs. C2)
was explained by the different nature of the first intermediate

| - PdCI(OH)
0 O COPh
E P1
o-H
e el oy
0 e 0 10 RE TN
Ton T OO A
-PdCI(OHL j o
P (o]
P3
|
[
P2 & NP
H COPh

Fig. 7 Comparison between the three pathways leading to P1, P2 and P3, emphasizing the most relevant intermediates and the similarities between them.
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(A or L), resulting from the reaction between the PdCl, catalyst and
QO (Fig. 7, bottom left). The formation of the c-metallacycle A, with
a Pd-O bond and a Pd-CH agostic bond, led to C8 activation, with a
17.4 keal mol ! energy barrier, while the 1*-QO complex L with
three carbon atoms of the hetero-ring ended in C2 activation, with
a barrier of 29.1 kcal mol . The benzaldehyde *COPh and the *OH
radicals attack the metal successively affording Pd(m) intermediates
D or O and Pd(iv) intermediates E or P, as reported in other
experimental studies. After reductive elimination, products P1
and P3, respectively, are obtained, regenerating the Pd(u) catalyst.
P1 is favored as observed experimentally, explaining the preference
for C8 activation shown by PdCl,.

In the presence of water, the same intermediate D obtained
from the 6-Pd-QO complex (Fig. 7, top) undergoes nucleophilic
attack of OH ™ at the C2 position, initiating the formation of the
C—O0 function (2-quinolinenone) and conversion of NO into
NH to afford the P2 product. This pathway has a high energy step
with a barrier of 29.1 kcal mol™", consistent with the higher
temperatures and reaction times experimentally required. The
Pd(u)(OAc), catalyst is much less active under these experimental
conditions (dichloroethane as the solvent) without acetic acid.
The QO substrate can also easily bind as a n-complex, promoting
C2 activation, but the energies are higher and not competitive
when benzaldehyde is the substrate.

Computational details

Density functional theory (DFT) calculations®! were performed
using the Gaussian09 package.?” The PBEO functional, with the
def2-tzvpp basis set and associated effective core potential,
downloaded from the EMSL Basis Set Library,*° for Pd, as
well as a standard 6-311G** basis set for the other atoms, was
used in the geometry optimizations. The PBEO combines the
generalized gradient functional of Perdew, Burke and Ernzer-
hof (PBE)?® with 25% exchange and 75% correlation weighting
defined by Adamo and Barone.>” The geometries of all inter-
mediates and transition states were optimized without symme-
try constraints. Possible isomers and coordination modes of
the QO ligand were tested. Frequency calculations were per-
formed for all species in order to characterize the nature of the
stationary points. For transition state structures (the negative
frequencies are given in the coordinates file), intrinsic reaction
coordinate (IRC) calculations were carried out to confirm the
nature of the transition state and the connecting minima. All
calculations were performed in a dichloroethane Polarizable
Continuum Model (PCM) using the integral equation formal-
ism variant (IEFPCM) implemented in Gaussian.?®

In order to check the reliability of several functionals and
basis sets, single point calculations on the initially optimized
PBE0/6-311G** geometries were run and compared with
CCSD(T)***! calculations with a def2-tzvpp basis set for all
atoms for the first step of the C8 activation mode (TS,p in
Fig. 1). Herein we tested: (1) the M06-2X(D3) functional with the
def2-tzvpp basis set (Pd) and a standard 6-311G** for the
remaining atoms (M06-2X(D3)/6-311G**), or with def2-tzvpp
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for all atoms (M06-2X(D3)/def2-tzvpp); (2) the PBEO functional
with the def2 tzvpp basis set (Pd) and a standard 6-311G** for
the remaining atoms (PBE0/6-311G**), with the D3 version of
Grimme’s dispersion with Becke-Johnson damping,®** the
def2-tzvpp basis set (Pd) and a standard 6-311G** for the
remaining atoms (PBE0(D3)/6-311G**), and with def2-tzvpp
for all atoms (PBEO(D3)/def2-tzvpp). The results are summar-
ized in Table S3 (ESIT). Notice that although the def2-tzvpp and
6-311g(d,p) basis sets are commonly considered triple-{ quality,
they are substantially different. Indeed, def2-tzvpp is often
considered acceptably-accurate for most DFT calculations,**
whereas owing to a weakness in the construction of the
6-311G basis set, this basis is not of triple-{ quality.® Using as
reference value for the 16.5 kcal mol™ TS,g barrier obtained at
the CCSD(T)/def2-tzvpp level, it is clear that the M06-2X functional
overestimates the barrier, while the PBEO functional yields better
results (MAEs < 2.6 kecal mol™"). The best approach is PBEO with
Grimme’s D3 dispersion correction along with the def2-tzvpp
basis for all atoms (Table S3, ESIt). Therefore, the Gibbs energy
values in the manuscript correspond to PBEO(D3)/def2-tzvpp
single point calculations on PBE0/6-311G** geometries.

All free energies values were calculated at 300 K using
GoodVibes v3.2,%® which computes thermochemical data allowing
corrections for the low lying imaginary frequencies. Herein, the
vibrational contribution to entropy was calculated using a quasi-
rigid-rotor-harmonic-oscillator  (quasi-RRHO) approximation®”
with a frequency cut-off value of 100.0 cm™". A standard concen-
tration correction to solvent media was also applied as imple-
mented in the software package. Kinetic isotope effects were
computed at 413.15 K (the temperature used in the experimental
KIE determination),’®® using Kinisot.py version 2.0.1, freely avail-
able at https://github.com/patonlab/Kinisot.

The EDA" analysis (DFT>" calculations) was performed with
the ADF program®’ for the optimized geometries of intermedi-
ates A and L. The Local Density Approximation (LDA) of the
correlation energy (Vosko-Wilk-Nusair*®) and the Generalized
Gradient Approximation (Becke’s*® exchange and Perdew’s"®
correlation functionals) with gradient correction, solvent correc-
tion (COSMO model implemented in ADF) and relativistic effect
(ZORA approximation*') were used. The basis set consisted, for
all electrons of all atoms, of triple-{ Slater-type orbitals (STOs)
with a set of two polarization functions (TZ2P in ADF).
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