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CONSPECTUS: This Account highlights the work from our laboratories on bis-
urea macrocycles constructed from two C-shaped spacers and two urea groups.
These simple molecular units assembled with high fidelity into columnar structures
guided by the three-centered urea hydrogen bonding motif and aryl stacking
interactions. Individual columns are aligned and closely packed together to afford
functional and homogeneous microporous crystals. This approach allows for
precise and rational control over the dimensions of the columnar structure simply
by changing the small molecular unit. When the macrocyclic unit lacks a cavity,
columnar assembly gives strong pillars. Strong pillars with external functional
groups such as basic lone pairs can expand like clays to accept guests between the
pillars. Macrocycles that contain sizable interior cavities assemble into porous
molecular crystals with aligned, well-defined columnar pores that are accessible to
gases and guests. Herein, we examine the optimal design of the macrocyclic unit
that leads to columnar assembly in high fidelity and probe the feasibility of incorporating a second functional group within the
macrocycles.
The porous molecular crystals prepared through the self-assembly of bis-urea macrocycles display surface areas similar to zeolites
but lower than MOFs. Their simple one-dimensional channels are well-suited for studying binding, investigating transport,
diffusion and exchange, and monitoring the effects of encapsulation on reaction mechanism and product distribution. Guests that
complement the size, shape, and polarity of the channels can be absorbed into these porous crystals with repeatable
stoichiometry to form solid host−guest complexes. Heating or extraction with an organic solvent enables desorption or removal
of the guest and subsequent recovery of the solid host. Further, these porous crystals can be used as containers for the selective
[2 + 2] cycloadditions of small enones such as 2-cyclohexenone or 3-methyl-cyclopentenone, while larger hosts bind and
facilitate the photodimerization of coumarin. When the host framework incorporates benzophenone, a triplet sensitizer, UV-
irradiation in the presence of oxygen efficiently generates singlet oxygen. Complexes of this host were employed to influence the
selectivity of photooxidations of 2-methyl-2-butene and cumene with singlet oxygen. Small systematic changes in the channel and
bound reactants should enable systematic evaluation of the effects of channel dimensions, guest dimensions, and channel−guest
interactions on the processes of absorption, diffusion, and reaction of guests within these nanochannels. Such studies could help
in the development of new materials for separations, gas storage, and catalysis.

■ INTRODUCTION

Porous materials have demonstrated utility as sorbents,1

separation supports,2 and reaction templates3 and are applicable
to nanofluidics,4 to catalysis,5 and for storage of reactive
materials such as gases and reagents.6 Thus, it is not surprising
that many different types of natural and synthetic porous
materials have been identified or designed such as zeolites,7

clays,8 mesoporous silicates,9,10 porous molecular crystals,11 and
metal−organic frameworks (MOF’s).12 This list is far from
complete and merely serves to highlight the diversity of these
materials. Indeed, the challenge lies not in identifying new
porous materials but in designing the next generation of
advanced functional materials to solve problems, answer
questions, and probe processes.
The use of self-assembling systems to build functional

materials through labile noncovalent interactions allows
complex structures to be assembled from readily synthesizable
small molecules and endows the system with dynamic attributes
that could correct errors, repair damage (self-healing), and
potentially make these materials responsive to external

stimuli.13 The conceptually simple motif of self-assembling
disks into columns or channels has proven to be widely
applicable. Examples of self-assembling macrocycles include
cyclic peptides,14,15 carbazole arylene ethynylene macrocycles,16

platinum ligated rings (Pt4 rings),17 and aromatic oligoamide
macrocycles.18 Over the past decade, our group has focused on
developing a simple bis-urea macrocyclic unit that assembles
into columnar structures with high fidelity and affords
crystalline materials. These systems can be thought of as a
subset of nanoporous molecular crystals, in which small
molecular units are held together by only noncovalent
interactions.19 Our macrocycles are modularly constructed
from two rigid C-shaped spacers and two urea groups.
Depending on the size of the macrocycle’s interior cavity,
these simple building blocks assemble to give either strong
pillars or columns with homogeneous channels. For example,
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the small meta-xylene derivative in Figure 1a has no internal
cavity because the central aryl hydrogen atoms are nearly within
van der Waals contact.20 It self-assembles through urea
hydrogen bonds to afford strong pillars. Larger macrocycles,
such as the phenylethynylene derivative in Figure 1b, have an
internal cavity, which upon columnar assembly affords
homogeneous one-dimensional channels, whose dimensions
are controlled by the size and shape of the macrocycle.21 Single

columns pack together to give porous molecular crystals with
aligned channels. Simple one-dimensional channels offer
advantages over complex networked materials for detailed
study of the processes of adsorption, diffusion, and reactions
that may occur within their regular tubular topology. Diffusion
of guests into microcavities and channels is a complex
phenomenon that is of interest to biologists studying transport
in cells, chemists investigating catalytic reactions and

