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ABSTRACT

The replacement of petroleum-based plastics with biodegradable materials emerges as a potential solution to the 
environmental issues caused by the constant consumption of non-degradable plastic materials. Polyhydroxyalkanoates 
(PHA) are natural biopolymers produced by several bacteria species as an evolutive mechanism to store carbon and 
energy. Among these PHA-producing bacteria, the Gram-negative bacterium Cupriavidus necator has been studied 
as the model organism for PHA production due to its high accumulation capacity (up to 90% of dry cell weight). 
Nevertheless, the large-scale production of those biopolymers is still limited by the production costs, especially 
regarding the carbon source, which may represent up to 50% of the total cost of the PHA production process. For 
this study, a bibliometric analysis was conducted to investigate the trends in PHA production studies by C. necator 
with an emphasis on the use of low-cost substrates, in addition to the perspectives for this emerging industry in Latin 
America as a continent with access to significant biomass resources, agroindustry products, and byproducts. The 
Scopus and the Web of Science databases were used for data collection, and a total of 532 and 2995 articles were 
identified for the period between 1992 and 2022, and between 2000 and 2022, respectively.

ARTICLE HIGHLIGHTS

•	 Bibliometric analysis of PHA production from low-cost substrates 
by C. necator was carried out.

•	 Potential and available biomasses in LATAM are reported for 
PHA production.

•	 The most commonly low-cost carbon sources used to production 
of PHA by C. necator are waste oils and fats, sugar-rich residues, 
and derivatives.

1. INTRODUCTION

Bioeconomy has provided new technologies and business solutions 
to industries compared to the traditional and linear fossil-based 
production model [1]. Modern consumption habits have inevitably 
led to the growing generation of plastic waste and the production 
necessary to meet such demand. Conventional plastics derived from 
petrochemical monomers stand out for their mechanical properties, 
biological and chemical resistance, but these advantages for the 
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industry unfortunately have been translated into a big environmental 
problem. In 2021, the annual production of petrochemical-based 
polymeric materials was 390.7 million tons per year [2]. Due to the 
large oil refinery capacity worldwide, monomers required to produce 
synthetic plastic materials are considered low-priced commodities with 
high-volume and high-demand transactions. Likewise, their physical 
properties, such as high mechanical strength, thermal stability, and 
resistance to physicochemical and biological degradation mechanisms, 
have turned plastics into a major pollutant with serious consequences 
for the environment and health [3,4]. An extensive number of studies 
in the past 20  years have shown the effects of plastics pollution in 
marine environments and freshwater ecosystems such as rivers, 
lakes, estuaries, and inland water [4,5]. The current generation of 
plastic waste exceeds in approximately 1% the production since some 
production from previous years incorporates the generation. At less 
12% of plastic waste is mismanaged, leading to ocean inputs of 8 
million tons per year, as reviewed by Albuquerque and Malafaia [6].

Bio-based biopolymers, especially biodegradable ones emerge as 
alternatives in many fields where plastics are currently used as an 
essential material [7]. However, the global production and market 
share of these biopolymers are still incipient, with a volume of 2.217 
million tons per year in 2022, of which only 51.5% corresponds to 
biodegradable bioplastics [8]. By 2027, the total capacity forecast will 
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be 6.3 million tons, distributed as 56.5% and 43.5% for biodegradable 
and bio-based/non-biodegradable bioplastics, respectively.

In the field of bioplastics, biologically compatible polymers are of 
great interest [6,9,10]. The so-called biodegradable plastics can be 
assimilated by microorganisms in short periods (18 months - 2 years), 
under appropriate environmental conditions such as temperature, pH, 
humidity, and nutrient supply [11]. According to review by Albuquerque 
and Malafaia [6], there are several types of commercially available 
biodegradable plastics, such as polyhydroxyalkanoates (PHA) and 
polylactates (PLA), as well as various blends of biopolymers. Among 
the bioplastics, PHA stands as one of the most promissory materials 
for reaching industrial production and massive commercialization in 
the mid-term due to its characteristics and high performance [12].

PHA are biopolymers produced intracellularly by various organisms 
such as archaea, bacteria, yeast, algae, plants, and their recombinant 
forms. These biopolymers are bioaccumulated under limited 
conditions of nitrogen and in excess of carbon source diverting the 
metabolism towards carbon accumulation as energy reservoirs [13]. 
Cupriavidus necator is a Gram-negative bacterium among the 
most studied and employed for PHA synthesis due to the ease of 
cultivation and its ability to accumulate higher amounts of PHA 
from renewable carbon sources such as glucose, fructose, and 
glycerol [14,15]. This bacterium has been given various names over 
time, including Hydrogenomonas eutropha, Alcaligenes eutrophus, 
Ralstonia eutropha, and Wautersia eutropha [16]. At present, more 
than 90 genera of microbial species with the capacity to accumulate 
PHA are reported in the literature, as reviewed by Albuquerque and 
Malafaia [6].

Currently, the PHA industrial production is not profitable compared 
to that of synthetic polymers, as reviewed by Kumar et al. [17]. 
Several factors hamper the production cost of PHA, such as the 
nature and precedence of the carbon source, the cultivation cost, the 
productivity of the process, the efficiency of the metabolic machinery 
in the biosynthesis and the further downstream processing [18,19]. 
The use of inexpensive and easily assimilable substrates, as well as 
microorganisms with high PHA synthesis capacity, may contribute to 
improving the gross margin of PHA production [17]. In this sense, 
(agro)industrial by-products/waste compounds such as glycerol, waste 
vegetable oils, animal fats, wastewater streams with high organic 
content, and sugar-rich materials such as molasses, lignocellulose, 
whey, and starch, as well as mixtures of these feedstocks, are 
envisioned as suitable low-cost substrates for PHA production [20-
22]. Alves et al., recently reviewed PHA-producing companies and 
their global production according to the substrates employed [23]. 
Several investigations have focused on the search for alternative 
substrates  [10,24,25], identification of synthesis pathways [26], 
reconstruction of genome-scale models [27,28], and PHA recovery 
methods [29-31] that enable efficient and economically feasible PHA 
production.

Given the high relevancy and worldwide interest in developing the 
large-scale production of PHA, there is a high volume of scientific 
publications related to PHA, which difficult to get an appropriate 
glance at the main/recent findings on the topic. Bibliometric analysis is 
a useful tool for understanding the evolution, growth, and prospects of 
a research area. In addition, bibliometric analysis allows identifying the 
connection between subjects and even interdisciplinary collaborations 
over time, contributing the researchers to get insights into topics of 
global interest. Furthermore, bibliometric analysis can be used to 
find innovative information that explains/supports recent trends in 

new processes or applications. In the case of PHA production, some 
systematic reviews are available on specific topics such as genetic 
engineering tools for PHA production using inexpensive carbon sources 
for potential large-scale applications [32], continuous cultivation 
processes for PHA production [33], carbon waste streams from (agro)
industrial for a cost-effective and sustainable PHA production [34], 
regulation of PHA synthesis [35], volatile fatty acids as carbons 
sources for PHA production [36], lignocellulosic feedstocks for PHA 
production [37], rapid quantification of intracellular PHA [38], among 
others. However, bibliometric research analysis of studies on PHA 
production is still lacking.

In this study, a bibliometric analysis was carried out to investigate the 
trends of the PHA production by C. necator aimed to provide a clear 
perspective on the current research landscape, highlighting renewable 
and low-cost carbon sources. In addition, the results were used to 
explore the PHA bioeconomy ecosystem in Latin America.

2. MATERIALS AND METHODS

2.1. Database Selection
Data search and collection were performed in the Scopus and WOS 
databases since both are among the largest databases of peer-reviewed 
literature worldwide in the field of science, technology, etc. These 
databases allow for the use of Boolean operators, leading to the 
design of a comprehensive search query. In addition, Scopus and the 
WOS allow exporting bibliometric data into Excel® and text format, 
respectively, which are suitable for further analysis and systematic 
scientific mapping.

