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Abstract: In pharmaceutical research and development, pursuing novel therapeutics and optimizing
existing drugs have been revolutionized by the fusion of cutting-edge technologies and computational
methodologies. Over the past few decades, the field of drug design has undergone a remarkable
transformation, catalyzed by the rapid advancement of computer-aided discovery techniques and
the emergence of biosimilar agents. This dynamic interplay between scientific innovation and
technological prowess has expedited the drug discovery process and paved the way for more targeted,
effective, and personalized treatment approaches. This review investigates the transformative
computer-aided discovery techniques for biosimilar agents in reshaping drug design. It examines how
computational methods expedite drug candidate identification and explores the rise of cost-effective
biosimilars as alternatives to biologics. Through this analysis, this study highlights the potential
of these innovations to enhance the efficiency and accessibility of pharmaceutical development. It
represents a pioneering effort to examine how computer-aided discovery is revolutionizing biosimilar
agent development, exploring its applications, challenges, and prospects.

Keywords: computational drug design; biosimilar discovery; computer-aided drug development;
pharmaceutical innovation; personalized treatment; artificial intelligence

1. Introduction

A drug is a non-natural substance used to treat, diagnose, or prevent disease that
influences biological processes [1]. Drugs can be made synthetically or from natural
sources. An ideal drug would have a well-defined mechanism of action; be chemically and
metabolically stable; be amenable to chemical synthesis; be water-soluble at therapeutic
concentrations to prevent precipitation in the bloodstream; be lipid-soluble to facilitate
transport across cell membranes; and be a novel molecule [2].

Biopharmaceuticals, particularly therapeutic antibodies, are a class of drugs that are
becoming increasingly significant in addition to small molecules, and computational tech-
niques for enhancing the stability, selectivity, and affinity of these protein-based treatments
have also made significant strides [3]. Biologics are more expensive than conventional
therapy options [4], and these drugs may become less effective with continued usage [5].
Drug survival is the likelihood that patients will continue taking a certain drug. In contrast,
therapy cessation can happen for various reasons, the most prevalent of which is treatment
ineffectiveness [6].

Various items separated from natural sources or produced using living systems are
biological drugs. Drugs made chemically are generally 100–1000 times smaller than bio-
logics, and their molecular structures are more difficult to define [7]. Recombinant DNA
technology is used to create several proteins that are used in biologics. Developing a
biologic is a multi-step procedure that is technically difficult, confidential, and unique to
the producer [8]. As a result, a biosimilar developer needs to independently build a new
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production process that can supply a drug that is strikingly comparable to the original
through reverse engineering manufacturing [9].

The development of biosimilars has emerged to lower medical expenses and expand
patient treatment alternatives [10]. A biosimilar drug is typically described as a biological
substance similar to the reference drug. It has no clinically significant deviations in potency,
purity, or safety, even though numerous regulatory definitions exist for this term [11].
Biosimilar drugs have a variety of clinical uses, including the treatment of cancer, rheumatic
and intestinal illnesses, neutropenia, and psoriasis [12–14]. A fiercely competitive business
has developed to create biosimilar drugs due to these treatments’ clinical and financial
triumphs [15–17].

Drug discovery, preclinical development, and clinical trials are the three key drug
research and development phases. A hit molecule is the first step in the drug discovery
process. A chemical that causes the required activity in a screening assay is called a hit [18].
Introducing a new medicine to the market takes a lot of money, time, and labor. Drug
research and discovery takes 10 to 15 years, costing between USD 800 million [19] and
USD 1.8 billion [20]. Because preclinical and clinical data need to be used to support the
effectiveness and safety of biosimilars, their development and production are more difficult
and expensive than those of synthetic generic drugs. However, it is critical to emphasize
that these processes are less expensive than those necessary to create biological drugs [13].

Despite the promising developments in genomics, proteomics, and systems biology,
significant scientific and regulatory barriers still prevent the development of effective
biologically active agents. As a result, only about 13% of drugs complete the clinical trials
stage [21,22]. The time- and money-consuming drug discovery process aims to create new
drug candidates [23]. Using computational methods throughout the pre-clinical stage of
drug discovery has been one method of accomplishing this [24]. To increase efficiency and
widen the feasible window, scientists can design energy harvesting systems and materials
thanks to such efforts [25,26].

Computer-aided drug design (CADD) uses computational methods to find, create, and
analyze drugs and active compounds with similar biological properties [27,28]. Accord-
ingly, CADD has revolutionized the history of drug discovery, particularly its substantial
benefits [29]. These benefits include offering insights into target-drug interactions, utilizing
the 3D structure, causing a cost-effective reduction in high-throughput screening failures,
inspiring novel drug design concepts, and aiding researchers in predicting targeted proteins
and candidate hits [30–32].

This review explores how computer-aided discovery transforms biosimilar agent de-
velopment by examining its applications, challenges, and future implications. It introduces
the biosimilar agents’ potential for cost-effective treatments, traces CADD’s evolution,
and discusses its role in optimizing biosimilar molecules through molecular modeling,
virtual screening, quantitative structure-activity relationship (QSAR) modeling, data min-
ing, and bioinformatics. This review also addresses challenges, including validation, AI
integration, regulatory considerations, and ethical implications. Through this exploration,
this review aims to illuminate the dynamic relationship between computational innova-
tion and biosimilar agent development, shaping the future of pharmaceutical research
and accessibility.

