UvA-DARE (Digital Academic Repository)

Biodegradation and non-enzymatic hydrolysis of poly(Lactic-co-glycolic acid)
(plga12/88 and plga6/94)
Wang, Y.; Murcia Valderrama, M.A.; van Putten, R.-J.; Davey, C.J.E.; Tietema, A.; Parsons,
J.R.; Wang, B.; Gruter, G.-J.M.
DOI
10.3390/polym14010015
Publication date
2022
Document Version
Final published version
Published in
Polymers
License
CC BY
Link to publication
Citation for published version (APA):
Wang, Y., Murcia Valderrama, M. A., van Putten, R-J., Davey, C. J. E., Tietema, A., Parsons,
J. R., Wang, B., & Gruter, G-JM. (2022). Biodegradation and non-enzymatic hydrolysis of
poly(Lactic-co-glycolic acid) (plga12/88 and plga6/94). Polymers, 14(1), [15].
https://doi.org/10.3390/polym14010015

General rights
It is not permitted to download or to forward/distribute the text or part of it without the consent of the author(s)
and/or copyright holder(s), other than for strictly personal, individual use, unless the work is under an open
content license (like Creative Commons).
Disclaimer/Complaints regulations
If you believe that digital publication of certain material infringes any of your rights or (privacy) interests, please
let the Library know, stating your reasons. In case of a legitimate complaint, the Library will make the material
inaccessible and/or remove it from the website. Please Ask the Library: https://uba.uva.nl/en/contact, or a letter
to: Library of the University of Amsterdam, Secretariat, Singel 425, 1012 WP Amsterdam, The Netherlands. You
will be contacted as soon as possible.
UvA-DARE is a service provided by the library of the University of Amsterdam (https://dare.uva.nl)
Download date:09 Jan 2023

polymers
Article

Biodegradation and Non-Enzymatic Hydrolysis of
Poly(Lactic-co-Glycolic Acid) (PLGA12/88 and PLGA6/94)
Yue Wang 1,2 , Maria A. Murcia Valderrama 1 , Robert-Jan van Putten 1,3 , Charlie J. E. Davey 1,2 , Albert Tietema 2 ,
John R. Parsons 2 , Bing Wang 3 and Gert-Jan M. Gruter 1,3, *
1

2

3

*



Citation: Wang, Y.; Murcia
Valderrama, M.A.; van Putten, R.-J.;
Davey, C.J.E.; Tietema, A.; Parsons,
J.R.; Wang, B.; Gruter, G.-J.M.
Biodegradation and Non-Enzymatic
Hydrolysis of Poly(Lactic-co-Glycolic

Van ‘t Hoff Institute for Molecular Sciences (HIMS), Faculty of Science, University of Amsterdam,
Science Park 904, 1098 XH Amsterdam, The Netherlands; y.wang6@uva.nl (Y.W.);
m.a.murciavalderrama@uva.nl (M.A.M.V.); robert-jan.vanputten@avantium.com (R.-J.v.P.);
c.j.e.davey@uva.nl (C.J.E.D.)
Institute for Biodiversity and Ecosystem Dynamics (IBED), Faculty of Science, University of Amsterdam,
Science Park 904, 1098 XH Amsterdam, The Netherlands; a.tietema@uva.nl (A.T.); j.r.parsons@uva.nl (J.R.P.)
Avantium Support BV, Zekeringstraat 29, 1014 BV Amsterdam, The Netherlands; bing.wang@avantium.com
Correspondence: g.j.m.gruter@uva.nl

Abstract: The predicted growth in plastic demand and the targets for global CO2 emission reductions
require a transition to replace fossil-based feedstock for polymers and a transition to close- loop
recyclable, and in some cases to, biodegradable polymers. The global crisis in terms of plastic
littering will furthermore force a transition towards materials that will not linger in nature but will
degrade over time in case they inadvertently end up in nature. Efficient systems for studying polymer
(bio)degradation are therefore required. In this research, the Respicond parallel respirometer was
applied to polyester degradation studies. Two poly(lactic-co-glycolic acid) copolyesters (PLGA12/88
and PLGA6/94) were tested and shown to mineralise faster than cellulose over 53 days at 25 ◦ C in soil:
37% biodegradation for PLGA12/88, 53% for PLGA6/94, and 30% for cellulose. The corresponding
monomers mineralised much faster than the polymers. The methodology presented in this article
makes (bio)degradability studies as part of a materials development process economical and, at the
same time, time-efficient and of high scientific quality. Additionally, PLGA12/88 and PLGA6/94
were shown to non-enzymatically hydrolyse in water at similar rates, which is relevant for both soil
and marine (bio)degradability.
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1. Introduction
In 2019, 368 million tons of plastic were produced worldwide, of which an estimated
6–17 million tons accumulates in the environment annually [1,2]. Nearly all of these
plastics (>99%) are produced from fossil resources, annually consuming about 4–8% of oil
production for material feedstock and for their production (roughly half–half) [3]. Plastic
production is expected to triple to more than 1 billion tons by 2050, with an associated
annual plastic CO2 footprint of 2.8 billion tons (2.8 Gt) [4]. This is incompatible with the
global CO2 emission reduction targets required to minimise global warming and climate
change. Therefore, as a world, we will need to transition from plastics produced from fossil
resources to plastics produced from carbon already “above the ground”. There are only
two alternative feedstocks for producing virgin plastic materials: biomass and CO2 (via
carbon capture and utilisation (CCU)) [5]. Next to sustainable feedstocks, other options to
minimise the footprint of plastics are the well-known three R’s: reduce, reuse and recycle.
Apart from the effects of plastics on global warming, plastics also have a waste problem.
Plastics typically end up in the environment when they have no residual value, and this is
why the so-called plastic soup mainly consists of unrecyclable single-use packaging waste
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(more than 68% polypropylene (PP) and polyethylene (PE)) [6]. Although biodegradable
plastics will often not be a viable solution for this problem, plastics of the future should
also have design features that address end-of-life (such as closed-loop recyclability) and
fate-in-nature (even slow biodegradation will avoid accumulation over decades or even
centuries). Although readily biodegradable plastic is not desired for some applications, the
fact that it biodegrades is important, as it will avoid plastics accumulating as is the case for
current materials such as polyethylene terephthalate (PET) and polyolefins.
Poly(lactic acid) (PLA) was the most produced bio-based plastic by volume in 2020,
with applications in packaging, plastic bags and disposable cutlery [7]. It is commercially
produced from lactide, the cyclic diester of lactic acid (LA), which in turn is produced by
fermentation of glucose [8]. Similar to LA, glycolic acid (GA) can be made from biomass,
but potentially also from CO2 [9]. LA/GA copolymers, poly(lactic-co-glycolic acid) (PLGA),
have been used as materials for the synthesis of absorbable sutures and are being evaluated
in the biomedical field [10]. In the European Horizon 2020 project “OCEAN”, our group
is involved in the development of a continuous multistep process from CO2 to oxalic
acid and derivatives such as glycolic acid, starting with the electrochemical reduction of
CO2 [11]. We are interested in evaluating these polymers for other applications, such as
paper coating in packaging. PLGA copolyesters with high lactic acid (LA) content and
lack good oxygen and moisture barriers. Therefore, PLGAs with over 50% glycolic acid
content have been synthesised and studied in our group [9]. Increased thermal stability
was observed with increasing glycolic acid content [9]. The barrier property assessment
revealed that increasing glycolic acid content in PLGA copolymers enhances the barrier to
both oxygen and water vapour. At room temperature and a relative humidity below 70%,
the PLGA copolymers with high glycolic acid content outperform non-oriented PET on
barrier properties [9]. This shows the great potential for these copolymers for application
in barrier films. The expected short lifetime of these copolymers makes them promising
candidates for certain short lifetime applications. Therefore, studying the biodegradability
of two representative PLGA copolyesters (PLGA12/88 and PLGA6/94) with desired barrier
properties is important for further application.
The process of plastic biodegradation typically has three main phases: (1) disintegration/fragmentation/deterioration, (2) depolymerisation (hydrolysis for polyesters), and
(3) mineralisation, which involves microbial utilisation of monomers and oligomers from
the second phase leading to the release of mainly CO2 and H2 O under aerobic conditions
(Figure 1) [12–14]. Heat, light, mechanical stress, humidity and microorganisms are all
drivers that can play a role in the first phase. This initial phase results in modifications in
polymer physical (e.g., morphology, weight loss) and mechanical properties (e.g., ductility
and tensile strength) and the release of micro- and nanoplastics into the environment. After
polymers break down to oligomers and monomers, microorganisms can take them up and
utilise them as substrates for metabolism and biomass growth [15]. In the third phase,
polymer carbon is converted into CO2 (mainly) and biomass under aerobic conditions.

