Bioreactor: "The Heartbeat of Biotech"
(Dr. Monika Dhagat)

1.0 Introduction

A bioreactor is an apparatus or container used to establish and sustain a favorable environment for
the development and cultivation of microorganisms, cells, or biological processes. For purposes
like fermentation, cell culture, and wastewater treatment, these devices are widely used in a variety
of industries, including biotechnology, pharmaceuticals, environmental engineering, and food
processing (https://www.bioreactors.net/what-is-a-bioreactor). Bioreactors are vital equipment for
producing a variety of goods, including biofuels, pharmaceuticals, enzymes, and bioplastics.
Bioreactors come in a variety of forms, each suited to particular uses and specifications.
Bioreactors are essential tools in bioprocessing and biotechnology due to their ability to provide
precise control over various parameters, such as temperature, pH, oxygen levels, agitation, and
nutrient supply. (https://www.engr.colostate.edu/ CBE101/topics/bioreactors.html)

2.0  Types of Bioreactors

There are various kinds of bioreactors, each of which is created for a particular use and is optimized
for a range of factors. Each type of bioreactor is created for a particular application and is
optimized for a range of parameters. Here are a few typical kinds of bioreactors:
2.1.  Fermentation bioreactors:
These are employed in microbial fermentation processes that result in the creation
of antibiotics, enzymes, biofuels, and food items like yogurt and cheese. In
accordance with the particular needs of the procedure, fermentation bioreactors can
be batch, continuous, or fed-batch (Fig-1).
2.2 Cell Culture Bioreactors:
These are made for the growth and upkeep of mammalian cells, insect cells, or other
eukaryotic cells used in the production of biopharmaceuticals, vaccines, and tissue
engineering. Bioreactors for cell culture offer fine-grained control over variables
like temperature, pH, oxygen content, and nutrient supply to support cell growth.
2.3.  Anaerobic bioreactors:
These are utilized to grow microorganisms that can function in the absence of
oxygen, such as those required for anaerobic digestion for the treatment of
wastewater or the formation of biogas from organic matter.
2.4.  Photobioreactors:
Designed to cultivate photosynthetic microorganisms like algae or cyanobacteria
for the production of biofuels, food supplements, and other products. For
photosynthesis support, they typically include light sources (Fig.-6).
2.5. Membrane Bioreactors (MBRs):
MBRs combine biological filtration and membrane treatment, making them
appropriate for wastewater treatment. Additionally, they effectively remove
contaminants and improve solid-liquid separation.
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Airlift bioreactors:

The culture medium is mixed and circulated using aeration in airlift bioreactors,
which are another option. They provide advantages in terms of energy efficiency
and are frequently used in wastewater treatment and some bioprocesses (Fig.-2).
Fluidized bed bioreactors:

These bioreactors suspend cells or solid particles in an upward-flowing liquid
stream to improve mass transfer and mixing. Applications like enzyme production
and wastewater treatment use them (Fig.-3).

Disposable Bioreactors:

Also known as single-use bioreactors or disposable reactors, these systems are
gaining popularity in the production of biopharmaceutical products because of their
simplicity of use, low risk of contamination, and quick cleaning procedures.
Continuous Stirred-Tank Bioreactors (CSTRS):

For a variety of microbial and cell culture processes, CSTRs are frequently used in
research and industrial settings. They maintain a constant volume and continuously
stir things up and aerate the air to encourage cell growth (Fig.-1).

Solid-State Fermentation Bioreactors:

These bioreactors are employed in processes where microorganisms develop on
solid substrates, such as the synthesis of organic acids, enzymes, and some
antibiotics.
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Fig.-1: Continuous stirred tank fermenter. Image
Source: Saran, S., Malaviya, A., & Chaubey, A.
(2019).

Fig.-2: Airlift fermenter. Image Source: Kuila, A.,
& Sharma, V. (2018).
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Fig.-3: Fluidized bed reactor

Fig,-4: Packed bed fermenter.
Image Source: (Kwong W.H, 2000).

Image Source: Kuila, A., & Sharma, V. (2018).
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Fig.-5: Bubble column fermenter.

Fig-6: Photobioreactor.
Image Source: Kuila, A., & Sharma, V. (2018).

Image Source: Singh, J., Kaushik, N., & Biswas, S.
(2014).

