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Abstract. Protein-protein interactions (PPIs) play a crucial role in many biological processes, including signal transduction, 

enzyme activity regulation, and cell signaling. Predicting PPIs and understanding protein complexes are essential for deciphering 

cellular functions and drug discovery. In recent years, machine learning (ML) approaches have emerged as powerful tools for 

predicting PPIs and identifying protein complexes from large-scale experimental data and biological networks. This research 

paper provides a comprehensive review of the state-of-the-art machine learning techniques applied to predict protein-protein 

interactions and protein complexes. We discuss the challenges associated with PPI prediction, the various types of data sources 

used, and the evaluation metrics commonly employed. Furthermore, we present key advancements in ML-based PPI prediction 

methods and their potential applications in biological research. 
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1 Introduction 

Protein-protein interactions are fundamental to the organization and regulation of cellular processes. Accu-

rate identification and understanding of PPIs are essential for uncovering the underlying mechanisms of 

cellular functions and diseases [1]. Experimental methods for detecting PPIs, such as yeast two-hybrid and 

co-immunoprecipitation, have their limitations in terms of scalability and coverage. To overcome these 

limitations, machine learning approaches have gained popularity due to their ability to leverage diverse 

data sources and predict PPIs on a larger scale [2]. This paper reviews the different ML techniques used in 

predicting PPIs and protein complexes, their strengths and weaknesses, and potential future directions. 

Proteins are the fundamental building blocks of living organisms and play critical roles in a myriad of bio-

logical processes. One of the key aspects of protein function is their ability to interact with other proteins, 

forming dynamic and intricate protein-protein interactions (PPIs). These interactions govern essential cellu-

lar activities, such as signal transduction, enzymatic reactions, and gene regulation. Understanding the 

complex network of PPIs is vital for elucidating the mechanisms underlying cellular functions and for ad-

vancing our knowledge of diseases [3]. 

Experimental techniques, such as yeast two-hybrid assays, co-immunoprecipitation, and mass spectrome-

try, have been traditionally employed to detect and characterize PPIs. While these experimental approaches 

are valuable, they are often time-consuming, expensive, and limited in their coverage of the vast protein 

interaction space [4]. Consequently, computational methods, particularly machine learning (ML) approach-

es, have emerged as powerful tools for predicting PPIs and identifying protein complexes in a high-

throughput and cost-effective manner. 

 

Machine learning, a subset of artificial intelligence, involves developing algorithms that allow computers 

to learn from data and make predictions or decisions based on patterns within that data. ML techniques can 

effectively capture complex patterns and relationships in diverse types of biological data, including protein 

sequences, structures, and functional annotations. By integrating these data sources, ML models can make 

accurate predictions of potential PPIs and unravel novel protein complexes [5].In recent years, significant 

progress has been made in applying ML techniques to predict PPIs and characterize protein complexes. 
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These advances have not only facilitated our understanding of the molecular basis of cellular processes but 

have also impacted drug discovery and development, as targeting specific PPIs offers potential therapeutic 

avenues for various diseases. 

This research paper provides a comprehensive review of the state-of-the-art ML approaches used for pre-

dicting PPIs and identifying protein complexes. We delve into the various data sources and features com-

monly utilized in these models and discuss the challenges associated with PPI prediction, such as data spar-

sity and class imbalance [6]. We also discuss the potential applications of predicted PPIs and protein com-

plexes in biological research, ranging from network biology to drug target discovery. 

In machine learning, approaches have revolutionized the field of PPI prediction and protein complex identi-

fication, offering new insights into cellular functions and disease mechanisms. As we delve deeper into the 

intricacies of biological data and continuously improve ML algorithms, the predictive power and applica-

tions of these methods are poised to further enhance our understanding of the complex world of protein-

protein interactions [7]. By addressing the challenges and exploring interdisciplinary collaborations, we can 

leverage the full potential of ML-based PPI prediction for advancements in biological research, medicine, 

and therapeutics. 

2. Data Sources and Features for PPI Prediction 

Machine learning models for PPI prediction utilize various data sources and features, such as sequence in-

formation, structural data, functional annotations, and protein domain information. Sequence-based fea-

tures, including protein sequences, domain information, and evolutionary conservation, are commonly used 

to capture the primary structure of proteins. Structural data, such as protein structure and solvent accessibil-

ity, provide insights into the spatial arrangement and accessibility of amino acids within the protein [8]. 

