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PINN  Physics-informed neural networks
ROM  Reduced order model

FOM  Full order model
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Abstract

Biophysical models and machine learning may be perceived as rather different entities, or on the contrary as very related
forms of modelling. In this chapter, we precisely develop on the latter idea to provide a didactic and up-to-date overview of
some major research tracks where these two fields can collaborate and benefit each other. We specifically articulate
contents around two complementary points-of-view on the potential benefits of one field to the other. For biophysical
modelling, we focused on accelerating computations, estimating unobservable parameters, and examining complex outputs;
for machine learning, we laid stress on adding physiologically-relevant knowledge, and generating synthetic data for
training and validation. Along this review, we detail specific questions of relevance with examples majoritarily in the
context of computational cardiology, which is our field of interest, and encourage further interaction between these two
areas of active research.
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Introduction

At first sight, machine learning and biophysical modelling could be seen as rather antinomic entities, which continue the
long-lasting distinction between experimentalists and modellers, or even within the modelling field between
phenomenological and detailed biophysical models. However, both types of methodologies are based on the same principles
of creating simplified and controlled versions of real observations (e.g., machine learning from large datasets) or physical
phenomena. More concretely, a model stands as an abstract representation that mimics a phenomenon in a realistic way,
being governed by a set of parameters and state variables. For example, a 3D dynamic biomechanical model of the heart
aims to reproduce the motion and deformation of the heart along the cardiac cycle, represented by a 3D dynamic volume



that evolves over time. The state variables' of the model are the equation unknowns that need to be solved (e.g.,
displacement in each mesh node). In addition, several parameters' that control the behaviour of such equations (for example,
stiffness or contractility constants, among many others) are also present. In a similar manner, a neural network classifier is a
machine learning model that aims to approximate a complex relationship between input data and output labels, to achieve
the best accuracy in a given task (e.g., classification), once a metric has been defined (e.g., correlation). Its state variables
consist of the weights given to the links between the different neurons, and the (hyper)parameters on top of them serve to
condition the model (for example, the number of neurons in each layer, the importance given to some regularisation, etc.).

Both biophysical and machine learning models need to be optimised; model parameters are updated to best reproduce a
given behaviour, either defined according to prior knowledge or from patient data. In consequence, model design is strictly
dependent on the question to be answered, keeping in mind the principle of parsimony (i.e., Occam’s razor), which
recommends opting for the simplest path to solve a problem. In both cases, and although more complex models may be
tempting, simpler models have clear advantages regarding optimisation (several simulations can be run at the same time),
interpretability (less parameters to examine a-posteriori), and identifiability (i.e., identifying the optimal parameters from
the measured data). They also suffer less from the curse of dimensionality, in particular in situations where the number of
data samples is limited, which is a common issue in medical image analysis.

We illustrate this in Fig. 7.1 with two representative examples, one from biophysical modelling and another one from
machine learning. They depict two situations in which a simple model is already very informative, either to understand a
physiological behaviour with modelling (relation between cardiac volume and deformation), or to perform a simple
diagnosis with machine learning from well-chosen and very informative input variables.

Historically-speaking, machine learning and modelling are not disconnected at all, as shown by early works not necessarily
in the medical domain (Crutchfield and McNamara, 1987; Nelles, 2001). In its premises, Artificial Intelligence (AT) referred
to knowledge-based decisions, in algorithmic models that aimed to model specific aspects of human thinking for problem
solving. Unfortunately, this meaning strongly deviated from its original focus by abuse of language, using the term “AI” in
place of its sub-branches “machine learning” and even “deep learning”, which both tend to privilege knowledge discovery
from large amounts of data. More recently, machine learning and biophysical modelling also both benefited the drastic
evolution of technology, which provided access to powerful computational resources and therefore the ability to develop
new types of computational models, therefore enhancing their relevance to solve complex problems. In machine learning,
the last decade witnessed the advent of deep neural networks, which consist of several layers of neurons (in practice, more
than three to be considered “deep”). Each of them adds non-linearity and a higher level of complexity in modelling the
relationship between the inputs and outputs, associated with an increase of performance with sufficient amounts of data.
Similarly, the understanding of living organs was boosted by the use of multiscale biophysical models, which can represent
an organ’s function from the microscale or cellular level up to the macroscale, challenges being to relate these different
levels of observation together (Hunter et al., 2013). Naturally, as for the model complexity and the required database size,
the need for highly-performing computing resources depends on the dimensional complexity of the question: for example,
lumped parameters models of the cardiovascular circulation are very fast as they represent zero-dimensional data, compared
to biomechanical models of the cardiac contraction that operate on 3D volumetric meshes.

