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Abstract: The pairing of ions of opposite charge is a funda-
mental principle in chemistry, and is widely applied in synthesis
and catalysis. In contrast, cation—cation association remains an
elusive concept, lacking in supporting experimental evidence.
While studying the structure and properties of 4-oxopiperidi-
nium salts [OCsHgNH,]X for a series of anions X of
decreasing basicity, we observed a gradual self-association of
the cations, concluding in the formation of an isolated
dicationic pair. In 4-oxopiperidinium bis(trifluoromethylsul-
fonyl)amide, the cations are linked by N—H--O=C hydrogen
bonds to form chains, flanked by hydrogen bonds to the anions.
In the tetra(perfluoro-tert-butoxy)aluminate salt, the anions
are fully separated from the cations, and the cations associate
pairwise by N—C—H--O=C hydrogen bonds. The compounds
represent the first genuine examples of self-association of
simple organic cations based merely on hydrogen bonding as
evidenced by X-ray structure analysis, and provide a paradigm
for an extension of this class of compounds.

I n solution, ion pairing occurs when cations and anions
associate in a solvent of low dielectric constant to form
a distinct chemical entity. Depending on the degree of solvent
participation, fully solvated ions, solvent-separated ion pairs,
and contact ion pairs are usually distinguished.!! In contrast,
cation—cation interactions of organic species appear as a rare
and counterintuitive phenomenon which has been spectro-
scopically detected, for example, for NMe,* ions in aqueous
K/CsBr solutions,? for guanidinium ions in water,”! certain
ionic liquids,” and in the micellization of tetraalkylammo-
nium surfactants,®! although there is no direct structural
evidence to support this.

In quaternary tetraalkylammonium ions the positive
charge is significantly delocalized onto the protons attached
to the a-C atoms of the hydrocarbon chains,” rendering these
protons sufficiently acidic to engage in hydrogen bonds to
anions. In N(C,Hs),Br" and N(C,H;),L™! for example, most
protons of the a- and B-C atoms form C—H:-X hydrogen
bonds to the halide X, which in turn functions as a hydrogen-
bond acceptor. Reetz et al.l® have shown that the o protons of
the NBu, cation form N—C—H---O=C hydrogen bonds”! to the
enolate oxygen atoms of a malonic acid diester anion (C--O
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3.263(2)-3.391(2) A) resulting in an overall neutral molecular
entity. It seems reasonable to assume that the oxygen atoms of
enolates are more basic than those of neutral ketones. We
now wish to report the apparently unprecedented self-
association of two secondary ammonium cations by N—C—
H--O=C hydrogen bonding to neutral carbonyl groups with
the formation of a dication.

The starting point of our investigation was our interest in
the structural properties of 4-piperidone hydrate hydrochlo-
ride, a widely used feedstock in pharmaceutical chemistry. We
show that the compound is actually 4,4-dihydroxypiperidi-
nium chloride, [(HO),CsHgNH,]CI (1a), in which the geminal
diol is stabilized by hydrogen bonding to the chloride ion. The
chloride ion serves as a fourfold hydrogen-bond acceptor!'! to
both hydroxy and ammonium protons in a three-dimensional
network."”! The bromide [(HO),CsH,NH,|Br (1b) displays
a similar 3D network structure. The corresponding iodide is
unstable as a solid and dehydrates upon crystallization to give
4-oxopiperidinium iodide, [OCsHgNH,]I (2¢). The analogous
4-oxopiperidinium chloride [OCsH{NH,]Cl (2a) can be
prepared from 1a by dehydration with SOCIl,. Compound
2areacts with HBr by halide exchange to give [OCsHgNH,|Br
(2b). The 4-oxopiperidinium halides 2a—¢ no longer have
a typical three-dimensional ionic structure, but rather form
parallel chains of alternating 4-oxopiperidinium cations and
halide anions connected by NH--X:-HN hydrogen bonds.
These chains are closely packed, with the very weakly basic
keto functions being barely involved in any hydrogen bond-
ing.' For the halide salts the carbonyl IR resonance occurs at
about 1720 cm™', which corresponds to that of a typical
neutral ketone (cyclohexanone, ¥co=1717 cm™").