Figure 1. The bis-urea macrocycle assembly motif. (a) Macrocycles that lack pores assemble into robust one-dimensional pillars.20 (b) Macrocycles
that contain sizable cavities give homogeneous channels that can bind guests, can facilitate selective reactions, and can be used to study molecular
transport.21 (c) Macrocycles with exterior groups (red) may expand to absorb guests that contain complementary functional groups. Columns of 3
contain exterior hydrogen bond acceptors that drive the absorption of alcohol guests.23

Figure 2. Bis-urea macrocycles are constructed by the modular synthesis of ureas and C-shaped spacers to afford macrocycles with different sizes,
shapes, and functionalities. Two general strategies have been used. Reagents and conditions: (a) NaH, THF, reflux; (b) 20% aq. diethanol amine pH
≈ 2−3, MeOH, reflux; (c) diisocyanate and diamine in CH2Cl2 or DMF.
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separations, and theoreticians investigating geometrically con-
strained Brownian dynamics.22

Our approach can potentially organize and control the spatial
arrangement of guests on both the interior and exterior of the
columns. For example, a basic group on the exterior of the
macrocycle (Figure 1c) can be used to drive the absorption of
alcohol guests through hydrogen bond formation.23 The
distance between the individual strong pillars of the bis-urea
assemblies can expand and contract like clays and absorb guests
that are able to form interactions with the exterior functional
group. This strategy provides a complementary method for
organizing guests and is amenable to guests that would be
excluded from internal channels due to their size or shape. This
Account focuses on our efforts to (1) understand the scope and
limits of this assembly motif, (2) investigate the feasibility of
including functional groups on the interior or exterior of the
macrocycle, (3) examine the relationship of column size and
shape to the uptake and organization of guests, and finally (4)
investigate the use of these porous hosts as containers to
facilitate photocycloadditions and photooxidations.

■ DESIGN
Ureas are a well-studied assembly motif in supramolecular
chemistry. The urea NH groups are good hydrogen bond
donors, and the urea oxygen is an excellent acceptor as reflected
by their α and β values (α = 3.0, β = 8.2).24 Early
crystallographic work led to a set of empirical guidelines for
predicting the assembly patterns of ureas.25 Since that time,
urea building units have been used to make columns, fibers,
sheets, tapes, capsules, and gels.26,27 Our work has focused on
incorporating ureas into a simple assembly unit, a macrocyclic
bis-urea, which is constructed from two C-shaped spacers and
two urea groups. The spacers should be rigid, incorporate a
bend angle (C-shape), not introduce strain, and afford a
relatively planar macrocycle conformation. Most importantly,
the spacer should help to preorganize the urea groups to
facilitate columnar self-assembly. In addition, the rigid spacers
serve to maintain open cavities of precise and predictable size.
In general, two routes have been used to synthesize these
macrocycles: (1) a protected urea is cyclized with benzyl

dibromides under basic conditions or (2) diisocyanates are
reacted with corresponding diamines. Both strategies must be
run in dilute conditions to favor macrocyclization over
polymerization; however, the first route is advantageous
because it affords a soluble protected bis-urea macrocycle that
aids in isolation and purification. The protecting groups are
removed with diethanolamine under acidic conditions.20,28

Route 1 was used to construct macrocycles 1−10 from
commercial or readily made precursors in 2−4 steps (Figure 2).
Macrocycles 11−13 were obtained via direct condensation of
the diisocyanates and diamines (route 2).29 The bis-urea
macrocycles in Figure 2 survey a range of cavity sizes from no
interior cavities (1, 3) to small cavities of 3−6 Å (4−10) to a
large cavity of ∼9 Å (2). These macrocycles also test the design
parameters by probing the influence of flexibility (11−13) and
interior functionality such as ethers (11b−13), carbonyls (7),
pyridines (3, 8), and bipyridines (9) on the assembly.