Additionally, integrating functional annotations, gene ontology terms, and sub cellular localization data 

enrich the feature set and contribute to improved prediction accuracy. 

Accurate prediction of protein-protein interactions (PPIs) requires the integration of diverse data sources 

and the extraction of informative features that capture the underlying patterns in the protein sequences, 

structures, and functional annotations. In this section, we discuss the primary data sources and features 

commonly utilized in machine learning approaches for PPI prediction. 

 

Protein Sequences: 

Protein sequences serve as the foundational data source for PPI prediction. Amino acid sequences represent 

the primary structure of proteins and contain crucial information about their function and interactions. Fea-

tures derived from protein sequences may include amino acid composition, physicochemical properties 

(e.g., hydrophobicity, charge), and evolutionary information, such as position-specific scoring matrices 

(PSSMs) derived from multiple sequence alignments. 

 

Protein Structures: 

Protein structures provide valuable insights into the spatial arrangement and accessibility of amino acids 

within a protein. Structure-based features often include solvent accessibility, secondary structure, and resi-

due-residue contacts. These features help identify potential binding sites and interacting regions on the pro-

tein surface. 

 

Functional Annotations: 

Functional annotations provide additional information about the biological roles and activities of proteins. 

Gene Ontology (GO) terms and annotations from databases like UniProt can be used as features to charac-

terize proteins and predict their interactions [9]. Functional annotations contribute to understanding the 

context and significance of predicted PPIs in specific biological processes. 

 

Protein Domains and Motifs: 

Protein domains are conserved regions with specific functions within a protein sequence. Detecting and 

incorporating domain information can enhance the prediction of interacting regions and facilitate the identi-

fication of potential binding partners. Protein motifs, short conserved sequences associated with specific 

functions, also play a crucial role in PPI prediction. 
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Phylogenetic Profiles: 

Phylogenetic profiles represent the presence or absence of proteins across multiple species. The evolution-

ary conservation of interacting proteins is indicative of their functional relevance and can be leveraged as a 

feature in PPI prediction [10]. 

 

Subcellular Localization: 

The sub cellular localization of proteins provides information about their spatial distribution within cells. 

Incorporating sub cellular localization data as features can aid in predicting PPIs with specific functional 

implications. 

 

Co-expression and Co-localization Data: 

Gene expression data and co-localization information from experiments such as fluorescence microscopy 

can be used to infer potential interactions between proteins that share similar expression patterns or are co-

localized within the cell. 

 

Biological Networks: 

Biological networks, such as protein-protein interaction networks, gene regulatory networks, and metabolic 

networks, offer a comprehensive view of cellular interactions and pathways. Incorporating network-based 

features can assist in predicting PPIs based on their context within the larger interactome. 

 

Textual Information: 

Text mining techniques can extract valuable information from the scientific literature and databases, such 

as PubMed abstracts or protein-protein interaction databases. Textual information can complement other 

data sources and provide additional evidence for PPI predictions [11]. 

 

Incorporating a diverse range of data sources and features allows machine learning models to leverage mul-

tiple aspects of protein biology, leading to more accurate and robust PPI predictions. The integration of 

information from different levels, such as sequence, structure, and functional annotations, enables a com-

prehensive understanding of protein interactions and contributes to advancements in network biology and 

drug discovery. 

3. Machine Learning Algorithms for PPI Prediction 

Various ML algorithms have been applied to PPI prediction, including [12]: 

 Support Vector Machines (SVM) 

 Random Forest 

 Deep Learning 

 Graph Neural Networks (GNN) 

GNNs have recently gained attention for PPI prediction due to their ability to handle graph-structured data, 

which is a natural representation for biological networks [13]. GNNs effectively exploit the relational in-

formation between proteins in a graph to make accurate predictions. 
 

 

 

 

Fig 1. Machine Learning Algorithms for PPI Prediction 
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4. Challenges and Evaluation Metrics 

PPI prediction poses several challenges, including class imbalance, data sparsity, and the lack of negative 

samples. The class imbalance issue arises because the number of known interacting protein pairs is signifi-

cantly smaller than the non-interacting pairs [14]. Additionally, PPI data is sparse, as not all possible pro-

tein pairs have been experimentally tested. Addressing these challenges requires specialized techniques, 

such as data augmentation, negative sampling, and cross-validation strategies. 

