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Abstract 

Hypertension is a major global health challenge and a leading risk factor for cardiovascular and renal diseases. 
Recent advances in computational drug discovery have enhanced the identification and development of novel 
antihypertensive agents by targeting proteins involved in blood pressure regulation. This review provides an 
overview of important protein targets in hypertension and discusses the application of in silico approaches, 
including molecular modeling, molecular docking, molecular dynamics simulations, virtual screening, 
pharmacophore modeling, ADMET prediction, and artificial intelligence-driven drug design. The review also 
highlights recent advances in computational studies, natural-product-based drug discovery, and multi-target 
therapeutic strategies. Although challenges related to data quality, prediction accuracy, protein flexibility, and 
experimental translation remain, in silico methods continue to accelerate drug discovery and support the 
development of safer, more effective, and cost-efficient antihypertensive therapies. 
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1. Introduction 

Hypertension is a prevalent cardiovascular disorder and remains a major global health concern due to 

its high incidence and strong association with severe complications such as stroke, myocardial 

infarction, heart failure, peripheral vascular disease, and chronic kidney disease (Ahmad et al., 2023). 

It is characterized by persistently elevated arterial blood pressure and contributes significantly to 

global morbidity and mortality rates. The rising prevalence of hypertension is influenced by multiple 
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factors, including population aging, rapid urbanization, sedentary lifestyles, unhealthy dietary habits, 

excessive salt intake, obesity, chronic stress, alcohol consumption, and genetic predisposition. Despite 

improvements in medical diagnosis and treatment strategies, long-term control of hypertension 

remains inadequate in many regions, particularly in low- and middle-income countries where 

awareness, early detection, and effective management are still limited (Rubin and Tomaszewski, 

2023). 

The regulation of blood pressure involves a complex and highly integrated network of physiological 

systems, including the renin–angiotensin–aldosterone system (RAAS), sympathetic nervous system, 

renal function, vascular endothelium, and ion transport mechanisms (Belinskaia et al., 2024). Proper 

functioning of these systems is essential for maintaining cardiovascular homeostasis, while any 

disruption leads to increased vascular resistance, sodium and water retention, oxidative stress, 

inflammation, and endothelial dysfunction. These pathological changes collectively contribute to 

sustained elevation of blood pressure. Several important proteins play key roles in these processes, 

including angiotensin-converting enzyme (ACE), angiotensin II receptors, renin, aldosterone synthase, 

endothelial nitric oxide synthase (eNOS), endothelin receptors, and various ion channels, all of which 

serve as crucial therapeutic targets in antihypertensive drug development (Elgazzaz et al., 2024; Yue et 

al., 2024). 

Although several classes of antihypertensive drugs are currently available, including ACE inhibitors, 

angiotensin receptor blockers, beta-blockers, calcium channel blockers, diuretics, and combination 

therapies, their clinical effectiveness is often limited by side effects, drug resistance, poor patient 

adherence, and variability in individual responses due to genetic and environmental differences (Shah 

et al., 2024). These limitations highlight the urgent need for the discovery of novel therapeutic agents 

with improved efficacy, selectivity, and safety profiles. Consequently, significant research efforts are 

focused on identifying new protein targets and understanding their molecular interactions with 

potential drug candidates to improve hypertension management and therapeutic outcomes (Saric et al., 

2024; Gymnastiar et al., 2024). 

In recent years, in silico approaches have emerged as powerful and indispensable tools in modern drug 

discovery and development. These computational methods integrate principles from bioinformatics, 

computational chemistry, structural biology, and molecular pharmacology to study biological systems 

and predict protein–ligand interactions (Ouahabi et al., 2023; Zhou et al., 2024; Abbaoui et al., 2025). 

Techniques such as molecular docking, molecular dynamics simulations, virtual screening, 

pharmacophore modeling, quantitative structure–activity relationship (QSAR) analysis, homology 

modeling, and ADMET prediction enable rapid, reliable, and cost-effective evaluation of drug 

candidates prior to experimental testing (Hussein et al., 2024; Merimi et al., 2026). This review 
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provides an overview of key protein targets involved in hypertension and examines the application of 

in silico modeling, molecular simulation, and computer-aided drug design approaches, highlighting 

recent advances, current challenges, and future perspectives in the field (Majumdar and Pramanik, 

2024; Gayathiri et al., 2024). 