2. Biosimilar Agents

Biopharmaceuticals, often biologics, are drugs created using living systems [33]. How-
ever, even in industrialized nations, patients still have difficulty accessing biologics despite
their therapeutic advantages [34]. Access restrictions include insurance coverage prob-
lems, healthcare system reimbursement, formulary inclusion, prescription availability, and
patient out-of-pocket expenses [35–37].

The USA Food and Drug Administration (FDA) defines a biosimilar as a biological
product that, in terms of safety, purity, and potency, is comparable to and lacks any clinically
significant changes from an existing FDA-approved reference product [38]. The amino acid
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sequences of biosimilars and reference products are the same, but they differ in protein
aggregation, isoform patterns, glycosylation sites, and 3D structure. To demonstrate their
similarity, pharmacodynamic and pharmacokinetic investigations are needed [39].

The development of biosimilar agents according to the requirements of the European
Medicines Agency (EMA), the US FDA, or the World Health Organization (WHO) has nu-
merous advantages for patients and society [40]. Because biosimilars can be purchased for
up to 30% less than their reference drugs, they allow patients to access cheaper treatments
while saving healthcare systems much money [41]. Additionally, biosimilars promote
business rivalry, which helps to drive down costs [42].

Despite their many advantages, biosimilars also come with several disadvantages,
such as the potential for immunogenicity, the idea of interchangeability, the low level of
awareness, the lack of acceptance among patients and healthcare professionals regard-
ing their incorporation in clinical practice, the need for clinical trial testing prior to their
approval, a strict regulatory framework limiting the anticipated savings, and certifica-
tion requirements [43]. Immunogenicity is affected by several variables, including the
composition of the biosimilar, the patient’s features, the method of administration, the
dosing regimen, and the formulation [44]. In order to show the safety and effectiveness
of biosimilars and boost physicians’ confidence in their usage, it is crucial to choose the
proper end goals in clinical trials [43].

Comparing the development of biosimilars to that of small-molecule pharmaceuticals
involves different difficulties. First of all, the processes involved in developing and ap-
proving biosimilars need to be better understood by doctors and patients [45]. The notion
of similarity is complicated by the complex nature of biologics, which comprise several
molecular variations with comparable amino acid sequences. Although this variability
is controlled throughout production and evaluated through testing, misunderstandings
exist because the phrase “biosimilar” may imply differences [46]. Conceptually, it can-
not be easy to understand how a biosimilar can produce identical clinical results despite
structural differences.

Despite being called “abbreviated,” the US regulatory process for biosimilars does not
compromise the strictness of the approval requirements. This route enables quicker and
more cost-effective development using prior FDA findings [47]. The approval of biosimilars
is based on the “totality of evidence,” in which a foundation is laid by analytical analysis
and confirmed by clinical efficacy and safety investigations [48]. Biosimilars streamline
their clinical information package compared to original biologics, necessitating separate
Phase III studies for each indication [47,48]. The total data package, however, keeps the
same level of rigor [47,48].

Another area for improvement is indication extrapolation, which depends on func-
tional and structural similarity data many stakeholders are unfamiliar with [47]. A recog-
nized scientific idea, extrapolation is applied in different regulatory situations [49]. The
disparities between “interchangeability” and “similarity” in the legislation’s phrasing fur-
ther complicate matters [50]. The interchangeability standards have different meanings
even while the law stipulates that biosimilars need to have “no clinically meaningful differ-
ences”. Clarity in communication is essential since interchangeability needs to be proven
through separate clinical switching investigations [51].

The difficulties in developing biosimilars compared to small molecule pharmaceu-
ticals highlight the necessity of thorough instruction, exact communication, and a nu-
anced comprehension of the complex regulatory environment. Because of the complicated
nature of biosimilar creation, CADD needs to be used to simplify the process and in-
crease its effectiveness. Table 1 provides a comparison between biosimilars and small-
molecule pharmaceuticals.
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Table 1. Comparison of biosimilars and small molecule pharmaceuticals.

Aspect Biosimilars Small Molecule Pharmaceuticals

Development Process Complex, requires demonstration of similarity
in safety, purity, and potency Relatively simpler, focus on chemical synthesis

Regulatory Approval Based on “totality of evidence” approach, relies
on prior FDA findings

Strict approval requirements, separate Phase III
studies for each indication

Cost Typically 30% cheaper than reference drugs Cost varies based on manufacturing
and development

Advantages More affordable, potential for business rivalry Well-established development process, easily
understood by doctors and patients

Disadvantages Potential for immunogenicity, lack of
awareness and acceptance

Limited structural understanding, potential for
side effects

Challenges Indication extrapolation, interchangea-
bility confusion

Potential for misunderstanding due to the
complex nature

Communication
Clear communication essential for
interchangeability and clinical
switching investigations

Straightforward communication due to a
well-understood development process

Use of CADD Necessary to simplify the complex
development process

Less necessary due to the simpler develop-
ment process

3. Evolution of CADD

Drug development, discovery, and design are laborious multidisciplinary proce-
dures spanning several research fields [52]. It is well known that traditional drug re-
search and development are time-consuming and expensive, taking, on average, 10 to
15 years to bring a medicine to market and costing, as of 2015, an estimated 58.8 billion
dollars [53,54]. Only 200–250 of 10,000 chemical compounds will undergo clinical testing.
These 200–250 chemicals will be studied on animals instead of people. According to re-
search carried out by the Tufts Center for the Study of Therapeutic Development between
1995 and 2007, 11.83 percent of therapeutic compounds that go on to Phase I of clinical
trials are eventually given the green light to go on the market. Researchers have had to use
a new strategy for drug development due to the high cost and failure rates of conventional
drug discovery. The development of new drugs has been sped up thanks to CADD.

