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 Abstract: A computer method called molecular docking forecasts how well ligands will attach to 
receptor proteins. It has grown into a powerful tool for medication development, notwithstanding its 
possible use in nutraceutical research. Nutraceuticals are bioactive compounds found in food 
sources that have potential applications in illness management. Identifying their molecular targets 
can aid in the development of novel treatments tailored to a given disease. This review's objective 
was to investigate the use of molecular docking in the investigation of dietary supplements and 
illness treatment. First, a summary of the basic principles of molecular docking and the different 
docking software tools was given. Additionally discussed are the drawbacks and challenges of ap-
plying molecular docking to nutraceutical research, such as the need for experimental validation and 
the dependability of scoring functions. 
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1. Introduction 
A computer method for predicting ligands' binding affinities to receptor proteins is called molecular docking. Despite its 
potential use in nutraceutical research, it has become a powerful tool for medication development. Nutraceuticals are 
bioactive chemicals found in food sources that can be used to treat illnesses. New treatments tailored to a particular 
disease can be developed with the aid of their molecular targets. Exploring the use of molecular docking in the research 
of dietary supplements and disease management was the aim of this review. An introduction to the basic concepts of 
molecular docking and the range of docking software tools was given first. Molecular docking's drawbacks and 
challenges in nutraceutical research are also discussed, such as the need for experimental validation and the 
dependability of scoring functions. Furthermore, the discovery of molecular targets for nutraceuticals in a variety of 
illness models—such as those for cancer, sickle cell disease, cardiovascular, gastrointestinal, reproductive, and 
neurological disorders—was emphasized. In order to identify the impact of novel nutraceuticals on disease pathogenesis, 
we also highlighted biochemical pathways and models from current research that have uncovered molecular 
mechanisms. Molecular docking is a valuable technique for determining the molecular targets of nutraceuticals in 
disease management, and this is unquestionably true. It might help in the development of novel treatments and provide 
details on how nutraceuticals function. As a result, molecular docking has great promise for the development of novel 
medications to cure illness and has a promising future in nutraceutical research[1-5]. 
In recent years, molecular docking has emerged as a crucial component of in-silico drug development. This method 
entails making atomic-level predictions about how a tiny chemical and a protein will interact. This makes it possible for 
scientists to investigate how tiny compounds, like nutraceuticals, behave within a target protein's binding site and 
comprehend the basic biochemical mechanism underpinning this interaction. The method is structure-based and 
necessitates a high-resolution three-dimensional representation of the target protein, which can be acquired using 
methods such as nuclear magnetic resonance spectroscopy, cryo-electron microscopy, or X-ray crystallography. For 
molecular docking approaches, a number of free and commercial computational tools and algorithms are available. 
These tools and systems were created and are now utilized in academic and drug research settings. AutoDock Vina, 
Discovery Studio, Surflex, AutoDock GOLD, Glide, MCDock, MOE-Dock, FlexX, DOCK, LeDock, rDock, ICM, Cdcker, 
LigandFit, FRED, and UCSF Dock are among the most widely used docking applications, according to work. The top-
ranked options with the highest scores among these programs are AutoDock Vina, Glide, and AutoDock GOLD. 
Furthermore, depending on the experimental poses1, some of these systems have been successful in predicting Root 
Mean Square Deviations (RMSDs) between 1.5 and 2 Å1. However, modern docking systems still struggle with flexible 
receptor docking, particularly receptor backbone flexibility[3-12]. 
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The ligand-receptor complex's computational electrostatics can be examined, screened, and predicted by the docking 
study. Usually, this investigation is conducted in two separate parts. The first step is to sample ligand conformations 
based on the active site of the protein. Second, a scoring system is used to rank the conformations. Theoretically, 
sampling algorithms should replicate experimental binding modes, and a scoring function should be used to score the 
confirmed results. Compared to in vivo lab investigations, the dry lab approach offers a substantial time and resource 
investment advantage. As previously mentioned, this method forecasts the orientation of the ligand in a complex that it 
forms with proteins or enzymes. Additionally, the geometry and electrostatic interaction of the docked complex 
characterize the interaction. The utility of Molecular Docking in drug discovery and design has been well-established. 
But there has reportedly been a recent uptick in interest in using this approach in food research. In particular, the 