When 2a is reacted with silver reagents AgX with
a weakly or noncoordinating anion X~ such as MeCO, ,
BF,”, ClO,”, OSO,CF;~ (OTf", triflate), N(SO,CF;),”

o (o] X=
2d MeCO,
AgX 2e  BF,
—> 2f ClO, (1)
® - AgCl @ 29 OTf
o OH W M 2h NTh

(NTf,7), and [AI{OC(CF;);}4]” (=[AI(PFTB),]", Krossing’s
anion)'¥ in diethyl ether or CH,Cl, solution, chloride is
replaced by these anions to give the [OCsHNH,]X salts 2d-
i [Eq. (1)]. While 2d-h crystallize without the inclusion of
solvent, the aluminate 2i separates from such solutions in the
form of the solute compounds [OC;HgNH,(OEt,),|[Al-
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(PFTB),] (2i-2Et,0) and [OCsHg{NH,][Al(PFTB),]-CH,Cl,
(2i-CH,CL,).

In the solid state, the CO stretching frequency (wave-
number) of the 4-oxopiperidinium cation in compounds 2
depends on the counterion X and increases with the
diminishing basicity of the anion in the series 2a—e (ca.
1720em™), 2f (1725cm™), 2g (1741 cm™"), and 2i2Et,0
(1744 cm™). Compound 2h (X =NTf,) appears to be an
exception, since it exhibits two 7, bands with frequencies
expected for a typical ketone (1720, 1728 cm™) despite the
low basicity of the anion. In analogy to related systems,"” we
assume that a positive charge on the 4-oxopiperidinium ring
results in a higher C=0 bond strength and, consequently, an
increase in the value of 7.0 As expected, the effect is
largest for 2i, which has the least basic anion (X=Al-
(PFTB),). However, this explanation appears no longer
applicable when the carbonyl lone electron pairs are
bonded to a Lewis acid, as in the case for 2h, where the
carbonyl group is hydrogen-bonded to acidic ammonium
protons (see below).

When acetone was used as a solvent, variable amounts of
the Schiff base [OCsHgN=CMe,]X (A) were formed as
a byproduct, as a result of partial condensation. In addition,
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the synthesis of 2i was frequently accompanied by the
formation of some viscous brownish byproducts which,
according to ESI mass spectrometry, are polycation salts B
formed by self-condensation of the 4-oxopiperidinium cation
by water elimination."*" Such a condensation reaction
appears to result from a linear head-to-tail association of 4-
oxopiperidinium cations by N—H--O=C bonding in the
absence of stabilization by the anions (C). This observation
appears to verify the importance of the anions in the other
compounds, such as 2h (see below).

In order to investigate the possible role of the anion in the
formation of hydrogen bonds involving the 4-oxopiperidi-
nium cation in more detail, we studied the hydrogen bonding
in the ammonium ketones 2a-i. We reasoned that with
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decreasing basicity of the anions X in the sequence Cl > Br >
I~MeCO, > BF, > ClO, > OTf > NTf, > AI(PFTB), hydro-
gen bonds NH--X--HN to the anion X would become less
structure-determining and the weakly basic carbonyl group of
the 4-oxopiperidinium ion should become increasingly
involved in the bonding. Herein we describe essential features
through the crystal structures of 2f (X~ =ClO,"), 2g (X" =
OTf"), 2h (X~ =NTf,"), and 2i-2 Et,0 (X~ =[Al(PFTB),]").
The 4-oxopiperidinium salts 2 f, 2g, and 2i-2 Et,O crystal-
lize in the triclinic space group P1 (no.2). Each unit cell
contains two cations and anions related by inversion centers.
Compound 2h crystallizes in the monoclinic space group P2,/
¢ (no. 14). The main structural features of the 4-oxopiper-
idinium cations correspond to those of most other salts of this
cation in our study (CI-, Br™, I", ClIO,~, OTf", NTf,”, and
[AI(PFTB),]"; see TablesS1 and S2 in the Supporting
Information). Based on the ring torsional angles, the cation
adopts a chair conformation that is relatively steep around
nitrogen and quite flat near the carbonyl group. As a result of
this geometry, the axial and equatorial protons of the 4-
oxopiperidinium cation are electronically inequivalent. Pro-
tons on the nitrogen atoms were all located and refined.
The crystal structures of the perchlorate (2 f) and trifluor-
omethylsulfonate salts (2g) are remarkably similar and
indicative of low but distinct basicity of the anions. In the
crystal of 2f eclipsed 4-oxopiperidinium cations alternate
with perchlorate anions to form infinite chains along the b
axis (Figure 1). The ammonium proton N1-H6,, engages in

cn 02
H7
03 “GN1 H6

H1B

o1

Figure 1. Crystal structure of 2 f showing parallel chains of alternating
4-oxopiperidinium cations and perchlorate anions along the b axis
(horizontal).