Figure 1. Plastic biodegradation under aerobic conditions. Arrows represent carbon flow.

To assess biodegradation of plastic, mass loss, spectroscopy (such as gel permeation
chromatography (GPC), infrared spectroscopy (IR), nuclear magnetic resonance (NMR)
spectroscopy), visual analysis (observation, scanning electron microscope (SEM)) and
respirometry are the most commonly used methodologies [16]. The first three methods
all rely on sample collection and/or extraction of plastics. If it is in soil and sediment,
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separation and collection of plastic samples is not easy when samples consist of small
fragments, for instance due to disintegration. Furthermore, monitoring the mass loss of
plastic may not represent biodegradability and lead to false positive results, as it could
be the result of the release of microplastic particles (and the loss of volatile and soluble
components). Released microplastics may cause other potential threats to the environment
and human health [17,18]. Extraction could be a solution but requires considerable effort on
method development, especially for novel materials. Conversely, monitoring the process
of mineralisation by CO2 (and/or CH4 under anaerobic conditions) evolution and O2
consumption, is not specific to the material [13]. This means that it could be applied to
novel materials without too much customisation. Specifically, the conversion of polymerderived carbon into CO2 is the direct demonstration of active polymer biodegradation
without accumulation of intermediates [19].
Therefore, the analysis and quantification of CO2 released from polymer degradation
is required for assessing the biodegradability of polymers [19].
Standard biodegradation tests typically require triplicates for each test material as
well as blanks and references. The fact that polymers are solids makes it difficult to mix
them homogeneously with inoculum, which is why more replicates are recommended.
Considering the slow biodegradation of most plastics, biodegradation tests are usually timeconsuming. Consequently, many parallel reactors are necessary to improve time efficiency
(per sample). In our lab, we use a Respicond (A. Nordgren Innovations AB, Djäkneboda 99,
SE915 97 Bygdeå, Sweden) 95-vessel parallel testing platform with automated CO2 release
monitoring [20]. An individual vessel is a closed system with a hydroxide solution inside to
trap the evolved CO2 . The amount of absorbed CO2 is measured based on the conductivity
change of the hydroxide solution [21]. This setup has been used since 1986 [22]. It has
been used to study the effect of nutrients and contamination on soil respiration and for
studying the decomposition of plant material [23–26]. It has been used to monitor CO2
accumulation in a study on the decomposition of tobacco roots [23], as well as CO2 fluxes
(carbon mineralisation rate) of soil to assess the effect of land use on soil organic carbon
stocks and sequestration [24]. There are over 100 publications reporting the use of this
equipment, but to the best of our knowledge, this paper reports the first application of this
equipment for plastic biodegradation studies.
The aim of this research is to study the biodegradability of two representative high
barrier PLGA copolyesters in soil (PLGA12/88 and PLGA6/94) by measuring CO2 evolution in the Respicond. In order to better understand the underlying degradation pathways
and mechanisms, the biodegradation of the monomers (GA and LA) in soil and the nonenzymatic hydrolysis of PLGA in water were also researched.
2. Methods and Materials
2.1. Materials
Glycolic acid (99%) and L-(+)-lactic acid (≥88%) were purchased from Aldrich (Darmstadt, Germany) and Fisher Scientific (Leicestershire, UK), respectively and used as received
in the monomer biodegradation studies. Tin (II) 2-ethylhexanoate (Sn(Oct)2 ) was acquired
from Aldrich. Lactide was acquired from Corbion (Gorinchem, The Netherlands) and was
used for the synthesis of PLA by ring opening polymerisation together with 1-dodecanol
(98%) from Merck. D(+)-glucose monohydrate and cellulose (powder, 20 µm average
particle size) were purchased from Merck (Darmstadt, Germany) and Sigma–Aldrich
(Schnelldorf, Germany), respectively. Deuterated water (99.9% D) and dimethyl sulfoxide
(DMSO, ≥99.9%) were purchased from Aldrich and Fisher Scientific, respectively. Sodium
deuteroxide solution (40 wt.% NaOD in D2 O, 99.5 atom % D) was purchased from Aldrich.
2.2. Soil
The soil used was collected from an active agricultural field in Vredepeel, in Limburg
province in the south of the Netherlands (51◦ 320 25.8” N, 5◦ 510 15.5” E) and was previously
described by Schlemper et al. (2017) [27]. It was sieved through a 4 mm mesh and stored in
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air-dry conditions. It was dried at 40 ◦ C for 70 h before use. The soil properties as provided
(*) or as re-established are listed in Table 1.
Table 1. Properties of soil.
Properties

Values

Sand/Silt/Clay (%)
Organic carbon (mg g−1 )
Nitrogen (mg g−1 )
C:N (g C g−1 N)
Phosphate (µg g−1 )
pH (0.01 M CaCl2 )
Cation exchange capacity (mmol+ kg−1 )
Field capacity (g water 100 g−1 dry soil)

90/5/1 *
18.29 *
0.97 *
22 *
4.6 *
5.9
60 *
33.3

* Values taken form Schlemper et al. (2017) [27].