2. Protein Targets in Hypertension Management 

Hypertension is a complex cardiovascular disorder driven by multiple interacting molecular pathways 

that regulate vascular tone, fluid balance, and neurohormonal signaling. The condition develops when 

these regulatory systems become dysregulated, leading to sustained elevation of blood pressure. 

Protein targets involved in these pathways are essential for understanding disease mechanisms and for 

designing effective therapeutic agents. These targets are broadly categorized into RAAS proteins, 

endothelial and vascular regulators, ion channels, and emerging molecular pathways linked to 

oxidative stress and inflammation. 

 
Figure 1: Hypertension Pathophysiology and Major Protein Targets 

2.1 Renin–Angiotensin–Aldosterone System (RAAS) Proteins 

The renin–angiotensin–aldosterone system (RAAS) plays a central role in blood pressure regulation 

and electrolyte balance. Renin initiates the cascade by converting angiotensinogen to angiotensin I, 

making it a key rate-limiting enzyme and an important therapeutic target in hypertension (Bader and 

Ganten, 2023). Angiotensin-converting enzyme (ACE) converts angiotensin I into angiotensin II, a 

potent vasoconstrictor that increases peripheral resistance and stimulates aldosterone secretion. 

Angiotensin II also exerts its effects through the angiotensin II type 1 receptor (AT1R), which 

mediates vasoconstriction, sodium retention, and vascular remodeling (Coffman, 2024). Aldosterone 
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synthase regulates aldosterone production, contributing to fluid retention and elevated blood pressure 

through mineralocorticoid receptor activation (Kobori and Nangaku, 2024). 

2.2 Endothelial and Vascular Protein Targets 

Endothelial and vascular proteins play a major role in maintaining vascular homeostasis. Endothelial 

nitric oxide synthase (eNOS) produces nitric oxide (NO), which promotes vasodilation and reduces 

vascular resistance; dysfunction of this pathway contributes to hypertension (Durik and van der Laan, 

2024). Endothelin receptors mediate the action of endothelin-1, a potent vasoconstrictor that increases 

blood pressure when overexpressed (Khan and Husain, 2023). Soluble guanylate cyclase (sGC) is a 

key downstream signaling enzyme of NO that regulates vascular relaxation. Impairment of endothelial 

signaling pathways leads to increased vascular stiffness and hypertension (Davies and Civelek, 2023). 

2.3 Ion Channel Targets 

Ion channels regulate vascular smooth muscle contraction and electrical signaling in the cardiovascular 

system. Calcium channels, particularly L-type channels, control calcium influx that triggers smooth 

muscle contraction, making them major targets for antihypertensive drugs (Li and Cheng, 2023). 

Potassium channels regulate membrane potential and promote vasodilation by reducing smooth muscle 

excitability. Sodium channels influence renal sodium reabsorption, thereby regulating blood volume 

and systemic pressure (Burnier and Bakris, 2023). 

2.4 Additional Emerging Targets 

Emerging targets include pathways involved in vascular remodeling, oxidative stress, and hormonal 

regulation. Neprilysin is responsible for degrading natriuretic peptides, and its inhibition enhances 

vasodilation and sodium excretion (Oparil and Acelajado, 2023). The mineralocorticoid receptor 

mediates aldosterone effects and contributes to sodium retention and cardiac remodeling (Kobori and 

Nangaku, 2024). Oxidative stress-related proteins and inflammatory signaling pathways such as NF-

κB and cytokines contribute to vascular injury and progression of hypertension (Montezano and 

Touyz, 2023; Harrison and Guzik, 2024). These emerging targets provide new opportunities for 

developing next-generation antihypertensive therapies. 

3. In Silico Tools and Databases for Hypertension Research 

Computational approaches in modern drug discovery rely heavily on specialized databases and 

bioinformatics tools that provide access to biological, chemical, and pharmacological data. In 

hypertension research, these resources are essential for identifying protein structures, predicting drug–
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target interactions, and understanding molecular pathways involved in disease progression. They 

enable researchers to integrate experimental and computational data for efficient drug design, target 

validation, and virtual screening of potential antihypertensive compounds (Méndez-Lucio et al., 2023). 