Source : Sanjogta Thapa Magar (2023). Bioreactor- Definition, Design, Principle, Parts, Types,
Applications, Limitations. Edited By: Sagar Aryal. Microbe Notes




3.0

Bioreactor design

A bioreactor's type and the particular application for which it is intended determine its operation
and mechanism. However, the majority of bioreactors tend to share a few common ideas and
elements (Fig-7)
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Fig. -7 : Bioreactor and its components
Source : https://biologyease.com/design-of-a-fermentor/

Container or vessel: In essence, a bioreactor is a container or vessel in which biological
processes take place. The application will determine the size and design of the vessel,
which can range from small laboratory-scale vessels to large industrial bioreactors.
Agitation System: The vessel has an internal agitation system to make sure the culture
medium, nutrients, and microorganisms or cells are evenly mixed. This system might have
mechanical impellers, stirrers, or other mixing equipment. To evenly distribute nutrients
and oxygen throughout the culture, proper mixing is essential.

Temperature Control: A temperature control system, typically made up of heating
elements and cooling coils or jackets, is a feature of bioreactors. Since different
microorganisms or cells may require different temperature conditions for growth and
metabolic activity, this system maintains a constant temperature inside the vessel.

pH Control: To monitor and modify the pH level of the culture medium, pH sensors and
control systems are integrated into the bioreactor. For the health and productivity of the
cells or microorganisms, the proper pH must be maintained.

Dissolved Oxygen Control: Aeration systems are included in bioreactors for aerobic
processes to supply oxygen to the culture. The amount of oxygen in the medium is
controlled by sensors and mechanisms based on dissolved oxygen. Additionally, some
bioreactors might be able to inject only pure oxygen.

Control of Feed and Nutrients: Bioreactors have mechanisms for adding feed, carbon
sources, and other necessary elements to the culture medium. To maximize growth and
product formation, nutrient feeds' composition and rate can be changed.
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o Sampling Ports and Sensors: Sampling ports on bioreactors are used to collect samples
for measuring variables like pH, temperature, dissolved oxygen, and cell density. To give
operators real-time data, a variety of sensors are integrated into the system.

o Harvesting and Product Recovery: Bioreactors may be used in applications where it is
necessary to harvest the finished product. For instance, during the production of
biopharmaceuticals, cells are collected and the final product is purified.

o Sterilization Ports: In order to keep the environment in an aseptic state for the biological
process, bioreactors must be sterilized before each use. Design features include sterilization
ports and processes, such as chemical or autoclave sterilization.

o Control System: An automated control system that monitors and modifies various
parameters in accordance with predetermined setpoints operates the bioreactor as a whole.
This system guarantees the exact and dependable control needed for the biological process.

o Gas Supply and Exhaust: Bioreactors can be connected to a gas supply that can deliver
gases like air, oxygen, or carbon dioxide. Additionally, they have exhaust systems to get
rid of waste gases or regulate the gas composition inside the vessel.

o Safety Features: Pressure relief valves, temperature alarms, and emergency shut-off
systems are just a few of the safety features that are built into bioreactors to guard against
accidents and guarantee the security of the process and the operators.

Depending on whether a bioreactor is being used for fermentation, cell culture, wastewater
treatment, or another purpose, the design and features of the bioreactor can differ significantly.
Modern bioreactors may also include cutting-edge automation and control technologies to enhance
bioprocesses and reduce manual intervention.

4.0  Working principal of bioreactor

A bioreactor's basic operation entails establishing a controlled environment for the growth and
maintenance of microorganisms, animal cells, or plant cells in order to support various biological
processes, such as fermentation, cell culture, and bioproduction. The main objective is to achieve
specific growth or production goals by optimizing the conditions inside the bioreactor. An outline
of a bioreactor's general operation is provided below:

4.1. Creation of a Culture Medium: The creation of a Culture Medium kicks off the process.
The target organisms or cells can grow in this medium because it contains vital nutrients,
carbon and nitrogen sources, minerals, and other elements. In order to make sure the
medium is clean and free of contaminants, it is sterilized.

4.2. Inoculation: A small quantity of starter culture containing the desired cells or
microorganisms is added to the bioreactor. The growth process is launched by this
inoculation.

