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The polymer industry is under pressure to mitigate the environmental cost of
petrol-based plastics. Biotechnologies contribute to the gradual replacement of
petrol-based chemistry and the development of new renewable products,
leading to the closure of carbon circle. An array of bio-based building blocks
is already available on an industrial scale and is boosting the development of
new generations of sustainable and functionally competitive polymers, such as
polylactic acid (PLA). Biocatalysts add higher value to bio-based polymers by
catalyzing not only their selective modification, but also their synthesis under
mild and controlled conditions. The ultimate aim is the introduction of chemical
functionalities on the surface of the polymer while retaining its bulk properties,
thus enlarging the spectrum of advanced applications.

Introduction

For several decades, the demand for polymers and plastics derived from fossil fuels has grown at
a faster rate than for any other group of bulk materials, and expectations are that this trend will
continue until 2020 [1]. With the worldwide increase in demand, the amount of plastic material
released to the environment has become a significant problem because such material does not
biodegrade easily or quickly, if at all, leading to ecological problems such as the formation of
plastic patches in the ocean or inrivers [2]. The UN Environmental Programme estimated that the
overall natural capital cost of plastic use in the consumer goods sector each year is US$75
billion, representing financial impacts resulting from issues such as pollution of the marine
environment or air pollution caused by incinerating plastic. Of the natural capital costs of plastic,
30% are due to greenhouse gas emissions from raw material extraction and processing [3].

Biotechnology research has responded to the need to mitigate the environmental impact of
plastics with research and technological innovations that now enable the biotechnological
production of bio-based monomers from renewable carbon (see Glossary) on an industrial
scale [4].

Among polymers, polyesters are a widely used class with applications ranging from clothing to
food packaging and from the car industry to biomedical applications. The possibility to synthe-
size polyesters from bio-based monomers is demonstrated by PLA, currently the most impor-
tant bio-based polyester in terms of volume, with a capacity of approximately 180 000 tons/y.
Renewable polyesters can be also biosynthesized by microorganisms through complex regu-
latory pathways responding to external stimuli, including poly(hydroxyalkanoate)s (PHAs), which
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Trends

Different integrated biotechnological
advances are gradually replacing pet-
rol-based chemistry and contribute to
the development of new chemicals and
plastics. Some biobased polymers,
such as PLA, are chemically synthe-
sized and are already available on an
industrial scale.

Along-term contribution to the produc-
tion of renewable building-blocks and
monomers is expected from biotech-
nology research on the bioconversion
of CO, and microbial electrocatalysis.

Advanced applications of polymers are
obtainable by introducing chemical
functionalities on the surface of the
polymer while retaining its bulk proper-
ties. Such modifications can change
the superficial hydrophobicity as well
as introduce a ‘pendant’ as anchoring
point or for successively chemical
modifications. These possibilities are
of key importance, especially for bio-
medical applications.

Biocatalyzed polymerization is not yet
economically competitive. The conven-
tional process configurations and reac-
tors used in chemical synthesis do not
respond to the complexity of the bio-
catalytic systems. Thus, the need to
improve mass transfer while preserving
the integrity of the biocatalyst still
requires a specific tailored solution.

Robust enzyme immobilization, as well
as thin film conditions or ionic liquids,
are some of the solutions proposed for
overcoming such limitations.
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are biodegradable microbial polyesters commercially produced via fermentation, although we
do not discuss them here [5].

Research aiming at developing the next generation of bio-based polyesters must not only
address their sustainability, but also pursue their competitiveness in terms of their superior
technological and functional properties. Biocatalysis goes a step further by enabling
the synthesis of structured, functionalized, and biodegradable polyesters through highly
selective and benign synthetic processes. Moreover, biocatalysts enable targeted hydrolyses
and modifications of polyesters that are not possible with conventional chemical strategies
[6,7]. Here, we illustrate how polymer chemistry is already benefitting from a range of
biotechnological advances that enable the environmentally sustainable production of
high-quality polyesters with new functional properties. Innovations in the field of bio-based
polyesters are a paradigm of the increasingly intimate integration between biotechnologies
and sustainable chemistry, which responds to the pressing challenges of a circular economy
[8l.

Bio-based Monomers and Polyesters

The percentage of chemical production based on biotechnology is estimated to increase
from less than 2% in 2005 to approximately a quarter of all chemical production by 2025
[9,10]. The largest contribution will come from the conversion of renewable carbon into
chemicals via biotechnological routes. Factors boosting the integration between biotechnol-
ogy and chemistry include the expected decrease in petroleum production and concerns
about CO, emissions; however, there is also the need to improve public confidence in the
chemical industry. Although only 7% of worldwide petroleum consumption is currently used
for chemical production, bio-based processes leading to platforms of chemical building
blocks will create higher added-value compared with current biofuel production processes
[4].

By 20830, the market value of bio-based building blocks is expected to reach €3.2 billion,
whereas the demand for fermentation-based chemical building blocks was less than €700
million in 2013,

Such building blocks could either be produced from renewable carbon through green chemical
conversion routes or via microbial conversions. The incorporation of fermentative production of
basic building blocks as unit operations in integrated biorefineries [4] is dependent on intense
research activities ranging from microbial strain development and engineering to fermentation
and down-stream processing optimization. Different critical analyses of research advances for
enhancing the commercial potential of specific building blocks have been extensively reviewed
elsewhere [11,12].

Strong research efforts are also currently directed towards the bioconversion of CO, into
chemical building blocks by designing artificial metabolic routes or through microbial electro-
catalysis. However, intense fundamental research is still needed before consumers will benefit
from the practical applications of such technologies [12].

One of the key end uses for bio-based building blocks is expected to be in the production of
bio-based polymers, with a projected market value for renewable plastic of €5.2 billion by
2030 [10]. Recent industrial analysis (November 2015) suggested that worldwide production
capacity will triple from 5.7 million tons in 2014 to nearly 17 milion tons in 2020". The
most relevant monomers already available for use in fermentation technologies or in
chemical processes and that are already tested in the synthesis of polyesters are detailed
in Table 1.
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Table 1. Overview of the Biotechnological Routes and Status of the Industrially Most Relevant Bio-Based
Monomers that can be Used in the Synthesis of Bio-Based Polyesters

Monomer

Sorbitol

Isosorbide

Ethylene glycol

1,3-propanediol

1,4-butanediol

Adipic acid

ltaconic acid

Lactic acid

Succinic acid

Terephthalic acid

Levulinic acid

Malic acid

2,5-furandicarboxylic
acid

Biotechnological
Route

Fermentation +
hydrogenation

Sorbitol
dehydration

Ethanol
dehydration

Fermentation

Fermentation,
succinic acid
hydrogenation

Fermentation +
hydrogenation

Fermentation

Fermentation

Fermentation

Isobutylene
oxidation,
fermentation

Fermentation,
acid treatment
of C6 sugars

Fermentation

Fermentation +
dehydration +
oxidation

Refs

[64]

[69]

[66]

[67]

[68]

[69]

[70]

[71]

[72]

[26]

(29]

[73]

[74]

