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A synthetic molecular pentafoil knot

Jean-Francois Ayme’, Jonathon E. Beves', David A. Leigh'*, Roy T. McBurney', Kari Rissanen?

and David Schultz’

Knots are being discovered with increasing frequency in both biological and synthetic macromolecules and have been
fundamental topological targets for chemical synthesis for the past two decades. Here, we report on the synthesis of the
most complex non-DNA molecular knot prepared to date: the self-assembly of five bis-aldehyde and five bis-amine
building blocks about five metal cations and one chloride anion to form a 160-atom-loop molecular pentafoil knot (five
crossing points). The structure and topology of the knot is established by NMR spectroscopy, mass spectrometry and
X-ray crystallography, revealing a symmetrical closed-loop double helicate with the chloride anion held at the centre of the
pentafoil knot by ten CH--CI" hydrogen bonds. The one-pot self-assembly reaction features an exceptional number of
different design elements—some well precedented and others less well known within the context of directing the
formation of (supra)molecular species. We anticipate that the strategies and tactics used here can be applied to the
rational synthesis of other higher-order interlocked molecular architectures.

some proteins?~ and are thought to play a significant role in

the physical properties of both natural and synthetic poly-
mers®’. Although billions of prime knots are known to mathemat-
ics®, to date the only ones to have succumbed to chemical synthesis
using building blocks other than DNA are the topologically trivial
unknot (that is, a simple closed loop without any crossing points)
and the next simplest knot (featuring three crossing points), the
trefoil knot”!%. A pentafoil knot—also known as a cinquefoil knot
or Solomon’s seal knot (the 5, knot in Alexander-Briggs nota-
tion'')—is a torus knot'> with five crossing points, is inherently
chiral, and is the fourth prime knot (following the unknot, trefoil
knot and figure-of-eight knot) in terms of number of crossing
points and complexity®!-12,

Sauvage reported the first molecular knot synthesis®, using a
linear metal helicate'* to generate the three crossing points required
for a trefoil knot. Although other syntheses of trefoil knots have
been reported'>~?? (as have composites of trefoil knots?® and other
molecular topologies such as catenanes?**® and Borromean
links®®), higher-order molecular knots remain elusive. Here, we
report on the synthesis of a molecular pentafoil knot that combines
the use of metal helicates to create crossover points®’, anion template
assembly to form a cyclic array of the correct size®'-**, and the
joining of the metal complexes by reversible imine bond for-
mation®*%” aided by the gauche effect®® to make the continuous
160-atom-long covalent backbone of the most complex non-DNA
molecular knot prepared to date.

So far, attempts to make molecular knots with more than three
crossing points by extending the linear helicate strategy of
Sauvage to ligands with more coordination sites have proved unsuc-
cessful®, probably because joining the ends of each strand with the
required connectivity becomes increasingly difficult as helicate
length increases. An alternative way to use helicates (which generate
the necessary crossing points) to make higher-order topologies
could be to use cyclic structures or grids, where there is no require-
ment for there to be long distances between the ends of the strands
that are to be connected. To generate the five crossing points
required for a pentafoil knot, we modified a motif for generating

|<n0ts are important structural features in DNA!, are found in

cyclic metal helicates discovered by Lehn in the mid-1990s3-%,

Lehn found that double-stranded circular helicates of various sizes
could be obtained using Fe(ir) or Ni(1) ions with tris(bipyridine)
ligands with very short inter-bipyridine spacers that destabilized
the normally preferred three-metal-ion linear triple helicate. The
presence of chloride ions in the reaction mixture led to the selective
formation of the five-metal-ion cyclic double helicate. To have the
potential to covalently connect the organic ligands to form a knot,
we envisioned replacing two of the three bipyridine groups in
Lehn’s original building blocks with formylpyridine groups, then
use their reversible reaction with amines to form imines and gener-
ate tris(bidentate) ligand strands. A decade ago we introduced
reversible metal-imine bond coordination as an effective means of
assembling mechanically interlocked molecules under thermodyn-
amic control****. This provides a mechanism for correcting ‘mis-
takes’ in connectivity that occur during the covalent-capture step
of mechanical bond formation and has been widely adopted for
this purpose ever since!®2%36:37,