Biophysical models and machine learning therefore share many similarities, and open the way to many interactions. This is
precisely what we will develop in this chapter, which consists of a (subjective) attempt to provide a didactic and up-to-date
overview of some major research tracks where these two fields can collaborate and benefit each other, as briefly
summarised in Table 7.1. We refer the reader to other reviews specific to cardiac modelling (Mansi et al., 2020) or with a
broader view on biological and biomedical modelling (Alber et al., 2019) for complementary overviews of this topic.

Here, we specifically articulate contents around two complementary points-of-view of the question set in the title (“Machine
learning and biophysical models: how to benefit each other?”), which represent the two main sections of this chapter. In
each of them, we detail specific questions of relevance with examples majoritarily in the context of computational
cardiology, which is our field of interest. In this sense, the details given here are highly complementary from the previous
chapters of this book, in particular Chapter 2 (“Linear and nonlinear dimensionality reduction of biomechanical models”),
Chapter 4 (“Data-driven modelling and artificial intelligence”) and Chapter 5 (“Deep Physics: combining physics-based
modelling with deep learning for real-time soft tissue simulation), although prior reading of these chapters is not mandatory
to apprehend our chapter, and conversely.

1 Note that in the machine learning community, the terms used are slightly different, as “state variables” and “model
parameters” are referred to as “parameters” and “hyperparameters”, respectively.



Table 7.1: Main advantages and drawbacks from machine learning and biophysical modelling, which suggest areas of
research where these two modelling strategies can benefit each other, as we develop in this chapter.

Capture multi-scale nature
of physical phenomena
Reliable predictions on
unseen data

large amounts of data
Non-observable
unknown model
parameters set to
generic values
Potentially complex 3D

Strengths Weaknesses Actions
Machine Efficient analysis of large Black-boxness of some Using BM to whitening ML and
learning amounts of data ML methods improve interpretability
(ML) Identification of data Lack of interpretability Physics-based regularisation of
correlations and dynamics and causality ML solutions
inference Disregard laws of Generation of synthetic data
Wide availability of Open physics with BM
Source tools Data hungriness
Biophysical Well-understood, controlled Long computational Surrogates of BM results with
models and interpretable causality costs of detailed BM ML
(BM) Based on laws of physics Difficult assimilation of Constrain space of BM

solutions with ML

BM parameter optimisation
with ML

Uncertainty quantification of
BM parameters with ML
ML-based mesh generation

mesh generation

1. Machine learning as a support to biophysical models

The basic principle of supervised machine learning is to approximate complex relationships between input data x and output
labels y. Complexity first lies in the dimensionality of these inputs and outputs, which can be high-dimensional. For
example, an input image of 100x100 pixels has a dimensionality of 10e4. Regarding outputs, automatic diagnosis generally
means predicting a single output value (of dimensionality 1), while segmenting an image means predicting a categorical
label at each pixel of this image (again, of dimensionality 10e4 if the image is composed 100x100 pixels). Complexity also
lies in the actual link between inputs and outputs. A linear relationship can be represented through matrix multiplication (for
example, y = W x + &, where W is the matrix encoding the actual relationship, and e corresponds to residual noise), while a
non-linear relationship means y = f(x) + €, where f is a nonlinear function.

In this section, we will develop how the powerful approximation capacities of machine learning can be used to support the
two main phases of optimisation involved in biophysical models: (i) to reduce the computational burden when solving the
equations of a given biophysical model; and (i) to optimally adapt the parameters of a biophysical model to a given
patient’s data, a process often referred to as parameter personalization. In addition, we also develop how machine learning
can provide convenient data representations to better examine the simulation results. Specifically, the machine learning
algorithms of interest will mostly be supervised?, and for regression purposes®. Figure 7.2 shows how a standard fully-
connected neural network can be adapted to perform regression at different levels of complexity.

Finally, we will briefly comment on how other types of machine learning models (mostly unsupervised, meaning that no
labels are used for learning) can offer convenient and simplified representations of the data (either real data, or the output of
biophysical models) to quantitatively assess the realism of simulations.

1.1 Accelerating computations in biophysical models

There are different ways in which machine learning techniques can help to reduce the large computational burden usually
associated with complex biophysical models. The literature groups them depending on the considered type of bias
(observational, inductive, or learning bias, following Karniadakis et al. (2021)), at which the integration of machine learning

2 This means that outputs (also referred to as labels) are known for a subset of the data, which serves for the training phase
of machine learning.