Company

Roquette,
ADM

Roquette

India Glycols
Ltd, Greencol
Taiwan

Du Pont,
Tate & Lyle,
Metabolic
Explorer

BioAmber,
Genomatica,
Mitsubishi

Celexion LLC,
BioAmber,
Rennovia,
Verdezyme

Qingdao
Kehai
Biochemistry,
[taconix

Nature Works,
BASF, Purac,
Cargill, BBCA,
Galactic

BioAmber,
Myriant,
Reverdia,
BASF,
Purac,
Succinity

Virient,
Annellotech,
Genomatica

GFBiochemicals,
Bio-on,

Biofine
Renewables

Novozymes

Avantium

Status

Market

Market

Market

Market

Market

Market

Market

Market

Market

Pilot
plant

Market

Pilot
plant

Pilot
plant

Application of the Refs
Corresponding

Bio-Based

Polyesters

Functional
polyesters;
coatings

(10,11,
66,75]

Thermosetting
resins

PET; PEF

PTT; fibers;
elastomers;
polyester-
urethanes

PBAT; PBS;
PBT

Resins;
polyester-
amines;
polyester-
urethanes

Photocurable
precursors;
plasticizers

PLA

Textiles;
coatings;
PBS; PBT

PET;
coatings

Coatings, [76]
hyperbranched
dendrimeric

polyesters

Functionalized [52]
chiral polyesters

PEF; polyester- [77]
urethanes

Polyesters are generally produced through chemical processes such as ring opening polymeri-
zation (ROP) or via polycondensation of di- and trifunctional polyols with dicarboxylic acids or
their diesters and/or anhydrides. The resulting bio-based polyesters can be endowed with
various properties, and are classified as a function of their sustainable qualities as renewable,

Glossary

Biodegradable: property of a
material that enables it to be
chemically dissolved by bacteria,
fungi, or enzymes.

Biorefinery: the process that entails
refining of biomass in a commercial
context for the production of fuels,
chemicals, polymers, materials, food,
feed, and value-added ingredients.
Cutinases: (E.C. 3.1.1.74) hydrolytic
enzymes that catalyze the hydrolysis
of the ester bonds of cutin, a natural
polyester of the plant cuticle.
Immobilization of the biocatalyst:
enzymes are formulated to become
insoluble and enabling recycling. The
enzymatic proteins can be either
anchored on solid matrixes, cross-
linked, or entrapped in porous
materials.

Lipases: (E.C. 3.1.1.3) hydrolytic
enzymes that catalyze the hydrolysis
of triglyceride ester bonds.

Prodrug: an inactive compound that
is metabolized (i.e., converted within
the body) into a pharmacologically
active drug.

Renewable resource: organic
natural resource that can replenish to
overcome usage and consumption,
either through biological reproduction
or other naturally recurring
processes.

Stirred tank reactor: a particular
type of chemical reactor, usually
considered the simplest type of
reactor, where mixing is provided by
a mechanical stirrer system, such as
a turbine wing or a propeller.



biocompatible, and/or biodegradable. Therefore, they are not biologically degradable per se
since their monomers might be linked together via chemical bonds recalcitrant to enzymatic
hydrolysis [13].

Polyesters synthetized via enzymatic catalysis are also biodegradable because the enzymes
used for catalyzing the synthesis of ester bonds are also able to catalyze their hydrolysis.
Nevertheless, some chemically synthesized ester bonds can be also hydrolyzed enzymatically:
although PLA is produced via conventional chemical ROP starting from bio-based lactic acid, it is
formed by enzymatically hydrolyzable ester linkages. However, it is classified as bio-based
biodegradable polyester [14]. Further information on the environmental classification and certifi-
cation of plastics is available from European Bioplastics'.

Bio-based chemicals and polymers suffer severe economic competition from cheaper products
synthesized by conventional routes from hydrocarbons that were optimized more than 100
years ago. PLA-based products had already been developed by the 1940s and 1950s, but their
production became economically viable only 70 years later. This demonstrates the importance of
optimizing the productivity and robustness of bioconversions to achieve cost-effective
production.

The success of bio-based polyesters does not rely solely on their capacity to replace fossil-
based polymers while being economically competitive. Rather, the next generation of bio-based
polyesters should bring entirely new advanced chemical and functional properties to the polymer
scenario. This challenge has been addressed over the past decade by exploiting the unique
selectivity and efficiency of biocatalysts (Table 2); here, we analyze the potential and limitations of
the enzymatic approach for the hydrolysis, modification, and functionalization of bio-based
polyesters [15-17].

Enzymatic Functionalization and Modification of Polyesters

Polymers with a heterogeneous atom backbone composition, such as polyesters, polyamides,
and polyurethanes, can be degraded by microorganisms [18]. Since 1997, several isolated
lipases have been reported to catalyze the hydrolysis of aliphatic polyesters, while only a few
hydrolases are active on aromatic-aliphatic polyesters [18]. These polyester-degrading enzymes
represent a milder and selective alternative to chemical or physical treatments aiming at
introducing chemical functionalities to the surface of polymers while retaining their bulk proper-
ties. One of the major advantages of enzymatic polyester modification is the possibility of fine
tuning and controlling the degree of functionalization by operating under mild conditions [17,19].
Here, we describe the major advances in enzyme-catalyzed hydrolysis of bio-based polyesters
achieved over the past few years, focusing on the two most industrially relevant polymers, PLA
and PET.

Enzymatic Functionalization of PLA

PLA is a fascinating polymer: it can be obtained from renewable agricultural sources and its
production consumes CO, while providing consistent energy savings. Due to its biocompatibility
and processability properties, PLA is used for biomedical applications exploiting the fact that it
can be absorbed by humans. It is also widely used as a packaging material, taking advantage of
its ability to biodegrade [20].

Partial hydrolysis of the outer layer of the polymer for the generation of either carboxyl or hydroxyl
groups can not only enhance its biocompatibility [21], but also promote the coupling of
molecules carrying various functionalities. Compared with poly(ethylene terephthalate) (PET),
PLA is more sensitive to alkaline hydrolysis and nonwoven PLA undergoes a 100% weight loss
after only a 30-min incubation with 10-20% NaOH. Controlled enzymatic hydrolysis was shown
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Table 2. Most Recently Developed Enzymatic Processes for Synthesis and Functionalization and/or
Hydrolysis of Bio-Based Polyesters

Biocatalyst Material class Goal Refs
CalB Lactic acid-based ROP of D,D-lactide [60]
Terephthalic acid-based; ethylene Synthesis of aromatic/aliphatic [46,56]
glycol-based; 2,5-furandicarboxylic polyesters
acid-based
Sorbitol-based Synthesis of hydroxy-functional [78]
polyesters
Adipic acid-based; 1,4-butanediol-based; Synthesis of aliphatic polyesters [15,79]
Isosorbide-based
Itaconic acid-based; 1,4-butanediol- Synthesis of vinyl-functional polyesters [16]
based
Glycerol-based Branched-controlled polyesters, [16,55]

ltaconic acid-based epoxide-containing polyesters
Malic acid-based Copolymers of L-malic acid, adipic [62]

Adipic acid-based acid, and 1,8-octanediol

HIiC Adipic acid-based; 1,4-butanediol-based Synthesis of aliphatic polyesters [63]
Terephthalic acid-based; ethylene PET hydrolysis [80]
glycol-based
Lactic-acid based Surface functionalization of PLA films [17,21]