 
Figure 2: General Workflow of In Silico Drug Discovery for Hypertension 

3.1 Protein Databases 

Protein databases provide essential structural and functional information about biomolecules involved 

in hypertension. The Protein Data Bank (PDB) is a key repository that stores experimentally 

determined three-dimensional structures of proteins, nucleic acids, and biological complexes, making 

it invaluable for molecular docking and structural analysis studies (Burley et al., 2024). UniProt offers 

comprehensive protein sequence data and functional annotations, including information on biological 

roles, domains, and post-translational modifications (Bateman et al., 2025). The AlphaFold Database 

has significantly expanded access to high-quality protein structures through artificial intelligence-

based prediction methods, providing structural information for proteins lacking experimentally 

resolved models (Jumper et al., 2024). Together, these databases facilitate target identification, 

structural characterization, and rational drug design in hypertension research. 

3.2 Chemical Databases 

Chemical databases play a crucial role in the identification and evaluation of bioactive compounds and 

potential drug candidates. PubChem is a widely used open-access repository containing chemical 

structures, physicochemical properties, and biological activity data for millions of compounds (Kim et 

al., 2024). ChEMBL provides curated information on bioactive molecules and their interactions with 

biological targets, making it particularly useful for drug discovery studies (Gaulton et al., 2024). 

DrugBank integrates detailed information on approved drugs, experimental compounds, molecular 

targets, and mechanisms of action, supporting pharmacological investigations. The ZINC database 
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offers a large collection of commercially available compounds suitable for virtual screening and lead 

discovery applications (Sterling and Irwin, 2023). Collectively, these resources support compound 

selection, lead optimization, and computer-aided drug design. 

3.3 Bioinformatics Resources 

Bioinformatics resources are indispensable for analyzing biological data and exploring functional 

relationships among genes, proteins, and diseases. BLAST (Basic Local Alignment Search Tool) 

enables sequence similarity searches and comparative analyses, helping researchers identify 

homologous proteins and conserved functional regions. The STRING database facilitates the 

construction of protein–protein interaction networks, providing insights into molecular pathways and 

functional associations relevant to hypertension (Szklarczyk et al., 2025). SwissTargetPrediction 

predicts potential biological targets of small molecules based on chemical similarity and known 

ligand–target relationships, thereby supporting target identification and validation (Wieder et al., 

2024). Gene Ontology databases provide standardized classifications of genes and proteins according 

to their biological processes, molecular functions, and cellular locations, enhancing the interpretation 

of large biological datasets (The Gene Ontology Consortium, 2025). These bioinformatics tools 

collectively strengthen mechanistic understanding and accelerate computational drug discovery efforts 

in hypertension research. 

4. Molecular Modeling of Hypertension-Related Proteins 

Molecular modeling has become an essential component of modern drug discovery, providing detailed 

insights into the structural and functional characteristics of biological targets. In hypertension research, 

molecular modeling techniques are widely employed to investigate proteins involved in blood pressure 

regulation and cardiovascular homeostasis. These computational approaches enable the visualization 

of protein structures, prediction of ligand-binding interactions, and identification of potential 

therapeutic targets. By integrating structural biology with computational methods, researchers can 

accelerate the discovery and optimization of novel antihypertensive agents while reducing the time and 

cost associated with experimental studies (AlQuraishi, 2024; Morrone and Dill, 2024). 

4.1 Protein Structure Determination 

Accurate protein structures are fundamental for understanding molecular mechanisms and designing 

effective therapeutics. Experimentally determined structures obtained through techniques such as X-

ray crystallography, nuclear magnetic resonance (NMR) spectroscopy, and cryogenic electron 

microscopy (cryo-EM) provide high-resolution information on protein architecture and ligand-binding 
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regions (Burley et al., 2024). However, many hypertension-related proteins lack experimentally 

resolved structures. In such cases, homology modeling is employed to generate three-dimensional 

models based on structurally characterized homologous proteins. Recent advances in artificial 

intelligence have further transformed protein structure prediction, with AI-based platforms capable of 

generating highly accurate structural models that support target identification and structure-based drug 

design (Jumper et al., 2024; Callaway, 2024). 