2.3. Polymer Synthesis and Characterisation
PLGA12/88 and PLGA6/94: Both types of PLGA copolymers were synthesised via
direct polycondensation. Initially, the required amounts of lactic acid (4.91 or 2.53 g) and
glycolic acid (15.1 or 17.5 g) were weighed in a round bottom flask, fit with a mechanical
stirrer (95 rpm), a nitrogen inlet and a nitrogen outlet. 0.02 mol% of (Sn (Oct)2 ) with respect
to the total monomer load was used as catalyst. Subsequently, the system was heated
in an oil bath at 200 ◦ C for 4.5 h under nitrogen atmosphere (20 mL min−1 ) at ambient
pressure with removal of water as the side product. After 4.5 h, the temperature was
increased to 210 ◦ C and the pressure was gradually reduced to 12 mbar within 2.5 h. For
both copolymers, a light yellow product was recovered.
PLA: Ten grams of lactide was weighed in a round bottom flask with 0.01 mol% of (Sn
(Oct)2 ) as catalyst and 1-dodecanol as initiator. The system was first submitted to 3 cycles
of vacuum and nitrogen (5 min each) at 40 ◦ C. Afterwards, it was heated in an oil bath at
150 ◦ C and the temperature was increased to 195 ◦ C within 8 h. The reaction proceeded
under nitrogen atmosphere (20 mL min−1 ) at ambient pressure. Finally, a light transparent
product was recovered.
PLGA12/88 exhibited an amorphous structure, unlike their homopolymers PGA
and PLA, which are known to be semi-crystalline at these same testing conditions in
DSC (10 ◦ C/min). PLGA6/94 showed a semi-crystalline structure with lower Tg than
PLGA12/88 (31 vs 40 ◦ C) and Tm = 186 ◦ C (Table 2).
Table 2. Thermal transitions for PLGA copolymers and PLA recorded from DSC (10 ◦ C min−1 ).
Polycondensation (PC), ring opening polymerisation (ROP).
Polymers

Tg (◦ C)

Tm (◦ C)

Structure

PLGA12/88 (PC)
PLGA6/94 (PC)
PLA (ROP)

40
31
45

186
165

Amorphous
Semi-crystalline
Semi-crystalline

2.4. Soil and Test Material Preparation for Biodegradation
To each of the 250 mL vessels, 15 g of (wet) soil mixture (~12.5 g dry soil), with or
without test material, was added. In order to adjust the moisture level of all soil mixtures
to about 50% of the field capacity, a mineral salts solution [28] (OECD TG310, Table A1)
was added slowly to the dry soil in a soft plastic bag. This plastic bag was massaged in
order to homogeneously moisturise the soil. The pH was determined by using the method
published by Hendershot et al. using 0.01 M CaCl2 [29]. After this moisture adjustment,
the pH of the soil was 5.9.
Apart from five blanks, typically the amount of organic carbon introduced by the test
substance to the dry soil was kept at around 5 mg C g−1 dry soil. This means the amount
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of adding test material is equivalent to approximately 62.5 mg C per vessel. The resulting
ratio of carbon to nitrogen in the soil containing test material (C:N) was around 12.5:1. The
monomer and cyclic diester were dissolved in the mineral salt solution prior to mixing
with dry soil. The non-soluble polymer test materials were added as ground powder to the
dry soil and subsequently mixed thoroughly by shaking the sealed plastic bags. After even
distribution of plastic particles in the fine soil was observed, the moisture was added as
described. Lastly, soil with test material was divided over multiple vessels: soluble test
materials in triplicate and non-soluble test materials in five replicates. Powdered cellulose
was used as a reference material for the polymer biodegradation tests, in triplicate [30]. The
pH of the soil mixture was measured before and after incubation.
2.5. Soil Biodegradation Testing
The Respicond automated respirometer with 95 vessels was used [20]. The biodegradation tests were performed in the dark, in closed vessels which were maintained at a
constant temperature of 25 ◦ C. Figure 2 shows the schematic setup of an individual vessel. CO2 evolved from the test medium is trapped by a hydroxide solution inside the
vessel (Reaction (1)), which converts the hydroxide into carbonate and thus changes the
conductivity of the solution.
2 OH− (aq) + CO2 (g) → CO23− (aq) + H2 O (l)

(1)

Figure 2. Measuring unit of the parallel respirometer.

The conductivity of a potassium hydroxide solution (KOH) decreases with increased
CO2 absorption [21]. The conductance of the KOH solution can be measured and recorded
at user-defined intervals (≥20 min): the present study employed 1 h intervals. The amount
of absorbed CO2 (mg) was calculated (Equation (2)) [31] by the Respicond’s native software.
CO2_amount = A

Ct0 − Ct
Ct0

(2)

A (mg) is a constant dependent on the KOH concentration. Ct0 (S) represents the
conductance of the initial KOH solution and Ct (S) represents the conductance of the KOH
(+K2 CO3 ) solution at time t. In this study a 0.6 M KOH (A = 219 mg) solution was used,
and in each CO2 -trap, the solution was refreshed before the maximum CO2 absorption
was reached.
The relative amount of substrate converted into CO2 , defined as the degree of biodegradation (Dt, %) of a test material at time t was calculated according to Equation (3):
Dt =

CO2_sample − CO2_blank
× 100
ThCO2

(3)
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Here CO2_sample (mg) represents the amount of accumulated CO2 evolved from a
vessel containing soil and test material at time t. CO2_blank (mg) is the average amount of
accumulated CO2 of the blanks (soil without test material) at time t. ThCO2 (mg) is the
maximum amount of CO2 that could theoretically evolve from the test material, based on
the amount added.
2.6. Hydrolysis
Polymers were ground into a powder and sieved with a 425 µm screen. About 10 mg
polymer was added to 1 mL D2 O with 2.0 mg mL−1 DMSO as a standard in a 5 mm
NMR tube (SP Industries, Vineland, NJ, USA). These tubes were subsequently sealed by
melting to avoid water evaporation over time and stored at a controlled temperature of
25 ◦ C. The hydrolysis experiments were performed in triplicate over 116 weeks. An Avance
III 400 MHz NMR spectrometer (Bruker, Billerica, MA, USA) was used to measure (1 H
NMR) soluble hydrolysis products. Samples were typically measured once per week and
in the latter stages once per month. Glycolic acid (GA) and lactic acid (LA) resulting from
polymer hydrolysis are soluble in D2 O and can therefore be quantified (Equation (4)),
allowing determination of the degree of hydrolysis (Equation (5)). The complete hydrolysis
of copolymers was forced by adding over 100 mg sodium deuteroxide solution to NMR
tubes at the end of the hydrolysis experiment. After all solid was dissolved, 1 H NMR
spectra were obtained, and the ratio of monomers (LA/GA) was calculated (Equation (6)).
The amount of dissolved GA or LA was calculated according to Equation (4):
Cx =

Ix
N
× DMSO × CDMSO
IDMSO
Nx

(4)

Here, I represents the peak area, N the number of protons corresponding to the
integrated peak(s) and C (µmol) the amount of the target compound (x, i.e., LA or GA) or
DMSO (internal standard).
The degree of hydrolysis of the polymer Y (%) is the sum of the yields of the individual hydrolysis products after multiplying by the corresponding proportions. This was
calculated according to Equation (5)):
Y =∑
x

