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ABSTRACT: The Halex reaction of pentachloropyridine with fluoride ion was
studied experimentally and computationally with a modified ab initio G3MP2B3
method. The G3 procedure was altered, as the anionic transition state
optimizations failed due to the lack of diffuse functions in the small 6-31G*
basis set. Experimental Halex regioselectivities were consistent with kinetic control
at the 4-position. The reverse Halex reaction of fluoropyridines with chloride
sources was demonstrated using precipitation of LiF in DMSO as a driving force.
Reverse Halex regioselectivity at the 4-position was predicted by computations
and was consistent with kinetic control. Scrambling of halide ions between
chlorofluoropyridines was catalyzed by n-Bu4PCl, and the products of these
reactions were shown to result from a combination of kinetic and thermodynamic control. Comparison of the C−F and C−Cl
homolytic bond dissociation energies suggests that an important thermodynamic factor which controls regioselectivity in this
system is the weak C2−Cl bond. The differences between ΔH° values of chlorofluoropyridines can be explained by a
combination of three factors: (1) the number of fluorine atoms in the molecule, (2) the number of fluorine atoms at the C2 and
C6 positions, and (3) the number of pairs of fluorine atoms which are ortho to one another.

■ INTRODUCTION

Incorporation of fluorine is a common strategy used by
pharmaceutical and agrochemical chemists to improve the
efficacy of bioactive molecules.1,2 Properties such as lip-
ophilicity, solubility, rate of absorption, and stability toward
metabolism can be tailored by substitution with fluorine.3,4

Many modern crop protection chemicals have fluorinated
structures, and herbicides in particular often contain fluorine
substituents.5 The synthesis of fluorinated organic compounds
can be performed by a variety of routes.6 The extreme reactivity
of elemental fluorine makes direct fluorination useful for only a
small number of substrates. The two main routes that are
utilized industrially for the synthesis of the majority of
fluoroarenes and fluoroheteroarenes are the Schiemann
reaction and the Halex reaction. The Schiemann reaction,
which involves diazotization of aromatic amines in anhydrous
HF and subsequent decomposition of the resultant aryldiazo-
nium fluorides (or tetrafluoroborates), is widely used. The
Halex or halogen exchange reaction is, however, the most
preferred process to form aromatic C−F bonds.7 In this
process, a chloroarene is converted to a fluoroarene via
nucleophilic aromatic substitution (SNAr) with a fluoride salt.
Typically, Halex reactions are performed at high temperatures
(≥150 °C) in polar, nonprotic solvents such as DMSO and
DMF.8 Use of so-called “naked fluoride” sources, e.g.,
anhydrous tetrabutylammonium fluoride (N(n-Bu)4F) and
tetramethylammonium fluoride (NMe4F),

9 give high reactiv-
ities in Halex reactions at much lower temperatures, although

the expense of these reagents limits their widespread
commercial use.
Halex reactions function by a nucleophilic aromatic

substitution mechanism, or addition−elimination SNAr mech-
anism,10,11 which typically requires the presence of an electron-
withdrawing activating group on the aromatic ring to allow
reactions to be performed at a synthetically useful temperature.
In the absence of an activating group, Halex reactions occur
only under harsh reaction conditions.12 In systems containing
an activating (i.e., electron-withdrawing) group, the halide will
add at positions ortho and para to the activating group,
resulting in an intermediate wherein a developing negative
charge can be stabilized by the activating group via resonance.
The lack of resonance stabilization in intermediates resulting
from addition at the meta position results in slower reaction
rates for the formation of meta products and accounts for the
general lack of reaction at the meta position except under
forcing conditions. Many Halex reactions that are practiced
commercially involve an exhaustive substitution of all chloride
substituents. However, regioselective, partial Halex reactions of
polychlorinated aromatics can be performed when an activating
group strongly directs the position of attack by fluoride.
Examples of agrochemicals which are produced using Halex

reactions are shown in Figure 1. Clodinafop can be prepared
from 5-chloro-2,3-difluoropyridine via a regioselective Halex
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reaction of either 2,3,5-trichloropyridine or 2,5-dichloro-3-
fluoropyridine.5 Similarly, a regioselective Halex reaction of
pentachloropyridine is utilized in the manufacture of 3,5-
dichloro-2,4,6-trifluoropyridine, which is an intermediate in the
synthesis of the commercial broadleaf herbicide Fluroxypyr.5

As part of process chemistry research on the new rice
herbicide, Rinskor active,13,14 we were interested in under-
standing the factors which could enable regioselective
introduction of the 5-fluoride substituent on the pyridine ring
using Halex chemistry. As our entry into this area, we
performed a detailed ab initio computational and experimental
study to understand the kinetics and thermodynamics of the
commercially important Halex reaction of pentachloropyridine.
Kinetic barriers for halogen exchange of each individual C−Cl
bond in every potential intermediate were calculated for the
exhaustive substitution to give ultimately pentafluoropyridine.
These calculated barriers were compared to the experimental
data derived under kinetic control. Reaction enthalpies were
also computed for comparison to experimental results. These
results indicated that the regioselectivity of Halex reactions of
pentachloropyridine is kinetically controlled. At higher temper-
atures, an equilibration process exists which allows some
chlorofluoropyridine isomers to interconvert. The factors which
control the regioselectivity of this interconversion are discussed,
as well as a new reverse-Halex reaction which is driven by
insolubility of LiF in DMSO. A complete computational
investigation led to the development of the key factors which
control thermodynamic regioselectivity in this system. In
addition, during the course of our computational studies, a
limitation of the high-level theoretical ab initio method
G3MP2B3 was uncovered and addressed.