2.2. Search Strategy and Bibliometric Indicators
The search query was designed in two search topics joined by the 
Boolean operator “AND”. The first topic was “PHA.” While the 
second topic was H. eutropha, A. eutrophus, C. necator, W. eutropha, 
and R. eutropha, but all the terms were joined by the Boolean operator 
“OR,” to include all the names of C. necator over time.

The search strategy included terms in the article title, abstract, and 
keywords as described elsewhere [39,40]. The document type was 
constrained only to articles (i.e., other document types such as letters, 
editorials, proceedings, and books were excluded), and VOSviewer 
1.6.18 was used for visualization and data analysis [41]. All searches 
were done on March 14, 2023.

For the analysis of the carbon source used to produce PHA, the first 
one thousand author keywords with the greatest total link strength 
were analyzed, and the nodes related to C. necator and carbon sources 
were selected for the bibliometric network mapping.

Search

(TITLE-ABS-KEY (PHA) AND TITLE-ABS-KEY (“H. eutropha”) 
OR TITLE-ABS-KEY (“A. eutrophus”) OR TITLE-ABS-KEY 
(“C. necator”) OR TITLE-ABS-KEY (“W. eutropha”) OR TITLE-
ABS-KEY (“R. eutropha”)) AND (LIMIT-TO (DOCTYPE, “ar”)).

Database: Scopus. Timespan: 1992 - 2022. 532 records were retrieved.

Database: Web of Science (WOS). Timespan: 2000  -  2022. 2995 
records were retrieved.

In all studies, a screening of retrieved articles was performed to exclude 
duplicates. Bibliometric networks were designed to contain between 40 
and 60 nodes for better results visualization. The volume and growth 
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of publications, subject areas, top 10 leading countries, institutions 
and cited papers, co-occurrence keyword network visualization, 
and co-occurrence keyword overlay visualization analysis were the 
bibliometric indicators evaluated in this study. Figure 1 represents the 
methodology described and used in this study.

3. RESULTS AND DISCUSSION

3.1. Evolution of Research Literature Related to PHA 
Production by C. necator
Fulfilling the search criteria for the selected databases, a total of 532 
articles were identified in Scopus between 1992 and 2022, while 2995 
articles were identified in WOS between 2000 and 2022. Figure  2 
shows the evolution of the number of publications per year, showing 
an increase in the number of publications from 2010 onwards in both 
databases. The interest in bioplastics emerged from the global concern 
about the environmental issues of plastic waste and the need for reducing 
petroleum dependence [10]. The increase in publications on the topic 
from 2010 onwards correlates with the appearance of the first policies 
on bioeconomy and the increase in the funding for bioeconomy-related 
topics [42]. In addition, the results indicated that the studies on this 
topic have been conducted mainly in the last two decades (from 2000 
onwards), since the first reports on PHA production optimization and 
genetic engineering of C. necator date back to the early 2000 decade. The 
results and discussion may be presented separately, or in one combined 
section, and may optionally be divided into headed subsections.

Figure 1: Methodology flowchart for bibliometric analysis.

Figure 2: Evolution of research articles related to polyhydroxyalkanoates 
production by Cupriavidus necator during 1992–2022 and 2000–2022 by 

using the Scopus and the Web of Science databases, respectively.

3.2. Most Productive Countries and Research Institutions 
Worldwide in the Scientific Literature on PHA Production by 
C. necator
The Scopus and WOS databases show that the studies on PHA 
production by C. necator have been carried out in Asia (260 and 
1181 papers), Europe (75 and 726 papers), North America (71 and 
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452 papers), and South America (30 and 98 papers), respectively. In 
addition, Japan and Germany are the leader with 83 and 563 papers 
(according to Scopus and WOS) equivalent to 15.6% and 18.7% of 
the world’s scientific production for the period evaluated [Table  1], 
followed by the United States (13% and 15%), respectively. Of the 
total number of countries reported in the mentioned databases, most 
publications are by authors with affiliations from European and Asian 
countries [Table 2]. The above is also consistent with the most cited 
papers in this field as shown in Table 3.

In the top 10 countries, Brazil is the only South American country 
publishing in this area of knowledge with 30 and 98 papers in Scopus 
and WOS, respectively [Table 1]. For the period studied, other Latin 
American countries such as Argentina and Colombia are only in the 
27th  and 28th  position with 5 papers each in Scopus, and 30th  and 
40th position with 31 and 9 papers, respectively, in WOS. This indicates 
that more work needs to be done in this research field, but above all 
that Latin American countries establish policies aimed at promoting 
and strengthening research.

Likewise, when reviewing the scientific production of PHA by 
C. necator from research institutions, it is evident that European and 
Asian institutions are the majority in the top 10. The exception is the 
Massachusetts Institute of Technology (USA), which occupied the 
fifth position [Table 2]. This shows also that they are the countries 
with the highest investment in this scientific research field in the 
world.

3.3. Main Research Approaches on PHA Production by C. necator
Figure  3 shows the top 10 areas of knowledge related to published 
studies on PHA synthesis using C. necator, in both databases. In this 
regard, and based on WOS, the main areas were (i) biotechnology 
applied microbiology, (ii) microbiology, and (iii) biochemistry 
molecular biology, and concentrated 43.2%, 24.6%, and 16.5% of 
the records, respectively. In the case of Scopus, the main areas were 
(i) biochemistry, genetics, and molecular biology (ii) immunology and 
microbiology, and (iii) chemical engineering, and contributed 61.2, 
43.8, and 40.7% of the indexed documents, respectively.

The two areas of knowledge with the most publications and cited 
studies in the databases consulted show that PHA production by 
C.  necator is being worked on and developed in the basic sciences 
with approaches related with submerged cultures by using low-carbon 
sources and at the same time studies in the line of metabolic and 
genetic engineering [Tables 3 and 4].

All the papers listed in Table 3 are research articles that have been the 
basis for supporting recent research in the field of PHA by C. necator. 
The most cited paper in Scopus was authored by Cavalheiro et al. [43] 
and published in 2009. This work describes PHB production by C. 
necator DSM 545 strain using a byproduct from the biodiesel industry 
(glycerol) as a carbon source. The authors explored two strategies 
that seek to enhance PHA production: (i) High-density cultivation 
to increase the volumetric productivity of PHA and (ii) the use of 
low-cost carbon sources. In WOS, the second paper most cited was 
authored by Pohlmann and collaborates [44], and published in 2006. 
The authors reported the complete genome sequence of the two 
chromosomes of C. necator H16. This paper provides an analysis that 
has undoubtedly been the basis for researchers to continue to explore 
the biotechnological potential of this microorganism and at the same 
time to understand its metabolic diversity.

Table 1: Top 10 most productive research countries worldwide on the topic 
of PHA.

Database Country/Region Number of publications

Scopus Japan 83

United States 71

South Korea 58

Malaysia 48

China 47

Germany 46

Brazil 30

United Kingdom 29

Russian Federation 26

WOS Germany 563

United States 452

Japan 401

China 282

South Korea 203

England 163

India 159

Malaysia 136

France 113

Brazil 98
PHA: Polyhydroxyalkanoates, WOS: Web of Science

Table 2: Top 10 most productive research institutions worldwide on the 
topic of PHA production.

