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ABSTRACT: Unexpected negative effects from drugs during clinical trials put participants' health at danger and result
in significant financial losses. Algorithms for side effect prediction may direct the process of developing new drugs.

LINCS L1000 dataset generates a knowledge base for context-specific characteristics and offers a large collection of
cell line gene expression data impacted by various medications. The most recent method that attempts to use context-
specific information only uses the best trials in LINCS L1000 and discards a substantial number of the others. The
objective of this work is to improve the prediction performance by making the most of this data. Five deep learning
architectures are tested. We show that when drug chemical structure (CS) and the whole collection of drug altered gene
expression profiles (GEX) are employed as modalities, a multi-modal architecture yields the greatest prediction
performance among multi-layer perceptron-based designs. We find that the CS is more instructive than the GEX. Best
results are obtained by a convolutional neural network-based model that improves 13:0% macro-AUC and 3:1% micro-
AUC over the state-of-the-art using just SMILES string representation of the medicines. We also demonstrate that
while side effect-drug combinations that are documented in the literature but absent from the ground truth side effect
dataset may be predicted by the model.

KEYWORDS: deep learning, convolutional neural network, SMILES string representation, gene expression profiles,
drug chemical structure, LINCS L1000 dataset.

L. INTRODUCTION

Unexpected side effects that may appear during clinical trials often taint the laborious and costly process of developing
new drugs. Participants run serious health hazards from these side effects, and pharmaceutical firms suffer large
financial losses as a result. Early warning of these side effects is thus essential throughout the medication development
process. Large-scale biological datasets and the development of computer approaches have created new opportunities to
enhance pharmacological side effect prediction. Deep learning frameworks are one such promising strategy that may
employ enormous volumes of data to find patterns and relationships that could escape more conventional techniques.
One such resource is the Library of Integrated Network-based Cellular Signatures (LINCS) L1000 dataset, which offers
a vast amount of drug-induced perturbation of cell line gene expression data. Rich information base related to
pharmacological reactions is provided by this dataset. The most advanced techniques already in use for side effect
prediction using LINCS L1000 data often concentrate on high-quality trials, disregarding a large amount of the data
that are accessible. This strategy tries to preserve good data quality, but it can miss important information that is in the
abandoned trials. Studying this, we five different deep learning architectures were tested in order to find the best way to
predict adverse effects from drugs. Within multi-layer perceptron (MLP)-based models, a multi-modal architecture that
combines drug chemical structure (CS) and drug-perturbed gene expression patterns (GEX) performed the best among
them. This result emphasizes the need of merging many data modalities to provide a more thorough picture of the
impacts of drugs. In

the CS data—which contains comprehensive details on the chemical structure of medications—showed to be more

instructive than the GEX data by itself. This finding is consistent with other research that indicates important factors
influencing medication biological activity and possible adverse effects are their chemical characteristics.

IJIRSET©2024 | AnISO 9001:2008 Certified Journal | 13507



s\ |

ﬂﬂ% International Journal of Innovative Research of
[ﬂ .EE Science, Engineering and Technology (IJIRSET)

Jlwww.ijirset.com |A Monthly, Peer Reviewed & Referred Journal| e-ISSN: 2319-8753; p-ISSN: 2347-6710|

Volume 13, Issue 7, July 2024
|DOI: 10.15680/1JIRSET.2024.1307127 |

Convolutional neural networks (CNNs) were used to enhance the prediction performance even further. Processing
structured data, including the Simplified Molecular Input Line Entry System (SMILES) strings that show the chemical
structure of pharmaceuticals, is a speciality of CNNs. Through concentrating just on the SMILES representation, our
CNN-based model outperformed the state-of-the-art in terms of macro-AUC and micro-AUC. The capacity of this
model to forecast side effect-drug combinations that were described in the literature but absent from the ground truth
dataset emphasizes its promise for revealing new information and bridging knowledge gaps.