■ RESULTS AND DISCUSSION

Experimental Study of the Kinetics of the Halex
Reaction of Pentachloropyridine. The Halex reaction of
pentachloropyridine (F0) to form 3,5-dichloro-2,4,6-trifluor-
opyridine (2,4,6-F3, Figure 2) is employed in the manufacture
of the herbicide Fluroxypyr. The use of KF in polar solvents
near 200 °C leads to regioselective formation of 2,4,6-F3.

15,16

Undesired, subsequent Halex reactions of 2,4,6-F3 at the 3- and
5-positions to produce 5-chloro-2,3,4,6-tetrafluoropyridine
(2,3,4,6-F4) and pentafluoropyridine (F5) are much slower
under these conditions, due to the known ortho/para activating
influence of the heterocyclic nitrogen atom. Although the
sequence of Halex reactions to form 2,4,6-F3 must proceed
through monofluoro and difluoro intermediates, little informa-
tion is available on which intermediate isomers are involved.
One report in the patent literature17 described the synthesis of
3,4,5,6-tetrachloro-2-fluoropyridine (2-F1) from the Halex
reaction of F0 with KF in sulfolane at 230 °C, whereas
2,3,5,6-tetrachloro-4-fluoropyridine (4-F1) was the product
obtained using CsF and 18-crown-6 in acetonitrile at 80
°C.18 On the basis of these results, it is likely that 2-F1 is the
thermodynamically preferred monofluorinated isomer, whereas
the 4-F1 isomer is the kinetic product formed at lower
temperatures.
To improve our understanding of the regioselectivities of

these stepwise reactions, we sought to determine the nature of
the intermediate chlorofluoropyridines by performing the Halex
reaction under conditions where product distributions were
most likely under kinetic control. The Halex reaction of F0 was
conducted in THF at 26 °C using the rigorously anhydrous
“naked fluoride” source [(Me2N)3S](Me3SiF2) (TASF).

19 This
soluble fluoride source was chosen to avoid potential
complications caused by partial solubility. Under these
conditions, Halex reactions of F0 proceeded rapidly upon
mixing and gave a mixture of intermediate chlorofluoropyr-
idines whose relative concentrations were determined by 19F
NMR spectroscopy (Table 1). Efforts to obtain kinetic

information were hampered by the speed of the reactions.
Further attempts to slow these reactions by using less polar
solvents (toluene-d8, CD2Cl2) were precluded by either the
insolubility of pentachloropyridine or by the reactivity of TASF
with these solvents. When 1.0 equiv of TASF was used, a
mixture containing 11.5% 2-F1, 45.1% 4-F1, 38.2% 2,4-F2, and
5.3% 2,4,6-F3 was observed.

20 The formation of a mixture of
mono-, di-, and trifluoro products using only 1 equiv of TASF
indicated that the rates of the first three reactions were
comparable. Experiments using 0.33 and 0.50 equiv of TASF
gave mixtures containing 2-F1 and 4-F1 and a small amount of
2,4-F2. From the relative amounts of 2-F1 and 4-F1 formed, it is

Figure 1. Examples of herbicides which contain fluoropyridine moieties.

Figure 2. Experimentally observed products in the Halex reaction of
F0 with TASF.

Table 1. Product Distributions for the Reaction of TASF
with F0 in THF

product distribution (%)

amt of TASF (equiv) 2-F 4-F 2,4-F2 2,4,6-F3

0.33 18.2 69.7 12.2 0
0.50 17.9 67.9 14.3 0
1.0 11.5 45.1 38.2 5.3
2.0 1.7 16.2 51 31
3.0 0.3 1 13.7 85.1
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apparent that the Halex reaction at the 4-position (para to the
pyridine nitrogen) was faster than substitution at the 2-position
(ortho to the pyridine nitrogen). Likewise, the absence of 2,6-
F2 indicated that the rate of substitution at the 6-position in 2-
F1 (k2(6)) was relatively slow. Similar regioselectivities have
been reported for the nucleophilic aromatic substitution of
pentachloropyridine with ammonia and alkoxides.21 No
products from substitution at the 3-position (meta to the
pyridine nitrogen) were observed under these conditions due
to the higher kinetic barrier for substitution. When 3.0 equiv of
TASF was used, 19F NMR showed the presence of 85.1% 2,4,6-
F3 along with 13.7% 2,4-F2 and ≤1% of 2-F1 and 4-F1. No
tetrafluorochloro isomers or pentafluoropyridine was observed.
Since both 2-F1 and 4-F1 reacted quickly, the best estimate of
kinetic reactivity at these positions was with the lowest amount
of added fluoride, 0.33 equiv of TASF. Under these conditions,
the 4-F1:2-F1 ratio is 3.8, which indicated a kinetic preference at
the 4-position by 7.6.
Computational Study of the Kinetics and Thermody-

namics of the Halex Reaction of Pentachloropyridine.
The exhaustive Halex process leading from F0 to F5 was studied
computationally using density functional theory (DFT, B3LYP/
6-311+G**) and high level ab initio methods (G3MP2B3)
with specifics provided in the Computational Details and
Supporting Information. Figure 3 shows the structures

evaluated on the potential energy surface for fluoride attack
at the 4-position of F0. The red dashed line depicts 4-F1
product formation via a hypothetical Meisenheimer complex
(INT1) formed from an early transition state (TS1) with little
distortion of the C−Cl bond. INT1 would lead to product via
TS3, characterized by a lengthened C−Cl bond. The blue
dashed line represents a concerted process for halide exchange
that occurs via a more symmetrical transition state (TS2)
characterized by a forming C−F bond and a lengthened C−Cl
bond. Of the four transition state and intermediate structures
depicted, only a single transition state structure (TS) could be
located computationally. This structure possessed a lengthened
C−F bond with little distortion of the C−Cl bond and
resembled TS1. However, this structure collapsed directly to 4-
F1 without intervention of a detectable Meisenheimer complex
or second transition state, likely indicating a concerted reaction
pathway for substitution (solid black line in Figure 3).
Important geometrical features of this early transition state

are shown in the Supporting Information. Our inability to
locate an intermediate in the first Halex reaction of F0 is in
agreement with other computational reports which showed that
the presence of Meisenheimer complexes is dependent on the
nucleophile and leaving group.22−25 For SNAr reactions that
involve a fluoride leaving group, these previous computational
studies have shown the presence of the Meisenheimer complex
INT1, whereas SNAr reactions with a chloride leaving group
proceed through TS2.
While thorough details of the calculations are provided in the