Cx fx
× 100
ThCx

(5)

where Cx (µmol) represents the amount of monomer released, f the molar fraction of said
monomer incorporated in the polymer and ThC (µmol) the theoretical amount of monomer
upon complete hydrolysis.
The amount of dissolved LA or GA relative to the total amount of hydrolysed
monomers (Fx ) was calculated according to Equation (6):
Fx =

Ix /Nx
×100
ILA /3 + IGA /2

(6)

Here, I represents the 1 H NMR peak area and N the number of protons corresponding
to the integrated peak(s) (x, i.e., LA or GA).
3. Results and Discussion
3.1. Biodegradation in Soil of PLGA and Its Monomers
The biodegradation of PLGA12/88 and PLGA6/94 at 25 ◦ C in soil was followed over
time, together with cellulose and PLA as comparisons (Figure 3a). After 53 days, 53(±9)%
of PLGA6/94 and 37(±2)% of PLGA12/88 was converted into CO2 . The PLGA6/94 therefore degraded faster than the PLGA12/88 and the cellulose, which showed comparable
degradation. PLA, on the other hand, shows little biodegradation (<5%) at room temperature within the timeframe of this experiment, which is in agreement with what is known
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The biodegradation in soil of the building blocks of PLA and PLGA (glycolic acid,
The biodegradation in soil of the building blocks of PLA and PLGA (glycolic acid,
lactic acid, lactide) was also studied (Figure 3b). As expected, the monomers degrade
lactic acid, lactide) was also studied (Figure 3b). As expected, the monomers degrade
much faster than the polymers. The mineralisation rates of glycolic acid and lactic acid are
much faster than the polymers. The mineralisation rates of glycolic acid and lactic acid are
even comparable to that of glucose. The observation that the polymers made up of these
even comparable to that of glucose. The observation that the polymers made up of these
building blocks degrade at clearly slower rate is in line with the commonly considered
building blocks degrade at clearly slower rate is in line with the commonly considered
theory that the hydrolysis of the ester bonds is the rate limiting step for biodegradation of
theory that the hydrolysis of the ester bonds is the rate limiting step for biodegradation of
polyesters in soil [15].
polyesters in soil [15].
The lag phase, however, was longer for the building blocks than for the polymers
(Figure 3b). The soil pH for the monomer and cyclic diester experiments increased from
around 4 at the start of the experiment to around 6 after the incubation time (Table A2),
which indicates that these acidic test substances were mineralised. The longer lag phase
observed for the monomer biodegradation experiments could be caused by the high initial
concentrations of the acidic monomers, which could inhibit biological activity, probably
due to their acidity. The fact that the lactide tests showed low pH initially suggests it was
already hydrolysed to lactic acid at the start of the experiment.
3.2. Non-Enzymatic PLGA Hydrolysis
Hydrolysis in nature can, in principle, occur via non-enzymatic and enzymatic pathways. Enzymatic hydrolysis requires specific hydrolases, which are typically present in
fungi and bacteria.
PLGA is known to be biodegradable for uses in the biomedical field, which has been
reported widely both in vivo and in vitro [10]. Non-enzymatic hydrolysis of ester bonds
is generally considered an important pathway for its (bio)degradation [10]. Therefore,
non-enzymatic hydrolysis of PLGA12/88 and PLGA6/94 is also relevant in terms of
environmental biodegradability. Several studies reported hydrolysis of PLGA with high
GA content [33,34]. In order to better understand the role non-enzymatic hydrolysis plays
in biodegradation of these polyester, NMR experiments with PLGA12/88 and PLGA6/94
were performed.
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Figure 4 shows representative 1 H NMR spectra of PLGA 12/88, PLGA 6/94 and PLA
hydrolysate in D2 O with DMSO as internal standard (2.73 ppm). Singlets at 4.20 ppm
represent the CH2 protons of glycolic acid (position 2) and peaks between 1.40–1.65 result
from CH3 protons of lactic acid (position 1), including small peaks assigned to dimers (a’)
and trimers (a”), respectively, the integrations of which, relative to the DMSO, were used to
quantify the degree of hydrolysis.

Figure 4. 1 H NMR spectra of PLGA 12/88, PLGA 6/94, and PLA hydrolysis in D2 O with 2.0 mg
dimethyl sulfoxide as internal standard in 45 weeks.

These peaks were already observed at the start of hydrolysis, which suggests either
the presence of residual monomers and oligomers or that hydrolysis had already started in
the air prior to starting this experiment. Although the peaks of LA dimer and trimer were
observed, the monomer peaks of GA and LA were the most significant peaks present in
the NMR spectra, especially in the later phase, which indicates that PLGA will eventually
convert into its monomers as the main end products (Figure A1).
Figure 5 shows the degree of hydrolysis for PLGA6/94, PLGA12/88 and PLA calculated from the amount of hydrolysed monomers. The hydrolysis of both PLGAs is
significantly faster than the hydrolysis of PLA. This is in agreement with research published by Li et al. [35]. Initially the formation of lactic acid (including dimers and trimers)
and glycolic acid from PLGA6/94 is clearly faster than that of PLGA12/88. This suggests
that a higher LA content in the polymer reduces the rate of hydrolysis, which makes sense
based on the fact that pure PLA shows slow hydrolysis. In the literature, it is described
that lactate ester groups have a higher steric hindrance than glycolate ester groups for
hydrolysis, which could reduce the accessibility to water and explain this phenomenon [36].
Starting at around week 20, the hydrolysis rate of PLGA12/88 appears to be faster
than that of PLGA6/94. Furthermore, the rate of monomer formation from PLGA6/94
starts to decrease at an earlier stage than the rate decrease for PLGA12/88. As a result, the
lines intersect after 50 weeks, after which the overall monomer yield from PLGA12/88 is
higher than that for PLGA6/94. It is known that PLGA12/88 is amorphous, and PLGA6/94
is semi-crystalline, which could explain this observation. It is expected that for PLGA6/94
the amorphous fraction degrades first, followed by the crystalline fraction that degrades
slower, overall leading to the hydrolysis rate dropping below that of PLGA12/88 after
60 weeks.
By comparing Figures 3 and 5, it becomes clear that biodegradation of PLGAs in soil
at ambient conditions is significantly faster than their hydrolysis at ambient conditions
in water: 50% conversion of PLGA6/94 to CO2 in 7 weeks and 12–16% hydrolysis of
PLGA6/94 to soluble monomers and oligomers in the same time period. From this, it can
be concluded that non-enzymatic hydrolysis could play a role in PLGA soil biodegradation
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but that enzymatic hydrolysis is significantly faster and therefore dominant in PLGA
biodegradation.

Figure 5. Degree of hydrolysis for PLGA6/94, PLGA12/88 and PLA versus time over 116 weeks
at 25 ◦ C in D2 O. The points represent the averages of triplicate experiments, with the error bars
representing the standard deviation.