Our work adds to the expanding corpus of studies investigating deep learning applications in safety assessment and
medication development. The effectiveness and toxicity of drugs have been among the many qualities of which
machine learning methods have been shown to be useful. Nevertheless, a major development is represented by the
combination of sophisticated neural network topologies with multi-modal data. We increase the predictive potential of
the models by using the whole range of available data, offering a more precise and trustworthy tool for medication side
effect prediction. Wide-ranging are the consequences of this study. The process of developing drugs may be streamlined
by better prediction of adverse effects, which lowers the possibility of late-stage failures and related expenses. By
foreseeing possible side effects prior to clinical trials, it may also improve patient safety by enabling improved risk
management and mitigation techniques. Such forecasting methods may help regulatory bodies assess new drug
applications and guarantee that only the safest and most efficient medications are sent to the market.

II. LITERATURE SURVEY

In the pharmaceutical business, medication side effects are still a major problem to forecast since unanticipated adverse
effects during clinical trials may put participants' health at serious danger and result in large financial losses. This has
increased interest in creating predictive algorithms that may more successfully direct the drug design process and lower
the possibility of such failures. One possible approach to improve side effect prediction is to use sophisticated computer
methods like deep learning and large-scale biological information. Rich context-specific characteristics related to drug
reactions may be extracted from the Library of Integrated Network-based Cellular Signatures (LINCS) L1000 dataset,
which includes comprehensive cell line gene expression data disturbed by different medications. But most state-of-the-
art methods now in use ignore a significant amount of the data provided in favor of concentrating exclusively on
excellent trials within this dataset. The ability of these models to anticipate may be restricted by this cautious approach.
Because deep learning models intricate, non-linear interactions within huge datasets, its use in biological research has
been more popular in recent years. Dealing with high-dimensional biological data is especially advantageous since deep
learning models can automatically learn feature representations from raw data, unlike typical machine learning
techniques. Given the often complex and multidimensional links between pharmacological characteristics and
biological reactions, this capacity is essential for drug side effect prediction. There is possibility to improve the
prediction performance considerably by using the whole LINCS L1000 dataset, including trials that were previously
eliminated.

In this work, we investigate this possibility by predicting pharmacological side effects using five distinct deep learning
architectures. Among these designs are many arrangements of convolutional neural networks (CNNs) and multi-layer
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perceptrons (MLPs). Several layers of nodes, each completely linked to the one below, make up the MLP class of
feedforward artificial neural networks. These networks are appropriate for many prediction tasks because of their
flexibility and capacity to approximate complicated functions. In this work, we assessed the effectiveness of MLP-
based models by combining various drug chemical structure (CS) data with drug disrupted gene expression patterns
(GEX). Our investigations have shown, among the MLPbased topologies, that a multi-modal architecture that combines
CS and GEX data has the greatest predictive performance. Using the complimentary information found in the chemical
structure of medications and the gene expression patterns, this multi-modal method offers a more thorough picture of
the elements affecting drug side effects. Particularly, the molecular structure of medications is included in great detail
in the CS data, which is essential to comprehending their pharmacological characteristics and any side effects. By
contrast, the GEX data reflects the biological consequences of drug interactions downstream by capturing the cellular
reactions to drug perturbations.

We find, interestingly, that when combined, the CS data is more useful than the GEX data. This discovery is consistent
with the knowledge that the biological activity and toxicity of medications are mostly determined by their chemical
characteristics. Though useful, the GEX data might add more noise and complexity since gene expression responses
vary widely across cell lines and experimental settings. In a multi-modal framework, incorporating both data kinds so
helps to balance these factors and improves the prediction accuracy overall. The best results were obtained using a
CNN-based model based exclusively on the SMILES string representation of pharmaceuticals among the many
architectures examined. Chemical structure of molecules is encoded in a linear text format by the SMILES (Simplified
Molecular Input Line Entry System) representation, which CNNs may efficiently process. CNNs have been
successfully extended to handle sequential data, including SMILES strings, from their primary purpose of picture
recognition. These models may automatically construct hierarchical feature representations from the raw data, therefore
capturing the intricate structural patterns that affect drug behavior. We show that the CNN-based model outperformed
the state-of-the-art by 13.0% macro-AUC and 3.1% micro-AUC increases.