Evaluation metrics for PPI prediction include sensitivity, specificity, accuracy, precision, and F1-score. 

Since PPI datasets are often imbalanced, it is essential to consider appropriate metrics that reflect the mod-

el's performance on both positive and negative classes. 

Predicting protein-protein interactions (PPIs) using machine learning approaches comes with several chal-

lenges that researchers must address to ensure the reliability and accuracy of the models. Additionally, 

evaluating the performance of PPI prediction models requires careful consideration of the imbalanced na-

ture of PPI datasets. In this section, we discuss the challenges and commonly used evaluation metrics for 

assessing the performance of ML-based PPI prediction models. 

 

4.1 Challenges: 

Data Sparsity: PPI datasets are often sparse, meaning that only a small fraction of possible protein pairs 

has experimentally validated interactions. This sparsity can lead to biased predictions and hinder the mod-

el's ability to generalize to unseen interactions [15]. 

 

Class Imbalance: PPI datasets are highly imbalanced, with the number of interacting protein pairs being 

significantly smaller than the non-interacting pairs. This class imbalance can lead to biased models that 

prioritize the majority class (non-interacting pairs) and overlook the minority class (interacting pairs). 

 

Negative Sample Selection: Since negative samples (non-interacting protein pairs) are not explicitly 

known, selecting appropriate negative samples for model training and evaluation is challenging. Using ran-

dom non-interacting pairs may introduce noise and reduce prediction accuracy. 

Heterogeneous Data Integration: Integrating diverse data sources with varying levels of noise and relia-

bility can be complex. Ensuring the effective fusion of different data types while avoiding data inconsisten-

cies is critical for model performance. 

 

Generalization to New Interactions: PPI prediction models must be able to generalize to predict interac-

tions involving proteins not present in the training dataset. The ability to predict interactions for novel pro-

teins is crucial for the practical application of these models. 

 

4.2 Evaluation Metrics: 

To evaluate the performance of ML-based PPI prediction models, specific evaluation metrics should be 

used, considering the imbalanced nature of PPI datasets. Commonly employed evaluation metrics include 

[16]: 

 

Sensitivity (Recall): The sensitivity measures the ability of the model to correctly predict positive samples 

(interacting protein pairs). It calculates the proportion of true positives (correctly predicted interactions) out 

of all actual positive samples. 

 

Specificity: The specificity measures the ability of the model to correctly predict negative samples (non-

interacting protein pairs). It calculates the proportion of true negatives (correctly predicted non-

interactions) out of all actual negative samples. 

 

Area Under the Precision-Recall Curve (AUC-PR): The AUC-PR summarizes the precision-recall trade-

off of the model. It is particularly useful when dealing with imbalanced datasets, as it focuses on positive 

class performance. 

 

Evaluating PPI prediction models using appropriate metrics is essential for comparing different methods 

and determining their suitability for specific applications. To address the challenges of data sparsity and 

class imbalance, techniques like data augmentation, negative sampling strategies, and cross-validation with 

appropriate stratification should be employed to ensure robust model evaluation and performance [17]. 
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Fig 2 Evaluate the performance of ML-based PPI prediction models 

 

5. Applications of Predicted PPIs and Protein Complexes 

Predicted PPIs and protein complexes have numerous applications in biological research. They serve as a 

basis for building interactome networks, which help uncover functional modules and pathways within cells. 

Furthermore, predicted PPIs contribute to drug discovery by identifying potential drug targets and off-

targets, thereby aiding in the development of novel therapeutic interventions [18]. 

Predicted protein-protein interactions (PPIs) and protein complexes have numerous applications in biologi-

cal research and drug discovery. These predictions provide valuable insights into the organization and regu-

lation of cellular processes, enabling a deeper understanding of disease mechanisms and the development 

of novel therapeutic interventions. Some of the key applications of predicted PPIs and protein complexes 

are as follows: 

 

Functional Annotation and Pathway Analysis: Predicted PPIs help annotate protein function by associat-

ing proteins with specific biological processes, molecular functions, and cellular components. The infor-

mation derived from PPI networks can be used to reconstruct functional pathways and regulatory networks, 

providing a holistic view of cellular activities. 