Computational Details and Supporting Information, one
particularly interesting limitation of the theoretical method
deserves mention. Transition state structures were initially
optimized at the B3LYP/6-311+G** level of theory with the
PCM solvation model (DMSO). Attempts to utilize the high-
level G3MP2B3 method for accurate energy calculations (PCM
included) failed to optimize the geometries of the anionic
transition states due to this method’s use of a modest B3LYP/
6-31G* basis set.26 It is curious that, while the most
computationally intensive part of the G3MP2B3 method is
QCISD(T)/6-31G*, the geometry optimizations and frequen-
cies use an extremely small basis set, 6-31G*. We propose it is
more appropriate to use a larger basis set for optimizations and
frequency calculations.27 Due to the failure of the geometry
optimizations, the automated G3 procedures within Gaussian
could not be used, and the separate calculations associated with
the G3MP2B3 enthalpies were computed independently and
summed on the basis of the B3LYP/6-311+G** geometries.
The G3MP2B3 calculations can be reduced to a high-level/
modest basis set term, QCISD(T)/6-31G*, with a basis set
correction from perturbation theory, ΔMP2 = MP2/6-311+
+G(2df,2p) − MP2/6-31G*. For highest accuracy, the basis set
correction term (ΔMP2) should be small, but because the 6-
31G* basis set was shown to be inadequate for our transition
state optimizations, these correction terms (ΔMP2) were
extremely large. Since it is known that diffuse functions are
beneficial for anions,27 we created a new method referred to as
G3MP2B3*, where the high-level method used was QCISD-
(T)/6-31+G* with the basis set correction: ΔMP2* = MP2/6-
311++G(2df,2pd) − MP2/6-31+G*. This improvement in the
high-level basis set dramatically reduced the correction error
(ΔMP2*) and presumably made these calculations more
accurate. The resulting G3MP2B3* enthalpies were used to
investigate the Halex reactions from F0 to F5 (Table 2). The
structures and computed energies obtained using different
computational methods are tabulated in the Supporting
Information.
Ab initio calculations were performed for the exhaustive

Halex reaction at every position and in all possible reaction
sequences. Enthalpies of activation can be calculated
mathematically from the data in Table 2. As an illustration,
the activation enthalpy for reaction of fluoride at the 2-position
of 4-F1 (12.4 kcal/mol) is obtained by subtracting the
computed energy of the 4-F(2) transition state (−3.7 kcal/
mol) from the computed enthalpy of 4-F1 (−16.1 kcal/mol).
Similarly, the relative energy of any reaction, isomerization, or
barrier can be computed by comparing the energies of the
appropriate species from Table 2. As described in the following
sections, the calculated energies of these intermediates and
transition states accurately explained the observed reactivity
patterns. Experimental results showed that the 3- and 5-
chloride substituents were much less reactive than those at the
2-, 4-, and 6-positions. For the first three fluoride exchanges, no

Figure 3. Concerted (dashed blue line), stepwise (dashed red line),
and actual computed (solid black line) mechanisms for fluoride
exchange at the 4-position of pentachloropyridine, F0.
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meta-fluorinated transition states were comparable in energy to
their ortho- or para-fluorinated isomers. The enthalpies of
activation for each of the first three Halex substitutions at the
2-, 4-, and 6- positions were all within 1 kcal/mol. The
similarity of these barriers was consistent with the observed
mixture of 2-F1, 4-F1, 2,4-F2, and 2,4,6-F3 in the Halex reaction
of F0 with 1 equiv of TASF. For the first Halex reaction of F0,
we calculated enthalpies of activation of 12.5, 17.9, and 11.5
kcal/mol for reaction at the 2-, 3-, and 4-positions, respectively.
The Halex reaction at the 3-position of F0 was calculated to
have a barrier 6.4 kcal/mol higher than the barrier for
substitution at the 4-position and was consistent with the
complete absence of 3-F1 experimentally. Subsequent halogen
exchange reactions at the 3- and 5-positions of intermediate
chlorofluoropyridines had similarly high barriers. The barrier to
the Halex reaction at the 2-position of F0 (ΔH⧧ = 12.5 kcal/
mol) was only 1.0 kcal/mol higher than the barrier for reaction
at the 4-position. This computed ΔΔH⧧ value was consistent
with results from experiment, which showed that the relative
rate constant for formation of 4-F1 was 7.6 times faster than the
rate constant to produce 2-F1. At 25 °C, a factor of 7.6
corresponds to a 1.2 kcal/mol energy difference between
transition states, in excellent agreement with the computed
values. Although 4-F1 was kinetically favored over 2-F1, the 2-
fluoro isomer has an enthalpy of reaction (ΔH°) which was 3.4
kcal/mol lower than that of 4-F1. The 3-fluoro isomer 3-F1 was
the least stable of the monofluorinated isomers, with a ΔH°
value which was 4.4 kcal/mol higher than that of 2-F1. Our
calculations showed that there is a large thermodynamic
preference for structures which contain fluorine substituents
ortho to the pyridine nitrogen. Therefore, the previously
reported synthesis of 2-F1 from the Halex reaction of F0 and