Since its inception, the discipline of CADD has undergone a remarkable evolution,
revolutionizing pharmaceutical research and drug development. Figure 1 depicts the sig-
nificant turning points and developments in CADD’s history. This visualization illustrates
the profound impact of computational techniques on the discovery and design of novel
pharmaceutical compounds, from its modest beginnings in the 1950s with the introduction
of computers in chemistry to the cutting-edge applications of artificial intelligence and
quantum computing in the present day.

CADD refers to the use of computational modeling techniques in the process of finding
new drugs. The average authorized medicine takes 10 to 15 years to produce and costs
between USD 0.8 and 2 billion [55], making drug development an expensive and time-
consuming procedure. Nolatrexed, aliskiren, oseltamivir, dorzolamide, and captopril,
among many more licensed drugs, were all optimized using CADD [56], and other papers
discuss the effective design and discovery of leads/drugs utilizing CADD [57]. CADD’s
primary objective is to cut these costs and timeframes while maintaining quality [58].
Table 2 compares traditional drug development, characterized by time-consuming steps
and high costs, with computer-aided drug development, which offers reduced time and cost
investments through computational approaches such as bioinformatics, virtual screening,
predictive modeling, etc.



BioMedInformatics 2023, 3 1182

BioMedInformatics 2023, 3, FOR PEER REVIEW 5 
 

 

 
Figure 1. Development of CADD. 

Table 2. Comparison of traditional drug development and CADD. 

Aspect Traditional Drug Development CADD 

Steps 

Discovery, Target Identification, Lead Com-
pound Identification, Preclinical Testing, Clini-
cal Trials (Phase I, II, III), Regulatory Approval, 
Post-Marketing Surveillance 

Bioinformatics, Molecular Modeling, Virtual 
Screening, In Silico Testing, Predictive Model-
ing, Data Analysis 

Time Investment Each step is time-consuming, often taking years Significantly reduced time per step 

Cost Investment 
High costs associated with extensive laboratory 
work, clinical trials, and regulatory processes 

Relatively lower costs due to reduced experi-
mentation and reliance on computational 
methods 

Benefits of Approach 
Well-established process with proven success, 
suitable for novel mechanisms with limited 
data 

Faster identification of potential compounds, 
reduced cost due to in silico testing, stream-
lined data analysis and prediction 

Considerations for Use 
Relevant for complex biological systems requir-
ing extensive testing and validation 

More suitable for situations with available 
data and where in silico methods can provide 
valuable insights 

Overall Efficiency 
Slower progress due to lengthy experimental 
phases 

Accelerated progress due to computational 
speed and reduced reliance on physical exper-
iments 

Flexibility 
Limited flexibility once experiments are initi-
ated 

Greater flexibility to adjust and optimize ap-
proaches 

Risk Management Higher risk due to resource-intensive nature 
Lower risk due to the ability to simulate and 
predict outcomes 

Data Utilization Heavy reliance on experimental data 
Leveraging available data for predictions and 
insights 

Regulatory Approval Adheres to established regulatory pathways 
May require adaptation of regulatory stand-
ards for computational methods 

Figure 1. Development of CADD.

Table 2. Comparison of traditional drug development and CADD.

Aspect Traditional Drug Development CADD

Steps

Discovery, Target Identification, Lead Compound
Identification, Preclinical Testing, Clinical Trials
(Phase I, II, III), Regulatory Approval,
Post-Marketing Surveillance

Bioinformatics, Molecular Modeling, Virtual
Screening, In Silico Testing, Predictive
Modeling, Data Analysis

Time Investment Each step is time-consuming, often taking years Significantly reduced time per step

Cost Investment High costs associated with extensive laboratory
work, clinical trials, and regulatory processes

Relatively lower costs due to reduced
experimentation and reliance on
computational methods

Benefits of Approach Well-established process with proven success,
suitable for novel mechanisms with limited data

Faster identification of potential compounds,
reduced cost due to in silico testing,
streamlined data analysis and prediction

Considerations for Use Relevant for complex biological systems requiring
extensive testing and validation

More suitable for situations with available data
and where in silico methods can provide
valuable insights

Overall Efficiency Slower progress due to lengthy experim-
ental phases

Accelerated progress due to computational
speed and reduced reliance on
physical experiments

Flexibility Limited flexibility once experiments are initiated Greater flexibility to adjust and
optimize approaches

Risk Management Higher risk due to resource-intensive nature Lower risk due to the ability to simulate and
predict outcomes

Data Utilization Heavy reliance on experimental data Leveraging available data for predictions
and insights