Figure 6 shows the individual yields (a) relative to their maximum theoretical yield
and amounts (b) of glycolic acid and lactic acid for all polymer hydrolysis experiments
at 25 ◦ C in D2 O. The relative yields of lactic acid are higher than those of glycolic acid in
the same experiment (Figure 6a). This indicates that initially a higher amount of LA and a
lower amount of GA is released than should be expected from the incorporated ratio in the
polymer. This in turn suggests that GA–LA ester bonds are more susceptible to hydrolysis
than GA–GA ester bonds. LA–LA ester bonds are not likely to play a major role here, given
PLA’s slow hydrolysis. The overestimation of the LA yield is likely caused by the low
absolute amounts relative to the total amount of monomers, which impacts the accuracy.
This also explains why this is more pronounced for the PLGA6/94 samples than for the
PLGA12/88 samples.

Figure 6. Individual yields (a) and amounts (b) of monomers (glycolic acid and lactic acid) versus
time from hydrolysis of PLGA6/94, PLGA12/88 and PLA at 25 ◦ C in D2 O. The points represent the
averages of triplicate experiments, with the error bars representing the standard deviation.
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Although initially the amounts of LA were in the same range for both PLGAs, after
approximately 20 weeks the amount of PLGA12/88-LA started increasing relative to that
of PLGA6/94-LA (Figure 6b). After approximately 50 weeks, a similar trend is observed for
glycolic acid amounts, where the amount of GA released from PLGA12/88 overtakes that
of PLGA6/94 (Figure 6b). This relative rate decrease of PLGA6/94-GA could be explained
by the lack of GA-LA ester bonds at that point in time.
Figure 7 shows the percentage of released glycolic acid (GA) and lactic acid (LA,
including dimers and trimers), relative to their sum (i.e., GA/(GA + LA) or LA/(GA + LA))
observed during hydrolysis of the PLGA12/88 and PLGA6/94 copolymers. This provides
a visualisation of the ratio of the sum of monomers released in time. It shows that the
initial monomer ratio is close to 50/50 for PLGA12/88 and close to 30/70 (LA/GA) for
PLGA 6/94. This can be interpreted in two ways: either the polymer contains sections with
different monomer ratios, of which the sections highest in LA content hydrolyse first, or the
LA-GA bonds across the polymer are hydrolysed and released at a higher rate. This also
shows that as the hydrolysis progresses, the GA content increases in the remaining polymer,
which in turn could increase the degree of crystallinity and slow down its hydrolysis. The
hydrolysis did slow down clearly after about 20 weeks for PLGA6/94 and after about
40 weeks for PLGA 12/88 (Figure 5) [37–39].

Figure 7. Percentages of dissolved glycolic acid and lactic acid relative to the total amount of
hydrolysed monomers in time for PLGA12/88 and PLGA6/94. Triplicates were plotted. Dotted and
solid lines show the starting composition of the polymer.