KF at 230 °C17 was most likely under thermodynamic control
via a mechanism which allowed isomerization to occur.
For the second set of halogen exchange reactions, only the

pathways which involved reaction at the 2- and 4-positions are
discussed, although all possible substitutions were studied
computationally. Any further reaction of 3-F1 would not
contribute to the product distribution due to the high kinetic
barrier to its formation. The kinetically favored, monofluoro
intermediate 4-F1 was predicted to react with fluoride at the 2-
position to form 2,4-F2 with ΔH‡ = 12.4 kcal/mol. The minor
monofluoro intermediate 2-F1 would react at the 4- or 6-
position with a barrier of 11.4 or 12.3 kcal/mol, respectively.
The Halex reaction of 2-F1 would therefore, like 4-F1, also
preferentially lead to 2,4-F2. A further Halex reaction of 2,4-F2
selectively led to 2,4,6-F3 with a calculated barrier of 12.2 kcal/
mol. In addition to being kinetically preferred, 2,4,6-F3 is also
the thermodynamically favored trifluorinated isomer. The
further Halex reaction of 2,4,6-F3 to give 2,3,4,6-F4 was
calculated to have a barrier of 23.8 kcal/mol, which is >10 kcal/
mol higher than those of the previous three fluoride
substitutions. This barrier was consistent with the absence of
any tetrafluorinated isomer in our experiments using 3.0 equiv
of TASF. The final Halex reaction to form pentafluoropyridine
had a similarly high barrier of 23.4 kcal/mol. Experimental
results in the literature15 indicate that further Halex reactions of
2,4,6-F3 only occur under forcing conditions, consistent with
the larger barriers computed for these reaction steps. Indeed, it
is this relative lack of reactivity of the 3- and 5-chloride
substituents that makes this reaction useful for the commercial
synthesis of Fluroxypyr, which proceeds via 2,4,6-F3.

Reverse Halex Reactions of Fluoropyridines. During
Halex reactions aimed at the synthesis of Rinskor active, we
observed experimental indications of potential reversion of

Table 2. Energies (Relative to F0) for All Intermediates and Transition States (TSs) for the Halex Reaction of
Pentachloropyridinea

aEnthalpies are given in kcal/mol at the high-level, modified G3MP2B3* method. The position of attack in the transition states is denoted in
parentheses. The kinetic path predicted for the forward Halex reaction of F0 for each sequential, lowest energy transition state is highlighted in red.
The kinetic pathway predicted for the reverse Halex reaction of F5 is highlighted in green.
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fluoropyridines to chloropyridines at extended reaction times.28

Although these reverse Halex reactions were calculated to be
endothermic by >15 kcal/mol, we speculated that precipitation
of an insoluble fluoride salt might be used experimentally to
drive the reaction backward to more chlorinated products. This
type of reverse Halex reaction would be analogous to the classic
Finkelstein reaction, which uses the differential solubilities
between NaI and NaCl in acetone as the driving force to
prepare iodoalkanes. Such reverse Halex reactions could
potentially be used to prepare regioisomers that were not
accessible from the forward reaction and could also possibly be
utilized to recycle overfluorinated byproducts of Halex
reactions. On the basis of the dramatic differences in water
solubilities of alkali-metal chloride and fluoride salts (Table
3),29 we hypothesized that precipitation of LiF, in particular,

could be used as a driving force for reverse Halex reactions.
Since Halex reactions are not typically compatible with the
presence of water, we determined the solubility of these same
halide salts in anhydrous DMSO. Ion chromatography
confirmed that LiF and NaF were indeed practically insoluble
in DMSO (Table 3). In addition, LiCl was found to have
significantly higher solubility than NaCl in DMSO. The rates of
the reverse Halex reactions of 2,4,6-F3 with different chloride
salts in DMSO are compared in Figure 4. Negligible reaction
was observed by gas chromatography using 2.5 equiv of NaCl
in DMSO at 100 °C. By comparison, almost complete
conversion of 2,4,6-F3 to 3,4,5-trichloro-2,6-difluoropyridine
(2,6-F2) occurred after 9 h at 100 °C using 2.5 equiv of LiCl in
DMSO. No other difluoro isomers were observed. This
difference in reactivity between LiCl and NaCl was consistent
with the significantly higher solubility of LiCl in DMSO. The
use of bis(triphenylphosphine)iminium chloride (PPNCl) led

to only partial conversion to 2,6-F2. No precipitation of
bis(triphenylphosphine)iminium fluoride was observed from
DMSO, and this reactivity may instead be driven by the
covalent nature of PPNF.30 When the reaction of 2,4,6-F3 with
1 equiv of LiCl was conducted on a preparative scale, 2,6-F2
was isolated in 53% yield. By taking advantage of the lower
solubility of LiF in DMSO, the reverse Halex reaction could,
indeed, be performed.
The regiochemistries of the difluoro products prepared by

Halex and reverse Halex reactions were observed to be different
but were consistent with the kinetic preference for substitution
at the 4-position. In the case of the forward Halex reaction of F0
with TASF, 2,4-F2 was the sole observed difluoro isomer. This
selectivity was due to the lower ΔH⧧ value for the first fluoride
substitution at the 4-position over the 2- and 3-positions
(Figure 5), followed by reaction with a second equivalent of

Table 3. Solubilities of Halide Salts in Water and DMSO at
20 °C

solubility (mg/mL)

salt H2O
a DMSO

LiF 1.34 <0.0001
LiCl 447 94 ± 12
NaF 39.7 <0.0001
NaCl 263 4.4 ± 0.6

aReference 31.

Figure 4. Effect of counterion on the reverse Halex reaction of chloride salts (Li, blue ◆; Na, red ●; PPN, green ▲) with 2,4,6-F3 to give 2,6-F2
(100 °C, 1 M in DMSO, 2.5 equiv of chloride salt).

