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Abstract 

In the supramolecular chemistry field, coordination-driven self-assembly has provided the basis for tremendous 

growth across many sub-disciplines, spanning fundamental investigations regarding the design and synthesis of 

new architectures to defining different practical applications. Within this framework, supramolecular coordination 

complexes (SCCs), defined as large chemical entities formed from smaller precursor building blocks of ionic metal 

nodes and organic multi-dentate ligands, resulting in intricate and well-defined supramolecular structures, hold 

great promise. Notably, interests in the construction of discrete 3D molecular architectures, as those offered by 

SCCs, have experienced extraordinary progress due to their potential application as sensors, catalysts, probes, 

containers and in basic host–guest chemistry. Despite the numerous synthetic efforts, and a number of inherent 

favourable properties, the field of 3D SCCs for biomedical applications is still in its infancy. This Viewpoint focuses 

on 3D SCCs - specifically metallacages and helicates - first briefly presenting the fundamentals in terms of 

synthesis and characterisation of their host-guest properties, followed by an overview of the possible biological 

applications with representative examples. Thus, emphasis will be particularly given to metallacages as drug 

delivery systems, and to chiral helicates as DNA recognition domains. Overall, we will provide an update on the 

state-of-the-art literature and will define the challenges in this fascinating research area at the interface of different 

disciplines.  

 

1. Introduction 

Over the last few decades, the area of metallosupramolecular chemistry has grown exponentially. Usually, the 

coordination compounds for this type of chemistry are classified into two main branches: metal-organic frameworks 

(MOFs) and supramolecular coordination complexes (SCCs). MOFs are metal-organic porous coordination 
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polymers consisting of metal ions or clusters and organic linkers, which are connected by metal–ligand coordination 

bonds.1 Instead, SCCs are well-defined, discrete 2D or 3D molecular entities with suitable metal centres undergoing 

coordination-driven self-assembly with ligands containing multiple binding sites.2 Through the judicious choice of 

the coordination geometry of the metal ion precursor and complementary structure of the multidentate ligand, an 

almost infinite range of MOFs and SCCs can form via the process of self-assembly.3,4 Over the years, several 

strategies have been used to design these systems, including directional bonding, symmetry interaction, insertion 

of non-coordinating templates, molecular panelling, reticular chemistry etc.2 

The host-guest properties of supramolecular complexes are certainly one of their key features, making 

them not only aesthetically pleasing architectures, but also attractive for a wide range of potential applications in 

catalysis,5 fluorescent probes design,6 and in the development of novel theranostics and therapeutics.7 For 

example, in the case of MOFs, their rigid morphologies and tuneable pore sizes have been exploited in catalysis, 

8,9 taking advantage of the enhanced surface area used as a support structure for the active catalytic substance, 

while the pores can be altered to filter specific molecules for a certain reaction. Other promising applications of 

MOFs undergoing investigation are in molecular separation10 and drug delivery.11 In the context of SCCs, 2D 

metallacycles, formed from cationic metal nodes with two available coordination sites and bidentate Lewis base 

ligands, started to be reported during the late 80’s and into the 90’s.12,13 Initial interest for these 2D structures relied 

mainly on their aesthetically pleasing symmetry, however applications in catalysis14 and molecular recognition have 

since been reported,15 including as selective sensors for biologically important analytes.16 

Still within the SCCs family, 3D cage-like structures - also defined as metallacages - are of great interest, 

as their geometry generally allows an internal cavity to encapsulate guest molecules. Metallacages of the general 

formula MxLy(L’z) (M: Metal; L, L’: Ligands) form a highly diverse class of structures due to the interchangeable 

nature of both ligand and metallic nodes. An essential role in determining the resulting metallacage structure 

(geometry and size) and chemical properties is played by the metal ion, which is commonly a transition metal (i.e. 

Fe(II), Co(II), Ni(II), Cu(II), Zn(II), Mo(II), Ru(II), Rh(II), Pd(II) and Pt(II) ions have been used) or a lanthanide. 

Overall, the combination of the coordination geometry of the selected metal ion with different ligands can give rise 

to a great variety of supramolecular scaffolds for different applications.17 Recently, numerous thematic reviews 

have discussed the vast progress in the design and synthesis of these attractive materials.2,18–21 Thus, our 

Viewpoint is not intended to present the design perspective in detail, rather to summarize some general design 

principles focusing on the most recent examples from those cage systems having biomedical implications. In fact, 

while in the last 10 years there has been an exponential growth of the number of papers related to the synthesis 

of SCCs, although always reduced compared to MOFs, the reported studies including their biological/biomedical 

applications are still limited (Figure 1).  
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Figure 1. Graph showing the evolution of the number of publications per year since 1980 regarding MOFs (top), 
SCCs and SCCs with biological applications (bottom) (Source: Scopus, last accessed 8th November 2017). 

 

There are numerous methods to categorise 3D SCCs, such as the resulting cage geometry, the ratio of 

ligands to metals, the type of self-assembly or by the metal ion used. For the purpose of this Viewpoint, we will 

mainly focus on metallacages and helicates, highlighting the state-of-the-art research towards their biological 

applications, including as drug delivery systems and for DNA recognition with potential applications in imaging and 

therapy. Overall, we aim at providing the future outlook for this exciting research field, which, in defining the various 

challenges, will hopefully stimulate new ideas within the bioinorganic and medicinal inorganic chemistry community. 

 

2. Metallacages and helicates: general principles 

The synthesis of metallacages has recently been the topic of several reviews,22–24 and has been shown to be 

extremely predictable with the careful choice of complimentary ligands to metal, and in most cases proceeds under 

mild conditions via self-assembly to produce quantitative yields of the desired complex. Specifically, metallacages 

can be formed via two self-assembly methods, namely edge directed via direct coordination of the ligands to the 

metal ions, resulting in the general formula MxLy (Figure 2A), or face directed synthesis (Figure 2B). The latter 
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consists of altering the available coordination sites of the metal ion to impose a degree of directionality with an 

appropriate ligand to form a precursor coordination complex. Upon introduction of complementary and multidentate 

ligands, the desired metallacage will form via self-assembly with the general formula (MxL’)zLy (Figure 2B). As an 

important requisite for the polyhedral structure, at least one component of the systems must show a bent geometry 

(with a bending angle  180). This provides the needed curvature for the formation of a finite symmetry. Such 

cages are, therefore, assembled from rigid, planar multidentate ligands covering the face of the resulting capsules 

geometric face. For example, in 2004 Oppel-Müller et al. have reported the first Pd(II) closed coordination capsule 

with octahedral outer shape predicted to be able to encapsulate at least four water coordinated sodium ions.25 

Moreover, Fujita et al. have reported a (Pd6(1,2-diamineethane))6L4 cage from the self-assembly of planar 

tridentate ligands and cis-capped Pd2+ ions at a 4:6 ligand:metal ratio, with a resulting geometric structure of an 

octahedron with four of the eight faces covered by the tridentate ligand (Figure 2B).26  

 

Figure 2. Representative synthetic schemes, structures and examples of A. One step self-assembly of MxLy
n+ 

edge-directed metallacages, as described by Crowley et al.27 B. Two-step self-assembly of [MxL’]zLy
n+ face-directed 

metallacages, as described by Fujita et al.26 Structures were obtained from CCDC (n° 853226 and 293777) and 
modified accordingly using Discovery Studio software. 
 

Furthermore, Fujita et al. have reported the synthesis of a series of Pd12L24 and Pd24L48 edge directed 

type metallacages, where the selected ligands are structurally similar five membered heterocycles functionalised 

with two pyridine “arms” (Figure 3).28 The cages were characterized using 1H NMR and CSI-MS (Cold-Spray 

Ionization Mass Spectrometry). Notably, by changing the element or position of the heteroatom in the central five 

membered heterocycle, it was possible to fine-tune the angle between the two coordinating pyridine “arms” of the 

ligand and determine this angle by DFT calculations. The results showed that, when the bond angle was between 

134° and 149°, Pd24L48 cages were formed, whereas a bond angle between 127° and 131° favoured exclusively 

the formation of Pd12L24 cages (Figure 3).28 It was suggested that the switch of formation between a Pd12L24 cage 

and a Pd24L48 cage must lie between the range of 131°-134°, although it was noted that a mixture of the two cages 

was never observed.  
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Figure 3. Structures of M12L24 and M24L48 types of metallacages described by Fujita et al.28 The X-ray structures 

were obtained from CCDC (n° 927643 and 860617) and modified accordingly using Discovery Studio software. 

 

Interesting, Raymond and coworkers have reported an example of both edge (M4L6) and face (M4L4) 

directed Ga-based tetrahedral metallacages.29 The interactions between both type of metallacage host structures 

and a range of guest molecules have been explored,29–32 and the edge directed M4L6 cages were found to exhibit 

a greater scope of host-guest chemistry compared to the face directed M4L4.29,30 It was hypothesised that the 

broader range of host-guest chemistry of the M4L6 type architecture could be attributed to the increased flexibility 

of the edge directed scaffold. This flexibility allows slight conformational changes of the host cage favoring stronger 

association with the guest molecule, similarly to what is observed for highly specific protein-ligand interactions in 

biological systems. 

The controlled synthesis of heteroleptic cages would be extremely attractive for biological applications as, 

unlike homoleptic cages, more than one type of ligand, featuring different functional groups (e.g. to achieve both 

imaging and targeted therapeutic effects), could be used to form the SCC. Most polyhedral complexes reported to 

date contain only one type of ligand, and this results in a simple single product. Self-assembly involving two or 

more different ligands has often been examined with the aim of generating more elaborate structures and functions, 

but a clear strategy to predict and account for the structures of mixed-ligand self-assembly does not seem to exist.33 

Although the synthesis of heteroleptic cages has been reported, the only examples to date, achieving an isolated 

product with a vacant internal cavity, are inherently those that follow the face directed synthesis, whereby a tightly 
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bound organometallic precursor is first synthesised, followed by the self-assembly of the metallacage upon 

introduction of a multidentate Lewis basic ligand. However recently, there have been reports of the synthesis of 

multicomponent, heteroleptic edge directed metallacages.34–37 Unfortunately, the examples reported so far do not 

isolate a single, pure heteroleptic cage but rather a mixture of multicomponent cages.38 For example, Crowley et 

al. have described the controlled synthesis of heteroleptic metallacages of the general formula Pd2(La)2(Lb)2 using 

structurally similar tripyridyl ligands, which was discovered while carrying out competitive ligand substitution 

experiments (Figure 4).39 The study showed that the addition of an amino functional group to the terminal pyridine 

of the ligand would replace the original tripyridyl ligands due to the electron donating properties of the amino 

substituent. Interestingly, when the amino group was functionalised in the ortho position of the terminal pyridine 

ring, a stable heteroleptic cage was formed. DFT calculations were carried out on the new cage product and 

determined that the cis- conformation was energetically more favourable than the trans-. Furthermore, large 

downfield shifts for the amino protons in the 1H NMR spectra of the heteroleptic cage were observed, attributable 

to hydrogen bonding between the adjacent amino groups, as well as further hydrogen bonding to the acidic α-H of 

the adjacent tripyridyl ligands. 