Database Research Institution Number of 
publications

Scopus Tokyo Institute of Technology 45

Universiti Sains Malaysia 38

Siberian Branch, Russian Academy of Sciences 23

Biophysics Institute of the Siberian Branch of 
the RAS

23

Massachusetts Institute of Technology 18

Tsinghua University 18

Westfälische Wilhelms‑Universität Münster 16

Riken 16

Korea Advanced Institute of Science and 
Technology

15

WOS Tokyo Institute of Technology 138

University Of Munster 124

Universiti Sains Malaysia 103

Humboldt University of Berlin 99

Riken 95

Technical University of Berlin 95

Helmholtz Association 76

Centre National de la Recherche Scientifique 
CNRS

73

Chinese Academy of Sciences 68

Udice French Research Universities 61
PHA: Polyhydroxyalkanoates, WOS: Web of Science
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3.4. Bibliometric Networks of Production of PHA by C. necator
Figures 4 and 5 shows the bibliometric networks of research topics 
related to PHA production by C. necator by using Scopus and 
WOS, respectively. The network visualization of Scopus contains 
32 nodes grouped into 9 clusters [Figure 4a] while the WOS has 38 
nodes grouped into 7 clusters [Figure  5a]. Figures  4b and 5b show 
which topics have focused the research over time, respectively. The 
clusters of Figure 4a (color-coded) can be classified as follow: cluster 
1 (red color): fermentation, optimization, biodiesel; cluster 2 (green 
color): molecular weight, palm oil, C. necator, recovery, recombinant 
Escherichia coli; cluster 3 (blue color): bioconversion, biosynthesis, 
PHA, characterization; cluster 4 (yellow color): Escherichia coli, 
metabolic engineering, synthetic biology, Pseudomonas putida, PHB; 
cluster 5 (purple color): bioplastic, biorefinery, levulinic acid; cluster 

6 (magenta blue color): copolymer, pha synthase, substrate specificity; 
cluster 7 (orange color): PHBV, volatile fatty acids; cluster 8 (brown 
color): biodegradable plastics and cluster 9 (pink color): β-oxidation.

The information retrieved from WOS displays the clusters as follows: 
cluster 1 (red color): PHBV, biodegradable plastics, activated sludge, 
volatile fatty acids, fed-batch fermentation; cluster 2 (green color): 
bacteria, biodegradation, bioremediation, hydrogen, hydrogenase; 
cluster 3 (blue color): Bacillus megaterium, glycerol, fermentation, 
optimization, characterization; cluster 4 (yellow color): molecular 
weight, palm oil, substrate specificity; cluster 5 (purple color): 
biodegradable polymer, PHBHHX, P. putida; cluster 6 (magenta blue 
color): bioplastic, biorefinery, recovery; and cluster 7 (orange color): 
Escherichia coli, metabolic engineering, synthetic biology [Figure 5a].

Table 3: Top 10 highest cited papers on the topic of PHA production according to Scopus.

Title Year Journal Citations number References

Poly (3‑hydroxybutyrate) production by Cupriavidus necator using waste 
glycerol

2009 Process Biochemistry 326 [43]

Environmental analysis of plastic production processes: Comparing 
petroleum‑based polypropylene and polyethylene with biologically‑based 
poly‑β‑hydroxybutyric acid using life cycle analysis

2007 Journal of 
Biotechnology

310 [45]

Environmental life cycle comparison of PHA produced from renewable 
carbon resources by bacterial fermentation

2003 Polymer Degradation 
and Stability

293 [46]

High yield production of PHA from soybean oil by Ralstonia eutropha and 
its recombinant strain

2004 Polymer Degradation 
and Stability

260 [47]

Production of PHA from waste materials and by‑products by submerged 
and solid‑state fermentation

2009 Bioresource 
Technology

230 [48]

Metabolic engineering of Escherichia coli for the production of polylactic 
acid and its copolymers

2010 Biotechnology and 
Bioengineering

224 [49]

Multiple β‑ketothiolases mediate poly(β‑hydroxyalkanoate) copolymer 
synthesis in Ralstonia eutropha

1998 Journal of 
Bacteriology

189 [50]

Efficient production of PHA from plant oils by Alcaligenes eutrophus and 
its recombinant strain

1998 Applied 
Microbiology and 
Biotechnology

184 [51]

PHA synthase activity controls the molecular weight and polydispersity of 
polyhydroxybutyrate in vivo

1997 Nature Biotechnology 178 [52]

Microbial utilization and biopolyester synthesis of bagasse hydrolysates 2008 Bioresource 
Technology

168 [53]

PHA: Polyhydroxyalkanoates

Figure 3: Contributions in polyhydroxyalkanoates production by Cupriavidus necator per area of knowledge (a) between 2000 and 2022 in Web of Science 
(b) between 1992 and 2022 in Scopus.

ba
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In summary, and considering the information retrieved from both 
databases, we consider highlighting the inexpensive carbon sources 
for PHA production, and their relationship with the Latin American 
Bioeconomy.

3.5. Carbon Sources for PHA Production
The main barrier to the large-scale production of PHA is the high cost 
of the carbon source used, representing up to 50% of the total cost 
of the bioplastic. Therefore, recent research has included the search 
for low-cost raw materials as a priority, including raw materials from 
(agro)industrial by-products, as well as renewable sources, which 
guarantee stable and cost-effective production over time [62].

Figure 6 shows the bibliometric networks of carbon sources used in the 
production of PHA by C. necator for the periods 1992-2022 and 2000-
2022 by using Scopus [Figure 6a] and WOS [Figure 6b] databases, 
respectively. A review of the networks over time shows that the first 
carbon sources used to produce PHA by C. necator were invert sugars, 
organic acids, activated sludge, among others. These studies date back 
to the year 2000. For the years 2010–2015, the production of PHA is 
centered on waste oil, oleic acid, waste glycerol, and from 2020, the 
trend is to use carbon sources such as vinasse, sugarcane molasses, 
fruit residues, CO2, starchy and vegetable oils.

One of the great current efforts in the field of research on PHA 
production is the tireless search for rational alternatives to reduce the 
production costs of these biopolymers. Carbon sources from agro-
industrial, domestic, and industrial wastes are currently the subject 
of study in most of the research related to PHA, as reviewed by 
Guleria et al. [62]. In this section, the carbon sources most used in the 
production of PHA by C. necator are discussed, considering the results 
of the bibliometric analysis [Figure 6].

3.5.1. Fat and oils residues
As the research shows, there is currently a great interest in the use 
of waste fats and oils as raw materials to obtain new value-added 
products. The generation of waste from the meat industry worldwide 

represents 20% of the total waste generated by the food industry. As 
a result, animal fat is being valorized to produce various products, 
including PHA, as a result of the waste management policies of many 
countries and the interest of the scientific community in optimizing 
resources and reducing environmental impact [63].

Fats obtained from different by-products of the meat industry were used 
to obtain the copolymer poly(hydroxybutyrate-co-hydroxyhexanoate) 
[P(HB-co-HHx)], using R. eutropha Re2058/pCB113. Initially, the 
by-products of this industry were subjected to either mechanical or 
enzymatic pre-treatment. Then, the fat was obtained by means of a 
thermo-pressure hydrolysis process at a temperature of 130–180°C 
and pressure of 3–20 bars, followed by a separation phase. To obtain 
the polymer, they used pork fat, fish fat, pork fat/protein emulsion, 
pork mineral-fat-mixture, pork fat-greaves, and canola oil as carbon 
sources. The authors report an accumulation of 90% of the polymer 
with a HHx content of 12%–26 mol% [64]. Gutschmann et al. [65], 
using the same strain, employed animal fat to produce P(HB-co-
HHx). For the use of fat as a carbon source they carried out thermal 
liquefaction, using a 150 L pilot scale double jacketed feeding system, 
employing continuous feeding. The laboratory scale cultures yielded 
results of 80% PHA accumulation and 17 mol% HHX content. Riedel 
et al. [66] evaluated of production of PHA using low-quality and 
poorly consumable animal fats after an emulsification strategy. The 
authors conducted cultivations of the wild-type R. eutropha strain H16 
for PHB production and also cultivations of the recombinant strain 
Re2058/pCB113 for the production of P(HB-co-HHx) copolymer. An 
accumulation of 79–82% PHB was achieved with wild-type strain 
while recombinant strain reached 49–72% (w/w) of PHA per CDW 
with an HHx content of 16–27 mol%.