The percentage of GA slowly increased to 89% and that of LA decreased to 11%. This
LA/GA ratio of 11/89 is similar to the feed ratio for synthesis, however, lower than the
ratio of 6/94, which was obtained after complete hydrolysis. A GA content higher than the
feed ratio could be expected due to the known higher reactivity of GA (primary alcohol)
compared to LA (secondary alcohol) and the possible evaporation of the latter during
synthesis at the selected reaction conditions.
The higher initial rate of hydrolysis of PLGA6/94 compared to PLGA12/88 can be
explained by the higher content of GA leading to more hydrophilic polymers, which
facilitates more water uptake [40]. This could also explain the relatively slow hydrolysis of
PLGA12/88 in the first several weeks. However, PLGA12/88 overtakes PLGA6/94 after
around 60 weeks. This makes sense, taking into account that PLGA6/94 is a semi-crystalline
copolymer and PLGA12/88 is amorphous. The amorphous areas are expected to be more
accessible and therefore more reactive than the crystalline areas [41]. Alternatively, this
may also attribute to higher content of LA-GA ester bonds of PLGA12/88. In short, there
are two competing factors that determine the relative hydrolysis rate of PLGA copolymers
with high GA content: on one hand, higher LA content leads to less hydrophilicity, mainly
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affecting the early stages of hydrolysis, and conversely, the presence of crystalline areas in
copolymers with higher GA content seems to slow down the hydrolysis in the later stage.
The biodegradation of PLGA in soil is much faster than the non-enzymatic hydrolytic
degradation in heavy water. A higher percentage of carbon from PLGA6/94 compared to
that for PLGA12/88 was converted into CO2 within the timeframe of the biodegradation
experiments. At the same time PLGA6/94 yielded more monomer from the hydrolysis
experiments than PLGA12/88 in the early stages of the hydrolysis experiments (before
reaching 50% yield). Furthermore, PLA showed little conversion to CO2 and limited hydrolysis to lactic acid at ambient temperature. It is also clear that the monomers themselves
(LA and GA) all readily degraded to CO2 . These results indicate that enzymatic hydrolysis
is the rate limiting step in the biodegradation of these PLGA polyesters.
The fact that PLGAs with high GA content hydrolyse in water at a relatively high
rate, potentially translates well to marine environments. Although temperatures might not
always be as high, they are not expected to remain for decades. Bagheri et al. observed
the complete degradation (mass loss) of poly(D,L-lactide-co-glycolide) (PLGA50/50) plastic films in seawater within a year, compared to 0% degradation for PLA [42]. PLGA
co-polymers are already known to be biocompatible and therefore used in biomedical
applications, which means they likely pose less of a risk when ingested by fauna [10].
3.3. PLGA versus Commodity Barrier Plastics
The combination of its biodegradability and good barrier properties makes poly(glycolic
acid) (PGA) an interesting polymer. It is, however, difficult to process because of its high
degree of crystallinity [9]. As a result, it is not suitable for most of the bulk packaging applications. Conversely, PLA is easier to handle, but does not have favourable barrier properties
and shows little biodegradation at room temperature (Figure 3a) [43]. Combining the two
in copolyesters, i.e., adding small proportion of LA to PGA, results in more processable
(than PGA) polymers that still possess good barrier properties and biodegradability.
Conventional polymers used for their barrier properties in packaging are PET, polypropylene (PP) and polyethylene (PE). Negligible weight loss or biodegradation of those
polymers was observed after 8 months to 2 years in soil, which is not surprising given the
omnipresent plastic litter from these plastics [44–46]. Bio-based versions of these plastics
are in various stages of development, which deals with the CO2 issue, but not with the
plastic waste problem [47]. Using non-biodegradable plastics for short-lifetime applications,
such as packaging, makes little sense when littering is almost impossible to prevent and/or
composting is used for their end-of-life treatment: micro- and nanoplastics will undeniably
be released and end up in the environment [48,49]. From this point of view PLGA type
materials make sense as packaging materials for the future. An application that appears
to make sense is that of paper coating, as the PLGA degrades even faster than the paper
(cellulose) it is coated on.
Apart from conventional polymers, polyhydroxybutyrate (PHB) and polyhydroxybutyrate-co-hydroxyvalerate (PHBV) have attracted interest for packaging applications since
they are bio-based and biodegradable [50]. Although PHB and PHBV also have good barrier
properties, PLGAs have better thermal properties (glass transition temperature (Tg ), around
40 ◦ C vs. lower than ambient temperature), which allows for more applications [9,43,51].
3.4. Applicability of the Research Method
The Respicond with 95 vessels allows parallel testing of 16 materials with five replicates, including two abiotic controls, six soil blanks and three reference vessels. Assuming
6-month incubation, it would take 8 years for the same experiments with 10 individual
reactors including one abiotic control, three soil blanks and two reference vessels. The
benefit of this setup is that it enables real-time, accurate, online and high-throughput
measurements. The high-throughput, parallel vessel setup allows for testing the biodegradability of (new) plastic materials and for evaluating the effect of variables such as polymer
molecular weight, polymer crystallinity, and the influence of environmental factors such
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as pH, temperature and moisture on the biodegradation rate. Especially considering the
slow nature of the biodegradation of plastics, this high-throughput parallel approach with
automated CO2 release monitoring is key for obtaining significant amounts of data within
a realistic time frame. The required global shift to sustainability is expected to lead to
an increase in the development of novel materials, for which fate-in-nature should be an
important parameter to research. To efficiently achieve this, high-throughput testing is
a must.
The NMR method used allows both qualitative and quantitative analysis for soluble
hydrolysis products in a relatively quick and easy way. Compared to chromatographic
methods, it is far less time-consuming. Although this method requires water-soluble
products with non-overlapping identical peaks, it does not require intermittent (invasive)
sampling, which requires lots of replicates, and the typically time-consuming samples
pre-treatment. Especially, long-term experiments, such as the hydrolysis of polyesters at
ambient temperature, will benefit from this.
For scientific purposes, one would like to determine the biodegradation rate of materials quantitatively and accurately, and understand the processes involved. From a more
societal and industrial perspective it is important to have an indication of the timeframe
in which a material is expected to degrade, since the precise values can be influenced by
many factors that are difficult to determine exactly (different soils, seasonal shifts, etc.). It
is, in a sense, much more important to gain understanding on if and how polymers will
degrade in nature and to make sure that they break down to CO2 and water, rather than
to non-degradable oligomers and small molecules, as to avoid build-up of waste. Using
references such as cellulose and glucose helps to provide a baseline for how long materials
will linger when not disposed of properly.
For certain applications, it makes sense to design for degradability, for example in
agriculture. For most applications, however, reuse and recycling are still preferred over
disposal, for obvious reasons, and environmental fate research relates to what happens
with materials when they inadvertently end up in nature. For any novel materials to be
developed, the platform and methodology described in this paper could provide essential
clues in researching fate-in-nature at an early stage of the development, where these issues
can still be dealt with without escalating cost. Especially polyesters could be tuned for
biodegradability in earlier phases of research by performing these kinds of degradability
studies in parallel with materials development. This can only realistically work using a
high-throughput setup, given the timeframe. A high-throughput system also provides the
opportunity to study the mechanism of polymer biodegradation.
4. Conclusions
In this study, a parallel automated respiration platform (Respicond) was successfully
used for plastic biodegradability testing on poly(lactic-co-glycolic acid) copolyesters high
in glycolic acid content: PLGA12/88 and PLGA6/94. Their conversion to CO2 at ambient
temperature (25 ◦ C) in soil was monitored, providing highly reproducible data. The
biodegradability of copolyesters was comparable to that of cellulose and much higher than
that of PLA, as around 50% of PLGA6/94 and 40% of PLGA12/88 was converted into CO2
within 8 weeks. Furthermore, faster biodegradation was observed for monomers (LA, GA
and lactide) than for the polymers.
In parallel, the non-enzymatic hydrolysis of these polymers was also studied, using
NMR and D2 O. This showed that the polyesters consisted of sections with different sensitivity towards hydrolysis, leading to an uneven release of monomers. Over 60% of both
PLGAs was hydrolysed within 2 years.
The PLGA copolyesters with high glycolic acid content show the potential to biodegrade to CO2 and biomass in a matter of months. This, together with the combination of
good oxygen and moisture barrier properties reported previously, makes them interesting
for food packaging. Especially considering a PLGA-coated paper packaging, the biodegrad-
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able film would result in a home compostable waste, which in areas that lack logistics for
collection and recycle is an interesting alternative to incineration in the open air.
This research also showed that a high-throughput platform allows high quality study
of the biodegradability of novel polymers with various compositions in a time-efficient way,
which can help scope research into novel materials already in the early stages at limited
cost. This is of considerable importance, given the global plastic waste crisis, which will
force a transition to materials that do not endlessly linger in nature. Given the fact that CO2
evolution is always calculated against the natural CO2 evolution in the soil, materials or
chemicals that degrade slowly are more difficult to study.
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Appendix A
Table A1. Constituents of mineral salts solution used to adjust soil moisture [28].
Salts

mg L−1

Potassium dihydrogen phosphate (KH2 PO4 )
Dipotassium hydrogen phosphate (K2 HPO4 )
Disodium hydrogen phosphate dihydrate (Na2 HPO4 ·2H2 O)
Ammonium chloride (NH4 Cl)
Calcium chloride dihydrate (CaCl2 ·2H2 O)
Magnesium sulphate heptahydrate (MgSO4 ·7H2 O)
Iron (III) chloride hexahydrate (FeCl3 ·6H2 0)

85.0
217.5
334.0
50.0
36.40
22.50
0.25

Table A2. pH of soil mixture (0.01 M CaCl2 ) before and after incubation.
Compound

Pre-Incubation pH

Post-Incubation pH

Lactic acid
Lactide
Glycolic acid
PLA
PLGA12/88
PLGA6/94
Blank
Glucose
Cellulose

3.7
3.8
3.6
5.9
5.3
5.1
5.9
5.8
5.8

6.3
6.1
6.4
6.0
5.9
6.0
5.9
6.1
6.2
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Figure A1. 1 H NMR spectra of PLGA 12/88 hydrolysis in D2 O with 2.0 mg dimethyl sulfoxide as
internal standard after 0 and 86 weeks.

References
1.
2.
3.
4.

5.
6.
7.
8.
9.
10.
11.
12.
13.
14.
15.
16.

