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The Boekelheide Rearrangement of Pyrimidine N-oxides as
a Case Study of Closed or Open Shell Reactions -
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Participation of Radical Intermediates
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Abstract: In a case study, the acetic anhydride-promoted
reaction of a model pyrimidine N-oxide to the corresponding
4-acetoxymethyl-substituted pyrimidine derivative (Boekel-
heide rearrangement) was investigated in detail by experi-
ment and quantum chemical calculations. The reaction
conditions were varied and several side products formed in
low to moderate yields were identified. These experiments
indicate that a (pyrimidin-4-yl)methyl radical is one of the key
species of the rearrangement. This interpretation was sup-
ported by the fact that rearrangements performed in solvents

which can easily lose hydrogen atoms, afford considerable
quantities of products incorporating the solvent. With TEMPO
the key radical could be trapped. Other carboxylic acid
anhydrides confirm the conclusion that the Boekelheide
rearrangement of the model pyrimidine N-oxide proceeds, at
least in part, via radical intermediates. The high level closed
and open shell quantum chemical calculations show that
concerted [3,3]-sigmatropic rearrangements or stepwise proc-
esses, either via ion pairs or via radicals, are energetically
feasible.

Introduction

N-Oxides of nitrogen containing heterocycles, in particular of
pyridine and pyrimidine derivatives, are important and versatile
intermediates in organic synthesis since the N-oxide function
allows selective functionalization in its proximity."” Two major
pathways are relevant for the synthetic usage of N-oxides as
shown in Scheme 1 with pyridine N-oxides as substrates:
functionalization of the CH group next to the N-oxide moiety (A
to B, Equation (1)) or functionalization of an alkyl group in this
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Scheme 1. Typical reactions of pyridine N-oxides of general structure A or C
leading to products B, D, or E.

position (C to D, Equation (2)).®! Very different reagents and
conditions can be applied to achieve these processes and as a
consequence diverse reaction mechanisms are involved. A long
known reaction belonging to the second category employs
carboxylic acid anhydrides such as acetic anhydride which
converts compounds C into acetoxy-substituted products E
(Equation (3)). According to one of the pioneers of this type of
N-oxide usage the reaction is called Boekelheide
rearrangement.”) Remarkably, the mechanism of this useful
process is not fully understood so far. It was proposed that the
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reaction proceeds as concerted [3,3]-sigmatropic rearrangement
in the crucial step, but in several reports the participation of
charged intermediates or of radicals was also discussed.”

During our studies on the use of alkoxyallenes as building
blocks for the synthesis of heterocycles® we discovered a new
three-component reaction of lithiated alkoxyallenes (LA) with
nitriles (N) and carboxylic acids (CA) furnishing [-alkoxy-f-
ketoenamides F (Scheme 2).” This LANCA approach to inter-
mediates F is very flexible with respect to the substitution
pattern. Subsequent condensation reactions of F led to
compound libraries of highly substituted pyridine,® oxazole,”
pyrimidine,"® and quinoxaline""” derivatives. The reaction of p-
alkoxy-f3-ketoenamides F with hydroxylamine hydrochloride
proceeded particularly smoothly and directly afforded pyrimi-
dine N-oxides G in good vyields and in a regioselective
manner."?

Subsequently, we examined Boekelheide rearrangements of
these useful intermediates employing acetic anhydride and
found that the expected 4-acetoxymethyl-substituted pyrimi-
dine derivatives H (R*=Me) were usually formed in good to
excellent yields (Scheme 2)."¥ However, it was also observed
that side products were formed in several reactions in varying
quantities. The product composition was apparently dependent
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Scheme 2. LANCA route to 3-alkoxy-f-ketoenamides F, conversion into
pyrimidine N-oxides G and subsequent Boekelheide rearrangement to H.

on the applied reaction conditions. These puzzling results and
the structure of the side products indicated a possible involve-
ment of radical intermediates. For this reason, we started a
more systematic investigation under variation of the reaction
conditions and a careful product analysis. In addition, a
computational study of the reaction pathways of the employed
model compound was undertaken.

Results and Discussion
Experimental facts

As model compound for the mechanistic studies we selected
pyrimidine N-oxide 1 which is available in almost quantitative
yield from the corresponding B-alkoxy-B-ketoenamide."® When
this compound was treated with acetic anhydride at 120°C
under different reaction conditions we obtained the expected
4-acetoxymethyl-substituted pyrimidine derivative 2 in yields of
up to 75% and, depending on the reaction conditions, the side
products 3, 4, and 5 in varying quantities (Scheme 3 and
Table 1). Entry 1 presents the result of an already published
experiment,’® where “standard conditions” were applied, i.e.,
neat acetic anhydride, 120°C for several hours, air atmosphere
(no exclusion of oxygen, water or light). Compound 2 was
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Scheme 3. Boekelheide rearrangement of pyrimidine N-oxide 1 with acetic
anhydride leading to the expected product 2 and side products 3, 4, and 5
(for conditions and product ratios, see Table 1).

Table 1. Reaction of pyrimidine N-oxide 1 with acetic anhydride under various conditions; also see Scheme 3.

Entry Conditions® Yield of 2 Yield of 3 Yield of 4® Yield of 5®
1 Standard 69% 3% - -

2 Standard 39-74% 3-34% 0-3% 0-1%
3 0, atmosphere 75 %" 25%"

4 Ar atmosphere 94 %' 6%"

5 Light exclusion 99 %' 1%

6 Standard 0.1 equiv. (BzO), 35% 37%

7 Standard 0.1 equiv. AIBN 40% 36% 2% 2%

8 Standard 1.05 equiv. Bu;SnH 39% 7% 50%

9 Standard 2.0 equiv. KOtBu 51%" 42 9% 2% 3%
10 Standard in DMSO 41% 29% 1% 2%
1 Standard in benzene 52% 28% 1% 3%
[a] Standard conditions: air atmosphere, Ac,O, no solvent. [b] In most cases side products 4 and 5 were isolated in mixtures; they were identified by
comparison of the NMR spectra of independently prepared samples. [c] Ratio determined for the crude product.
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the ethyl-substituted pyrimidine derivative 3 was significantly
enhanced in both entries. The two compounds were isolated as
major products in both experiments in quite similar yields of ca.
35%. On the other hand, when the hydrogen atom donor
reagent tributyltin hydride was employed as additive the
production of 3 was strongly reduced (7%) whereas the
methyl-substituted pyrimidine derivative 4 was now the major
product which was isolated in 50% yield (entry 8).

The generally discussed mechanism of the Boekelheide
rearrangement involves a shift of a proton of the 4-methyl
group to provide an exo-methylene group (see discussion
below). Therefore, the influence of a base such as potassium
tert-butoxide was examined (Table 1, entry 9). The product ratio
of the crude product shows a relatively high content of the
ethyl-substituted pyrimidine derivative 3 and only small
amounts of side products 4 and 5. The presence of the polar
solvent DMSO (entry 10) or of the nonpolar solvent benzene
(entry 11) did not change much and resulted in mixtures that
are similar to those obtained under the standard conditions
(entry 2).

Solvents known to easily lose a hydrogen atom behave
different. In toluene as solvent the Boekelheide rearrangement
of 1 with acetic anhydride furnished 2 as product in 54 % yield
and a mixture containing 2-phenylethyl-substituted pyrimidine
derivative 6 and compound 3 (calculated yields 22% and 9%,
respectively). (Scheme 4, Equation (1)), clearly showing that a
benzyl radical derived from the solvent was incorporated into
this product. Traces of compound 4 (ca. 1%) were detected in
the crude product but were not isolated after column
chromatography. An even higher degree of solvent participa-
tion was observed with tetrahydrofuran as solvent (Equa-
tion (2)). The (tetrahydrofur-2-yl)methyl-substituted pyrimidine
derivative 7 was the major product formed in 41% yield;
compounds 2-5 were also identified. A similar experiment in
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isolated as major product in 69% vyield and ethyl-substituted AcO Ph
side product 3 in 3% yield. However, when we repeated this in toILZJene N)\N
experiment (entry 2), scattering product ratios were observed 1 2 +3 +4 + W (1
and together with 2 and 3 the new side products 4 and 5 were 120°C,3h  54% 9% (1%) Bu Ph
detected. In order to identify the reason for this unsatisfying OMe
low reproducibility we deviated from the standard conditions. 6 2%

When the Boekelheide rearrangement of 1 was performed Ac,0 E
under an atmosphere of oxygen the crude product analysis in THF NN
showed a 75:25 ratio of products 2 and 3 (entry 3), whilst the o 2 +3 ¢4 8 + W )

X . . 120°C,3h 21% 8% 7% 2% tBu

experiment under an argon atmosphere resulted in a 94:6 ratio OMe
of the two compounds (entry 4). Standard conditions under 7 41%
light exclusion provided even a 99:1 ratio of 2 and 3 in the B
crude product (entry 5). These conditions seem to be optimal to Ac,0 )\
receive high vyields of acetoxymethyl-substituted pyrimidine 4 in cyclohexane 5 +8 +4+5 N\ JN
derivatives such as 2, but they were not examined with other 120°C,3h  31% 15% 2% 2% tBu ®)
substrates."” For the current mechanistic investigation it was OMe
more relevant to study the influence of other parameters. X 8 18%