molecular targets of nutraceuticals used in disease management are verified through the use of molecular docking. 
2. Molecular docking: The goal of molecular docking is to use computer-based techniques to anticipate the ligand-
receptor complex. The two primary steps in the docking procedure are using a scoring function and sampling the ligand. 
Considering their binding mechanism, sampling algorithms assist in determining the ligand's most energetically 
advantageous conformations within the protein's active region. A score system is then used to rank these confirmations. 
2.1. Algorithms: Finding every possible orientation and shape of the protein in combination with the ligand is the main 
goal of the search method[5, 13-20]. The following categories apply to the search algorithms: 
Direct or methodical approach: The following are the three categories of systematic methods: 
A. Conformational search: Here, the ligand's structural parameter's torsional (dihedral), translational, and rotational 
degrees of freedom are progressively altered. 
ii. Disintegration In this case, the fragments can either be anchored independently, with the first fragment docked initially 
and following fragments built outward in steps from that initial bound point, or multiple fragments can be docked during 
the molecular docking process to build connections between them. It makes use of Flex XTM, DOCK, LUDI, and other 
tools. 
iii. Database Search: Every small molecule that is already listed in the database can have a variety of plausible 
conformations created using this method, which can then be docked as hard bodies. One example of the tools it use is 
FLOG. 
B. Random methods, often known as stochastic methods, come in three different varieties. 
i. Monte Carlo: This method assigns ligands to the receptor binding site at random, scores it, and then creates a new 
configuration. It makes use of tools like MCDOCK, ICM, and others. 
ii. Genetic algorithm: It begins with a population of postures, where the "gene" describes the configuration and placement 
with respect to the receptor, and the "fitness" is the score. To create the following generation and repeat the agreement, 
carry out transformations, hybrids, etc. of the fittest. It makes use of AutoDock, GOLD, and other tools. 
C. Tabu search: By prohibiting the previously revealed regions of the ligands' conformational space from being 
reexamined, Tabu search works by imposing notable restrictions that make it easier to investigate a novel configuration. 
It makes use of Molegro Virtual Docker (MVD)TM, PRO LEADS, and other technologies. 
2.2. Scoring: Virtual screening helps determine which ligand structure and rotation is most beneficial with regard to the 
receptor (protein) by evaluating ligands based on their binding affinity. The scoring function is mostly composed of four 
groups. 
Force field-based: To calculate the binding affinity, it includes the contribution of non-bonded interactions such as 
hydrogen bonds, van der Waal forces, and Columbic electrostatics in addition to bond-like angle bonding and torsional 
deviation. AutoDock, DOCK, GoldScore, and other tools are used. 
Empirical function: It uses protein–ligand complexes with known binding affinities that have functional groups and some 
kind of interaction to perform repeated linear relapse analysis on a prepared set of complex structures. Examples include 
the salt scaffold, the stacking of aromatic rings, the N–O hydrogen link, the O–O hydrogen bond, etc. It makes use of 
technologies like LUDI score, ChemScore, AutoDock scoring, etc. 
Knowledge-based: It gives elements, atoms, and functional groupings the ability to be separated into ward pairs by 
statistically evaluating a variety of complicated structures. Tools such as PMF and DrugScore are used. 
Consensus: In essence, it combines the assessments or orders obtained using several evaluation techniques in different 
configurations. 
2.3. Software: For the virtual screening of phytochemicals or nutraceuticals as potential medicinal molecules, molecular 
docking has proven essential in many drug discovery efforts. In the middle of the 1980s, the first docking program was 
created, and efforts to improve docking computations are ongoing. The latest advancements in docking techniques 
determine the natural substrates of an enzyme in order to predict its capacity. Finding that the protein of interest is a 
member of a particular superfamily allows for the successful prediction of protein complexes by focusing the search for 
likely substrates and reaction types within that area. 
AutoDock: The Scripps Research Institute created the popular molecular docking program Autodock. Both stiff and 
flexible docking can be done using this free, open-source program. Autodock optimizes ligand distribution within a 
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receptor binding site using a Lamarckian genetic method. It also has a number of scoring features to assess how well 
ligands bind to receptors. PDB, MOL2, and SDF are just a few of the input file types that Autodock supports. 
Dock: A molecular docking program called Dock was created by the Chimera team at UCSF. It is an easy-to-use tool 
for docking tiny compounds into receptor-binding sites. Dock assesses ligand-receptor binding affinities using a grid-