The reaction conditions (ethylene glycol, 170 °C)*!-3* used to
form cyclic helicates with tris(bipyridine) ligands are not compatible
with imine bond formation. Because the product distribution
between cyclic double helicate, linear triple helicate and polymer
is a delicate thermodynamic balance that could change significantly
depending on the structure of the building blocks, reaction con-
ditions, solvent and the nature and stoichiometry of the metal and
anions, we first investigated whether it was possible to translate
the self-assembly chemistry of the tris(bipyridine) ligands to an
imine system.

Results and discussion

Treatment of bis-aldehyde 1 with 1-aminohexane 2a in the presence
of FeCl, in dy-dimethylsulfoxide (CD,SOCD;, Fig. 1) afforded a
purple solution with an initially complex '"H NMR spectrum (see
Supplementary Information), indicative of the presence of a range
of different monomeric, oligomeric and polymeric species.
However, on heating at 60 °C, the "H NMR spectrum of the reaction
mixture gradually simplified until, after 24 h, only a single, highly
symmetrical species appeared to be present in solution. The

'School of Chemistry, University of Edinburgh, The King's Buildings, West Mains Road, Edinburgh EH9 31J, UK, *Department of Chemistry, Nanoscience
Center, University of Jyvaskylg, P.O. Box 35, 40014 JYU, Finland. *e-mail: david.leigh@ed.ac.uk
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RNH,

1@ Clp, CD3SOCD3

2. KPFg

2a R= CH2(CH2)4CH3
2b R =CHyCgHsCHj
2c-f R = (CHy)nPh (n = 1-4)
(R)-2g R = (R)-CH(CH3)CH,OH
(S)2g R = (S)-CH(CH3)CH,0H

(+)-2g R = (+)-CH(CH3)CH,OH
2h R= (R)—CH(CH3)(CH2)3CH3
2i R =(R)-CH(CH3)Ph
2j R=Ph

o+

9PFq

[3a]CI(PFg)g R = CH,(CH3)4CHj3 (racemic helicate)
[3b]CI(PFg)g R = CH,CgH4CHj3 (racemic helicate)
[3c-fICI(PFg)g R = (CH2),Ph (n = 1-4) (racemic helicates)
(M)-[3g]CI(PFg)g R = (R)-CH(CH3)CH,0H (M-helicate: as shown)

(P)-[39]CI(PFg)g R = (S)-CH(CH3)CH,0OH

(P-helicate: the mirror image of the structure shown)

Figure 1| Chloride-template assembly of pentameric iron(i) cyclic double helicates [3a-g]CI(PF,),. Reaction conditions: 1. d,-dimethylsulfoxide, 60 °C,

24 h (48 h for the formation of (M)- and (P)-[3g]CI(PF,),). 2. Excess saturated aqueous KPF,. Yields: [3a]CI(PF,), (63%), [3b]CI(PF,)y (56%),
[3c]CI(PFy)g (30%), [3dICI(PF,)q (43%), [3e]1CI(PFy)q (55%), [3fICI(PFy)g (52%), (M)-[3g]CI(PF)q (34%), (P)-[3g]1CI(PFy)q (34%). Primary amines (for
example, 2a-f) are generally well tolerated by the cyclic-helicate-forming reaction, whereas most secondary amines (for example, 2h and 2i) and anilines (for
example, 2j) are not. The chiral secondary amine 2-amino-1-propanol ((R)- or (5)-2g) is an interesting exception; not only does it form the cyclic pentameric
helicate ((M)- or (P)-[3g]1CI(PF,)y), but it does so diastereoselectively with the handedness of the helix dependent on the chirality of the amine used.

thermodynamically driven change in product distribution can occur
at relative low temperature (60 °C as o3pposed to the 170 °C used
with tris(bipyridine) ligand strands®' %) because of the reversible
formation of the imine bonds and the relatively labile coordination
of the iminopyridine groups, both of which promote dynamic
exchange between the various reaction products and intermediates.