Our search also showed that waste oils are low-cost sources of carbon 
to produce PHA. Indeed, many research reporting the use of olive oil 
waste effluent used cooking oil, palm oil, coffee waste oil, jatropha oil, 
and other oils [62,67-70]. Coffee waste is also an inexpensive substrate 
containing fatty acids. Poly(3-hydroxybutyrate-co-3-hydroxyhexanoate) 
was produced in engineered strain C. necator Re2133 overexpressing 

Table 4: Top 10 highest cited papers on the topic of PHA production according to WOS.

Title Year Journal Citations number References

Water splitting‑biosynthetic system with CO2 reduction 
efficiencies exceeding photosynthesis

2016 Science 571 [54]

Genome sequence of the bioplastic‑producing “Knallgas” 
bacterium Ralstonia eutropha H16

2006 Nature Biotechnology 424 [44]

Bacterial respiration: a flexible process for a changing 
environment

2000 Microbiology‑SGM 424 [55]

Metabolic engineering of Saccharomyces cerevisiae for the 
production of n‑butanol

2008 Microbial Cell Factories 365 [56]

Molecular analysis of the copper‑transporting efflux system 
CusCFBA of Escherichia coli

2003 Journal of Bacteriology 365 [57]

Taxonomy of the genus Cupriavidus: a tale of lost and found 2004 International journal of systematic 
and evolutionary microbiology

368 [58]

Producing microbial PHA biopolyesters in a sustainable manner 2017 New Biotechnology 308 [59]

Poly (3‑hydroxybutyrate) production by Cupriavidus necator 
using waste glycerol

2009 Process Biochemistry 286 [43]

Production of isoprenoid pharmaceuticals by engineered 
microbes

2006 Nature Chemical Biology 277 [60]

The crystal structure of an oxygen‑tolerant hydrogenase 
uncovers a novel iron‑sulphur centre

2011 Nature 276 [61]

PHA: Polyhydroxyalkanoates, WOS: Web of Science
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(R)-specific enoyl coenzyme-A hydratase (phaJ) and PHA synthetase 
(phaC2) with deletion of acetoacetyl Co-A reductases (phaB1, phaB2, 
and phaB3) from coffee waste oil. PHA copolymer yield was 69% and 
was obtained with a coffee oil concentration of 1.5% and C/N ratio of 
20. In addition, the PHA accumulation PHA consisted of HB (78 mol%) 
and HHx (22 mol%) [67].

Glycerol is another residual carbon source from oil processing, which is 
used in the synthesis of PHA. Indeed, PHA of different compositions was 
synthesized by using glycerol as a carbon substrate. In that work, PHB was 
effectively synthesized by C. eutrophus B-10646 (a patented engineered 
strain of C. necator) in fed-batch cultivations with purity degrees ranging 
82–99%, yielding a maximum of 78% polymer accumulation  [71]. 
Furthermore, tung oil, a natural oil obtained from the seeds of the tung 
tree, which is used industrially to treat wood because of its high strength, 
was used as a carbon source using the R. eutropha Re2133/pCB81 strain 

to produce the terpolymer P(3HB-co-3HV-co-3HHx) [72]. Furthermore, 
the authors also reported that the oil coating on the surface of the PHA 
films had antioxidant activity. This bioactive PHA may be expanded to 
medical field applications.

3.5.2. Sugar-rich residues and derivatives
The world sugar industry produces roughly 70 million tons of molasses 
per year. Despite it being considered a byproduct of sugar production, its 
world trade is consistently decreasing due to the valorization activities 
on site. Bioplastics production is also an interesting alternative for 
sugar waste valorization. Currently, research on engineered PHA 
producers from sugar byproducts is still low. C. necator has a deficient 
utilization of simple sugars as a carbon source for PHA production. 
Therefore, some engineered strains have been constructed to allow 
the assimilation of simple sugars as a substrate in the production of 

Figure 4: Bibliometric network of studies related to polyhydroxyalkanoates production by Cupriavidus necator between 1992 and 2022 in Scopus (a) Network 
visualization of the research-topic map (b) Overlay visualization of the research-topic map. The minimum number of occurrences of a keyword is 5.

b
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PHA. Recombinant strains of C. necator expressing genes phaC1437 
from Pseudomonas sp. 6-19, pct540 from Clostridium propionicum, 
sac from Mannheimia succinici producens and ldhA from E. coli can 
produce poly (3-hydroxybutyrate-colactate) using sucrose as the sole 
carbon source [73].

The pathway for sucrose utilization was introduced in an 
engineered C.  necator by introducing the sacC gene encoding the 
β-fructofuranosidase from M. succiniciproducens. The enzyme 
hydrolyzes sucrose into glucose and fructose and PHB yield reached 
73% in cultivations with 20  g/L sucrose concentration. The same 
strain was cultivated using sugarcane molasses pre-treated with 
activated carbon as the carbon source to produce PHB and poly(3-
hydroxybutyrate-co-lactate). The final PHB content achieved was 
82.5% in batch fermentations [74].

Sugar-rich hydrolysates as inexpensive carbon sources have been 
also used for PHA production. Strains of C. necator have been used 

to synthesize PHB from wheat bran hydrolysates [75]. Likewise, 
recombinant strains of this same bacterium have been engineered to 
metabolize arabinose, by heterologous expression of a set of E. coli 
genes [76].

C. necator H16 and C. necator 5119 strains were co-cultured with 
Bacillus subtilis since it is a sucrose hydrolyzing organism resulting 
in 45% PHA production and propionic acid, which is a precursor for 
the hydroxyvalerate monomeric unit. Thus, the microbial consortia 
produced 66% poly(3-hydroxybutyrate-co-3-hydroxyvalerate) having 
16 mol% hydroxyvalerate, showing that co-culture strategy allows 
overcoming the requirement of a previous strain engineering for 
sucrose utilization in PHA production [77].

Vinasse was also used as a basal medium for PHB production with 
C. necator L359PCJ, which uses glycerol from vinasse as a carbon 
source rather than residual sugars. Experiments in CSTR bioreactors 
using a medium concentrated vinasse based produced a PHB content 

Figure 5: Bibliometric network of studies related to polyhydroxyalkanoates production by Cupriavidus necator between 2000 and 2022 in Web of Science (a) Network 
visualization of the research-topic map (b) Overlay visualization of the research-topic map. The minimum number of occurrences of a keyword is 15.
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of 66.3% [78]. Recently, C. necator B-10646 was grown on sugar beet 
molasses previously hydrolyzed with β-fructofuranosidase, converting 
89% of the sucrose (88.9%) into glucose and fructose. In that case, the 
maximum PHB content reached was 80% [79].

Starch is a high-quality glucose source with high availability and low 
cost. C. necator DSM 545 has been reported as unable to grow on starch. 
To overcome this limitation, a recombinant strain was constructed 
expressing glucodextranase G1d from Arthrobacter globiformis I42 
and the α-amylase amyZ from Zunongwangia profunda SM-A87. PHA 
yields were 34, 52, and 63% with purple sweet potato waste, broken rice, 
and raw corn starch, respectively [80]. Similar results were obtained in 
the R. eutropha DSM 545 strain using simultaneous saccharification 
and fermentation along with the addition of commercial amylases [81]. 
Furthermore, PHA production using cassava starch hydrolysate using 
C. necator KKU38 cultivated under N-limited conditions produced 
61.60% of PHB. Cassava flour hydrolysates were also used in the 
cultivation of C. necator H16 yielding a PHA accumulation of 64% [82].

3.6. Perspectives for the Latin American Bioeconomy
Currently, green innovativeness is considered a significant component 
of economic progress, environmental sustainability, and improving 
wellness levels [83]. For the period studied, the results showed the 
global collaboration network of the PHA scientific ecosystem. Clearly, 
Germany, the USA, China, Japan, South  Korea, France, England/
United  Kingdom, Malaysia, Belgium, and India, among others, 
show the strongest collaboration and higher number of contributions 
[Figure 7]. Most of EU countries are also part of intense collaboration, 
which remarks the compromise of the economic community 
in  advancing toward a sustainable bioeconomy and particularly, in 
the substitution of petrochemical-based materials. As depicted in 
Figures 7a and 7b, countries that are not part of the most industrialized 
economies but are important in the primary sector and biomass 
resources such as Malaysia, India, and Latin America (with Brazil as 
the main contributor), also contribute significantly to the knowledge 
in PHA production.

