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Abstract 

The discovery and development of a contemporary sedate is widely acknowledged as an extremely 

difficult task that requires significant resources and effort. Therefore, computer-aided medication 

design techniques are widely utilized today to increase the productivity of the drug discovery and 

development process. Among structure-based and ligand-based drug design approaches, both 

recognized for their efficiency in drug discovery and development, various CADD (Computer-Aided 

Drug Design) techniques are evaluated based on specific requirements. Atomic docking, a crucial 

method, enables virtual screening for lead identification and optimization within these frameworks. 

Recently, the pharmaceutical industry has extensively utilized computational tools to enhance drug 

viability, reflecting their significant role in modern drug development strategies. These techniques 

facilitate the analysis and improvement of potential drug candidates, streamlining the process and 

increasing the effectiveness of therapeutic discoveries. Overall, the integration of computational 

methods has revolutionized the approach to drug design, making it more precise and efficient. 

 

Keywords : Virtual screening, Molecular Docking, Structure-Based, Ligand-Based, and Computer-
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INTRODUCTION 

Drugs derived from plants or animals have been utilized by people to treat and prevent illness in 

every culture. The search for drugs to treat illness and change one's mood or state of awareness is 

almost as fundamental as the search for food and shelter. Although most medications used in modern 

medicine are the result of advancements in synthetic organic chemistry and biotechnology, several 

pharmaceuticals derived from natural sources are highly prized. Therefore, a drug is any substance, 

synthetic or natural, that is intended to alter the 

structure or function of the body or is utilized in 

the diagnosis, cure, alleviation, treatment, or 

prevention of disease. Therefore, a drug is a 

substance that modifies how the body functions [1, 

2]. 

 

Discovery 

CADD research expanded quickly during the 

1950s and 2000s as a result of the advent of faster 

computers and more advanced software tools. 

Among other things, this involved creating fresh 

techniques for molecular dynamics simulations and 

virtual screening [3]. These days, CADD is a fast 

developing subject that includes a wide range of 

study topics, such as bioinformatics, structural 

biology, and drug development. Because CADD 

makes it possible for researchers to build and 
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optimize drug candidates more quickly and effectively than using traditional experimentation 

methods, it has become a vital tool for drug discovery and development. 

 

Limited Background of Computer-Aided Drug Development  

(a) 1960s Examine the drug-target interaction. 

(b) Automation in the 1980s: High-throughput drug/target selection. 

(c) 1980s Information technology databases: Combinatorial libraries.  

(d) 1980s Quick computers: Docking. 

(e) The 1990s Fast computers: target selection based on genomics, assembly of genomes. 

(f) The 2000s managing enormous amounts of data: pharmacogenomics.  

 

Drug: A chemical agent used in  

 Diagnosis and/or treatment : that alters mental or physical functions A diagnosis and 

investigation are procedures used to identify the underlying cause of a disease or other health 

issue [Figure 1].  

 Medication: Ask your doctor about over-the-counter, prescription, and vitamin products. Find 

terms, information, and guidance related to medicine, including.  

 Treatment options for drug abuse include medication, behavioral therapy (such contingency 

management or cognitive-behavioral therapy), or both. The particular kind of treatment, or mix 

of treatments, will be determined by the patient's needs and frequently by the drugs they take[4-

6].  

 Prevention of Disease or Other Abnormal Condition: The term “cancer” refers to a broad 

category of illnesses that differ in kind and location but have the trait of aberrant cells 

proliferating uncontrollably [5].  

 

  
 

  
Figure 1. Drugs. 
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Figure 2. Drug Discovery Cycle. 

 

Drug Design 

Drug design is the creative process of developing novel pharmaceuticals based on an understanding 

of a biological target. Drug design, in its most basic form, is the creation of molecules that have 

complementary shapes and charges to the molecular targets that they interact and bind with. The 

majority of the time, a medicine is an organic tiny molecule that either stimulates or inhibits the 

activity of biomolecules like proteins, giving the patient a therapeutic [6–8]. 