Thermobifida Terephthalic acid-based; ethylene Surface functionalization of PET films [27,81]

cellulosilytica glycol-based

cutinase 1

Thermobifida Terephthalic acid-based; ethylene Degradation of PET nanoparticles [33,82]

fusca cutinase glycol-based

Thermobifida Terephthalic acid-based; ethylene PET hydrolysis [23]

halotolerans glycol-based

esterase Lactic-acid based PLA hydrolysis

Thielavia Succinic acid-based; 1,4-butanediol- PBS hydrolysis [83]

terrestris based

cutinase Terephthalic acid-based; ethylene PET hydrolysis
glycol-based

to be an alternative to alkaline treatments to avoid material damage. Different lipases from
Aspergillus niger, Candida cylindracea, and Candida rugosa were tested on nonwoven PLA and
optimum surface hydrolysis conditions were reported, enabling the preservation of their
mechanical or structural properties [22]. One of the most-studied enzymes for the hydrolysis
of PLA is proteinase K, which catalyzes the hydrolysis of PLA by acting on amorphous regions
between the crystalline regions, rather than on the folding chains. Tsuiji and co-authors reported
how proteinase K hydrolyzes PLA via both endo- and exo-chain scission.

Cutinases have also been investigated for their ability to hydrolyze PLA films and/or fibers and
are gaining increasing attention for applications in polymer surface functionalization [22,23].
Ribitsch et al. reported that cutinase from Thermobifida halotolerans hydrolyzes PLA films,
leading to the release of lactic acid monomers. The resulting polar groups on the PLA surface
cause a decrease in the water contact angle (from approximately 76° to the complete spread of
the water drop on the polymer surface) [23].

The enzymatic functionalization of PLA has biomedical application relevance due to the possi-
bility of increasing its biocompatibility while leaving its bulk properties unaltered. Nyanhongo et al.



reported the activation of the surface of PLA membranes via hydrolysis catalyzed by cutinase
from Humicola insolens (HiC), followed by the coupling of unfolded human serum albumin to the
newly generated superficial carboxylic groups. The hydrophilic groups of the grafted human
serum albumin were important to promote the interaction between the PLA membrane and cells,
resulting in up to 2.4 times higher cytocompatibility [21].

Enzymes were also used for the selective excavation of the PLA-based core of block copolymer
micelle assemblies and their shell cross-linked nanoparticle analogs. The hydrolysis rate of PLA
from the cores of the block copolymer micelles was significantly higher than for bulk PLA [24].

Enzymatic Modification of PET

PET is currently the most produced polyester worldwide, with applications as a synthetic textile
fiber, film, medical device, and packaging material. It is synthesized from ethylene glycol (EG) and
terephthalic acid (TA). The latter is currently produced via catalytic oxidation of petrochemical p-
xylene and has an estimated global market of 50 000 kton/y.

The most recent advances towards bio-based PET rely on the strong integration of chemistry
and biotechnology. Bio-based p-xylene can be produced directly from isobutanol obtained by
fermentation of C5/C6 sugars, which is then chemically converted to p-xylene [25]. Over the
past few years, the lab-scale production of bio-based TA has been reported via the cycload-
dition of acrylic acid and isoprene (both bio-based) to obtain fully bio-based TA with a 94%
yield [26]. Moreover, bio-based TA was obtained from furfural, which is chemically produced
from inedible cellulosic biomass. In 2009, the Coca-Cola Company announced the production
of a bio-based PET bottle as a result of the use of 30% bio-based EG and, more recently, a
100% bio-based PET bottle was developed in partnership with the US company Virent. The
latter produces bio-based p-xylene via aqueous phase chemical reforming of Cs/Cg sugars
[25].

Despite the optimal mechanical properties, the main drawback of PET is its highly hydrophobic
nature, showing a poorly wettable surface that is difficult to functionalize. Industrial applications
frequently require an activated or reactive surface to graft molecules, such as flame retardants
or water-soluble dyes. Several methods, including plasma or chemical treatments, caused
aging effects (which decrease the resulting surface hydrophilicity) or a consistent reduction of
the polymer weight and strength [27]. Enzymatic hydrolysis showed the potential to overcome
such limitations and provide surface functionalization without affecting the bulk properties of
the polymer [19]. Several polyesterases were reported to be active in the hydrolysis of PET
[23,28]; in particular, cutinases from Thermobifida species were demonstrated to be active
either on PET or on small PET model substrates [23,29-32]. A correlation was found between
the kinetic parameters of soluble substrates, the release of hydrolysis products, and the final
degree of PET hydrophilization. Interestingly, the hydrolysis efficiency of two highly homolo-
gous cutinases from Thermobifida cellulosilytica was found to be influenced by the electrostatic
and hydrophobic properties of the enzyme surface in proximity to the active site [27]. Several
PET-based substrates ranging from films [19,27] and fibers [30] to nanoparticles [33] were
enzymatically hydrolyzed using cutinases as biocatalysts and, in the case of cutinase from
Thermobifida fusca, the hydrolysis products were observed to cause inhibition of the enzyme
[33].

Cutinases from Fusarium solani, Pseudomonas mendocina, and H. insolens were also reported
to be active on PET [34]. Of these, HiC was the most active due to its stability after prolonged
incubation at 70°C, which corresponds to an optimal hydrolysis temperature, being very close to
the Ty of PET. At this temperature, the enzyme benefits from higher mobility of the polyester
chains in the amorphous phase, thus increasing the accessibility of HiC to the ester bonds [34].
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Box 1. Engineering of Cutinases for PET Hydrolysis

Although cutinases are the most active enzyme class in terms of PET hydrolysis, the need for more efficient hydrolytic
processes has pushed the development of rationale enzyme-engineering strategies to enhance the hydrolytic activity of
cutinases. The rationale behind most engineering strategies applied so far was to enlarge the active site space and
increase its hydrophobicity, resulting in the better binding of bulky substrates [84]. Introduction of mutations Leu81Ala
and Leu182Ala in the cutinase from Fusarium solani pisi increased four- and fivefold, respectively, the activity towards
PET fibers. Not only the active site architecture is important; although less understood, the polarity of the enzyme surface
is also a key factor. In the case of Thermobifida fusca cutinase, mutation outside of the active site, such as the introduction
of a nonpolar alanine in the mutant lle218Ala and double mutant GIn132Ala/Thr101Ala, improves significantly the
hydrolysis of PET [85]. In the case of Thermobifida cellulosilytica cutinase 2, exchange of Arg29 and Ala30, located
outside the active site, by Asp and Val, respectively, increased the hydrolysis activity up to threefold [86].

Fusion of different binding modules to catalytic domains and, thus, increasing the surface catalytic activity at the interface,
has been an evolutionary strategy developed by nature to improve degradation of complex polymers [87]. This approach
inspired the fusion of binding modules to the C terminal of a PET-hydrolyzing enzyme to drive enzyme adsorption on the
polymer surface and increase its hydrolytic activity [88]. The hydrophobicity of the C terminal-fused binding domain
affects enzyme absorption on PET: cutinases equipped with hydrophobic binding modules adsorb to a higher extent
compared with those carrying hydrophilic binding modules, leading to aimost four times higher activity compared with the
native biocatalysts. Recently, hydrophobins were successfully fused to the same cutinase, increasing its PET hydrolytic
activity [81]. Engineering the hydrophobicity of the binding domain also led to a better polymer—enzyme interaction. In the
case of a T. fusca cutinase binding module construct, mutations Trp68Leu or Trp68Tyr on the binding module resulted in
a 1.5-fold improvement towards PET [89].