Figure 6: Overlay visualization of the research-topic map of studies of Cupriavidus necator related to carbon source to produce polyhydroxyalkanoates (a) Scopus 
and (b) Web of Science. The minimum number of occurrences of a keyword is 1.

b
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Research in topics such as biomaterials and green chemistry is 
emerging and growing fast since those areas are expected to play 
an important role in a low-carbon economy and the generation of 
innovative bioindustries [1]. Concerning the large-scale production of 
bio-based chemicals, the OECD proposes that around 35% of industrial 
chemicals are substituted by bio-based chemicals by 2030. Latin 
America contributes approximately 4% of the global virgin plastics 
production, equivalent to 14.4 million tons, destined mostly for the 
domestic markets. As for 2022, the world’s bioplastics production 
was 2.217 million tons, which is less than 1% of the total demand for 
plastics [8]. The share of bioplastics production with respect to fossil-
derived materials in Latin America follows the same trend; currently, it 
is only 1.3%. Nevertheless, when observed the sole bioplastics market 
Latin America contributes 9% of the total bioplastics production, 
equivalent to 189 thousand tons [84].

The bioplastics industry is growing fast, with a projected growth 
rate of 3.7% for 2023, which means for Latin America a value of 2 
billion USD [84]. In the current global plastics market, only Mexico 
is an important player, with 5% of the total polymer exports given its 
important refining capacity in the region. On the opposite side, Brazil 
is expected to become a big player in the biodegradable polymers 
industry with an important share in the market for bioplastics, 

considering its leadership in the sugar and oleaginous exportations 
with 20% and 30% of the global trade, respectively [85]. Apart 
from Brazil, Argentina is the 5th world exporter of oleaginous seeds, 
while Mexico, Colombia, and Guatemala are in the top 20 sugar 
exporters [85]. As it has been previously shown, those materials are 
the source of prospective inexpensive substrates for PHA production. 
The geographical and meteorological conditions favor the crops, 
plantations, and husbandry activities, which allows the continuous 
production of biomass during the whole year. These conditions might 
become Latin America an interesting hub for the production of PHA, 
bioplastics and, in general, many different bioproducts required for the 
transition towards a sustainable bioeconomy.

The world production of bioplastics is forecasted to triplicate in 2026 
the production of 2021 up to 7.6 million tons, in which at less 70% 
would be biodegradable and the rest biobased non-biodegradable [8]. 
Nevertheless, this is still a very low percentage (2%) of global plastics 
production; hopefully, the growth would be higher as new regulations 
and restrictions on the use of nonbiodegradable plastics are introduced 
worldwide. Since Brazil is the world leader in the sugarcane industry 
and oleaginous seeds production, it has comparative and competitive 
advantages that can be also irradiated to its neighbor countries with 
similar geographic conditions. This also depends on effective economic 

Figure 7: Latin American collaborations network of studies related to production polyhydroxyalkanoates by Cupriavidus necator, (a) Scopus and (b) Web of 
Science. The minimum number of occurrences of a keyword is 5.
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integration between the South American countries and infrastructure 
developments that increase their competitiveness.

In the last years, Brazil has experienced the fastest industrial growth 
in bioplastics production in Latin America due to the very developed 
agro-industrial activity and big bioethanol distilleries that produce 
different kinds of biowaste with the potential for transformation 
into added-value bioproducts. Certainly, Brazil is called to lead the 
transition toward bioplastics in the continent; currently, this country 
accounts for more than 50% of the total bioplastics production in 
South America. An important pool of multinationals such as Amcor, 
Arkema, BASF, BioAmber, DowDuPont, Mitsubishi Chemical 
Corporation, NatureWorks LLC, Novamont, Solvay, and many others 
have a presence in the country, in addition to the local Braskem, which 
is the largest petrochemical company in Latin America. All of them 
have established plans in the country with the aim to develop bioplastic 
production facilities. Indeed, the UN Economic Commission for 
Latin America and the Caribbean (ECLAC) recognized in 2020 the 
production of a bioplastic developed by Braskem as one of the most 
outstanding cases of sustainable development in the continent.

In this interesting panorama, the PHA production is expected to 
multiply 10-fold the current small production of 56 thousand tons, by 
2027 [8]. Latin America is a region with a high potential for biomass 
production given the availability of cultivable land, fertile soils, and 
water supply that favor the consolidation of production chains in food 
production, fibers and forestry, bioproducts, and bioenergy [86]. In 
addition, the availability of large amounts of waste biomass generated 
in the primary sector of the economy still lacks adequate waste 
management in many geographical areas.

Since the most prospective low-cost substrates, namely fats and oils, 
sugars, starch and their derivatives are readily available in Latin 
America from different sources, positive perspectives are envisioned 
for the establishment of processes for PHA and other bioplastics 
production in the continent. Some estimations indicate that Latin 
America could host up to 45-50% of the global bioplastics production. 
However, the funding of research in the region is considerably low 
when compared to USA, Asia, and Europe. The mean investment in 
science, technology, and innovation in the region is less than 1% of 
the GDP; this condition limits the scientific capacities of the Latin 
American countries, turning them into low-specialized economies 
that import technology, act as raw materials suppliers, or serves as a 
location for industrial outsourcing.

Recently, Moshood et al. [83] examined the biodegradable plastic 
product innovation across biodegradable plastic firms and non-
governmental organizations (NGOs) emphasizing energy savings, 
public policies, and reductions in materials and pollution control as 
strategic points for business leaders, academics, and policymakers. The 
ECLAC has identified some common issues to be solved to promote 
the bioeconomy-related industries in Latin America: (i) absence of 
adequate regulatory frameworks, (ii) complexity of national regulatory 
processes, (iii) weak capacities to comply with external regulations in 
the target markets for bioproducts, (iv) incompatibility of regulations 
between conventional products and similar bioproducts and 
(v)  difficulty in enforcing existing regulations [86]. The knowledge 
of the different kinds of biomass available, the formulation of precise 
public policies, the increase of the cooperation for the development 
of scientific and technological capabilities and the identification of 
the market potential, products, and applications would help to faster 
adoption of bioplastics in the region and towards the external markets.

3.7. Business Landscape in Colombia
Colombian’s biomass residues account for about 20 million metric 
tons annually. However, the Colombian’s government estimates 
this potential up to 43 million tons of biomass residues. Here, the 
agricultural sector plays an important role in Colombia´s bioeconomy, 
for example, 33 megatons of sugarcane were produced in 2019 [87]. 
The following are some of the productions in this sector (in metric 
tons): Coffee (720,000), corn (1.3 million), potatoes (3.1 million), palm 
oil (5.8 million), bananas (3.7 million), pineapples (900,000), avocado 
(325,000) [88]. Thus, the potential of Colombia, and other neighboring 
countries such as Ecuador, Peru, and Brazil, could contribute to low-
cost coal sources for the production of PHA.

4. CONCLUSIONS

A clear scientific interest in the use of low-cost feedstocks (such as 
starch, waste fats and oils, molasses, and cellulose hydrolysates) 
for PHA production by C. necator arose during the last decade. The 
geographical and meteorological conditions of Latin America may 
open the opportunity to establish productive processes of PHA and 
bioplastics production in the region thanks to the high availability of 
biomass, products, and byproducts from agroindustry during the whole 
year. From regulatory and cooperation standpoints, efforts are required 
to establish a clear framework in Latin America for the development of 
bioeconomy initiatives. It is also necessary to intensify the research and 
strengthen the collaboration on this topic, especially in those regions 
that may act as potential hubs for the PHA and bioplastic production in 
the near future. Further studies and more intense scientific collaboration 
may contribute to achieving the objective of feasible and profitable PHA 
production as a real substitution alternative for conventional plastics.