Figure 4. Example of an heteroleptic cage of the type MxLyL’zn+ formed by ligand exchange, as described by 
Crowley et al.39 The cis- isomer was found to be more stable than the trans-. 
 

Within the 3D SCCs, helicates typically consist of ligands formed from a binding unit and a spacer unit 

(Figure 5A), with coordinated metal ions to ensure the structure integrity. The term helicate was first introduced by 

Lehn et al. in 1987 to describe both a di- and tri-nuclear self-assembled, helical structure of Cu(I) ions with ligands 

composed of two and three linked bipyridine molecules, respectively.40 The crystal structure was determined for 

the tri-nuclear helicate and revealed a 1:1 ratio of helicates with opposite chirality. It was predicted that introducing 

ordered functional groups into this basic scaffold could be exploited for biologically relevant applications. As such, 

many helicates cannot be literally described as cage-complexes as they lack vacant internal pores to accommodate 

guest molecules. Over the following decade, numerous reports showed examples of double and triple stranded 

helicate structures using different metal ions and ligands, well described by a comprehensive review by Hopfgartner 

et al.41 The diverse morphologies of these chiral structures have continued to appeal to synthetic chemists since 
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then and more examples of helicates have been reported, although optically pure helicates are much rarer.42 

Several kinds of inert metal helicates maintain rigid helical structures and their stereoisomers are separable by 

optical resolution techniques, while labile metal helicates offer dynamic inversion of their helical structures – 

‘chirality switching’ - via non-covalent interactions with external chemical signals.43 The latter could be exploited as 

time-programmable switches of chirality-derived dynamic rotations, translations, stretching and shape flipping, for 

diverse applications in nanoscience and related technology. 

Interestingly, helical structures that can accommodate guest molecules have been recently reported.44,45 

For example, Kruger et al. have synthesized a triple stranded Fe(II) helicate structure that was hypothesized to 

accommodate up to two chloride ions within two vacant internal pores.46 The structure of the host-guest system 

was studied by 1H NMR titration experiments, revealing that, upon addition of Cl- ions, a significant downfield shift 

of the signals of both the amide and bipyridyl protons occurred, indicative of hydrogen bonding. The titration 

experiments also showed a 1:2 host to guest stoichiometry. This result, along with the observation that the triple 

stranded rac-isomer was favoured over the meso-isomer, led to propose that the Cl- ions occupied the helicates 

internal cavity, and improved the chirality nature by giving structure via hydrogen bonding. Most reported cases of 

helicate host-guest complexes provide evidence for encapsulation of anions into the vacant helicate cavity; 

however, at the time of writing, no instances of host-guest helicate complexes could be found that took advantage 

of helicates chiral nature by preferentially encapsulating one enantiomer over another. Interestingly, Cui et al. have 

reported quadruple stranded helicates that, in the solid state, provided a certain degree of enantioselectivity when 

introduced to a racemic mixture of small chiral molecules (Figure 5B).42 However, the degree of separation was 

not large enough to yield an enantiopure product. 
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Figure 5. A. Representative scheme of the synthesis of helicates; B. Example of a helicate structure taken from 

reference42. The X-Ray structure was obtained from CCDC (n° 857191) and depicted using Discovery Studio 
software. 

 

3. Metallacages as Drug Delivery Systems 

In the last decade, the number of reports on the anticancer activity of 3D SCCs with different shapes (helicates,47,48 

cages,49 rectangles, boxes,50–52 prisms53,54 and capsules55) and different compositions (M2L3, M2L4, M4L4, M4L2L′2, 

M6L6L′2, M8L8L′2), where M is usually Fe(II), Pd(II), Pt(II), or half-sandwich organometallic clips based on Ru(II), 

Os(II), or Ir(III) and Rh(III), has increased exponentially. The characteristic advantages of the SCCs, over small 

bioactive metal complexes, are their larger size (usually of 1 to 10 nm) and well-defined structure and cavity, which 

can improve their therapeutic profiles through combined effects or alternative mechanisms of action. 

 In this Viewpoint, we decided to focus on the systems that showed promise for biomedical applications 

not due to their intrinsic anticancer potential, but for their favourable properties as drug delivery systems. This is 

particularly relevant to cancer chemotherapy, whose success rate remains limited, primarily due to scarce 

selectivity of drugs for the tumour tissue, often resulting in severe toxicity and in the development of drug resistance. 

In fact, different strategies to achieve drug targeting, such as tethering anticancer compounds to or encapsulating 
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them in a wide range of functional molecules or nanomaterials (with or without active targeting groups), have been 

developed.56–58 For example, lipid nano-systems, such as liposomes and micelles along with virus-inspired vectors 

and polymeric particles, as well as inorganic nanoparticles, have been studied to deliver bioactive compounds to 

tumour sites. However, such targeted constructs have several limitations: for example, polymers and dendrimers 

often require considerable synthetic effort and can be plagued by low yields and largely amorphous final structures, 

while nanoparticles often present issues of toxicity and lack of biodegradability.59  

In general, encapsulation of a drug molecule within an internal cavity of a soluble host structure may 

protect the compound from the harsh physiological conditions, as well as increase the solubility of lipophilic 

molecules. Furthermore, conjugation of molecules such as targeting moieties or fluorophores to the outer surface 

of the host complex may provide further desirable properties to the host-guest complex without affecting the 

structure of the drug molecule. In this context, supramolecular metallacages offer several properties that make 

them attractive candidates for future drug delivery systems. For example, the rigid, porous structure offers a secure 

cavity for small drug molecules and the ability to modify the ligand structure both pre- and post-synthesis allows for 

the properties of the resulting structure to be improved. Furthermore, since metallacages, at variance with MOFs, 

are discrete chemical entities, the issues of solubility in aqueous environment can be potentially overcome. Despite 

their ideal features, currently the full potential of metallacages as drug delivery vehicles has not been realised, with 

most publications focusing on the synthesis and characterisation of these novel structures and only suggesting 

what future applications may be. The lack of substantial research into biological applications for this type of SCCs 

may stem from some unattractive properties often associated with metal complexes, such as instability in aqueous 

environment and toxicity concerns of both the ligand and metal ions components. Moreover, the control of their 

host-guest properties in the complex biological medium needs to be demonstrated. To this aim, the development 

of suitable methods to study the encapsulation and drug release properties of metallacages in physiological 

conditions (i.e. at micromolar concentration, in the presence of buffer components, etc.) is essential.   

This specific research area has been pioneered by Therrien et al., who were the first to report in 2008 on 

the self-assembly of hexaruthenium metallacages (metalla-prims),60 based on previous studies on ruthenium(II) 

metallacycles developed by Süss-Fink et al.,61 and their potential use as a drug delivery vehicle for lipophilic 

molecules. Specifically, the cationic hexanuclear metalla-prism [(p-cymene)6Ru6(tpt)2(dhbq)3]6+ (tpt = 2,4,6-

trispyridyl-1,3,5-triazine; dhbq = 2,5-dihydroxy-1,4-benzoquinonato) was synthesized and used to encapsulate the 

hydrophobic Pt(II) complex [Pt(acac)2] (acac = acetylacetonato) (Figure 6).60 The metalla-prism is water soluble 

and is moderately cytotoxic (IC50 of ca. 23 μM) against human ovarian A2780 cancer cells, while the [Pt(acac)2] is 

completely inactive. Interestingly, the encapsulated Pt(acac)2 (Pt(acac)2⊂[(p-cymene)6Ru6(tpt)2(dhbq)3]6+]), was 

20-fold more cytotoxic (IC50 ca. 1 μM) than the metalla-prism. This initial study provided the proof-of-concept for 



 
 

10 

what Therrien defined as “the Trojan horse strategy” of hiding a cytotoxic agent in the cavity of a metallacage until, 

after internalisation within the diseased cells, the drug can be released and perform its cell-killing act. 

 

Figure 6. Ruthenium(II)-based host-guest system, Pt(acac)2⊂[(p-cymene)6Ru6(tpt)2(dhbq)3]6+ adapted from 

reference60 (CCDC n° 673229). The X-Ray structure was obtained from CCDC (n° 673229) and modified 
accordingly using Discovery Studio software. 

 

Subsequently, a hexaruthenium metallacage of the type [Ru6(p-iPrC6H4Me)6(tpt)2(C6H2O4)3]6+ (tpt = 2,4,6-

tris(pyridin-4-yl)-1,3,5-triazine) was investigated for the release mechanism of encapsulated fluorescent pyrene 

derivatives and for anticancer properties in vitro.50 Interestingly, the fluorescence of the pyrene derivatives is 

quenched upon encapsulation, allowing for the release of the molecule to be monitored by fluorescence 

spectroscopy. The initial experiments determined that there was no release of the guest molecule at pH 2 or pH 7 

as the obtained fluorescent spectrum showed significant quenching of the pyrene group, while guest release 

occurred at pH 12.50 Concerning the antiproliferative properties, IC50 values for the free pyrene derivative, the 

hexaruthenium complex and the encapsulated pyrene within the hexaruthenium complex were reported. The 

results showed that, while the free pyrene derivative and the cage complex alone were scarcely cytotoxic (IC50 >20 

µM and 16 ± 2.3 µM, respectively), the host-guest complex was considerably more active (6 ± 0.8 µM).50 

Fluorescence microscopy data suggested that the increased cytotoxicity was due to an increased uptake of the 

poorly soluble pyrene derivative into the cancer cell after being delivered by the water-soluble ruthenium cage 

complex. However, further studies would be necessary to clarify the mechanisms of intracellular release of the 

pyrene molecule, and the possible synergic anticancer effects of the cage-pyrene system. 

The same group studied the encapsulation properties of the hexaruthenium metallacage with a series of 

functionalised fluorescent pyrene derivatives using NMR (1H, 2D, DOSY) spectroscopy and electrospray ionization 

mass spectrometry (ESI-MS).62 The synthesis of the host-guest system proceeded via a two-step process: first the 

di-ruthenium half sandwich molecular “clip” reacts with silver triflate to produce a reactive intermediate; afterwards, 

a 2:1 solution of the tridentate (2,4,6-tris(pyridin-4-yl)-1,3,5-triazine) and the pyrene derivative is introduced to form 
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the host-guest complex via self-assembly.62 The antiproliferative properties of the vacant cage and the pyrene-

cage complexes were investigated in human A2780 ovarian cancer cells. According to the obtained results, the 

vacant cage had a moderate antiproliferative effect, while the encapsulated complexes resulted in lower IC50 

values.62 Two of the guest complexes, two pyrene derivatives tethered to either a carbonic anhydrase inhibitor or 

to a glutathione transferase inhibitor, respectively, showed antiproliferative effects comparable to cisplatin. The 

results also showed that the hexaruthenium cage complexes can help improve the efficacy of the insoluble 

inhibitors and can successfully deliver them into cells in vitro.  