The formation of the side-products indicated the participa- O Ph
tion of a (pyrimidin-4-yl)methyl radical and hence we also _ PY
studied the Boekelheide rearrangement of 1 in the presence of q __1-5equiv. 2 +3 4446 + N~ N @)
0.1 equiv. of radical initiators such as benzoyl peroxide [(BzO),] Ac0,neat 239 6% 2% 2% tBu)ﬁ/K/O\N
(entry 6) or azobisisobutyronitrile (AIBN) (entry 7). Remarkably, 120°C,3h OMe
the quantity of compound 2 was reduced and the formation of 9 20%

Scheme 4. Boekelheide rearrangement of pyrimidine N-oxide 1 with acetic
anhydride in different solvents or in the presence of a radical trapping
reagent.

cyclohexane as solvent gave (cyclohexyl)methyl-substituted
compound 8 in 18% yield together with 2-5 (Equation (3)). The
presence of a (pyrimid-4-yl)methyl radical was further confirmed
by an experiment employing (2,2,6,6-tetramethylpiperidin-1-
yhoxyl (TEMPO) as radical trapping reagent (Equation (4)).
Besides compounds 2-5 the expected product 9 was isolated in
20% vyield. All these experiments clearly demonstrate that
radical intermediates derived from 1 and in part from the
solvents are involved in the Boekelheide rearrangement.

Finally, we examined the influence of the carboxylic acid
anhydride component on the outcome of the Boekelheide
rearrangement of pyrimidine N-oxide 1 (Scheme 5). The reac-
tion with trifluoroacetic anhydride™ was already part of our
previous publication."® We were pleased that the very mild
conditions provided high yields, but observed spontaneous
hydrolysis of the sensitive trifluoroacetic ester 10 during work-
up and purification. The corresponding hydroxymethyl-substi-
tuted pyrimidine derivative 11 was isolated in high yield
(Scheme 5, Equation (1)). Although unknown side-products
were isolated in small quantities, we have no clear evidence
that compounds derived from radicals are formed during this
transformation."® In contrast, the reactions of compound 1 with
phenylacetic acid anhydride and with cyclopropylacetic acid
anhydride furnished again product mixtures which indicate the
intermediacy of radicals (Egs. (2) and (3)). The involvement of
benzyl radicals is clearly demonstrated by the relatively high
yield of the 2-phenylethyl-substituted pyrimidine derivative 6
(46 %) whereas the rearrangement product 12 was formed in
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Scheme 5. Boekelheide rearrangement of pyrimidine N-oxide 1 with differ-
ent carboxylic acid anhydrides.

lower quantities (28 %). In the crude product of this experiment,
we could even identify small amounts of the benzyl radical
dimerization product 1,2-diphenylethane together with side
products 4 and 5 (Eq. (2)). Reaction of 1 with cyclopropylacetic
acid anhydride gave the expected product 13, but also
compounds 14 and 15 containing either a cyclopropylethyl or a

4-penten-1-yl group (Eq.(3)). The reversible ring-opening of
cyclopropylmethyl radicals is a well-known process.!’'®

Mechanistic Interpretation

As mentioned above, the Boekelheide rearrangement of
heterocyclic N-oxides is generally discussed on the basis of
concerted and/or stepwise processes.”) Scheme 6 presents the
concerted mechanism which involves a primary O-acylation of
the N-oxide moiety by the carboxylic acid anhydride and a
subsequent (reversible) deprotonation of intermediate In-1 to
the exo-methylene species In-2 which is regarded as the key
intermediate of the overall process. It can undergo a [3,3]-
sigmatropic rearrangement under cleavage of the weak N-O
bond directly providing product Pr-1. However, it is also
possible that In-2 first dissociates to the ion pair In-3 which
recombines to the rearranged compound Pr-1. Although the
drawn formula of In-3 with a positive charge at a nitrogen
center appears to be unfavorable the depicted Lewis structures
indicate good stabilization of this benzyl cation type intermedi-
ate, in particular by the 5-methoxy group. Therefore, this
dissociation pathway cannot be ruled out a priori. But it is also
possible that the charge distribution in the transition state of
the concerted reaction of In-2 to Pr-1 is reflected by the
formula In-3.

The experimental data unequivocally indicate that under
certain reaction conditions radical intermediates are involved
and that the (pyrimidin-4-yl)methyl radical In-5 seems to be the
key species. The formation of this radical and its possible
reactions are illustrated in Scheme 7. A homolytic cleavage of
the weak N-O bond of In-2 can directly provide the two
radicals In-5 and an acyloxy radical In-6. Alternatively, the O-
acylated pyrimidine N-oxide In-1 may first undergo a homolytic
fragmentation to the acyloxy radical and the radical cation In-4
which is subsequently deprotonated to deliver the crucial
(pyrimidin-4-yl)methyl radical In-5 which is highly stabilized as
demonstrated by the Lewis structures (Scheme 7, right part).

® 0 @ R
X ™ (0] —_—
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OMe OMe
1 In-1

Ph
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Scheme 6. Concerted and ionic pathways of pyrimidine N-oxide 1 to product Pr-1 via stabilized intermediate In-2.
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components. Recombination with the acyloxy radical In-6 In-6 N "N \ﬂ/
furnishes the “normal” Boekelheide rearrangement product Pr- In-2 NP (o] Pr4 +In6 (1)
. . . tBu
1, but since acyloxy radicals suffer fast decarboxylation to
. N . OMe O __0O
radicals the recombination can also provide products of type
Pr-2 with an incorporation of R* the carboxylic acid substituent. In-7 R
These reactions may occur within the solvent cage and hence Ph
may not be as unfavorable as other radical-radical recombina- . N)\N/O R
tions. Several hydrogen atom donors may be responsible for In2 —» S E —— Pr2+ In-6 (2)
the formation of the methyl-substituted compound 4: the tBu
solvent, the carboxylic acid anhydride, precursor 1 or In-1 to list OMe R
the most probable hydrogen sources. It is evident that an In-8
additive such as tributyltin hydride strongly increases the Ph
amount of side product 4 (Table 1, entry 8). Dimerization of )\ 0. _R
radical In-5 is certainly responsible for the generation of e} H .N \ﬂ/
compound 5. In2 —— Bu ™ (@) ——> 7 +In6 (3)
The recombination of two radicals is not a very favorable OMe o
process if their stationary concentrations are low. Therefore, In-9

radical chain reactions of intermediate radicals with exo-meth-
ylene species In-2 may even be more likely (Scheme 8). The
acyloxy radical In-6 or the radical R®* may also add to In-2
(Egs. (1) and (2)) to furnish new stabilized radicals In-7 or In-8,
which after homolytic N-O bond cleavage provide products Pr-
1 or Pr-2 under regeneration of In-6. The dimerization product
5 may also be formed via a similar pathway if (pyrimidin-4-
yl)methyl radical In-5 adds to In-2 (not shown). Similarly,
abstraction of a hydrogen from a solvent such as tetrahydrofur-
an by a present radical species (e.g., R®) generates a new radical

Chem. Eur. J. 2023, 29, €202204015 (5 of 11)

Scheme 8. Chain reactions of exo-methylene compound In-2 with different
radicals leading to products Pr-1, Pr-2, or 7.

which adds to In-2 to produce via intermediate In-9 (tetrahy-
drofur-2-yl)methyl-substituted pyrimidine derivative 7 (Eq. (3)).
With toluene or cyclohexane as solvents likewise processes can
be assumed whereas benzene seems to be inert under the
applied conditions. It is evident that radical starters such as
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(BzO), or AIBN can promote these processes by delivering the
corresponding starting radicals.

The influence of oxygen on the product composition is not
fully understood at the moment. In the presence of light
moderate oxygen concentration as present in air atmosphere
(standard conditions) can possibly produce species which start
the radical chain reactions. Depending on the individual experi-
ment this may lead to irreproducible amounts of the observed
side products. A pure oxygen atmosphere strongly reduces the
quantity of these side products which may be due to fast
quenching of the starter radicals by molecular oxygen. Whereas
this interpretation is speculative, it is evident that light
exclusion (even in the presence of oxygen) has a very positive
influence on a clean rearrangement reaction leading selectively
to the “normal” Boekelheide product. In order to identify
potential light absorbing intermediates the UV-Vis spectra of In-
1b and of In-2b were calculated by the B3LYP/def2TZVP + PCM
(dichloromethane) method (for details see Supporting Informa-
tion). Only the exo-methylene intermediate In-2b shows an
absorption reaching the visible part of the spectrum, with a
broad band ranging from 320-500 nm (maximum at 385 nm). It
is therefore very likely that intermediate In-2b can be excited
by visible light and hence its homolytic cleavage to the radical
pair In-5/In-6 (Scheme 7) may be induced.""