Regulatory Approval Adheres to established regulatory pathways May require adaptation of regulatory
standards for computational methods
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To find drugs more quickly and correctly, CADD methods are now widely used.
Notably, CADD applies to most drug development stages, including preclinical research,
lead discovery, target validation, and optimization. Therefore, it is predicted that CADD
could lower the cost of drug development by up to 50% [59,60]. The arsenal of techniques
at CADD practitioners’ disposal is diverse and powerful. Techniques like molecular
dynamics simulations, high throughput, virtual screening, and the comprehensive analysis
of absorption, distribution, metabolism, excretion, and toxicity (ADMET) constitute the
backbone of this transformative process. The intricate interplay of ligand- and structure-
based drug design, binding energy calculations, and quantum studies further amplify the
impact. These advanced methodologies heavily rely on intricate hardware and meticulously
crafted software frameworks [61]. The implications of these techniques are profound.
By employing such strategies, the handling of voluminous databases is made feasible,
significantly reducing the reliance on animal models for experimental validation while
simultaneously elevating the robustness of investigations [62]. Figure 2 outlines drug
design via computer-aided methods, encompassing target selection, compound screening,
optimization, validation, clinical development, and regulatory processes.
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Within the realm of CADD, two primary categories reign supreme: structure-based
drug design and ligand-based drug design. Gaining a nuanced understanding of both
these paradigms and their respective applications is instrumental. The landscape is pep-
pered with many software options, each tailored to specific tasks, arising from a mix of
open-access and proprietary solutions. The selection process, however, is a challenging feat.
Parameters such as the nature of the application, study prerequisites, budgetary consid-
erations, reproducibility, the interpretability of analyses, and the user-friendliness of the
software all weave a complex tapestry of decision making. The absence of a universal “best”
program is readily apparent, as the optimal choice hinges on the researcher’s inclinations
and the unique demands of the study [63,64].

A panoramic view of CADD encompasses a rich tapestry of methodologies and plat-
forms. From sequence-based drug design to the conception of virtual libraries, molecular
similarity computations, scoring functions, conformation sampling, docking-oriented vir-
tual screening, and the intricate task of target identification, these components coalesce
in a harmonious symphony. The interdependence of these constituents often leads to
enhancements in one facet rippling across others, forging a dynamic ecosystem of progress
(Figure 3).



BioMedInformatics 2023, 3 1184

BioMedInformatics 2023, 3, FOR PEER REVIEW 7 
 

 

Each computational tool or method employed in CADD bears its inherent limitations. 
This intrinsic constraint is a characteristic of any computational tool relying on predeter-
mined algorithms and scripts [65,66]. The literature has several instances of how these 
computational techniques have failed, and ADMET systems are not backed by reliable 
experimental evidence [67]. 

Recently, new approaches have been applied in CADD, including data mining, arti-
ficial intelligence (AI) techniques, deep learning, and machine learning, further improving 
the speed and accuracy of drug discovery. This is due to advancements in information 
technology (IT), computational power, and the availability of big data. Future drug devel-
opment tactics will heavily rely on these cuĴing-edge IT methods, aiding in feature selec-
tion (drug and receptor features), image processing, compound clustering, etc. 

Several theoretical fields are included in CADD, including data mining, molecular 
modeling, chemoinformatics, and bioinformatics [68]. Machine learning and deep learn-
ing, which have been used in drug discovery since the 1960s [69], are particularly gaining 
traction [70]. There are numerous studies on the successful uses of machine learning in 
CADD, and its significance is well acknowledged [71]. Large data sets are trained using a 
mathematical framework in the machine learning-based technique before being used to 
forecast or categorize fresh data sets [72]. 

 
Figure 3. Classifications of various computational instruments used in drug discovery. 

In addition to CADD’s ongoing contributions, a number of its approaches have en-
tered the hype cycle with high hopes, unrealistic expectations, disillusionments, and use-
ful applications. Fashion, aggravated usage, and a lack of appropriate training to under-
stand the data are common causes of disillusionment [73]. Studies of the QSAR serve as 
examples. A boom surrounded QSAR experiments a few decades ago, but ill-informed 
use, unethical behavior, and subpar reporting resulted in inflated hopes and disappoint-
ment [74]. 

Despite the emergence of the above-mentioned ground-breaking methodologies, 
drug development is still a high-risk endeavor with a poor success rate and large input 
costs. Additionally, precise experimental data are necessary for CADD’s ability to advance 
further [75]. Therefore, it is imperative to develop new experimental or computational 
tools and scientific methods to find correlations between a drug’s nature and structural 

Figure 3. Classifications of various computational instruments used in drug discovery.

Each computational tool or method employed in CADD bears its inherent limitations.
This intrinsic constraint is a characteristic of any computational tool relying on predeter-
mined algorithms and scripts [65,66]. The literature has several instances of how these
computational techniques have failed, and ADMET systems are not backed by reliable
experimental evidence [67].

Recently, new approaches have been applied in CADD, including data mining, artifi-
cial intelligence (AI) techniques, deep learning, and machine learning, further improving
the speed and accuracy of drug discovery. This is due to advancements in information
technology (IT), computational power, and the availability of big data. Future drug de-
velopment tactics will heavily rely on these cutting-edge IT methods, aiding in feature
selection (drug and receptor features), image processing, compound clustering, etc.

Several theoretical fields are included in CADD, including data mining, molecular
modeling, chemoinformatics, and bioinformatics [68]. Machine learning and deep learning,
which have been used in drug discovery since the 1960s [69], are particularly gaining
traction [70]. There are numerous studies on the successful uses of machine learning in
CADD, and its significance is well acknowledged [71]. Large data sets are trained using a
mathematical framework in the machine learning-based technique before being used to
forecast or categorize fresh data sets [72].