Columnar Assembly by Crystallization

Single crystals and microcrystals of bis-urea macrocycles were
obtained by dissolving the macrocycle (10 mg in 2 mL of hot
glacial acetic acid, DMSO, or DMF) followed by hot filtration
and slow cooling, by vapor diffusion of MeOH, H2O, or
hexanes into solutions of the macrocycle (10 mg in 2 mL of
DMSO) or from water under hydrothermal conditions. Though
large single crystals are rare, microcrystals (∼250 μm × 3 μm)
are abundant and appear as long thin needles, which grow
quickly along the direction of urea assembly.30 PXRD of the
bulk crystals and microcrystalline powders indicate that they are
single phase and similar in structure to the single crystals.21,30

Columnar assembly of these macrocyclic units is favored with
high fidelity when the macrocycle is relatively planar with the
urea groups oriented approximately perpendicular to the plane
of the macrocycle. In each case, the columns are not empty but
filled with solvent. For now, we will focus only on the urea
assembly and will address the issue of encapsulated solvent
later. Figure 3 illustrates the columnar assembly of four bis-urea
macrocycles that conform to these design parameters. In each
case, the macrocycles are held together by urea hydrogen bonds
with distances that range from 2.85 to 3.05 Å and additional

Figure 3. Views along a single column from the respective crystal structures of assembled bis-ureas show that the macrocycles are relatively planar
with the urea groups oriented approximately perpendicular to the plane: (a) m-xylene 1,20 (b) phenylether 6 (acetic acid solvent removed for
clarity),31 (c) benzophenone 7 (DMSO solvent removed for clarity),32 and (d) phenylethynylene 2 (nitrobenzene guests removed for clarity).21
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aryl stacking interactions or, in the case of 2, interactions
between the ethynes and aryl groups.20,21,31,32 These
interactions set repeat distances from 4.6 to 4.7 Å. In each of
these structures, the urea group is nearly perpendicular with
respect to the plane of the macrocycle. For example, meta-
xylene 1 orients the urea group at ∼88° with respect to the

plane (Figure 4a). Similarly, phenylether 6,31 benzophenone

7,32 and phenylethynylene 221 orient the urea groups at 87°,

91°, and 94° respectively (Figure 4b,c,d). In each structure, the

urea groups within a single macrocycle are oppositely aligned,

presumably to minimize dipole interactions.

Figure 4. Further analysis from the crystal structures in Figure 3 illustrates the orientation of the urea groups with respect to the mean plane of the
macrocycles as defined by the coordinates of ring atoms from the cif file using plane plugin in Mercury:33 (a) meta-xylene 1 urea groups aligned at
88° with respect to the plane of the macrocycle; (b) phenylether 6 orients urea groups at 87°; (c) benzophenone 7 orients the urea groups at 91°;
(d) phenylethynylene 2 orients the urea groups at 94°.

Figure 5. Macrocycles that deviate from key design parameters show lower fidelity for columnar assembly. (a) The greater flexibility of macrocycle
11b leads to multiple crystal forms.29 Conditions: (a) slow cool from AcOH; (b) slow evaporation of a 10:1 CH2Cl2/MeOH. (b) Strained para-
xylene derivative 4 shows an altered assembly motif with intervening water molecules when crystallized in slow cooling DMSO.38 (c) The bowl
shape of 5 hinders the urea assembly motif. The macrocycle assembles via intervening water molecules.39
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The urea self-association is not the only interaction that can
be used to guide column formation. Indeed, changing the urea
NHs in 10a for oxygens gives a stilbene dicarbonate macrocycle
10b, which also showed columnar through short C−H···O
hydrogen bonds and aryl stacking interactions.34 These
appeared to be less robust than the urea interactions and
removal of guests caused loss of crystallinity. However,
carbonate macrocycles are intriguing monomers for ring-
opening polymerizations to afford polycarbonates, which may
be of interest due to their processability and degradability.35

We surveyed a range of structures to test these design
parameters and found that structures that are more flexible,
have a different orientation of the urea groups, or are bowl
shaped afford multiple crystal forms that depend on
crystallization conditions. Macrocycles 11−13 incorporate a
relatively flexible alkyl or ethylene glycol chain to study the
effects of ring size and conformational mobility on assembly.29

Similarly, tris (8a) and tetrapyridyl urea macrocycles (8b),
which bind alkali metal cations36 and form helical coordination
polymers,37 have additional methylene groups that increase
their conformational mobility. In general, these changes
reduced the fidelity of the columnar assembly motif and
increased their solubility. Figure 5a illustrates how the more
flexible macrocycle 11b assembles into either columns or 2D
herringbone structures depending upon the crystallization
conditions. A closer examination of the columnar structures
reveals that it is stabilized by both aryl stacking interactions and
three centered urea interactions with the ureas oppositely
aligned but tilted 34° from perpendicular. The interdigitated
structure is also stabilized by the typical three centered urea
motif; however, the ureas are aligned in parallel, and one urea
group tilted 42° from perpendicular. There appears to be no
stabilizing aryl stacking interactions. Computational studies
suggested that the macrocycle has a number of low energy
conformations and those with the parallel and antiparallel ureas
are very close in energy. This flexibility likely accounts for the
loss of control over assembly.
The para-xylene spacer appears to induce strain within its

