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An NLP-based technique to extract
meaningful features from drug SMILES

Rahul Sharma,’* Ehsan Saghapour,’ and Jake Y. Chen'.2*

SUMMARY

NLP is a well-established field in ML for developing language models that capture the sequence of words
in a sentence. Similarly, drug molecule structures can also be represented as sequences using the SMILES
notation. However, unlike natural language texts, special characters in drug SMILES have specific mean-
ings and cannot be ignored. We introduce a novel NLP-based method that extracts interpretable se-
quences and essential features from drug SMILES notation using N-grams. Our method compares these
features to Morgan fingerprint bit-vectors using UMAP-based embedding, and we validate its effective-
ness through two personalized drug screening (PSD) case studies. Our NLP-based features are sparse and,
when combined with gene expressions and disease phenotype features, produce better ML models for
PSD. This approach provides a new way to analyze drug molecule structures represented as SMILES no-
tation, which can help accelerate drug discovery efforts. We have also made our method accessible
through a Python library.

INTRODUCTION

The representation of drug compounds through the simplified molecular-input line-entry system (SMILES) notation is a common practice in
Al-based drug discovery. SMILES notations of drugs can be transformed into molecular fingerprints such as Morgan fingerprints, enabling the
construction of machine learning (ML) models for virtual screening to predict a spectrum of drug properties, including toxicity,' drug-drug
interaction,”” and drug-target interactions.®'" Such molecular fingerprints have also been instrumental in precision medicine, guiding
personalized drug screening (PSD) using gene expressions and multi-omics data.

Table 1 lists studies that have utilized drug SMILE molecular descriptors to build ML models for PSD. The table offers a comparative anal-
ysis of the molecular descriptor and drug SMILES-based PSD, demonstrating the superior performance of ML models built using drug SMILES
features, including our proposed method.

The drug SMILES can be interpreted as natural language sequences, wherein special characters hold specific meanings that cannot be
overlooked. However, unlike natural language texts, these sequences have an inherent association among atoms and should not be
treated as isolated entities. Several deep learning methodologies have been developed to glean valuable features from drug SMILES
strings. Despite their effectiveness in predicting various drug properties, most of these methods disregard the atomic associations and
the need for interpretability. As a result, a lacuna exists for novel methods that can extract essential and explainable features from
drug SMILES.">*

In this realm, our paper introduces an innovative feature extraction method inspired by natural language processing (NLP) for PSD using
SMILES notation. Our approach leverages N-grams, a tool derived from NLP, to isolate significant and interpretable features from drug
SMILES sequences. Figure 1 shows a simplified view of our novel method for NLP-based feature extraction from Drug SMILES. Our method
showcases promising results in virtual screening when contrasted with the widely utilized Morgan fingerprint bit-vector technique.

To establish our method's efficacy, we implemented it in two case studies focused on pan-cancer data and aggressive brain cancer, Glio-
blastoma Multiforme. The outcomes revealed that the NLP-based features significantly improve the prospects of developing more effective
ML models for PSD.

The vast corpus of Al research underscores the utility of SMILES notations in feature extraction and building predictive ML models in drug
discovery. For instance, Seq2seq fingerprint'® uses an RNN'® based approach with Long Short-Term Memory (LSTM)'” to extract features
from drug SMILES. SMILES2vec,'® another RNN-based method, learns a vector-based representation for a Drug SMILES string.

Besides RNNs, transformers'” (another deep-learning method for natural language modeling) is also used to extract features from drug
SMILES. SMILES-transformer extracts feature from drug SMILES by using the latent vector generated at the output of the encoder as mo-
lecular fingerprints. SMILE-BERT?® was built using a pre-trained BERT?' on SMILE and is also a transformer used to extract features from
drug SMILES. The molecule attention transformer (MAT)?? used features extracted from both graph-based methods and features obtained
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Table 1. List of some articles that used Molecular Descriptors to Build ML models for Personalized and Comparative Study

Article Personalized Drug Screening Data Specs R2

Menden et al.?® Omics (GE) + Molecule Descriptor 0.72
Ammad-ud-din et al.?’ Omics (GE) + Molecular Descriptor 0.32
Liuetal." Omics (GE) + Drug SMILES 0.82