In addition to CADD’s ongoing contributions, a number of its approaches have entered
the hype cycle with high hopes, unrealistic expectations, disillusionments, and useful
applications. Fashion, aggravated usage, and a lack of appropriate training to understand
the data are common causes of disillusionment [73]. Studies of the QSAR serve as examples.
A boom surrounded QSAR experiments a few decades ago, but ill-informed use, unethical
behavior, and subpar reporting resulted in inflated hopes and disappointment [74].

Despite the emergence of the above-mentioned ground-breaking methodologies, drug
development is still a high-risk endeavor with a poor success rate and large input costs.
Additionally, precise experimental data are necessary for CADD’s ability to advance fur-
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ther [75]. Therefore, it is imperative to develop new experimental or computational tools
and scientific methods to find correlations between a drug’s nature and structural proper-
ties and its safety and efficacy in the human body (pharmacovigilance-based) to identify
potentially problematic drug leads at the earliest stages of their development. As a result,
the general public will have better health, and medicines will be developed and used in a
safe, sensible, and effective way.

The field of computational chemogenomics is expanding, improving drug design with
various molecular targets in mind, enhancing the ability of toxicity models and side effects
to forecast, and improving collaboration with other fields in order to improve the search
for bioactive compounds are just a few of the challenges that CADD continues to face.

CADD conducts a far more tailored search than conventional HTS and combinatorial
chemistry, which increases the hit rate of new therapeutic molecules. Its objectives include
predicting potential derivatives that might enhance therapeutic efficacy and illuminating
the molecular underpinnings of therapeutic action. CADD is typically used to design
novel compounds, either orally or topically, direct the optimization of lead compounds,
whether to increase its affinity or optimize drug metabolism and pharmacokinetics (DMPK)
properties, including ADMET, and filter large compound libraries into smaller sets of
predicted active compounds that can be tested experimentally.

While CADD has traditionally been associated with its limitations in accurately pre-
dicting complex molecular interactions and binding affinities, its evolution has led to its
integration into various stages of biosimilar development. By leveraging computational
tools, structural analysis, and molecular modeling, CADD is now proving to be a valuable
asset in streamlining the development of biosimilars.

4. Applications of Computer-Aided Discovery in Biosimilar Development

Biosimilar development is a complex and intricate process that demands a compre-
hensive understanding of the biological molecules’ dynamic and structural attributes. In
this context, integrating computer-aided techniques has emerged as a pivotal approach to
unraveling the mysteries of biosimilar behavior, stability, and relationships. The strategic
deployment of computational methods expedites the discovery and optimization of biosim-
ilar candidates and offers insights into their safety, efficacy, and structural alignment with
reference molecules. This section delves into the multifaceted applications of computer-
aided discovery in biosimilar development, highlighting the different applications’ pivotal
role in shaping biosimilar innovation’s future.

4.1. Molecular Modeling and Simulation

By providing insights into the biosimilar molecules’ dynamic and structural features,
molecular modeling and simulation methods have evolved into crucial tools in biosimilar
development. These computational methods provide scientists with useful data that helps them
comprehend these intricate biological entities’ behavior, stability, and relationships [76,77].

4.1.1. Homology Modeling for Predicting Biosimilar Structure

A common method used in creating biosimilars is homology modeling, which enables
the prediction of a biosimilar molecule’s three-dimensional (3D) structure based on the
structure of a closely related protein. Computational approaches may provide precise
3D models of the possible conformation of the biosimilar via sequence alignment and
comparative analysis. This information is essential for identifying structural similarities
and differences, directing further optimization, and verifying the reference molecule’s
similarity [77,78].

4.1.2. Molecular Dynamics Simulations to Analyze Stability and Interactions

By replicating the motions and interactions of biosimilar molecules over time, molec-
ular dynamics simulations provide a dynamic view of those molecules [79]. These sim-
ulations compute the stresses and movements of individual atoms using precise force
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field parameters, allowing microscopic interactions, stability, and complicated conforma-
tional changes to be explored [78]. When biosimilars interact with their target proteins
or other pertinent biomolecules, molecular dynamics simulations may shed light on the
thermodynamic stability, binding kinetics, and structural flexibility of those molecules [77].
Researchers may examine the biosimilars’ safety and effectiveness characteristics by using
this knowledge to better understand the conformational dynamics of those substances
under diverse circumstances.

4.2. Virtual Screening

Small molecule libraries are subjected to a virtual screening to find chemical structures
that could bind to a therapeutic target [80,81]. By evaluating and ranking huge chemical
libraries, virtual screening is a computer process that expedites the discovery of possible
candidates for biosimilar products. By using computer algorithms to estimate the com-
pounds’ binding affinities and biological activities, this method enables scientists to choose
the molecules that have the best chances of succeeding in further experiments.

4.2.1. High-Throughput Virtual Screening to Identify Potential Biosimilar Candidates

In high-throughput virtual screening, hundreds to millions of chemicals are quickly
assessed against a target protein or receptor of interest. Virtual screening makes predic-
tions about the binding affinities and poses of these compounds inside the target’s active
site by using molecular docking or other approaches that are based on structure [82,83].
Researchers can effectively reduce the number of possible biosimilar candidates for ex-
perimental validation by determining how well a molecule fits into the binding site and
evaluating its binding strength [84].