based methodology. In order to rank the poses produced during the docking process, it also has scoring mechanisms. 
PDB, MOL2, and SDF are among the input file types that the dock supports. 
ArgusLab: Mark Thomson of the Department of Energy at Pacific Northwest National Laboratory in the USA developed 
the molecular modeling program Argus Lab, which models solvent effects by combining algorithms from quantum 
mechanics and classical mechanics. This software can do things like molecular modeling, drug design, and graphic 
production. 
Discovery studio: Dassault Systèmes BIOVIA created the molecular modeling and simulation software program 
Discovery Studio. A variety of tools for protein modeling, virtual screening, molecular docking, and molecular dynamics 
simulation analysis are included. The molecular docking component is used to evaluate the intensity of the contact 
between a ligand (small molecule) and a target protein, as well as to forecast the mechanism of binding. A range of 
docking algorithms, including CDOCKER, GOLD, and LibDock, are used by Discovery Studio to provide a set of potential 
ligand binding poses and rank them according to their anticipated binding energies. Additionally, the software offers 
capabilities for comparing the binding modes of several ligands to the same protein target as well as for displaying and 
analyzing the docking results. 
CB-DOCK2: A better version of the CB-Dock server for protein-ligand blind docking, CB-Dock2 combines homologous 
template fitting, cavity detection, and docking. 
2.4. Active site prediction: Both initial specification and post-docking identification of the binding pockets are possible 
during molecular docking[21-24]. As a result, three distinct methods can be thought of to confirm the binding pocket of 
interest during molecular docking, as indicated below. 
a. Docking site-directed: Here, dock the ligand after determining the protein–ligand interaction site. 
b. Blind docking: Without being aware of the binding site beforehand, the docked ligand is right onto the entire receptor 
structure in this instance. 
c. Docking using a typical standard: In this case, the protein is docked with the typical small molecule or ligands. It is 
easier to estimate the appropriate binding pocket when using the standard ligand. 
3. Applications of molecular docking: Molecular docking is widely used for basic science application and research 
purpose[11, 25-37]. Here, we highlighted some of the common applications:  
Hit identification/virtual screening: In drug discovery, molecular docking is frequently utilized for hit identification. By 
forecasting the binding affinity of small compounds to a protein or receptor of interest, it aids in the identification of 
possible therapeutic candidates. A huge database of small compounds can be screened via docking to find those that 
have a high affinity for binding to a target protein. 
Lead optimization: Using molecular docking, the structure of a hit chemical can be optimized to increase its binding 
affinity and selectivity. By forecasting the binding patterns of altered structures, docking can also be utilized to create 
novel analogs. 
Bioremediation: To forecast the binding affinity of small compounds to enzymes involved in the breakdown of 
environmental contaminants, bioremediation uses molecular docking. Designing inhibitors or activators of these 
enzymes to improve the effectiveness of bioremediation can be aided by docking. 
Clarification of structure: Proteins with unknown structures can also have their structures clarified through the use of 
molecular docking. Docking can be used to anticipate how tiny molecules will bind to proteins and, based on that 
prediction, create a homology model of the protein. An accurate protein structure can subsequently be obtained by 
refining the produced model using experimental data. 
In-silico drug property prediction: The Absorption, Distribution, Metabolism, Excretion, and Toxicity (ADMET) 
characteristics of small compounds can also be predicted via docking. Early in the drug development process, molecules 
with undesirable qualities can be filtered out using the expected ADMET attributes. AutoDock Vina, GOLD (Genetic 
Optimization for Ligand Docking), Glide, and Schrödinger Suite are a few noteworthy examples. These software 
programs offer sophisticated algorithms and computational methods for effective ligand-receptor docking simulations, 
which enable the identification of possible therapeutic candidates and the prediction of binding affinities. Additionally, 
they use ADMET prediction modules, which allow evaluation of the drug's behavior concerning absorption, distribution, 
metabolism, excretion, and possible toxicity. 
4. Conclusions and future perspectives: One helpful method for determining the molecular targets of nutraceuticals 
used in disease treatment is molecular docking. It makes it possible to estimate the binding affinity and conformation of 
nutraceuticals with target proteins, which can be used to discover potential therapeutic targets. Molecular docking is 
now an essential tool in the drug development process due to the availability of databases and advancements in 
computational tools. By reducing the time and cost required for traditional experimental procedures, the use of this 