Xia et al.*® Multi-omics (GE) + Molecule Descriptor 0.6

Lietal.’ Multi-omics (GE) + Molecular Descriptor 0.78

Chang et al.*? Multi-omics (GE) + Molecular Descriptor 0.85

Our Method Omics (GE) + Drug SMILES 0.82 (+0.04)

from pre-trained Transformers. CHEM-BERT?® is another transformer that extracts features of drug SMILES and the chemical context
of molecules. TransGRU? is an innovative approach that integrates Transformers and a bidirectional LSTM name BiGRU? to capture
local and global information about the atomic positions of functional groups and their relative positions and further extract features
from the SMILES. Though successful in extracting the complex nature of atomic associations in drug SMILES, these models lack
interpretability.

Recognizing this gap, our proposed method extends beyond one-atom sequences in SMILES strings by incorporating their counts and
considering local and global associations among the atoms. The key differentiator of our method lies in its use of simple N-grams for
enhanced interpretability, thereby making the feature vectors obtained from the NLP operation more explainable (see Figure 2).

In conclusion, our novel NLP-based feature extraction technique using SMILES notation presents an effective and promising solution for
developing more refined ML models for PSD. With its availability through a Python library and the focus on interpretability, this method holds
substantial potential for advancing personalized medicine and drug development.

Following this introduction, the paper is structured as follows: The “Results” section offers a comprehensive analysis, starting with a
comparative study of Morgan fingerprints bit-vectors and NLP-based features through 2-D Embeddings, followed by specific case studies
centered on pan-cancer and glioblastoma multiforme (GBM) for PSD. Next, the “Discussion” section provides an in-depth exploration of
the implications and interpretations of the results. The “Limitations of the study” section candidly discusses the possible shortcomings
and areas of improvement. Finally, the “STAR Methods"” section details our proposed method and furnishes information on data and
code availability.

RESULTS

This section is divided into two parts: first, a comparative study of Morgan fingerprints bit-vectors with NLP-based features through 2-D em-
beddings and reasoning; second, pan-cancer and GBM-specific case studies for PSD.

Embeddings analysis: NLP-based features vs. Morgan fingerprints

The first graph (a) for Figure 3 is the embedding of NLP-based features, and the remaining five are the embeddings of the features obtained
from the Morgan fingerprints molecular descriptor. These embeddings are produced using the UMAP? algorithm using the standard con-
figurations. This embedding case study aims to show the discrepancies among the 173 drugs, which is crucial in building effective ML models
for PSD.

The sparsity of the NLP-based features, shown in (a), is an essential aspect as it highlights the distinctiveness of each cancer drug. This
means that the differences between the drugs are captured in the features, and thus, the ML models built using these features can capture
the precise effects of the drugs.

Sparse features blended with dense features can help develop better-performing” models. The results of the PSD case studies in this
section provide further evidence for the effectiveness of the NLP-based features in building effective ML models for drug screening. This
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Figure 1. Overview of Drug SMILE Feature Extraction Process using NLP
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Figure 2. UMAP-Derived 2D Representations of Drug Features

(A) Visualization of 2D embeddings for novel NLP-based features derived from the SMILES notations of 173 drugs, represented in a feature space comprising
3196 dimensions.

(B) Two-dimensional representation of Morgan fingerprints encapsulated within a 512-bit vector space.

(C) Depiction of 2D embeddings for Morgan fingerprints, illustrated in a 1024-bit vector format.

(D) Spatial representation in 2D of Morgan fingerprints, expressed in a 1536-bit vector dimension.

(E) Graphical illustration of 2D embeddings corresponding to Morgan fingerprints with a vector size of 2048 bits.

(F) Two-dimensional layout of Morgan fingerprints, detailed in a 2560-bit vector framework.

Each panel (A-F) showcases the diversity and complexity of the drug features through the lens of UMAP’s dimensional reduction capabilities.

will help to strengthen the conclusion that the NLP-based features are a viable option for developing better ML models for PSD using drug
SMILES.