Therrien and co-workers developed further the host-guest properties of their drug delivery system by 

carrying out experiments to determine the effects of the portal size of the ruthenium half-sandwich complex on the 

retention of the planar [Pd(acac)2] complex and the pyrene derivative 1-(4,6-dichloro-1,3,5-triazin-2-yl)pyrene used 

as guest molecules.63 Thus, three hexaruthenium cages were prepared by extending the polycyclic aromatic 

system in the di-ruthenium bridging ligands, using the 1,4-naphthoquinonato, 1,4-anthraquinonato, and 5,12-

naphthacenedionato analogues, resulting in the decrease of the portal size while the internal cavity remained 

largely the same. Using 1H NMR to monitor the chemical shift of the protons on the cage complex, a 1:1 

stoichiometry of the cage complex to the encapsulated molecule was estimated. Fluorescence studies were carried 

out to determine the release of the pyrene derivative from the cage complexes. As expected, the results showed a 

trend for the smaller pore size retaining the guest molecule more effectively. Moreover, the ability of the hosts to 

deliver guests into cancer cells was evaluated and the uptake mechanism studied by ICP-MS and fluorescence 

microscopy.63 Overall, the rate of intracellular release of the guest molecule was found to depend on the portal size 

of the host. Nevertheless, all cages delivered the guest to similar intracellular organelles and the mechanisms of 

uptake involved endocytosis/macropinocytosis rather than passive diffusion across the cell membrane.63 

Although hexaruthenium metallacages have seen most investigation as a future supramolecular 

coordination drug delivery system so far due to their highly desirable water solubility, a number of other SCCs have 

undergone preliminary drug encapsulation and pharmacological studies in vitro, to assess their potential as drug 

delivery systems. For example, surface functionalized porous coordination nanocages of Cu(II) and 5-(prop-2-

ynyloxy)isophthalic acid (pi) bearing polymer (PEG5k) material have successfully been synthesized using a “Click 

chemistry” approach.64 The scaffold is composed of 12 di-copper paddlewheel clusters and 24 isophthalate 

moieties, with 8 triangular and 6 square windows that are roughly 8 and 12 Å across, respectively. The internal 

cavity has a diameter of ca. 15 Å and the cage has high stability in aqueous medium. In addition, the cages’ drug 

load and release capacity has been evaluated using the anticancer drug 5-fluorouracil (5-FU).64 Drug release 

experiments were carried out by dialyzing the drug-loaded Cu(pi)-PEG5k against buffer solution (PBS, pH 7.4) at 

room temperature. Interestingly, around 20% of the loaded drug was released during the first 2 hours, while a flatter 
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release curve can be observed up to 24 hours. The latter slow release has been associated to the slow diffusion 

rate of 5-FU caused by the strong interaction between Lewis acid sites in Cu(pi) and base site in 5-FU. 

Concerning other Cu(II)-based scaffolds, the system based on the stepwise assembly of the metal–

organic framework [Cu24(5-NH2-isophthalate)24(bipyridine)6(H2O)12] derived from the [Cu24(5-NH2-isophthalate)24] 

cuboctahedron was also synthesized, composed by two kinds of cages (namely, 6 micropores and 1 mesopore).65 

Similarly to the above mentioned study, drug release experiments were carried out by dialysis of the 5-FU loaded 

in the MOF in PBS buffer solution (pH 7.4) at 37 °C.65 Thus, ca. 80% of the loaded drug was released during the 

initial fast-release (7.5 h), likely to be due to the overall degradation of the MOF structure. Then, a much flatter 

release curve generates up to 24 hours, which was again attributed to the strong interaction between Lewis acid 

sites in the cage structures forming the MOF and the base site in 5-FU. 

Within the M2L4 family, Crowley et al. have designed a cationic Pd2L4 cage using (2,6-bis(pyridin-3-

ylethynyl)pyridine) as the bidentate ligand,27 based on previous work by Fujita et al.66 and Steel et al.,67 and 

characterised it using 1H NMR, ESI-MS and X-ray diffraction (XRD) to show that a quadruple stranded cage with 

the internal cavity lined up with the nitrogen atom from the central pyridine of the ligand. Interestingly, for the first 

time, the encapsulation of the anticancer drug cisplatin within the cages’ cavity was demonstrated by XRD studies. 

Moreover, 1H NMR studies showed the peak corresponding to the internal proton had broadened and shifted 

downfield, indicative of hydrogen bonding interactions of the host-guest system. The release of cisplatin was 

facilitated by the introduction of competing ligands (4-Dimethylaminopyridine or Cl-) to disassemble the cage, as 

shown via 1H NMR and ESI-MS. The water solubility and the stability under physiological conditions are both crucial 

for the biological application of metalla-assemblies. Unfortunately, Pd2L4 cages of this type are scarcely soluble in 

aqueous environment, despite their overall positive charge, and implementation of their hydrophilic character is 

necessary for example via the introduction of water soluble moieties in their scaffold. As an example, PEGylation 

of Pd2L4 systems has shown to efficiently improve the stability of single nanocages in solution.68 

Recently, Lippard et al. synthesized a cationic host–guest complex by reaction of an adamantly Pt(IV) 

prodrug with an hexanuclear Pt(II) cage in a 4:1 ratio in D2O with sonication, followed by heating at 80 °C.69 The 

hydrophobic adamantyl moiety of the prodrug molecule is postulated to be encapsulated within the hydrophobic 

cavity of the hexanuclear cage, as suggested by 1D and 2D NMR spectroscopy. This drug delivery system 

encapsulating the Pt(IV) complex showed micromolar potency against a small panel of human cancer cell lines 

(A549, A2780, and A2780CP70) and exhibited higher cytotoxicity (IC50= 14.7 ± 2.8 M) than the Pt(IV) prodrug 

and the hexanuclear Pt(II) cage (IC50= 22.3 ± 1.8 M and 57.7 ± 9.2 M, respectively).69 The cytotoxic effect of the 

host-guest system is attributed to intracellular release of cisplatin, a conclusion supported by observation of effects 

characteristic of cisplatin-induced damage in cells. The mechanistic hypothesis is that the Pt(IV) complex is 
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reduced intracellularly by ascorbic acid thus releasing cisplatin, 1-adamantylamine and succinic acid, as suggested 

by NMR spectroscopy and mass spectrometry methods.  

Following these promising results, Casini et al. have recently developed a range of fluorescent exo-

functionalised Pd2L4 metallacages and studied the encapsulation of cisplatin by NMR spectroscopy,70 reporting 

similar downfield shifts for the protons lining the cages internal cavity, as reported previously by Crowley et al. for 

similar systems.27 Most importantly, the cages were shown to be able to encapsulate up to two molecules of the 

anticancer drug cisplatin by XRD (Figure 7). Thus, the cytotoxicity of the palladium cages and precursor compounds 

were tested against a panel of human cancer cells, including A549, SKOV-3, and HepG2 cell lines, in vitro. 

Furthermore, the activity of encapsulated cisplatin in the benzyl alcohol-derived palladium cage was evaluated 

against SKOV-3 cancer cells in comparison to cisplatin. Interestingly, the encapsulated cisplatin showed an 

important decreased IC50 value (1.9 ± 0.5 M) compared to free cisplatin (15.4 ± 2.2 M) and the vacant cage 

complex (11.6 ± 1.7 M), respectively.71 Notably, the reported metallacages were non-toxic in healthy rat liver 

tissue ex vivo. Furthermore, the Pd(II) metallacages showed fluorescence properties due to the used ligand system 

and fluorescence microscopy studies allowed to study their uptake in cancer cell lines.  

 

Figure 7. Scheme and X-ray structure of the Pd2L4 metallacage encapsulating two cisplatin molecules (H1-Cl: 

2.786 Å; H2-Cl: 2.328 Å; N1-H3: 2.181 Å; N2-H4: 2.326 Å; Pt1-Pt2: 3.439 Å). The X-Ray structure was obtained 
from CCDC (n° 1431657) and modified accordingly using Discovery Studio software.70  

 

Selective accumulation of metallacages in tumours has been hypothesized to occur via the enhanced 

permeability and retention (EPR) effect,72 which has been widely explored in cancer therapy for delivery via passive 

targeting.73 In fact, the EPR effect targeting solid tumours has been predominantly shown to be involved in the 

passive targeting of drugs with a molecular weight of more than 40 kDa (20–200 nm in diameter) and for low 

molecular weight drugs presented in drug-carriers such as polymeric conjugates, liposomes, polymeric 

nanoparticles, as well as for micellar systems.74 However, for supramolecular metallacages, with molecular weight 

of ca. 2-3 KDa and diameter of ca. 10 Å, the EPR effect is not likely to influence their delivery. Furthermore, 

Pt1 

Pd 

Pt2 

Pd 

N1 O 

Cl 
H1	

H2	

N2 H3	
H4	

N Pd N

N N

N NPd

N

N

N

N

N

N

OH

OH

HO

HO

4+

Pt
Cl

Cl

H3N
NH3

Pt Cl
Cl

NH3
H3N



 
 

14 

numerous studies evidence that the extent of the EPR effect also varies significantly between patients.73 Therefore, 

it can be assumed that successful conjugation of cell-specific ligands to the outside of the metallacage, including 

tumour-targeting peptides (TTPs) that are specific for tumour related surface markers such as membrane 

receptors,56,75 could improve its target specificity and efficacy. However, this concept has been scarcely explored 

so far. For example, one study has showed non-covalent peptide coating on self-assembled M12L24 coordination 

spheres,76 while encapsulation of a protein within a Pd12L14 cage (L = bidentate ligand) has been achieved by 

appropriate endo-functionalization of the ligands.77 In this case, ligands were first tethered to the protein. 

Afterwards, following the addition of metal ions and other ligands, coordination nanocages self-assembled around 

the protein. The latter was the first example of encapsulation of a protein within synthetic host molecules and may 

reveal novel strategies to delivery of proteins at specific site and to control their function.  

With the aim of implementing supramolecular metallacages as drug delivery systems, the first example of 

bioconjugation of self-assembled Pd2L4 cages to a model linear peptide was recently reported.78 In this case, the 

approach of bioconjugation of metallocages was based on amide bond formation between the carboxylic acid (or 

amine) serving as exo-functionalized ligand/cage and the amine (or carboxylic acid) groups of the model peptide 

side chains. Thus, the bioconjugation was performed using two different approaches: i) direct tethering of the 

metallacage to the peptide (Approach I); or ii) initial anchoring of the ligand to the peptide, followed by metallacage 

self-assembly (Approach II) (Figure 8).78 Formation of the metallacage-peptide constructs was assessed via high-

resolution ESI-MS, also coupled to high performance liquid chromatography (LC-MS). So far the best results were 

achieved with Approach II, where first the coupling of the peptide to the ligands constituting the cages was 

performed, followed by in situ reconstitution of the Pd2L4 cages via self-assembly. The obtained results open the 

possibility of efficient bioconjugation of metallacages to peptides which could be extended to targeting moieties 

such as peptides or affimers, and possibly also to antibodies.  
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Figure 8. Scheme of the two different bioconjugation approaches applied to conjugate a Pd2L4 cage to a model 
peptide via amide bond formation: (i) direct tethering of the metallacage to the peptide (Approach I); or (ii) initial 
anchoring of the ligand to the peptide, followed by metallacage self-assembly in situ (Approach II).78 Theoretically, 
both approaches can produce bioconjugated Pd2L4 cages tethered to four peptide units.  