After cooling to room temperature, treatment with a saturated
aqueous KPF solution (to exchange chloride anions for hexafluor-
ophosphates) produced a purple precipitate, which was collected by
filtration and isolated in 63% yield (Fig. 1). Electrospray ionization
mass spectrometry (ESI-MS) showed that this material had a mol-
ecular mass and isotope pattern consistent with a supramolecular
complex comprising five ligand strands, five Fe(1r) cations, nine
PF,~ anions and one chloride anion that had not been substituted
for hexafluorophosphate, [3a]Cl(PF;), (see Supplementary
Information). The symmetry of the "H NMR spectrum (Fig. 2c)
suggested that the pentameric complex was cyclic and the diastereo-
topic protons of the CH,—-Ar groups (the two protons of the methyl-
ene group experience different environments) confirmed the chiral
(racemic) helicate geometry shown for [3a] 10+ in Fig. 1. The H" res-
onances of the bipyridyl ligand are deshielded by 1.42 ppm com-
pared to [Fe(2,2'-bipyridine),](PF,), (ref. 39), suggesting C-H
hydrogen bonding to an electron-rich atom or ion.

The cyclic-helicate-forming reaction proved to be tolerant to
other sterically unhindered primary amines (for example, 2b-f,
Fig. 1). Use of 4-methylbenzylamine (2b) generated the correspond-
ing pentameric helicate [3b]CI(PF), in 56% yield. Differences in
the chemical shifts of several protons in the iminopyridyl rings
(H', H% and H") of 3a and 3b (Fig. 2c and 2a) show that changes

16

in the nature of the amine can influence the detailed conformation
adopted by the cyclic helicate, presumably through small coordi-
nation geometry changes at the iron centres.

Anilines (for example, 2j, Fig. 1) and amines with two substitu-
ents on the amine-bearing carbon atom (for example, 2h and 2i,
Fig. 1) were generally not tolerated by the cyclic-helicate-forming
reaction. However, each enantiomer of 2-amino-1-propanol (2g)
formed the corresponding pentameric cyclic helicate in 34% yield.
In this case, the helicates are formed with complete diastereoselec-
tivity (for circular dichroism spectra see Supplementary
Information), with the handedness of the cyclic helicate determined
by the enantiomer of the amine used’’, suggesting that it may
ultimately be possible to form topologically chiral single enantiomer
knots using this assembly system. The selectivity of the particular
handedness of the cyclic helicate appears to be due to favourable
CH--O interactions between the H® protons (shifted by 0.63 ppm
relative to 2a in the 'H NMR spectrum, Fig2b) and the
hydroxyl group of the chiral amine. Even intrinsically weak inter-
actions such as these can have a major effect on the product
distribution of the cyclic-helicate-forming reaction (in this case,
one handedness of helix being significantly thermodynamically
favoured over the other), because ten such interactions are present
per pentameric helicate complex. However, the driving force
for helix formation is not sufficiently strong to bring about
‘self-sorting’*!**: racemic 2g forms a mixture of oligomers and
polymers rather than the two (M)- and (P)-[3g]Cl(PFy), cyclic
helicates (Fig. 1).

Using the reaction conditions established for pentameric cyclic
double helicate formation (Fig. 1), we investigated replacing the
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Figure 2 | Partial "H NMR spectra (500 MHz, CD,CN, 298 K) of cyclic double helicates and the chloride-complexed and ‘empty cavity' pentafoil knot.

a, 4-Methylbenzylamine-derived pentameric cyclic helicate [3b]CI(PF,)s. b, (R)-2-amino-propanol-derived pentameric cyclic helicate of single handedness
(M)-[3g]CI(PF,)q. €, Hexylamine-derived pentameric cyclic helicate [3a]CI(PFy)s. d, Pentafoil knot [6]CI(PF,)s. €, ‘Empty cavity’ pentafoil knot [6](PFy),, in
the presence of excess AgPF,. The simplicity of each spectrum is indicative of a symmetrical, cyclic (no endgroups) molecular structure. The AB systems
observed for certain resonances (for example, N-CH,Hpg) are characteristic of methylene groups in asymmetric environments (as conferred by a helix).