4.2.2. Ligand-Based and Structure-Based Approaches for Target Identification

Virtual screening methods based on ligands and structures are complementary ap-
proaches to creating biosimilars. Ligand-based methods compare substances with compa-
rable chemical characteristics or binding interactions to known ligands or structural motifs.
This method is very helpful when there is a need for precise structural knowledge about
the target protein [82]. On the other hand, structure-based techniques employ the 3D struc-
ture of the target to forecast interactions with possible molecules. These approaches use
molecular docking, molecular dynamics simulations, and other computational techniques
to evaluate binding affinities and interactions more precisely.

The time and resources needed for conventional experimental screening are drastically
reduced thanks to virtual screening, which speeds up the discovery of possible biosimilar
candidates. Researchers may thoroughly assess the binding potential of various compounds
by combining computational techniques with experimental validation, which enables
prioritizing molecules with the most promising biosimilarity properties and therapeutic
potential. Figure 4 provides a comparison between ligand-based and structure-based
approaches for target identification.

4.3. QSAR Modeling

To connect a biological response (such as cell viability, enzyme activity, etc.) to the
chemical characteristics of a group of molecules, QSAR approaches are used [85,86]. The
main advantage of the QSAR technique is that it may be used to pinpoint the properties of
novel chemical compounds without the need for their manufacture and testing. Studies
have shown connections between the structural features of chemicals, physiological traits,
and biological activity [87].

A combination of molecular descriptors, which describe different physicochemical
and structural characteristics of molecules, and biological activity data gathered from
experimental tests is used to build QSAR models [88,89]. By examining these connections,
QSAR models may forecast the activity of new drugs, such as biosimilar candidates, against
a particular target or biological endpoint. The capacity of QSAR models to shed light



BioMedInformatics 2023, 3 1187

on the structure–activity connections of biosimilars is what gives them their predictive
potential. These models are helpful in the creation and development of biosimilars with
increased potency and effectiveness because they may highlight crucial structural elements
that contribute to the desired activity. Giving the compounds with the greatest anticipated
activity the highest priority and directing further experimental validation, QSAR modeling
may also help select prospective lead compounds.
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Data preparation, descriptor computation, model construction, and model validation
are all steps in the QSAR modeling process. To create reliable QSAR models, statistical
methods, including multiple linear regression, support vector machines, and neural net-
works, are often used. Different measures are used to verify these models and evaluate
their generalizability [90].

4.4. Data Mining and Bioinformatics

Data mining and bioinformatics are key fields in developing biosimilars that use
computer tools to glean insightful information from large biological datasets [91]. These
methods are crucial for identifying pertinent biomarkers [92], therapeutic targets [92],
and biosimilar candidate optimization [93]. Huge volumes of biological data have been
produced due to the development of technologies like next-generation sequencing, omics
profiling, and high-throughput screening. These databases extract useful patterns, correla-
tions, and linkages using data mining methods [94].

Bioinformatics tools enable the systematic analysis of molecular and clinical data to
identify potential biomarkers and therapeutic targets [95]. Biomarkers are indicators of
disease status or treatment response and aid in patient stratification and monitoring [96]. By
analyzing molecular profiles of biosimilar candidates and reference molecules, bioinformat-
ics can uncover similarities and differences that contribute to biosimilarity assessment [97].
Furthermore, bioinformatics aids in the identification of potential therapeutic targets by
integrating data from various sources, including gene expression [98], protein–protein
interactions [99], and pathway analysis [100].

The integration of multiple computing methods, including machine learning, network
analysis, and statistical modeling, is common in data mining and bioinformatics. Candidate
selection is aided by machine learning techniques, such as clustering and classification,
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to categorize biosimilar candidates according to specific characteristics [101]. Network
analysis reveals molecular connections, prospective target compounds, and biosimilar
intervention paths [102]. Table 3 showcases different approaches of CADD in biosimilar
development, along with their use cases, advantages, and disadvantages. It highlights how
these methods contribute to discovering, optimizing, and evaluating biosimilar candidates
in the biopharmaceutical field.

Table 3. Advantages and disadvantages of CADD approaches in biosimilar development.

Applications Use Cases Pros Cons

Molecular Modeling
and Simulation

Predicting 3D structure and
dynamic behavior of
biosimilars for similarity
assessment and optimization
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5. Challenges and Future Directions 
In the field of CADD, the accuracy and validation of predictions are becoming in-

creasingly important as computational approaches play a key role in drug discovery. Us-
ing CADD predictions can save time and resources in experimental testing, but incorrect 
predictions can lead to wasted resources and potentially dangerous or useless drug can-
didates. This section focuses on the challenges and future directions of CADD predictions, 
particularly in the context of biosimilar development. 
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predictions can lead to wasted resources and potentially dangerous or useless drug can-
didates. This section focuses on the challenges and future directions of CADD predictions, 
particularly in the context of biosimilar development. 
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5. Challenges and Future Directions

In the field of CADD, the accuracy and validation of predictions are becoming increas-
ingly important as computational approaches play a key role in drug discovery. Using
CADD predictions can save time and resources in experimental testing, but incorrect
predictions can lead to wasted resources and potentially dangerous or useless drug candi-
dates. This section focuses on the challenges and future directions of CADD predictions,
particularly in the context of biosimilar development.