 

Fluorescent metallacages would be a highly desirable drug delivery system, since their fluorescence 

would allow to track their cellular distribution in vitro, and thus, provide insight into their mechanisms of cellular 

accumulation. However, quenched photoluminescence of Pd2L4 metallacage systems is often observed, which can 

be attributed to two primary factors: i) the so-called “heavy metal effect” observed upon self-assembly of 

luminescent ligands to the metal ion nodes,79 and ii) the disruption of the emissive conjugated system. Therefore, 

in order to improve the fluorescence properties of Pd2L4 cages (L = fluorescent bispyridyl ligand), Casini and Kühn 

et al. have synthesized cages exo-functionalised via amide bond with either naphthalenyl or anthracenyl moieties.79 

The cages were also investigated for their anticancer properties in human lung and ovarian cancer cell lines in 

vitro. While the observed cytotoxic effects hold promise and the cages resulted to be more effective than cisplatin 

in both cell lines, surprisingly, it was observed that the emission properties were extremely scarce (quantum yields 

even below 1%). To explain this unexpected observation, time dependant density functional theory (TD-DFT) 

experiments were carried out on the anthracenyl-based ligand and revealed that the cause of the observed 

quenching was most likely due to a lower probability for HOMO to LUMO excitation (2%) than the corresponding 

carboxyl functionalised ligands (24%).79 Further studies were carried out to determine the possible emission 

wavelength of the ligands by converting the calculated energy difference between the excitation energy and the 

relaxation energy, and converting this to a wavelength which was found to be in the IR region (λmax = 2000 nm), 

whereas the carboxyl and amine functionalised ligands emitted in the visible range (λmax = 420 nm). From this 

observation two reasons were given for the poor fluorescence of the ligands. Firstly, the probability of a HOMO-

LUMO excitation is much smaller for the anthracenyl-based ligand. Secondly, the energy differences between the 

highest excited state and the non-relaxed ground level did not correlate to a wavelength within the visible range.79 

In order to avoid disruption of the emissive conjugated fluorescent tag, the direct conjugation of highly 

luminescent ruthenium based fluorophores to the Pd2L4 metallacage scaffold via an unsaturated linker group (such 

as an amide or cycloazide) was attempted.80 Thus, the highly luminescent fluorophore tris(bipyridine)ruthenium 

was conjugated to the Pd2L4 metallacage via a saturated alkyl spacer. The hypothesis proved accurate as, 

remarkably, the resulting cage resulted to be amongst the most emissive metallacages known to date (ϕ(cage) = 

66%).80 

The control of the properties of the cavity defined by the SCC is another essential feature to implement 

them as drug delivery systems. For example, in contrast to the previously mentioned metallacages, anthracene-

based Pt(II)- and Pd(II)-linked coordination capsules provide a characteristic spherical cavity closely surrounded 
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by polyaromatic frameworks. The isolated cavity features a diameter of ca. 1 nm and a volume of ca. 600 Å3. These 

systems can accommodate various neutral molecules in the confined cavity through hydrophobic interactions, but 

also-stacking, in aqueous solution. Cages of this type were recently reported to be able to encapsulate fluorescent 

pyrene, as well as caffeine molecules,55,81 while fluorescence microscopy studies evidenced the high extracellular 

stability of these systems.81 However, the cytotoxic effects of the capsules – without and with their guest molecules 

- were very pronounced against different types of cancer cell lines, which may prevent their applications as pure 

drug delivery systems.  

 

4. Helicates as DNA/ RNA recognition domains 

Nucleic acids are exciting biomolecular targets because they offer the potential to regulate information transfer at 

an early stage, before the genetic code is translated into proteins. Metal complexes that bind to DNA have been 

highly explored for several years, with the cationic charge that metals impart being attractive for recognition of the 

polyanionic nucleic acid structures.82,83 Examples include complexes that coordinate to the bases, intercalate, or 

bind to the phosphate backbone of regular duplex DNA or, more recently, that recognize less common DNA 

structures such as bulges, quadruplexes or junctions.84–87 Such complexes have been explored as therapeutic 

drugs, fluorescent imaging agents, footprinting agents88 and for nanotechnology applications.89,90 

With respect to SCCs, the field has been pioneered by Hannon and co-workers with the synthesis via self-

assembly of metallosupramolecular cylinders composed by bis(pyridylimine) ligands bound to metal ions. Thus, for 

example, dinuclear Fe(II) metallosupramolecular triple helicates [Fe2L3]Cl4 (L = C25H20N4, Figure 9) were shown to 

specifically recognize various unusual DNA or RNA structures,91 such as Y-shaped three-way junctions,91–93 three-

way junctions containing unpaired nucleotides, the so-called T-shaped three-way junctions,82 while other groups 

also studied binding to human telomeric G-quadruplex (G4) DNA.94 Interestingly, these helicates can also bind 

nucleic acids bulges containing two or more unpaired nucleotides.95 Concerning other first row transition metals, 

di-nickel helicates exhibited chiral selective binding with human telomeric G4, the right-handed helix selectively 

stabilizing antiparallel G-quadruplex, whilst the left-handed compound did not, and both enantiomers stabilized 

hybrid G4s.94 Following these promising results, water-stable iron helices, synthesized directly via 

diastereoselective self-assembly, could discriminate human telomeric hybrid G4 structures with high chiral 

selectivity.96 It is worth mentioning that G-quadruplexes are non-canonical DNA structures formed by guanine (G)-

rich sequences that can self-associate into stacks of G-quartets linked by loop nucleotides. G4s are of growing 

interest in chemistry and biology, largely due to their peculiar and diverse molecular structures, which include 

parallel and antiparallel topologies. Recently, G4s have been reported to have critical regulatory roles in biological 

processes, including but not limited to DNA replication, transcription, and translation, providing new and important 
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mechanisms for controlling gene expression and genome stability, as well as novel targets in cancer 

chemotherapy.97 Thus, the possibility of chiral recognition of G4 structures by helicates may pave the way to their 

selective targeting for gene modulation and anticancer effects. 

 

 

Figure 9. Structure a cylindrical di-iron(II) complex, [Fe2L3]4+ (L=C25H20N4) and its binding to the central cavity of 

an RNA three‐way junction. Reproduced from reference.91 The structures were obtained from PDB (accession 

code 4JIY) and modified accordingly using Discovery Studio software. 

 

Recently, Scott et al. developed a new strategy whereby the absolute configurations of individual metal 

centres are controlled and linked together to form the prototype helicate-like architectures not relying on the use of 

rigid ligands. In this case the key has been the development of simple self-assembling, optically pure monometallic 

complexes utilizing amino acid derivatives as the source of chirality.98 These complexes were connected together 

with linear linkers to form helical bimetallic species known as ‘flexicates’.98 The compounds are readily water-

soluble and remarkably stable in a variety of media. Interestingly, some of these flexicates have shown antibacterial 

properties, as well as good activity against a range of cancer cell lines.98,99 Interestingly, two triple-helical dinuclear 

iron supramolecular complexes were also shown to act as chiral inhibitors of amyloid-β aggregation, as 

demonstrated using fluorescent cell-based screening and multiple biophysical and biochemical approaches.100  

More recent studies by Hannon and Brabec et al. have shown that iron(II) supramolecular helicates inhibit 

the interaction of the HIV-1 transactivator protein Tat with TAR (transactivation responsive region) RNA, playing a 

critical role in HIV-1 transcription.101 Specifically, the authors reported on the interactions of M- and P-enantiomers 

of [Fe2L3]Cl4 with the TAR RNA by using thermal denaturation, electrophoretic mobility shift assay, and RNase A 

footprinting. The obtained results show that both M- and P-[Fe2L3]Cl4 bind with high affinity to the TAR RNA and 

discriminate this three-base bulge containing RNA against fully matched RNA duplex, constituting robust templates 

for further developing TAR ligands with improved efficiency and selectivity and with potential for HIV therapies. 

Fe 
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It is evident that future research in the discovery and development of helicates should be directed towards 

structure-activity relationships to achieve a more rational drug design of therapeutic supramolecular compounds 

with respect to the targeting of specific DNA secondary structures. Furthermore, such molecules may be also 

developed as chemical probes to aid in uncovering the functions of these unconventional nucleic acid structures in 

cancer biology, particularly if endowed with luminescent properties. However, for helicates to be capable of 

translation to the clinic a number of criteria need still to be addressed, including optical purity and stability, solubility 

and chemical stability in water, availability on a practical scale, and synthetic diversity. 

 

5. Conclusions and future outlook 

Discrete supramolecular constructs attract strong research interest because of their myriad applications. In this 

context, 3D supramolecular coordination complexes constitute a promising research area, particularly for 

pharmaceutical and chemosensory application in biological systems. In fact, 3D SCCs can be designed to fine-

tune the dimensions of the cavity, its hydrophobicity and H-bonding properties, as well as to adjust to the influence 

of the solvent in driving the molecular recognition. Moreover, the interplay between the metal and ligand precursors 

sometimes endows the final constructs with unique properties that are not present in the individual components. 

Furthermore, introduction of various functionalities into the chemical composition of the cage can provide a platform 

for targeted drug delivery, as highlighted in this Viewpoint, or for biochemical applications including imaging of 

specific biomolecules. For example, chiral helicates can recognize specific DNA structures, while DNA-coated 

nanospherical cages may be envisaged as biological sensors in DNA/RNA detection, gene regulation and 

biological screening. A schematic representation of the possible areas of bio-related applications for SCCs is 

presented in Figure 10. 
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Figure 10. Schematic representation of the various types of SCCs and the scope of their biological applications. 
In bold font are the topics discussed in this Viewpoin. 

 

Overall, in this vibrant research field, several challenges can be identified. For example, attaining a 

selective and spatially controlled release of guest molecules with metallacages remains a difficult task. To this aim, 

introduction of stimuli-responsive building blocks within the metalla-assembly is required. Different stimuli can 

potentially be employed to provoke guest release at specific sites (e.g. tumour tissues): pH, temperature, redox 

reactions, polarity, light or electric field. Recently, Clever and co-workers have synthesised a Pd-based metallacage 

including light-responsive dithienylethene (DTE) spacers.102 After appropriate irradiation, a geometrical change in 

the DTE ligands occurs, altering the size of the cavity, thus forcing the initially encapsulated [B12F12]2− guest 

molecule to remain outside. An example of redox active metallacage composed of an extended tetrathiafulvelene-

based ligand and a cis-blocked Pd2+ complex was synthesized and characterized by Salle et al..103 Remarkably, 

this electron-rich cage can be disassembled upon chemical oxidation with the thianthrenium radical cation, and 

subsequently reassembled by reduction with tetrakis(dimethylamino)ethylene. From the same group, a proof-of-

concept related to the redox-control of the binding/releasing process in a host-guest system has been achieved by 

designing a neutral and robust redox-active metallacage involving two extended-tetrathiafulvalene ligands bound 

to four Pt(II) organometallic complexes.104 When neutral, the cage can encapsulate a planar polyaromatic guest 

(coronene). Remarkably, the chemical or electrochemical oxidation of the host-guest complex causes the reversible 

expulsion of the guest outside the cavity, illustrating the key role of counter-anions along the exchange process. 