corresponding macrocycle 4,38 which reduces the macro-
cyclization efficiency and affects the subsequent assembled
structure (Figure 5b). In this structure, one of the urea NH
groups is twisted out of the plane to form a hydrogen bonding
interaction with intervening water molecules. This leaves

columns stabilized by amide-type hydrogen bonding inter-
actions. Figure 5c illustrates the steric problem posed by bowl
shapes. Crystallization of naphthalene 5 under several
conditions afforded similar molecular conformations but several
types of assemblies. The bowl shaped naphthalenes arranged
the ureas in parallel, a unit that assembled into extended
columns (1 mg mL−1 in DMSO/H2O, Figure 5c) or into
lamellar structures (1 mg mL−1 in MeOH/H2O).

39 The
columns have interpenetrating water molecules and DMSO
molecules that form hydrogen bonds with the ureas in lieu of
the urea self-association. These examples illustrated how the
information needed to specify columnar assembly has been lost
and reinforced the importance of the original design
parameters.

Multifunctional Macrocycles

It is a challenge to append a second set of units on an assembly
system to impart further function. The units used to impart an
additional function, such as binding interactions or catalysis,
must be orthogonal in both their role and orientation to those
that direct supramolecular assembly. In our small building unit,
ureas guide the assembly through relatively weak hydrogen
bonds, and any appended groups are poised in close proximity
to the ureas. If the new functional group contains lone pairs, it
could compete with the urea oxygen as a hydrogen bond
acceptor and potentially disrupt the assembly. We began by
altering the C-shaped spacer to include a sensitizer
(benzophenone) or basic groups (pyridine or bipyridines)
within the macrocycle. Benzophenone spacers present aryl
ketones, and their incorporation in host 7 did not alter the
columnar assembly (Figure 3b). Macrocycle 9 combines ureas
and bipyridines through the bipyridine’s conformationally
mobile 5,5′ positions (Figure 6). This allows the bipyridines
to freely rotate, an action that can exchange an interior (endo)
metal binding site for an exterior (exo) site.40 Macrocycle 14
from Schlüter’s group can rotate to access both exo and endo
binding sites and reacts with 2 equiv of [Ru(bipy)2Cl2] to
afford the homo dinuclear exo coordinated macrocycle.41 In
free host 9, the bipyridines adopted an anti-coplanar
configuration and the urea groups are tilted 77° with respect
to the plane of the macrocycle (Figure 6c). As expected, host 9
readily interacts with transition metals, but the affinity differs
from the expected Irvings−Williams order,42 experimentally

Figure 6. Macrocycles with multiple functional groups. (a) Schematic bis-urea macrocycles with C-spacers that have sensitizers, basic groups, or
metal chelating groups. (b) The bipyridines in phenylacetylene 14 from Schlüter’s group can rotate to form an interior “endo” or exterior “exo”
binding modes.41 (c) Bis-urea macrocycle 9 can also rotate to give exo or endo binding modes. The parent macrocycle 9 crystallized in a twisted anti-
conformation with the ureas tilted 77° with respect to the plane. (a) The endo mode was observed in [Cd(9)(H2O)(NO3)2].

40 (b) The exo mode
was observed with the triazinanone protected 9′ {[Ag2(9′)](SO3CF3)2·unknown solvate}.40
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suggesting that some of the metal cations interact with the
constrained endo-conformer. An endo complex, [Cd(9)(H2O)-
(NO3)2], was prepared by slow evaporation of a solution of
Cd(NO3)2 and 9 from THF (10−5 M, 1:1 molar ratio).40 The
bipyridines are rotated inward coordinating to a single Cd2+ ion
(Figure 6c), which also has water and nitrate in its coordination
sphere. The nitrate also interacts with one of the urea NH
groups, suggesting that we need to use metal salts with less
basic counterions to favor the typical urea assembly. An exo
complex with silver {[Ag2(9′)](SO3CF3)2·unknown solvate}
was prepared from the urea protected derivative of 9′ (Figure
6c). Each bipyridine group is rotated outward to bind with two
Ag+ ions. We are investigating complexes of 9 with silver43 due
to Ag(I)’s catalytic properties,44 as well as complexes with
Ru(II), Ir(II), and Pt(II) as such complexes may have
applications in catalysis45 and for sensor materials.46