 

Characterizing Disease Mechanisms: Aberrant protein interactions are often associated with various dis-

eases, including cancer, neurodegenerative disorders, and infectious diseases. Predicted PPIs can shed light 

on disease mechanisms and identify potential disease-associated protein complexes, paving the way for 

targeted therapies and precision medicine approaches. 

 

Drug Target Discovery: Predicted PPIs play a crucial role in identifying potential drug targets. Proteins 

involved in disease-relevant interactions can be prioritized as therapeutic targets, leading to the develop-

ment of novel drugs and personalized treatment strategies. 

 

Drug Repurposing: PPI predictions can identify off-target effects of existing drugs, leading to drug repur-

posing opportunities. Repurposing drugs for new indications can significantly reduce development costs 

and accelerate the translation of treatments to the clinic. 

 

Protein Engineering and Design: Predicted PPIs can guide the engineering and design of novel proteins 

with specific interactions or functions. This has applications in biotechnology, enzyme optimization, and 

the development of protein-based therapeutics. 

 

Vaccine Development: Predicted PPIs in host-pathogen interactions can aid in vaccine design by identify-

ing key protein interactions involved in pathogen invasion and immune response evasion. 

Crop Improvement: Understanding PPIs in plants can help improve crop yield, stress tolerance, and dis-

ease resistance by targeting specific interactions involved in growth and defense mechanisms. 

 

Personalized Medicine: Predicted PPIs can be integrated with omics data from individual patients to ena-

ble personalized medicine approaches, tailoring treatments based on the unique protein interaction net-

works and molecular profiles. 
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Biomarker Discovery: Predicted PPIs can lead to the discovery of disease-specific biomarkers, facilitating 

early diagnosis and monitoring of disease progression [19]. 

Biological Network Analysis: Predicted PPIs contribute to the construction and analysis of biological net-

works, including protein-protein interaction networks, gene regulatory networks, and metabolic networks. 

These networks help uncover functional modules and pathways within cells. 

 

Overall, the applications of predicted PPIs and protein complexes extend across a wide range of biological 

and biomedical research areas. They offer opportunities to gain insights into the underlying molecular 

mechanisms of life processes, advance our understanding of diseases, and accelerate the development of 

new therapies and interventions. As the field of PPI prediction continues to advance, the impact of these 

predictions on various aspects of biology and medicine is expected to grow significantly. 

6. Future Directions 

While significant progress has been made in PPI prediction using machine learning, several challenges re-

main [20]. Future research could focus on developing interpretable models to gain insights into the biologi-

cal mechanisms underlying PPIs. Additionally, integrating multi-modal data, such as transcriptomics and 

proteomics, could lead to more accurate predictions and a deeper understanding of cellular processes. 

The field of predicting protein-protein interactions (PPIs) and protein complexes using machine learning is 

rapidly evolving, and there are several exciting directions for future research and advancements. As tech-

nology and data availability continue to improve, researchers can explore the following areas to enhance 

the accuracy, interpretability, and applications of ML-based PPI prediction: 

 

Interpretability of Models: Developing interpretable machine learning models is crucial for gaining in-

sights into the biological mechanisms underlying PPIs. As the complexity of models increases, understand-

ing the reasons behind predictions becomes more challenging. Future research should focus on creating 

models that provide transparent explanations for their predictions, making it easier for biologists to validate 

and understand the results. 

 

Integration of Multi-modal Data: Integrating various types of biological data, such as genomics, tran-

scriptomics, and proteomics, with PPI prediction models can offer a more comprehensive understanding of 

protein interactions. Multi-modal data integration can lead to more accurate predictions and enable the dis-

covery of previously unknown interactions with diverse functional implications. 

 

Handling Imbalanced Data: Addressing the challenges of class imbalance in PPI datasets remains an im-

portant area of research. Developing novel sampling techniques, loss functions, and evaluation metrics that 

effectively handle imbalanced data can improve the performance and generalization of PPI prediction mod-

els. 

 

Transfer Learning: Transfer learning, where knowledge learned from one domain or dataset is applied to 

another related domain, holds promise for PPI prediction. Pre-trained models on large-scale protein da-

tasets can be fine-tuned on specific PPI datasets, leading to more efficient and accurate predictions with 

limited training data. 

Benchmark Datasets and Evaluation Standards: The availability of standardized benchmark datasets is es-

sential for evaluating and comparing different PPI prediction methods. Developing comprehensive and di-

verse benchmark datasets with known interactions and non-interactions can facilitate fair and objective 

evaluations of ML models. 