Machine learning-driven personalized drug screening: A comparative study of NLP-based and Morgan fingerprint features
in pan-cancer and GBM-specific case studies

The PSD case studies aim to use gene expression data to improve cancer treatment personalization. ML models are built to predict the ef-
ficacy of cancer drugs, specifically the LN(IC50) value, which measures the drug’s ability to inhibit cell growth. The prediction is based on the
gene profile of the patient, the type of cancer being treated, and the drug’s features. The input to the model includes gene expression data
from 657 genes, the cancer type, and drug features.

(Note: the data preparation for the NLP-based experiment, the NLP-based drug features were combined with GE and cancer type, see
Figure 4. And in Morgan fingerprint experiments, the Fingerprint bit vectors were joined with the same GE and cancer types.).

The data were divided into a training set (80% of the data) and a test set (the remaining 20%) to build the ML model. The training data
were used to create the model, with 10-fold cross-validation to improve its accuracy. The prediction of drug efficacy was treated as a
regression problem and evaluated using various metrics, including mean absolute error (MAE), mean squared error (MSE), root mean
squared error (RMSE), R-square score (R2), root-mean-square logarithmic error (RMSLE), and mean absolute percentage error (MAPE).
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Figure 3. UMAP-derived 2D representations of drug features

(A) Visualization of 2D embeddings for novel NLP-based features derived from the SMILES notations of 173 drugs, represented in a feature space comprising
3196 dimensions.

(B) Two-dimensional representation of Morgan fingerprints encapsulated within a 512-bit vector space.

(C) Depiction of 2D embeddings for Morgan fingerprints, illustrated in a 1024-bit vector format.

(D) Spatial representation in 2D of Morgan fingerprints, expressed in a 1536-bit vector dimension.

(E) Graphical illustration of 2D embeddings corresponding to Morgan fingerprints with a vector size of 2048 bits.

(F) Two-dimensional layout of Morgan fingerprints, detailed in a 2560-bit vector framework.

Each panel (A-F) showcases the diversity and complexity of the drug features through the lens of UMAP’s dimensional reduction capabilities.

The model’s predictions were tested on the test data, and the results were analyzed to determine the accuracy and reliability of the
predictions.

The Drug Efficacy values (LN(IC50)) in the original data range from —10 to +10. Hence, a lower value of MAE, MSE, RMSE, RMSLE, and
MAPE indicates that the model performs better. A value of zero for R2 means the model is not significant, and the model’s result is highly

accurate when it's one. While all the metrics are important, the observations are mainly based on MAE, as its error values are close to the
actual LN(IC50) and are least affected by outliers.

Pan-cancer drug efficacy prediction: Morgan fingerprints vs. NLP features

The presented Table 2 reveals results from a pan-cancer case study encompassing 31 types of cancer. The data used for model training and
testing was sourced from the Genomics of Drug Sensitivity of Cancer (GDSC2), encompassing information about 173 cancer drugs across
these cancer types.

This study’s primary objective (hypothesis) was to develop a LightGBM machine learning regressor that could predict drug sensitivity
based on several factors: the type of drug used, the specific disease in question, and the gene expression of the patient’s cancer cells.

The broader goal was to test if a LightGBM regressor trained on such a diverse dataset could generalize well and accurately predict drug
efficacy across different types of cancer. The intent was to enhance personalized treatment by tailoring it to individual patient profiles - their
specific type of cancer and gene expression.

The Table 2 presents the performance of ML models using different configurations of Morgan fingerprints (bit lengths of 512, 1024, 1536,
2048, and 2560) and NLP-based Features. These models were built to predict drug sensitivity in 31 types of cancer based on the drug, disease,
and gene expression of the patient’s cancer cells.

e Morgan FP 512-bits: This model had an MAE of 0.8993, MSE of 1.4348, RMSE of 1.1978, R2 score of 0.8211, RMSLE of 0.3274, and MAPE
of 4.3281. This means the model was reasonably accurate but had a higher percentage error (MAPE) than other models.
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Figure 4. Feature Engineering for ML modeling using NLP-based features

e Morgan FP 1024-bits: The performance of this model was quite like the 512-bit model. However, it improved in the R2 score (0.8231),
indicating a better fit, and had a significantly lower MAPE (2.9007), suggesting a reduction in percentage error.