Literature predicts that the pyridine nitrogen (β = 7.2)
should be a slightly weaker hydrogen bond acceptor than the
urea oxygen (β = 8.2).24 These values are based on flexible
open chain systems, while 3 places the pyridine and urea groups
in close proximity within a small macrocycle, which lacks an
interior cavity. Geometry and proximity are known to influence
the strength of donors and acceptors.47 Vapor diffusion of
MeOH into a solution of 3 (10 mg in 2 mL of DMSO) gave X-
ray quality single crystals that displayed close packed
columns.23 A view along a single column reveals that the
individual macrocycles are held together by an altered hydrogen
bonding motif in which the urea NH’s interact with two
different acceptors (Figure 7). The shorter hydrogen bond is
formed with the urea carbonyl oxygen (N−O distance of 2.904
Å) versus with the pyridine nitrogen (N−N distance of 3.082
Å). Given that crystal form has no interior channels or obvious
pores, we were surprised to observe a type 1 gas adsorption
isotherm with both hydrogen and carbon dioxide. A second
crystal form 3·TFE, which suggested a plausible explanation of

the gas adsorption data, was obtained by the vapor diffusion of
TFE into a solution of 3 (10 mg in 2 mL of DMSO) and
showed identical columnar assembly. However, here TFE is
interpenetrated between the columnar layers through hydrogen
bonding interactions with the formerly unsatisfied lone pair that
resides on the exterior of the pillars. The TFE forms hydrogen
bonds to the urea oxygen with an OH···O distance of 2.683(7)
Å. Perhaps the gases (H2 and CO2) are also accommodated
between strong pillars of assembled 3.
These two crystal forms were readily interconverted. Simply

heating 3·TFE induced desorption of TFE and afforded closely
packed columns of 3.23 Microcrystals and powders of
assembled 3 that were exposed to vapors or soaked in solutions
of alcohol guests displayed absorption of the alcohols with
repeatable stoichiometry affording well-ordered host−guest
complexes.48 Given that each macrocyclic unit has two oxygens
with unsatisfied lone pairs, it is reasonable that guests with
single hydrogen bond donors, such as TFE, phenol, and
pentafluorophenol, were bound in 1:2 host/guest ratio. In
contrast, ethylene glycol, which presents two hydrogen bond
donors, was bound in a 1:1 ratio. The strong pillars of self-
assembled 3 can simply move further apart, much like clays, to
allow the reversible uptake of guests with a large range of
shapes and sizes. The organization and spatial arrangement of
the guests are controlled through the noncovalent intermo-
lecular interactions. Pentafluoroiodobenzene and iodine were
also absorbed by assembled 3. A crystal structure of the
pentafluoroiodobenzene cocrystallized with a urea protected
derivative of macrocycle 3 showed surprisingly short halogen
bonds between the iodo and the urea oxygen with I···O
distances of 2.719 and 2.745 Å suggesting a strong
interaction.49 Thus, both hydrogen and halogen bonding can
be used to drive solid-to-solid transformations of host 3.
The dynamic expansion and contraction of the solid 3 during

guest absorption and desorption provides a relatively flexible,

Figure 7. Pyridine bis-urea macrocycle 3 assembles into nanotubes through a robust but altered hydrogen bonding motif that has the urea NH’s
forming hydrogen bonds with two different acceptors.23 (a) Schematic depiction of the nanotubes. The exterior of each nanotube has oxygen lone
pairs that can participate in hydrogen bonding with guests. (b) Host 3 crystallized from DMSO/MeOH gives columns organized via two hydrogen
bonds between the urea NH and the neighboring urea oxygen with an N(H)···O distance of 2.904 Å and the urea NH and pyridine with NH···N
distance of 3.082 Å. (c) Host 3 crystallized from DMSO/TFE gives similar hydrogen bonded columns that are separated by TFE layers that for
hydrogen bonds to the urea oxygen with OH···O distance of 2.683 Å.
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responsive binding site with fewer constraints compared with
an interior channels of nanotubes. These two systems provide
complementary strategies to organizing guests. Binding of
guests and reactants into cavities, pores, channels, and crystals
can restrict the motions of the reactants with respect to what
occurs in solution. The restricted motion and preorganization
of reactants can give rise to selectivity and even direct the
formation of products that are not observed in solution. Next,
we will focus on the structure of the channels within the bis-
urea macrocycle assembly, address the binding of guests and
reactants, and finally investigate the reactivity of these guests in
confinement.
Bis-urea macrocycles that contain sizable cavities afford

molecular crystals with aligned and homogeneous one-dimen-
sional channels. The solvent that fills the channels can be highly
ordered, as observed for AcOH in host 6,31 or quite disordered,
as seen for DMSO in host 7 or nitrobenzene in host 2.32,21