4.3. Managed Environmental Conditions:

a. The bioreactor maintains a constant temperature to provide the best environment
for the culture's growth. In order to control and regulate the temperature, heating
and cooling systems are used.



b. pH Control: Systems for monitoring and adjusting the pH of the culture medium
are used. The viability and productivity of the cells depend on maintaining the ideal
pH.

C. Aeration and Oxygenation: The bioreactor supplies a controlled amount of air,
oxygen, or other gases, depending on the type of culture. This is crucial for aerobic
cultures because it ensures that there is enough oxygen available for metabolism
and respiration.

d. Agitation: The culture medium is mixed in the bioreactor using an agitation system,
such as stirrers or impellers. Gradients within the culture are avoided by proper
mixing, which ensures uniform distribution of nutrients and oxygen.

4.4. Monitoring and Control: During the cultivation process, a number of sensors
continuously track important variables like temperature, pH, dissolved oxygen, and
agitation speed. In order to maintain ideal conditions, these sensors provide real-time data
that control systems use to make necessary adjustments.

4.5.  Addition of Nutrients and Substrates: As the culture develops, nutrients and substrates
are added to the bioreactor to give the microorganisms or cells a steady stream of materials
they need for growth and production. Usually, automated feeding systems or peristaltic
pumps are used for this.

4.6. Sampling and Analysis: To keep track of the culture's development, periodic samples
from the bioreactor are taken. The cell density, metabolite concentrations, and product
quality of these samples are all examined.

4.7.  Harvesting: The culture is harvested once the desired level of growth or production has
been reached. This may entail using processes like centrifugation or filtration to separate
the cells or products from the culture medium.

4.8.  Sterilization and Cleaning: The bioreactor and its parts are sterilized after the culture is
harvested in order to get ready for the subsequent batch. Typically, autoclaving or other
sterilization techniques are used for this.

The fundamental idea behind a bioreactor is to precisely control and regulate the environment in
order to produce the best conditions for the development and productivity of the biological culture.
A variety of bioproducts, including biopharmaceuticals, biofuels, enzymes, and more, can be
produced effectively in this controlled environment. In the biotechnology, pharmaceutical, and
other industries where tightly controlled biological processes are crucial, bioreactors play a crucial
role.

5.0 Applications of bioreactors

The controlled environment cultivation of microorganisms, animal cells, or plant cells isa common

use for bioreactors in many different fields. They have a variety of uses in fields like

biotechnology, pharmaceuticals, food and drink, environmental remediation, and more. The

following are some crucial uses for bioreactors:

o Bioreactors are essential for the production of biopharmaceuticals, such as monoclonal
antibodies, vaccines, and therapeutic proteins. They offer a regulated environment for the



6.0

development and expression of cells or microorganisms that have undergone genetic
engineering.

Fermentation: Bioreactors are widely employed in fermentation processes to produce a
wide range of goods, including ethanol, antibiotics, organic acids, enzymes, and biofuels.
These reactors produce the perfect environment for the development of particular
microorganisms as well as the transformation of substrates into desired products.
Wastewater Treatment: Bioreactors are essential for wastewater biological treatment. The
environmental impact of industrial and municipal wastewater discharge is decreased by the
breakdown of organic pollutants by microorganisms in bioreactors.

Bioremediation: Microorganisms are used in bioreactors for bioremediation, where
contaminants in soil or water are degraded or removed. This is particularly helpful when
sanitizing areas that have been contaminated by dangerous substances.

Cell Culture: In the fields of cell biology and biotechnology, microorganisms, plant cells,
and animal cells are all grown and maintained in bioreactors. Creating cells for research,
tissue engineering, and the creation of biopharmaceuticals all depend on this.

Biofuel Production: The production of biofuels like biodiesel, bioethanol, and biogas uses
bioreactors. Renewable energy sources are created by cultivating microorganisms to
ferment organic materials like algae or agricultural waste.

The food and beverage sector uses bioreactors to produce a range of goods, including
yogurt, cheese, beer, and wine. To improve flavor, texture, and nutritional value,
microorganisms are used in fermentation processes.

Biological research: Bioreactors are crucial tools for examining the physiology and conduct
of cells and microorganisms. They offer a controlled setting for experiments in molecular
biology, biochemistry, and microbiology.

Stem Cell Expansion: To expand and differentiate stem cells for therapeutic purposes,
bioreactors are used in stem cell research and regenerative medicine.