Summarizing the experimental facts, it is evident that the
mechanistic scenario of the Boekelheide rearrangements of
model compound 1 is quite complex. Depending on the
conditions, the reaction can occur cleanly affording the
expected rearrangement products, e.g., compound 2, essen-
tially without side products. But other reaction conditions
apparently promoted the formation of initiating radical species
which led to additional products. In order to distinguish
between concerted, ionic or radical processes and to identify
the most probable reaction mechanisms we compared these
possible pathways by computational chemistry.

Computational Study

In the following section, the observed experimental results will
be discussed on the basis of the Gibbs free energy surface as
investigated by a comprehensive quantum chemical study.
Thus, mechanistic details, for example, intermediates and
reaction barriers via transition states, and the respective
thermodynamic and kinetic data will be in the center of the
investigation.

On the basis of optimized DFT geometries for the gas phase
using the hybrid functional B3LYP/6-31G(d)***"+4 GD3BJ#**
geometry optimizations were performed using the hybrid
functional PBE1PBE/def2TZVP**? including Grimme dispersion
GD3BJ and the PCM solvent sphere of dichloromethane.”” In
accordance with the experimental findings, closed shell as well
as open shell calculations (radicals and radical cations) under
the applied experimental reaction conditions were performed
(room temperature, no irradiation). Then, double hybrid func-
tional (U)B2PLYPD3/def2TZVP-optimizations® including the
PCM solvent sphere of dichloromethane were done for all

Chem. Eur. J. 2023, 29, €202204015 (6 of 11)

species discussed here. In the following section, we discuss
differences in Gibbs free energies (AG.,y) (kcal/mol) (see also
Supporting Information for details). For comparison of the ionic
(Scheme 9) versus radical pathways (Scheme 10) additionally
single point CCSD(T)/def2TZVP-calculations including the PCM
solvent sphere of dichloromethane &' were performed using
a smaller model system (without t-butyl and phenyl groups
compared to In-2b). All calculations were done using the
Gaussian 16 package of programs.®”

In Scheme 9 we summarize the calculations of closed shell
pathways, i.e., the concerted process via a 3,3-sigmatropic
reaction and the possible ionic pathway via a heterolytic N—O
bond cleavage are compared. As acyl groups a trifluoroacetyl
substituent (series a) was compared with the generally used
acetyl substituent (series b and c). Although no experimental
data are available for this series, we also included the
compounds and intermediates without substituent at C-5

a: R = CF3, R'= OMe [-181.7]
b: R = Me, R’= OMe [-185.8]

a: R = CF3, R'= OMe [0.0]
b: R = Me, R'= OMe [0.0]

c:R=Me, R=H [-187.0] ¢ R=Me, R'=H [0.0]
dissociatio/ 3,3-sigmatropic
rearrangement
h Ph 3
S
)\ O R //O\\ R
+ - I 0
tBu)\A o tBu)\H\/
R’ R’

In-3 TS-1
a: R=CF3, R'=0Me [-15.2] a: R=CF3, R'=0Me [5.3]
b: R=Me, R'=0Me[ 5.0] b: R =Me, R'=0Me [13.5]
c:R=Me, R=H [20.2] ¢:R=Me, R=H [16.6]

recombinatioN

Ph , ; Eh
)\ 3,7-sigmatropic )\
NN rearrangement N °N
| |
O__R
tBu TS-2 Bu” N hil
R” OCORa:R=CFs; R'=0Me [-244] R’ 0

b: R = Me, R'=OMe [-10.9]
Pr-3 c:R=Me, R=H [=28] Pr-1

a: R = CF3, R'= OMe [-32.2] a: R = CF3, R'= OMe [-61.3]

b: R = Me, R'=OMe [-28.2] b: R = Me, R'= OMe [-57.5]

c:R=Me, R=H [-29.3] c:R=Me, R=H [-57.1]

Scheme 9. Energetics of closed shell pathways of Boekelheide rearrange-
ments of pyrimidine N-oxides with intermediates In-2a—c as key precursor
leading to products Pr-1a—c at B2PLYPD3/def2TZVP//B2PLYPD3/def2TZVP
+PCM (CH,CI,) level of theory (all values in kcal/mol).
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instead of a methoxy group (series c) to reveal the effect of the N7 N’O\[rMe
strongly electron-donating methoxy group. S o)
The calculated protonation reaction of In-2 to give In-1 OMe
indicates the enormous basicity of In-2. Its calculated gas phase In-10 [0.0]
basicity is close to that of DBU (1,8-diazabicyclo[5.4.0]Jundec-7- heterolytic leavage \homolyﬁc cleavage
ene) (pK, of the protonated form about 12) and reveals the
?mportan.ce of the aromaticity of Precursor In-1 compareq to NN® o e N O _Me
intermediate In-2. For all three series we found that the final éY . Y
rearrangement products Pr-la-c are energetically strongly %/& * o S/& o
favored with respect to the preceding exo-methylene com- OMe In11 OMe In12
pounds In-2a-c (—61.3 to —57.1 kcal/mol). On the other hand,
the transition states TS of the 3,3-sigmatropic rearrangements {MjESEPEEIGSr2-TVREODIR s+ FEM (CH UL
leading directly from In-2a-c to Pr-1a—c differ considerably. In [21.4] 23]
excellent agreement with the experimental results (rearrange- (U)B2PLYPD3/def2-TZVP + PCM (CH,CI,)?
ment at room temperature) the trifluoroacetyl-substituted [14.7] [10.2]
system has the lowest barrier of only 5.3 kcal/mol, whereas the (U)CCSD(T)/def2-TZVP + PCM (CH,CI,) + Thermal Corr. to B2PLYPD3®
two acetyl-substituted cases have higher barriers of 13.5 and [18.8] [15.8]

16.6 kcal/mol, respectively. These two results show that the 5-
methoxy group has moderately decreased the energy of the
transition state. Hence the charge distributions within the
transition states TS resemble the situation of ion pairs In-3a—c
which are generated by heterolytic bond cleavage of In-2a—c.
The dissociation of In-2a to In-3a with trifluoroacetate as anion
is even exergonic (—15.2 kcal/mol) and the difference of
systems b and ¢ follows the expected influence of substituents
(compare Lewis structures depicted on the right side of
Scheme 6).

A conceivable subsequent 3,7-sigmatropic rearrangement of
products Pr-la-c leading to compounds Pr-3a-c was also
calculated. The transition states TS show that this process
should be possible under the applied conditions, however, the
products Pr-3a-c are roughly 30 kcal/mol higher in energy than
Pr-1a—c. It can therefore not be expected that this rearrange-
ment of the aromatic heterocycles Pr-1a-c to non-aromatic
systems can be experimentally observed. In summary, the Gibbs
free energies (AG,qg) values compiled in Scheme 9 clearly reveal
the high thermodynamic driving force of the Boekelheide
rearrangement. They also demonstrate that the closed-shell
pathways are kinetically possible, however, a clear decision for a
concerted process or a dissociative process via In-3 is not
possible.

Since the experimental data clearly indicate that radicals are
participating, either on the main reaction pathway or as
competing processes, a comprehensive comparison of the
thermodynamics of the heterolytic cleavage versus the homo-
lytic cleavage was undertaken. In order to limit the computa-
tional efforts a simplified model exo-methylene compound In-
10 (instead of In-2b) was investigated at different levels of
theory (Scheme 10). Thus, DFT-calculations using the double
hybrid PBE-functional and the B2PLYPD3 were used for
complete geometry optimizations including dichloromethane
as solvent (PCM). Additionally, CCSD(T)-single point calculations
on the B2PLYPD3-geometries were performed to describe the
radical character as good as possible.

The results compiled in Scheme 10 reveal that in all cases
the homolytic cleavage leads to energetically more favorable
intermediates. However, at the most reliable level of theory

Chem. Eur. J. 2023, 29, €202204015 (7 of 11)

Scheme 10. Comparison of energetics of heterolytic and homolytic Boekel-
heide rearrangements of a simplified intermediate In-10 to ion pair In-11
and radical pair In-12 at different levels of theory (kcal/mol). a) Fully
optimized at the indicated level; b) single points using the (U)B2PLYPD3
geometries +thermal correction to Gibbs free energy from (U)B2PLYPD3/
def2TZVP -+ PCM (CH,C,).

(CCSD(T)) the difference of the Gibbs free energies is only
3 kcal/mol suggesting a possible competition of both pathways,
homolysis and heterolysis under experimental conditions.
However, for entropical reasons, a combination of radicals is
less likely compared to a concerted rearrangement. From these
data it can be extrapolated that with a trifluoroacetyl group the
heterolytic cleavage is favored, which agrees with the absence
of radical derived products in this case (see Scheme5,
Equation (1)). The calculation of transition states of homolytic
reactions could not be performed within this project, since the
barriers leading from In-10 to In-11 or In-12 cannot be
determined computationally at the appropriate high level.

In Scheme 11 the thermodynamics of radical pathways were
presented employing the (U)B2PLYPD3-level of theory as used
for the closed shell reactions. For the trifluoroacetyl acetic-
induced Boekelheide rearrangement the radical pathways are
less likely and therefore we restricted the calculations to series
b and c. The formation of In-5b-c/acetyloxy radical pairs is
energetically feasible since their Gibbs energies are only
approximately 10 kcal/mol higher than those of the precursor
compounds In-2b—c. It is remarkable that the methoxy group
has almost no effect on the stability of In-5b.