These one-dimensional channels are of interest due to their
simple shape and high uniformity, much like carbon nano-
tubes50 and peptide nanotubes.51 Figure 8 illustrates the
packing of smaller benzophenone 7 nanotubes, which have an
accessible channel of <6.5 Å in diameter, and the larger
phenylethynylene 2 nanotubes, which have a channel diameter
of ∼9 Å. The view along the crystallographic b axis highlights

the density of aligned microchannels that are created in these
molecular crystals. The guests in these crystals were omitted for
clarity.
Heating removes the crystallization solvent leaving behind

guest accessible channels and forming porous crystals that are
stable up to 250 °C.30 This process can be followed using
thermogravimetric analysis (TGA), and the “empty” hosts show
type 1 gas adsorption isotherms with CO2(g), which are
indicative of microporous materials. Hosts 2, 6, and 7 display
surface areas of 349,21 316,30 and 320 m2/g, respectively,32

which are comparable to zeolites such as CxZSM-5,52 albeit
much smaller than the surface areas of porous molecular
crystals and MOFs.
The gas adsorption data suggests that each of these hosts

retains accessible microchannels; however, to further investigate
the structures of these materials, we turned to powder X-ray
diffraction. The single crystal data for hosts 2, 6, and 7 was used
to generate a theoretical PXRD pattern for each system.
Comparison of these patterns to those of the bulk crystals of
hosts 2, 6, and 7 suggest that each is single phase and that the
bulk crystals have similar structure to their corresponding single
crystals. Heating removes the guests and in each case forms an
empty host that is well ordered. Figure 9 compares the

crystalline forms of host 2 with their empty forms. The sharp
and intense peaks in the PXRD patterns for phenylethynylene
host 2 crystals grown from either DMSO or 2:8 solution of
DMSO/nitrobenzene (Figure 9a, patterns i and ii) are closely
matched, indicating that they have similar highly ordered
crystalline forms although they were prepared under different
crystallization conditions.21 The guests in each of these crystal
forms (disordered DMSO or nitrobenzene) were removed by

Figure 8. Columnar assembly and subsequent packing of the columns
affords aligned one-dimensional channels. These are viewed down the
b-axis of seven hydrogen-bonded tubes of the assembled (a)
benzophenone macrocycles 7 (DMSO guests omitted)32 and (b)
phenylethynylene macrocycles 2 (nitrobenzene guests omitted).21

Figure 9. PXRD analysis of host 2 and its complexes.21 (a)
Comparison of the host 2 crystal forms and solvent free forms: (i)
host 2·DMSO crystallized from DMSO; (ii) host 2·nitrobenzene
crystallized from 2:8 DMSO/nitrobenzene; (iii) after heating host 2·
DMSO to remove solvent; (iv) after heating host 2·nitrobenzene to
remove solvent; (v) calculated pattern after removing the nitrobenzene
guest. (b) PXRD pattern of host 2 solvent free (i) and after coumarin
absorption (ii).
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heating to generate the solvent free hosts (patterns iii and iv),
which also have similar sharp, closely matched peaks, suggesting
that they too have similar highly ordered structures. These
patterns (iii and iv) are in good agreement with the simulated
pattern of the empty host generated from the single crystal
structure of 2·nitrobenzene with the coordinates for the guest
omitted (pattern v). Taken together the PXRD and gas
adsorption suggest that the solvent-free structures have open
channels that are similar in structure to the solvent filled
columns.

Absorption of Guests within Columnar Nanotubes

Once the crystallization solvent has been removed by heating, a
new guest can be loaded into the host (Figure 10a). Freshly
obtained crystals of host 2 (15 mg) were heated from 25 to 170
°C (4 °C/min) to remove the DMSO solvent in the host 2
channels. Next, a new guest can then be introduced by several
methods (Figure 10b) including (a) vapor loading, (b) soaking

directly in liquid guests, or (c) soaking in guest solutions (0.1−
1.0 mM in a solvent that has low affinity for the channel).
Cyclohexanone was readily loaded by exposing macrocycles 6
or 7 to its vapor in a sealed chamber (method a). For method
b, crystals of macrocycle 2 (5−50 mg) were soaked in pure
liquid (1 mL) in a scintillation vial. Alternatively, freshly
evacuated crystals of host 2 were cooled under helium(g) and
immersed in solutions of coumarin (0.1 mM in CH3CN,
method c). Guest absorption is monitored by thermogravi-
metric analysis (TGA), by 1H NMR, or, when the guest
contains a chromophore, by following the depletion of the
guest from solution using absorption spectroscopy. The newly
formed host−guest complexes were characterized in the solid-
state using 13C{1H}CP-MAS NMR, powder X-ray diffraction
(PXRD), and IR.
Hosts 2, 6, and 7 show a strong binding preference for polar

guests, and no binding was observed for alkanes or cycloalkanes

Figure 10. Absorption of guests by porous bis-urea hosts. (a) Schematic depiction of the desorption of solvent followed by exposure to a new guest
to form a second host/guest complex. (b) Loading can be accomplished by soaking the empty host crystals in the neat liquid guest or in a solution
that contains the guest or by exposing the host crystals to the guest vapor. The table shows examples of host/guest complexes formed by hosts 2, 6,
and 7.