3 This means that the output to predict is a continuous variable (or several variables), as opposed to classification where the
output is binary or categorical.




and domain knowledge is performed (supervised, loss-terms, or interleaved, as in Thuerey et al.?) or their application
context (reduced-order models, super-resolution, upsampling, style transfer, or compression, as in Bai et al. (2021)). Here
we give some examples that encompass the most relevant approaches (the reader is referred to Willard et al. (2021) for a
more detailed overview):

e  Estimating surrogates of biophysical model outputs with machine learning

e Solving biophysical model equations with differential operators based on machine learning

e Reduced-order models based on machine learning

1.1.1 Estimating surrogates of biophysical model outputs with machine learning

The “learning” process of machine learning refers to its training phase, which means that from representative sample data
the machine learning model parameters are learnt, which may take a while depending on the complexity of the model and
the data involved. During the testing phase, the optimal parameters are applied to estimate an output prediction from new
input data, which is much faster compared to the training phase. For this reason, machine learning regression models
naturally appear as convenient tools to approximate the solutions of complex equations involved in biophysical models, and
therefore reach very fast computations.

The simplest and direct approach to accelerate computations in biophysical models is to learn the relation between the input
of the biophysical models and the simulation results with advanced machine learning techniques. Indeed, in theory, a
sufficiently complex machine learning model might be able to approximate complex non-linear relationships; it needs to
find a convenient representation of the data that makes this approximation easier to estimate and have enough representative
data samples for training. Usually, learning is performed in a supervised manner, thus requiring the generation of a lot of
simulation results capturing the space of solutions, which can be computationally expensive in the training phase. On the
other hand, once trained, Machine learning-based surrogates of complex system dynamics can be evaluated with
significantly less computational resources and several orders of magnitude faster than conventional finite element solvers.
For instance, deep learning was used to estimate haemodynamics parameters derived from blood velocity vector fields of
fluid simulations in the aorta (Liang et al., 2018), including coronary arteries (Li et al., 2021), reducing calculation times
600-fold.

However, most widespread neural networks are optimised to work with regular Cartesian-like domains such as images,
while biophysical model outputs are usually represented in non-Euclidean domains such as graphs and meshes. Geometrical
deep learning approaches (Bronstein et al., 2017), initially developed to operate with graph data, have therefore been
applied to biomedical meshes. For example, recent work proposed to enhance electrical activation patterns from sparse data,
after training a graph convolutional neural network with synthetically generated electrophysiological simulations (Meister et
al., 2021). The relation between the morphological complexity of the left atrial appendage and in-silico haemodynamics
indices of thrombogenic risk, derived from fluid simulations (Morales Ferez et al., 2021), was also better learnt with
geometric deep learning than with other n approaches working in the Euclidean domain (therefore insufficiently exploiting
graph data) such as combinations of principal component analysis and fully convolutional layers or 3D flattening followed
by U-net models. More advanced end-to-end (i.e., learning from known solutions but without a solver-in-the-loop)
geometric deep learning methods (Pfaff et al., 2021) are being proposed for fluid simulations, where rich physical states are
represented by graphs of interacting particles and complex dynamics are approximated by learned message-passing among
nodes. These fully learned simulators often only work well with conditions similar to the training distribution, but
generalisation can be improved with training noise tuning, temporal downsampling, added loss constraints and convolution
architectures (Stachenfeld et al., 2022).

1.1.2 Solving biophysical model equations with differential operators based on machine learning

There are several ways to use machine learning techniques to facilitate the solving of biophysical model equations. The
pioneering attempts (see Karniadakis et al. (2021) for a recent review from the original authors, and Lu et al. (2021) for
related code libraries), often referred to as physics-informed neural networks (PINNs), were based on the incorporation of
physical dynamics in the loss functions of neural networks, using automatic differentiation to represent all the differential
operators of the physical system to be solved (i.e., differentiating neural network with respect to its input coordinates and
model parameters). These approaches are based on simultaneously optimising the parameters of a neural network from loss-
terms fitting to observed data and to yield predictions that approximately satisfy a given set of physical soft constraints such
as mass or momentum conservation, penalising deviations from the target values (e.g., zero residuals for the conservation
laws). The main advantages of PINNs are two-fold: 1) they can easily handle irregular and complex domains since they do

4 https://physicsbaseddeeplearning.org



not explicitly require mesh generation; and 2) they do not need a large training dataset since they use physical equations to
guide the training process, together with discrepancies between the predicted and actual initial and boundary conditions. In
consequence, PINNs have been used in multiple complex biophysical problems (Karniadakis et al., 2021), notably for fluid
mechanics (Cai et al., 2022).