The differences between the chemical shifts of Hf, HE and H" in some of the helicates probably reflect small changes in geometry at the metal centres with
the different ligands. The absence of chloride in the ‘empty cavity’ pentafoil knot [6](PFy),q, is signalled by the large shift in H* (e) compared to the other
complexes (a-d) in which the H® protons are involved in strong CH--Cl™ hydrogen bonding. The proton assignments correspond to the lettering shown in

Figs1and 3.

monoamine starting material with a diamine (Fig. 3). Although
simple alkyl chain diamines of various lengths (4) gave complex
mixtures of oligomers and polymers under these conditions, the
use of diamine 5 led to the formation of a molecular pentafoil
knot, [6]CI(PFy), (Fig. 3). The 'H NMR spectrum of the reaction
mixture took longer to simplify than with most monoamines, but
after two days showed the presence of essentially a single low-mol-
ecular-weight species (although some polymers are probably also
present, consistent with the broad uneven baseline of the 'H
NMR spectrum of the crude reaction mixture, see Supplementary
Information). After anion exchange and workup, [6]CI(PF), was
isolated in 44% yield. The yield of the knot is very sensitive to the
stoichiometry of reactants used, with the best results obtained
using a 1:1.1:1.1 ratio of 1:5:FeCl,. Using strictly equimolar
amounts of iron and diamine is particularly important, with even
a 10% excess of amine decreasing the yield of the knot by up to
half (see Supplementary Information).

Many of the signals in the '"H NMR spectrum of pristine
[6]CI(PF,), (Fig. 2d) occur at very similar chemical shifts to the
equivalent protons in the hexylamine-derived helicate 3a'®"
(Fig. 2¢), suggesting that the knot and this helicate are structurally
very similar about the iron centres. ESI-MS revealed a series of
m/z fragments corresponding to [(Fe;L)Cl] [PFs]f‘”)“L (where L is
the organic framework pentafoil knot) for n=2, 3, 4, 5 and 6,

NATURE CHEMISTRY | VOL 4 | JANUARY 2012 | www.nature.com/naturechemistry

indicating that signals are observed for the molecular knot losing
between two and six PF, ions in the mass spectrum (see
Supplementary Information).

Single crystals of [6]CI(PF), were obtained by slow diffusion of
diethyl ether vapour into a solution of the knot in acetonitrile:
toluene (3:2) and the solid-state structure was determined by X-ray
crystallography using the Diamond synchrotron source (see
Supplementary Information). The crystal structure (Fig. 4) confirms
the topology and symmetry of the molecular pentafoil knot. The
single organic ligand weaves a continuous path about the five
co-planar iron centres, the loop passing over and under itself each
time it wraps around a metal ion. At the centre of the structure is
the chloride anion, held in place by ten CH--Cl™ hydrogen bonds
that are presumably responsible for it not being exchanged during
treatment with KPF, (Fig. 4a). Interestingly, the chloride anion is
displaced by ~1.30 A from the least-squares plane defined by the
five Fe(i1) ions (Fig. 4b). Given the symmetry of the 'H NMR spec-
trum, in solution the chloride anion must oscillate rapidly on the
NMR timescale between the different sides of the molecular knot,
accompanied by significant conformational changes in the overall
framework of the structure.

The conformations of the groups used to link the metal centres
suggest why the pentafoil knot is not favoured using simple alkyl
chain diamines (Fig. 4a). To connect each metal centre to the
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Figure 3 | Synthesis of molecular pentafoil knot [6]CI(PF,), and ‘empty cavity' pentafoil knot [6](PF¢),o. Reaction conditions: 1. dg-dimethylsulfoxide,
60 °C, 48 h. 2. Excess saturated aqueous KPF,. Yield of [6]CI(PF,), from 1, 44%. 3. AgPF, (90 equiv.), CD5CN, 30 min (>98%). 4. Bu,NCI (1 equiv.),
CD4CN, 5 min (>98%).