The alternative pathway to the In-5b-c/acetyloxy radical
pairs, which comprises in a primary homolytic cleavage of the
N—O bond of the protonated O-acylated pyrimidine N-oxides
In-1b-c to provide the radical cations In-4b-c and the acetyloxy
radical followed by a deprotonation to In-5b-c, was also
calculated. This route seems less favorable since the homolytic
bond cleavages leading to In-4b-c require at least approx-
imately 29 or 42 kcal/mol, respectively. In this case the 5-
methoxy group leads to the expected stabilization of the radical
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Scheme 11. Energetics of open shell pathways of Boekelheide rearrange-
ments In-5b—c/acetyloxy radical pairs leading to products Pr-1b-c Pr-2b-c
and 4b-c at (U)B2PLYPD3/def2TZVP//B2PLYPD3/def2TZVP + PCM (CH,Cl,)
level of theory (all values in kcal/mol).

cation In-4b. Abstraction of the proton from radical cations In-
4b-c leads to the In-5b—c/acetyloxy radical pairs.

The decarboxylation of the acetyloxy radical to furnish the
methyl radical is exergonic by ca. 30 kcal/mol.*® The combina-
tions of radicals In-5b—c with the acetyloxy, the methyl radical
or a hydrogen atom lead in strongly exergonic reactions to
products Pr-1b-c, Pr-2b—c or Pr-4b-c. The calculated reaction
enthalpies reflect the respective stability of the radicals
involved. Overall, the calculated values presented in Scheme 11
clearly reveal that the assumed radical processes are energeti-
cally feasible and can establish competing pathways to the
concerted or ionic mechanisms.

Chem. Eur. J. 2023, 29, €202204015 (8 of 11)

Conclusion

Our experiments unequivocally demonstrated that the Boekel-
heide rearrangements of model pyrimidine N-oxide 1 with
carboxylic acid anhydrides can involve radical intermediates.
The extend of products formed via radicals strongly depends on
the reaction conditions, hence indicating that initiating radicals
are required. As a unique reagent, trifluoroacetic anhydride
does not give products derived from radicals. The experimental
results indicate that concerted [3,3]-sigmatropic rearrangements
and radical initiated processes may occur as parallel reactions.
This was confirmed by comprehensive closed and open shell
quantum chemical calculations which demonstrate the ener-
getic feasibility of all pathways. The closed shell rearrangement
can also proceed via a heterolytic N-O bond cleavage leading
to an ion pair instead of the concerted sigmatropic process. The
exceptional behavior of trifluoroacetic anhydride as reagent is
also confirmed by the calculations. The different scenarios for
the radical processes are sketched. It is most likely that they
occur as radical chain reactions started by radicals which are
introduced either via impurities such as oxygen or by initiators;
alternatively, they are generated by thermal or light-induced
processes.

Experimental Section

For general information, other experimental and analytical details
as well as computational details see Supporting Information.

General procedure for the Boekelheide rearrangements: In an
ACE sealed tube equipped with a stir bar, pyrimidine N-oxide 1 was
dissolved in acetic anhydride (or another carboxylic acid anhydride)
and the solution was heated at reflux at 120°C for 3 h under air
atmosphere. After cooling to room temperature, the excess of
anhydride was removed under reduced pressure. Purification of the
crude product by column chromatography (silica gel, hexanes/
EtOAc) provided the rearranged product 2 and other by-products.

(6-tert-Butyl-5-methoxy-2-phenylpyrimidin-4-yl)methyl  acetate
(2): (data from Ref.[13]) colorless solid, M. P. 59-61°C. 'H NMR
(CDCl5, 400 MHz): 6=1.48 (s, 9 H, t-Bu), 1.41 (s, 9 H, t-Bu), 2.22 (s, 3
H, Me), 3.84 (s, 3 H, OMe), 5.32 (s, 2 H, OCH,), 7.43-7.62, 8.40-8.43
(2m, 2 H, 3 H, Ph). *C{'"H} NMR (CDCl;, 100.5 MHz): 6 =20.9 (g, Me),
29.2, 384 (q, s, t-Bu), 61.7 (t, OCH,), 62.6 (g, OMe), 128.0, 128.3,
1299, 137.7 (3 d, s, Ph), 150.4, 156.6, 157.8, 169.2 (4 s, C-2, C-4, C-5,
C-6), 170.8 (s, C=0). IR (ATR): v=2960-2865 (=C—H, C—H), 1750
(C=0), 1550 (C=C), 1450 cm™' (C=N). HRMS (ESI): m/z [M+Na]*
calcd for C;4H,,N,NaO; 337.1528, found: 337.1540.

(4-tert-Butyl-6-ethyl-5-methoxy-2-phenylpyrimidine  (3): (data
from Ref. [13]) pale yellow oil. '"H NMR (CDCl,, 400 MHz): 6 =1.55 (t,
J=7.5Hz 3 H, Me), 1.58 (s, 9 H, t-Bu), 2.93 (q, J=7.5Hz, 2 H, CH,),
3.80 (s, 3 H, OMe), 7.45-7.56, 8.58-8.62 (2m, 2 H, 3 H, Ph). *C
{'"H} NMR (CDCl;, 125.8 MHz): 6=12.3 (g, Me), 25.2 (t, CH,), 29.6,
38.3 (q, s, t-Bu), 61.8 (g, OMe), 128.2, 128.5, 129.8, 138.5 (3 d, s, Ph),
150.6, 157.6, 164.7, 167.9 (4 s, C-2, C-4, C-5, C-6). IR (ATR): v=3090-
2870 (=C—H, C—H), 1545 (C=C), 1445 cm™' (C=N). HRMS (ESI): m/z [M
+ H]* caled. for C,;H,,N,0, 271.1810, found: 271.1791.

Independent synthesis of 6-tert-Butyl-5-methoxy-6-methyl-2-phe-
nylpyrimidine (4): According to a literature procedure,"® (E)-N-(4-
methoxy-2,2-dimethyl-5-oxohex-3-en-3-yl)benzamide (0.137 g,
0.500 mmol)® and NH,OAc (0.278 g, 7.97 mmol) were placed in an
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ACE sealed tube. The mixture was dissolved in MeOH (3 mL) and
stirred for 3 d at 65°C. After addition of water and CH,Cl, (5 mL
each) the layers were separated and the aqueous layer was
extracted with CH,Cl, (4x5 mL). The combined organic layers were
dried with Na,SO,, filtered and concentrated. Column chromatog-
raphy (silica gel, hexanes/ethyl acetate=10:1) provided 4 (0.063 g,
49%) as pale yellow oil. '"H NMR (CDCl;, 400 MHz): 6 =1.47 (s, 9 H, t-
Bu), 2.58 (s, 3 H, Me), 3.90 (s, 3 H, OMe), 7.38-7.43,8.39-845(2m, 3
H, 2 H, Ph). *C{'"H} NMR (CDCl;, 101.8 MHz): =19.9 (q, Me), 29.2,
38.1 (q, s, t-Bu), 60.9 (q, OMe), 128.0, 128.3, 129.7, 138.1 (3 d, s, Ph),
150.9, 157.4, 160.3, 167.8 (4 s, C-2, C-4, C-5, C-6). IR (ATR): v=3060-
2835 (=C—H, C—H), 1585 (C=C), 1445 cm™' (C=N). HRMS (ESI): m/z
IM+H]* caled for C,gH,,N,0 257.1648, found: 257.1638. Anal. Calcd
for CygH,N,0 (256.3): C 74.97, H 7.86, N 10.93, found: C 74.76, H
7.79,N 10.67.

Independent synthesis of 1,2-Bis[6-(tert-butyl)-5-methoxy-2-phe-
nylpyrimidin-4-yllethane (5): To a solution of compound 11
(0.220 g, 0.966 mmol) in THF (5 mL) were added at 0°C mesyl
chloride (75 pL, 0.809 mmol) and triethylamine (141 uL, 1.02 mmol)
and the mixture was stirred at r.t. After 1 h, Nal (0.528 g, 3.52 mmol)
in THF (5 mL) was added and the mixture was stirred for additional
1.5 h at r.t. After addition of water and diethyl ether (5 mL each) the
layers were separated and the aqueous layer was extracted with
diethyl ether (3x 10 mL). The organic layer was washed with 10%
aq. Na,S0O; solution (10 mL) and brine (10 mL) and dried (Na,SO,)
filtered and concentrated. Column chromatography (silica gel,
hexanes/ethyl acetate 20:1) provided 4-(tert-butyl)-6-(iodomethyl)-5-
methoxy-2-phenylpyrimidine (0.249 g, 67%) as pale yellow oil.
"H NMR (CDCl;, 400 MHz): 6=1.47 (s, 9 H, t-Bu), 3.93 (s, 3 H, OMe),
453 (s, 2 H, CH,), 7.41-7.50, 842-847 (2m, 3 H, 2 H, Ph). C
{"H} NMR (CDCl,, 101.8 MHz): = 0.2 (t, CH,), 29.2, 38.7 (q, s, t-Bu),
61.6 (q, OMe), 128.2, 128.6, 130.2, 137.6 (3 d, s, Ph), 149.5 (s, C-5),
158.0, 159.9, 170.0 35, C-6, C-4, C-2). IR (ATR): v=3060-2855
(=C—H, C-H), 1545-1530 cm ™' (C=C, C=N). HRMS (ESI): m/z [M+H]*
calcd. for C,gH,0IN,O 383.0614, found: 383.0620.