III. METHODOLOGY

The LINCS L1000 dataset is fully used in the methodical and thorough approach of Deepside, a deep learning
framework for pharmacological side effect prediction. Using cutting edge machine learning methods and combining
many data modalities, the objective is to more precisely forecast pharmacological side effects. Data collecting,
preprocessing, feature extraction, model creation, training, assessment, and validation are the various main stages of
this procedure. First, the LINCS L1000 dataset—a comprehensive repository of cell line gene expression data impacted
by different drugs—is the focus of the data collecting phase. Because it records the cellular reactions to various
pharmacological perturbations, this dataset is very significant as it provides context-specific information that may be
essential for anticipating side effects. Both excellent and less excellent experiments are included in the dataset. In order
to preserve excellent data quality, conventional methods reject a significant percentage of the tests; our technique uses
all available data to improve the prediction performance.

After the data is gathered, it is cleaned, consistent, and ready for analysis by the preprocessing stage. This includes
resolving missing values, standardizing the gene expression data, and converting it into a format that deep learning
models can utilize. When merging several kinds of data, including chemical structure and gene expression patterns,
normalization is crucial to guarantee that the data is on a similar scale. Imputation methods or the removal of certain
data points that are not able to be inferred with confidence are two ways to deal with missing values. A crucial phase is
feature extraction, which takes the preprocessed data and extracts pertinent features. We concentrate on two main
categories of characteristics in Deepside: gene expression profiles (GEX) and drug chemical structure (CS). Using
Simplified Molecular Input Line Entry System (SMILES) strings, which provide a linear text representation of the drug
chemical structure, the CS data is entered. The GEX data records the changes in gene expression brought on by the
medications in various cell lines. We provide a complete dataset including the chemical characteristics of the
medications and their biological effects by extracting these aspects.

Designing the deep learning models comes next. We investigate the best deep learning architecture for medication side
effect prediction by experimenting with five alternative ones. Two of these designs are convolutional neural networks
(CNNs) and multi-layer perceptrons (MLPs). Multiple layers of linked nodes make up multilayered neural networks, or
MLPs. They can pick up sophisticated representations and work well for a range of prediction jobs. In this work, we
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assess MLP-based model performance using various CS and GEX data combinations. Among the MLP-based models,
the multi-modal design that combines CS and GEX data seems to be the most efficient. By using the complimentary
information from the data on gene expression and chemical structure, this method provides a more comprehensive
picture of the variables affecting adverse effects from medications. More precise predictions are produced by the
model's ability to capture both the biological effects and the inherent characteristics of the medications by integrating
both data kinds.

We also note, however, that when utilized alone, the CS data is more instructive than the GEX data. This implies that
important factors influencing possible adverse effects of medications are their chemical characteristics. We develop a
CNN-based model that only makes use of the SMILES string representation of the medications in order to improve our
forecasts.

Because CNNs can detect intricate patterns within chemical structures, they are especially well-suited for analyzing
sequential data such as SMILES strings. Using the preprocessed and feature-extracted dataset is how these models are
trained. The model parameters are to be optimized during the training phase in order to reduce the prediction error.

Iterative adjustments of the neural networks' weights and biases are made using methods like gradient descent and
backpropagation. The models are made to generalize well to unobserved data using cross-validation. This is dividing
the dataset into training and validation sets, then training the model many times with distinct data partitions each time.

Accuracy, precision, recall, and area under the curve (AUC) at both macro and micro scales are among the performance
measures used to evaluate the models. These measures provide a thorough evaluation of how well the models forecast
adverse effects from medications. The best results are obtained by a CNN-based model that makes use of SMILES
strings; macro-AUC and micro-AUC are much higher than those of the most advanced techniques. This model shows
how deep learning may be used to uncover important patterns from complicated and high-dimensional data. The
capacity of the model to forecast side effect-drug pairings that are documented in the literature but absent from the
ground truth side effect dataset further validates its performance. This capacity emphasizes the usefulness of the model
in pointing out hitherto unknown correlations, which may direct efforts at experimental validation and improve risk
management techniques. In order to better correctly forecast pharmacological side effects, the Deepside framework
uses a thorough approach that combines many data modalities and sophisticated deep learning architectures. Through
the use of the whole LINCS L1000 dataset and the integration of gene expression and chemical structure data, the
framework offers a reliable and efficient means of early drug impact identification. This method not only improves
prediction accuracy but also shows how important it is to use large datasets and cutting edge computing methods in
pharmaceutical research. By means of rigorous

Deepside provides a potential tool for boosting drug design procedures, lowering clinical trial failures, and finally
improving patient safety via training, assessment, and validation procedures.