Another synthetic challenge concerns the possibility to encapsulate different drug molecules in the same 

supramolecular metallacage. Notably, multicavity metallosupramolecular architectures have the potential to allow 

the binding of multiple different guests within a single assembly and could open up new applications to achieve 

combination therapy of different cytotoxic agents.105 For example, interlocked coordination metallacages, or metal-

mediated dimers, have only been reported recently, the first example of which was reported by the Fujita group in 

1999.106 The formation of interlocked metallacage dimers can be difficult to predict, however the judicious choice 

of a suitable guest template has been shown to form stable interlocked metallacages, as has the use of 

complimentary ligands that will stabilise each other through intramolecular forces, for example π-stacking 

interactions.107 Currently, the applications for the mechanically interlocked complexes have been postulated to be 

in molecular machinery and small molecule recognition, owing to the different cavity environments interlocked 

cages possess, however new applications in drug delivery of multiple therapeutic agents may be envisioned as the 

field progresses.  

Concerning other possible developments, 3D SCCs may also be optimized for implementing imaging 

modalities in biological systems. Challenges in this area not only include achieving a size- or shape-selective 
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dynamic molecular recognition, but also include detecting and amplifying guest-bonding events to produce a 

measurable output. Accordingly, an easy-to-measure signal and a proper communication system must be included 

in the overall molecular design. A representative example of this application was recently reported by Duan et al. 

where a hexanuclear gadolinium octahedral nanocage was self-assembled as an efficient multimeric magnetic 

resonance probe for selectively responding glucosamine.108 In the supramolecular scaffold, six Gd3+ ions were 

strongly bound to the four planar ligands. The rigid facial bridging ligands provided additional enhancements for 

the proton relaxivity around gadolinium ions, ensuring the application of magnetic resonance imaging (MRI) in vivo. 

Another promising example for bioimaging applications is, in our view, the one reported by Oppel et al. on the 

preparation of acylhydrazones of 2,3-dihydroxybenzaldehyde, which act as ligands for the self-assembly of 

heterodinuclear lanthanide(III)-gallium(III) helicates.109 The new ligands are substituted at the acylhydrazone unit 

which binds the lanthanide ion, providing further possibilities for the synthesis of heteronuclear scaffolds and for 

helicates functionalization with more sophisticated substituents (e.g. peptides). 

At the frontier of supramolecular chemistry for biomedical applications, a theranostic system with the 

capability to perform dual functions (i.e. imaging and therapy) by unifying self-assembly, coordination chemistry, 

and supramolecular chemistry, has recently been developed by Stang and co-workers.110 In detail, coordination-

driven self-assembly of a tetragonal Pt-based prismatic metallacage incorporating aggregation-induced emission 

(AIE) luminogens was achieved. The metallacage was then encapsulated within spherical micelles formed from a 

mixture of mPEG-DSPE (DSPE: 1,2-distearoyl-phosphatidyl-ethanolamine) and biotin-PEG-DSPE, wherein the 

presence of polyethylene glycol and biotin groups provided a means to stabilize the prisms sitting safely within the 

hydrophobic pocket. These theranostic nanoparticles were shown to actively target the biotin receptor-positive 

cancer cells selectively over biotin receptor-negative cells. In vivo studies demonstrated that the nano-cage system 

possesses higher antitumor efficacy with lower toxicity compared with free platinum anticancer drugs.110 

Finally, to move forward in this fascinating research area, bioinorganic chemists should also demonstrate 

the possibility to control the speciation of SCCs in physiological environment in order to avoid possible side effects. 

Thus, we should be able to address the difference between the toxicity related to the “naked”, non-coordinated 

metal ion, and that of the corresponding metal stabilized by the coordinating ligands. To this aim, the investigation 

of the stability of SCCs in aqueous environment and of their reactivity with biomolecules should be conducted at 

the earliest stages of the research, benefiting from the knowledge already available on bioactive metal complexes 

and related investigational methods. To fine-tune the reactivity of the supramolecular systems and to guarantee a 

certain stability, the integration of organometallic moieties within the SCCs may be a valuable strategy. For 

example, recently, a number of studies exploited N-heterocyclic carbene (NHC) systems to obtain 3D cage 

compounds.111,112 Thus, Pöthig et al. reported on the first [2]rotaxane featuring a functional organometallic Ag(I) 
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NHC scaffold.113 Interestingly, the organometallic interlocked system can reversibly and quantitatively be switched 

to an organic [3]rotaxane via a unique pH-dependent (de-)coordination of the involved metal ions. 

Concerning drug delivery applications, the study of the drug encapsulation properties of SCCs in 

physiological-type conditions should be implemented with techniques other than NMR spectroscopy, for which 

relatively high concentrations of the host-guest system are necessary, such as fluorescence spectroscopy and 

Isothermal Titration Calorimetry (ITC). In any case, the toxicity of such metal-based entities should be carefully 

evaluated in various appropriate investigational models, including in vitro (e.g. cell cultures), but also ex vivo (e.g. 

tissue slices), and, eventually, in vivo, also taking advantage of recent high-resolution biophysical and analytical 

techniques aimed at the detection of metal ions in biological samples. Overall, we hope that this Viewpoint will 

encourage further developments in this exciting interdisciplinary research field and that more input will come from 

the bioinorganic and medicinal inorganic chemistry communities. Please enjoy and get inspired! 

 

Acknowledgements 

A.C. acknowledges support from Cardiff University and from the Hans Fischer Senior Fellowship of the Technical 

University of Munich – Institute for Advanced Study, funded by the German Excellence Initiative and the European 

Union Seventh Framework Programme under grant agreement n° 291763. Authors acknowledge Darren Wragg 

for helping with the graphical material. 

 

References 

(1)  James, S. L. Metal-Organic Frameworks. Chem. Soc. Rev. 2003, 32, 276–288 DOI: 10.1039/b200393g. 

(2)  Cook, T. R.; Zheng, Y. R.; Stang, P. J. Metal-Organic Frameworks and Self-Assembled Supramolecular 

Coordination Complexes: Comparing and Contrasting the Design, Synthesis, and Functionality of Metal-

Organic Materials. Chem. Rev. 2013, 113 (1), 734–777 DOI: 10.1021/cr3002824. 

(3)  Giménez-Marqués, M.; Hidalgo, T.; Serre, C.; Horcajada, P. Nanostructured Metal-Organic Frameworks 

and Their Bio-Related Applications. Coord. Chem. Rev. 2015, 307, 342–360 DOI: 

10.1016/j.ccr.2015.08.008. 

(4)  Cook, T. R.; Stang, P. J. Recent Developments in the Preparation and Chemistry of Metallacycles and 

Metallacages via Coordination. Chem. Rev. 2015, 115 (15), 7001–7045 DOI: 10.1021/cr5005666. 

(5)  Gascon, J.; Corma, A.; Kapteijn, F.; Llabre i Xamena, F. X. Metal Organic Framework Catalysis : Quo 



 
 

22 

Vadis? ACS Catal. 2014, 4 (2), 361–378 DOI: 10.1021/cs400959k. 

(6)  Yan, X.; Wang, M.; Cook, T. R.; Zhang, M.; Saha, M. L.; Zhou, Z.; Li, X.; Huang, F.; Stang, P. J. Light-

Emitting Superstructures with Anion Effect: Coordination-Driven Self-Assembly of Pure 

Tetraphenylethylene Metallacycles and Metallacages. J. Am. Chem. Soc. 2016, 138 (13), 4580–4588 DOI: 

10.1021/jacs.6b00846. 

(7)  Ahmad, N.; Younus, H. A.; Chughtai, A. H.; Verpoort, F. Metal-Organic Molecular Cages: Applications of 

Biochemical Implications. Chem. Soc. Rev. 2015, 44 (1), 9–25 DOI: 10.1039/C4CS00222A. 

(8)  Janiak, C. Engineering Coordination Polymers towards Applications. Dalton Trans. 2003, 14, 2781–2804 

DOI: 10.1039/b305705b. 

(9)  Kaskel, S. Porous Metal-Organic Frameworks, 1st ed.; Schuth, F., Sing, K. S. W., Weitkamp, J., Eds.; 

Wiley, 2008; Vol. 2. 

(10)  Chen, B.; Xiang, S.; Qian, G. Metal-Organinc Frameworks with Funtional Pores for Recognition of Small 

Molecules. Acc. Chem. Res. 2010, 43 (8), 1115–1124. 

(11)  Wu, M. X.; Yang, Y. W. Metal–Organic Framework (MOF)-Based Drug/Cargo Delivery and Cancer 

Therapy. Adv. Mater. 2017, 29 (23), 1–20 DOI: 10.1002/adma.201606134. 

(12)  Holliday, B. J.; Mirkin, C. A. Strategies for the Construction of Supramolecular Compounds through 

Coordination Chemistry. Angew. Chem. Int. Ed. 2001, 40 (11), 2022–2043 DOI: 10.1002/1521-

3773(20010601)40:11<2022::AID-ANIE2022>3.0.CO;2-D. 

(13)  Stang, P. J.; Olenyuk, B. Self-Assembly, Symmetry and Molecular Architecture : Coordination as the Motif 

in the Rational Design of Supramolecular Metallacyclic Polygons and Polyhedra. Acc. Chem. Res. 1998, 

30 (12), 502–518 DOI: 10.1021/ar9602011. 

(14)  Merlau, M. L.; Mejia, M. D. P.; Nguyen, S. T.; Hupp, J. T. Artificial Enzymes Formed through Directed 

Assembly of Molecular Square Encapsulated Epoxidation Catalysts. Angew. Chem. Int. Ed. 2001, 40 (22), 

4239–4242 DOI: 10.1002/1521-3773(20011119)40:22<4239::AID-ANIE4239>3.0.CO;2-E. 

(15)  Kumar, A.; Sun, S.-S.; Lees, A. J. Directed Assembly Metallocyclic Supramolecular Systems for Molecular 

Recognition and Chemical Sensing. Coord. Chem. Rev. 2008, 252 (8–9), 922–939 DOI: 

10.1016/j.ccr.2007.07.023. 

(16)  Cook, T. R.; Vajpayee, V.; Lee, M. H.; Stang, P. J.; Chi, K. W. Biomedical and Biochemical Applications of 

Self-Assembled Metallacycles and Metallacages. Acc. Chem. Res. 2013, 46 (11), 2464–2474 DOI: 



 
 

23 

10.1021/ar400010v. 