a single hydrogen bond with the O2 atom of a perchlorate
anion (N1--02 2.883(3) A, N1-H6,,--02 160°), whereas the
ammonium proton N1-H7., appears to participate in twofold
hydrogen bonding to the O3 and O4 atoms of a neighboring
anion (N1--03 3.007(3) A, N1-H7.,+03137(1)° and N1--O4
3.107(3) A, N1-H7.~04 138(1)°). There is evidence of
additional short N—C—H:-O=C hydrogen-bonding interac-
tions between the carbonyl O1 atom in one chain and the
equatorial proton on Cl, HIB,, of a neighboring chain
(C1--01 3.125(3) A, CI-H1B,,~-O1 125(1)°). Otherwise,
association of the chains appears to be mainly governed by
close packing, since each parallel chain is surrounded by six
nearest neighbors.

In the trifluoromethylsulfonate salt 2g, the 4-oxopiper-
idinium cations are similarly linked by N—H--O hydrogen
bonds to the O atoms of triflate anions to form chains
extending along the b axis (Figure2). Thus, the axial
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Figure 2. Crystal structure of 2g, showing parallel chains of alternating 4-oxopiper-
idinium cations and trifluoromethylsulfonate anions along the b axis (horizontal).

ammonium proton H6,, attached to N1 of a 4-oxopiperidi-
nium cation is hydrogen-bonded to O2 of a triflate anion in
the chain (N1--O2 2917(3) A, N1-H6,02 170(1)°),
whereas the equatorial ammonium proton, H7,,, is hydro-
gen-bonded to O3 of a neighboring triflate anion (N1--O3
2.964(3) A, N1-H7.-03 174(1)°). As in 2f, in 2g parallel
chains of N—H--O bonded anions and cations are each
surrounded by six nearest neighbors in a close packing
arrangement. Analogously, the carbonyl O1 atom appears to
undergo an inter-chain N—C—H--O=C hydrogen-bonding
interaction with the equatorial proton on Cl, H1B,,, of
a neighboring chain (C1-~-O1 3.049(3) A, C1-H1B,+-0O1
125(1)°).

Thus, all 4-oxopiperidinium salts 2a—g exhibit N*—H--X"
hydrogen-bonded chains of alternating ammonium centers
and anions in the solid state. First indications of a change in
the cation—anion bonding pattern occurred when we looked at
the bis(trifluoromethylsulfonyl)imide salt. We chose the NTf,
anion because of its low basicity and similarity to the triflate
anion. 4-Oxopiperidinium bis(trifluoromethylsulfonyl)imide
2h was synthesized as described above and crystals of the salt
were grown. Figure 3 summarizes the results of the crystal
structure analysis of 2h. There are two independent cations
and two independent anions in the asymmetric unit, as
expected from the presence of two v, absorptions. In
contrast to 2a—g, in 2h both equatorial ammonium H atoms
on the two 4-oxopiperidinium cations form short N—H:-O=C
hydrogen bonds!'® to the carbonyl O atoms of the neighboring
cations (N1--02 2.783(3) A, N1-H7.,-02 161(1)°, and
N2--O1 2.807(3) A, N2-H12,,+-01 153(1)°). In addition,

Figure 3. Crystal structure of 2h, showing cation—cation N—H---O hydrogen-bonding

and cation—-anion N—H---N and N—H---O hydrogen-bonding interactions.
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< each cation forms a hydrogen bond between its

axial H atom of the ammonium group and a NTf,
anion. Whereas N1 forms a hydrogen bond to the
sulfonyl O3 (N1--03 2.765(3) A, N1-H6,,03
161(1)°), N2 hydrogen-bonds to the imide N4
(N2:-N4  2.966(3) A, N2-H11,N4 166(1)°).
Clearly, the use of an exceedingly weakly basic
anion promotes hydrogen-bonding interactions
between the cations.