5.1. Validation and Accuracy of CADD Predictions

A key component of contemporary drug discovery is using computational approaches
to anticipate different features of possible drug candidates in the field of CADD. These
tools all work to hasten the discovery and refinement of promising molecules. However, as
the use of these prediction models increases, so does the need for careful validation and the
evaluation of their efficacy.

Since it directly affects subsequent decision-making steps in drug development
pipelines, the accuracy of CADD predictions is crucial. Accurate predictions may save the
time and resources needed for experimental testing, speeding up drug development. On
the other hand, incorrect or inadequately verified predictions may result in resources being
squandered, false leads, and the advancement of potentially dangerous or useless drug
candidates to subsequent stages of development.

It is challenging to create reliable prediction models and evaluate their effectiveness
across many chemical domains and biological settings. The use of benchmark datasets,
blind testing, and comparison with experimental data are thus required. Furthermore,
assuring the accuracy and generalizability of CADD predictions becomes more challenging
as biological systems’ complexity and chemical variety rise.
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Researchers and practitioners are investigating solutions, including ensemble methods,
cross-validation tactics, and external validation utilizing separate datasets to solve these
problems. Additionally gaining momentum are cooperative initiatives to provide uniform
standards and evaluation procedures for CADD forecasts. This area also needs to address
unique difficulties related to model interpretability and overfitting as AI methods, especially
deep learning, become more prevalent.

The confirmation of CADD predictions assumes significant relevance in the context of
biosimilar development, where accuracy in predicting the similarity of biological molecules
is crucial. Instilling trust in adopting AI-driven methodologies for biosimilar development,
robust validation processes can guarantee that the chosen candidates fulfill the strict
requirements for similarity to reference biologics.

5.2. Integration of AI and Machine Learning in Biosimilar Discovery

Machine learning and AI have significantly advanced the area of CADD over the years.
These developments have great potential for speeding up drug discovery procedures,
particularly the creation of biosimilars—biologic medicines that are extremely similar to
authorized reference biologics. As CADD techniques develop, they open revolutionary
possibilities in compound property prediction, drug candidate optimization, and research
pipeline simplification. However, these potentials come with several difficult problems
that need our attention. The incorporation of AI in biosimilar discovery is a major topic
of discussion in this section as it explores the complex terrain of obstacles and potential
future possibilities in CADD.

In recent years, AI has improved the performance of multiple areas [103]. It has
made significant contributions to drug target identification, active compound screening,
and compound property prediction. Implementing machine learning and deep learning
techniques has significantly decreased the costs of developing novel biosimilar drugs and
increased the likelihood of success. This is also evident in biosimilar drug synthesis, where
AI has a significant impact. The introduction of computer-assisted drug synthesis technolo-
gies has simplified and made biosimilar synthesis more accessible. These developments
permit the incorporation of newly discovered reactions utilizing efficient methods and
inexpensive chemical reactants. In addition, the automation of chemical synthesis using
high-throughput automated systems and autonomous devices has ushered in an era of effi-
ciency and safety, alleviating the repetitive, expensive, and dangerous aspects of biosimilar
drug synthesis.

Despite these advances, biosimilar drug development still faces obstacles. The avail-
ability and integrity of data constitute a significant barrier. Formulating precise routes
and predicting optimal reaction conditions are only possible with a comprehensive and
reliable database. Nonetheless, ensuring data consistency across multiple sources and peri-
ods remains complex. In addition, unobserved errors in response data compromise data
integrity, and the absence of essential details such as yields or stereochemistry undermines
the credibility of proposed biosimilar drug synthesis routes.

Predicting reactions beyond existing databases and accomplishing complete synthesis
of biosimilar products continue to be challenging due to complexities in the chiral center
evaluation and strategic management of protective agent addition and removal. Therefore,
improving the precision of AI-generated synthesis routes for biosimilars remains a top
priority. In addition, the need for more sufficient and diverse data from limited databases
hinders the development of effective AI algorithm models. The potential of automated
synthesis systems and robotics is also contingent upon the availability of viable and cost-
effective chemical reactions tailored to the synthesis of biosimilar drugs.

While significant progress has been made, significant obstacles remain in the biosimilar
drug development landscape. The accessibility and integrity of data represent a central
challenge. Establishing a comprehensive and dependable database remains crucial for
formulating precise synthesis routes and predicting optimal reaction conditions. Deep
learning techniques hold immense promise in this regard. Deep learning algorithms can
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recognize intricate patterns within immense datasets and could improve the accuracy
and dependability of data-driven insights, potentially resolving issues associated with
data consistency and integrity. As biosimilar drug development progresses, incorporating
deep learning into the current AI framework could catalyze advances in route prediction,
reaction optimization, and even the prediction of novel reactions, thereby driving the field
toward more efficient and innovative solutions.

Deep learning has shown excellent application potential in the design of therapeutic
compounds in recent years, thanks to the ongoing data advances in drug discovery and
development. Numerous studies have shown the use of deep learning techniques in ligand-
based lead chemical design. Reinforcement learning, variational autoencoders, generative
adversarial networks (GANs), and recurrent neural networks (RNNs) are some of the
regularly used algorithm model types [104,105].