(17)  Vardhan, H.; Yusubov, M.; Verpoort, F. Self-Assembled Metal-Organic Polyhedra: An Overview of Various 

Applications. Coord. Chem. Rev. 2016, 306, 171–194 DOI: 10.1016/j.ccr.2015.05.016. 

(18)  Ahmad, N.; Younus, H. A.; Chughtai, A. H.; Verpoort, F. Metal–organic Molecular Cages: Applications of 

Biochemical Implications. Chem. Soc. Rev. 2015, 44 (1), 9–25 DOI: 10.1039/C4CS00222A. 

(19)  Smulders, M. M. J.; Riddell, I. a.; Browne, C.; Nitschke, J. R. Building on Architectural Principles for Three-

Dimensional Metallosupramolecular Construction. Chem. Soc. Rev. 2013, 42 (4), 1728–1754 DOI: 

10.1039/C2CS35254K. 

(20)  Harris, K.; Fujita, D.; Fujita, M. Giant Hollow MnL2n Spherical Complexes: Structure, Functionalisation and 

Applications. Chem. Commun. 2013, 49 (60), 6703 DOI: 10.1039/c3cc43191f. 

(21)  Ahmad, N.; Chughtai, A. H.; Younus, H. A.; Verpoort, F. Discrete Metal-Carboxylate Self-Assembled 

Cages: Design, Synthesis and Applications. Coord. Chem. Rev. 2014, 280, 1–27 DOI: 

10.1016/j.ccr.2014.07.005. 

(22)  Han, M.; Engelhard, D. M.; Clever, G. H. Self-Assembled Coordination Cages Based on Banana-Shaped 

Ligands. Chem. Soc. Rev. 2014, 43 (6), 1848–1860 DOI: 10.1039/c3cs60473j. 

(23)  Dalgarno, S. J.; Power, N. P.; Atwood, J. L. Metallo-Supramolecular Capsules. Coord. Chem. Rev. 2008, 

252, 825–841 DOI: 10.1016/j.ccr.2007.10.010. 

(24)  Amouri, H.; Desmarets, C.; Moussa, J. Confined Nanospaces in Metallocages: Guest Molecules, Weakly 

Encapsulated Anions, and Catalyst Sequestration. Chem. Rev. 2012, 112 (4), 2015–2041 DOI: 

10.1021/cr200345v. 

(25)  Müller, I. M.; Spillmann, S.; Franck, H.; Pietschnig, R. Rational Design of the First Closed Coordination 

Capsule with Octahedral Outer Shape. Chem. Eur. J. 2004, 10 (9), 2207–2213 DOI: 

10.1002/chem.200305564. 

(26)  Yoshizawa, M.; Tamura, M.; Fujita, M. Diels-Alder in Aqueous Molecular. Science 2006, 312, 251–255 

DOI: 10.1126/science.1124985. 

(27)  Lewis, J. E. M.; Gavey, E. L.; Cameron, S. A.; Crowley, J. D. Stimuli-Responsive Pd2L4 

Metallosupramolecular Cages: Towards Targeted Cisplatin Drug Delivery. Chem. Sci. 2012, 3, 778–784 

DOI: 10.1039/c2sc00899h. 

(28)  Bunzen, J.; Iwasa, J.; Bonakdarzadeh, P.; Numata, E.; Rissanen, K.; Sato, S.; Fujita, M. Self-Assembly of 



 
 

24 

M24L48 Polyhedra Based on Empirical Prediction. Angew. Chem. Int. Ed. 2012, 51 (13), 3161–3163 DOI: 

10.1002/anie.201108731. 

(29)  Hong, C. M.; Kaphan, D. M.; Bergman, R. G.; Raymond, K. N.; Toste, F. D. Conformational Selection as 

the Mechanism of Guest Binding in a Flexible Supramolecular Host. J. Am. Chem. Soc. 2017, 139 (23), 

8013–8021 DOI: 10.1021/jacs.7b03812. 

(30)  Yeh, R. M.; Xu, J.; Seeber, G.; Raymond, K. N. Large M4L4 (M = Al(III), Ga(III), In(III), Ti(IV)) Tetrahedral 

Coordination Cages: An Extension of Symmetry-Based Design. Inorg. Chem. 2005, 44 (18), 6228–6239 

DOI: 10.1021/ic0505145. 

(31)  Pluth, M. D.; Fiedler, D.; Mugridge, J. S.; Bergman, R. G.; Raymond, K. N. Molecular Recognition and Self-

Assembly Special Feature: Encapsulation and Characterization of Proton-Bound Amine Homodimers in a 

Water-Soluble, Self-Assembled Supramolecular Host. PNAS 2009, 106 (26), 10438–10443 DOI: 

10.1073/pnas.0809806106. 

(32)  Mugridge, J. S.; Zahl, A.; Van Eldik, R.; Bergman, R. G.; Raymond, K. N. Solvent and Pressure Effects on 

the Motions of Encapsulated Guests: Tuning the Flexibility of a Supramolecular Host. J. Am. Chem. Soc. 

2013, 135 (11), 4299–4306 DOI: 10.1021/ja309949q. 

(33)  Argent, S. P.; Adams, H.; Riis-Johannessen, T.; Jeffery, J. C.; Harding, L. P.; Ward, M. D. High-Nuclearity 

Homoleptic and Heteroleptic Coordination Cages Based on Tetra-Capped Truncated Tetrahedral and 

Cuboctahedral Metal Frameworks. J. Am. Chem. Soc. 2006, 128 (1), 72–73 DOI: 10.1021/ja056993o. 

(34)  Sun, Q. F.; Sato, S.; Fujita, M. An M12(L1)12(L2)12 Cantellated Tetrahedron: A Case Study on Mixed-

Ligand Self-Assembly. Angew. Chem. Int. Ed. 2014, 53 (49), 13510–13513 DOI: 10.1002/anie.201408652. 

(35)  Ronson, T. K.; Roberts, D. A.; Black, S. P.; Nitschke, J. R. Stacking Interactions Drive Selective Self-

Assembly and Self-Sorting of Pyrene-Based M(II)4L6 Architectures. J. Am. Chem. Soc. 2015, 137 (45), 

14502–14512 DOI: 10.1021/jacs.5b09920. 

(36)  Johnson, A. M.; Hooley, R. J. Steric Effects Control Self-Sorting in Self-Assembled Clusters. Inorg. Chem. 

2011, 50 (11), 4671–4673 DOI: 10.1021/ic2001688. 

(37)  Yamashina, M.; Yuki, T.; Sei, Y.; Akita, M.; Yoshizawa, M. Anisotropic Expansion of an M2L4 Coordination 

Capsule: Host Capability and Frame Rearrangement. Chem. Eur. J. 2015, 21 (11), 4200–4204 DOI: 

10.1002/chem.201406445. 

(38)  Bloch, W. M.; Clever, G. H. Integrative Self-Sorting of Coordination Cages Based on “naked” Metal Ions. 

Chem. Commun. 2017, 53 (61), 8506–8516 DOI: 10.1039/C7CC03379F. 



 
 

25 

(39)  Preston, D.; Barnsley, J. E.; Gordon, K. C.; Crowley, J. D. Controlled Formation of Heteroleptic 

[Pd2(La)2(Lb)2]4+ Cages. J. Am. Chem. Soc. 2016, 138 (33), 10578-10585 DOI: 10.1021/jacs.6b05629. 

(40)  Lehn, J. M.; Rigault, A.; Siegel, J.; Harrowfield, J.; Chevrier, B.; Moras, D. Spontaneous Assembly of 

Double-Stranded Helicates from Oligobipyridine Ligands and copper(I) Cations: Structure of an Inorganic 

Double Helix. PNAS 1987, 84 (9), 2565–2569 DOI: 10.1073/pnas.84.9.2565. 

(41)  Piguet, C.; Bernardinelli, G.; Hopfgartner, G. Helicates as Versatile Supramolecular Complexes. Chem. 

Rev. 1997, 97 (6), 2005–2062 DOI: 10.1021/cr960053s. 

(42)  Xuan, W.; Zhang, M.; Liu, Y.; Chen, Z.; Cui, Y. A Chiral Quadruple-Stranded Helicate Cage for 

Enantioselective Recognition and Separation. J. Am. Chem. Soc. 2012, 134 (16), 6904–6907 DOI: 

10.1021/ja212132r. 

(43)  Miyake, H.; Tsukube, H. Coordination Chemistry Strategies for Dynamic Helicates: Time-Programmable 

Chirality Switching with Labile and Inert Metal Helicates. Chem. Soc. Rev. 2012, 41 (21), 6977 DOI: 

10.1039/c2cs35192g. 

(44)  Thomas, J. A. Metal Ion Directed Self-Assembly of Sensors for Ions, Molecules and Biomolecules. Dalton 

Trans. 2011, 40 (45), 12005 DOI: 10.1039/c1dt10876j. 

(45)  Wenzel, M.; Bruere, S. R.; Knapp, Q. W.; Tasker, P. a; Plieger, P. G. Zwitterionic Dicopper Helicates: Anion 

Encapsulation and Binding Studies. Dalton Trans. 2010, 39 (11), 2936–2941 DOI: 10.1039/b922998a. 

(46)  Goetz, S.; Kruger, P. E. A New Twist in Anion Binding: Metallo-Helicate Hosts for Anionic Guests. Dalton 

Trans. 2006, 10, 1277–1284 DOI: 10.1039/b514580e. 

(47)  McNeill, S. M.; Preston, D.; Lewis, J. E. M.; Robert, A.; Knerr-Rupp, K.; Graham, D. O.; Wright, J. R.; Giles, 

G. I.; Crowley, J. D. Biologically Active [Pd2L4]4+ Quadruply-Stranded Helicates: Stability and Cytotoxicity. 

Dalton Trans. 2015, 44 (24), 11129–11136 DOI: 10.1039/C5DT01259G. 

(48)  Kaner, R. A.; Allison, S. J.; Faulkner, A. D.; Phillips, R. M.; Roper, D. I.; Shepherd, S. L.; Simpson, D. H.; 

Waterfield, N. R.; Scott, P. Anticancer Metallohelices: Nanomolar Potency and High Selectivity. Chem. Sci. 

2016, 7 (2), 951–958 DOI: 10.1039/C5SC03677A. 

(49)  Preston, D.; McNeill, S. M.; Lewis, J. E. M.; Giles, G. I.; Crowley, J. D. Enhanced Kinetic Stability of 

[Pd2L4]4+ Cages through Ligand Substitution. Dalton Trans. 2016, 45 (19), 8050–8060 DOI: 

10.1039/C6DT00133E. 

(50)  Zava, O.; Mattsson, J.; Therrien, B.; Dyson, P. J. Evidence for Drug Release from a Metalla-Cage Delivery 



 
 

26 

Vector Following Cellular Internalisation. Chem. Eur. J. 2010, 16 (5), 1428–1431 DOI: 

10.1002/chem.200903216. 