The compound obtained from the reaction described above
(0.115 g, 0.300 mmol) in THF (5 mL) at —78°C was treated with t-
BuLi (0.25 mL, 1.6 M in hexanes, 0.400 mmol) and the solution was
stirred for 10 min at this temperature. After quenching with aq.
satd. NH,C| solution (5 mL), diethyl ether (10 mL) was added and
the aqueous phase was extracted with diethyl ether (2x10 mL).
The combined organic phases were dried (Na,SO,), filtered and all
volatiles were removed in vacuo. The crude product was purified
by column chromatography (silica gel, hexanes/EtOAc, 20:1) to
provide a 1:1 mixture of 4 and 5 (0.045 g, calculated yields 20%
each).

Data assigned to compound 5: 'H NMR (CDCl;, 400 MHz): 6 =1.43
(s, 18 H, t-Bu), 3.52 (s, 4 H, CH,), 3.81 (s, 6 H, OMe), 7.39-7.49, 8.44-
849 2m, 6 H, 4 H, Ph). *C{'"H} NMR (CDCl;, 101.8 MHz): 6 =294,
38.3 (q, s, t-Bu), 33.0 (t, PyrCH,), 62.1 (g, OMe), 128.0, 128.5, 129.7,
138.4 (3 d, s, Ph), 151.6 (s, C-5), 156.9, 162.5, 168.4 (3 s, C-6, C-4, C-
2). IR (ATR): v=3070-2840 (=C—H, C-H), 1595-1545cm' (C=C,
C=N). HRMS (ESl): m/z [M+H]" caled for Ci3,H3oN,O, 511.3068,
found: 511.3038.

Reaction of pyrimidine N-oxide 1with acetic anhydride in
toluene: According to the general procedure, pyrimidine N-oxide 1
(0.182 g, 0.669 mmol), and acetic anhydride (1.5 mL) in toluene
(3 mL) afforded after purification by flash chromatography (silica
gel, hexanes/EtOAc, 10:1 to 8:1) compound 2 (0.113 g, 54%) as
colorless crystals and a mixture of compounds 3 and 6 (0.070 g, 9%
3,22% 6).

Data assigned to 4-tert-butyl-5-methoxy-6-phenethyl-2-phenyl-
pyrimidine (6): 'HNMR (CDCl;, 400 MHz): 6=1.46 (s, 9 H, t-Bu),
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3.13-3.23 (m, 4 H, CH,), 3.73 (s, 3 H, OMe), 7.17-7.23, 7.26-7.32,
7.40-7.50, 8.39-8.51 (4 m, 2 H, 3 H, 3 H, 2 H, Ph). *C{'H} NMR (CDCl,,
125.8 MHz): 6=29.2, 38.2 (q, s, t-Bu), 33.6, 33.8 (2t, CH,Ph, 6-CH,),
61.7 (g, OMe), 126.0, 128.0, 128.35, 128.4, 128.5, 129.8, 138.1, 141.8
(6 d, 25, Ph), 150.5 (s, C-5), 157.4, 162.5, 167.3 (3 5, C-6, C-4, C-2). IR
(ATR): v=3060-2850 (=C—H, C—H), 1605-1545 cm™' (C=C, C=N).
HRMS (ESI): m/z [M+H]" caled for C,3H,,N,O 347.2118, found:
347.2131.

Reaction of pyrimidine N-oxide 1with acetic anhydride in THF:
According to the general procedure, pyrimidine N-oxide 1 (0.183 g,
0.672 mmol), and acetic anhydride (1.5 mL) in THF (3 mL) afforded
after purification by flash chromatography (silica gel, hexanes/
EtOAc, 10:1) compound 3 (0.015 g, 8%) as colorless oil, a mixture
of 4 and 5 (0.016 g, 7% 4, 2% 5), compound 7 (0.016 g, 7 %) as pale
yellow oil, and a mixture of 2 and 7 (0.119 g, 21% 2, 34% 7).

4-tert-Butyl-5-methoxy-2-phenyl-6-[(tetrahydrofuran-2-yl)meth-
yll-pyrimidine (7): "H NMR (CDCl;, 400 MHz): 6 =1.46 (s, 9 H, t-Bu),
1.67-1.75, 1.88-2.01, 2.10-2.19 3m, 1 H, 2 H, 1 H, CH,), 2.89 (dd,
J=6.7, 144 Hz, 1 H, 6-CH,), 3.26 (dd, J=6.5, 144 Hz, 1 H, 6-CH,),
3.73-3.80, 3.88-3.97 2m, 1 H each, CH,), 3.82 (s, 3 H, OMe), 4.61
(m,, 1 H, OCH), 7.38-7.48, 8.39-8.45 (2 m, 3 H, 2 H, Ph). *C{'"H} NMR
(CDCl;, 125.8 MHz): 6 =25.7 (t, CH,), 29.3, 38.4 (q, s, t-Bu), 31.5, 37.7
(2t, CH,), 62.0 (g, OMe), 67.8 (t, OCH,), 77.8 (d, OCH), 127.9, 128.2,
129.6, 138.1 (3 d, s, Ph), 150.8 (s, C-5), 157.2, 161.0, 168.2 (3 s, C-6, C-
4, C-2). IR (ATR): v=23090-2850 (=C—H, C—H), 1585-1545 cm' (C=C,

=N). HRMS (ESI): m/z [M+H]" caled for CyH,;,N,O, 327.2067,
found: 327.2066.

Reaction of pyrimidine N-oxide 1 with acetic anhydride in
cyclohexane: According to the general procedure, pyrimidine N-
oxide 1 (0.182 g, 0.669 mmol), and acetic anhydride (1.5 mL) in
cyclohexane (3 mL) afforded after purification by flash chromatog-
raphy (silica gel, hexanes/EtOAc, 8:1) compound 2 (0.064 g, 31 %)
as colorless crystals, a mixture of 3 and 8 (0.070g, 15% 3, 17% 8)
and a mixture of 4, 5and 8 (0.0109,2% 4,2% 5, 1% 8).

Data assigned to 4-tert-butyl-5-methoxy-6-[(cyclohexyl)methyl]-2-
phenylpyrimidine (8): '"H NMR (CDCl;, 400 MHz): 6 =1.49 (s, 9 H, t-
Bu), 1.10-1.37, 1.65-1.78 (2 m, 6 H, 4 H, CH,), 2.06-2.15 (m, 1 H, CH),
2.76 (d, J=7.1 Hz, 2 H, PyrCH,), 3.78 (s, 3 H, OMe), 7.41-7.50, 8.46-
851 (2m, 3 H, 2 H, Ph). *C{"H} NMR (CDCl;, 125.8 MHz): 6 =25.1,
26.3, 26.5 (3t, CH,), 29.3, 38.2 (q, s, t-Bu), 33.4 (t, CH,), 37.0 (d, CH),
61.8 (g, OMe), 128.0, 128.3, 129.6, 138.3 (3 d, s, Ph), 151.1 (s, C-5),
157.2, 163.0, 167.8 (35, C-6, C-4, C-2). IR (ATR): v=3035-2850
(=C—H, C—H), 1585-1545 cm ™' (C=C, C=N). HRMS (ESI): m/z [M+H]*
calcd for C,,H;,N,0 339.2431, found: 339.2411.

Reaction of pyrimidine N-oxide 1 with acetic anhydride in the
presence of TEMPO: According to the general procedure, pyrimi-
dine N-oxide 1 (0.647 g, 2.37 mmol), TEMPO (0.545 g, 3.49 mmol)
and acetic anhydride (3 mL) afforded after purification by flash
chromatography (silica gel, hexanes/EtOAc, 15:1 to 8:1) compound
3 (0.038 g, 6%) as colorless oil, a mixture of 4, 5 and 9 (0.225 g, 2%
4, 2% 5, 20% 9) and compound 2 (0.174 g, 23%) as colorless
crystals.

4-(tert-Butyl)-5-methoxy-2-phenyl-6-{[(2,2,6,6-tetramethyl-
piperidin-1-yl)oxylmethyl}pyrimidine  (9): 'HNMR  (CDCl,,
400 MHz): 6=1.15 (s, 6 H, Me), 1.30-1.65 (m, 12 H, CH,, Me), 1.43 (s,
9 H, t-Bu), 3.93 (s, 3 H, OMe), 5.03 (s, 2 H, 6-CH,), 7.39-7.50, 8.45-
8.52 (2m, 3 H, 2 H, Ph). *C{"H} NMR (CDCl;, 101.8 MHz): §=17.1 (t,
CH,), 20.3 (g, Me), 29.2, 38.3 (q, s, t-Bu), 33.1 (q, Me), 40.0 (t, CH,),
60.2 (s, NCMe,), 63.5 (g, OMe), 754 (t, 6-CH,), 128.0, 128.3, 129.7,
138.0 (3 d, s, Ph), 151.0 (s, C-5), 157.4, 158.2, 169.1 (3 5, C-6, C-4, C-
2). IR (ATR): v=3075-2815 (=C—H, C-H), 1585-1545cm™' (C=C,
C=N). HRMS (ESI): m/z [M+H]" calcd for Cy,H,gN;O, 412.2934,
found: 412.2958.