Although deep learning is not a new technology and has been used for years to ana-
lyze language and images, its use in drug development efforts has only recently gained
traction [106]. The adoption of Graphics processing units (GPUs) to conduct computa-
tionally intensive computations related to deep learning has hastened this [107]. By using
several processing layers, referred to as neurons, deep learning goes beyond conventional
machine learning techniques to generate predictions based on enormous multidimen-
sional data [108]. Pharmaceutical companies often employ internal experimental study
databases [109]. Although there are many other deep learning architectures, convolutional
neural networks (CNNs), RNNs, long short-term memory (LSTM), and multi-task learning
(MTL) are the ones most often used in drug design and discovery.

RNNs and GANs may be used to create certain bioactive compounds [110–112].
Segler [113], who trained an RNN model and gathered the active compounds of par-
ticular targets to fine-tune the RNN, was the first to suggest using the RNN model in
molecular design. The RNN model created a focused chemical library of particular targets.
RNN-based depth generation models were integrated with data augmentation, migration
learning, and temperature sampling in a study by Moret et al. [114] to build novel molecules
with particular attributes while working with a small amount of training data.

5.3. Regulatory Considerations for CADD-Generated Biosimilars

To ensure patient safety, effectiveness, and quality, strict regulatory scrutiny is nec-
essary to develop and license biosimilars, which are extremely comparable copies of
authorized reference biologic therapies [115]. Regulatory considerations are essential to
ensure that CADD-generated biosimilars meet the requirements and expectations set by
regulatory agencies, as the integration of CADD methodologies is playing an increasingly
significant role in biosimilar discovery [116].

The accuracy and dependability of CADD predictions across various biologics and
structural aspects should be shown via thorough validation processes [117]. Transparency
in reporting methodology, datasets, and algorithms is required when incorporating CADD
into the biosimilar development process [116]. By providing thorough documentation, the
agency is certain that it can assess the scientific validity of the predictions made by CADD.

Data integrity and quality are now recognized as major regulatory problems. To ensure
accuracy and prevent bias or manipulation, the datasets utilized for CADD predictions need
to be representative and well characterized. The experimental data used to create CADD
models and the data used for validation are subject to regulatory scrutiny for accuracy.
Building confidence in the prediction capacities of CADD-generated biosimilars requires
ensuring the traceability and dependability of data sources.

The regulatory environment for biosimilars is constantly changing, and CADD-
produced biosimilars need help gaining regulatory clearance. Comprehensive analytical
and functional evaluations are necessary to prove comparability between the CADD-
produced biosimilar and the reference biologic [115]. Regulatory bodies want proof that
the CADD’s ability to predict outcomes is supported by actual instances of resemblance in
terms of safety, effectiveness, and clinical results.
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Engaging with regulatory authorities is recommended as biosimilar developers man-
age these regulatory issues. Discussions on CADD methodology, validation tactics, and
data integrity standards may be had during the first meetings. These conversations may
assist in coordinating expectations and guarantee that the regulatory pathway for CADD-
produced biosimilars is clear and transparent.

5.4. Ethics of Using AI in Drug Creation

Although combining AI with drug design can significantly advance medicines, it
also presents serious ethical questions. Data privacy and consent are the first areas of
concern. Using sizable datasets, including private patient information, necessitates open
data-gathering processes and protocols for informed consent. The need to combine AI-
driven innovation with patient safety is highlighted by ensuring that data anonymization
protects patient privacy.

Fairness and prejudice are two other important ethical issues. Healthcare disparities
may be maintained by AI algorithms based on skewed data. AI algorithms must be trained
on various representative datasets to reduce prejudice and promote fair access to novel
treatments to promote ethical drug creation. Addressing algorithmic biases in AI models to
reduce inequities and promote moral AI-enabled medicine development is essential.

Accountability and transparency are the focal points of the third ethical component.
The complexity of AI algorithms may make the understanding of how they make decisions
difficult. To allow academics, authorities, and the general public to examine results, devel-
opers need to provide openness in AI-generated predictions. Mechanisms that hold AI
developers responsible are necessary for ethical drug development, creating a mutually
beneficial partnership between human judgment and AI technologies.

Beyond these factors, it is still crucial to maintain a commitment to patient efficacy
and safety. Before entering clinical trials, AI-generated drug candidates should undergo
rigorous experimental validation to maintain the proper balance between speeding up drug
discovery and patient safety. A significant ethical concern is negotiating the intellectual
property environment while promoting free access to AI-generated findings.

6. Concluding Remarks

The incorporation of computer-aided discovery into the development of biosimilar
agents represents a transformative path, albeit one fraught with formidable obstacles. The
robust validation and accuracy of CADD predictions loom large, necessitating stringent
methodologies to ensure the dependability of results. Incorporating AI and machine
learning in biosimilar discovery necessitates a delicate balance between ground-breaking
innovation and meticulous substantiation, with the need for transparent models and
interpretable algorithms serving as a focal point. Regulatory considerations pertinent to
CADD-generated biosimilars necessitate collaborative efforts between industry, academia,
and regulatory entities to establish all-encompassing guidelines that protect patient safety
and therapeutic efficacy. In addition, the ethical considerations entwined with the use of
AI in drug development highlight the need for ethical frameworks mandating transparent
and principled practices. Envisaging the future of biosimilar development crystallizes the
realization that by collectively addressing these challenges, the full potential of computer-
assisted discovery can be tapped, reshaping the approach to biosimilars and the broader
frontiers of pharmaceutical advancement.
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