4.2 Protein Preparation and Validation 

Before computational analyses can be performed, protein structures must undergo preparation and 

validation to ensure reliability and accuracy. Protein preparation typically involves correcting 

structural inconsistencies, assigning bond orders, adding missing hydrogen atoms, and removing 

unwanted molecules such as crystallographic water or ligands. Structure refinement and energy 

minimization are then carried out to eliminate steric clashes and achieve a stable conformational state 

(Pronk et al., 2023; Morrone and Dill, 2024). Validation procedures are subsequently applied to assess 

structural quality using parameters such as stereochemical geometry, residue conformations, bond 

angles, and backbone dihedral distributions (Laskowski et al., 2023). Proper preparation and validation 

improve the accuracy of downstream applications, including molecular docking and molecular 

dynamics simulations. 

4.3 Binding Site Identification 

The identification of ligand-binding regions is a critical step in structure-based drug discovery. Active 

site prediction methods are used to locate functional regions of proteins that are likely to interact with 

small molecules or biological ligands. Various computational pocket detection algorithms analyze the 

protein surface to identify cavities, grooves, and pockets that may serve as potential binding sites 

(Ribeiro et al., 2024). Following pocket identification, druggability assessment is performed to 

evaluate whether a binding site possesses structural and physicochemical properties suitable for 

effective drug binding (Yuan et al., 2023). Accurate identification and characterization of binding sites 

facilitate virtual screening, lead optimization, and the rational design of novel antihypertensive 

compounds (Santos et al., 2023). 

5. Molecular Docking Studies of Antihypertensive Targets 

Molecular docking is one of the most widely used computational techniques in structure-based drug 

discovery and has become an indispensable tool for investigating protein–ligand interactions. In 

hypertension research, molecular docking is extensively applied to evaluate the binding affinity and 
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interaction patterns of potential therapeutic compounds with proteins involved in blood pressure 

regulation. By predicting the preferred orientation of a ligand within a target protein’s binding site, 

docking studies provide valuable insights into molecular recognition, binding mechanisms, and 

structure–activity relationships (Kitchen et al., 2023; Sliwoski et al., 2024). These approaches are 

widely applied in virtual screening pipelines for identifying promising antihypertensive drug 

candidates (Lionta et al., 2024). 

5.1 Principles of Molecular Docking 

Molecular docking is based on predicting the most favorable binding conformation between a ligand 

and a biological target. Computational algorithms explore different orientations and conformations of a 

ligand within the active site of a protein while scoring functions estimate binding affinity. These 

scoring methods evaluate interactions such as hydrogen bonding, hydrophobic contacts, van der Waals 

forces, and electrostatic interactions (Plewczynski and Grotthuss, 2024). Docking methodologies are 

also supported by ligand and protein preparation protocols that ensure structural accuracy prior to 

simulation (Sastry et al., 2023). 

5.2 Docking Software and Algorithms 

Several molecular docking tools are widely used in computational drug design. AutoDock is a popular 

platform that uses empirical scoring functions and flexible search algorithms to predict ligand–protein 

binding modes (Goodsell and Olson, 2023; Morris et al., 2023). AutoDock Vina improves docking 

speed and accuracy through optimized scoring functions and efficient search strategies (Trott and 

Olson, 2023). GOLD employs genetic algorithms for ligand flexibility exploration, while Schrödinger 

Glide uses advanced sampling and precision scoring techniques to enhance docking reliability 

(Friesner et al., 2024). These tools are essential for high-throughput virtual screening in 

antihypertensive drug discovery. 

5.3 Applications in Hypertension Research 

Molecular docking has played a significant role in identifying and optimizing antihypertensive drug 

candidates targeting key proteins such as angiotensin-converting enzyme (ACE), renin, and 

angiotensin II type 1 receptor (AT1R). These targets are central to blood pressure regulation pathways 

and are widely studied in virtual screening campaigns. Docking approaches are also extensively used 

to evaluate natural products and phytochemicals for potential antihypertensive activity (Verma et al., 

2024). Furthermore, structure-based virtual screening has become a powerful strategy for prioritizing 

lead compounds before experimental validation (Lionta et al., 2024). 
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Figure 3: Molecular Docking and Protein–Ligand Interaction Analysis 

5.4 Analysis of Binding Interactions 

The interpretation of docking results focuses on understanding the interactions that stabilize protein–

ligand complexes. Hydrogen bonding contributes significantly to binding specificity, while 

hydrophobic interactions enhance ligand stability within the binding pocket. Electrostatic interactions 

further strengthen ligand binding through charge complementarity (Sliwoski et al., 2024). Automated 

tools such as PLIP facilitate detailed analysis of these interactions by providing systematic 

identification of protein–ligand contacts (Adasme et al., 2024). Proper interaction analysis is essential 

for lead optimization and rational drug design in antihypertensive research. 