Inspired by these results, we decided to inves-
tigate a 4-oxopiperidinium salt of a still less basic
anion and selected the [Al(PFTB),]” anion in this
case, since it is well known as a noncoordinating
ion.""l Its salt crystallizes from diethyl ether with
two solute molecules: 2i-2 Et,O. The compound comprises
discrete perfluoroaluminate anions and 4-oxopiperidinium
cations, whose ammonium protons are engaged in hydrogen
bonds to the oxygen atoms of two ether molecules (N1--O2
2.776(2) A, N1-H1C,,~02 168(1)° and N1--03 2.815(2) A,
N1-H1D,~-O3 168(1)°; Figure 4a). There are no obvious
hydrogen-bonding interactions between the cations and the
anions. Instead, pairs of solvated cations self-assemble around
centers of symmetry. Association is based on N—C—H:-O=C
hydrogen bonding between the axial protons H1A,, and
H5B,, on the a-C atoms (C1 and C5, respectively) of the
ammonium group of one cation and the oxygen atom of the
carbonyl group of a neighboring cation (C5--O1 3.142(2) A,
C5-H5B,,01 134° and C1--01 3.392(2) A, C1-H1A,,~O1
131°; Figure 4b). The C---O distances of the N—C—H--O=C
bonds in 2i-2Et,O (and also 2f,g) compare favorably with
those of the bonds between ammonium groups and anionic
carbonyl groups mentioned in the introduction® and other
literature data.’! In the crystal structure one can view
2i2Et,0 as an AB,-type salt whose molecular volume
corresponds to the volume of the unit cell (2.241 nm?).
From this and considering the known large thermochemical
volume!'” of the [AI(PFTB),]~ anion (Vyyerm = 0.758 nm?),[11°]
we calculated the thermochemical volume of the tetrakis
(diethylether)-di(4-oxopiperidinium) dication in 2i-2 Et,O at
Vinerm = 0.725 nm®. The comparable size of the dication and
the anion suggests that a treatment of 2i-2 Et,O as an AB, salt
of large close-packed ions is reasonable.

In addition to its size, the nature of the [AI(PFTB),]”
anion as an exceedingly weak base and weakest hydrogen-
bond acceptor!'“!®l of the system appears critical
for the formation of the dication in 2i-2 Et,O.
Unlike the other anions described in this paper, the
perfluoroaluminate anion does not function as
a hydrogen-bond acceptor for the 4-oxopiperidi-
nium cation. Consistent with the rules put forward
by Etter!™ that in complex systems involving
various types of hydrogen bonding,’”’ the most
acidic hydrogen atoms form H-bonds to the most
basic donor atoms, the ammonium protons in
2i-2Et,0 hydrogen-bond to the oxygen atoms of
solvent diethyl ether. Such N—H--O(ether) hydro-
gen bonds appear unprecedented for diethyl
ether,™ and even for the more basic THF only
a few examples have been recorded.”! Thus, both
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Figure 4. Crystal and molecular structure of 2i-2Et,O. a) View of the
unit cell, showing the solvated self-associated cations and the sur-
rounding [Al(PFTB),]™ anions. b) Detail of the pairwise association of
the 4-oxopiperidinium cations, solvated by diethyl ether molecules.

the cation—cation interaction and the ability of the cation to
bond to ether molecules makes the structure of 2i-2 Et,O
exceptional.

To shed light on the thermodynamics of the dication
formation we carried out a Born-Fajans-Haber® (BFH)
cycle study on the dication salt as compared to the monocat-
ion salt at 298 K and 200 K in order to assess the stabilization
of the dication by lattice effects (Scheme 1).**! Lattice

AgissHaeg = —117 ki mol™

[(C5H10NO)I* gas + 2 [AOR )] gas —————————3 2[C5H1oNO]"gas + 2 [AOR )] gas

AlatiHagg = +967 k) mol™ AlatiHagg = +323 kI mol ™

AH,gg =204 k) mol™?
[(CsH1oNOY I TAIOR )yl 2 oy

AB; salt AB salt (2 equiv)

Scheme 1. BFH study of 2i-2 Et,O (diethyl ether molecules are omitted from the
formulae). The lattice enthalpies A,;H,qs of both salts were calculated by using
volume-based thermodynamics,'” and the gas-phase dissociation enthalpy of the

dication was determined by DFT calculations at the dispersion-corrected
B3LYP/aug-cc-pVTZ and B3LYP/cc-pVQZ levels of theory.
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enthalpies A,/ of the dicationic salt AB, and the monocat-
ionic salt AB were estimated to amount to A /fls=
+967 kJmol ™' and A Hys=+323 kJmol ', respectively
(see the Supporting Information). Coulomb explosion of the
gaseous dication was calculated by DFT methods to be
exothermic by AH,4 = —117 kImol "% As a result, dication
formation in the crystal lattice is exothermic by AH,g=
—204 kJmol™" (AH,y=—214 kJmol™"). We have refrained
from calculating the Gibbs energies, since entropic contribu-
tions can be assessed less precisely and for the solid state
largely cancel each other out in the cycle. It becomes clear
from the BFH cycle that the strong dication—anion attraction
associated with the dication in the AB, lattice represents the
driving force for the dication formation, overcompensating
Coulomb repulsion.

