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Abstract
Machine learning (ML) models trained to predict small molecule ligand binding
to single proteins have achieved remarkable success, but cannot make predictions
about protein targets other than the one they are trained on. Models that make
predictions for multiple proteins and multiple ligands, known as drug-target interaction (DTI) models, aim to solve this problem but generally have lower performance.
In this work, we improve the performance of DTI models by taking advantage
of the accuracy of single protein/ligand binding models. Specifically, we first
construct individual protein/ligand binding models for all train proteins with some
experimental data, and then use each individual model to make predictions for all
remaining ligands, against the corresponding protein target. Finally, we use the
known and predicted ligand binding data for all targets in a DTI model to make
predictions for the unseen test ligands and proteins. This approach significantly
improves performance; most importantly, some of our models are able to achieve
Areas Under the Receiver Operator Characteristic curve (AUCs) exceeding 0.9 on
test datasets that contain only unseen proteins and unseen ligands.
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Introduction

Identifying ligands that bind tightly to a given protein target is a crucial first step in drug discovery.
Experimental methods such as high-throughput screening are time-consuming, and costly, while
physics-based methods are computationally expensive and can be inaccurate [19, 32, 12, 2]. The
emergence of large datasets enables data-driven approaches to be applied to this problem. In recent
years, a variety of ML-based approaches have been developed to identify active ligands for a single
protein target given training data from screening experiments [10, 3, 30]. These approaches report
outstanding in silico success on benchmark datasets [34, 27, 5, 35, 14, 26, 28, 11]. However, they
rely on the existence of experimental screening data that identifies active and inactive ligands for
each protein target, which are costly and time-consuming to obtain.
Models that predict global drug-target interactions (DTI) aim to remove this bottleneck by predicting
the interactions between multiple protein targets and multiple candidate ligands or drugs [1, 29, 25, 7].
Consider the matrix of interactions between a set of small molecule ligands, and a set of protein targets
illustrated in Figure 1. DTI models use experimental data for some subset of interactions together
with computational descriptors of the protein targets and the small molecule ligands to predict all
entries of this matrix. The ultimate goal is to build models that accurately predict interactions in
which no experimental data is available for either the protein target or the small molecule ligand [7, 1].
ML-based approaches for DTI prediction can be broadly classified into similarity-based methods,
which build similarity matrices for the different proteins and ligands [7, 1] and feature-based methods,
which use standard machine learning algorithms such as decision trees or neural networks on a given
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feature set [7]. Recently, many deep-learning-based methods have become popular [36, 17, 16, 18,
20, 37, 38, 13, 33, 23, 8]. All methods predict the entire DTI matrix in one step, using all of the
available information at the same time. However, performance analyses using standard benchmark
datasets demonstrate that these methods often struggle to make accurate prediction for interactions
involving proteins or ligands that are not present in the training data [7]. The difficulty of generalising
to previously unseen ligands is particularly surprising, since single protein models successfully solve
this problem without including data for related proteins [3]; this is likely because the DTI models have
insufficient data and are not expressive enough to learn the true binding function between multiple
proteins and multiple ligands. The most difficult and most interesting test case of generalising in both
protein and ligand space simultaneously has rarely been tried in the literature [7]; when it is tested,
models often perform poorly [7, 36, 33, 8] though in some cases this is partially accounted for by the
difficulty of the dataset [33].
In this paper, we introduce a novel approach that uses single protein/ligand binding models to
improve the accuracy of DTI models. Specifically, we use a two-step procedure: first we build
single protein/ligand binding models and use them to generalise to unseen ligands for each known
protein. Then we use this data to build DTI models using wide range of existing methods, and
use these DTI models to generalise to unseen proteins. We show that this two-stage algorithm
results in improvements in the performance of a wide variety of DTI models applied to a number of
different datasets. Most importantly, our method makes it possible to tackle the most challenging
case involving simultaneous generalisation to both unseen drugs and unseen targets with reasonable
accuracy.

2
2.1

Methods
Dataset Construction and Problem Set-up

The datasets analyzed update the gold-standard datasets developed by Yamanishi et al. [39] to reflect
the vast quantity of protein/ligand binding data that is now available. For these protein targets we
found active ligands from ChEMBL 24.1 [4, 9] by filtering for compounds with an IC50 , Ki , Kd , or
EC50 of less than 1 µM; to prevent duplication of proteins we only used proteins from Homo sapiens.
Targets with fewer than 20 active ligands in ChEMBL were eliminated. We found between 22 and
3182 active ligands for 91 GPCR targets, and between 26 and 1864 active ligands for 21 nuclear
receptor (NR) targets.
Inactive ligands were acquired from PubChem indexed by UniProt Protein ID [21, 15] and for targets
with a DUD-E decoy set, randomly sampled inactives from the DUD-E set were included [22]. To
ensure a reasonable balance of actives to inactives, we randomly selected 500 decoy ligands per run
from ChEMBL [9] that were not in any previous set of ligands, either active or inactive. Unlike
previous work [7], we did not assume when training or testing our models that unknown interactions
between proteins and non-decoy ligands were inactive.
We next split our dataset into training and test sets. To explicitly test for generalisation in both protein
and ligand space, we used the incomplete training submatrix of protein/ligand interactions illustrated
in Figure 1a. Specifically, we first split the protein targets randomly into 80% train and 20% test. For
each protein target, we randomly selected 20% of the experimentally validated ligands (active and
inactive) for the test set. We further included 20% of decoys in the test set. All remaining ligands
were placed in the training set, ensuring that all protein targets in the training set have some active
and inactive ligands in the training set. The models were not provided with any information about
interactions involving any of the test ligands or proteins. This allows us to evaluate performance on
the subproblem of greatest interest in which both the protein and ligand are not seen in the training
data.
Some models required hyperparameter tuning, so we created a validation submatrix within the
training submatrix using the same methodology as for the train/test split. Hyperparameters were
tuned separately for every repetition using the AUC on the validation set. We performed 20 replicates
for all models; error bars reported are to 1 SEM.
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Figure 1: (a) Our split into training and test sets for the DTI problem. This paper focuses on the cases
in which neither the protein target nor the small molecule ligand were seen during training, which is
most difficult as it requires generalisation in both protein and ligand space. (b) A depiction of our
proposed method, wherein we use single protein/ligand binding models to predict the interactions
between known proteins and all ligands. We then use a standard DTI model to generalise to the test
proteins.