Increasing thermostability also enhances polymer hydrolysis. Since temperature increases the mobility of the polymer
chains and eases the enzymatic action [90], the improvement of enzyme thermal stability represents the aim of another
rational engineering strategy. In cutinase from Saccharomonospora viridis AHK190 [91], mutations Ser226Pro and
Arg228Ser led to a 6°C increase in the enzyme melting temperature and a 1.5 increase in PET hydrolytic activity.

As already mentioned, PET is largely used for the manufacturing of plastic bottles, which uses a
low crystallinity polymer to achieve high bottle transparency. This particular form of PET is an
optimal substrate for enzymatic hydrolysis. Therefore, cutinases were suggested for PET
recycling [35] in a process that could overcome the quality limitations of current recycling
strategies based on blending. The enzyme hydrolyzed the polymer to its constituent monomers
(terephthalic acid and ethylene glycol) so that the freshly produced monomers could then be
repolymerized after separation of dyes and contaminants. The hydrolytic properties of cutinases
are also exploited in detergent formulations, where enzymes act as effective antipilling agents by
partially hydrolyzing fuzz from polyester fibers [36,37] (Box 1).

Recent developments in the field of biocatalyzed hydrolysis of PET are focused mainly on
improvement of the activity of enzymes via approaches of enzyme engineering, targeting both
the active site and sorption properties (Box 1, and Figure 1).

Engineering of the substrate binding
site for improved thermostability

Engineering of the active site for

Fusion of binding modules and hydrophobins improved substrate binding

for improved adsorption
Engineering of the surface for improved adsorption
Trends in Biotechnology

Figure 1. Biocatalyst Engineering Strategies for Enhanced Hydrolysis of Aromatic-Aliphatic Polyesters.



Biocatalyzed Synthesis of Functionalized Polyesters

Greener Synthesis under Challenging Reaction Conditions

Polycondensation of dicarboxylic acids with polyols is the primary route by which commercial
polyesters, such as PET, PPT, and poly(butylene adipate-co-terephthalate) (PBAT) are currently
synthetized [11]. Classically, the synthesis is conducted using a wide array of toxic metal
catalysts at temperatures that may exceed 150-250°C [38,39]. These conditions are optimal
for polymerization because they reduce the system viscosity, although they also cause unde-
sired side reactions of chemical unstable substrates, such as epoxy and vinyl moieties [6]. In
these cases, the selectivity and extraordinary activity of enzymes under mild conditions repre-
sent a solution for circumventing the limitations of conventional chemical polycondensations.
Moreover, enzymes make the use of toxic and unselective metal catalysts unnecessary.

Enzymatic polycondensation is made possible by esterases, in particular lipases, which are
active in low-water media and can catalyze esterification and transesterification in organic
solvents or in solvent-free bulk systems. Enzymatic processes can synthesize aliphatic and,
to a lesser extent, also aromatic polyesters [40,41].

On the way towards greener processes, Takamoto et al. investigated the enzymatic synthesis of
polyesters in scCO, via both polycondensation (divinyl adipate and 1,4-BDO) and ROP (of e-CL)
[42]; however, in both cases, work up of the reaction involving dissolution of the product in
organic solvent and filtration of the biocatalyst was necessary. An alternative solution was the
introduction of ionic liquids as green reaction solvents, which are able to solubilize a range of
monomers and are characterized by high thermal stability. This approach is particularly inter-
esting in the case of high melting point substrates, which cannot be polymerized in bulk [43].

Immobilization of the biocatalyst is mandatory in these synthetic processes, first to avoid the
aggregation of the hydrophilic enzyme molecules, second, to recycle the expensive enzyme and,
finally, to prevent the contamination of product by the enzyme protein [44]. Currently, more than
90% of the academic work on enzymatic polyesters synthesis uses Novozym® 435, a formula-
tion of lipase B from Candida antarctica (CalLB), immobilized via adsorption on methacrylic resins
that works efficiently also in solvent-free systems at temperatures of 70-90°C [6].

However, the pioneering work of Binns [45] demonstrated that, during one single cycle of
polycondensation between adipic acid (AA) and 1,4-butanediol (BDO), 10% of the protein
detaches from the Novozym® 435 carrier and contaminates the product. This is mainly the
consequence of the weak anchoring of the lipase on the carrier through physical adsorption on
the methacrylic resin [46]. Recently, the problem was overcome by applying covalently immo-
bilized CalB [15,16] (Box 2).

Temperatures ranging from 60°C to 90°C are used in solvent-free systems to reduce viscosity
and vigorous mixing is applied to improve mass transfer [47], but this combination causes
considerable stress on the biocatalyst, affecting severely the economic viability of the process.
In these reaction conditions, the integrity of the biocatalyst is a major problem. This fact was
underlined by Korupp et al., who described the scale-up of a lipase-catalyzed polyester
synthesis using the commercially available Novozym® 435 in bulk systems. The authors
managed to obtain bio-based polyesters from glycerol (GLC) and AA with a molecular weight
of 2-3 kDa, but noticed that a protein content of 0.48 g kg™' was present in the final product.
This implies a 45% destruction of the immobilized preparation during the reaction [47]. The
most recent studies indicate that classical stirred tank reactors are inappropriate for
efficient enzymatic polycondensation, whereas processes on thin fims [15] and in turbor-
eactors [48] assure good mass transfer while causing low stress to the enzymatic prepara-
tions (Box 2).



Box 2. New Perspectives for Making Enzymatic Polycondensation Scalable

In 2010, Gross reviewed the wide array of different polyesters synthesized via enzymatic catalysis on a laboratory scale
and identified the main factors hampering the exploitation of this wealth of knowledge on an industrial scale [6]. Since
then, research advances have resulted from Gross’ call for improved activity and robustness of biocatalysts under
manufacturing systems (e.g., stir tank reactors). Recent studies proposed alternative integrated solutions for enzymatic
polycondensation since they pointed out the inadequacy of batch and stirred tank reactors for these highly viscous
systems [15,16]. Processes were configured by combining robust covalently immobilized lipases with thin-film condi-
tions. The advantages of working under thin-flm conditions are several, including: () the integrity of the biocatalyst is
preserved because no mechanical stirring is required; (i) mass and heat transfer are highly efficient; and (iii) thin-film
processes provide an easy route for fast removal of volatile components and water under reduced pressure.

The concept was experimentally validated first on the laboratory scale (~10-g monomers) in the synthesis of BDO with
adipic acid (AA) and dimethyl itaconate (DMI) and ensured the integrity of the biocatalyst over eight reuse cycles. On a pilot
scale (~10-kg monomers) the thin-film system was operated continuously within turboreactors [48]. Interestingly, it was
demonstrated that the polycondensation of AA with different polyols can be conveniently carried out in two steps: after an
initial biocatalyzed oligomerization, the enzyme can be removed and the reaction can be thermodynamically driven
thanks to the removal of co-product (i.e., water). This solution allows reduction of the exposure of the biocatalyst to
stressing factors.