e Morgan FP 1536-bits: This model showed improved performance across almost all metrics. It had the best R2 score (0.8264) among the
Morgan FP models, indicating the best fit to the data and lower errors in terms of MAE, MSE, RMSE, and RMSLE. Its MAPE was a bit
higher but still lower than the 512-bit model.

e Morgan FP 2048-bits and 2560-bits: The performances of these models were similar to the 512 and 1024-bit models, indicating no sig-
nificant advantage in using a higher bit length in this case.

e NLP-based Features: This model outperformed all Morgan FP models, with the lowest errors across all metrics: MAE of 0.8738, MSE of
1.363, RMSE of 1.1675, RMSLE of 0.3192, and MAPE of 1.31. Its R2 score of 0.8221 was competitive, indicating an excellent fit to the
data.

In conclusion, while all models showed potential in predicting cancer drug efficacy, the NLP-based Features model provided the most
accurate and reliable predictions, suggesting it might be the best choice for this application. This aligns with the study’s hypothesis that a
model considering a broad range of cancer types can effectively predict drug efficacy based on drug, disease, and gene expression data.
This is a promising indication for the enhancement of personalized cancer treatment strategies.

Predicting drug sensitivity in glioblastoma: A comparative case study

This case study focuses on glioblastoma (GBM) cancer and represents a departure from the pan-cancer approach in the previous study.
Instead of using a diverse dataset, the test data, in this case, is exclusively limited to GBM cancer samples. However, the model was still trained
using the remaining pan-cancer data, which includes GBM cancer samples not part of the test set. This mirrors the training and validation

Table 2. Pan-cancer comparative study

MAE MSE RMSE R2 RMSLE MAPE
Morgan FP 512-bits 0.8993 1.4348 1.1978 0.8211 0.3274 4.3281
Morgan FP 1024-bits 0.8999 1.4321 1.1967 0.8231 0.3266 2.9007
Morgan FP 1536-bits 0.8892 1.4048 1.1852 0.8264 0.323 4.1501
Morgan FP 2048-bits 0.8962 1.413 1.889 0.8212 0.3285 3.486
Morgan FP 2560-bits 0.9075 1.457 1.2071 0.8183 0.3303 2.8912
NLP-based Features 0.8738 1.363 1.1675 0.8221 0.3192 1.31
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Table 3. Comparative study for glioblastoma multiforme samples

MAE MSE RMSE R2 RMSLE MAPE
Morgan FP 512-bits 0.8392 1.1791 1.0859 0.8568 0.2832 0.5184
Morgan FP 1024-bits 0.8158 1.0798 1.0391 0.8602 0.2783 0.5343
Morgan FP 1536-bits 0.8615 1.2453 1.1159 0.8371 0.2906 0.8687
Morgan FP 2048-bits 0.8231 1.1023 1.0499 0.8548 0.2818 0.6729
Morgan FP 2560-bits 0.8354 1.1527 1.0736 0.8329 0.2837 0.7954
NLP-based Features 0.7527 0.9135 0.9558 0.8557 0.26 0.615

procedure of the pan-cancer study. The objective (hypothesis) was to assess if a model trained in this way could accurately predict the
LN(IC50) values (drug sensitivity) based on the drug, disease, and gene expression of the GBM cancer cells of the patients.

All 31 cancer types were considered in the training samples, with all 173 drugs used. The test samples were specifically from GBM cancer,
randomly selected from all available GBM samples in the dataset.

The results (see Table 3) of the GBM cancer case study are as follows.

e Morgan FP 512-bits: This model showed improvement from the pan-cancer study, with an MAE of 0.8392, MSE of 1.1791, RMSE of
1.0859, R2 score of 0.8568, RMSLE of 0.2832, and MAPE of 0.5184.

e Morgan FP 1024-bits: The performance of this model improved considerably, especially in terms of error rates (MAE, MSE, RMSE, and
RMSLE), while maintaining a solid R2 score of 0.8602 and a reasonable MAPE of 0.5343.

e Morgan FP 1536-bits to 2560-bits: These models demonstrated similar performance to the 512 and 1024-bit models, with minor fluc-
tuations in error rates and R2 score.

e NLP-based features: Like in the pan-cancer study, this model outperformed all others. It had the lowest errors across all metrics: MAE of
0.7527, MSE of 0.9135, RMSE of 0.9558, RMSLE of 0.26, and MAPE of 0.615. The R2 score of 0.8557 was competitive, suggesting a per-
fect fit for the data.