© 2023 The Authors. Chemistry - A European Journal published by Wiley-VCH GmbH
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(6-tert-Butyl-5-methoxy-2-phenylpyrimidin-4-yl)methyl 2-phenyl
acetate (12): According to the general procedure, pyrimidine N-
oxide 1 (0.181g, 0.665mmol) and 2-phenylacetic anhydride
(0.528 g, 2.07 mmol) afforded after purification by flash chromatog-
raphy (silica gel, hexanes/EtOAc, 10:1 to 4:1) compound 12
(0.072 g, 28 %) as pale yellow oil and 6 (0.107 g, 46 %, contaminated
with traces of 4 and 5). 'H NMR (CDCl,, 400 MHz): §=1.48 (s, 9 H, t-
Bu), 3.77 (s, 3 H, OMe), 3.82 (s, 2 H, CH,Ph), 5.35 (s, 2 H, 4-CH,), 7.25-
7.39, 7.42-7.48, 834-841 (3m, 5 H, 3 H, 2 H, Ph). C{'"H} NMR
(CDCl;, 101.8 MHz): 6=29.2, 38.2 (q, s, t-Bu), 33.6 (t, CH,Ph), 33.8 (t,
4-CH,), 61.7 (g, OMe), 126.0, 128.0, 128.35, 128.4, 128.5, 129.8, 138.1,
141.8 (6 d, 2 s, Ph), 150.5 (s, C-5), 157.4, 162.5, 167.3 (3 5, C-6, C-4, C-
2). IR (ATR): v=3160-2870 (=C—H, C-H), 1740 (C=0), 1600-
1545 cm™ ((=C, C=N). HRMS (ESl): m/z [M + H]* caled for
C,4H,,N,0, 391.2016, found: 391.2052.

(6-(tert-Butyl)-5-methoxy-2-phenylpyrimidin-4-yl)methyl 2-cyclo-
propyl acetate (13): According to the general procedure, pyrimi-
dine N-oxide 1 (0.080g, 0.294 mmol) and 2-cyclopropylacetic
anhydride (0.7 mL) afforded after purification by flash chromatog-
raphy (silica gel, hexanes/EtOAc, 8:1 to 4:1) compound 13 (0.049 g,
50%) as colorless oil, a mixture of 14 and 15 (0.070 g, 14% 14, 2%
15) and a mixture of 4, 5 and 15 (0.0109, 4% 4, 3% 5, 6% 15). 'H
NMR (CDCl;, 400 MHz): 6 =0.15-0.25, 0.56-0.61 (2 m, 4 H each, Cp),
1.14-1.30 (m, 1 H, CH), 1.48 (s, 9 H, t-Bu), 240 (d, J/=7.1Hz, 2 H,
COCH,), 3.86 (s, 3 H, OMe), 5.35 (s, 2 H, 4-CH,), 7.41-7.48, 8.40-8.45
(2m, 3 H, 2 H, Ph). *C{'H} NMR (CDCl;, 125.8 MHz): 8=4.4, 6.8 (t, d,
Cp), 29.1, 38.4 (q, s, t-Bu), 39.3 (t, CH,), 61.7 (t, CH,0), 62.5 (q, OMe),
128.0, 128.3, 129.9, 137.7 (3 d, s, Ph), 150.3 (s, C-5), 156.7, 157.8,
169.1 (3s, C-6, C-4, C-2), 1729 (s, CO). IR (ATR): v=3090-2865
(=C—H, C—H), 1740 (C=0), 1585-1535 cm™~' (C=C, C=N). HRMS (ESI):
m/z [M+Na]* calcd for C,,H,sNaN,O; 377.1836, found: 377.1833.
Anal. calcd. for C,;HxxN,0; (354.5): C 71.16, H 7.39, N 7.90; found: C
71.16, H 7.44, N 7.93.

Analytical data of 4-(tert-Butyl)-6-[(2-cyclopropyl)ethyl]-5-meth-
oxy-2-phenylpyrimidine (14): 'H NMR (CDCl,, 400 MHz): &=0.08-
0.14, 0.42-0.48 (2 m, 4 H each, Cp), 0.77-0.89 (m, 1 H, CH), 1.48 (s, 9
H, t-Bu), 1.70-1.82 (m, 2 H, CH,), 2.83-2.95 (m, 2 H, 6-CH,), 3.78 (s, 3
H, OMe), 7.38-7.48, 8.38-847 (2m, 3 H, 2 H, Ph). *C{'"H} NMR
(CDCl,, 125.8 MHz): §=4.6, 11.1 (t, d, Cp), 29.1, 38.4 (q, s, t-Bu), 31.8,
33.1 (2t, CH,), 61.8 (g, OMe), 128.0, 128.3, 129.9, 138.3 (3 d, s, Ph),
150.7 (s, C-5), 156.7, 163.7, 168.0 (35, C-6, C-4, C-2). IR (ATR): v=
3080-2840 (=C—H, C—H), 1585-1545 cm™' (C=C, C=N). HRMS (ESI):
m/z [M+H]" calcd for C,yH,,N,0 313.2274, found: 313.2265.

NMR data assigned to 4-(tert-Butyl)-5-methoxy-6-(pent-4-en-1-yl)-
2-phenylpyrimidine (15): "H NMR (CDCl;, 400 MHz): 8=1.47 (s, 9 H,
t-Bu), 1.85-2.02, 2.15-2.20 (2 m, 2 H each, CH,), 2.80-2.87 (m, 2 H, 6-
CH,), 3.72 (s, 3 H, OMe), 4.97-5.09, 5.50-590 2m, 2 H, 1 H,
HC=CH,), 7.23-7.33 (m, 3 H, Ph). *C{'"H} NMR (CDCl;, 125.8 MHz):
0=29.2, 38.2 (q, s, t-Bu), 27.1, 31.2, 33.7 (3 t, CH,), 61.7 (g, OMe),
115.0 (t, =CH,), 128.3, 129.6, 138.2 (2 d, s, Ph), 138.5 (d, =CH), 150.8
(s, C-5), 157.2, 162.6, 168.0 (3 s, C-6, C-4, C-2).

Acknowledgements

This work was supported by Bayer HealthCare. We thank Luise
Schefzig, André Faria Vieira and Alexandros Mavroskoufis for
experimental assistance and Dr. Christian Miuck-Lichtenfeld
(Universitat Munster) for very helpful discussions concerning
the theoretical part. Open Access funding enabled and
organized by Projekt DEAL.

Chem. Eur. J. 2023, 29, €202204015 (10 of 11)

Conflict of Interest

The authors declare no conflict of interest.

Data Availability Statement

The data that support the findings of this study are available in
the supplementary material of this article.

Keywords: heterocycles - quantum chemical calculations
radicals - rearrangement - reaction mechanism

[1] Reviews on N-oxide chemistry: a) E. Ochiai, Aromatic Amine Oxides,
Elsevier, Amsterdam, 1967; b) R. A. Abramovitch, E. M. Smith, Pyridine 1-
oxides, in Chemistry of Heterocyclic Compounds, Chichester, 1974, Suppl.
Pt. 2, 1-261; c) H. Yamanaka, H. Sakamoto, S. Niitsuma, Heterocycles
1990, 31, 923-967; d) A.R. Katritzky, J. N. Lam, Heterocycles 1992, 33,
1011-1049; e)S. Youssif, Arkivoc 2001, Nr.2; f) A.V. Ryzhakov, L.L.
Rodina, Heterocycles 2008, 75, 2367-2380; g)P.A. Nikitina, V.P.
Perevalov, Chem. Heterocycl. Compd. 2017, 53, 123-149; h) Y. Wang, L.
Zhang, Synthesis 2015, 47, 289-305; i) G. Mloston, M. Jasinski, A.
Wréblewska, H. Heimgartner, Curr. Org. Chem. 2016, 20, 1359-1369; j) D.
Lia, P. Wua, N. Sun, Y.-J. Lu, W.-L. Wong, Z. Fang, K. Zhang, Curr. Org.
Chem. 2019, 23, 616-627; k) Z. Wrzeszcz, R. Siedlecka, Molecules 2020,
25, 330 (10.3390/molecules25020330); 1) S. V. Baykov, V.P. Boyarskiy,
Chem. Heterocycl. Compd. 2020, 56, 814-823; m) A. V. Kutasevich, V. P.
Perevalov, V. S. Mityanov, Eur. J. Org. Chem. 2021, 357-373; n) D. Wang,
L. Désaubry, G. Li, M. Huang, S. Zheng, Adv. Synth. Catal. 2021, 363, 2-
39; 0) J. Singh, R. . Patel, A. Sharma, Adv. Synth. Catal. 2022, 364, 2289-
2306.