 

A. An organic small molecule: Small molecules, also known as metabolites, are low molecular 

weight organic compounds that are usually used as substrates or products in 

biologicalprocesses.  

B. Complementary in charge and shape to the target: Essentially, drug design is creating 

molecules that have complementary charges and shapes to the biomolecular targets they 

interact with, which means the molecules will bind to the targets. The phrase “ligand design,” 

which refers to the design of a molecule capable of forming a strong bond with its target).  

C. Oppositely charged to the bimolecular target: The process of creating new drugs based on 

biological targets is known as drug design. It is a wonderfully creative endeavor. It goes under 

the names rational drug design and rational design as well [Figure 2].  

 

Software and Aids 

The selection of software programs that follow are illustrations of basic CADD (Computer-Aided 

Drug Design) tools that are frequently utilized in our lab. CADD approaches are mathematical tools 

that are applied in several publicly and commercially available applications to alter and measure the 

attributes of possible drug candidates. MD simulation codes like CHARMM, AMBER, NAMD, 

GROMACS, Open MM, etc. are frequently utilized. These programs are designed to run on a variety 

of computer architectures and are optimized for multi-core CPUs (CPUs) for graphics processing and 

parallel computing, respectively [9–15]. GPU, or video as it is commonly referred to in games. If a 

protein, RNA, or other macromolecule has been determined to have a 3D structure, it can be retrieved 

for SBDD from the Protein Data Bank (PDB)has been resolved by experimental methods such as 

nuclear magnetic resonance (NMR) or X-ray crystallography. As an alternative, homology models 

can be used to produce 3D models via online web servers like SWISS-MODEL or software like 

MODELLER. A dynamic force for the molecule of interest is needed in order to carry out data 

analysis, homology modeling, MD simulations, and other CADD techniques. These forces, for 

instance, are used by related software to calculate the forces and energies connected to protein-drug 

complexes. During energy minimization or MD simulations, the internal and exterior forces of 

molecular systems are described by force fields like the CHARMM or AMBER families. The force 
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field can be created using the if there are no restrictions in the force field, which is advantageous for 

tiny things like medications. 

Automated programs like Antechamber are used in the CGenFF program or function parameters. 

Large screen in silico combinatorial databases frequently employ virtual database scanning (VS) 

approaches to find possible binding locations for study. The free embedding tools DOCK, AutoDock, 

and AutoDock Vina are a few examples of those used for this purpose. Another illustration is the 

Pharmer program, which validates databases using 3D pharmacophores. A crucial component of 

ligand discovery is a CADD computer database of medications, such as VS medications. ZINC, which 

presently has over 90 million compounds and can be obtained from numerous vendors, is the common 

compound for VS. For particular VS requirements, internal databases can be developed, and chemical 

catalogs are available from pharmacology websites like Chem Bridge and ChemDiv. 

 

SDF file available for download. Nevertheless, this can be challenging to transform into three-

dimensional structures, given the data's keys need for tautomeric and physically correct protonation 

states. MOE, Open Eye Schrödinger, and Discovery Studio are examples of CADD products. These 

services, which typically incorporate many of the elements needed for CADD, such as SBDD and 

LBDD approaches, are reasonably priced for academic customers. 

 

Overview Steps Involve in CADD 

1. Determining which target molecule or biomolecule is responsible for the relevant sickness or 

condition.  

2. Using molecular modeling software, a three-dimensional model of the target molecule is 

created. 

3. Virtual screening of enormous chemical libraries to find possible candidates for drugs that have 

the ability to attach to the intended target. 

4. To increase the treatment's efficacy and safety, the drug candidates are optimized utilizing 

computational methods including molecular docking and molecular dynamics simulations. 

5. Using both in vitro and in vivo investigations, the most promising medication candidates are 

chosen for additional validation.  

6. Before a drug is sold and utilized for therapy, it must first undergo validation of the chosen 

drug candidates through clinical trials and regulatory approval. 

