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Cyclic and polyphosphazenes are extremely interesting and versatile substrates characterized by the presence of -

P=N- repeating units. The chlorine atoms on the P atoms in the starting materials can be easily substituted with a

variety of organic substituents, thus giving rise to a huge number of new materials for industrial applications. A wide

variety of new phosphazene systems, either trimeric or polymeric, have been developed as biomaterials in view of

different applications. The materials to apply in biomedical applications should be biocompatible.

cyclophosphazenes  polyphosphazenes  drug delivery

1. Introduction

Phosphazenes are interesting and versatile chemical substrates characterized by the presence of -P=N- repeating

units giving rise to low-molecular-weight cyclic structures with three or four units up to polymers containing

thousands of -P=N- moieties, where the P atom in the starting material (i.e., hexachlorocyclotriphosphazene,

HCCP) bears two chlorine atoms .

The chemistry and the properties of phosphazenes, in view of industrial applications, have been reviewed in a

series of books  and articles  stemming from papers published in 1964–1965, when Allcock and coworkers 

 first reported the synthesis of linear poly(organophosphazenes) (POPs) through the thermal-induced ring-

opening of the HCCP and the subsequent substitution of the chlorine atoms with suitable organic groups to achieve

a wide variety of new derivatives (Scheme 1 and Scheme 2).

Scheme 1. From hexachlorocyclotriphosphazene (HCCP) to polyphosphazenes (POPs).

[1]

[2][3] [4] [5]

[6][7]



Cyclo- and Polyphosphazenes for Biomedical Applications | Encyclopedia.pub

https://encyclopedia.pub/entry/37639 2/10

Scheme 2. From HCCP and polydichlorocyclophosphazene (PolyDCCP) to a wide variety of derivatives by

nucleophilic substitution.

The scientific and applicative interest for phosphazenes arises from the relatively easy substitution of the chlorine

atoms with an enormous variety of substituents, thus giving rise to an extremely wide number of new materials

whose properties can be designed, in principle, based on the nature of the substituents in addition to the specific

characteristics of the -P=N- backbone. Phosphorus is one of the most important elements preventing the
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combustion of organic materials, with a synergistic effect of nitrogen. Thus, not only is the -P=N- backbone

nonflammable but it also quenches the combustion of other compounds in contact with it, likely due to both the

interruption of the free radical processes and the formation of an intumescent barrier to the oxygen entrance .

Furthermore, the nature of the P-N bond guarantees an extremely low torsion barrier of the backbone, thus

showing glass transition temperatures of some polyphosphazenes in the −100 °C region .

It is noteworthy that a lot of patents have been deposited over time based on phosphazenes, exhibiting specific

properties of industrial interest. The most intriguing properties, which can be modulated on the bases of the

molecular weight, structure, nature, and combination of substituents, range from the thermal resistance of the

polymers, the tuneable low-glass-transition temperature, the hydrophilic/hydrophobic behavior and the

water/solvent solubility to the compatibility with inorganic materials, owing to the possibility to introduce

organosilicon moieties as substituents , and the formation of aerogels with various densities by the crosslinking

of cyclotriphosphazenes and polysiloxanes .

Cyclophosphazenes have been proposed as hydraulic fluids, lubricant stabilizers and additives, in particular with

trifluoromethylphenoxy substituents , as substrates for supramolecular assemblies , and as supports for

metal catalysts, either through metal coordination by the nitrogen atoms of the backbone or through the presence

of ligands as substituents .

Upon the polymerization and substitution of the reactive chlorine atoms, they give rise to a wide variety of new

polyphosphazenes, containing from 100 to 15,000 or more repeating units (with molecular weights ranging from 2

to 10 × 10  Da) with an unusually broad range of useful properties. Polyphosphazenes with elastomeric ,

optical , proton-conducting , electrochemical , and fire-resistant  properties have been investigated and

applied in the development of membranes , fuel cells , and hybrid materials . New elastomeric inorganic

silicon-based compounds, and specifically fire-resistant elastomers and plastics, have been studied for military

purposes .