Figure 4 | X-ray crystal structure of molecular pentafoil knot [6]CI(PF,). Iron ions shown at 50% van der Waals radius. Chloride anion shown at 100%
van der Waals radius. All other atoms shown in framework representation: nitrogen atoms, blue; oxygen atoms, red; carbon atoms originating from the
diamine building block (5), grey; carbon atoms originating from the five dialdehyde building blocks (1), yellow, orange, dark green, purple and turquoise.
PF¢~ anions, solvent molecules and hydrogen atoms are omitted for clarity. a, View from above the plane of the five octahedral Fe(i) ions, showing the
symmetry and topology of the 160-atom-loop pentafoil knot with the chloride ion at the centre. CH®--Cl™ distances (A): 2.70, 2.69, 2.71, 2.70, 2.76, 2.76,
2.71,2.70, 2.69, 2.76. C-H*-CI™ angles (deg): 177,176, 176, 172,179, 173, 176, 170, 177, 170. O-C-C-0 torsion angles (deg): 77(2), 64(3), 60(3), 56(3),
57(3). b, Side view showing the displacement of the chloride ion above the plane of the Fe(i) ions and the interwoven double helix of the ligand.
Crystallographic data and experimental details of the structural refinement for [6]CI(PF,), are provided in the Supplementary Information.
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next, the bis-amine spacer must form a loop that allows its two
amine groups to form imine bonds that coordinate to the same
metal ion. Sequences of -CH,- groups prefer antiperiplanar
arrangements of carbon atoms (that is, 180° C-C-C-C torsional
angles), and forcing a chain to turn back on itself brings some of
the C-H groups into pseudo-1,3-diaxial steric clashes. In contrast,
the lowest energy conformation of -XCH,CH,O- (X=0, N) units
has the carbon-heteroatom bonds at 60° to each other, a gauche
conformation that is favoured for stereoelectronic reasons®®, produ-
cing a low-energy turn. The lack of hydrogen atoms on the oxygen
atoms also minimizes the steric interactions that occur as a conse-
quence of the turn. Although the energetic cost of each of these
effects may be individually small, multiplying them fivefold, as
would be required to assemble a molecular pentafoil knot from
alkyl chain diamines, is sufficient to tip the thermodynamic
balance away from the cyclic-helicate knot to other oligomeric
and polymeric products.

Treatment of [6]CI(PF,), with a large excess (90 equiv.) of AgPF,
in CD4CN (298 K, 30 min, Fig. 3) caused significant changes in
parts of the "H NMR spectrum (Fig. 2e). The H* protons, heavily
deshielded in [6]CI(PF), due to CH--Cl  hydrogen bonding
(Fig. 2d), were shifted to 8.95 ppm (Fig. 2e), indicating that the
final chloride anion had been exchanged for hexafluorophosphate
(confirmed by mass spectrometry), generating the empty cavity
pentafoil knot [6](PF,),, (Fig. 3). Treatment of [6](PF),, with
Bu,NCl smoothly regenerates [6]CI(PF,), (Fig. 3), but the 'H
NMR spectrum of the empty pentafoil knot shows no changes
upon addition of other tetrabutylammonium salts (for example,
Bu,NBr, and Bu,NI), demonstrating that [6](PF),, is a selective
cavitand for the chloride ion.

Conclusions

The one-step synthesis of molecular pentafoil knot [6]CI(PF),
assembles five metal cations, five bis-aldehyde and five bis-amine
building blocks about one chloride anion, in 44% isolated yield.
The number of different design features that are combined to assem-
ble the knot is exceptional: the system uses octahedral metal-ion
helicate formation to generate entwined ligand strands, short
linkers between chelating groups to favour cyclic double helicates
over linear triple helicates, anion template synthesis to select the
correct number of crossing points, and reversible imine bond for-
mation to join the complexes with the required strand-to-strand
connectivity. Macrocyclization to form the covalent backbone of
the pentafoil knot makes use of stereoelectronic effects to favour
the required turns in the linking units and ligand-ligand inter-
actions to promote mechanical bond formation over polymer
formation. The symmetry of the cyclic helicate structures means
that even individually rather weak interactions can significantly
perturb the product distribution in the reaction mixture, in some
cases usefully (for example, to form cyclic helicates of a particular
handedness) and in others detrimentally (for example, to disfavour
knot formation).