PlasticsEurope Plastics—The Facts 2020. Available online: https://www.plasticseurope.org/en/resources/publications/4312
-plastics-facts-2020 (accessed on 21 February 2021).
Jambeck, J.R.; Geyer, R.; Wilcox, C.; Siegler, T.R.; Perryman, M.; Andrady, A.; Narayan, R.; Law, K.L. Plastic Waste Inputs from
Land into the Ocean. Science 2015, 347, 768–771. [CrossRef]
De Smet, M. The New Plastics Economy—Rethinking the Future of Plastics & Catalysing Action; Ellen MacArthur Foundation: Cowes,
UK, 2016.
Hamilton, L.A.; Feit, S.; Muffett, C.; Kelso, M.; Rubright, S.M.; Bernhardt, C.; Schaeffer, E.; Moon, D.; Morris, J.; Labbé-Bellas, R.
Plastic & Climate: The Hidden Costs of a Plastic Planet. Available online: https://www.ciel.org/plasticandclimate/ (accessed on
21 December 2021).
Murcia Valderrama, M.A.; van Putten, R.-J.; Gruter, G.-J.M. The Potential of Oxalic—And Glycolic Acid Based Polyesters (Review).
Towards CO2 as a Feedstock (Carbon Capture and Utilization—CCU). Eur. Polym. J. 2019, 119, 445–468. [CrossRef]
Suaria, G.; Avio, C.G.; Mineo, A.; Lattin, G.L.; Magaldi, M.G.; Belmonte, G.; Moore, C.J.; Regoli, F.; Aliani, S. The Mediterranean
Plastic Soup: Synthetic Polymers in Mediterranean Surface Waters. Sci. Rep. 2016, 6, 37551. [CrossRef]
Institute for Bioplastics and Biocomposites. European Bioplastics Report Bioplastics Market Data 2020; Institute for Bioplastics and
Biocomposites: Berlin, Germany, 2020; Volume 2021.
Singhvi, M.; Gokhale, D. Biomass to Biodegradable Polymer (PLA). RSC Adv. 2013, 3, 13558–13568. [CrossRef]
Murcia Valderrama, M.A.; van Putten, R.-J.; Gruter, G.-J.M. PLGA Barrier Materials from CO2 . The Influence of Lactide
Co-Monomer on Glycolic Acid Polyesters. ACS Appl. Polym. Mater. 2020, 2, 2706–2718. [CrossRef]
Wnek, G.; Bowlin, G. Polylactic-Co-Glycolic Acid (PLGA)/Konstantinos Avgoustakis. In Encyclopedia of Biomaterials and Biomedical
Engineering; Wnek, G., Bowlin, G., Eds.; CRC Press: Boca Raton, FL, USA, 2008; pp. 2291–2301. ISBN 978-0-429-15406-5.
Ikeda, S.; Takagi, T.; Ito, K. Selective Formation of Formic Acid, Oxalic Acid, and Carbon Monoxide by Electrochemical Reduction
of Carbon Dioxide. Bull. Chem. Soc. Jpn. 1987, 60, 2517–2522. [CrossRef]
Krzan, A.; Hemjinda, S.; Miertus, S.; Corti, A.; Chiellini, E. Standardization and Certification in the Area of Environmentally
Degradable Plastics. Polym. Degrad. Stab. 2006, 91, 2819–2833. [CrossRef]
Krueger, M.C.; Harms, H.; Schlosser, D. Prospects for Microbiological Solutions to Environmental Pollution with Plastics. Appl.
Microbiol. Biotechnol. 2015, 99, 8857–8874. [CrossRef] [PubMed]
Badia, J.D.; Gil-Castell, O.; Ribes-Greus, A. Long-Term Properties and End-of-Life of Polymers from Renewable Resources. Polym.
Degrad. Stab. 2017, 137, 35–57. [CrossRef]
Sander, M. Biodegradation of Polymeric Mulch Films in Agricultural Soils: Concepts, Knowledge Gaps, and Future Research
Directions. Environ. Sci. Technol. 2019, 53, 2304–2315. [CrossRef] [PubMed]
Ruggero, F.; Gori, R.; Lubello, C. Methodologies to Assess Biodegradation of Bioplastics during Aerobic Composting and
Anaerobic Digestion: A Review. Waste Manag. Res. 2019, 37, 959–975. [CrossRef]

Polymers 2022, 14, 15

17.
18.
19.
20.
21.
22.
23.
24.
25.
26.
27.

28.
29.
30.

31.
32.
33.
34.
35.
36.
37.
38.
39.
40.
41.
42.
43.
44.
45.
46.