[2] Selected examples of different types of heterocyclic N-oxide reactions:
a) H. Vorbriiggen, K. Krolikiewicz, Synthesis 1983, 316; b) H. Vorbrliggen,
Acc. Chem. Res. 1995, 28, 509-520; ¢) G. Deng, K. Ueda, S. Yanagisawa, K.
Itami, C.-J. Li, Chem. Eur. J. 2009, 15, 333-337; d) M. Lemmerer, C. J.
Tesky, D. Kaiser, N. Maulide, Monatsh. Chem. 2018, 149, 715-719; e) W.
An, S.B. Choi, N. Kim, N.Y. Kwon, P. Ghosh, S. H. Han, N. K. Mishra, S.
Han, S. Hong, I. S. Kim, Org. Lett. 2020, 22, 9004-9009; f) S. Wang, L. Sun,
M. Gao, Q. Jian, W. Hu, Y. Liu, C. Tao, Chem. Commun. 2022, 58, 7168-
7171; g) P.Yu. Ushakov, S.L. loffe, A.Yu. Sukhoruhkov, Org. Biomol.
Chem. 2022, 20, 5624-5637; h) T.C. Johnson, S.P. Marsden, J. Org.
Chem. 2022, 87, 13891-13894.

[3]1 A recent example of alkyl functionalization: Q. Liu, C.-S. Zhang, H.
Sheng, D. Enders, Z.-X. Wang, X.-Y. Chen, Org. Lett. 2020, 22, 5617-5621.

[4] In 1953 three manuscripts were submitted independently describing

the reaction of 2-picoline 1-oxide with acetic anhydride providing 2-

acetoxymethylpyridine: a) V. Boekelheide, W. J. Linn, J. Am. Chem. Soc.

1954, 76, 1286-1291; b) G. Kobayashi, S. Furukawa, Pharm. Bull. Japan

1953, 1, 347-349; ¢) O. H. Bullitt Jr, J. T. Maynard, J. Am. Chem. Soc.

1954, 76, 1370-1371; this type of reactions was further investigated by

several groups, however, in general it is called Boekelheide rearrange-

ment: d) P. Galatsis, in Name Reactions in Heterocyclic Chemistry, (Eds.

J. J. Li, E. J. Corey), John Wiley & Sons Inc., Hoboken, New Jersey, 2005,

340; for new variations of this type of rearrangement, see: e) C.-S. Wang,

T. Roisnel, P. H. Dixneuf, J.-F. Soulé, Org. Lett. 2017, 19, 6720-6723; f) X.

Xun, M. Zhao, J. Xue, T. Hu, M. Zhang, G. Li, L. Hong, Org. Lett. 2019, 21,

8266-8269.

For selected early mechanistic studies, see: a)V.J. Traynelis, R.F.

Martello, J. Am. Chem. Soc. 1958, 80, 6590-6593; b) R. Bodalski, A.R.

Katritzky, Tetrahedron Lett. 1968, 9, 257-260; c)R. Bodalski, A.R.

Katritzky, J. Chem. Soc. B 1968, 831-838.

[6] Selected reviews on alkoxyallene chemistry: a) M. Brasholz, H.-U. Reissig,

R. Zimmer, Acc. Chem. Res. 2009, 42, 45-56; b) R. Zimmer, H.-U. Reissig,

Chem. Soc. Rev. 2014, 43, 2888-2903; c) H.-U. Reissig, R. Zimmer,

Synthesis 2017, 49, 3291-3302; d) V. M. Schmiedel, H.-U. Reissig, Curr.

Org. Chem. 2019, 23, 2976-3303.

a) T. Lechel, H.-U. Reissig, Pure Appl. Chem. 2010, 82, 1835-1844; b) T.

Lechel, R. Kumar, M. K. Bera, R. Zimmer, H.-U. Reissig, Beilstein J. Org.

Chem. 2019, 15, 655-678.

5]

S|

© 2023 The Authors. Chemistry - A European Journal published by Wiley-VCH GmbH

85UB01T SUOWILIOD BA 81D 3|qeotjdde ay) Ag pausenoB aie SaILe YO ‘9sN JO Sa|NJ oy Akeiq i auliuo A3]IA UO (SUORIPUCD-PUB-SWLIRI ALY A3 1M AReIq 1 BUIUO//:SANY) SUORIPUOD PUE SWIB | 8U1 39S *[£202/S0/6T] U0 ARigiTauliuo A3|IM ‘Uleg 1BelseAIN 8B4 A STOY0ZZ0Z WeUd/Z00T OT/I0p/wod A 1M Arelq 1 puluo-adoine-A1s wsuypo//sany woy pepeojumoq ‘9z ‘€40z ‘G9.LETZST


https://doi.org/10.3987/REV-90-413
https://doi.org/10.3987/REV-90-413
https://doi.org/10.1007/s10593-017-2030-z
https://doi.org/10.1007/s10593-020-02737-x
https://doi.org/10.1002/ejoc.202001115
https://doi.org/10.1002/adsc.202000910
https://doi.org/10.1002/adsc.202000910
https://doi.org/10.1002/adsc.202200200
https://doi.org/10.1002/adsc.202200200
https://doi.org/10.1055/s-1983-30321
https://doi.org/10.1002/chem.200801893
https://doi.org/10.1007/s00706-017-2081-y
https://doi.org/10.1021/acs.orglett.0c03403
https://doi.org/10.1039/D2CC00851C
https://doi.org/10.1039/D2CC00851C
https://doi.org/10.1039/D2OB00787H
https://doi.org/10.1039/D2OB00787H
https://doi.org/10.1021/acs.joc.2c01597
https://doi.org/10.1021/acs.joc.2c01597
https://doi.org/10.1021/acs.orglett.0c01984
https://doi.org/10.1021/ja01634a026
https://doi.org/10.1021/ja01634a026
https://doi.org/10.1248/cpb1953.1.347
https://doi.org/10.1248/cpb1953.1.347
https://doi.org/10.1021/ja01634a054
https://doi.org/10.1021/ja01634a054
https://doi.org/10.1021/acs.orglett.7b03446
https://doi.org/10.1021/acs.orglett.9b03035
https://doi.org/10.1021/acs.orglett.9b03035
https://doi.org/10.1021/ja01557a034
https://doi.org/10.1016/S0040-4039(01)98740-4
https://doi.org/10.1039/j29680000831
https://doi.org/10.1021/ar800011h
https://doi.org/10.1039/C3CS60429B
https://doi.org/10.3762/bjoc.15.61
https://doi.org/10.3762/bjoc.15.61

Chemistry

Research Article Europe
Chemistry—A European Journal doi.org/10.1002/chem.202204015 Soories Publishig
[8] Selected original reports: a) O. Flogel, J. Dash, I. Briidgam, H. Hartl, H.-U. [20] A.D. Becke, J. Chem. Phys. 1993, 98, 5648-5652.
Reissig, Chem. Eur. J. 2004, 10, 4283-4290; b) J. Dash, T. Lechel, H.-U. [21] C. Lee, W. Yang, R. G. Parr, Phys. Rev. B 1988, 37, 785-789.
Reissig, Org. Lett. 2007, 9, 5541-5544; c)T. Lechel, J. Dash, C. [22] S. Grimme, S. Ehrlich, L. Goerigk, J. Comput. Chem. 2011, 32, 1456-1465.
Eidamshaus, I. Bridgam, D. Lentz, H.-U. Reissig, Org. Biomol. Chem. [23] S. Grimme, A. Hansen, J. G. Brandenburg, C. Bannwarth, Chem. Rev.

2010, 8, 3007-3014; comprehensive review: d) T. Lechel, H.-U. Reissig, in
Targets in Heterocyclic Systems - Chemistry and Properties (Eds.: O. A.
Attanasi, P. Merino, D. Spinelli), Italian Society of Chemistry: Rome,
2016, Vol. 20; 1-32.

a) T. Lechel, D. Lentz, H.-U. Reissig, Chem. Eur. J. 2009, 15, 5432-5435;
b) T. Lechel, M. Gerhard, D. Trawny, B. Brusilowskij, L. Schefzig, R.
Zimmer, J. Rabe, D. Lentz, C. A. Schalley, H.-U. Reissig, Chem. Eur. J.
2011, 17, 7480-7491.

a) T. Lechel, S. Mohl, H.-U. Reissig, Synlett 2009, 1059-1062; b) T. Lechel,
H.-U. Reissig, Eur. J. Org. Chem. 2010, 2555-2564.