Global Journal of Basic Science                                          Feb 2025 4 of 5 
 

Global Journal of Basic Science                                vol 1, issue 4, Feb, 2025                              ISSN: 3049-3315 

technology has increased the efficiency and efficacy of drug development. Consequently, the application of molecular 
docking in dietary supplement research has significant promise for the discovery of new therapeutic targets as well as 
the development of safe and effective dietary supplements for illness treatment. A powerful method for determining the 
molecular targets of nutraceuticals used to treat disease is molecular docking. Finding potential nutraceutical targets 
will become more accurate and efficient with the advancement of molecular docking techniques and algorithms. The 
complex interactions between nutraceuticals and their molecular targets will also be better understood by combining 
molecular docking with other computational methods like network analysis and machine learning. Furthermore, 
personalized medicine will be able to create personalized treatment plans based on an individual's genetic composition 
and disease state thanks to the application of molecular docking. 

Author Contributions: Conceptualization, P.K.P.K.; methodology, P.K.P.K.; software, P.K.P.K.; validation, P.K.P.K.; formal analy-
sis, P.K.P.K.; investigation, P.K.P.K.; resources, P.K.P.K.; data curation, P.K.P.K.; writing—original draft preparation, P.K.P.K.; writ-
ing—review and editing, P.K.P.K.; visualization, P.K.P.K.; supervision, P.K.P.K.; project administration, P.K.P.K.; funding acquisition, 
P.K.P.K. All authors have read and agreed to the published version of the manuscript. 
Funding: Not Applicable. 
Acknowledgments: We are grateful to the Department of Laboratory Technology Faculty of Applied Medical Sciences, King Ab-
dulaziz University, Jeddah - 21589, Kingdom of Saudi Arabia for providing us all the facilities to carry out the entire work. 
Conflicts of Interest: The authors declare no conflict of interest. The funders had no role in the design of the study; in the collection, 
analyses, or interpretation of data; in the writing of the manuscript, or in the decision to publish the results. 
Institutional Review Board Statement: Not applicable. 
Informed Consent Statement: Not applicable. 
Data Availability Statement: Not applicable. 

References 
1. Baek, M., et al., Accurate prediction of protein structures and interactions using a three-track neural network. Science, 2021. 

373(6557): p. 871-876. 
2. Bairy, S.K., et al., Three-Dimensional Quantitative Structure–Activity Relationship Studies on c-Src Inhibitors Based on 

Different Docking Methods. Chemical Biology & Drug Design, 2009. 73(4): p. 416-427. 
3. Brooijmans, N. and I.D. Kuntz, MOLECULAR RECOGNITION AND DOCKING ALGORITHMS. Annual Review of Biophysics 

and Biomolecular Structure, 2003. 32(1): p. 335-373. 
4. Campbell, S.J., et al., Ligand binding: functional site location, similarity and docking. Current Opinion in Structural Biology, 

2003. 13(3): p. 389-395. 
5. Grosdidier, A., V. Zoete, and O. Michielin, EADock: docking of small molecules into protein active sites with a multiobjective 

evolutionary optimization. Proteins, 2007. 67(4): p. 1010-25. 
6. Conzelmann, H., et al., A domain-oriented approach to the reduction of combinatorial complexity in signal transduction 

networks. BMC Bioinformatics, 2006. 7(1): p. 34. 
7. de Vries, Sjoerd J., et al., A Web Interface for Easy Flexible Protein-Protein Docking with ATTRACT. Biophysical Journal, 

2015. 108(3): p. 462-465. 
8. Durrant, J.D., R.E. Amaro, and J.A. McCammon, AutoGrow: A Novel Algorithm for Protein Inhibitor Design. Chemical Biology 

& Drug Design, 2009. 73(2): p. 168-178. 
9. Lian, Z., et al., 3D,2D-QSAR study and docking of novel quinazolines as potential target drugs for osteosarcoma. Front 

Pharmacol, 2023. 14: p. 1124895. 
10. Liu, Y., et al., CB-Dock2: improved protein-ligand blind docking by integrating cavity detection, docking and homologous 

template fitting. Nucleic Acids Res, 2022. 50(W1): p. W159-W164. 
11. Mobashir, M., et al., An Approach for Systems-Level Understanding of Prostate Cancer from High-Throughput Data 

Integration to Pathway Modeling and Simulation. Cells, 2022. 11(24). 
12. Rahman, F., et al., Exploration of potential inhibitors for autophagy-related protein 8 as antileishmanial agents. Chem Biol 

Drug Des, 2022. 99(6): p. 816-827. 
13. Abul-Husn, N.S., et al., Systems approach to explore components and interactions in the presynapse. PROTEOMICS, 2009. 

9(12): p. 3303-3315. 
14. Altschul, S.F., et al., Basic local alignment search tool. J Mol Biol, 1990. 215(3): p. 403-10. 
15. Chen, V., et al., Applying interpretable machine learning in computational biology-pitfalls, recommendations and 

opportunities for new developments. Nat Methods, 2024. 21(8): p. 1454-1461. 
16. Chuang, R., et al., Drug target optimization in chronic myeloid leukemia using innovative computational platform. Sci Rep, 

2015. 5: p. 8190. 
17. Ferreira, L.G., et al., Molecular Docking and Structure-Based Drug Design Strategies. Molecules, 2015. 20(7): p. 13384-

13421. 