15 of 16

Browne, M.A.; Niven, S.J.; Galloway, T.S.; Rowland, S.J.; Thompson, R.C. Microplastic Moves Pollutants and Additives to Worms,
Reducing Functions Linked to Health and Biodiversity. Curr. Biol. 2013, 23, 2388–2392. [CrossRef]
Barboza, L.G.A.; Dick Vethaak, A.; Lavorante, B.R.B.O.; Lundebye, A.-K.; Guilhermino, L. Marine Microplastic Debris: An
Emerging Issue for Food Security, Food Safety and Human Health. Mar. Pollut. Bull. 2018, 133, 336–348. [CrossRef]
Zumstein, M.T.; Narayan, R.; Kohler, H.-P.E.; McNeill, K.; Sander, M. Dos and Do Nots When Assessing the Biodegradation of
Plastics. Environ. Sci. Technol. 2019, 53, 9967–9969. [CrossRef] [PubMed]
Respicond References. Available online: http://www.respicond.com/?page_id=9 (accessed on 16 February 2021).
Chapman, S. A Simple Conductimetric Soil Respirometer for Field Use. Oikos 1971, 348–353. [CrossRef]
Nordgren, A.; Kauri, T.; Bååth, E.; Söderström, B. Soil Microbial Activity, Mycelial Lengths and Physiological Groups of Bacteria
in a Heavy Metal Polluted Area. Environ. Pollut. Ser. A Ecol. Biol. 1986, 41, 89–100. [CrossRef]
Hopkins, D.W.; Marinari, S.; Tilston, E.L.; Halpin, C. Lumbricus Terrestris Counteract the Effects of Modified Lignin Biosynthesis
on the Decomposition of Tobacco Plant Residues. Soil Biol. Biochem. 2005, 37, 1141–1144. [CrossRef]
Nadal-Romero, E.; Cammeraat, E.; Pérez-Cardiel, E.; Lasanta, T. How Do Soil Organic Carbon Stocks Change after Cropland
Abandonment in Mediterranean Humid Mountain Areas? Sci. Total. Environ. 2016, 566–567, 741–752. [CrossRef]
Nordgren, A. Apparatus for the Continuous, Long-Term Monitoring of Soil Respiration Rate in Large Numbers of Samples. Soil
Biol. Biochem. 1988, 20, 955–957. [CrossRef]
Meyer, N.; Welp, G.; Rodionov, A.; Borchard, N.; Martius, C.; Amelung, W. Nitrogen and Phosphorus Supply Controls Soil
Organic Carbon Mineralization in Tropical Topsoil and Subsoil. Soil Biol. Biochem. 2018, 119, 152–161. [CrossRef]
Schlemper, T.R.; Leite, M.F.A.; Lucheta, A.R.; Shimels, M.; Bouwmeester, H.J.; van Veen, J.A.; Kuramae, E.E. Rhizobacterial
Community Structure Differences among Sorghum Cultivars in Different Growth Stages and Soils. FEMS Microbiol. Ecol. 2017, 93.
[CrossRef]
OECD. OECD Test No. 310: Ready Biodegradability—CO2 in Sealed Vessels (Headspace Test); OECD Guidelines for the Testing of
Chemicals, Section 3; OECD Publishing: Paris, France, 2014. [CrossRef]
Hendershot, W.H.; Lalande, H.; Duquette, M. Soil Reaction and Exchangeable Acidity. In Soil Sampling and Methods of Analysis,
2nd ed.; Carter, M.R., Gregorich, E.G., Eds.; CRC Press: Boca Raton, FL, USA, 2007; pp. 173–178. ISBN 978-0-429-12622-2.
ISO. ISO 17556:2019 Plastics—Determination of the Ultimate Aerobic Biodegradability of Plastic Materials in Soil by Measuring the Oxygen
Demand in a Respirometer or the Amount of Carbon Dioxide Evolved; ISO Standard No. 17556:2019; The International Organization for
Standardization: Geneva, Switzerland, 2019.
Smirnova, N.; Demyan, S.; Rasche, F.; Cadisch, G.; Müller, T. Calibration of CO2 Trapping in Alkaline Solutions during Soil
Incubation at Varying Temperatures Using a Respicond VI. Open J. Soil Sci. 2014, 4, 161–167. [CrossRef]
Karamanlioglu, M.; Preziosi, R.; Robson, G.D. Abiotic and Biotic Environmental Degradation of the Bioplastic Polymer Poly(Lactic
Acid): A Review. Polym. Degrad. Stab. 2017, 137, 122–130. [CrossRef]
Venkatachalam, G.; Venkatesan, N.; Suresh, G.; Doble, M. Cyclic β-(1, 2)-Glucan Blended Poly DL Lactic Co Glycolic Acid (PLGA
10:90) Nanoparticles for Drug Delivery. Heliyon 2019, 5, e02289. [CrossRef]
Nandakumar, V.; Geetha, V.; Chittaranjan, S.; Doble, M. High Glycolic Poly (DL Lactic Co Glycolic Acid) Nanoparticles for
Controlled Release of Meropenem. Biomed. Pharm. 2013, 67, 431–436. [CrossRef]
Li, S. Hydrolytic Degradation Characteristics of Aliphatic Polyesters Derived from Lactic and Glycolic Acids. J. Biomed. Mater.
Res. 1999, 48, 342–353. [CrossRef]
Pitt, C.G.; Zhong-wei, G. Modification of the Rates of Chain Cleavage of Poly(-Caprolactone) and Related Polyesters in the Solid
State. J. Control. Release 1987, 4, 283–292. [CrossRef]
Park, T.G. Degradation of Poly(Lactic-Co-Glycolic Acid) Microspheres: Effect of Copolymer Composition. Biomaterials 1995, 16,
1123–1130. [CrossRef]
Schliecker, G.; Schmidt, C.; Fuchs, S.; Wombacher, R.; Kissel, T. Hydrolytic Degradation of Poly(Lactide-Co-Glycolide) Films:
Effect of Oligomers on Degradation Rate and Crystallinity. Int. J. Pharm. 2003, 266, 39–49. [CrossRef]
Muthu, M. Nanoparticles Based on PLGA and Its Co-Polymer: An Overview. Asian J. Pharm. 2009, 3, 266. [CrossRef]
Tracy, M.A.; Ward, K.L.; Firouzabadian, L.; Wang, Y.; Dong, N.; Qian, R.; Zhang, Y. Factors Affecting the Degradation Rate of
Poly(Lactide-Co-Glycolide) Microspheres in Vivo and in Vitro. Biomaterials 1999, 20, 1057–1062. [CrossRef]
Li, S.; Garreau, H.; Vert, M. Structure-Property Relationships in the Case of the Degradation of Massive Poly(α-Hydroxy Acids) in
Aqueous Media. J. Mater. Sci. Mater. Med. 1990, 1, 198–206. [CrossRef]
Bagheri, A.R.; Laforsch, C.; Greiner, A.; Agarwal, S. Fate of So-Called Biodegradable Polymers in Seawater and Freshwater. Glob.
Chall. 2017, 1, 1700048. [CrossRef] [PubMed]
Sangroniz, A.; Zhu, J.-B.; Tang, X.; Etxeberria, A.; Chen, E.Y.-X.; Sardon, H. Packaging Materials with Desired Mechanical and
Barrier Properties and Full Chemical Recyclability. Nat. Commun. 2019, 10, 3559. [CrossRef]
Chiellini, E.; Corti, A.; Giovannini, A.; Narducci, P.; Paparella, A.M.; Solaro, R. Evaluation of Biodegradability of Poly(εCaprolactone)/Poly(Ethylene Terephthalate) Blends. J. Environ. Polym. Degr. 1996, 4, 37–50. [CrossRef]
Arkatkar, A.; Arutchelvi, J.; Bhaduri, S.; Uppara, P.V.; Doble, M. Degradation of Unpretreated and Thermally Pretreated
Polypropylene by Soil Consortia. Int. Biodeterior. Biodegrad. 2009, 63, 106–111. [CrossRef]
Albertsson, A.-C. The Shape of the Biodegradation Curve for Low and High Density Polyethenes in Prolonged Series of
Experiments. Eur. Polym. J. 1980, 16, 623–630. [CrossRef]

Polymers 2022, 14, 15

47.

48.
49.
50.

51.

16 of 16

Siracusa, V.; Blanco, I. Bio-Polyethylene (Bio-Pe), Bio-Polypropylene (Bio-Pp) and Bio-Poly (Ethylene Terephthalate)(Bio-Pet):
Recent Developments in Bio-Based Polymers Analogous to Petroleum-Derived Ones for Packaging and Engineering Applications.
Polymers 2020, 12, 1641. [CrossRef]
Davis, G.; Bulson, H.; Harrison, D.; Billett, E. An Evaluation of Degradable Polyethylene (PE) Sacks In Open Windrow Composting.
Compost. Sci. Util. 2005, 13, 50–59. [CrossRef]
Narayan, R. Carbon Footprint of Bioplastics Using Biocarbon Content Analysis and Life-Cycle Assessment. MRS Bull. 2011, 36,
716–721. [CrossRef]
Boyandin, A.N.; Prudnikova, S.V.; Karpov, V.A.; Ivonin, V.N.; Ðỗ, N.L.; Nguyễn, T.H.; Lê, T.M.H.; Filichev, N.L.; Levin, A.L.;
Filipenko, M.L.; et al. Microbial Degradation of Polyhydroxyalkanoates in Tropical Soils. Int. Biodeterior. Biodegrad. 2013, 83,
77–84. [CrossRef]
Keskin, G.; Kızıl, G.; Bechelany, M.; Pochat-Bohatier, C.; Öner, M. Potential of Polyhydroxyalkanoate (PHA) Polymers Family as
Substitutes of Petroleum Based Polymers for Packaging Applications and Solutions Brought by Their Composites to Form Barrier
Materials. Pure Appl. Chem. 2017, 89, 1841–1848. [CrossRef]