5. ACKNOWLEDGMENTS

Martha L Ascencio-Galván acknowledges MinCiencias for funding 
her doctoral studies under the Bicentennial Doctoral Excellence 
Scholarship program.

6. AUTHORS’ CONTRIBUTIONS

Conceptualization, V.A.L-A and H.R.-M.; methodology, M.L.A-G 
and H.R.-M.; software, M.L.A-G.; validation, M.L.A-G and H.R.-M.; 
formal analysis, M.L.A-G and D.G-R.; investigation, M.L.A-G.; 
resources, M.L.A-G.; data curation, M.L.A-G.; writing—original draft 
preparation, M.L.A-G.; writing—review and editing, D.G-R, V.A.L-A 
and H.R.-M.; visualization, M.L.A-G.; supervision, V.A.L.-A and 
H.R.-M.; project administration, H.R.-M. All authors have read and 
agreed to the published version of the manuscript.

7. FUNDING

The authors acknowledge the funding by Vicerrectoría de 
Investigaciones, Universidad del Valle, Project CI-21191.

9. ETHICAL APPROVALS

This study does not involve experiments on animals or human subjects.

10. DATA AVAILABILITY

All the data is available with the authors and shall be provided upon request.

8. CONFLICTS OF INTEREST

The authors report no financial or any other conflicts of interest in this
work.



Galván, et al.: A bibliometric landscape of polyhydroxyalkanoates production by C. necator 2024;12(2):48-61 59

11. PUBLISHER’S NOTE

This journal remains neutral with regard to jurisdictional claims in 
published institutional affiliation.

REFERENCES

1.	 Wei X, Liu Q, Pu A, Wang S, Chen F, Zhang L, et al. Knowledge 
mapping of bioeconomy: A bibliometric analysis. J Clean Prod 
2022;373:1-11.

2.	 AISBL. Plastics-the Facts 2022; 2023. Available from: https://
plasticseurope.org/es/knowledge-hub/plasticos-situacion-en-2022 
[Last accesed on 2023 Mar 18].

3.	 Bradney L, Wijesekara H, Palansooriya KN, Obadamudalige N, 
Bolan NS, Ok YS, et al. Particulate plastics as a vector for toxic 
trace-element uptake by aquatic and terrestrial organisms and human 
health risk. Environ Int 2019;131:104937.

4.	 Lehner R, Weder C, Petri-Fink A, Rothen-Rutishauser B. Emergence 
of nanoplastic in the environment and possible impact on human 
health. Environ Sci Technol 2019;53:1748-65.

5.	 Kasavan S, Yusoff S, Rahmat Fakri MF, Siron R. Plastic pollution 
in water ecosystems: A bibliometric analysis from 2000 to 2020. J 
Clean Prod 2021;313:127946.

6.	 Albuquerque PB, Malafaia CB. Perspectives on the production, 
structural characteristics and potential applications of bioplastics 
derived from polyhydroxyalkanoates. Int J Biol Macromol 
2018;107:615-25.

7.	 Choi TR, Song HS, Han YH, Park YL, Park JY, Yang SY, et al. 
Enhanced tolerance to inhibitors of Escherichia coli by heterologous 
expression of cyclopropane-fatty acid-acyl-phospholipid synthase 
(cfa) from Halomonas socia. Bioprocess Biosyst Eng 2020;43: 
909-18.

8.	 EUBP. European Bioplastics; 2023. Available from: https://www.
european-bioplastics.org/bioplastics/materials/biodegradable [Last 
accessed on 2023 Mar 15].

9.	 Mathuriya AS, Yakhmi JV. Polyhydroxyalkanoates: Biodegradable 
plastics and their applications. In: Handbook of Ecomaterials. Vol. 4. 
Berlin: Springer International Publishing; 2019. p. 2873-900.

10.	 Mannina G, Presti D, Montiel-Jarillo G, Carrera J, Suárez-Ojeda 
ME. Recovery of polyhydroxyalkanoates (PHAs) from wastewater: 
A review. Bioresour Technol 2020;297:122478.

11.	 Sudesh K, Abe H, Doi Y. Synthesis, structure and properties of 
polyhydroxyalkanoates: Biological polyesters. Prog Polym Sci 
(Oxford) 2000;25:1503-55.

12.	 Chen GQ. A microbial polyhydroxyalkanoates (PHA) based bio- and 
materials industry. Chem Soc Rev 2009;38:2434-46.

13.	 Koller M, Mukherjee A. Polyhydroxyalkanoates - Linking 
properties, applications, and end-of-life options. Chem Biochem Eng 
Q 2020;34:115-29.

14.	 Cavalheiro JM, De Almeida MC, Da Fonseca MM, De Carvalho 
CC. Adaptation of Cupriavidus necator to conditions favoring 
polyhydroxyalkanoate production. J Biotechnol 2012;164:309-17.

15.	 Gahlawat G, Srivastava AK. Model-based nutrient feeding strategies 
for the increased production of polyhydroxybutyrate (PHB) by 
Alcaligenes latus. Appl Biochem Biotechnol 2017;183:530-42.

16.	 Vaneechoutte M, Kämpfer P, De Baere T, Falsen E, Verschraegen G. 
Wautersia gen. nov., a novel genus accomodating the phylogenetic 
lineage including Ralstonia eutropha and related species, and 
proposal of Ralstonia [Pseudomonas] syzygii (Roberts et al. 1990) 
comb. nov. Int J Syst Evol Microbiol 2004;54:317-27.

17.	 Kumar M, Rathour R, Singh R, Sun Y, Pandey A, Gnansounou E, et 
al. Bacterial polyhydroxyalkanoates: Opportunities, challenges, and 
prospects. J Clean Prod 2020;263:121500.

18.	 Haque MA, Priya A, Hathi ZJ, Qin ZH, Mettu S, Lin CS. 
Advancements and current challenges in the sustainable downstream 

processing of bacterial polyhydroxyalkanoates. Curr Opin Green 
Sustain Chem 2022;36:100631.

19.	 Lee GN, Na J. Future of microbial polyesters. Microb Cell Fact 
2013;12:54.

20.	 Volodina E, Raberg M, Steinbüchel A. Engineering the heterotrophic 
carbon sources utilization range of Ralstonia eutropha H16 for 
applications in biotechnology. Crit Rev Biotechnol 2016;36:978-91.

21.	 Argiz L, Fra-Vázquez A, del Río ÁV, Mosquera-Corral A. 
Optimization of an enriched mixed culture to increase PHA 
accumulation using industrial saline complex wastewater as a 
substrate. Chemosphere 2020;247:125873.

22.	 Sangkharak K, Paichid N, Yunu T, Klomklao S, Prasertsan P. 
Utilisation of tuna condensate waste from the canning industry as 
a novel substrate for polyhydroxyalkanoate production. Biomass 
Convers Biorefin 2020;11:2053-64.

23.	 Alves AA, Siqueira EC, Barros MP, Silva PE, Houllou LM. 
Polyhydroxyalkanoates: A review of microbial production and 
technology application. Int J Environ Sci Technol 2022;20:3409-20.

24.	 Jariyasakoolroj P, Leelaphiwat P, Harnkarnsujarit N. Advances in 
research and development of bioplastic for food packaging. J Sci 
Food Agric 2019;100:5032-45.

25.	 Shruti VC, Kutralam-Muniasamy G. Bioplastics: Missing link in the 
era of Microplastics. Sci Total Environ 2019;697:134139.

26.	 Mozejko-Ciesielska J, Mostek A. A 2D-DIGE-based proteomic 
analysis brings new insights into cellular responses of Pseudomonas 
putida KT2440 during polyhydroxyalkanoates synthesis. Microb 
Cell Fact 2019;18:93.

27.	 Park JM, Kim TY, Lee SY. Genome-scale reconstruction and in silico 
analysis of the Ralstonia eutropha H16 for polyhydroxyalkanoate 
synthesis, lithoautotrophic growth, and 2-methyl citric acid 
production. BMC Syst Biol 2011;5:101.