Global Journal of Basic Science                                          Feb 2025 5 of 5 
 

Global Journal of Basic Science                                vol 1, issue 4, Feb, 2025                              ISSN: 3049-3315 

18. Hamamsy, T., et al., Protein remote homology detection and structural alignment using deep learning. Nat Biotechnol, 2024. 
42(6): p. 975-985. 

19. He, B., et al., Predicting intrinsic disorder in proteins: an overview. Cell Research, 2009. 19(8): p. 929-949. 
20. Irizarry, R.A., et al., Exploration, normalization, and summaries of high density oligonucleotide array probe level data. 

Biostatistics, 2003. 4(2): p. 249-64. 
21. Castellana, M., et al., Enzyme clustering accelerates processing of intermediates through metabolic channeling. Nature 

Biotechnology, 2014. 32(10): p. 1011-1018. 
22. Coelho, C., et al., Structural insights into xenobiotic and inhibitor binding to human aldehyde oxidase. Nature Chemical 

Biology, 2015. 11(10): p. 779-783. 
23. Jiang, T. and A.E. Keating, AVID: An integrative framework for discovering functional relationships among proteins. BMC 

Bioinformatics, 2005. 6(1): p. 136. 
24. Yang, X., et al., FitDock: protein-ligand docking by template fitting. Brief Bioinform, 2022. 23(3). 
25. Almowallad, S., L.S. Alqahtani, and M. Mobashir, NF-kB in Signaling Patterns and Its Temporal Dynamics Encode/Decode 

Human Diseases. Life (Basel), 2022. 12(12). 
26. Almowallad, S., R. Jeet, and M. Mobashir, Systems-level understanding of toxicology and cardiovascular system. Jour. Bas. 

Sci., 2024. 5(1): p. 1-16. 
27. Almowallad, S., R. Jeet, and M. Mobashir, A systems pharmacology approach for targeted study of potential inflammatory 

pathways and their genes in atherosclerosis. Jour. Bas. Sci., 2024. 6(1): p. 1-12. 
28. Postdoctoral Associate (Computational Biology) with Stony Brook University | 374684.pdf. 
29. Ahmed, S., et al., A Network-Guided Approach to Discover Phytochemical-Based Anticancer Therapy: Targeting MARK4 

for Hepatocellular Carcinoma. Front Oncol, 2022. 12: p. 914032. 
30. Anwer, S.T., et al., Synthesis of Silver Nano Particles Using Myricetin and the In-Vitro Assessment of Anti-Colorectal Cancer 

Activity: In-Silico Integration. Int J Mol Sci, 2022. 23(19). 
31. El-Kafrawy, S.A., et al., Genomic profiling and network-level understanding uncover the potential genes and the pathways 

in hepatocellular carcinoma. Front Genet, 2022. 13: p. 880440. 
32. Helmi, N., D. Alammari, and M. Mobashir, Role of Potential COVID-19 Immune System Associated Genes and the Potential 

Pathways Linkage with Type-2 Diabetes. Comb Chem High Throughput Screen, 2022. 25(14): p. 2452-2462. 
33. Krishnamoorthy, P.K.P., et al., In-silico study reveals immunological signaling pathways, their genes, and potential herbal 

drug targets in ovarian cancer. Informatics in Medicine Unlocked, 2020. 20: p. 100422. 
34. Krishnamoorthy, P.K.P., et al., T-cell Epitope-based Vaccine Design for Nipah Virus by Reverse Vaccinology Approach. 

Comb Chem High Throughput Screen, 2020. 23(8): p. 788-796. 
35. Kumar, J., et al., Synthesis and screening of triazolopyrimidine scaffold as multi-functional agents for Alzheimer's disease 

therapies. European Journal of Medicinal Chemistry, 2016. 119: p. 260-277. 
36. Khan, B., et al., Deciphering molecular landscape of breast cancer progression and insights from functional genomics and 

therapeutic explorations followed by in vitro validation. Scientific Reports, 2024. 14(1). 
37. Khan, B. and M.M.A. Rizv, San Huang Decoction as an effective treatment for oral squamous cell carcinoma based on 

network pharmacology. Jour. Bas. Sci., 2025. 4(2): p. 1-17. 
 
Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual author(s) and 
contributor(s) and not of Global Journal of Basic Science and/or the editor(s). Global Journal of Basic Science and/or the editor(s) disclaim 
responsibility for any injury to people or property resulting from any ideas, methods, instructions or products referred to in the content.  

Copyright: © 2025 by the authors. Submitted for possible open access publication under the terms and conditions of the Creative Commons Attribution 
(CC BY) license (https://creativecommons.org/licenses/by/4.0/). 
 
 