Environmental Monitoring: Miniaturized bioreactors are employed for on-site
environmental monitoring, allowing for the real-time detection of pollutants, pathogens, or
chemical substances in the field.

Biodegradable Polymer Production: Using bacteria that synthesize polymers as a storage
medium, bioreactors can be used to produce biodegradable polymers. Potential uses for
these biodegradable plastics span a number of industries.

Production of Biofertilizers: Bioreactors are used to make biofertilizers that contain
advantageous microorganisms that improve soil fertility and encourage plant growth.

Limitations of bioreactors

Although bioreactors are useful tools in many fields, they also have a number of drawbacks and
difficulties. The following are a few of the major drawbacks of bioreactors:

Complexity and Cost: The design, construction, and maintenance of bioreactors can be
time-consuming and expensive. The cost may increase due to the instrumentation and
control systems required to monitor and control various parameters, including temperature,
pH, oxygen levels, and nutrient concentrations.



o Scale-Up Challenges: It can be difficult to scale up bioreactor processes from laboratory
to industrial scale. Large-scale results may necessitate significant engineering changes in
order to be consistent and reproducible.

o Sterility Problems: Maintaining sterility is important in many bioreactor applications,
particularly in the production of pharmaceuticals and biopharmaceuticals. Product loss and
quality degradation are both risks associated with contamination.

o Foaming and Agitation: Foaming, especially in microbial fermentations, can be a
problem in bioreactors. Foam has the potential to impair mixing, lessen oxygen transfer,
and result in the loss of culture broth. To solve this problem, effective foam control and
agitation systems are necessary.

o Cellular Sensitivity to Shear Forces: Some cells, particularly animal and plant cells, are
sensitive to shear forces produced during agitation in bioreactors. The viability and
productivity of these cells can be harmed or disrupted by excessive shear stress.

o Gradients of nutrients and metabolites: In larger bioreactors, nutrient and metabolite
gradients may form within the culture, resulting in unequal growth and product
distribution. The solution to this problem requires efficient mixing and feeding techniques.

o Limited Control Over Microenvironment: Bioreactors can regulate the
macroenvironment, but they may only have a limited amount of control over the
microenvironment at the cellular level. Optimizing cell growth and product formation may
be difficult in light of this.

o Batch-to-Batch Variability: Despite efforts to keep conditions constant, batch-to-batch
variability can happen because of things like variations in the raw materials, operator error,
or changes in the bioreactor's condition over time.

o Scale-Down Models: It can be difficult to create precise scale-down models to simulate
large-scale bioreactor processes in smaller lab-scale systems, potentially resulting in
inconsistent results.

o Environmental Impact: Because some bioreactor processes may consume significant
amounts of energy and resources, there are questions about how they will affect the
environment. For this limitation to be lessened, sustainable bioreactor design and operation
are crucial.

o Challenges in Regulatory and Compliance: Regulatory requirements for bioreactor
processes are stringent in sectors like biotechnology and pharmaceuticals. It can take a lot
of time and money to ensure that these regulations are followed.

Despite these drawbacks, bioreactors are still crucial tools in the fields of biotechnology,
pharmaceuticals, and various other industries. The efficiency, scalability, and sustainability of
bioreactor systems are being improved through ongoing research and development efforts that aim
to address these limitations.

7.0  Conclusion:

bioreactors are versatile and essential tools in various fields, ranging from biotechnology and
pharmaceuticals to environmental science and food production. They provide a controlled
environment for the cultivation of microorganisms, animal cells, or plant cells, allowing for the



production of valuable products and the study of biological processes. However, bioreactors also
come with certain limitations and challenges, including complexity, cost, scale-up issues, and the
need for strict control over various parameters. Despite these limitations, bioreactors have
revolutionized industries by enabling the efficient production of biopharmaceuticals, biofuels,
enzymes, and other bioproducts. They play a critical role in wastewater treatment, bioremediation,
and environmental monitoring, contributing to a more sustainable future. Ongoing research and
development efforts continue to improve bioreactor design, scalability, and sustainability, ensuring
their continued relevance in the fields of science and industry. As our understanding of biological
processes and engineering capabilities advance, bioreactors are likely to remain at the forefront of
innovation and discovery in the years to come.
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