6. Molecular Dynamics Simulation 

Molecular dynamics (MD) simulation is a powerful computational approach used to study the physical 

movements of atoms and molecules over time. It provides detailed insights into the dynamic behavior, 

stability, and conformational changes of biological macromolecules under near-physiological 

conditions. In drug discovery, MD simulations are particularly valuable for validating docking results, 

understanding protein flexibility, and examining the stability of protein–ligand complexes. In 

hypertension research, this technique helps in analyzing how antihypertensive drug candidates interact 

with target proteins over time, offering a more realistic representation of molecular behavior compared 

to static docking models (Dror et al., 2024; Hollingsworth and Dror, 2023). 

6.1 Fundamentals of Molecular Dynamics 

The fundamental principle of molecular dynamics is based on Newton’s laws of motion, where the 

trajectories of atoms are calculated by solving equations of motion over discrete time steps. Each atom 
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in a system is assigned initial positions and velocities, and their interactions are described using 

molecular mechanics force fields. These force fields define bonded interactions such as bonds, angles, 

and dihedrals, as well as non-bonded interactions including electrostatic and van der Waals forces 

(Karplus and McCammon, 2024). By iteratively updating atomic positions, MD simulations generate 

time-dependent trajectories that describe the structural evolution of biomolecular systems, enabling 

researchers to study stability, flexibility, and conformational transitions. 

6.2 Simulation Protocols 

A typical molecular dynamics simulation follows a series of well-defined steps to ensure accuracy and 

reliability of results. The process begins with system preparation, where the protein–ligand complex is 

cleaned, protonated, and optimized for simulation. This is followed by solvation, in which the system 

is placed in a water box or solvent environment to mimic physiological conditions. After solvation, 

energy minimization is performed to remove steric clashes and unfavorable interactions. The system 

then undergoes equilibration under controlled temperature and pressure conditions to stabilize the 

environment. Finally, production runs are carried out to generate trajectory data for detailed analysis of 

molecular behavior over time (Pronk et al., 2023; Van der Spoel et al., 2023). 

 
Figure 4: Molecular Dynamics Simulation Workflow and Key Outputs 

6.3 Key Simulation Parameters 

Several parameters are used to evaluate and interpret molecular dynamics simulations. Root Mean 

Square Deviation (RMSD) is used to measure the overall structural stability of the protein–ligand 

complex over time. Root Mean Square Fluctuation (RMSF) provides information about the flexibility 

of individual amino acid residues. The radius of gyration is used to assess the compactness of the 

protein structure during simulation. Hydrogen bond analysis is also an important parameter, as it 
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evaluates the stability and persistence of intermolecular interactions between the ligand and protein 

(Zhou and Bates, 2024). Together, these parameters provide a comprehensive understanding of system 

stability, flexibility, and interaction dynamics. 

6.4 Applications in Hypertension Drug Discovery 

Molecular dynamics simulations play a crucial role in hypertension drug discovery by providing 

deeper insights into the stability and behavior of drug candidates targeting key proteins such as ACE, 

renin, and angiotensin II receptors. These simulations help validate docking results by confirming 

whether predicted binding modes remain stable under physiological conditions. MD studies also assist 

in identifying conformational changes in protein targets that may influence drug binding and efficacy. 

Furthermore, they support lead optimization by revealing critical interactions that enhance binding 

affinity and selectivity (Shaw, 2024). Overall, molecular dynamics serves as an essential tool for 

improving the reliability and effectiveness of computer-aided drug design in hypertension research. 