Figure 5. Calculated reaction coordinate for the Halex reactions of
fluoride ion with F0 to give 2,4,6-F3. The solid black line depicts the
kinetically dominant pathway via 4-F1 and 2,4-F2. The minor
monofluoro isomer 2-F1 reacts preferentially (ΔΔH⧧ = 0.9 kcal/
mol) with fluoride at the 4-position over the 6-position to give 2,4-F2.
The reverse Halex pathway for reaction of chloride with 2,4,6-F3 to
give 2,6-F2 is shown as a green dashed line.
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fluoride to give 2,4-F2. If any 2-F1 was formed in the reaction
with F0, it would be expected to react with additional fluoride at
the 4-position to also give 2,4-F2. For the reverse Halex
reaction of 2,4,6-F3 with chloride, the 4-position was calculated
to be kinetically dominant over the 2-position (ΔΔH⧧ = 4.3
kcal/mol) to exclusively produce the 2,6-F2 isomer. The
forward Halex reactions favored 4-substitution over 2-
substitution by fluoride, typically by only ∼1 kcal/mol.
However, the reverse Halex reactions favored 4-substitution
over 2-substitution by chloride, often by more than 4 kcal/mol,
and were very selective. In addition to being the kinetic
product, 2,6-F2 was also the thermodynamically favored isomer
in the reverse Halex reaction of 2,4,6-F3 by 3.5 kcal/mol.
To confirm that the regioselectivity of the reverse Halex

reaction was indeed kinetically controlled, the reaction of F5
with LiCl in DMSO was studied, since the thermodynamic and
kinetic monofluoro isomers were calculated to be different. For
the reverse Halex reaction of F5, the kinetically preferred
product (by 7.0 kcal/mol) was predicted to be 2,3,5,6-F4,
formed by substitution of chloride at the 4-position (Figure 6).

Thermodynamic control would be expected to form a mixture
of 2,3,4,6-F4 and 2,3,5,6-F4 (ΔΔH° = 0.9 kcal/mol).
Experimentally, 2,3,5,6-F4 was found to be the sole product
of reaction of F5 with LiCl in DMSO at 80 °C and was
consistent with the reverse Halex regioselectivity being
kinetically determined. The reaction of F5 with CaCl2 and
DCH-18-crown-6 in refluxing sulfolane was previously reported
to give 2,3,5,6-F4 and likely proceeds via a SNAr mechanism.31

Our results suggest that the reverse Halex reaction of
fluorinated pyridines with LiCl in DMSO is likely a general
method for regioselective introduction of a chloride at the 4-
position.
Kinetics and Thermodynamics of Halopyridine

Scrambling Reactions. By utilizing the much lower solubility
of LiF in DMSO in comparison to LiCl, we were able to
perform reverse Halex reactions of fluoropyridines to give 4-
chloro-substituted products. Given that fluoride and chloride
ions were both capable of undergoing SNAr reactions under
these conditions, we hypothesized that catalytic halide ion could
scramble halogen atoms between halopyridines by a series of
reversible SNAr reactions. Equilibration of chlorofluoropyr-
idines has been previously performed at high temperature (520
°C) with a heterogeneous catalyst by Weigert as a technique to
recycle unwanted, overfluorinated Halex products back to the
desired mixed chlorofluoropyridines.32 We were particularly
interested in developing a lower temperature method to
scramble halopyridines that could be more tolerant of sensitive
functional groups. To test this proposal, a homogeneous,
equimolar mixture of neat F5 and 2,4,6-F3 with 2 mol % of n-
Bu4PCl (relative to F5) was heated at 150 °C for 16 h. 19F
NMR spectroscopy showed predominantly unreacted F5 and
2,4,6-F3. However, closer inspection showed two small,
virtually coupled multiplets at δ −90.7 and −142.7 that
indicated the presence of approximately 1 mol % of 2,3,5,6-F4,

at roughly the same level as the amount of n-Bu4PCl catalyst.
This suggested that F5 was able to undergo a regioselective,
stoichiometric reverse Halex reaction with chloride ion at 150
°C. From Table 2, the calculated ΔH⧧ value for SNAr of
chloride ion at the kinetically preferred 4-position of F5 is 26.1
kcal/mol. The subsequent reverse Halex reaction of 2,3,5,6-F4
at the 2-position had a calculated ΔH⧧ value of 33.0 kcal/mol
and was not observed at this temperature. The resulting n-
Bu4PF

33 from this reverse Halex reaction would instead be
expected to react with 2,3,5,6-F4 at the 4-position (ΔH⧧ = 12.7
kcal/mol) to regenerate F5 much more quickly than it would
react with 2,4,6-F3 at the 3-position (ΔH⧧ = 23.8 kcal/mol).
Because of these relative differences in enthalpies of activation,
this equilibrium lay toward the starting materials, F5 and 2,4,6-
F3. In this respect, the reaction of F5 and 2,4,6-F3 with catalytic
chloride ion is a competition experiment which favors starting
materials. Consistent with this explanation, the comproportio-
nation of F5 and 2,4,6-F3 to 2 mol of 2,3,5,6-F4 was
endothermic by 1.9 kcal/mol (Table 2) and further suggested
that this particular halopyridine scrambling reaction was
unfavorable at 150 °C.
To overcome the limited conversion in the reaction of F5