2.2

Models

Our proposal is to add an initial step for each training protein that builds a single protein/ligand
binding model with the available data and uses these models to predict the interactions between the
corresponding protein and all other ligands in the dataset (see Figure 1b) . Here we use logistic
regression with 2048 bit ECFP6 fingerprints implemented using scikit-learn to build the initial target
specific models. [31, 24] We use regularization constant C = 1, which is known to perform well on
the single protein/ligand binding problem. We then use a standard DTI model to generalise to the
test proteins using the predicted and experimentally validated ligands for each training protein. We
tested weighted nearest neighbor (w-NN) as a baseline DTI model, and four high-performing DTI
models from the literature, namely random forest with one-hot features (RF one-hot), regularized
least squares (RLS-WNN), collaborative matrix factorization (CMF), and weighted graph-regularized
matrix factorization (WGRMF). [7] In all cases, we used normalized pairwise E-value scores from
HMMER to describe similarity between protein targets, [6] and Tanimoto similarities calculated
using ECFP6 fingerprints for the ligands.

3
3.1

Results
Performance

Figure 2 presents the AUCs achieved by the five DTI algorithms evaluated using test sets in which
neither the protein targets nor the small molecule ligands were seen during training. Similar results
are obtained if a random forest is used for the single protein ligand binding model in place of logistic
regression (data not shown), and also for further datasets containing ion channels, kinase or other
enzyme protein targets (data not shown). Across all results in Figure 2, incorporation of the single
protein ligand binding models results in improvement that is statistically significant at a p < 0.01
level. Further analysis indicates that our methods achieve similar performance even for targets in the
test dataset only distantly related to those in the train dataset (data not shown). Our results suggest
that adding an initial step in which single protein ligand binding models are constructed has the
potential to unblock a crucial bottleneck in the ability for models build using existing experimental
data to generalise to new protein targets.
3.2

Proposed Explanation

The key advantage provided by our approach is that the DTI models are built using significantly more
data than is available from experiments for each protein target. Although some of this additional data
3
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Figure 2: Logistic Regression single protein-ligand binding models improve the ability of DTI
models to make accurate predictions for held-out test data in which neither the protein target or small
molecule ligand were seen during training. (A) Results using five different DTI models for 21 Nuclear
Receptor protein targets and (b) 91 GPCR protein targets. The baseline DTI model is weighted
nearest neighbor (w-NN), while the other DTI models are random forest with one-hot features
(RF one-hot), regularized least squares (RLS-WNN), collaborative matrix factorization (CMF), and
weighted graph-regularized matrix factorization (WGRMF). We see consistent improvement in all
models regardless of dataset size or sparsity and type of DTI model used.

Proportion of Entries in Training Matrix

consists of predicted interactions, including these predictions adds useful information and results
in improved DTI models because the single protein-ligand binding models are highly accurate. To
further examine the information that is added by our approach for the GPCR dataset, Figure 3 shows
the interaction probabilities predicted by (A) the logistic regression and (B) the random forest single
protein ligand binding models, aggregated across the 73 GPCR protein targets included in the training
dataset. While many interactions are predicted to be inactive, a small but significant proportion of
the interactions are predicted to be active; in contrast, standard approaches either ignore this data or
assume that any unknown interactions are inactive [7].
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Figure 3: Histogram showing the predicted interaction probabilities added to the training matrix by
single protein binding models built using (A) Logistic Regression and (B) Random Forests for the 91
GPCR protein targets in the GPCR dataset.
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Conclusions

In this work, we demonstrate that incorporating predictions made by robust single protein/ligand
binding models into DTI algorithms allows generalisation simultaneously in both protein and ligand
space to predict interactions between unseen drugs and unseen targets. We observe this effect
consistently regardless of dataset size across multiple DTI algorithms. Our best-performing DTI
4

method was random forest with the one-hot feature set of amino acid counts and ECFP6 ligand
fingerprints. Since this is a very simple model, we suspect that more complicated models like deep
neural networks will be able to learn more information about the dataset and perform better. Our
work also suggests feature-based methods perform better than similarity-based methods and should
be preferred for future research into DTI models.
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