Regarding the improvement of enzyme activity, monomolecular dispersion of the native enzyme would lead to the
highest reaction rate, but contamination of the product with the enzyme must be avoided. As an alternative solution, it
was demonstrated that distributing the catalyst on the widest carrier surface facilitated the enzyme-substrate
approach and promoted polycondensation [16]. CalLB covalently immobilized on carriers with low protein loading
was shown to be a practical and economical solution to the problem, although further improvement might come from
the development of novel cheaper, renewable, and efficient carriers. This conclusion is applicable more generally not
only to solvent-free enzymatic polycondensations, but also to any biocatalyzed process hampered by mass transfer
limitations and viscosity.

Functionalized Polyesters from Biocatalysis

The use of enzymes in polymer synthesis is primarily directed to the preparation of highly
structured polyesters characterized by a regular presence of functional groups, which are of
great interest especially in drug formulations. Hydroxyl-, thiol-, or carboxyl-functional pendant
groups along the macromolecular chains facilitate covalent anchorage of prodrugs [49].

By changing the monomer ratios of copolymers or the chemical structures of the pendant
groups, the hydrophobic—-hydrophilic balance and the degradation rate of polymers can be
adjusted to the needs of different applications. Furthermore, by post modification of pendant
functional groups, novel comb, graft, or network polymers can be prepared. In this case,
enzymatic catalysis represents an appropriate way to obtain functional polyesters containing
sensitive groups. The bio-based monomer itaconic acid, for example, was polymerized with
several polyols to give side-chain functionalized polyesters where the vinyl moiety was pre-
served. Molecular weights obtainable through lipase catalysis are relatively modest (1-2.5 kDa)
due to the scarce inherent reactivity of itaconic acid. However, the vinyl group is prone to further
functionalizations and/or cross-linking of the polymer [15,16,50]. Computational studies guided
‘substrate engineering’ approaches for selecting diol structures favorable to chain elongation in
the polycondensation of dimethyl itaconate [16].

Similar polyesters containing a lateral epoxy moiety have also been reported [51]. Malic acid
represents another interesting bio-based dicarboxylic because it carries a hydroxy group and it
is also chiral. Li et al. used (L)-malic acid and adipic acid in different ratios together with 1,8-
octanediol in reactions catalyzed by Cal B that led to polyesters with a molecular weight of up to
10 kDa [52]. The products demonstrated that Cal.B accepts only the primary hydroxyl group of
the diol for the polycondensation, whereas the secondary hydroxyl group of malic acid remains
available for further modifications.

In addition to the monomers reported in Table 1, glycerol has a major role as renewable
monomer since it is largely available on the market as an inexpensive co-product of the



transesterification of triglycerides in biodiesel synthesis or from bioethanol production [4]. The
chemical synthesis of polyesters with multifunctional monomers, such as glycerol, needs strict
synthetic control to prevent branching and formation of gels [53]. For example, CalLB demon-
strated regioselectivity towards 1,3-OH groups in the polycondensation of glycerol with esters of
itaconic acid [16] and epoxide monomers [6,50,51].

A future challenge for enzymatic polycondensations lies in the incorporation of aromatic
dicarboxylic esters to produce PET-like aromatic-aliphatic polyesters. The attempts to poly-
merize such compounds reported so far [54,55] demonstrated a modest monomer conversion
rate. A recent study reported the synthesis of furan-based polyesters starting from the bio-based
2,5-bis(hydroxymethyljfuran, but the obtained molecular weights were below 3.0 kDa [56].
Comparable results (M, of 23.7 kDa) were obtained by combining the dimethyl ester of the
furandicarboxylic acid with 1,10-decanediol [57].

The difficulty of obtaining high-molecular-weight polyesters by enzyme catalysis has been
recognized as one of the major limitations towards the industrial exploitation of this environ-
mentally benign methodology. However, this problem can be circumvented by the synthesis of
oligomers, or telechelic prepolymers, with functional ends. The synthesis of oligomers also
prevents the precipitation of polymers during the synthesis [58,59]. The functional ends of the
telechelics can be used in a second chemical step after the removal of the biocatalyst and films
with different properties are obtained. Currently there is a strong need for enzymes with novel
selectivities due to an increasing range of bio-based building blocks with potential for the
synthesis of structurally different specialty polymers and products for the pharmaceutical or food
industry [6]. Although this problem might be approached by enzyme engineering, the only study
addressing the mutation of enzymes for polyester synthetic purposes is related to a CalLB
mutant that showed 90-fold increased activity for the ROP of D-lactic acid [60].

Cutinase enzymes have emerged as interesting alternative to lipase biocatalysts because of their
wide substrate specificity. HIC was found to have high activity at 70°C and to catalyze
polycondensation and ROP reactions of an array of substrates [61,62], with a selectivity
preference towards long dicarboxylic acids (C1o-Cq3) [63].

Concluding Remarks

Biotechnological conversion of renewable carbon into chemical building blocks for polymers and
other chemicals is paving the way for the sustainable innovation of chemistry (Figure 2). Although
industrial projections indicate that, by 2025, sustainable biotechnologies will contribute to the
production of a quarter of chemicals and polymers, their success will depend not only on
technological factors. Availability of renewable feedstock not competing with food is one of the
issues, together with the capacity of new products to penetrate the market. Concerning the first
issues, there is much excitement around the bioconversion of CO, by chemo-enzymatic routes
or through microbial electrocatalysis, but strong research efforts are still required in this field. In
the future, algal technologies and other nonconventional sustainable sources of biomass (e.g.,
insects) may also contribute to relieve the pressure on soil exploitation.

In the meantime, research must be directed not only towards the replacement of existing petrol-
based polymers, but also for conferring higher value and competitive functions to bio-based
polymers (see Outstanding Questions). Biocatalysis already contributes not only to the selective
modification and degradation of bio-based polymers, enabling the closure of the carbon circle,
but also to the in vitro synthesis of advanced polymers, which are not accessible by chemical
routes. Despite major advances achieved using modern genetic tools, efforts are still needed to
not only enlarge the portfolio of enzymes endowed with necessary selectivities, but also for the
optimization of biocatalyzed processes moving away from conventional chemical-engineering
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Outstanding Questions

How long will it take to develop a range
of different bio-based monomers avail-
able on an industrial scale?

How long will it take to integrate bio-
based building block production
together with biocatalyzed polymeriza-
tion in integrated biorefineries?

What engineering or screening
approach would be most appropriate
for obtaining enzymes able to convert
efficiently aromatic monomers in poly-
condensation processes?

How can we design enzymes and pro-
cesses that enable the biocatalyzed
synthesis of polymers with higher
molecular weight?

How ‘sustainable’ and ‘renewable’ are
biocatalyzed processes making use of
petrol-based resins for enzyme immo-
bilization? In addition, what would be
the most promising renewable bio-
mass or material for replacing organic
resins as an immobilization matrix?

Wil biotechnology succeed in the
development of appropriate CO, con-
version routes to obtain high-value
products and chemicals?



Key Figure

Enzymatic Circle for the Synthesis, Functionalization, Modification, and
Hydrolysis of Bio-Based Polyesters

Trends in Biotechnology

Figure 2.

paradigms. These integrated efforts are necessary for the success of the new generation of bio-
based polymers, which must compete with well-established products, optimized through
decades of chemistry research and innovation practices.