IV. CHALLENGES AND FUTURE DIRECTION

Deepside framework findings show noteworthy progress in deep learning model-based pharmacological side effect
prediction. We capture a wider range of data variability and improve prediction accuracy by fully using the LINCS
L1000 dataset, encompassing all available trials rather than just the high-quality ones. The multi-modal architecture
combining drug chemical structure (CS) and gene expression patterns (GEX) was the most successful of the five deep
learning architectures evaluated among multi-layer perceptron (MLP)-based models. By taking use of the
complementing character of CS and GEX data, this method increased the accuracy of the predictions. More precisely,
the multi-modal model showed that combining these many data modalities offers a more thorough comprehension of
the elements affecting side effects from medications. More precise and trustworthy forecasts were obtained by the
model being able to include both the biological effects and the intrinsic qualities of the medications thanks to this
integration. Still, it was clear from assessing the separate contributions of the CS and GEX data that the chemical
structure information was more instructive than the gene expression patterns. This discovery emphasizes how important
the pharmacological characteristics and possible adverse effects of medications are determined by their molecular
structure. The models could successfully use the extensive and comprehensive source of information that the chemical
structure data, denoted by SMILES strings, offered. Though important, the GEX data added noise and complexity
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because of the fluctuation in experimental settings and cell line responses. In spite of this, combining the two data kinds
in the multi-modal design worked well to balance the advantages and disadvantages of each data source.

Performance of the convolutional neural network (CNN) model, which just employed the SMILES string
representation of the medications, was the most noteworthy accomplishment of our work. This model improved macro-
AUC by 13.0% and micro-AUC by 3.1% over the state-of-the-art methods. Predicting side effects requires the CNN to
be able to analyze and learn from the sequential nature of SMILES strings in order to identify complex patterns within
the chemical structures. By precisely forecasting side effect-drug combinations that were described in the literature but
absent from the ground truth dataset, the model also proved its practical usefulness. This feature emphasizes how the
model may find new relationships and close knowledge gaps, offering insightful information that helps direct risk
management plans and experimental validation. The better performance of the CNN model emphasizes how powerful
deep learning is at deriving significant patterns from complicated and high-dimensional data. Stronger and more
accurate predictions are produced by the CNN automatically learning hierarchical representations from raw input data,
unlike conventional techniques that mostly depend on pre-selected characteristics. The effectiveness of this model
implies that deep learning frameworks—especially those that use sophisticated neural network architectures—are well-
suited to handle the complexity of pharmacological side effect prediction. The findings further highlight the need of
improving predicting accuracy by using large datasets and combining many data modalities. Our method shows the
potential to enhance the early identification of adverse medication effects, hence lowering clinical trial failures and
related financial losses, by completely using the data available in the LINCS L1000 dataset.

All things considered, the Deepside paradigm is a major development in the area of pharmacological side effect
prediction.

We obtained notable increases in predicting accuracy by using the LINCS L1000 dataset and a multi-modal method.
Accuracy of the model was increased by the combination of drug chemical structure and gene expression data, which
offered a comprehensive picture of pharmacological effects. The better performance of the CNN model using SMILES
strings emphasises even more how useful deep learning methods are in this field. The pharmaceutical industry will
benefit much from our results, which provide a potent instrument for early risk assessment and direction of the
medication design process. Deepside may help to produce safer and more efficient medications, which will eventually
help patients as well as developers by enhancing the prediction of adverse effects from medications.

Figure 4.1 Drug side effects prediction page

V. CONCLUSION

It takes a long time and is quite difficult to produce pharmaceutical drugs. Emerging unexpected adverse drug reactions
(ADRs) throughout the drug development process could halt or resume the whole pipeline. The a priori prediction of
the drug's adverse effects during the design stage is thus essential. In our Deep Side framework, we forecast ADRs to
account for factors like dosage, time interval, and cell line by using context-related (gene expression) information along
with the chemical structure. Compared to models that rely just on the chemical structure (CS) fingerprints, the proposed
MMNN model obtains higher accuracy performance by combining GEX and CS as features. The claimed accuracy is
remarkable given that our goal is to predict the side effects irrespective of the condition. Ultimately, with convolution
applied on SMILES representation of drug chemical structure, SMILES Conv model beats all other methods.
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