28.	 Pearcy N, Garavaglia M, Millat T, Gilbert JP, Song Y, Hartman H, 
et al. A genome-scale metabolic model of Cupriavidus necator H16 
integrated with TraDIS and transcriptomic data reveals metabolic 
insights for biotechnological applications. PLoS Comput Biol 
2022;18:1-35:e1010106.

29.	 Pérez-Rivero C, López-Gómez JP, Roy I. A sustainable approach 
for the downstream processing of bacterial polyhydroxyalkanoates: 
State-of-the-art and latest developments. Biochem Eng J 
2019;150:107283.

30.	 Zainab-L I, Sudesh K. High cell density culture of Cupriavidus necator 
H16 and improved biological recovery of polyhydroxyalkanoates 
using mealworms. J Biotechnol 2019;305:35-42.

31.	 Bocaz-Beltrán J, Rocha S, Pinto-Ibieta F, Ciudad G, Cea M. Novel 
alternative recovery of polyhydroxyalkanoates from mixed microbial 
cultures using microwave-assisted extraction. J Chem Technol 
Biotechnol 2021;96:2596-603.

32.	 Favaro L, Basaglia M, Casella S. Improving polyhydroxyalkanoate 
production from inexpensive carbon sources by genetic approaches: 
A review. Biofuel Bioprod Biorefin 2019;13:208-27.

33.	 Koller M, Braunegg G. Biomediated production of structurally 
diverse poly( hydroxyalkanoates) from surplus streams of the animal 
processing industry. Polimery Polymers 2015;60:298-308.

34.	 Koller M, Braunegg G. Advanced approaches to produce 
polyhydroxyalkanoate (PHA) biopolyesters in a sustainable and 
economic fashion. Eurobiotech J 2018;2:89-103.

35.	 Peregrina A, Martins-Lourenço J, Freitas F, Reis MAM, 
Arraiano CM. Post-transcriptional control in the regulation of 
polyhydroxyalkanoates synthesis. Life (Basel) 2021;11:853.

36.	 Szacherska K, Oleskowicz-Popiel P, Ciesielski S, Mozejko-Ciesielska 
J. Volatile fatty acids as carbon sources for polyhydroxyalkanoates 
production. Polymers (Basel) 2021;13:321.

37.	 Vigneswari S, Noor MS, Amelia TS, Balakrishnan K, Adnan 
A, Bhubalan K, et al. Recent advances in the biosynthesis of 



Galván, et al.: Journal of Applied Biology & Biotechnology 2024;12(2):48-6160

polyhydroxyalkanoates from lignocellulosic feedstocks. Life (Basel) 
2021;11:807.

38.	 Cao JS, Xu RZ, Luo JY, Feng Q, Fang F. Rapid quantification of 
intracellular polyhydroxyalkanoates via fluorescence techniques: A 
critical review. Bioresour Technol 2022;350:126906.

39.	 Ramírez-Malule H, Quiñones-Murillo DH, Manotas-Duque 
D. Emerging contaminants as global environmental hazards. A 
bibliometric analysis. Emerg Contam 2020;6:179-93.

40.	 Sanchez-Ledesma LM, Ramírez-Malule H, Rodríguez-Victoria 
JA. Volatile fatty acids production by acidogenic fermentation of 
wastewater: A bibliometric analysis. Sustainability 2023;15:2370.

41.	 van Eck NJ, Waltman L. Software survey: VOSviewer, a computer 
program for bibliometric mapping. Scientometrics 2010;84:523-38.

42.	 OECD. Policies for Bioplastics in the Context of a Bioeconomy. 
France: OECD; 2013.

43.	 Cavalheiro JM, de Almeida MC, Grandfils C, da Fonseca MM. 
Poly(3-hydroxybutyrate) production by Cupriavidus necator using 
waste glycerol. Process Biochem 2009;44:509-15.

44.	 Pohlmann A, Fricke WF, Reinecke F, Kusian B, Liesegang H, Cramm 
R, et al. Genome sequence of the bioplastic-producing “Knallgas” 
bacterium Ralstonia eutropha H16. Nat Biotechnol 2006;24:1257-
62.

45.	 Harding KG, Dennis JS, von Blottnitz H, Harrison ST. Environmental 
analysis of plastic production processes: Comparing petroleum-
based polypropylene and polyethylene with biologically-based 
poly-β-hydroxybutyric acid using life cycle analysis. J Biotechnol 
2007;130:57-66.

46.	 Akiyama M, Tsuge T, Doi Y. Environmental life cycle comparison of 
polyhydroxyalkanoates produced from renewable carbon resources 
by bacterial fermentation. Polym Degrad Stab 2003;80:183-94.

47.	 Kahar P, Tsuge T, Taguchi K, Doi Y. High yield production of 
polyhydroxyalkanoates from soybean oil by Ralstonia eutropha and 
its recombinant strain. Polym Degrad Stab 2004;83:79-86.

48.	 Castilho LR, Mitchell DA, Freire DM. Production of 
polyhydroxyalkanoates (PHAs) from waste materials and by-
products by submerged and solid-state fermentation. Bioresour 
Technol 2009;100:5996-6009.

49.	 Jung YK, Kim TY, Park SJ, Lee SY. Metabolic engineering of 
Escherichia coli for the production of polylactic acid and its 
copolymers. Biotechnol Bioeng 2010;105:161-71.

50.	 Slater S, Houmiel L, Tran M, Mitsky A, Taylor B, Padgette R, Gruys 
J. Multiple β-ketothiolases mediate poly (β-hydroxyalkanoate) 
copolymer synthesis in Ralstonia eutropha. J Bacteriol 
1998;180:1979-87.

51.	 Fukui T, Doi Y. Eficient production of polyhydroxyalkanoates from 
plant oils by Alcaligenes eutrophus and its recombinant strain. Appl 
Microbiol Biotechnol 1998;49:333-6.

52.	 Sim SJ, Snell KD, Hogan SA, Stubbe J, Rha C, Sinskey AJ. PHA 
synthase activity controls the molecular weight and polydispersity of 
polyhydroxybutyrate in vivo. Nat Biotechnol 1996;15:63-7.

53.	 Yu J, Stahl H. Microbial utilization and biopolyester synthesis of 
bagasse hydrolysates. Bioresour Technol 2008;99:8042-8.

54.	 Liu C, Colón BC, Ziesack M, Silver PA, Nocera DG. Water splitting-
biosynthetic system with CO2 reduction efficiencies exceeding 
photosynthesis. Science 2016;352:1206-10.

55.	 Richardson DJ. Bacterial respiration: A flexible process for a 
changing environment. Microbiology (Reading) 2000;146:551-71.

56.	 Steen EJ, Chan R, Prasad N, Myers S, Petzold CJ, Redding A, et 
al. Metabolic engineering of Saccharomyces cerevisiae for the 
production of n-butanol. Microb Cell Fact 2008;7:36.

57.	 Franke S, Grass G, Rensing C, Nies DH. Molecular analysis of the 
copper-transporting efflux system CusCFBA of Escherichia coli. J 
Bacteriol 2003;185:3804-12.

58.	 Vandamme P, Coenye T. Taxonomy of the genus Cupriavidus: A tale 

of lost and found. Int J Syst Evol Microbiol 2004;54:2285-9.
59.	 Koller M, Maršálek L, de Sousa Dias MM, Braunegg G. Producing 

microbial polyhydroxyalkanoate (PHA) biopolyesters in a sustainable 
manner. N Biotechnol 2017;37:24-38.

60.	 Chang MC, Keasling JD. Production of isoprenoid pharmaceuticals 
by engineered microbes. Nat Chem Biol 2006;2:674-81.

61.	 Fritsch J, Scheerer P, Frielingsdorf S, Kroschinsky S, Friedrich B, 
Lenz O, et al. The crystal structure of an oxygen-tolerant hydrogenase 
uncovers a novel iron-sulphur centre. Nature 2011;479:249-53.