Acknowledgments

This project received funding from the European Union's Seventh Framework Programme for research, technological
development, and demonstration under grant agreement N° 289253 (to A.P.). V.F. is grateful to Ministero dell’Istruzione,
dell’'Universita e della Ricerca — Roma (MIUR) for financial support. L.G. acknowledges EU COST Action CM1303 System
Biocatalysis for financial support. This work was supported by the Federal Ministry of Science, Research and Economy
(BMWFW), the Federal Ministry of Traffic, Innovation and Technology (bmvit), the Styrian Business Promotion Agency SFG,
the Standortagentur Tirol, the Government of Lower Austria and ZIT - Technology Agency of the City of Vienna through the
COMET-Funding Program managed by the Austrian Research Promotion Agency FFG.

Resources

" www.industrialbiotech-europe.eu/new/wp-content/uploads/2015/06/BIO-TIC-roadmap.pdf

i http://news.bio-based.eu/bio-based-polymers-will-the-positive-growth-trend-continue/

i http://en.european-bioplastics.org/wp-content/uploads/2014/01/EuBP_FAQ_bioplastics_2014.pdf

References

1. Azzone, G. et al. (2013) Excellence of the Plastics Supply Chainin 4. Koutinas, A. et al. (2014) Valorization of industrial waste and by-
Relaunching Manufacturing in ltaly and Europe, The European product streams via fermentation for the production of chemicals
House — Ambrosetti and biopolymers. Chem. Soc. Rev. 43, 2587-2627

2. Lechner, A. et al. (2014) The Danube so colourful: a potpourri of 5. Koller, M. et al. (2013) Polyhydroxyalkanoates: Basics, Production
plastic litter outnumbers fish larvae in Europe's second largest and Applications of Microbial Biopolyesters in Bio-Based Plastics:
river. Environ. Pollut. 188, 177-181 Materials and Applications, Wiley

3. Steiner, A. (2014) Emerging issues in our global environment, 6. Gross, R.A.(2010) Enzyme-catalysis breathes new life into polyester
UNEP Year Book condensation polymerizations. Trends Biotechnol. 28, 435-443

1"


http://www.industrialbiotech-europe.eu/new/wp-content/uploads/2015/06/BIO-TIC-roadmap.pdf
http://news.bio-based.eu/bio-based-polymers-will-the-positive-growth-trend-continue/
http://en.european-bioplastics.org/wp-content/uploads/2014/01/EuBP_FAQ_bioplastics_2014.pdf
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0460
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0460
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0460
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0465
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0465
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0465
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0470
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0470
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0475
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0475
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0475
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0480
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0480
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0480
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0485
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0485

20.

2

22,

2

(5]

24,

25.

2

(o)

27.

2

@

2

©

30.

3

Guebitz, G.M. and Cavaco-Paulo, A. (2008) Enzymes go big:
surface hydrolysis and functionalisation of synthetic polymers.
Trends Biotechnol. 26, 32-38

Crowther, G. and Gilman, T., eds (2014) Towards the Circular
Economy: Accelerating the Scale-up Across Global Supply
Chains, World Economic Forum, (Geneva, Switzerland)

Oborne, M. (ed.) (2009) The Bioeconomy to 2030. Designing a
Policy Agenda, OECD Publishing, (Paris, France)

. Smeets, E. et al. (2014) Evaluating the macroeconomic impacts of

bio-based applications in the EU. EUR

. Bozell, J.J. and Petersen, G.R. (2010) Technology development

for the production of bio-based products from biorefinery carbo-
hydrates - the US Department of Energy's ‘Top 10’ revisited.
Green Chem. 12, 539-554

. Gallezot, P. (2012) Conversion of biomass to selected chemical

products. Chem. Soc. Rev. 41, 15638-1558

. Philp, J.C. et al. (2013) Bioplastics science from a policy vantage

point. New Biotechnol. 30, 635-646

. Belgacem, M.N. and Gandini, A., eds (2008) Monomers, Poly-

mers and Composites from Renewable Resources, Elsevier

. Pellis, A. et al. (2015) Towards feasible and scalable solvent-free

enzymatic polycondensations: integrating robust biocatalysts with
thin film reactions. Green Chem. 17, 1756-1766

. Corici, L. et al. (2015) Understanding potentials and restrictions of

solvent-free enzymatic polycondensation of itaconic acid: an
experimental and computational analysis. Adv. Synth. Catal.
357, 1763-1774

. Pellis, A. et al. (2015) Biocatalyzed approach for the surface

functionalization of poly(L-lactic acid) fims using hydrolytic
enzyme. Biotechnol. J. 10, 1739-1749

. Mueller, R-J. (2006) Biological degradation of synthetic polyesters

- ENZYMES as potential catalysts for polyester recycling. Proc.
Biochem. 41, 2124-2128

. Vertommen, M.A.M.E. et al. (2005) Enzymatic surface modification

of poly(ethylene terephthalate). J. Biotechnol. 120, 376-386

Rasal, R.M. et al. (2010) Poly(lactic acid) modifications. Prog.
Polym. Sci. 35, 338-356

. Nyanhongo, G.S. et al. (2013) Bioactive albumin functionalized

polylactic acid membranes for improved biocompatibility. React.
Funct. Polym. 73, 1399-1404

Lee, S.H. and Song, W.S. (201 1) Enzymatic hydrolysis of polylactic
acid fiber. Appl. Biochem. Biotechnol. 164, 89-102

. Ribitsch, D. et al. (2012) A new esterase from Thermobifida hal-

otolerans hydrolyses polyethylene terephthalate (PET) and poly-
lactic acid (PLA). Polymers 4, 617-629

Samarajeewa, S. et al. (2012) Degradability of poly(lactic
acid)-containing nanoparticles: enzymatic access through
a crosslinked shell barrier. J. Am. Chem. Soc. 134, 1235-
1242

Zanghellini, A.L. Azerda Corp. Fermentation route for the produc-
tion of levulinic acid, levulinate esters, valerolactone, and deriva-
tives thereof. WO 2012030860 A

. Collias, D.I. et al. (2014) Bio-based terephthalic acid technologies:

a literature review. Ind. Biotechnol. 10, 91-105

Herrero Acero, E. et al. (2011) Enzymatic surface hydrolysis of
PET: effect of structural diversity on kinetic properties of
cutinases from Thermobifida. Macromolecules 44, 4632-4640

. Ribitsch, D. et al. (2011) Hydrolysis of polyethyleneterephthalate

by para-nitrobenzylesterase from Bacillus subtilis. Biotechnol.
Prog. 27, 951-960

. Liebminger, S. et al. (2007) Hydrolysis of PET and bis-(benzoylox-

yethyl) terephthalate with a new polyesterase from Penicillium
citrinum. Biocatal. Biotrans. 25, 171-177

Roth, C. et al. (2014) Structural and functional studies on a
thermostable polyethylene terephthalate degrading hydrolase
from Thermobifida fusca. Appl. Microbiol. Biotechnol. 98,
7815-7823

. Alisch-Mark, M. et al. (2006) Increase of the hydrophilicity of

polyethylene terephthalate fibers by hydrolases from Thermomo-
nospora fusca and Fusarium solani pisi. Biotechnol. Lett. 28,
681-685

32.