 

The CADD's parameters for TDDS include: 

 Target identification 

 Drug release kinetics 

 Pharmacokinetics 

  biocompatibility 

 targeting efficiency 

  drug release kinetics 

 

Drug Design Types 

A. Ligand-Based Drug Design (LBDD): In LBDD, the target protein's three-dimensional structure 

is unknown, but the ligands that bind to the intended target location are known. These ligands 

can be used to create a molecule or pharmacophore model that has all the structural 

characteristics required to bind to a aim for the dynamic website. The two main types of ligand-

based methods are quantitative-structure activity relationships (QSARs) and pharmacophore-

based approaches. According to LBDD, substances that share structural similarities are also 

presumed to have comparable biological activities and interactions with targetproteins [Figure 

3].  

B. Structure-based drug design (SBDD): Following the docking process, the interaction or bio-

affinity for each tested molecule is calculated based on the known structure of the target 

protein.  
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Overview of the Process Involved in SBDD 

Several cycles of SBDD are required before the optimized lead is ready for clinical trials. The 

target protein is isolated, purified, and its structure is determined in the first cycle using one of three 

essential techniques: NMR, homology modeling, or X-ray crystallography. Compounds are inserted 

into a specific area (active site) of the protein by means of virtual screening across several databases. 

Based on how these molecules interact with the target protein's active site in a steric, hydrophobic, 

and electrostatic manner, these compounds are rated and scored. The best-ranked compounds undergo 

biochemical assay testing. The protein's structure is determined in the second cycle using the most 

optimistic lead of the first cycle, the one with the lowest micro-molar inhibition in vitro, and indicates 

the compound's locations that can be improved for a subsequent potency increase. Following a 

number of subsequent cycles, such as lead production and further lead optimization via complex 

protein structures containing lead compounds, the optimized compounds typically exhibit a noticeable 

increase in target selectivity and binding affinity. 

 

COMPUTER AIDED DRUG DESIGN (CADD) 

Computer-aided drug design, or CADD, is a rapidly expanding field of study, application, and 

appreciation for computational techniques to drug design, discovery, and development. A new drug's 

introduction to the market is a labor-intensive, expensive, and time-consuming procedure that requires 

a lot of risk. The process of finding and developing new drugs typically takes 10 to 14 years and 

requires more than $1 billion in funding. In order to minimize time, expense, and risk-related issues, 

computer-aided the computer-aided drug design (CADD) method is a popular new drug design 

strategy. It has been observed that we can cut the cost of medication research and discovery by up to 

50% by using CADD techniques [Figure 4]. CADD includes the usage of any program method for 

creating a standard that connects activity to structure that is program-based.  

 

Drug Creation with Computer Assistance  

1. Molecular docking is an in-silico technique that forecasts where ligands or tiny molecules will 

end up in the target protein's (receptor's) active site. Its primary application is the precise 

estimation of the most advantageous binding modes and bioaffinities between ligands and their 

receptors; at the moment, virtual screening is widely utilized to optimize lead compounds. 

Three primary objectives of the molecular docking approach are interrelated and include 

prediction such as virtual screening, bioaffinity, and binding pose prediction. The search 

algorithm and scoring functions are the fundamental instruments in the molecular docking 

approach, which are used to create and analyze ligand conformations [16–18].  

2. Virtual screening: Using data on the protein target or recognized active ligands, virtual 

screening has emerged as a highly practical method for identifying the most advantageous 

bioactive molecules.  
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Figure 3. Outline of process involved in LBDD. 

 
Figure 4. Modern drug design. 

 

Virtual screening has gained incredible traction recently as a high-throughput screening option, 

mostly due to its cost effectiveness and capacity to locate the most suitable novel hit among the vast 

libraries of compounds it filters. Virtual screening approaches can be broadly classified into two 

categories: structure-based virtual screening (SBVS) and ligand-based virtual screening (LBVS). The 

former relies on the target protein's active site structure, while the latter method estimates the 

calculated similarity between a known active compound and one obtained from a database. 