with 2,4,6-F3, a more favorable halopyridine scrambling
reaction was attempted with a chloropyridine which was
more reactive to the fluoride ion liberated by the reverse Halex
step. F0 was chosen as the chloropyridine, due to its high
reactivity with fluoride at the 2- and 4-positions. Computations
suggested that a reaction would occur between F5 and F0, since
ΔH⧧ for reaction of fluoride at the 4-position of F0 (11.5 kcal/
mol) was lower than that at the 4-position of 2,3,5,6-F4 (12.7
kcal/mol), and F5 + F0 → 2,3,5,6-F4 + 4-F1 was
thermodynamically exothermic by 2.7 kcal/mol. When an
equimolar mixture of neat F5 and F0 was heated with 2 mol %
n-Bu4PCl at 160 °C, a mixture of tetrafluoro, trifluoro, difluoro,
and monofluoro isomers was observed by gas chromatography
and 19F NMR spectroscopy (Table 4). We propose that the

product distribution resulted from a series of halide
substitutions involving reverse Halex reactions with high kinetic
regioselectively at the 4-position along with concomitant
forward Halex reactions which approached thermodynamic
control at extended reaction times (Figure 7). Rapid conversion
of F5 to 2,3,5,6-F4 was observed after only 1 h at 160 °C by
reaction of chloride at the kinetically preferred 4-position. No
further reaction of 2,3,5,6-F4 occurred even after 48 h at 160
°C. The remaining products were derived from Halex reactions
of the liberated fluoride ion, and these regioselectivities were
consistent with thermodynamic control at longer reaction
times. After 1 h at 160 °C, a 55:45 mixture of 2-F1 and 4-F1 was

Figure 6. Reverse Halex reaction of F5 with LiCl in DMSO (80 °C, 1
M).

Table 4. Product Distributions (mol %) from Halopyridine
Scrambling Reactions of F0 with F5 and 2,4,6-F3, As
Determined by 19F NMR

F0 + F5 F0 + 2,4,6-F3

1 h 24 h 1 h 24 h

F5 8.8
2,3,5,6-F4 55.2 53.4
2,4,6-F3 1.6 1.1 46.3 17.1
2,6-F2 3.3 14.4 31.9 47.6
2,4-F2 8.8 1.1 3.8 6.7
2-F1 12.1 28.9 8.3 20.0
4-F1 9.9 1.1 9.6 8.6
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formed, which then equilibrated over 24 h at 160 °C to give a
96:4 mixture of 2-F1 and 4-F1. As shown in Table 2, the 4-F1
isomer was kinetically favored (by 1.0 kcal/mol), but the 2-F1
regioisomer was thermodynamically favored by 3.4 kcal/mol.
On correction for the abundance of ortho C−F positions, a
99:1 ratio of 2-F1 and 4-F1 was calculated at 160 °C on the
basis of the computed ΔH° values, in close agreement with
experimental results. Equilibration likely occurred by a Halex
reaction of 4-F1 with fluoride to form 2,4-F2, which can
undergo a highly regioselective reverse Halex reaction at the 4-
position to generate 2-F1. The monofluoro products reacted
further with fluoride to generate a difluorotrichloropyridine
fraction with a 27:73 ratio of 2,6-F2 and 2,4-F2 after 1 h at 160
°C. This ratio increased to 93:7 (2,6-F2: 2,4-F2) over 24 h at
160 °C, presumably via a series of reversible SNAr reactions.
Computationally, 2,6-F2 was significantly more stable than 2,4-
F2 by 3.5 kcal/mol (the 2,6-F2:2,4-F2 ratio was computed to be
97:3 at 160 °C).
The reaction of F0 and 2,4,6-F3 with 2 mol % n-Bu4PCl at

160 °C gave analogous results (Table 3). After 1 h, a mixture of
2-F1, 4-F1, 2,4-F2, and 2,6-F2 was observed in addition to
starting 2,4,6-F3. Unreacted F0 was observable by gas
chromatography. Neither tetrafluorochloropyridines nor F5
was observed, since these products could only result from
SNAr at the much less reactive 3- and 5-positions. The reverse
Halex reaction of 2,4,6-F3 with chloride gave the difluoro
isomer 2,6-F2, which is both kinetically and thermodynamically
preferred over the 2,4-F2 isomer. The 2,6-F2:2,4-F2 ratio
remained constant at 88:12 during the 24 h reaction time. The
reactivity of 2,4,6-F3 was substantially lower than that of F5 in
halopyridine scrambling reactions with F0. This reactivity trend
was consistent with the calculated 1.1 kcal/mol higher barrier
for the reverse Halex reaction of 2,4,6-F3 relative to F5.
Monofluoro products were formed by the reaction of the
resulting fluoride ion with F0 to give a 46:54 mixture of 2-F1
and 4-F1. This ratio increased to 70:30 2-F1:4-F1 with
continued heating for 24 h. The isomerization of 4-F1 to 2-
F1 likely occurred by a series of reversible SNAr reactions with
halide ions via 2,4-F2 (Figure 8).
These studies indicated that halide scrambling between

chloropyridines and fluoropyridines occurred using 2 mol % n-

Bu4PCl at 160 °C to produce mixed chlorofluoropyridines.
Substitutions at the 2-, 4-, and 6-positions were observed with a
kinetically controlled preference for chloride substituents at the
4-position and a thermodynamic preference for fluorine atoms
at the 2- and 6- positions. Under these conditions, no products
of substitution at the 3- and 5-positions were observed.
Weigert has previously demonstrated that F5 and 2,4,6-F3

disproportionate at 520 °C in the presence of Cr2O3 to give
products which arise from halide exchange at the 3- and 5- as
well as 2-, 4-, and 6- positions.32 A 92% selectivity for products
with fluorine atoms at both the 2- and 6-positions was reported.
At 520 °C, these product distributions appear to be under
thermodynamic control, and all barriers to SNAr including the
3- and 5-positions are apparently accessible at this temperature.
Using the ΔH° values from our ab initio calculations (Table 2),
the mixed chlorofluoropyridine product ratios in the equilibra-
tion of a 1:1 mixture of F5 and 2,4,6-F3 at 520 °C were
computed using COPASI (Figure 9).34 Good agreement
between computed and experimental product distributions
was obtained. The monochlorotetrafluoropyridine products are

Figure 7. Halopyridine equilibration of F5 and F0 using catalytic n-Bu4PCl at 160 °C.