The pentafoil knot has symbolic significance in many ancient
and modern cultures and religions (as does its two-dimensional
projection, the pentagram) and features as the central emblem on
the present-day flags of both Morocco and Ethiopia. The practical
significance of its preparation in molecular form includes the
lessons learned from the multitude of different structural design
features'® used in its assembly and the potential for the synthesis
of higher-order structures with precisely defined knotted architec-
tures that may enable the role of entanglements in molecular
materials to be elucidated and exploited.

Methods

Preparation of molecular pentafoil knot [6]CI(PF),. A dg-dimethylsulfoxide
solution of anhydrous FeCl, (250 pl of a 210 mM solution, 52 pumol, 1.1 equiv.) was
added to dialdehyde 1 (20 mg, 47 wmol, 1 equiv.) in 10 ml dy-dimethylsulfoxide.
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The resulting purple solution was sonicated in an ultrasonic bath for 10 min and
heated at 60 °C for 30 min to ensure complete dissolution of the dialdehyde.
A dg-dimethylsulfoxide solution of 2,2'-(ethylenedioxy)bis(ethylamine) (1.00 ml of
a 52 mM solution, 52 pmol, 1.1 equiv.) was added to the mixture. The resulting dark
purple mixture was heated at 60 °C for 2 days. After cooling to room temperature,
excess saturated aqueous KPF, was added (~5 ml). A fine suspension of a purple
material formed, which was collected on Celite, thoroughly washed with water,
ethanol, dichloromethane and diethyl ether. The purple solid was dissolved in
acetonitrile and concentrated under reduced pressure to give [6]CI(PF), as a purple
powder (18 mg, 4.2 pumol, 44%). 'H NMR (500 MHz, CD,CN) 8 9.90 (d,J=8.2 Hz,
10H, H%), 9.04 (s, 10H, H'), 8.03 (d, ] =7.9 Hz, 10H, H?®), 7.86 (d, ] = 7.7 Hz, 10H,
H'), 7.50 (d, J= 7.9 Hz, 10H, H®), 7.20 (s, 10H, H), 6.43 (s, 10H, H"), 4.15-4.06
(m, 10H, C'H,), 3.66 (d, ] = 9.6 Hz, 20H, C*H,, and C'H,), 3.32 (d, ] = 9.3 Hz, 10H,
C'Hy), 3.23 (d, J = 13.9 Hz, CHy), 3.19-3.15 (m, 10H, C%Hy), 3.15-3.07 (m, 10H,
C®H,), 3.03-2.89 (m, 20H, C*H, and C°Hy), 2.88-2.80 (m, 10H, C*H,,). >*C NMR
(126 MHz, CD,CN)  174.0 (C), 157.2 (N-C-C?), 156.8 (N-C-C¥), 154.1 (C),
153.4 (C°), 140.9 (C°-C-C?)/C-C-C"), 140.7 (C°-C-C?)/C-C-C"), 140.3 (C°),
138.9 (C"), 129.5 (C¥), 125.5 (C*), 71.4 (C"), 68.9 (C5), 61.4 (C'), 31.0 (C%), 30.2 (CY).
High-resolution electrospray ionization mass spectrometry (HRESI-MS):
m/z=713.5736 [M-4(PF)]**" (calcd. for C,4H,,,CIF,,FesN;,0,0P,, 713.5750).
The proton and carbon assignments correspond to the lettering shown in
Figs 1 and 3. Further details of the characterization can be found in the
Supplementary Information.

The synthesis, characterization and spectroscopic information for all
compounds, including those prepared in the synthetic route to building block 1, can
be found in the Supplementary Information.