Figure 11. Host 6 facilitates [2 + 2] cycloaddition of enones.56,57 (a) Schematic of the zigzag channel of the host. (b) Spartan models of 3-methyl-2-
cyclopentene loaded in host 6 illustrate the guests bound head to tail. (c) UV irradiation of the host 6·3-methyl-2-cyclopentene complex affords the
exo-HT dimer in high conversion and selectivity. (d) UV irradiation of the host 6·2-cyclohexene complex selectively affords the exo-HT dimer.
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even upon soaking in the neat liquid guests for 18−24 h. Hosts
6 and 7 have similar size channels, although the arrangement of
their aryl groups affords slightly different shapes: zigzag (6)
versus relatively straight (7). They bind a series of small organic
guests including acrylic acid, THF, EtOAc, DMSO, and AcOH
in similar ratios.32 In general, small polar guests including
enones were absorbed in higher ratios into the narrow channels
of hosts 6 and 7.31,32 Branched alcohols, such as 3-methyl-2-
buten-1-ol, and larger guests (styrene and divinylbenzene)
formed complexes with lower host−guest ratios, consistent
with the guests binding into a confined space. The phenyl-
ethynylene host 2 was able to form complexes with much larger
coumarin and acenaphthalene guests.21 These host−guest
complexes typically display distinct, sharp, and intense peaks
consistent with a well ordered structure. See Figure 9b for a
comparison of the host 2 with its host 2·coumarin complex.
When the reaction vessel is commensurate to the size of the

reactants, it can dramatically influence the reaction process.3

Molecular size cavities of porous materials have been used to
modulate reactions and influence selectivity in solution and to
template reactions in the solid state.53 MacGillivray employs
resorcinol templates with great success to organize olefin
reactants in cocrystals and to direct the solid-state synthesis of
complex ladderanes, a task difficult to achieve in solution.54

Similarly, the nanochannels of crystalline assembled bis-ureas
can be used to facilitate the reaction of encapsulated guests and
to study the effects of the changes in the columnar framework
on the reactions that occur inside.
Host 6 was used as a container to facilitate [2 + 2]

photoreactions of enones in the solid state. The [2 + 2]
cycloaddition has been applied to a number of natural products
and pharmaceuticals,55 and better control over the efficiency
and selectivity of this reaction would further enhance its utility.
The channel of host 6 is not straight, due to the orientation of
the phenyl rings and their edge to face aryl stacking (Figure
11a). Enones including acrylic acid, methylvinylketone (MVK),
2-cyclohexenone, 2-methyl-2-cyclopentenone, and 3-methyl-2-
cyclopentenone were readily loaded into host 6 to afford host−
guest complexes.56 UV irradiation of these solid complexes
facilitated the [2 + 2] cyclodimerization in high conversion and
selectivity for enones that matched the size and shape of the
channel, while small substrates such as MVK did not react.
Figure 11 illustrates some of these photodimerizations. For 3-
methyl-2-cyclopentenone (Figure 11c), we observed high
conversion (80%) and selectivity (98%) for the exo head-to-
tail (HT) dimer in the presence of host 6.56 In contrast, the
control shows low conversion (31%) and poor selectivity.
Other enones including cyclohexanone also showed excellent
conversion (>99%) and selectivity (96%) again for its
corresponding exo-HT dimer.57 Modeling studies with
Spartan58 suggest that these guests load into the zigzag channel
in an alternating fashion (Figure 11b), where they are
preorganized in close proximity and in favorable suprafacial
geometries for selective reactions to their corresponding exo-
HT dimers.
Small changes in the macrocycle framework (an ether in 6 to

a carbonyl in 7) did not affect the self-assembly or alter the
channel size but predictably influenced the reactions that were
favored in their respective nanochannels.32 Host 7 contains the
triplet sensitizer benzophenone, while host 6 lacks a sensitizer.
Literature suggests that enone photodimerization is unfavorable
in the presence of triplet sensitizers.59 Ten enones tested,
including those that underwent selective photocycloaddition

reactions within host 6, were found to be unreactive within host
7 even after prolonged UV irradiation.32,60 In contrast,
reactions that require a sensitizer were facilitated by host 7
but did not occur with host 6. For example, host 7 induced a
rapid cis−trans isomerization of trans-β-methyl-styrene, a
reaction that was not observed in the presence of 6.32