2. Biomedical Applications

During the last 20 years, a wide variety of new phosphazene systems, either trimeric or polymeric, have been

developed as biomaterials in view of different applications. The materials to apply in biomedical applications should

be biocompatible, in other words nontoxic themselves, as well as their degradation products. Moreover, both the

materials and their degradation products also should not induce an inflammatory, carcinogenic, pyrogenic, or

allergic response. The degradation products of many polyphosphazenes form a buffering system (ammonium

phosphate) and maintain a neutral pH through the degradation . The most important advantage of

polyphosphazenes over other polymers is the possibility to introduce side groups with specific chemical–physical

and biological behavior to design biomaterials for tailored applications. Fluorinated chains improve the

hydrophobicity, giving rise to materials suitable for surface modifications, and have been approved as dental liner

materials because of their antimicrobial properties and biological inertness . The introduction of amino acid

esters improves the degradation of the polymers: the backbone degradation gives rise to nontoxic products
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(phosphate and ammonia) and can be affected significantly by the presence of residual chlorine atoms and

hydroxyl groups along the chain, together with the introduction of hydrolytically labile side groups: a number of

amino acid esters have been introduced, also in combination, observing that their steric hindrance can modulate

the hydrolysis rate. The materials can be used for drug delivery, tissue engineering, or shape–memory polymers for

cardiovascular or bile duct stents, as examples, where the material can be either biostable or biodegradable into

nontoxic end-products according to a modulable designed degradation rate (i.e., such as the rate of tissue growth

or according to a desired therapeutic release rate) . It has been observed that the presence of only small

amino acids as substituents such as glycine and alanine induced a quicker degradation than phosphazenes

bearing larger or phenoxy substituents. The modulation of the degradation rate could also be obtained with a

combination of hydrophilic and hydrophobic side groups (i.e., carbohydrates or steroidal substituents) .

The degradation mechanism involves the attack of water molecules on organic side groups on the POPs, with the

formation of P-OH units by the migration of protons from oxygen to nitrogen, thus sensitizing the polymer backbone

to hydrolysis, yielding nontoxic degradation products which comprise mainly NH , phosphate, and the

corresponding side groups, as depicted in Scheme 3 .

Scheme 3. Hydrolytic degradation mechanism of POPs.

It was observed that the degradation rates in polymers with side groups linked through the N-atom or the O-atom

are different . In the case of tyrosine, which can be attached to the polymer backbone either by amino or by

phenolic moiety, only the polyphosphazene-bearing N-tyrosine side groups are biodegradable, while the phenolic

group makes the polymers nondegradable but pH-sensitive (Scheme 4) . The degradation rate of some

water-soluble polyphosphazenes (bearing amino acid ester units, or pyrrolidinyl, or carboxylatophenoxy moieties)

has been studied as a function of the pH, observing a considerably faster degradation at lower pH values. The
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(i)

(ii)

(iii)

(iv)

hydrolytic stability can be tailored by the careful choice of the amino acid spacer and increased by the steric

shielding of the polymeric backbone .

Scheme 4. Degradation process of the tyrosine substituted POP.

The introduction of functionalities into phosphazene pendant groups allows for the attachment of specific molecules

into the system that can increase the affinity for the desired species. An example could be aminoethoxyethanol: the

oxygen atom can be bonded to P and the amino unit can be used to bind, for instance, galactose or polyethylene

glycol moieties, giving rise to materials able to interact with DNA .

As for tissue engineering applications, other properties must be explored:

Glass transition temperature compared with the physiological temperature: as for bone tissue engineering, a

glass transition temperature higher than the physiological one to maintain structural integrity in an in vivo

environment is required ;

Mechanical properties: substituents must be chosen in order to match the mechanical properties of the POPs

(compressive and tensile strengths) and those of the native tissues;

Porosity and porous interconnectivity of biomaterials plays a key role either in drug delivery applications, due to

their controlled degradability, or in tissue engineering, aging as materials scaffolds for cells proliferation;

Stimuli-responsive site behavior: temperature, ultrasound, light, pH, ionic strength, oxidative conditions, and

enzyme presence are important stimuli for biomedical applications. Several stimuli-responsive materials have

been prepared for tissue engineering and drug delivery due to the possibility of tuning the properties from

combinations of different side groups . The reaction of hexakis [4-

(acrylamido)phenoxy]cyclotriohosphazene] with N-isopropylacrilamide and N-vinyl imidazole in the presence of

ammoniumpersulfate gave crosslinked hydrogels which exhibited in vitro pH-responsive drug-release behavior

.
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In a quite recent review , the opportunity to combine the benefits of an inorganic backbone and a wide variety of

organic (or organometallic) side groups in POPs have been considered for future bioapplications, such as the use

of cyclomatrix polyphosphazenes to encapsulate particles suitable for imaging applications  or to apply POPs in

a prototype of an artificial heart .
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