 

Prediction of Dynamic Interactions: Most PPI prediction models focus on static interactions, but cellular 

processes involve dynamic protein interactions. Future research should explore approaches to predict dy-

namic PPIs and study their temporal and spatial characteristics. 

 

Incorporating Biological Context: Considering the biological context is crucial for accurate PPI predic-

tions. Incorporating information about tissue-specific interactions, post-translational modifications, and 

environmental factors can enhance the biological relevance of predicted interactions. 
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Incorporating Network Evolution: Evolutionary changes in protein interactions play a vital role in shap-

ing cellular functions. Integrating evolutionary information into PPI prediction models can improve the 

understanding of the functional implications of interactions over evolutionary time. 

 

Crowd sourcing and Citizen Science: Leveraging crowdsourcing and citizen science initiatives can help 

collect large-scale PPI data, accelerate data annotation, and engage the broader scientific community in the 

process of protein interaction prediction. 

 

Real-World Applications: Encouraging collaborations between machine learning researchers and biolo-

gists or pharmaceutical companies can lead to the application of PPI prediction models in real-world sce-

narios, such as drug discovery pipelines and personalized medicine. 

 

In summary, the future of predicting protein-protein interactions and complexes using machine learning is 

promising, with many exciting opportunities for advancements in methodologies and applications. Ad-

dressing current challenges, incorporating multi-modal data, and focusing on the biological relevance and 

interpretability of models can significantly contribute to our understanding of cellular functions and disease 

mechanisms. Ultimately, the continued integration of machine learning with biological research has the 

potential to revolutionize medicine and improve human health. 

7. Results and discussion 

Hypothetical results from the application of machine learning approaches for predicting protein-protein 

interactions and complexes might include: 

 

The ML models are evaluated using various performance metrics such as sensitivity, specificity, accuracy, 

and precision, F1-score, AUC-ROC, and AUC-PR. The models demonstrate promising results in terms of 

accurately predicting known PPIs and identifying protein complexes. The study may compare the perfor-

mance of different ML algorithms (e.g., SVM, Random Forest, Deep Learning, GNN) to identify the most 

effective approach for PPI prediction. Some algorithms may excel in handling specific types of features or 

dealing with imbalanced data. 

 

Results may show that the integration of multiple data sources, such as sequence, structure, and functional 

annotations, significantly improves the accuracy of PPI predictions compared to using individual data 

sources alone. The ML models may successfully predict previously unknown PPIs, revealing potential 

novel interactions between proteins that were not experimentally validated before. The discussion section 

would involve a thorough analysis and interpretation of the results, addressing the implications of the find-

ings and the limitations of the study. Some possible discussion points could be: The discussion might focus 

on the biological significance of the predicted PPIs and protein complexes, exploring their roles in cellular 

processes, pathways, and disease mechanisms. Researchers may discuss the strengths and weaknesses of 

the ML models used, considering challenges such as data sparsity, class imbalance, and generalization to 

new interactions.  

 

The discussion might highlight the interpretability of the ML models and how transparent explanations of 

predictions can aid biologists in understanding the underlying biology better. Researchers may discuss the 

quality of data used for training and the integration of multi-modal data, emphasizing the importance of 

reliable data sources for accurate PPI predictions. The study could compare the performance of ML-based 

approaches with traditional computational methods and experimental techniques for PPI prediction, high-

lighting the advantages of ML methods. The discussion might explore the potential real-world applications 

of the predicted PPIs and protein complexes, such as drug target discovery, disease biomarker identifica-

tion, and personalized medicine. The discussion may conclude by identifying future research directions and 

improvements in ML-based PPI prediction, such as addressing data challenges, refining models, and apply-

ing predictions to specific biological contexts. 
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Fig 3. PPI Networks                   Fig 4. PPI 3D models                     Fig 5. sequence prediction on  PPI 

    
 

 

 

9. Conclusion 

Machine learning approaches have revolutionized the field of PPI prediction and protein complex identifi-

cation. These methods have the potential to transform our understanding of cellular functions and open up 

new avenues for drug discovery and personalized medicine. By addressing the challenges and leveraging 

the power of machine learning algorithms, we can expect further advancements in predicting protein-

protein interactions and complexes, ultimately contributing to the advancement of biological research and 

healthcare. 
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