Received 15 September 2011; accepted 3 October 2011;
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INTERLOCKED MOLECULES

One-pot pentaknot

The most complex non-DNA synthetic molecular knot so far has been made in a single step by combining a number of
reversible chemical interactions, including metal-directed self-assembly, anion templation and imine bond formation.

Michaele J. Hardie

nots are commonly encountered in
Keveryday life, but their significance

extends far beyond their obvious
practical utility of being able to bind objects
together. As well as serving as decorative

motifs — most notably in some illuminated
manuscripts such as the Book of Kells — the

symbolism often associated with some knots’

intricate interwoven structures has seen
them used to represent countries, religious
ideals and concepts such as unity. Knots
have also long fascinated mathematicians
with an interest in topology. Mathematically
speaking, however, a knot is only considered
to be a true knot if it cannot be undone
without breaking it.

Chemists have long sought to tie
molecules into knots'. This interest in
making knots partly stems from the
inherent beauty of such structures and
the considerable synthetic challenge they
represent. The appeal of knots goes well

a
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beyond the aesthetic, however, because
functional biomolecules including DNA and
some proteins are known to form knotted
structures. Both natural and synthetic
polymers may form knots and this has a
marked effect on their physical properties,
with a knot weakening a polymer strand and
making it more likely to break®.

Most examples of molecular knots made
by chemists have been the simplest of the
true knots, the trefoil knot. Now, writing in
Nature Chemistry, David Leigh and his team
report the synthesis of the first non-DNA
molecular knot of higher order, namely the
pentafoil or cinquefoil knot®. Their rational
strategy for making a molecular pentafoil
knot combines many aspects of modern
supramolecular chemistry, including metal-
directed assembly, anion templation and
reversible covalent bond formation.

Using metal cations to direct how
organic ligands come together has had a

Pentafoil knot

news & views

rich recent history in creating topologically
complex chemical architectures’. Such
strategies require crossover points, either
between different circuits, such as in a
chain-like link (a catenane) or in the
Borromean rings, or within a single circuit,
such as in a knot. Researchers led by
Jean-Pierre Sauvage demonstrated in the
late 1980s that the three crossover points
required to ultimately generate a trefoil
knot can be introduced through a helicate*.
Helicates consist of multiple ligand strands
that wrap around metal cations in a helical
fashion. Sauvage recognized that a two-
stranded helicate with two metal centres
will contain the three crossover points
required for a trefoil knot. If the ends of the
ligands in the helicate are linked together
in the appropriate fashion a knot will ensue
(Fig. 1a). Although extending the length

of the ligand strands and increasing the
number of metal cations should, in theory,

y

Trefoil knot

De-metallate
_—

X-ray structure

Figure 1| Making molecular knots. a, A schematic representation of Sauvage's step-wise synthesis of a trefoil knot. b, Leigh's one-pot synthesis of pentameric
helicates (left) and a pentafoil knot (right) including X-ray crystallographic analysis that confirms the knotted topology.
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result in more crossover points and hence
lead to higher knots, such an approach has
not proved successful in the laboratory.
Leigh and his team approached the
problem of making a higher-order knot by
using a special class of helicates, known as
circular helicates, which were first reported
by Lehn and co-workers®. Here, the twisted
ligand strands form a disconnected ring
by templation around an anion template.
Chloride anions guide the formation of a
circular pentameric helicate — comprising
five ligands and five metal ions — that
contains five crossover points, exactly
the number required for a pentafoil knot.
Connecting the ends of the ligand strands
together in the correct manner would give the
desired molecular pentafoil. Instead of doing
this in a labour-intensive step-wise procedure,
Leigh and colleagues pursued a one-pot
method where all of the required chemical
transformations occur in the same mixture.
Another crucial aspect of the design
strategy was the choice of reversible
bond-forming reactions. Reversible imine
formation combined with labile metal-
ligand bond formation has been previously
shown by Leigh® and the groups of Stoddart”
and Nitschke® to be a powerful approach to
synthesizing highly complex architectures,
including catenanes and Borromean rings.
Unfortunately, imine bonds are not stable
under the fairly harsh conditions that were
originally used to make these circular
helicates. To begin with, therefore, Leigh and
co-workers showed that they could form
circular helicates using a modified approach
compatible with imine bond formation.
This new strategy required simultaneous
formation of the metal-binding groups at
the ends of the ligand strands along with