Using a deep learning-based method with physically based soft constraints makes the approach dependent on the learned
representation of model derivatives that, furthermore, can be very expensive since each derivative requires backpropagation
through the full network. Differentiable physics approaches* (Holl et al., 2020) were recently proposed to solve some of the
drawbacks associated to PINNS, tightly coupling the physical model in the training of the deep neural network (i.e., solver-
in-the-loop), which requires a fully differentiable simulator and allows efficient evaluation of the simulation and model
derivatives. The main principles of differential physics methods is to rely on the stability and robustness of existing
numerical solvers through the problem discretization, integrating ways to compute gradients with respect to their inputs;
later, backpropagation schemes are used to communicate gradient information from the simulator to the neural network and
vice versa. On the other hand, differential physics implementations are not straightforward and ask for a good understanding
of the problem to solve to appropriately choose a correct discretization.

1.1.3 Reduced-order models based on machine learning

Reduced order models (ROMs), based on a projection process (e.g., principal component analysis, proper orthogonal
decomposition) can estimate a basis to reduce the state-space dimensionality of the solution manifold. Such models have
been proposed as more computationally tractable versions of the full order models (FOMs). However, traditional ROM
approaches are intrinsically linear, and are therefore limited given the usual non-linearity of complex biophysical problems.
Deep learning techniques can be used to learn non-linear representations of these problems, providing high accuracy with
fewer degrees of freedom compared to projection-based techniques. Typically, autoencoders are appropriate for such tasks
since they build a reduced latent space and in the meantime compress (encoder) and reconstruct (decoder) the input data.
For instance, a deep learning-based ROM methodology was recently proposed (Fresca et al., 2020) for cardiac
electrophysiology, where a convolutional autoencoder is combined with a deep feedforward neural network to exploiting
examples of FOM solutions obtained for different parameter values and to learn both, the nonlinear manifold where the
ROM solution is sought, and the nonlinear reduced dynamics. The authors reported deep learning-based ROMs can be 275
times faster compared to classical projection-based approaches in testing times. A similar approach (Kashtanova et al.,
2021) using deep neural networks (i.e., ResNets) showed good generalisation ability with unseen configurations with
different cardiac tissue properties (e.g., scars, multiple onsets, conduction velocities).

1.2 Estimating unobservable parameters with biophysical models

Apart from helping to understand a physiological phenomenon, biophysical models are extremely interesting as they
involve parameters that are not directly quantifiable from real patient data, in particular from imaging. Thus, if a model can
be “personalised” (see detailed explanations below) to existing data from a given patient, the fitted model will provide
access to such physiological parameters and shed new light into this patient’s assessment.

For example, in cardiac imaging, myocardial strain can reflect subtle abnormalities related to diseases (e.g. locally reduced
deformation in case of myocardial infarction) but only remains a limited surrogate for myocardial contractility. Several
works have started to personalise a biomechanical model to patient data to estimate hidden parameters such as myocardial
contractility (Rumindo et al., 2020), material properties of the aorta (Zhang, 2021), or thrombus (Yin et al., 2021), or to add
consistency in estimation of more accessible parameters that can be missing on an heterogeneous patient database (Mollero
et al., 2019).

Personalization can be complex. A simple sequential approach would be to slightly adjust the biophysical model’s
parameters, run the model, observe the fit to the real data, and repeat this process until a satisfactory fit is reached. Machine
learning can be of great help to improve this process.

Gradient-free methods are variational optimization methods that are close to a machine learning process, and very
interesting when an analytical formulation of the models is complex or impossible. Among these, the evolutionary
algorithm CMA-ES (Covariance Matrix Adaptation — Evolution Strategy) (Hansen and Ostermeier, 1996) is considered
state-of-the-art in a large variety of difficult non-linear non-convex optimization problems. This algorithm runs several
simulations at each iteration (generation), and adapts across iterations the covariance matrix that encodes the distribution of
these synthetic data. Its performance was demonstrated for the individual personalization of complex biomechanical models



of the heart (Mollero et al., 2018), which can be reinforced with population-based priors (Mollero et al., 2019), and even for
population-based personalization as illustrated on simple geometrical models of myocardial infarct (Mom et al., 2021).