7. Virtual Screening and Computer-Aided Drug Design 

Virtual screening and computer-aided drug design (CADD) represent key computational strategies in 

modern drug discovery, enabling the rapid identification and optimization of potential therapeutic 

compounds (Ouma et al., 2024). These approaches integrate molecular modeling, bioinformatics, and 

statistical methods to evaluate large chemical libraries and predict biologically active molecules. In 

hypertension research, CADD techniques are widely used to discover inhibitors targeting key proteins 

such as ACE, renin, and angiotensin II receptors (Wang et al., 2024). By reducing reliance on 

experimental trial-and-error methods, these computational strategies significantly accelerate drug 

development and improve the efficiency of lead identification and optimization. 

7.1 Ligand-Based Drug Design 

Ligand-based drug design (LBDD) is a computational approach that relies on the knowledge of known 

active compounds to design new molecules with improved biological activity. The method is founded 

on the principle that compounds with similar chemical structures often exhibit similar biological 

properties (Tropsha et al., 2024). Techniques such as molecular similarity analysis, shape-based 

screening, and machine learning algorithms are commonly employed to identify promising drug 

candidates. When the three-dimensional structure of a target protein is unavailable, LBDD provides an 

effective alternative for discovering novel antihypertensive agents (Wang et al., 2024). 
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7.2 Structure-Based Drug Design 

Structure-based drug design (SBDD) utilizes the three-dimensional structure of biological targets to 

design ligands with enhanced affinity and specificity. Structural information obtained from X-ray 

crystallography, cryo-electron microscopy, or computational modeling serves as the foundation for this 

approach (Singh et al., 2024). Molecular docking and molecular dynamics simulations are frequently 

incorporated into SBDD workflows to evaluate binding modes and interaction stability. The approach 

has been extensively applied to the rational design of inhibitors against hypertension-related proteins, 

thereby improving drug selectivity and minimizing off-target effects (Tang and Moretti, 2024). 

7.3 Pharmacophore Modeling 

Pharmacophore modeling focuses on identifying the essential molecular features required for 

biological activity. These features may include hydrogen-bond donors, hydrogen-bond acceptors, 

hydrophobic regions, aromatic rings, and charged groups (Ouma et al., 2024). A pharmacophore 

model provides a simplified three-dimensional representation of the interaction requirements between 

a ligand and its biological target. Such models are widely used for virtual screening and lead 

optimization, facilitating the identification of compounds with potential antihypertensive activity 

(Wang et al., 2024). 

7.4 Quantitative Structure–Activity Relationship (QSAR) 

Quantitative structure–activity relationship (QSAR) modeling establishes mathematical correlations 

between molecular descriptors and biological activity. These descriptors may include physicochemical, 

electronic, steric, and hydrophobic properties of chemical compounds (Tropsha et al., 2024). By 

analyzing these relationships, QSAR models can predict the biological performance of newly designed 

molecules before synthesis and experimental testing. Consequently, QSAR serves as an important tool 

for optimizing antihypertensive lead compounds and improving their pharmacological profiles. 

7.5 High-Throughput Virtual Screening 

High-throughput virtual screening (HTVS) enables the rapid computational evaluation of large 

chemical libraries against selected biological targets. The technique combines docking algorithms, 

scoring functions, and filtering criteria to prioritize compounds with favorable binding characteristics 

(Carlsson and Luttens, 2024). Advances in computational power and machine learning have further 

enhanced the efficiency and accuracy of HTVS platforms. These developments allow researchers to 

screen millions of compounds and identify potential antihypertensive candidates for subsequent 

experimental validation (Moshawih et al., 2024). 



O.Y. Unekwuojo / Arab. J. Chem. Environ. Res. 13(3) (2026) 478-503                                                                  490                                                                       

 

AJCER 

7.6 Fragment-Based Drug Design 

Fragment-based drug design (FBDD) involves the identification of small molecular fragments that 

bind weakly to biological targets and their subsequent optimization into potent drug candidates. 

Because of their low molecular weight, fragments can efficiently explore chemical space and reveal 

novel binding interactions within protein active sites (Tang and Moretti, 2024). Following fragment 

identification, strategies such as fragment growing, linking, and merging are employed to improve 

binding affinity and selectivity. This approach has emerged as an effective method for discovering 

innovative therapeutic agents and expanding the chemical diversity of antihypertensive drug 

candidates (Singh et al., 2024). 