In conclusion, the GBM-specific study aligns with the hypothesis that a pan-cancer model, when trained on a diverse set of cancer data
excluding some GBM samples, can effectively generalize and accurately predict drug sensitivity for GBM cancer samples. As in the pan-cancer
study, the NLP-based Features model offered the most precise predictions, indicating its reliability and effectiveness. The results further sug-
gest the potential of ML models in enhancing personalized treatment strategies for specific cancer types like GBM.

DISCUSSION

The research underscores the robust potential of the NLP-based feature extraction method for enhancing ML models in PSD. This study enor-
mous maximum possible feature based on the 11 atoms using their SMILES codes, which consisted of 11 single-atom elements: O, S, B, F, I, C,
Br, Cl, Pt, N, and P.

Employing the NLP-based feature extraction method led to discovery of 3196 unique features. These features can each have
values, leading to an expansive sample space of up to n®'% (see Table 4). This sample space offers a broader capacity for pattern
recognition, facilitating better differentiation between similar and dissimilar drugs. The method's effectiveness is backed by the total num-
ber of potential features (8712156) and the number of features extracted using various NLP methods for the 173 drugs, as presented in
Table 5.

"

n" unique

Table 4. Feature and sample space for the drug features extraction methods

Method Feature Count Sample Count
Morgan Fingerprint 512-bits 512 2512

Morgan Fingerprint 1024-bits 1024 21024

Morgan Fingerprint 1536-bits 1536 A

Morgan Fingerprint 2048-bits 2048 22048

Morgan Fingerprint 2560-bits 2560 P2ty
NLP-based features 3196 n319¢

"o u_n

n" is the count of feature values (i.e., atom sequence count); “n” is integer >0
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Table 5. Count of maximum possible features and features extracted from the NLP-based methods

NLP Method Possible Features Features Extracted for 173 Drugs
1-Gram P, =11 1

2-Gram p, =55 46

3-Gram "p; = 990 115

4-Gram "p, = 7920 224

5-Gram "pg = 55440 367

6-Gram P, = 332640 561

7-Gram P, = 1662300 800

8-Gram "pg = 6652800 1072

Total 8712156 3196

The larger sample space and unique sparsity of NLP-based features highlighted the distinctiveness of each drug, enabling the models to
capture their precise effects. This level of differentiation is crucial for personalized medicine, as it informs precise predictions of drug efficacy.

The NLP-based features’ performance outperformed traditional Morgan fingerprint bit-vectors consistently across two case studies: the
pan-cancer and GBM-specific studies. The lower mean absolute error (MAE) and other error metrics achieved by the NLP-based features
models in both studies demonstrate the effectiveness of the proposed feature extraction method.

The NLP-based feature extraction method further stands out in capturing meaningful relationships among atoms locally (atom-level) and
globally (molecule-level). This high degree of explainability, combined with the results from the case studies and the UMAP embedding-
based comparative study, confirms the potential of NLP-based features in building effective ML models for PSD.

In conclusion, the study provides compelling evidence that NLP-based features significantly improve efficacy predictions in drug discovery
and personalized medicine. The distinct advantage of the method in pattern recognition, interpretability, and precision illustrates its worthi-
ness in ongoing research and practical applications in Al-based drug development.

Limitations of the study

The limitation of the NLP-based feature extraction is the ample feature space. Table 5 depicts the enormous maximum possible feature based
onthe 11 atoms, i.e., 8712156. If an exhaustive list of drugs is used, we may obtain petabytes of data only related to drug features. This would
require vast storage space and large computational capacity.

STARXMETHODS

Detailed methods are provided in the online version of this paper and include the following:

o KEY RESOURCES TABLE
o RESOURCE AVAILABILITY
O Lead contact
O Materials availability
O Data and code availability
o METHOD DETAILS
O NLP-based feature extraction from drug SMILES
O ML modeling for virtual drug screening

SUPPLEMENTAL INFORMATION
Supplemental information can be found online at https://doi.org/10.1016/].isci.2024.109127.
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KEY RESOURCES TABLE

REAGENT or RESOURCE SOURCE IDENTIFIER

Python Library drug-smile-fet PyPI https://pypi.org/project/drug-smile-fet/

Python Library Source Code GitHub https://github.com/rahulsharma-rs/drug-
smile-fet

Experiment Code UAB Box https://uab.app.box.com/v/iscience-dsfet

RESOURCE AVAILABILITY

Lead contact
Dr. Jake Y. Chen (jakechen@uab.edu).