Data-driven methods were also proposed for personalization. Some of them can estimate the relationship between the model
parameters and the outputs, and eventually simplify the optimization involved during personalization. An interesting
approach lies in probabilistic methods that consider uncertainties both on the data and on the model parameters. They model
interactions between observations, parameters and state variables, the personalization process consisting in estimating the
posterior distribution for the parameters given the observations. Efficient Bayesian inference strategies using polynomial
chaos (a way to represent a random variable as a polynomial function of other random variables) were specifically proposed
for the personalization of cardiac electrophysiology (Konukoglu et al., 2011) and cardiac electromechanical (Neumann et
al., 2014) models. Another interesting strategy was adapted from the field of reinforcement learning in Neumann et al.
(2016). It considers an “intelligent” agent that takes actions (adapting the model parameters) with the aim of learning a
policy that maximises a cumulative reward (defining personalization success). All these methods are very interesting as they
are faster than sequential methods, with the limitation that they require building a relevant database by previously running a
large amount of well-selected simulations.

1.3 Examining the outputs of simulations

The output of biophysical models generally consists of complex data in the form of high-dimensional descriptors. For
example, in the case of cardiac models, such data can be temporal signals (pressure, volume, etc.) for 0D models of the
cardiac circulation (Morris et al., 2016), temporal sequences of 3D shapes for cardiac mechanical models (Suinesiaputra et
al., 2016), or temporal sequences of 3D patterns embedded into a 3D shape for more advanced models of the cardiac
circulation (Morris et al., 2016) or models of the cardiac conduction system (Camara et al., 2011).

A subfield of machine learning called representation learning offers a convenient way to examine a set of simulations
obtained by varying the model parameters, either to generate a realistic population or to examine the model sensitivity to its
parameters. Representation learning mostly consists in estimating a simplified/latent (low-dimensional) space where the
(high-dimensional) data from a population is organised according to specific statistical properties. This space can then be
exploited further for statistical comparisons, interpretations, or even serve as input for other diagnosis or prognosis
algorithms. Methods for this are mostly unsupervised, and can be linear or nonlinear. The most popular one is Principal
Component Analysis (PCA), which organises the data samples according to the main directions of variance in the data.
Many examples of non-linear algorithms can be related to the generalised framework presented in Yan et al. (2007), for
which samples with similar values are grouped together in the latent space, while dissimilar samples are kept more distant
from each other.

The latent space can still consist of several dimensions, which may be challenging for visualisation purposes but relevant to
perform statistical comparisons between samples. A subset of popular methods can explicitly estimate a two-dimensional
representation of a population, tailored for visualisation purposes, which explains their popularity: UMAP (McInnes et al.,
2018) and t-SNE (vanderMaaten and Hinton, 2008). However with these two methods, one needs to keep in mind that
distances in the latent space are not necessarily statistically meaningful (Wang et al., 2021), and therefore their use to
compare real vs. synthetic populations has to be taken with care.

Figure 7.3 illustrates this with two representative examples from two cardiovascular biophysical models. First, a sensitivity
analysis was run on a 0D version of 3D cardiac electromechanical model®. We changed two hyperparameters among 14
active hyperparameters, which resulted in a set of 130 different pressure and volume curves. Using either pressure or
volume curves as input, standard non-linear representation learning was able to estimate a low-dimensional representation
of the 130 samples, where these were consistently arranged according to the values of the two modified parameters (see Fig.
7.3.A). In a second example, we designed a synthetic dataset of infarct images that was optimised to best resemble a real
dataset of similar images. Standard non-linear representation learning provided a simplified low-dimensional representation
of these two datasets, which allowed visualising the matching of their distributions and therefore confirming the realism of
the synthetic dataset that was designed (see Fig. 7.3.B).

We can even go further by exploiting the latent spaces encoding the output from two different biophysical models. There
may be known correspondences between the two latent spaces if each model was personalised to the same patients. These
correspondences can be used to wrap one latent space onto the other one, and therefore match the output of the first model
to the second one, so that they can be compared. We used this concept inspired from the machine learning field of domain

5 CellML model: https://models.cellml.org/workspace/44c ; we used a script version provided by the authors.



adaptation to quantify differences between simulations from two different cardiac biomechanical models, assessed through
myocardial deformation patterns (Duchateau et al., 2019).