There are various interesting aspects associated with the
formation of the dicationic 2i-2 Et,O. 1) Cation—cation inter-
actions in the solid state have been frequently observed for
metal complexes, usually involving large metal ions such as
the actinides (which provide ample coordination sites),”! but
also for rhodium®! and silver® complexes with smaller
anions. 2) Of particular interest in the context of our results is
the cation—cation binding observed in metal complexes of
Ag %1 Mo, and TIP involving large and noncoordinat-
ing counterions such as [B{CH;(CF),.,]-.”" [Al-
(PFTB),]~,* and [(u-F)AL{(PFTB)s]~.”" These for their
part have precedent in the “lattice stabilization”'*"! of
unusual dications such as E;>* (E=S, Se, Te)!™ and Eg&**
(E=S, Se)P!I by complex anions. BFH studies on the isolated
AB, salts revealed stabilization of the dications by lattice
forces, and a very similar situation appears to be the case for
the organic dication salt 2i-2 Et,0. 3) Organic dications held
together solely by hydrogen bonds have been detected in gas-
phase studies™ and were also the topic of theoretical
investigations.”**! According to these results, metastable
cation—cation complexes are viable species in the gas phase
and show, although their dissociation enthalpies are exother-
mic due to Coulomb repulsion, distinct fragmentation bar-
riers. Such organic dications have been suggested to become
stabilized by “kinetic trapping in a sufficiently deep H-
bonded well [which] should allow such species to be
experimentally detected”.*! In the case of 2i2Et,0 we
have isolated such a metastable H-bonded cation—cation
species in a crystal lattice, thus verifying the perception*!
that gas-phase cations can be effectively trapped in
the solid state when combined with large non-
coordinating anions.

To summarize, we have studied the synthesis
and solid-state structural properties of 4-oxopiper-
idinium salts [OC;HgNH,]X for a series of anions X
of decreasing basicity. In these salts both the NH
and NCH protons of the 4-oxopiperidinium cation
engage in various forms of hydrogen bonding to
available hydrogen-bond acceptors. For basic
anions such as ClI” and Br~ strong NH--X--HN
hydrogen bonds are formed. These attenuate the
positive charge on the 4-oxopiperidinium ring, and
such salts exhibit an infrared CO stretching band of
a typical neutral ketone at 7o~ 1720 cm™'. As the
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basicity of the anion diminishes, the positive charge of the 4-
oxopiperidinium cation increases and concurrently the car-
bonyl oxygen atom of the 4-oxopiperidinium cation gains in
importance as a hydrogen-bond acceptor toward either the
NH or NCH protons of a neighboring cation. For the NTf, salt
2h the 4-oxopiperidinium cations linearly associate by head-
to-tail N—H:-O=C bonding to form oligomeric chains flanked
by interactions with the NTf,” anions, with an associated
almost unperturbed 7, frequency. In the [AI(PFTB),]” salt
2i-2Et,0 the anions are no longer able to hydrogen-bond
with the cations. Here, the 4-oxopiperidinium cations not only
bond to diethyl ether molecules by N—H--O bonding, but two
such solvated 4-oxopiperidinium cations self-associate in
cyclic head-to-tail fashion by N—C—H:-O=C bonding to
afford a dimeric dication, exhibiting an IR CO stretching
band at a remarkable ¥c,=1744cm™'. The compound
2i-2Et,0 appears to be the first authentic example of the
self-association of two organic cations to form a dication held
together merely by hydrogen bonds. The trapping of the di(4-
oxopiperidinium) dication in an AB,-type crystal lattice
containing large noncoordinating anions provides a paradigm
for the creation of further elusive dications that are based on
weak attractive forces.

Keywords: hydrogen bonds - piperidine derivatives -
polycations - structure elucidation
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