62.	 Guleria S, Singh H, Sharma V, Bhardwaj N, Arya SK, Puri S, et al. 
Polyhydroxyalkanoates production from domestic waste feedstock: 
A sustainable approach towards bio-economy. J Clean Prod 
2022;340:130661.

63.	 Pinto J, Boavida-Dias R, Matos HA, Azevedo J. Analysis of the food 
loss and waste valorisation of animal by-products from the retail 
sector. Sustainability 2022;14:2830.

64.	 Saad V, Gutschmann B, Grimm T, Widmer T, Neubauer P, Riedel SL. 
Low-quality animal by-product streams for the production of PHA-
biopolymers: Fats, fat/protein-emulsions and materials with high ash 
content as low-cost feedstocks. Biotechnol Lett 2021;43:579-87.

65.	 Gutschmann B, Maldonado Simões M, Schiewe T, Schröter ES, 
Münzberg M, Neubauer P, et al. Continuous feeding strategy for 
polyhydroxyalkanoate production from solid waste animal fat at 
laboratory- and pilot-scale. Microb Biotechnol 2022;16:295-306.

66.	 Riedel SL, Jahns S, Koenig S, Bock MC, Brigham CJ, Bader J, et 
al. Polyhydroxyalkanoates production with Ralstonia eutropha from 
low quality waste animal fats. J Biotechnol 2015;214:119-27.

67.	 Bhatia SK, Kim JH, Kim MS, Kim J, Hong JW, Hong YG, et 
al. Production of (3-hydroxybutyrate-co-3-hydroxyhexanoate) 
copolymer from coffee waste oil using engineered Ralstonia 
eutropha. Bioprocess Biosyst Eng 2018;41:229-35.

68.	 Dionisi D, Carucci G, Petrangeli Papini M, Riccardi C, Majone M, 
Carrasco F. Olive oil mill effluents as a feedstock for production of 
biodegradable polymers. Water Res 2005;39:2076-84.

69.	 Li D, Gao M, Qiu Y, Su Y, Ma X, Wang F, et al. Strategy for 
economical and enhanced polyhydroxyalkanoate production 
from synergistic utilization of palm oil and derived wastewater by 
activated sludge. Bioresour Technol 2019;53:1748-65.

70.	 Ng KS, Wong YM, Tsuge T, Sudesh K. Biosynthesis and 
characterization of poly(3-hydroxybutyrate-co-3- hydroxyvalerate) 
and poly(3-hydroxybutyrate-co-3-hydroxyhexanoate) copolymers 
using Jatropha oil as the main carbon source. Process Biochem 
2011;46:1572-8.

71.	 Volova T, Demidenko A, Kiselev E, Baranovskiy S, Shishatskaya 
E, Zhila N. Polyhydroxyalkanoate synthesis based on glycerol and 
implementation of the process under conditions of pilot production. 
Appl Microbiol Biotechnol 2019;103:225-37.

72.	 Lee HS, Lee SM, Park SL, Choi TR, Song HS, Kim HJ, et al. 
Tung oil-based production of high 3-hydroxyhexanoate-containing 
terpolymer poly(3-hydroxybutyrate-co-3-hydroxyvalerate-co-3-
hydroxyhexanoate) using engineered Ralstonia eutropha. Polymers 
(Basel) 2021;13:1084.

73.	 Park SJ, Jang YA, Lee H, Park AR, Yang JE, Shin J, et al. 
Metabolic engineering of Ralstonia eutropha for the biosynthesis 
of 2-hydroxyacid-containing polyhydroxyalkanoates. Metab Eng 
2013;20:20-8.

74.	 Jo SY, Sohn YJ, Park SY, Son J, Yoo JI, Baritugo KA, et al. 
Biosynthesis of polyhydroxyalkanoates from sugarcane molasses 
by recombinant Ralstonia eutropha strains. Korean J Chem Eng 
2021;38:1452-9.

75.	 Annamalai N, Sivakumar N. Production of polyhydroxybutyrate 
from wheat bran hydrolysate using Ralstonia eutropha through 
microbial fermentation. J Biotechnol 2016;237:13-7.

76.	 Lu X, Wang L, Yang Z, Lu H. Strategies of polyhydroxyalkanoates 



Galván, et al.: A bibliometric landscape of polyhydroxyalkanoates production by C. necator 2024;12(2):48-61 61

modification for the medical application in neural regeneration/nerve 
tissue engineering. Adv Biosci Biotechnol 2013;4:731-40.

77.	 Bhatia SK, Yoon JJ, Kim HJ, Hong JW, Hong YG, Song HS, 
et al. Engineering of artificial microbial consortia of Ralstonia 
eutropha and Bacillus subtilis for poly(3-hydroxybutyrate-co-3-
hydroxyvalerate) copolymer production from sugarcane sugar 
without precursor feeding. Bioresour Technol 2018b;257:92-101.

78.	 Silverio MS, Piccoli RA, dos Reis JL, Gomez JG, Baptista AS. 
Techno-economic feasibility of P(3-hydroxybutyrate) bioprocess 
with concentrated sugarcane vinasse as carbon and minerals source: 
An experimental and in silico approach. Biomass Convers Biorefin 
2022;85:1-19.

79.	 Kiselev EG, Demidenko AV, Zhila NO, Shishatskaya EI, Volova TG. 
Sugar beet molasses as a potential C-substrate for PHA production by 
Cupriavidus necator. Bioengineering 2022;9:154.

80.	 Brojanigo S, Gronchi N, Cazzorla T, Wong TS, Basaglia M, Favaro 
L, et al. Engineering Cupriavidus necator DSM 545 for the one-step 
conversion of starchy waste into polyhydroxyalkanoates. Bioresour 
Technol 2022;347:126383.

81.	 Brojanigo S, Parro E, Cazzorla T, Favaro L, Basaglia M, Casella S. 
Conversion of starchy waste streams into polyhydroxyalkanoates 
using Cupriavidus necator DSM 545. Polymers (Basel) 2020;12:1496.

82.	 Alcaraz Zapata W, Acosta Cárdenas A, Villa Restrepo AF. Evaluation 
of polyhydroxyalkanoate (PHAs) production with a bacterial isolate 
using cassava flour hydrolysates as an alternative substrate. Dyna 
(Medellin) 2019;86:75-81.

83.	 Moshood TD, Nawanir G, Mahmud F, Mohamad F, Ahmad MH, 

AbdulGhani A, et al. Green product innovation: A means towards 
achieving global sustainable product within biodegradable plastic 
industry. J Clean Prod 2022;363:132506.

84.	 Brooks A, Jambeck J, Mozo-Reyes E. Plastic Waste Management 
and Leakage in Latin America and the Caribbean. United States: 
Inter-American Development Bank; 2020.

85.	 International Trade Center. Trade Map; 2022. Available from: https://
www.trademap.org/Index.aspx [Last accessed on 2023 Apr 01].

86.	 Rodríguez AG, Rodrigues M, Sotomayor O. Towards a Sustainable 
Bioeconomy in Latin America and the Caribbean: Elements for 
a Regional Vision. Available from: https://repositorio.cepal.org/
bitstream/handle/11362/44994/1/S1901014_en.pdf [Last accessed 
on 2023 Apr 01].

87.	 Ospina León LJ, Manotas-Duque D, Ramírez-Malule H. Challenges 
and opportunities of the sugar cane vinasse. A bibliometric analysis. 
Ing y Compet 2023;25:1-21.

88.	 Bioökonomie DE. Colombia. Available from: https://biooekonomie.
de/en/topics/in-depth-reports-worldwide/colombia#1 2021 [Last 
accessed on 2023 Mar 18].

How to cite this article: 
Ascencio-Galván ML, López-Agudelo VA, Gómez-Ríos D, 
Ramirez-Malule H. A bibliometric landscape of polyhydroxyalkanoates 
production from low-cost substrates by Cupriavidus necator and its 
perspectives for the Latin American bioeconomy. J App Biol Biotech. 
2024;12(2):48-61. DOI: 10.7324/JABB.2024.159864