2. Biophysical models as a support to machine learning

In theory, modelling is the ultimate tool for learning about something, since being able to model it in a realistic way means
that it is (almost) fully understood. To a lesser extent, modelling can be seen as a highly valuable source of knowledge for a
purely data-driven approach, which by definition depends on the input data (amount and representativeness of samples) and
the way they are handled during learning.

An ideal machine learning algorithm should be able to perfectly solve a given problem with infinite amounts of data. Given
that the machine learning remains a model (namely an approximation) and that data are not infinite, biophysical modelling
offers very interesting support for machine learning either on the machine learning model itself by introducing
physiologically-relevant knowledge, or on the input data by enabling to generate new synthetic realistic data. These consist
of the two practical situations we will develop in the remainder of this section.

2.1 Constraining machine learning algorithms with physiologically-relevant knowledge

Modelling means following physical principles. Adding prior knowledge and constraints to the machine learning can be
seen as adding a portion of human learning into the data-based learning. The benefits are two-fold. First, prior knowledge
brings robustness in the case of limited population sizes or with missing data. Then, in the meantime, it can reinforce the
physiological relevance of the outputs, which is not guaranteed depending on the machine learning model and the
representativeness of the data samples.

In cardiac imaging, the value of considering physical principles of conservation was demonstrated on two major
quantification tasks: segmentation and tracking. The myocardium is supposed to be incompressible, which can be
formulated as conserving the myocardial volume across a sequence. For a tracking or segmentation algorithm, this could
consist of an additional penalty in the energy to minimise (also referred to as the loss function), expressing for example how
far the estimated myocardial volume deviates from the initial volume. For registration/tracking, some algorithms express the
transformation that wraps one image to another one by means of dense velocity fields, as in the popular Demons algorithm
(which belongs to variational methods and not machine learning). This allows formulating incompressibility in a finer
manner, using the divergence of such velocities (Mansi et al., 2011).

Another frequent issue arises with the recent segmentation algorithms based on deep neural networks. These are highly
performing, up to the level of experienced annotators, but mostly process 2D images. This comes from the drastic increase
in computational complexity when handling 3D images with neural networks, and the access to much more data samples
when considering all slices in a 3D image as several independent 2D images. However, these suffer from spatial and
temporal consistency issues: there is no guarantee of consistency across the segmentations of the slices of an MRI stack, or
across the temporal instants of the cardiac cycle. Recent works demonstrated that adapting the learning architecture to
include simple prior knowledge can solve this issue. For example, segmentation results can be propagated across slices to
reach better spatial consistency (Zheng et al., 2018), or constrained to be anatomically-consistent (Oktay et al., 2018). They
can also be represented in a simpler low-dimensional latent space with additional constraints to order them according to
physiological measurements such as the volume of the cardiac chambers, which allows smoothing temporal trajectories in a
physiologically-relevant manner (Painchaud et al.,, 2022). The recent improvements in the realism and portability of
biophysical models, and in constraining machine learning algorithms with prior knowledge will offer the possibility to go
much further in the next future, where such prior knowledge could consist of shape, motion, or other data extracted from the
simulations.

2.2 Synthetic data generation for training and validation of machine learning algorithms

Another substantial asset of biophysical modelling comes from the generative nature of the models: one can easily generate
many variants of a simulation by changing a subset of hyperparameters.

In the machine learning context, the first application that comes to mind is validation with ground truth data. Indeed,
simulations represent a controlled environment conditioned by few variables, with known output data (of better quality
compared to real data) that can stand as ground truth data to evaluate supervised machine learning algorithms. For
biomedical applications, this purpose is therefore close to using experimental models before testing methods on clinical



data, except that simulated data allows in-silico evaluation and with a much larger population size, which suits the needs of
machine learning algorithms.

Figure 7.4 illustrates this on a challenging regression application, namely predicting the location of a myocardial infarct
from the local deformation (strain) of the myocardium. On real data, deformation can be extracted from echocardiography,
with the objective of assessing its potential for infarct localization against magnetic resonance, which is more expensive,
may require the injection of a contrast agent, and is not possible in all situations. Using a state-of-the-art electromechanical
model of the heart composed of the left and right ventricles, we altered the contraction parameters of the model at specific
locations that mimic an infarct to generate abnormal deformation patterns. We built a large population of 500 synthetic
cases with infarcts of random shape and location, which served to evaluate our machine learning algorithm for infarct
localization, formulated as a non-linear regression (Duchateau et al., 2016). Although several aspects of the simulations may
be improved, such as the variety of infarct and ventricular shapes, or the heterogeneity of deformation patterns, this model
served to understand and validate the behaviour of the machine learning algorithm on a controlled environment before
applying it to real data (both training and testing).