Figure 8. Halopyridine equilibration of 2,4,6-F3 and F0 using catalytic
n-Bu4PCl at 160 °C.
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formed as a 1.3:1 mixture of 2,3,5,6-F4 and 2,3,4,6-F4,
consistent with their calculated ΔΔH° value of 0.9 kcal/mol.
This regioselectivity is in contrast with our observed
regiospecific formation of 2,3,5,6-F4 under kinetically con-
trolled conditions at 160 °C. Similarly, 2,4,6-F3 was isomerized
to a 1.6:1 mixture of 2,4,6-F3 and 2,3,6-F3, consistent with the
calculated ΔΔH° of 2.1 kcal/mol between these two isomers.
Factors Controlling Thermodynamics. Our experimental

results showed a strong thermodynamic preference for
pentahalopyridine isomers which contain fluorine atoms at
the 2- and 6-positions. We postulated that the relative strength
of the C−Cl and C−F bonds at the 2- and 6-positions could be
the driving force for this selectivity. Houk has reported that the
weakest C−halogen bonds preferentially react in Suzuki
coupling reactions of polyhalogenated heterocycles, on the
basis of calculated homolytic bond dissociation energies
(BDEs).35 In particular, C−Cl bonds at the 2-position were
calculated to be more than 3 kcal/mol weaker than C−Cl
bonds at the other positions. Similarly, C−Br bonds at the 2-
position were also calculated to have the lowest BDEs in
comparison to C−Br bonds at the 3- and 4-positions.35 We
calculated that BDEs for C−F bonds at the 2-position, unlike
the corresponding C−Cl and C−Br bonds, were essentially the
same as the computed BDEs of C−F bonds at the 3- and 4-
positions. For example, the C−Cl bond in 2-chloropyridine was
calculated to be 3.9 and 2.9 kcal/mol weaker than the C−Cl
bonds in 3-chloropyridine and 4-chloropyridine, respectively
(Table 5, entries 1−3). In contrast, the calculated C−F BDEs
of the three fluoropyridine isomers were all within 0.7 kcal/mol.
We calculated all of the homolytic C−X bond dissociation

enthalpies at the G3MP2B3* level for the 20 possible mixed
chlorofluoropyridines in the Halex reaction of F0 (Supporting
Information). Trends observed with pentahalopyridines were
similar to those seen with monohalopyridines. Specifically for
F0, the C−Cl bond at the 2-position was 3−4 kcal/mol weaker
than the C−Cl bonds at the 3- and 4-positions (Table 5, entry
4). By comparison, the C2−F bond in F5 was calculated to be
the strongest C−F bond and was 2.0 and 0.5 kcal/mol stronger
than the C−F bonds at the 3- and 4-positions of F5,
respectively. For all 20 pentahalopyridines, calculated BDEs
for C−Cl bonds averaged 96.4, 99.5, and 100.1 kcal/mol at C2,
C3, and C4, respectively. At each ring position, the C−Cl BDEs
had a small standard deviation of 0.4 kcal/mol, which suggested
that the position of the chloride on the pyridine ring was the

primary determinant of the strength of these C−Cl bonds.
Calculated average BDEs for C−F bonds in these 20
pentahalopyridines spanned a much narrower range (127.2,
125.2, and 126.7 kcal/mol at C2, C3, and C4, respectively), but
standard deviations at each position were significantly larger for
C−F bonds than for their corresponding C−Cl bonds. This
suggested that neighboring halogen substituents, not ring
position, might be the dominant factor in determining the
strength of the C−F bonds in this system.
To test this hypothesis, we performed a series of calculations

on simple halobenzene structures to eliminate the effect of
pyridine nitrogen and investigate solely the effect of ortho
halogen substituents on C−-X BDEs (Table 5, entries 5−10).
In this respect, ortho does not refer to the 2-position but refers
to atoms ortho to the particular C−X bond in question. For
chlorobenzenes, BDEs of C−Cl bonds spanned a narrow 99.9−
100.5 kcal/mol range and showed no effect on the presence of
ortho H, F, or Cl substituents. However, calculated BDEs in
these halobenzenes showed a weakening of the C−F bond with
increasing numbers of ortho fluoride substituents. The presence
of ortho Cl substituents had no effect on the calculated C−F
BDE (entries 5, 6, and 8). However, the C−F BDEs decreased
with an increasing number of fluoride substituents ortho to the
C−F bond. For example, the C−F BDE in fluorobenzene was
calculated to be 128.4 kcal/mol (entry 5). The presence of one
ortho fluorine (entries 7 and 9) decreased the C−F BDE to
126.8 kcal/mol. The two fluorine atoms ortho to a C−F bond
as in 1,2,3-trifluorobenzene (entry 10) further decreased the
C−F BDE at the 2-position to 125.5 kcal/mol. Each ortho
fluorine substituent weakened the C−F bond by ∼1.5 kcal/mol.
These trends were comparable to the relative effects of the
nature of the ortho halogen substituent on the relative strengths
of C−F and C−Cl bonds in pentahalopyridines. In all cases
studied, fluorine atoms ortho to a C−F bond led to a decrease
in its BDE. In the stepwise Halex reactions of F0 to ultimately
give F5, the average ΔH° values for each sequential fluorination
step were 17.1, 16.3, 16.2, 15.5, and 15.0 kcal/mol for the first,
second, third, fourth, and fifth substitutions, respectively. These
reactions become less exothermic with increasing degree of
fluorine incorporation due to this ortho fluorine effect.
With knowledge of the ortho fluorine effect on C−F bonds,

the 2-position effect on C−Cl bonds, and the fact that every
sequential fluorine addition is significantly exothermic, we
attempted to describe the relative G3MP2B3* ΔH° values of