Materials availability

With this article, we are providing a supplemental information file that provides information about the following:

(1) Cancer-wise drug screening results, see Table ST in the supplemental information.

(2) Cancer-wise plots of Real and Predicted LN(ICsp) values, see Table S5 in the supplemental information.

(3) The result of the Model Comparison, which formed the basis for choosing the LightGBM model, see Table S2 in the supplemental
information.

(4) Table 3 provides the features extracted from the NLP-based n-gram method.

(5) Table 5 lists the 657 genes used in the personalized drug screening experiments.

(6) Section 1.5 of the supplemental information details the data used in this article.

Data and code availability

Data availability

Genomics of Drug Sensitivity of Cancer (GDSC2)*® is the primary data source from which we get 135242 perturbation information, i.e.,
log(ICsg) values, of 198 drug sensitivities on 809 cancer cell lines. The data sets also provide The Cancer Genome Atlas (TCGA)** classification
of the samples depicting 31 types of cancer. The GDSC database provides the sample ID (or COSMIC_ID) of the 809 cell lines from the Cata-
logue of Somatic Mutations (COSMIC) database.® Each cell line provides the Gene Expression (GE) values of 16248 genes normalized
through Z-transformation for each gene. GDSC also provides the PubChem ID of 173 out of 198 drugs; therefore, 173 cancer drug smiles
are obtained from the PubChem database.®® The gene expressions from the COSMIC database and drug SMILES from the PubChem data-
base are integrated into the GDSC dataset for our research work.

Code availability

The code related to the Embedding and Personalized drug screening experiments is provided through the box platform. The resource con-
tains seven notebooks in the data folder, the raw, intermediate, and processed data for both experiments. The results are stored in the results
and plots folders. The code and experiment-related materials can be obtained from the following Box link https://uab.box.com/v/iscience-
dsfet.

Python library

The name of the python library is drug-smile-fet (it means drug SMILES feature extraction tool). This library aims to provide users a low-code
interface to extract meaningful features from Drug SMILES for ML modeling. Currently, the library has only one method, i.e., the NLP-based
feature extract extraction method proposed in this article. We are building to provide the implementation of all scientifically proven methods
that extract features from drug SMILES for machine learning operation.

The Python library is publicly available through the Python Package Index (PyPl), which is a repository of software for the Python pro-
gramming language (see https://pypi.org/project/drug-smile-fet/). The library is easy to install using the command pip install drug-smile-
fet and requires a library named RdKit for Drug SMILE pre-processing. The source of the Python library is available on GitHub under an
MIT license (see https://github.com/rahulsharma-rs/drug-smile-fet.git). The installation instructions are provided both at PyPl and GitHub
descriptions.
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METHOD DETAILS
NLP-based feature extraction from drug SMILES

This method is one of the main contributions of this article. The motivation for using the NLP-based feature extraction from drug SMILES is the
sequence representation of the SMILES, which is like the Natural Language sequences such as words, sentences, etc. Figure 2 shows our
approach to creating a feature vector from drug SMILES. The features are extracted using the following steps:

(1) Obtain all drug SMILES as a list.

(2) Foreach characterina SMILE, create a sub-SMILE consisting of a One-character legitimate molecule. After this, we get a sub-sequence
of the SMILE consisting of a One-character molecule.

(3) The second step is performed for all the SMILES in the list to create a Bag-of-words.

(4) In this step, the N-gram method is used to create a count vector of 8-types: 1-character sequence, e.g., "C"; 2-character sequence,

e.g., "CC"; 3-charactere.g., "CCO"; 4-character sequence, e.g., "CCCC"; 5-character sequence, e.g., "CCCC"; 6-character sequence

e.g. "CCCCCC",; 7-character sequence e.g. "CCCCCCC"; and 8-character sequence e.g. "CCCCCCCO". Figure 2 shows the vector

created through this process.