Apart from validation, another major challenge for machine learning lies in the amount and quality of data, and more
specifically annotated data. The generative capability of biophysical simulations means that they can be employed to obtain
synthetic data to augment the input database with realistic samples, and in the meantime have ground truth data from the
model’s theoretical values, to use as labels for supervised methods. However, the main condition for this is being able to
generate realistic-enough data that can be mixed with real data.

Without going into detailed simulations, a partially similar (but much simpler) strategy referred to as “data augmentation” is
already part of many standard machine learning pipelines. For image processing applications (not necessarily medical
applications), it consists in generating many variants of the existing input images by changing their rotation, scaling/zoom,
brightness, etc. Similarly, for text processing applications, many variants of the input text data can be generated by changing
words by their synonyms or applying positional swaps in a sentence. The purpose is to help the learning algorithm to be
invariant to these irrelevant confounding factors.

For medical applications, this process can be moved further by taking advantage of realistic simulations to artificially
augment a given database. A pioneering example of this demonstrated how realistic synthetic images from catheters allowed
training a catheter localization algorithm with ground truth data, without the need for manually annotating the catheter
location in representative images (Heimann et al., 2014). Similarly, a popular work from the field of computer vision
reported how synthetic images from video games can be used to train self-driving cars (Richter et al., 2016). Recent works
demonstrated how electrophysiological simulations of the heart can boost the performance of anomaly localization
algorithms (Doste et al., 2019), or ECG-delineation algorithms based on neural networks (Jimenez-Perez et al., 2021). The
last decade also witnessed a substantial evolution in the realism of synthetic image sequences generated from an
electromechanical model of the heart, either by warping existing image sequences according to the model’s motion (Prakosa
et al., 2013; Duchateau et al., 2018) or by mimicking the imaging process to generate realistic textures (Alessandrini et al.,
2015; Alessandrini et al., 2018; Zhou et al., 2018). Figure 7.5 illustrates how we used this framework to generate a large
database of 465 synthetic cine MR sequences (15 healthy and 450 with abnormal tissue viability, mimicking lesions of
random location, extent and grade), ready to serve as training data for cardiac segmentation or motion estimation algorithms
(Duchateau et al., 2018).

Naturally, a key issue with these approaches remains how far simulations are from real data, which can be quantified using
some of the techniques described in Section 1.3. Bridging the gap between synthetic and real data is a whole field of
research in itself, referred to as “domain adaptation”. We refer the reader to the very interesting reviews on this topic
(Cheplygina et al., 2019; Kouw and Loog, 2021; Guan and Liu, 2022). In any case, a perfect match between simulations and
real data is impossible, as there remains uncertainty both in the biophysical models (which are an approximation of reality)
and in the acquired data (which consist of a snapshot of a real organ’s behaviour).

Conclusions
We have provided an overview of the main areas where machine learning and biophysical modelling, two areas of research

that share many more common points that one tends to think, can benefit each other. Both rely on models, which are the
cornerstone of challenges still to address in both fields: simplicity against realism, computational efficiency, interpretability,



and medical relevance, among the main ones. Both also rely on data, and not only Big data but fully curated and unbiased
datasets, to train the machine learning models and accurately personalise the biophysical models.

In the current context of research dependence on local data and tuned models, one should keep in mind that the explosion of
machine learning has been possible thanks to the open mind and widespread policies of the community to release as Open
Access tons of labelled data for training and evaluation, as well as the state-of-the-art machine learning algorithms as Open
Source codes. This has happened to some extent for biophysical modelling (see for example popular initiatives such as the
Cardiac Atlas Project (Fonseca et al., 2011), celIML (Garny et al., 2008), or recent challenges to foster reproducibility®), but
to a lower extent compared to the machine learning community, and efforts towards this should be widely encouraged.