8. Admet and Pharmacokinetic Prediction 

The success of a drug candidate depends not only on its biological activity but also on its 

pharmacokinetic and safety characteristics. Absorption, Distribution, Metabolism, Excretion, and 

Toxicity (ADMET) evaluation has become an essential component of modern drug discovery because 

many promising compounds fail during clinical development due to poor pharmacokinetic behavior or 

unacceptable toxicity (Bhhatarai et al., 2023). Computational ADMET prediction enables researchers 

to assess these properties at the early stages of drug development, thereby reducing costs, minimizing 

late-stage failures, and improving the likelihood of identifying safe and effective therapeutic agents. In 

hypertension research, ADMET analysis is widely integrated into computer-aided drug design 

workflows to prioritize compounds with favorable pharmacological profiles before experimental 

validation (Li et al., 2024). 

8.1 Importance of ADMET Evaluation 

ADMET evaluation plays a critical role in determining the suitability of a compound as a potential 

drug candidate. While a molecule may exhibit strong binding affinity toward a target protein, poor 

pharmacokinetic properties can significantly limit its therapeutic effectiveness. Early assessment of 

ADMET characteristics helps researchers identify compounds with adequate bioavailability, 

acceptable safety profiles, and favorable metabolic stability (Acharjee et al., 2024). Furthermore, 

computational ADMET screening reduces the number of compounds that require costly laboratory 

testing, thereby improving the efficiency of drug discovery programs and increasing the probability of 

clinical success (Bhhatarai et al., 2023). 
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8.2 Absorption Prediction 

Absorption prediction focuses on evaluating the ability of a compound to enter systemic circulation 

following administration. Computational models estimate parameters such as intestinal permeability, 

aqueous solubility, membrane transport, and oral bioavailability. These predictions are essential 

because insufficient absorption can prevent a drug from reaching therapeutic concentrations in the 

bloodstream. Various in silico tools use molecular descriptors and machine-learning algorithms to 

predict absorption-related properties, enabling researchers to identify compounds with favorable 

uptake characteristics and optimize chemical structures when necessary (Daina et al., 2024). Advanced 

platforms such as AdmetSAR further improve the accuracy of absorption predictions through artificial 

intelligence-driven approaches (Cheng et al., 2024). 

8.3 Distribution Prediction 

Distribution prediction examines how a drug is transported and dispersed throughout the body after 

absorption. Important parameters include plasma protein binding, volume of distribution, tissue 

permeability, and blood–brain barrier penetration. Computational approaches estimate these properties 

based on molecular structure and physicochemical characteristics. Understanding drug distribution is 

important because it influences the concentration of a compound at its site of action and affects both 

therapeutic efficacy and potential adverse effects (Li et al., 2024). Accurate prediction of distribution 

behavior assists researchers in selecting compounds with appropriate pharmacokinetic profiles (Daina 

et al., 2024). 

8.4 Metabolism Prediction 

Drug metabolism is a critical determinant of efficacy, duration of action, and safety. Computational 

metabolism prediction aims to identify metabolic pathways, likely metabolites, and interactions with 

drug-metabolizing enzymes such as cytochrome P450 isoforms. These predictions help researchers 

evaluate metabolic stability and identify compounds that may undergo rapid degradation or generate 

potentially harmful metabolites. In hypertension drug discovery, metabolism prediction contributes to 

the optimization of lead compounds by improving their pharmacokinetic performance and reducing the 

risk of adverse drug interactions (Ekins et al., 2023). Artificial intelligence-based models have further 

enhanced the accuracy and efficiency of metabolic prediction workflows (Li et al., 2024). 

8.5 Toxicity Assessment 

Toxicity assessment is an essential aspect of drug development because safety concerns are among the 

leading causes of drug failure. In silico toxicity prediction methods evaluate potential adverse effects, 
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including hepatotoxicity, cardiotoxicity, mutagenicity, carcinogenicity, and reproductive toxicity. 

These computational approaches use large datasets and predictive algorithms to identify structural 

features associated with toxic responses (Guan et al., 2023). Early toxicity screening enables 

researchers to eliminate potentially hazardous compounds before extensive experimental testing, 

thereby enhancing the safety and efficiency of drug discovery efforts (Sharma et al., 2024). 