33.

34.

3

3

37.

38.

39.

40.

4

jure

42.

43.

44.

45.

46.

47.

48.

49.

5

5

52.

53.

55.

5

o

o

©

o

Ribitsch, D. et al. (2012) Characterization of a new cutinase from
Thermobifida alba for PET-surface hydrolysis. Biocatal. Biotrans.
30, 2-9

Barth, M. et al. (2015) Effect of hydrolysis products on the enzy-
matic degradation of polyethylene terephthalate nanoparticles by
a polyester hydrolase from Thermobifida fusca. Biochem. Eng. J.
93, 222-228

Chen, S. et al. (2010) Biochemical characterization of the cutinases
from Thermobifida fusca. J. Mol. Catal. B Enzym. 63, 121-127

Ronkvist, A.M. et al. (2009) Cutinase-catalyzed hydrolysis of poly
(ethylene terephthalate). Macromolecules 42, 5128-5138

Nagarajan, V., E.I. Du Pont de Nemours and Company, Nagarajan
Vasantha. Method to accelerate biodegradation of aliphatic-aro-
matic co-polyesters by enzymatic treatment. WO2005118693 A1

Kellis, T.J. et al. Genencor International Inc. Enzymatic modifica-
tion of the surface of a polyester fiber or article. US6254645 B1
Knoop, R.J.I. et al. (2013) High molecular weight poly(ethylene-
2,5-furanoate); critical aspects in synthesis and mechanical prop-
erty determination. J. Polym. Sci. Part A 51, 4191-4199
Papageorgiou, G.Z. et al. (2014) Synthesis of poly(ethylene fur-
andicarboxylate) polyester using monomers derived from renew-
able resources: thermal behavior comparison with PET and PEN.
Phys. Chem. Chem. Phys. 16, 7946-7958

Uyama, H. and Kobayashi, S. (2006) Enzymatic synthesis of
polyesters via polycondensation. Adv. Polym. Sci. 194, 133-158

. Kobayashi, S. (2010) Lipase-catalyzed polyester synthesis - a

green polymer chemistry. Proc. Jpn. Acad. Ser. B Phys. Biol.
Sci. 86, 338-365

Takamoto, T. et al. (2001) Lipase-catalyzed synthesis of aliphatic
polyesters in supercritical carbon dioxide. E-Polymers 4, 1-6

Uyama, H. and Kobayashi, S. (2002) Enzyme-catalyzed polymeri-
zation to functional polymers. J. Mol. Catal. B Enzym. 19/20, 117—
127

Cantone, S. et al. (2013) Efficient immobilisation of industrial bio-
catalysts: criteria and constraints for the selection of organic
polymeric carriers and immobilisation methods. Chem. Soc.
Rev. 42, 6262-6276

Binns, F. et al. (1999) Studies leading to the large scale synthesis
of polyesters using enzymes. J. Chem. Soc. Perkin. Trans. 1,
2671-2676

Cruz-lzquierdo, A. et al. (2015) Lipase-catalyzed synthesis of
oligoesters of 2,5-furandicarboxylic acid with aliphatic diols. Pure
Appl. Chem. 87, 59-69

Korupp, C. et al. (2010) Scaleup of lipase-catalyzed polyester
synthesis. Org. Proc. Res. Dev. 14, 1118-1124

Cerea, G. et al. Ambiente e nutrizione S.r.l., Sprin S.p.a. Process
for the production of polyesters through synthesis catalyzed by
enzyme. WO 2013110446 A1

D'Souza, A.J. and Topp, E.M. (2004) Release from polymeric
prodrugs: linkages and their degradation. J. Pharm. Sci. 93,
1962-1979

Barrett, D.G. et al. (2010) One-step syntheses of photocurable
polyesters based on a renewable resource. Macromolecules 42,
9660-9667

. Uyama, H. et al. (2003) Enzymatic synthesis and curing of biode-

gradable epoxide-containing polyesters from renewable resour-
ces. Biomacromolecules 4, 211-215

Li, G. et al. (2008) Lipase-catalyzed synthesis of biodegradable
copolymer containing malic acid units in solvent-free system. Eur.
Polym. J. 44, 1123-1129

Kulshrestha, A.S. et al. (2005) Glycerol copolyesters: control of
branching and molecular weight using a lipase catalyst. Macro-
molecules 38, 3193-3204

. Park, H.G. et al. (1994) Enzymatic synthesis of various aromatic

polyesters in anhidrous organic solvents. Biocatalysis 11, 263-271
Uyama, H. et al. (1999) Enzymatic synthesis of aromatic polyesters
by lipase-catalyzed polymerization of dicarboxylic acid divinyl
esters and glycols. Polym. J. 31, 380-383

Jiang, Y. et al. (2014) Enzymatic synthesis of bio-based polyesters
using 2,5-bis(hydroxymethyl)furan as the building block. Bioma-
cromolecules 15, 2482-2493

12


http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0490
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0490
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0490
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0520
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0520
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0520
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0500
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0500
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0505
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0505
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0510
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0510
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0510
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0510
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0515
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0515
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0525
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0525
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0530
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0530
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0535
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0535
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0535
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0540
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0540
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0540
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0540
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0545
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0545
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0545
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0550
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0550
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0550
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0555
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0555
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0560
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0560
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0565
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0565
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0565
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0570
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0570
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0575
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0575
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0575
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0580
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0580
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0580
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0580
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0590
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0590
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0595
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0595
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0595
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0600
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0600
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0600
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0605
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0605
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0605
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0610
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0610
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0610
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0610
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0615
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0615
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0615
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0615
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0620
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0620
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0620
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0625
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0625
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0625
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0625
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0630
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0630
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0635
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0635
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0650
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0650
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0650
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0655
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0655
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0655
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0655
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0660
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0660
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0665
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0665
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0665
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0670
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0670
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0675
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0675
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0675
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0680
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0680
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0680
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0680
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0685
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0685
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0685
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0690
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0690
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0690
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0695
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0695
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0705
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0705
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0705
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0710
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0710
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0710
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0715
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0715
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0715
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0720
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0720
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0720
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0725
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0725
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0725
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0730
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0730
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0735
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0735
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0735
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0740
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0740
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0740

57.

5

(¢

5

©

60.

6

6!

N

6!

@

64.

65.

66.

67.

68.

69.

70.

7

72.

73.

74.

75.