In the end, both machine learning and biophysical modelling pursue the same application objective: refining our
understanding of disease and improving patients’ care. In this context, being able to translate biophysical and machine
learning models from moderate or even large controlled datasets to real-life environments is crucial, which raises additional
issues on the computational complexity and generalisation ability of the models, not directly addressed in this overview.
Historically-speaking, some years ago one bottleneck for applying biophysical models to real data was meshing; the recent
introduction of geometrical aspects into deep learning methods (Bronstein et al., 2017) is now opening new perspectives not
only to construct the meshes but also for the analysis of the data descriptors attached to them. Huge steps forward are
therefore expected, similar to those observed when convolutional neural networks were widely deployed for the analysis of
medical images. Still in this historical perspective, the application scenarios for biophysical models have substantially
evolved from constructing a Virtual Physiological Human (Hunter et al., 2013), integrating many scales of modelling not
necessarily specific to a patient. The scientific community now refers to much more personalised versions referred to as the
Digital Twin of a given patient (Corral-Acero et al., 2020), which enables running many possible virtual scenarios such as
tens of different treatments (for a more concrete example, many different choices of pacing sites and delays between the
electrodes to treat asynchrony or rhythm disorders). Again, such simulations are not possible with computationally costly
models, and the advent of machine learning has certainly a role to play, as briefly commented in this overview.

However, in the end, the impact of such models is and will be strongly conditioned by the final user and interfaces set to
interact with their outputs. One may actually wonder how the combination of machine learning and biophysical models will
be shown to the clinician, whose role is not to run machine learning and biophysical modelling tools. The growing fields of
visual analytics and interactive tools (e.g., web-based, augmented/virtual reality headsets) represent promising solutions to
handle this, although they need to be developed by multi-disciplinary teams including clinicians, data scientists and
modellers. Alternatively, if this is set up by (device, drug, imaging, etc.) companies, these industrial actors should be able to
settle and run in-silico trials consisting of hundreds of simulations to obtain FDA or CE certifications of the computational
outputs (Pappalardo et al., 2019).

Definitely, the combination of machine learning and biophysical modelling is going to have a major impact and will force
researchers to think differently since many applications that were impossible five-to-ten years ago are now possible, paving
the way for more interactive relations between the final users and these computational tools, ultimately leading to better
clinical decisions and optimised patient management.
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Figure legends

Figure 7.1: (A) A simple elliptical model of the left ventricle is already very informative on the relationship between
cardiac volume and myocardial deformation to maintain the same amount of ejected blood (the stroke volume), larger hearts
need less contraction (myocardial strain). Adapted from Bijnens et al. (2012). (B) A simple classification model based on
two well-chosen input variables is already very accurate to classify normal against diseased myocardial shapes’ (e.g.,
patients with hypertrophic cardiomyopathy): few or no improvements are observed with more complex classification
models or more input variables, with the additional risk of overfitting the training data and the reduction of interpretability.
Adapted from code available online®.

Figure 7.2: Predicting a continuous (1-dimensional) output variable y from a (1-dimensional) input variable x, using
machine learning for regression (here, the multi-layer perceptron regressor from the scikit-learn®). Top row: schematic view
of the multi-layer perceptron used to solve this problem. Its input and output layers consist of 2 neurons and 1 neuron, while
the (hidden) layers consist of 100 neurons each. Bottom row: estimated regression for noisy sinusoidal data, using multi-
layer perceptrons of increasing complexities with 0, 1, or 2 layers (0 layer corresponds to a single linear relationship
between the input and the output).

Figure 7.3: (A) Sensitivity analysis for a 0D cardiac model: representation learning allows examining the distribution of the
generated samples, and confirms their consistency with the changed hyperparameters. Adapted from Di Folco et al. (2021).
(B) Fit between real and synthetic datasets of infarct images: representation learning allows visualising the distribution of
both populations and their overlap, which confirms that the simulations have been correctly personalised to the real
population. Adapted from Mom et al. (2021).

Figure 7.4: Examples of synthetic cases generated from a cardiac electromechanical model to validate a regression-based
machine learning algorithm that localises myocardial infarct from myocardial deformation. The data consisted of the
deformation patterns in the main anatomical directions (here, only radial strain displayed for the sake of simplicity), and the
ground truth infarct locations, which were the labels used for regression. The columns on the right indicate the predicted
infarct location and its uncertainty. Adapted from Duchateau et al. (2016).

Figure 7.5: (A) Overlapped view of the 3D mesh used in a cardiac electromechanical model and the corresponding
synthetic magnetic resonance image that was generated from it. (B) Healthy and diseased variants that were generated from
the same real image sequence. Adapted from Duchateau et al. (2018).

7 Beware that this result is relevant for this disease and data under study, as more complex models may work better in other
situations.

8 https://deepimaging2019.sciencesconf.org/resource/page/id/7
9 https://scikit-learn.org/stable/modules/generated/sklearn.neural network.MILPRegressor.html
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Figure 7.2
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Figure 7.3
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Figure 7.4
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Figure 7.5
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