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The mechanism of carboxylate-assisted ruthenium(ll)-catalyzed direct alkylations of ketimines with unactivated alkyl halides was probed through
experimental studies. The remarkable chemoselectivity of the broadly applicable catalyst also enabled direct alkylations among others on H,0 or

under solvent-free reaction conditions.

Transition-metal-catalyzed direct C—H bond' alkyla-
tions of arenes under basic reaction conditions have recently
been developed as sustainable alternatives to traditional
cross-coupling reactions between organometallic reagents
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and alkyl halides.? Particularly, ruthenium catalysts®
enabled C—H bond functionalizations with challen-
ging unactivated alkyl halides bearing f-hydrogens.*>
Despite this recent progress, mechanistic studies on
ruthenium-catalyzed direct alkylations® have unfortu-
nately thus far not been reported. As a consequence, we
explored the working mode of ruthenium(II) carboxylate
complexes in direct C—H bond functionalizations focusing
particularly on ketimines’ as substrates, because of their
importance as key intermediates in organic synthesis.
Herein, we wish to report on our findings, which include
first direct alkylations on H>O or under solvent-free reac-
tion conditions.

At the outset of our studies, we tested various phos-
phine ligand-free® reaction conditions for direct alkyla-
tions of ketimines. Among a variety of stoichiometric
bases, KOAc gave promising results in the absence of an
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additional sterically hindered carboxylate as a cocata-
lyst (Scheme 1).

Scheme 1. Direct Alkylations with KOAc as the Base

PMP 1) [RuCly(p-cymene)l (2.5 mol %) PMP
Me 2N KOAc (6.4 equiv) Me _NH
N Br/\/Bu m-xylene, 120°C, 20 h
H 2) ZnCly, NaBH;CN, MeOH/THF Bu
R
1 2a R=Me (3a) 47%

R = OMe (3b): 48%
R=F(3c)  46%

However, the efficacy of this catalytic system proved to
be inferior to the one of a ruthenium catalyst derived from
sterically hindered carboxylic acid 4, as illustrated by the
syntheses of alkylated products 3a and 3¢ (Scheme 2).
Notably, the carboxylate-assisted C—H bond functionali-
zation proved broadly applicable and allowed for the
direct introduction of the neopentyl group to give access
to compound 3o.

Scheme 2. Direct Alkylations with Acid 4 as a Cocatalyst
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Given the broad scope of these carboxylate-assisted
C—H bond functionalizations, and since mechanistic stu-
dies on ruthenium-catalyzed direct alkylations have thus far
proven elusive, we subsequently performed intramolecular
competition experiments with meta-substituted arenes 1.
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Scheme 3. Intramolecular Competition Experiments
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These transformations were largely controlled by steric inter-
actions (Scheme 3). However, the presence of a meta-
substituent displaying an electronegative heteroatom led
to the formation of compound 3s as a byproduct and the
selective generation of arene 3t as the sole product.”!”

Scheme 4. Intermolecular Competition Experiments
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Intermolecular competition experiments clearly high-
lighted electron-deficient arenes to be functionalized pre-
ferentially (Scheme 4). Interestingly, this reactivity profile
contrasts with previously made observations in ruthenium-
catalyzed direct arylations.®

(10) Analysis of the crude reaction mixture by GC-MS showed the
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Scheme 5. Direct Alkylations with Isotopically Labeled Starting
Materials
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Experiments with isotopically labeled starting materials
revealed a D/H-exchange reaction (Scheme 5a). Further,
potential mechanisms involving the formation of ruthe-
nium alkylidenes were shown unlikely to be operative,
since the transformation of substrate 2a-[D,] occurred
without the detectable loss of its isotopic labels (b).

Scheme 6. Proposed Mechanism of Ruthenium-Catalyzed Di-
rect Alkylations
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Based on these mechanistic studies, we propose the
catalytic cycle depicted in Scheme 6, which involves an
initial reversible cyclometalation, along with a subse-
quent activation of alkyl halide 2 and a reductive
elimination.

Previously, we studied ruthenium-catalyzed direct
C—H bond functionalizations in the presence of H,O.!'"
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Given the increased hydrolytic stability of pyridine di-
recting groups, we thus probed unprecedented ruthe-
nium-catalyzed direct alkylations with substrate 1f on
H,O. Interestingly, when using MesCO,H as a cocatalyst
we observed the formation of byproduct 3w being func-
tionalized in the meta-position'? with respect to the
2-pyridyl substituent (Scheme 7). Notably, compound
3w was also generated under solvent-free'® reaction
conditions.

Scheme 7. Meta-Selectivity in Direct Alkylations
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In summary, we have reported on broadly applicable
ruthenium-catalyzed direct alkylations of ketimines
through carboxylate assistance. Mechanistic studies re-
vealed these reactions to proceed through an initial cyclo-
metalation, and a subsequent activation of the alkyl halide.
Notably, electron-deficient arenes were preferentially
functionalized, thereby supporting a nonelectrophilic
C—H bond metalation event. The catalytic system dis-
played an excellent chemoselectivity, which was exploited
for first direct alkylations on H>O or under solvent-free
reaction conditions.
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