The photophysical properties of benzophenone may be
modulated by the macrocyclic framework, as well as by the
subsequent supramolecular assembly due to the proximity of
other groups. We observed modest differences in the
photophysical properties between benzophenone and unas-
sembled host 7 in solution. In contrast, upon assembly there
was a dramatic shortening of benzophenone’s phosphorescent
lifetime from 22.6 μs for benzophenone to <1 ns for assembled
7, as well as the formation of a stable radical species.61 Despite
the reduced lifetime of the excited state, UV-irradiation of 7
suspended in an oxygenated solution of chloroform efficiently
produced singlet oxygen, which was identified by its character-
istic emission in the near IR (Figure 12a,b).

Singlet oxygen, an atom economic oxidant, is very reactive, is
difficult to control, and often affords a mixture of products.
Host 7 facilitated a selective oxidation of bound 2-methyl-2-
butene to afford 3-methyl-2-butene-1-ol (80% conversion at 2
h).61 This allylic alcohol is not observed in solution with
benzophenone or with other sensitizers.62−64 UV irradiation of
host 7·cumene afforded the tertiary alcohol, α,α′-dimethyl
benzyl alcohol, at 64% selectivity, an observation that suggests
that these oxidation reactions may proceed through radical
pathways. We are currently studying this mechanism and hope
to extend this work to heterogeneous processes, where the solid
host might be used as a catalyst in solution.
The wider channels of phenylethynylene host 2 (diameter of

∼9 Å) can accommodate much larger guests including
coumarin to form stable host−guest complexes. Figure 9b,
spectrum ii, shows that the PXRD pattern is sharp, indicative of
a highly ordered material, and distinct from the empty host.21

Figure 12. Host 7 can be used to facilitate the photooxidation of 2-
methyl-2-butene.61 Triplet sensitizers typically afford different
products (aref 63; bref 64). (a) UV irradiation, λexc = 345 nm, of a
suspension of 7 in oxygenated chloroform generated singlet oxygen.
(b) Singlet oxygen was detected by its emission in the near IR at 1270
nm.61
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In the solid state, the photodimerization of coumarin is a
reversible reaction and proceeds in low conversion (<5%) to
four photodimers (Figure 13).65 In solution, Ramamurthy’s

group demonstrated that confinement using a Pd nanocage in
D2O afforded high selectivity (90%) for the syn-head-to-head
(HH) dimer.66 In comparison, UV irradiation of the solid host
2·coumarin complex under Ar(g) afforded the anti-HH
photodimer of the coumarin in 97% selectivity.21 Subjecting
host 2·coumarin to longer reaction times increased the
conversion up to 55%, suggesting that the confinement with
host 2 may be slowing the reverse reaction or stabilizing the
photodimer. This conversion limit may be a result of inefficient
light penetration, multiple guest binding sites, or other factors.

■ SUMMARY AND FUTURE PERSPECTIVES
Bis-urea macrocycles have proven to be versatile building
blocks for constructing pillars and columnar nanotubes. Our
work on the pyridyl derivatives suggests that one not only
should heed the supramolecular interactions that result in
strong one-dimensional pillars but also should consider how
these structures further assemble. Indeed, providing a guest that
could satisfy accessible basic urea oxygen lone pairs on the
exterior of these pillars was enough to allow these pillared
solids to expand through a solid-to-solid process and effectively
order the guests in layers between the pillars. It remains to be
seen whether such a strategy could be applied broadly to
organize alcohol and electrophilic halide derivatives in the solid
state. Control of the spatial arrangement and organization of
chromophores is of particular importance for sensing and in
molecular electronics.
Macrocyclic bis-ureas with interior channels assembled in

high fidelity to afford porous crystals with homogeneous
channels. Single crystal X-ray analysis provides beautiful maps
of these channels, which have dimensions set by the macrocycle
and are typically filled with the crystallization solvent. Removal
of the solvent by heating affords a solid host with homogeneous
channels that have high absorption capacity for guests that

match the channels’ size, shape, and polarity. This control over
topology, shape, and functionality of a simple one-dimensional
channel is advantageous for investigating fundamental ques-
tions of diffusion, molecular transport, and reactivity in
confinement. Our group is actively exploring reactions within
these tiny spaces with respect to their mechanisms, conversion
rates, and potential applications in catalysis. Collaborations with
C. Russ Bowers and Sergey Vasenkov (UFl) are probing
molecular transport processes by pulsed field gradient NMR
and hyperpolarized Xenon-129 tracer exchange NMR. We hope
to share our findings on these issues in the near future.
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