We can also use the count vector from step 4 for modeling, but when the SMILE sequences are longer, they will have higher average

count values than the shorter SMILE sequence, and hence the vector will be biased. To overcome this issue, we use Term Frequency by

dividing the occurrence of the sub-sequences in a SMILE by the total number of characters in the SMILE sequence. Consequently, we

obtain a normalized Term Frequency vector, as shown in Figure 2.

(6) Since gene-expressing values are scaled through Z-transformation, therefore, the Term Frequency vectors are also scaled using

G

Z-transformation as depicted by the following Equation 1:

feature —
= catre T i

. (Equation 1)

.

Where “n" mean of the training samples, and “o” standard deviation of training samples.

ML modeling for virtual drug screening
Data Preparation
In our research work, we used three datasets where: GDSC is a multivariate dataset consisting of numerical and categorical information; the
COSMIC dataset is a univariate dataset providing numeric gene expression values; drug SMILE is a text dataset. For modeling, we need to
integrate these datasets, but due to their heterogeneity, they are processed individually.

From the GDSC database, we use two data sets, the drug perturbation dataset and the Drug information dataset. The drug information
database consists of the PubChem ID of the cancer drugs used to extract drug SMILES from the PubChem database. From the drug pertur-
bation dataset, the following features are selected:

1) COSMIC_ID: The identification of cell line sample id from the COSMIC database.
2) Drug_ld: Drug Identification information.

3) Drug_name: Name of Drug.

4) TCGA_DESC: TCGA is the name of the cancer type.

)

(
(
(
(
(5) LN_IC50: Drug perturbations information.

Besides these five features, all the features are dropped from the perturbation dataset. The TCGA_DESC feature is On-Hot coded to
create 31 columns depicting the binary coded feature for each cancer type. The Drug data is obtained using our proposed NLP-based
method and Morgan Fingerprints. The Drug_ld and Drug_name features integrate the drug data into the perturbation dataset. The
COSMIC_ID feature integrates the gene-expressing data obtained from the COSMIC database. At last, all the data samples consisting of
missing values are dropped from the combined dataset. Having processed the data, we obtain a dataset that contains dependent features
related to Drugs, Diseases, and Genes, along with the drug perturbations as an independent feature.

Feature Engineering

After NLP-based feature extraction, we obtained 3196 features for drug molecules. After processing the GDSC dataset, we got 31 features
about 31 cancer types. The COSMIC database provides the expression values of 16248 genes. Altogether we had 19321 dependent features
and one Target feature. We used three steps to select the best features: In step-1, Based on the Cancer Gene Census (CGS) from the COSMIC
database, we selected 657 out of the 16248 genes (see Figure 4); In Step-2, we used all features after Step-1 and calculated feature scores
based on the Linear Regression Univariate test. In Step-2, all the features with a score >= 70 were selected; In Step-3, collinearity among
all the features was determined, and all collinear features were removed from the feature sets. Consequently, we obtained 1306 features
where most drug features were removed, and both gene and disease-related features were retained, see Figure 4.
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Model Selection

The drug perturbation prediction is a regression problem. For this research, we used a low code ML library named PyCaret’’ to perform
regression modeling using the following methods: Linear Regression, Random Forest, ADA Boost, Gradient Boosting regressor, Extra
Tree regressor, decision tree, ridge regression, K nearest regressor, and LightGBM. Based on the observation, the LightGBM regressor
was the best and was selected for modeling (see Table S2 provides the comparative study of Model Selection).

Model development and evaluation

For modeling, the pre-processed data were randomly divided into two parts: 1) a training set consisting of 80% of the data; 2) a test set con-
sisting of 20% of the data. The Light Gradient Boosting Machine (LigntGBM)™ regressor is used for modeling in our research. The model was
trained using the training set and 10-fold cross-validation. The model was evaluated on a test set using six evaluation metrics, i.e., Mean Ab-
solute Error (MAE), Mean Squared Error (MSE), Root Mean Squared Error (RMSE), R-square score (R2), Root Mean Square Logarithmic Error
(RMSLE), and Mean Absolute Percentage Error (MAPE).
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