8.6 Computational ADMET Platforms 

A variety of computational platforms have been developed to facilitate ADMET prediction and 

pharmacokinetic analysis. These tools integrate cheminformatics, machine learning, and predictive 

modeling to estimate drug-like properties from molecular structures. Commonly used platforms 

provide predictions for absorption, distribution, metabolism, excretion, and toxicity parameters within 

a unified framework. SwissADME is widely used for evaluating pharmacokinetics, drug-likeness, and 

medicinal chemistry properties (Daina et al., 2024), while AdmetSAR offers comprehensive prediction 

of ADMET and toxicity endpoints through advanced computational models (Cheng et al., 2024). 

Recent developments in predictive toxicology and pharmacokinetic modeling have further expanded 

the capabilities of these platforms (Yang et al., 2023). Consequently, computational ADMET tools 

have become indispensable resources for modern hypertension drug discovery and development. 

9. Artificial Intelligence and Machine Learning in Hypertension Drug Discovery 

Artificial intelligence (AI) and machine learning (ML) are increasingly transforming modern drug 

discovery by enabling the rapid analysis of large biological, chemical, and clinical datasets (Bender et 

al., 2024). In hypertension research, these technologies are used to identify therapeutic targets, 

optimize lead compounds, predict drug properties, and support the design of new antihypertensive 

agents. Their ability to improve prediction accuracy, reduce development time, and enhance decision-

making has made them valuable tools in pharmaceutical research (Vamathevan et al., 2024). 
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Figure 5: Artificial Intelligence-Assisted Drug 

9.1 AI-Assisted Target Identification 

Target identification is a crucial stage in drug discovery because it determines the biological molecules 

that can be therapeutically modulated. AI-based approaches analyze genomic, proteomic, 

transcriptomic, and clinical data to identify proteins and signaling pathways associated with 

hypertension (Zhavoronkov et al., 2024). These methods can reveal previously overlooked biological 

relationships and help prioritize promising therapeutic targets. Consequently, AI-assisted target 

identification has significantly accelerated the early stages of hypertension drug discovery (Bender et 

al., 2024). 

9.2 Machine Learning for Lead Optimization 

Machine learning techniques are widely used to optimize lead compounds by predicting the effects of 

structural modifications on biological activity and pharmacokinetic properties. These predictive 

models assist researchers in selecting compounds with improved potency, selectivity, and safety 

profiles (Jiménez-Luna et al., 2024). In hypertension drug discovery, ML supports the refinement of 

lead molecules targeting proteins involved in blood pressure regulation, thereby reducing the need for 

extensive experimental screening (Vamathevan et al., 2024). 

9.3 Deep Learning in Molecular Design 

Deep learning is a specialized branch of machine learning that utilizes artificial neural networks to 

analyze complex datasets and generate novel molecular structures (Chen et al., 2024). Advanced 

generative models can design compounds with desired biological and physicochemical properties 
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while exploring a broader chemical space than traditional methods. These approaches support the 

discovery of innovative antihypertensive agents and improve the efficiency of molecular design 

(Schneider et al., 2024; Gawehn et al., 2023). 

9.4 Current Applications and Success Stories 

AI and ML have been successfully applied to virtual screening, drug repurposing, toxicity prediction, 

and biomarker discovery (Mamoshina et al., 2024). In hypertension research, these technologies have 

facilitated the identification of promising drug candidates and improved lead optimization strategies. 

Their integration into pharmaceutical research pipelines has enhanced drug discovery efficiency, 

reduced development costs, and supported the development of safer therapeutic agents (Stokes et al., 

2023; Kuenemann et al., 2023). 

Conclusion 

In silico approaches have significantly advanced hypertension drug discovery by enabling the efficient 

identification, evaluation, and optimization of compounds targeting key proteins involved in blood 

pressure regulation. Techniques such as molecular modeling, molecular docking, molecular dynamics 

simulations, virtual screening, ADMET prediction, and artificial intelligence have improved the 

understanding of protein–ligand interactions and accelerated the discovery of promising 

antihypertensive agents. Recent developments in natural-product screening and multi-target drug 

design have further expanded opportunities for therapeutic innovation. Despite limitations related to 

data quality, protein flexibility, predictive accuracy, and clinical translation, computational methods 

remain valuable tools when integrated with experimental validation. Continued advancements in 

computational technologies, artificial intelligence, and interdisciplinary research are expected to 

enhance the development of safer, more effective, and personalized therapies for hypertension 

management. 
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