R. Kumar, M. K. Bera, R. Zimmer, D. Lentz, H.-U. Reissig, E.-U. Wirthwein,
Eur. J. Org. Chem. 2020, 1753-1763.

a) R. Zimmer, T. Lechel, G. Rancan, M. K. Bera, H.-U. Reissig, Synlett 2010,
1793-1796; b) P. Hommes, H.-U. Reissig, Beilstein J. Org. Chem. 2016, 12,
1170-1177; c) M. K. Bera, M. Dominguez, P. Hommes, H.-U. Reissig,
Beilstein J. Org. Chem. 2014, 10, 394-404; d) L. Unger, M. Accorsi, C.
Eidamshaus, D. Reich, R. Zimmer, H.-U. Reissig, Synthesis 2018, 50, 4071~
4080.

L. Schefzig, T. Kurzawa, G. Rancan, I. Linder, S. Leisering, M. K. Bera, M.
Gart, R. Zimmer, H.-U. Reissig, Synthesis 2021, 53, 2067-2080.

[14] This experiment was performed at the very end of our studies. We

cannot be sure that light exclusion is supportive in other Boekelheide
rearrangements in order to minimize formation of side products.

C. Fontenas, E. Bejan, H. Ait-Haddou, G. G. A. Balavoine, Synth. Commun.
1995, 25, 629-633.

A similar result was obtained with benzoic anhydride under standard
conditions. Only the expected Boekelheide product was isolated in 29 %
yield. However, due to the low mass balance we cannot rigorously
exclude side reactions and formation of other products in this case. T.
Kurzawa, R. Zimmer, H.-U. Reissig, unpublished results.

a) J. W. Wilt, in “Free Radicals”, Vol. 1, (Ed. J. K. Kochi), Wiley, New York,
1973, Chapter 8; b) D. Griller, K. U. Ingold, Acc. Chem. Res. 1980, 13, 317-
323.

With pivalic acid anhydride again mixtures were obtained, showing that
in this case radicals including t-butyl radicals are involved. Although the
products were identified by spectroscopic means they could not fully
be separated and purified. Nevertheless, this experiment showed that
carboxylic acid moieties which are able to form reasonably stable
radicals form side products derived thereof. T. Kurzawa, R. Zimmer, H.-
U. Reissig, unpublished results.

For recent studies of radical generation by photolytic generation of
radicals from pyridine N-oxides, see: E. J. McClain, A. K. Wortman, C.R. J.
Stephenson, Chem. Sci. 2022, 13, 12158-12163, and references cited in
this report.

2016, 116, 5105-5154.

[24] J. P. Perdew, K. Burke, M. Ernzerhof, Phys. Rev. Lett. 1966, 77, 3865-3868.

[25] J.P. Perdew, K. Burke, M. Ernzerhof, Phys. Rev. Lett. 1997, 78, 1396.

[26] C. Adamo, V. Barone, J. Chem. Phys. 1999, 110, 6158-6169.

[27] M. Ernzerhof, G. E. Scuseria, J. Chem. Phys. 1999, 110, 5029-5036.

[28] R. Weigend, R. Ahlrichs, Phys. Chem. Chem. Phys. 2005, 7, 3297-3305.

[29] J. Tomasi, B. Mennucci, R. Cammi, Chem. Rev. 2005, 105, 2999-3093.

[30] S. Grimme, M. Steinmetz, Phys. Chem. Chem. Phys. 2013, 15, 16031-

16042.

[31] R.J. Bartlett, G. D. Purvis lll, Int. J. Quantum Chem. 1978, 14, 561-581.

[32] J.A. Pople, R. Krishnan, H.B. Schlegel, J.S. Binkley, Int. J. Quantum
Chem. 1978, 14, 545-560.,

[33] J. A. Pople, M. Head-Gordon, K. Raghavachari, J. Chem. Phys. 1987, 87,
5968-5975.

[34] G.D. Purvis lll, R. J. Bartlett, J. Chem. Phys. 1982, 76, 1910-1918.

[35] G.E. Scuseria, C. L. Janssen, H.F. Schaefer Ill, J. Chem. Phys. 1988, 89,
7382-7387.

[36] G.E. Scuseria, H. F. Schaefer Ill, J. Chem. Phys. 1989, 90, 3700-3703.

[37] Gaussian 16, Revision B.01, M. J. Frisch, G. W. Trucks, H. B. Schlegel, G. E.
Scuseria, M. A. Robb, J.R. Cheeseman, G. Scalmani, V. Barone, G. A.
Petersson, H. Nakatsuji, X. Li, M. Caricato, A. V. Marenich, J. Bloino, B. G.
Janesko, R. Gomperts, B. Mennucci, H.P. Hratchian, J.V. Ortiz, A.F.
Izmaylov, J. L. Sonnenberg, D. Williams-Young, F. Ding, F. Lipparini, F.
Egidi, J. Goings, B. Peng, A. Petrone, T. Henderson, D. Ranasinghe, V. G.
Zakrzewski, J. Gao, N. Rega, G. Zheng, W. Liang, M. Hada, M. Ehara, K.
Toyota, R. Fukuda, J. Hasegawa, M. Ishida, T. Nakajima, Y. Honda, O.
Kitao, H. Nakai, T. Vreven, K. Throssell, J. A. Montgomery, Jr., J. E. Peralta,
F. Ogliaro, M. J. Bearpark, J.J. Heyd, E.N. Brothers, K. N. Kudin, V. N.
Staroverov, T. A. Keith, R. Kobayashi, J. Normand, K. Raghavachari, A. P.
Rendell, J. C. Burant, S.S. lyengar, J. Tomasi, M. Cossi, J. M. Millam, M.
Klene, C. Adamo, R. Cammi, J. W. Ochterski, R. L. Martin, K. Morokuma,
O. Farkas, J. B. Foresman, D. J. Fox, Gaussian, Inc., Wallingford CT, 2016.

[38] For experimental and theoretical studies of the decarboxylation of the
acetyloxy radical, see: a) J. W. Hilborn, J. A. Pincock, J. Am. Chem. Soc.
1991, 113, 2683-2686; b) D. Yu, A. Rauk, D. A. Armstrong, J. Chem. Soc.
Perkin Trans. 2 1994, 2207-2215; c) M. Kieninger, O. N. Ventura, S. Suhai,
Int. J. Quantum Chem. 1998, 70, 253-267; d) D. Schroder, M. Simialjac, H.
Schwarz, Eur. J. Mass Spectrom. 2003, 9, 287-294.

Manuscript received: December 22, 2022
Accepted manuscript online: February 13, 2023
Version of record online: March 22, 2023

Chem. Eur. J. 2023, 29, €202204015 (11 of 11)

© 2023 The Authors. Chemistry - A European Journal published by Wiley-VCH GmbH

950901 SUOLULLIOD SISO 3gedtjdde au) Aq peueA0B 82 Sao1e YO ‘SN JO S3|NJ J0j ALIqIT SUIUO AB]IA U (SUONIPUOI-PUB-SLUBILCY™AS | WA Iq 1 BUIIUO//S1Y) SUONIPUOD PUE SWS | 81985 *[€202/50/6T] U0 AiqiTauliuo A1 ‘Uljieg BelseAluN 9Bl Aq STOV0ZZ0Z Weud/200T 0T/I0p/wod A8 | Atelq putjuo’adouns-Ans Iweyo//sany Wwoly pspeojumod ‘9z ‘c40z ‘S9LETZST


https://doi.org/10.1002/chem.200400322
https://doi.org/10.1021/ol702468s
https://doi.org/10.1039/b925468d
https://doi.org/10.1039/b925468d
https://doi.org/10.1002/chem.200900386
https://doi.org/10.1002/chem.201100382
https://doi.org/10.1002/chem.201100382
https://doi.org/10.1002/ejoc.201000056
https://doi.org/10.1002/ejoc.202000116
https://doi.org/10.3762/bjoc.12.112
https://doi.org/10.3762/bjoc.12.112
https://doi.org/10.3762/bjoc.10.37
https://doi.org/10.1080/00397919508011399
https://doi.org/10.1080/00397919508011399
https://doi.org/10.1021/ar50153a004
https://doi.org/10.1021/ar50153a004
https://doi.org/10.1039/D2SC02953G
https://doi.org/10.1039/D2SC02953G
https://doi.org/10.1063/1.464913
https://doi.org/10.1103/PhysRevB.37.785
https://doi.org/10.1002/jcc.21759
https://doi.org/10.1021/acs.chemrev.5b00533
https://doi.org/10.1021/acs.chemrev.5b00533
https://doi.org/10.1103/PhysRevLett.78.1396
https://doi.org/10.1063/1.478522
https://doi.org/10.1063/1.478401
https://doi.org/10.1039/b508541a
https://doi.org/10.1021/cr9904009
https://doi.org/10.1039/c3cp52293h
https://doi.org/10.1039/c3cp52293h
https://doi.org/10.1002/qua.560140504
https://doi.org/10.1002/qua.560140503
https://doi.org/10.1002/qua.560140503
https://doi.org/10.1063/1.453520
https://doi.org/10.1063/1.453520
https://doi.org/10.1021/ja00007a049
https://doi.org/10.1021/ja00007a049
https://doi.org/10.1039/p29940002207
https://doi.org/10.1039/p29940002207
https://doi.org/10.1002/(SICI)1097-461X(1998)70:2%3C253::AID-QUA2%3E3.0.CO;2-T
https://doi.org/10.1255/ejms.552