Figure 9. Comparison of the relative thermodynamic product distribution in the equilibration of F5 and 2,4,6-F3 for experimental (red)33 and
computed (blue) data at 520 °C.
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all 20 mixed chlorofluoropyridine structures using three simple
factors: (1) the number of fluorine atoms in the molecule
(∑F}, (2) the number of fluorine atoms at the C2/C6
positions (∑FC2/C6), and (3) the number of pairs of fluorine
atoms which are ortho to one another (∑ortho F−F pairs)
(see Figure 10 and the Supporting Information). As discussed
above, C2−Cl bonds are 3−4 kcal/mol weaker than C−Cl
bonds at the other positions. In addition, the presence of a
fluorine atom in an ortho relationship to a C−F bond leads to a
weakening of that C−F bond by approximately 1.5 kcal/mol.
The G3MP2B3* ΔH° values from Table 2 were fit using these
three variables (Figure 11, eq 1), and a nearly perfect
agreement was observed.

Δ ° = − ∑ − ∑

+ ∑ −

H { 15.29 F} {4.16 F }

{1.32 ortho F F pairs}

C2/C6

(1)

Equation 1 shows the critical importance of the 2-position
and the smaller but significant contribution of ortho F−F pairs
on ΔH° values. As the reaction progresses from F0 to F5,
greater fluorination leads to the presence of more ortho F−F
pairs, thus weakening the remaining C−F bonds that eventually
form. One effect of this thermodynamic situation is that
equilibration of mixtures of chlorofluoropyridines will be biased
toward formation of less fluorinated species due to fewer ortho
F−F pairs, in agreement with our experimental results (Table
4).

■ CONCLUSIONS
The Halex reaction of pentachloropyridine with fluoride ion
was studied experimentally and computationally. The ab initio
G3MP2B3 method was modified because geometry optimiza-
tions with the small 6-31G* basis set failed due to the lack of
diffuse functions, often a requirement of anionic transition
states. Experimental regioselectivities were consistent with
kinetic control with the 4-position moderately preferred over
the 2-position; the calculated SNAr transition states supported
this trend. It was thought that the reverse Halex reaction of
fluoropyridines with chloride sources was possible, and it was
indeed demonstrated by using precipitation of LiF in DMSO as
a driving force. Calculations suggested that the reverse Halex
reaction would be highly regioselective, and experiments
showed only substitution by chloride at the 4-position,
consistent with kinetic control. Scrambling of halide ions
between chlorofluoropyridines was found to occur using

Table 5. G3MP2B3* Calculated C−F and C−Cl Homolytic
Bond Dissociation Enthalpies (in kcal/mol) for
Monohalopyridine Isomers, F0 and F5, and a Series of
Halobenzenes

aΔBDE = (C−F BDE) − (C−Cl BDE).

Figure 10. Illustration of number of C2/C6 fluorine atoms and
number of ortho F−F pairs for the three possible chlorotetrafluor-
opyridine isomers.

Figure 11. Comparison of fitted ΔH° values using eq 1 with calculated
ΔH° using the G3MP2B3* method for all 20 possible chlorofluor-
opyridines in the Halex reaction of F0 to F5.
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catalytic quantities of n-Bu4PCl, and the products of these
reactions were shown to result from a combination of kinetic
and thermodynamic control. The relative enthalpic reaction
thermodynamics of all possible chlorofluoropyridine structures
could be predicted as a function of three variables: the number
of fluorine atoms in the molecule, the number of fluorine atoms
at the C2/C6 positions, and the number of pairs of fluorine
atoms which are ortho to one another.

■ COMPUTATIONAL DETAILS
Expanded details of methods and comparisons are provided in the
Supporting Information. Computations used the Gaussian03 pro-
gram.36 The G3 suite of programs37 has been developed for extremely
high level and accurate predictions of energies and is considered a
“kcal/mol accurate” method. G3 procedures are one set among
others38 that utilize extrapolation procedures for accurate energy
calculations. We proceeded to utilize both the standard DFT method
B3LYP39 with the large basis set 6-311+G**,40 which we denote as
B3LYP/6-311+G**, and the G3MP2B3* level of theory. Initially, the
structures were optimized at the B3LYP/6-311+G** level of theory
where energies and thermal/entropic corrections could be determined.
Since Halex reactions are typically performed in polar solvents such as
DMSO, the polarized continuum model (PCM)41 was included in
these calculations (B3LYP, G3MP2B3), with the solvent DMSO
(dielectric constant ε = 46.7). Due to many complications associated
with entropy, we have focused on the enthalpy of activation and
enthalpy of reaction for the Halex reaction solvated in DMSO utilizing
the “naked fluoride” anion.42,43

The individual components of the modified G3MP2B3 method
were computed on the basis of the B3LYP/6-311+G** optimized
geometries. The G3MP2B3* energies are defined as

* = ‐ + * + Δ *E E E{G3MP2B3 } {QCISD(T)/6 31 G } {MP2 }

where

Δ * = ‐ ++ − ‐ + *E E E{MP2 } {MP2/6 311 g(2df,2p)} {MP2/6 31 G }

Our enthalpies calculated using the G3MP2B3* method were
corrected for the enthalpy (298 K) from the B3LYP calculation:

* = * + ‐ + **

− ‐ + **
H E H

E

{G3MP2B3 } {G3MP2B3 } {B3LYP/6 311 G }

{B3LYP/6 311 G }

It should be noted that the B3LYP/6-311+G** method provides
results which are consistent with the high-level G3MP2B3* method.
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Frenking, G.; Uggerud, E. J. Org. Chem. 2010, 75, 2971.
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