7

o

Jiang, Y. et al. (2015) A biocatalytic approach towards sustainable
furanic—aliphatic polyesters. Polym. Chem. 6, 5198-5211

. Bassanini, |. et al. (2015) Dicarboxylic esters: useful tools for the

biocatalyzed synthesis of hybrid compounds and polymers. Beil-
stein J. Org. Chem. 11, 1683-1595

. Eriksson, M. et al. (2010) One-pot enzymatic route to tetraallyl

ether functional oligoesters: synthesis UV curing, and characteri-
zation. J. Polym. Sci. A 48, 5289-5297

Takwa, M. et al. (2011) Rational redesign of Candida antarctica
lipase B for the ring opening polymerization of D,D-lactide. Chem.
Commun. (Camb). 47, 7392-7394

. Hunsen, M. et al. (2007) A cutinase with polyester synthesis

activity. Macromolecules 40, 148-150

. Hunsen, M. et al. (2008) Humicola insolens cutinase-catalyzed

lactone ring-opening polymerizations: kinetic and mechanistic
studies. Biomacromolecules 9, 518-522

. Feder, D. and Gross, R.A. (2010) Exploring chain length selectivity

in HIC-catalyzed polycondensation reactions. Biomacromolecules
11, 690-697

Ashton Acton, Q. (ed.) (2012) Advances in Sorbitol Research and
Application, ScholarlyEditions

Sadler, .M. et al. (2014) Isosorbide as the structural component of
bio-based unsaturated polyesters for use as thermosetting resins.
Carbohydr. Polym. 100, 97-106

Harmsen, P.F.H. et al. (2014) Green building blocks for bio-based
plastics. Biofuels Bioprod. Biorefin. 8, 306-324

Kraus, G.A. (2008) Synthetic methods for the preparation of 1,3-
propanediol. CLEAN Soil Air Water 36, 648-651

Vaswani, S. (2012) Bio-based 1 4-Butanediiol, Process Economics
Program

Polen, T. et al. (2013) Toward biotechnological production of
adipic acid and precursors from biorenewables. J. Biotechnol.
167, 75-84

Willke, T. and Vorlop, K.D. (2001) Biotechnological production of
itaconic acid. Appl. Microbiol. Biotechnol. 56, 289-295

. Ghaffar, T. et al. (2014) Recent trends in lactic acid biotechnology:

a brief review on production to purification. J. Rad. Res. Appl. Sci.
7,222-229

Pinazo, J.M. et al. (2015) Sustainability metrics for succinic acid
production: a comparison between biomass-based and petro-
chemical routes. Catalysis Today 239, 17-24

Taing, O. and Taing, K. (2007) Production of malic and succinic
acids by sugar-tolerant yeast Zygosaccharomyces rouxil. Eur.
Food Res. Technol. 224, 343-347

Munoz, de D.C. et al. Furanix Technologies B.V. Method for the
preparation of 2,5-furandicarboxylic acid and esters thereof. WO
2011043661 A1

de Jong, E. et al., eds (2012) Biorefinery: Biobased Chemicals —
Value Added Products from Biorefineries, |EA Bioenergy — Task 42

. Selifonov, S. Aromagen and Selifonov S. Glycerol levulinate ketals

and their use. WO 2007062118 A2

77.

78.

79.

80.

8

82.

83.

84.

85.

86.

87.

8

89.

9

9

©

©

de Jong, E. et al. (2012) Furandicarboxylic acid (FDCA), a versatile
building block for a very interesting class of polyesters. In Biobased
Monomers, Polymers and Materials (Smith, P.B. and Gross, R.,
eds), pp. 1-13 American Chemical Society Symposium Series
1105

Gustini, L. et al. (2015) Enzymatic synthesis and preliminary
evaluation as coating of sorbitol-based, hydroxy-functional poly-
esters with controlled molecular weights. Eur. Polym. J. 67,
459-475

Japu, C. et al. (2015) Copolyesters made from 1,4-butanediol,
sebacic acid, and d-glucose by melt and enzymatic polyconden-
sation. Biomacromolecules 16, 868-879

Espino-Rammer, L. et al. (2013) Two novel class Il hydrophobins
from Trichoderma spp. stimulate enzymatic hydrolysis of poly
(ethylene terephthalate) when expressed as fusion proteins. Appl.
Environ. Microbiol. 79, 4230-4238

. Ribitsch, D. et al. (2015) Enhanced cutinase-catalyzed hydrolysis

of polyethylene terephthalate by covalent fusion to hydrophobins.
Appl. Env. Microbiol. 81, 3586-3592

Then, J. et al. (2015) Ca®* and Mg?* binding site engineering
increases the degradation of polyethylene terephthalate fims by
polyester hydrolases from Thermobifida fusca. Biotechnol. J. 10,
592-598

Yang, S. et al. (2013) A low molecular mass cutinase of Thielavia
terrestris efficiently hydrolyzes poly(esters). J. Ind. Microbiol. Bio-
technol. 40, 217-226

Michels, A. et al. Esterases for separating plastics. Henkel Kgaa.
US8580549 B2

Araujo, R. et al. (2007) Tailoring cutinase activity towards poly-
ethylene terephthalate and polyamide 6,6 fiber. J. Biotechnol. 128,
849-857

Silva, C. et al. (2011) Engineered Thermobifida fusca cutinase with
increased activity on polyester substrates. Biotechnol. J. 6, 1230-
1239

Herrero Acero, E. et al. (2013) Surface engineering of a cutinase
from Thermobifida cellulosilytica for improved polyester hydrolysis.
Biotechnol. Bioeng. 110, 2581-2590

Ribitsch, D. et al. (2013) Fusion of binding domains to
Thermobifida cellulosilytica cutinase to tune sorption character-
istics and enhancing PET hydrolysis. Biomacromolecules 14,
1769-1776

Zhang, Y. et al. (2013) Enhanced activity toward PET by site-
directed mutagenesis of Thermobifida fusca cutinase-CBM fusion
protein. Carbohydr. Polym. 97, 124-129

Eberl, A. et al. (2009) Enzymatic surface hydrolysis of poly(ethylene
terephthalate) and bis(benzoyloxyethyl) terephthalate by lipase
and cutinase in the presence of surface active molecules. J.
Biotechnol. 143, 207-212

. Kawai, F. et al. (2014) A novel Ca”*-activated, thermostabilized

polyesterase capable of hydrolyzing polyethylene terephthalate
from Saccharomonospora viridis AHK190. Appl. Microbiol. Bio-
technol. 98, 10053-10064

13


http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0745
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0745
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0750
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0750
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0750
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0755
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0755
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0755
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0760
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0760
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0760
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0765
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0765
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0770
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0770
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0770
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0775
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0775
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0775
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0780
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0780
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0785
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0785
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0785
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0790
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0790
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0795
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0795
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0800
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0800
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0805
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0805
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0805
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0810
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0810
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0815
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0815
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0815
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0820
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0820
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0820
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0825
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0825
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0825
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0835
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0835
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0845
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0845
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0845
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0845
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0845
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0850
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0850
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0850
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0850
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0855
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0855
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0855
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0860
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0860
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0860
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0860
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0865
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0865
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0865
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0870
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0870
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0870
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0870
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0870
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0870
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0875
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0875
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0875
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0885
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0885
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0885
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0890
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0890
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0890
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0895
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0895
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0895
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0900
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0900
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0900
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0900
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0905
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0905
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0905
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0910
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0910
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0910
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0910
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0915
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0915
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0915
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0915
http://refhub.elsevier.com/S0167-�7799(15)00269-�3/sbref0915

	The Closure of the Cycle: Enzymatic Synthesis and Functionalization of Bio-Based Polyesters
	Introduction
	Bio-based Monomers and Polyesters
	Enzymatic Functionalization and Modification of Polyesters
	Enzymatic Functionalization of PLA
	Enzymatic Modification of PET

	Biocatalyzed Synthesis of Functionalized Polyesters
	Greener Synthesis under Challenging Reaction Conditions
	Functionalized Polyesters from Biocatalysis

	Concluding Remarks
	Acknowledgments
	Resources
	References