(51)  Schmitt, F.; Barry, N. P. E.; Juillerat-Jeanneret, L.; Therrien, B. Efficient Photodynamic Therapy of Cancer 

Using Chemotherapeutic Porphyrin-Ruthenium Metalla-Cubes. Bioorg. Med. Chem. Lett. 2012, 22 (1), 

178–180 DOI: 10.1016/j.bmcl.2011.11.058. 

(52)  Barry, N. P. E.; Zava, O.; Dyson, P. J.; Therrien, B. Synthesis, Characterization and Anticancer Activity of 

Porphyrin-Containing Organometallic Cubes. Aust. J. Chem. 2010, 63 (11), 1529–1537 DOI: 

10.1071/CH10221. 

(53)  Vajpayee, V.; Yang, Y. J.; Kang, S. C.; Kim, H.; Kim, I. S.; Wang, M.; Stang, P. J.; Chi, K.-W. Hexanuclear 

Self-Assembled Arene-Ruthenium Nano-Prismatic Cages: Potential Anticancer Agents. Chem. Commun. 

2011, 47 (18), 5184–5186 DOI: 10.1039/c1cc10167f. 

(54)  Barry, N. P. E.; Zava, O.; Dyson, P. J.; Therrien, B. Encapsulation of Inorganic and Organic Guest 

Molecules into an Organometallic Hexacationic Arene Osmium Metalla-Prism: Synthesis, Characterisation 

and Anticancer Activity. J. Organomet. Chem. 2012, 705, 1–6 DOI: 10.1016/j.jorganchem.2011.12.009. 

(55)  Ahmedova, A.; Momekova, D.; Yamashina, M.; Shestakova, P.; Momekov, G.; Akita, M.; Yoshizawa, M. 

Anticancer Potencies of Pt(II)-and Pd(II)-Linked M2L4 Coordination Capsules with Improved Selectivity. 

Chem. As. J. 2016, 11 (4), 474–477 DOI: 10.1002/asia.201501238. 

(56)  Wang, X.; Wang, X.; Guo, Z. Functionalization of Platinum Complexes for Biomedical Applications. Acc. 

Chem. Res. 2015, 48 (9), 2622–2631 DOI: 10.1021/acs.accounts.5b00203. 

(57)  Meng, F.; Han, N.; Yeo, Y. Organic Nanoparticle Systems for Spatiotemporal Control of Multimodal 

Chemotherapy. Expert Opin. Drug Deliv. 2017, 14 (3), 427–446 DOI: 10.1080/17425247.2016.1218464. 

(58)  Wang, A. Z.; Langer, R.; Farokhzad, O. C. Nanoparticle Delivery of Cancer Drugs. Annu. Rev. Med. 2012, 

63 (1), 185–198 DOI: 10.1146/annurev-med-040210-162544. 

(59)  Brand, W.; Noorlander, C. W.; Giannakou, C.; De Jong, W. H.; Kooi, M. W.; Park, M. V. D. Z.; Vandebriel, 

R. J.; Bosselaers, I. E. M.; Scholl, J. H. G.; Geertsma, R. E. Nanomedicinal Products: A Survey on Specific 

Toxicity and Side Effects. Int. J. Nanomedicine 2017, 12, 6107–6129 DOI: 10.2147/IJN.S13968. 

(60)  Therrien, B.; Süss-Fink, G.; Govindaswamy, P.; Renfrew, A. K.; Dyson, P. J. The “Complex-in-a-Complex” 

Cations [(acac)2M⊂Ru6(p-iPrC6H4Me)6(tpt)2(dhbq)3]6+: A Trojan Horse for Cancer Cells. Angew. 

Chemie 2008, 120 (20), 3833–3836 DOI: 10.1002/ange.200800186. 



 
 

27 

(61)  Yan, H.; Süss-fink, G.; Neels, A.; Stoeckli-evans, H. Mono-, Di- and Tetra-Nuclear P-Cymeneruthenium 

Complexes Containing Oxalato Ligands. J. Chem. Soc. Dalton Trans. 1997, 6, 4345–4350. 

(62)  Mattsson, J.; Zava, O.; Renfrew, A. K.; Sei, Y.; Yamaguchi, K.; Dyson, P. J.; Therrien, B. Drug Delivery of 

Lipophilic Pyrenyl Derivatives by Encapsulation in a Water Soluble Metalla-Cage. Dalton Trans. 2010, 39 

(35), 8248–8255 DOI: 10.1039/c0dt00436g. 

(63)  Barry, N. P. E.; Zava, O.; Dyson, P. J.; Therrien, B. Excellent Correlation between Drug Release and Portal 

Size in Metalla-Cage Drug-Delivery Systems. Chem. Eur. J. 2011, 17 (35), 9669–9677 DOI: 

10.1002/chem.201003530. 

(64)  Zhao, D.; Tan, S.; Yuan, D.; Lu, W.; Rezenom, Y. H.; Jiang, H.; Wang, L. Q.; Zhou, H. C. Surface 

Functionalization of Porous Coordination Nanocages via Click Chemistry and Their Application in Drug 

Delivery. Adv. Mater. 2011, 23 (1), 90–93 DOI: 10.1002/adma.201003012. 

(65)  Wang, H.-N.; Meng, X.; Yang, G.-S.; Wang, X.-L.; Shao, K.-Z.; Su, Z.-M.; Wang, C.-G. Stepwise Assembly 

of Metal–organic Framework Based on a Metal–organic Polyhedron Precursor for Drug Delivery. Chem. 

Commun. 2011, 47 (25), 7128 DOI: 10.1039/c1cc11932j. 

(66)  Chand, D. K.; Biradha, K.; Fujita, M. Self-Assembly of a Novel Macrotricyclic Pd(II) Metallocage 

Encapsulating a Nitrate Ion. Chem. Commun. 2001, No. 17, 1652–1653 DOI: 10.1039/b104853h. 

(67)  McMorran, D. A.; Steel, P. J. The First Coordinatively Saturated, Quadruply Stranded Helicate and Its 

Encapsulation of a Hexafluorophosphate Anion. Angew. Chem. Int. Ed. 1998, 37 (23), 3295–3297 DOI: 

10.1002/(SICI)1521-3773(19981217)37:23<3295::AID-ANIE3295>3.0.CO;2-5. 

(68)  Li, H.; Luo, J.; Liu, T. Modification of the Solution Behavior of Pd12L24 Metal-Organic Nanocages via 

PEGylation. Chem. Eur. J. 2016, 22 (50), 17949–17952 DOI: 10.1002/chem.201604427. 

(69)  Zheng, Y.-R.; Suntharalingam, K.; Johnstone, T.; Lippard, S. Encapsulation of Pt(IV) Prodrugs within a 

Pt(II) Cage for Drug Delivery. Chem. Sci. 2015, 6 (2), 1189–1193 DOI: 10.1039/C4SC01892C. 

(70)  Schmidt, A.; Molano, V.; Hollering, M.; Pöthig, A.; Casini, A.; Kühn, F. E. Evaluation of New Palladium 

Cages as Potential Delivery Systems for the Anticancer Drug Cisplatin. Chem. Eur. J. 2016, 22, 2253–

2256 DOI: 10.1002/chem.201504930. 

(71)  de Graaf, I. a M.; Olinga, P.; de Jager, M. H.; Merema, M. T.; de Kanter, R.; van de Kerkhof, E. G.; 

Groothuis, G. M. M. Preparation and Incubation of Precision-Cut Liver and Intestinal Slices for Application 

in Drug Metabolism and Toxicity Studies. Nat. Protoc. 2010, 5 (9), 1540–1551 DOI: 

10.1038/nprot.2010.111. 



 
 

28 

(72)  Therrien, B. Drug Delivery by Water-Soluble Organometallic Cages. Top Curr. Chem. 2013, 11 (1), 13–35 

DOI: 10.1007/128. 

(73)  Danhier, F. To Exploit the Tumor Microenvironment: Since the EPR Effect Fails in the Clinic, What Is the 

Future of Nanomedicine? J. Control. Release 2016, 244, 108–121 DOI: 10.1016/j.jconrel.2016.11.015. 

(74)  Maeda, H.; Wu, J.; Sawa, T.; Matsumura, Y.; Hori, K. Tumor Vascular Permeability and the EPR Effect in 

Macromolecular Therapeutics: A Review. J. Control. Release 2000, 65 (1–2), 271–284 DOI: 

10.1016/S0168-3659(99)00248-5. 

(75)  Haubner, R.; Finsinger, D.; Kessler, H. Stereoisomeric Peptide Libraries and Peptidomimetics for 

Designing Selective Inhibitors of the Alpha(V)beta(3) Integrin for a New Cancer Therapy. Angew. Chem. 

Int. Ed. 1997, 36 (13–14), 1375–1389 DOI: 10.1002/anie.199713741. 

(76)  Ikemi, M.; Kikuchi, T.; Matsumura, S.; Shiba, K.; Sato, S.; Fujita, M. Peptide-Coated, Self-Assembled 

M12L24 Coordination Spheres and Their Immobilization onto an Inorganic Surface. Chem. Sci. 2010, 1 

(1), 68–71 DOI: 10.1039/c0sc00198h. 

(77)  Fujita, D.; Suzuki, K.; Sato, S.; Yagi-Utsumi, M.; Yamaguchi, Y.; Mizuno, N.; Kumasaka, T.; Takata, M.; 

Noda, M.; Uchiyama, S.; Kato, K.; Fujita, M. Protein Encapsulation within Synthetic Molecular Hosts. Nat. 

Commun. 2012, 3, 1093 DOI: 10.1038/ncomms2093. 

(78)  Han, J.; Schmidt, A.; Zhang, T.; Permentier, H.; Groothuis, G. M. M.; Bischoff, R.; Kühn, F. E.; Horvatovich, 

P.; Casini, A. Bioconjugation Strategies to Couple Supramolecular Exo-Functionalized Palladium Cages to 

Peptides for Biomedical Applications. Chem. Commun. 2017, 53 (8), 1405–1408 DOI: 

10.1039/C6CC08937B. 

(79)  Schmidt, A.; Hollering, M.; Drees, M.; Casini, A.; Kühn, F. E. Supramolecular Exo-Functionalized Palladium 

Cages: Fluorescent Properties and Biological Activity. Dalton Trans. 2016, 45, 8556–8565 DOI: 

10.1039/C6DT00654J. 

(80)  Schmidt, A.; Hollering, M.; Han, J.; Casini, A.; Kühn, F. E. Self-Assembly of Highly Luminescent 

Heteronuclear Coordination Cages. Dalton Trans. 2016, 45, 12297–12300 DOI: 10.1039/c6dt02708c. 

(81)  Ahmedova, A.; Mihaylova, R.; Momekova, D.; Shestakova, P.; Stoykova, S.; Zaharieva, J.; Yamashina, 

M.; Momekov, G.; Akita, M.; Yoshizawa, M. M2L4 Coordination Capsules with Tunable Anticancer Activity 

upon Guest Encapsulation. Dalton Trans. 2016, 45 (33), 13214–13221 DOI: 10.1039/C6DT01801G. 