metal binding itself. This was achieved by
reacting the aldehyde at each end of the
ligand strands with a monoamine (Fig. 1b,
left). Next the team tackled the even more
challenging task of making the pentafoil
knot using a similar one-pot procedure, but
using diamine linkers to join the ligands
together in a continuous strand (Fig. 1b,
right). In a final complication, the choice of
linking molecule proved crucial to ensure
the correct conformational twist to enable
complete closure of the cyclic structure.
Ultimate proof of the success of this
approach came from the crystal structure of
the metallated pentafoil knot (Fig. 1b).

This chemistry is a beautiful illustration
of the self-assembly processes that underpin
many aspects of chemistry and biology.
Many different products are possible, such as
oligomers or simpler helicates, but the system
continues to break and make chemical bonds
until only a single product of the lowest
energy is reached. The chemist designs the
components, puts them together, and then
allows the system to sort itself out, perhaps
with a bit of encouragement through heating.
With gentle heating, Leigh’s circular helicates
form themselves in around 24 hours from
an initial complex mixture of products. The
pentafoil knot, which requires the formation
of ten imine bonds and fifteen metal-chelate
interactions all in a specific pattern and with
specific molecular conformations, took a
mere two days to sort itself out.

For a number of decades, the trefoil knot
was the highest-order knot that synthetic
chemistry could lay claim to, but that is now
beautifully superseded by the pentafoil knot.
Given that larger anions such as sulfate can
template even larger six-fold circular helicates,
is a sexafoil now just round the corner? This

pentafoil knot contains five iron cations,

but to be truly considered a knot — that is a
self-entangled single circuit — it needs to be
demonstrated that it can withstand removal of
the metal centres. This has proved possible in
other metal-templated systems.

More generally, two of the most complex
synthetic chemical topologies to date, the
Borromean rings and the pentafoil knot,
have employed a convergent multi-reversible
bond-formation strategy and the latter raises
the bar by also including anion templation
effects. This illustrates that supramolecular
chemists are becoming more sophisticated
in their approaches to complex architectures,
and can successfully employ multiple and
simultaneous bond-forming and structure-
directing strategies. Although biology is
said to use a small chemical ‘toolbox’ with
a high degree of complexity, chemists have
available a much larger chemical toolbox but
are considerably less sophisticated in its use.
Nevertheless, this is another step towards
the chemist’s control of very highly complex
systems indeed.

Michaele . Hardie is at the School of Chemistry,
University of Leeds, Leeds LS2 9]T, UK.
e-mail: M.J].Hardie@leeds.ac.uk
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Electrons take an unexpected turn

Traditional wisdom suggests that excited electrons will move towards positively charged parts of a molecule.
Advanced time-domain calculations show that the conventional picture breaks down in the ultrafast regime,
providing key insights into photo-activated, attosecond processes.

Heather M. Jaeger and Oleg V. Prezhdo

ecreasing resources and environmental

concerns have turned the world’s

attention to alternative energy supplies.
And with solar power expected to provide a
major proportion of our energy in the future,
chemists are taking a closer look at the photo-
induced processes that drive the conversion
of light into usable energy. Regardless of the

8

end product — electrical current, chemical
fuel or biomass — photo-conversion relies on
the generation and evolution of excitons. In

a practical sense, an exciton is an electron-
hole pair that is created on photo-excitation.
They must be separated from one another

to generate an electrical potential; however,
negatively charged electrons and positively

charged holes interact, creating a barrier

to such exciton dissociation. To best utilize
photovoltaic and photosynthetic devices, one
must understand the conditions that promote
charge separation and exciton diffusion.
However, truly understanding the evolution
of excitons in molecular systems is far from
trivial given their quantum mechanical
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