 

QSAR: (Quantitative Structure–activity Relationship)  

Quantitative structure–activity relationship, or QSAR, models are regression or classification 

models that are applied in engineering, the biological and chemical sciences, and other fields.  

QSAR regression approaches link a set of “predictor” variables (X) to the potency of the response 

variable (Y), just like other regression models do, whereas QSAR classification models tie the 

predictor variables to the response variable's category value. Theoretical molecular descriptors or 

physical-chemical properties of the chemicals are the predictors in QSAR modeling; the biological 

activity of the chemicals might be the QSAR response-variable. Initially, QSAR models condense an 
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alleged correlation between chemical structures and biological activity within a chemical data-set. 

Second, QSAR models forecast novel compounds' behaviors.  

 

CONCLUSION 

There was a lot of hope at the beginning of the 1990s that CADD would completely change how 

medications are created. Relentless exponential improvement in computing power led to the ability to 

do basic complementarity calculations between ligands and receptors. Scientists now have the 

capacity to create and modify real-time vector representations of chemical structures because to 

advancements in computer graphics technology.  

 

Computational chemists thought that by creating novel chemicals with the aid of computers, they 

could avoid a significant amount of the time and effort needed for medication manufacture and 

testing. De novo design refers to the idea of creating virtual lead compounds solely through computer 

simulation. The biggest pharmaceutical companies in the world invested millions of dollars on 

hardware and program that makes de novo design feasible. 

 

Sadly, success is uncommon, and de novo design has mostly shown to be a complete failure. De 

novo design was unable to demonstrate that it is a useful technique for finding lead compounds. The 

primary causes of this are restrictions on computer power and a dearth of practical software features. 

Accuracy and processing speed are crucial in scientific computing. Therefore, it is necessary to use 

assumptions, algorithms, approximations, and other shortcuts to make calculations run in a finite 

amount of time. The calculated accuracy of any ligand-receptor interactions was significantly reduced 

as a result. Chemists conjectured a variety of chemical configurations that would complement the 

active site, but their computer simulations did not match the calculated binding with reality. This 

continues to be the biggest obstacle in de novo design The tremendous amount of calculations 

required to precisely anticipate the binding of a de novo created ligand to its receptor in a practical 

amount of time, despite the exponential speed increase of computers, still necessitates large 

approximations. Attempts are being undertaken to create whole ligands from scratch and dock them 

inside of receptors by de novo design. Still, there is an issue with the predicted structure's behavior in 

actuality.  

 

Computer-aided drug design (CADD), which can create and optimize drug candidates more quickly 

and effectively than conventional experimental methods, has become an essential tool for drug 

discovery and development. Drugs are delivered precisely to the affected spot using targeted drug 

delivery systems created with CADD tools, which also lessen side effects compared to conventional 

drug administration techniques. The discipline of computational and applied molecular biology 

(CADD) is a fast-growing area of study that includes drug discovery, structural biology, and 

bioinformatics. Rapid advancements in computer speed and software capabilities have resulted in a 

surge in CADD research. Software programs like CHARMM, AMBER, NAMD, GROMACS, Open 

MM, and others are frequently utilized in CADD. Finding the target molecule is a step in the CADD 

process. 

 

The process involves identifying the target molecule or biomolecule that is involved in the disease 

or condition of interest, creating a 3D model of the target molecule, virtually screening large chemical 

libraries to find possible drug candidates, optimizing drug candidates using computational techniques 

like molecular docking and molecular dynamics simulations, choosing the most promising drug 

candidates for additional validation through in vitro and in vivo experiments, and obtaining regulatory 

approval and clinical trials before the drug can be marketed and used for treatment. Target 

identification, drug release kinetics, biocompatibility, pharmacokinetics, targeting efficiency, drug 

stability, and other factors are among the parameters in CADD for targeted drug delivery systems. 
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