(82)  Malina, J.; Hannon, M. J.; Brabec, V. Recognition of DNA Three-Way Junctions by Metallosupramolecular 

Cylinders: Gel Electrophoresis Studies. Chem. Eur. J. 2007, 13 (14), 3871–3877 DOI: 



 
 

29 

10.1002/chem.200700159. 

(83)  Boer, D. R.; Canals, A.; Coll, M. DNA-Binding Drugs Caught in Action: The Latest 3D Pictures of Drug-

DNA Complexes. Dalton Trans. 2009, 3, 399–414 DOI: 10.1039/B809873P. 

(84)  Karaca, Ö.; Meier-Menches, S. M.; Casini, A.; Kühn, F. E. On the Binding Modes of Metal NHC Complexes 

with DNA Secondary Structures: Implications for Therapy and Imaging. Chem. Commun. 2017, 53 (59), 

8249–8260 DOI: 10.1039/C7CC03074F. 

(85)  Zeglis, B. M.; Pierre, V. C.; Kaiser, J. T.; Barton, J. K. A Bulky Rhodium Complex Bound to an Adenosine-

Adenosine DNA Mismatch: General Architecture of the Metalloinsertion Binding Mode. Biochemistry 2009, 

48 (20), 4247–4253 DOI: 10.1021/bi900194e. 

(86)  Georgiades, S. N.; Abd Karim, N. H.; Suntharalingam, K.; Vilar, R. Interaction of Metal Complexes with G-

Quadruplex DNA. Angew. Chem. Int. Ed. 2010, 49 (24), 4020–4034 DOI: 10.1002/anie.200906363. 

(87)  Hannon, M. J. Supramolecular DNA Recognition. Chem. Soc. Rev. 2007, 36 (2), 280–295 DOI: 

10.1039/B606046N. 

(88)  Brunner, J.; Barton, J. K. Site-Specific DNA Photocleavage by Rhodium Intercalators Analyzed by MALDI-

TOF Mass Spectrometry. J. Am. Chem. Soc. 2006, 128 (21), 6772–6773 DOI: 10.1021/ja0612753. 

(89)  Megger, N.; Welte, L.; Zamora, F.; Müller, J. Metal-Mediated Aggregation of DNA Comprising 2,2’-

bipyridine Nucleoside, an Asymmetrically Substituted Chiral Bidentate Ligand. Dalton Trans. 2011, 40 (8), 

1802–1807 DOI: 10.1039/c0dt01569e. 

(90)  Yang, H.; McLaughlin, C. K.; Aldaye, F. A.; Hamblin, G. D.; Rys, A. Z.; Rouiller, I.; Sleiman, H. F. Metal–

nucleic Acid Cages. Nat. Chem. 2009, 1 (5), 390–396 DOI: 10.1038/nchem.290. 

(91)  Phongtongpasuk, S.; Paulus, S.; Schnabl, J.; Sigel, R. K. O.; Spingler, B.; Hannon, M. J.; Freisinger, E. 

Binding of a Designed Anti-Cancer Drug to the Central Cavity of an RNA Three-Way Junction. Angew. 

Chem. Int. Ed. 2013, 52 (44), 11513–11516 DOI: 10.1002/anie.201305079. 

(92)  Oleksi, A.; Blanco, A. G.; Boer, R.; Usón, I.; Aymamí, J.; Rodger, A.; Hannon, M. J.; Coll, M. Molecular 

Recognition of a Three-Way DNA Junction by a Metallosupramolecular Helicate. Angew. Chem. Int. Ed. 

2006, 45 (8), 1227–1231 DOI: 10.1002/anie.200503822. 

(93)  Cerasino, L.; Hannon, M. J.; Sletten, E. DNA Three-Way Junction with a Dinuclear iron(II) Supramolecular 

Helicate at the Center: A NMR Structural Study. Inorg. Chem. 2007, 46 (16), 6245–6251 DOI: 

10.1021/ic062415c. 



 
 

30 

(94)  Yu, H.; Wang, X.; Fu, M.; Ren, J.; Qu, X. Chiral Metallo-Supramolecular Complexes Selectively Recognize 

Human Telomeric G-Quadruplex DNA. Nucleic Acids Res. 2008, 36 (17), 5695–5703 DOI: 

10.1093/nar/gkn569. 

(95)  Malina, J.; Hannon, M. J.; Brabec, V. Recognition of DNA Bulges by Dinuclear iron(II) 

Metallosupramolecular Helicates. FEBS J. 2014, 281 (4), 987–997 DOI: 10.1111/febs.12696. 

(96)  Zhao, A.; Howson, S. E.; Zhao, C.; Ren, J.; Scott, P.; Chunyu, W.; Qu, X. Chiral Metallohelices 

Enantioselectively Target Hybrid Human Telomeric G-Quadruplex DNA. Nucleic Acids Res. 2017, 45 (9), 

5026–5035 DOI: 10.1093/nar/gkx244. 

(97)  Hänsel-Hertsch, R.; Di Antonio, M.; Balasubramanian, S. DNA G-Quadruplexes in the Human Genome: 

Detection, Functions and Therapeutic Potential. Nat. Rev. Mol. Cell Biol. 2017, 18 (5), 279–284 DOI: 

10.1038/nrm.2017.3. 

(98)  Howson, S. E.; Allan, L. E. N.; Chmel, N. P.; Clarkson, G. J.; van Gorkum, R.; Scott, P. Self-Assembling 

Optically Pure Fe(A–B)3 Chelates. Chem. Commun. 2009, 13, 1727 DOI: 10.1039/b821573a. 

(99)  Brabec, V.; Howson, S. E.; Kaner, R. A.; Lord, R. M.; Malina, J.; Phillips, R. M.; Abdallah, Q. M. A.; 

McGowan, P. C.; Rodger, A.; Scott, P. Metallohelices with Activity against Cisplatin-Resistant Cancer Cells; 

Does the Mechanism Involve DNA Binding? Chem. Sci. 2013, 4 (12), 4407 DOI: 10.1039/c3sc51731d. 

(100)  Li, M.; Howson, S. E.; Dong, K.; Gao, N.; Ren, J.; Scott, P.; Qu, X. Chiral Metallohelical Complexes 

Enantioselectively Target Amyloid β for Treating Alzheimer’s Disease. J. Am. Chem. Soc. 2014, 136 (33), 

11655–11663 DOI: 10.1021/ja502789e. 

(101)  Malina, J.; Hannon, M. J.; Brabec, V. Iron(II) Supramolecular Helicates Interfere with the HIV-1 Tat–TAR 

RNA Interaction Critical for Viral Replication. Sci. Rep. 2016, 6 (1), 29674 DOI: 10.1038/srep29674. 

(102)  Han, M.; Michel, R.; He, B.; Chen, Y. S.; Stalke, D.; John, M.; Clever, G. H. Light-Triggered Guest Uptake 

and Release by a Photochromic Coordination Cage. Angew. Chem. Int. Ed. 2013, 52 (4), 1319–1323 DOI: 

10.1002/anie.201207373. 

(103)  Croué, V.; Goeb, S.; Szalóki, G.; Allain, M.; Sallé, M. Reversible Guest Uptake/Release by Redox-

Controlled Assembly/Disassembly of a Coordination Cage. Angew. Chem. Int. Ed. 2015, 1746–1750 DOI: 

10.1002/anie.201509265. 

(104)  Szalocki, G.; Croué, V.; Carré, V.; Aubriet, F.; Alévêque, O.; Levillain, E.; Allain, M.; Aragó, J.; Ortí, E.; 

Goeb, S.; Sallé, M. Controlling the Host-Guest Interaction Mode through a Redox Stimulus. Angew. Chem. 

Int. Ed. 2017 DOI: 10.1002/anie.201709483. 



 
 

31 

(105)  Crowley, J. D.; Preston, D.; Vasdev, R. A. S. Multicavity Metallosupramolecular Architectures. Chem.  As. 

J. 2017 DOI: 10.1002/asia.201700948. 

(106)  Fujita, M.; Fujita, N.; Ogura, K.; Yamaguchi, K. Spontaneous Assembly of Ten Components into Two 

Interlocked, Identical Coordination Cages. Nature 1999, 400 (6739), 52–55 DOI: 10.1038/21861. 

(107)  Frank, M.; Johnstone, M. D.; Clever, G. H. Interpenetrated Cage Structures. Chem. Eur. J. 2016, 22 (40), 

14104–14125 DOI: 10.1002/chem.201601752. 

(108)  He, C.; Wu, X.; Kong, J.; liu, T.; Zhang, X.; Duan, C. A Hexanuclear Gadolinium–organic Octahedron as a 

Sensitive MRI Contrast Agent for Selectively Imaging Glucosamine in Aqueous Media. Chem. Commun. 

2012, 48 (74), 9290 DOI: 10.1039/c2cc33177b. 

(109)  Albrecht, M.; Latorre, I.; Mehmeti, G.; Hengst, K.; Oppel, I. M. Decorating the Lanthanide Terminus of Self-

Assembled Heterodinuclear lanthanum(III)/gallium(III) Helicates. Dalton Trans. 2011, 40, 12067–12074 

DOI: 10.1039/c1dt10775e. 

(110)  Yu, G.; Cook, T. R.; Li, Y.; Yan, X.; Wu, D.; Shao, L.; Shen, J.; Tang, G.; Huang, F.; Chen, X.; Stang, P. J. 

Tetraphenylethene-Based Highly Emissive Metallacage as a Component of Theranostic Supramolecular 

Nanoparticles. PNAS 2016, 113 (48), 13720–13725 DOI: 10.1073/pnas.1616836113. 

(111)  Sinha, N.; Hahn, F. E. Metallosupramolecular Architectures Obtained from Poly-N-Heterocyclic Carbene 

Ligands. Acc. Chem. Res. 2017, 50, 2167–2184 DOI: 10.1021/acs.accounts.7b00158. 

(112)  Altmann, P. J.; Pöthig, A. Pillarplexes: A Metal-Organic Class of Supramolecular Hosts. J. Am. Chem. Soc. 

2016, 138 (40), 13171–13174 DOI: 10.1021/jacs.6b08571. 

(113)  Altmann, P. J.; Pöthig, A. A pH-Dependent, Mechanically Interlocked Switch: Organometallic [2]Rotaxane 

vs. Organic [3]Rotaxane. Angew. Chem. Int. Ed. 2017 DOI: 10.1002/anie.201709921. 

 

  



 
 

32 

For Table of Contents Only 

 

Metal-mediated self-assembly of supramolecular coordination complexes (SCCs) has been explored, 

among other areas of potential usage, for biological applications. In fact, SSCs featuring 3D structures 

hold great promise and have been found to interact with DNA, possess anticancer activity, and function 

as drug-delivery vectors. This Viewpoint provides an overview of the 3D SCCs structures most suitable 

for future biomedical applications and defines the challenges in this vibrant and interdisciplinary 

research field. 

 

 

 


